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Provided herein are polypeptide comprising a modified IL-2, wherein the modified IL-2 has reduced
affinity for the IL-2 receptor relative to wild type IL-2. In some embodiments, polypeptides comprising a
modified IL-2 that bind and agonize activated T cells are provided. Uses of the polypeptides comprising a
modified IL-2 are also provided.
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Provided herein are polypeptide comprising a modified IL-2,
wherein the modified IL.-2 has reduced affinity for the IL-2 receptor
relative to wild type IL-2. In some embodiments, polypeptides
comprising a modified IL-2 that bind and agonize activated T cells are
provided. Uses of the polypeptides comprising a modified IL-2 are also
provided.
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POLYPEPTIDES COMPRISING MODIFIED IL-2 POLYPEPTIDES
AND USES THEREOF
CEEEED|

[0001] A$0E &R 7 ¥ CD25 K CD122 7 #F1 J7 [F {KHY &K {E B TL-
2 LA B [ 5 oy il 2 B [PE R ASME B TL-2 A SF BN (5 BRI 8 F &S B B TL -
2R ERERTIL-2 2 2B 0% BRERRIRN)EBEIE 2 7% -
[ Seriifr]

[0002]) IL-2 54 M HCD25 ~ CD122 K CDI132fRE 7 # =X B&1L-2
“Z B8 (IL-2R) BU{E F1CD 122 L CD132f& Bl =t — B RS TL-2 52 BS RIS T4HI A Kz
NK4H 3 T8 69 A RN &« IL-2RZ BT =t B B THHIEE - WHEE
WIS (LR Z AR RS « TL-2— R (555 T4HAR R NKA AT (B 2 4
FAE B B ER 45 P IE = R S =t 1 B S 5 & - IL-2REREE ] EEF
4 THARE 3 (B ECUE T ML B TR - 7R of RS HI SR ER T4 - e
IL-2RZ ZF B ARIL-2 2RO “FERPRs > ARESREA SR
=R B2 88 B 2 R AL R g - (M BBCE =R - &
40 AJHIL-2 (rhIL-2 » % 8475 (Proleukin)) {EER PR b I R E 5 & 4H AR R
MEEERE AR > HEmEEMEAAR - RRNIL-2E5E SR S A
JIL-2RZ N Z4HMEER - B 2 RIEER RS P aFE  BERE
y FEHE MR -
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[0003] THHAELEH{E HTCREL E LS & G 4/ Tk 2 MHC HYAH 45 41 A
P AGEL - RS ETCRE &Y 23 5 R HINFAT Z E 570 F & - & f
CD28 4L R 75 TAH AR (% i P S TAM S (£ 2 CD80 . CD86BEBIHY © {£ HI4ATE
bzt THREEHASEESET - SIS =288 LU A LR ET T4
2 e 57 2% R R im A B2 RS -

[0004] #FTHIE HE s E e EEZRE ZEHRITIR (FEWCTLA-4 »
PD-15%PD-L1) A A fi B G ER PR S 1 » 28000 > BIEEAE KD o7 S e 1 8
BT > IERNRINE30% 285 - NIL > FRUE Z TR SH
Bl o
[#IHNE]

[0005] ARt S &EEHIL-2 2 2K - L& EBafIl-2aaE /b —
{6 4E 2 /D —(FEl g BB i B L < U » A —EEEHEGI o - SEEEIL-2M EH 5
2p A AIIL-25CD25 ~ CD122 2 /E(IL-2R Z & G T (K - £ — L E
Biep > SEAEEATL-2HE 7 B 4 BUTL -2 364 5% 1 B0E (L TAR A 2 SE MR AR -

Bhp. —fEE & EEfIl-2 2 2K - HopZ & Eell-28 & £2/0—

(EEEEE DL T 2 2 /0 —(Elf A (L B R HYHU © P65 ~ D84 ~ E95 ~ M23 )¢

SEQ ID NO: 1 7 2 i FRR L & -
B 4. A0ATHCE B B T AE— B 2 K H o Z e IL-2 B & A
R AL EE i EP6SE UL -

HHiBIS. M E b B4 2 2K > Hogr iz BUC {4 %8 5 P65SR ~ P65E -

52 HEEHRHAS)
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P65K ~ P65H ~ P65Y ~ P65Q ~ P65D FZP65N o

Eh 6. WETMERGI FE M 2K EFZK&EHIL-28 &1
W EEE i BEH16 2 B -

EHG7. MERGI6 2 K > H oz AU 5% 5 HI6A - H16G -
H16S - H16T ~ HI6V FZHI16P -

B8, Wi M BRI A 2K ERZKEIL- 28 &1
B EBE A B D84  HUft -

BEHEG19. (0 5518 2 %Ak - H 32 U5 28 5 D84S - D84G -
D84A ~ D84T - D84V K D84P ¢

EHif10.  WRTMERGIFE 02 2 b z&efil-2as
LR E R T B P65 ~ H16 K& D84 ~ HUY -

BRI WERAI10Z 2K HPZ&EEIL-2 68 & R
P65R ~ HI6A ;D84S o

T2, WRTRERGFE 02 2 bz &efil-2as
R BT T BEM23 5 2 BUAY, -

EHGI13.  WE G122 % Bk Hoo 3 B G E 5 M23A -
M23G ~ M23S ~ M23T + M23V &zM23P -

T4, WERAI3Z 2K HPZE&EEHIL-268 & R
P65R ~ HI6A ~ D84S EM23A -

EHif15.  WRTRERGIFE 02 2 Kbz &efil-2as
TE R BT i BE9S B 2 HUML, -

Thif16. WEHASZ S > HPhzER{%EEEISQ ~ E95G -
E95S ~ E95T ~ E95V ~ E95P + E95H FZE95N o

53 HEWREAD)
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HhaG7.  WE 16 2 %Rk - H oo ez &2 & 1L-2 6 & JUAA
P65R - HI6A ~ D84S E95Q o

Hhap8. W E A 17 2 %Rk - H oo ez &2 i 1L-2 6 & JUAR
P65R - HIGA ~ D84S ~ M23A KE95Q -

EhaGI19. OETE A E— P Rk K & EafL-2/ S
TE B B i B FA2 5% > AU -

Hhaf20.  WE A9 2 LRk - H A F42 5R 2 iz BUA 5 &
F42K ~ F42A ~ F42R ~ FA2A ~ F42G -~ F42S JxF42T o

Hhaf21. OETE A E— 2 Rk Hf s & EafIL-2/ S
2/ —(AEBEE Y45 R L7222 /0 —(F R B i B AV ELA -

Bhaf22.  OERA21Z 20K HFZEEaRIL-246
EHY45A R L72G 2 Bift «

Hhap23. OETE A FE— P2 Rk KPR & EafL-2a s
Z2/0—(EEEET3IRC125 7 2 /D —{F R A i B R AYALA -

Hhaf24. WERM23 LK 0 HRZEEHIL-260E %
ET3AKCI25A 2 HUfL -

Hhap25. OETE A FE— P2 Rk Hf & Eafl-2a s
BEE DL 2 —4HEUFL - HI6A-F42K 5 D84S-F42K ; E15S-F42K ; M23A-

2 /D —1[# 3

\\\
H
FE\-&

>
=
R

F42K ; E95Q-F42K ; P65R-HI16A ; P65R-D84S : P65R-E15S | P65R-
M23A ; P65R-E95Q ; T3A-C125S : T3A-P65R-C125S ; T3A-HI6A-
C125S : T3A-D84S-C125S : T3A-H16A-P65R-C125S : T3A-P65R-
D84S-C125S ; T3A-HI16A-P65R-D84S-C125S ; T3A-HI6A-M23A-

P65R-D84S-C125S ; T3A-H16A-P65R-D84S-E95Q-C125S ; K T3A-
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H16A-M23A-P65R-D84S-E95Q-C1258S -

ghif26.  WERI25 2K > HRZ&BEIL-2/ &% HH A
N ELEE BRI -

Ehif27. WRimEReI R E—fl 2 ik HR & EiL-2a s
F1SEQ ID NO: 84 % /090% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -
97% ~ 98% 599 % — B HE B lE 51 -

Ehif28.  WRTMERAIFE—fl 2 ik 0 HRREEiIL-2a8a
F1%EH SEQ ID NO: 3%9 ~ 11 E21 K23 E31 2 EEMFH] % /190% -
91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% 5 100% — E{ 1
R B BE 3] -

Ehif29. WRTMERGIFE—fl 2 ik 0 HRzZE&EaiL-2aa
BEESEQ ID NO: 349 ~ 11521 K23%31 7 lBERE T -

BEHG130.  WETMERAFE -2 Kbz 2B &FcE -

EhifI31.  WEHEB0Z K HpZ & EEIIL- 2818 Fel@ 2 Nij
BCHiRl & -

Ehif32. WERKAIB0OEMEI31 2k > HPZFc@ A&
Kabatf B % i1 BT366 5 ~ HUY

EHif33. WERFIB2Z %MK HfZFc@ B aT366WHI -

Hhip34. WERMBIZZIK - HPEZFcaaazs /b — @il
T366 ~ L368 K Y407~ /b —{EKabat i £ F fir B Bz A B, -

Hhp35. WERI342ZIK 0 HpZFcl@ B &T366S ~ L368AK
Y407V ZEEE -

ghif36. WEHMB0EISTE—FIZZIK > HPFc@®E a1t

55 HEEWRAD)
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#HEH S354 K Y349 2 Kabat{ir B HYHU -

Hhaf37. WERMB6 LK - HZFel& & S354CEY349CH!
o

BEHGI38. WERMIB0EITHE—Fl 22 > HFzFcBE ST
Kabatfi B % it BHA35 8 2 HUL

BEHG139. WEMGI38Z LI 0 HFZFcl@f & % 5 H435R K
H435K 7 HUAX -

BHiG140. WERBIB0EIIFE—Fl 22K HFzFcEEER
D —{E{L B EHM252 fxM428 2 % /b —{E Kabat iz B {ir B B AV ELAL -

Hhafl41. WERE40 ZHK > HFZFcl@faaM252Y kM428V
T

Ehif42. WEREB0E4FE—FI LK EFZFcEEa
Kabatf# £ EEE233 ~ L234 K L2357 fl4k o

BhiG43. WERAB0ZE4IFE—F 22K HFzFcEEER
/D —{E{FBEEH L1234 ~ L235 K P329 > % /b — (i B B il i B B A LA -

Hhifl44. WMERM43Z LR - HpgZFc@EE1234A ~ L235AK
P329GHIft -

BhiG45. WERAIB0ZE44FE—FIZ ZHE > K kFcl@a &5l
BEESEQ ID NO: 47 %83 B EFEFHI £/ 90% ~ 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%E 100%—E A EEE B 5] -

ghipl46. WERBIB0E44FE—Fl 2 2K > H Pz Fcli f = i
HEE &5 -

Hhapl47. WERM46Z LR - Kbz E#EEE HIgGRERE -

6 HEEWHREHAS)
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EHi48. W E 47 2 %

IgG2 ~ 1gG381gG4h EE °

ik > Hoo iz EH R E & & 1gGlL -

EHif149.  WEHBB0E48FE P Z Z K » H iz & EaRIL-28
ZFel@E B E# N ER 2 Z Clinfl & -
HHiF150.  MERAI49. 20K > Hopz & Eamll-2E M s 1220

{6 e Bk e < i T B Felm R EE N E & 2 3% Cli R &

gHaGIS1.  WEHAS0ZZRK > M ez E b Taa H b B Ak

BhHip152.  WMEHGIS1.Z IR - Hoaz g S T B K ki BR
Rz Ak %

BHp53. WERMSOES2TE—FZ K - HopZEE T 52
RN 7 B FT A % e B B o H B B R s e B

Hhip54. WERHIB0E33 ~ 42KA9ES3FE—FIZ XL > K

2 % kA2 SEQ ID NO: 86 ~ 87 ~ 102 ~ 10387104 B E L5 -

=

= & = P {H

— {i J IR

Hhp5s5. WRERGTE—ZZK - EFZZREss
{6 1R &S =k
ghilse. MEHGISSZ IR - Koz LIk EEwE
LR = -
BHiFI57.  MBERGISSEERHIS6.2 ZIK - Hf 2/ —{# i H &S
Eir RIS SN T PUR 8 ZAdk FAIREHUR -
BHip58. WMERBISSESTRE—FIZ 2K - Ho 2/l
G e RIS ST CDAT TR HTFEECCDS” TR
HHiF159.  WMEHHIS8ZZIK - Koz 2/ —(E bR & o iy 244

e E{ECDA” THIREOEECD8” THIM E 2 HilF

57 HEGEWHHRAD)
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P60,  MEHEHISSE50H (E— 2 HRE » Hep A — @
il o (0

P61 EHEHISSESOT E—FI2 Bk - PR bR
B -

EHEPI62.  MEIEHISSE61 T E— 2 B Hop D — @I
st e R4S S PD-1 ~ CTLA-4 ~ LAG3 ~ TIM3 -~ 4-1BB ~ 0X40 -~
GITR ~ CD8a ~ CD8b ~ CD4 ~ NKp30 - NKG2A -~ TIGIT ~ TGFBR1 -
TGFBR2 ~ Fas - NKG2D -~ NKp46 ~ PD-L1 ~ CD107a ~ ICOS -~ TNFR2E(
CDl16a -

EHEHI63.  EIEHISSE62 (F— 12 BRE - Hep A — @HLE
G RS S APD- 1 -

EHEpI64.  EIEHISSE63H (E— I HRL » Hep B —@HLE
s B MBS (B R AEEH -

EHGI6S. MERGI64 Y Sk - KR B LB B A SE
NN $ B4 Lk -

P66, B IEHISS 65T E— 2 BRL - Hep A — (@ HLE
4t £ h B £ VEE, -

FiEEI67.  ANEREEI66. SRk » B R S Ll AL VHHEE -
FHEI68. AN HEHISSE6S T E— Bl Sk KA E b HUE
4 £ h B £ VEIS R VL, -

EHG69. MERHI68 Sk - K E O — AR RS SRS RS
AT 2 HL88  VHBL B VLB IR 7.2k B i (pembrolizumab) - 442 B
(nivolumab) ~ AMP-514 - TSR-042 - STI-A1110 -~ {3 Ut E #

i

i

il

4

4

5 8 HEEWREHH)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

(ipilimumab) ~ H{3E E i (tremelimumab) ~ ¥ & By (urelumab) - 5 [E|
A B P (utomilumab) ~ ] fF ¥k B $1 (atezolizumab) K 12 FL & H 1
(durvalumab) -

Bt (770, O EF i H68E69 2 Kk - H iz 2 /0 —# HLR & &
HE&BHEFv (scFv) o

A7 WE 68869 2 2k - H ez % k& & = # 8 E
& - Hez VHI R e N E @Rl > AP Z VL VIG5 -

BHAI72.  WERAI7T1IZ AL - K sz VLI BEEE N T Emm s -

BHAI73.  WERAI72ZZ0E - Hf szl e GEE R -

Bt 74, WEROISSEZTI3IFE—FZZ > HPZEHRFEEE
R 2 B AR IE]

Bha 75, WEROISSET4Z LR > HFZFEHREEaEHF 2 &
ErREMESNHEDUR

gt 76, wWMEHAISSETIZZH » HFZFHREESEHF 2 &
ERANESNEEMTIRE s 2 2/ —F A EHE -

Bht 77, WEROISSETI3IFE—HZZE - Hf 2/ —#PLRE
EEERRMEGEEINPD-1 - H 2/ — [ ARG & R4S &R R
PD-1LIAN Z T A # R B E ZAde TR -

Bt 78, W EHAISSETTHE—H K - Hf 2/ —#PLRE
et &4t & 5APD-1 ~ CTLA-4 ~ LAG3 ~ TIM3 ~ 4-1BB ~ OX40 -~ GITR -~
CD8a - CD8b ~ CD4 -~ NKp30 - NKG2A - TIGIT - TGFBR1 - TGEBR2 -

Fas - NKG2D ~ NKp46 ~ PD-L1 ~ CD107a ~ ICOS -~ TNFR2E;CD16a °

gHH79. WERMBS1ET8FE—FZ DK - HdiZ 2 e 4 H

59 HEWHRHAS)

C226262PA docx
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i NI R B -

HEH180. WEHILZT9FE—TH 22 - K& EEFIL-2%
NFAIL-2R 2 &5 G AR A1 T EETL-2R 6 A KR E7 A ATL- 28R A1 ST 2 /D26 - 3
f& ~ 45 ~ 5% - 6fF - 715 - 85 ~ 9fF ~ 2/D10fF ~ £/D20fF - £/D30(5 - /D
50f& ~ 2&/D100fE -

Ehif8l. —EEAEY)  HEEE—-SUEE_ZI > EF
IR B WERFINZTIE—BFIZ LK -

Hhif182. WEHMSIZEGY HFZE—ZINE &% —Fc
& Hz5E _ZIE&F _Fcl& -

EHipI83. WEMPISIKEM G2 EEY) » Hf&Fcl@ EEH
NHEIgG1 ~ 1gG2 ~ 1gG3 K IgG4  [E A o

Hhif184. WEMMSIEEY) » HF&FclE i AKIgGl -

EHifI8s. WEMFISIZ4F{E—PlzEEY)  HPZFE&aa
RrEFEE233 - L234 L2357 filtske o

ghif86. WEMFISIZSSFIE—PIzEEY  HPZFE&aa
H435RECH435K 228 o

Vivis

EE

%

BHM87. WEHMBIESFE—FloEEY  HfZFEas
ZeEEM252Y FEM428LE 28 8 M252Y KL M428V -

G188, WMEHMIBLIESTFE—FloEEY) » HfZFE —Fcl&
% HFE _FclBEET366W2E# » HE —Fcl@ B & 258 T366S ~ L368A K
Y407V o

BhHaf189. WEMMISS 2E &Y » Hf#ZE —Fcl@eiZ$F _Fcla

14 S354C 8 -

5 10 HEEHIEREIE)
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HHEF190. WEFEMSIESIFTE—HI 2R Y] > K ZFcl&EFiL
fh /L & B 5 SEQ ID NO: 47583 2 fr Al 751 % /1090% ~ 91% ~ 92% -

93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% 5 100% —F A I ELfE B -
HHEA91. WEHAS8IZI0FT—RrEEY » HbZE %Ak

NEELEEFIL2 -

gHaf92. WERMSIEZINFE—FIZESY) » HPZE—F K
Ha 2/ b—EiRE s -

HHp93. WERMSIEZNTE—FIZESY) » Hi#ZE K
Ha 2/ b—EiRE s -

BHip94. WERMSIZSBTE—FIZESY » HPZE—F K
Baf PRSI - Foll K& EEFIL-2 -

HHiF95. MBI ZEEY) 0 HP s —PRE o Z Fo
& Nl = > HZ & Eefll-285Z Feld 2 Clinfl & -

96, MBI EHIIS ZE =Y > HPFZE_ZHE
2R _HRGE G K FClE -

HHip197. WMEHG6ZEEY) > HFZE TR SE R Z SR
PR &S & A FEECRE -

BHif198. WEHMOTZESY) 0 Ko

)R MRGEEENZE RS &S & PD-1

b)iZF —MRG S ZPD-1 - HZFE _PIREGHGEELAGS

OZF—PRGEHEGZPD-1 - HZFE _PIREGHEGEGCTLA4

DZFE—PRGEHEZPD-1 - HZFE _PIREGEEG4-1BB ¢

e)ZF—PRGE GG SPD-1 - HEZ B _PIRESEEZ0X40

C226262PA docx

109100336

11 HEETEREE)

FHGTE A0202
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f) ZE—RESHEESPD-1 > HZE _JiRESHEGESGITR ;

9B —HRESHEEAPD-1 - HZE R4S &S & CD8a;

ZE—TNFRESHEGEPD-1 > HZFE _JURE G HESCDSD ;

) ZE—RESHEESPD-1 > HZE _PiFRECHEGEECDY ;

D EZBE—HRESHEEGEAEPD-1 - HZE RS SHEESENKp30

KNZE—MRESHLEEPD-1 > HZFE _JURESHEGEENKG2A ;

) ZE—NRGESHEESPD-1 > HZE _JRESHEGSTIGIT ;

mZE—MRESHEEPD-1 > HZE _JIREaHES
NKG2D ;

NZE—PIRESHEEPD-1  HEZSE _MREE&SaHES
TGFBR2 ;

0)Z B —PREEHEEAPD-1 » HZE /R4S &4 &Fas

PEZE—RESHLEEPD-1 > HZFE _JURESHEGEECDI07a ;

OEZE—RGESHEEEPD-1 » HZFE _JRESHE S NKp46 ;

NZE—DNREGHGEAECD8 > HEZFE _HMFEG GG S
TGFRBR2 ;

$) #% S — PR S HEGE GCD8a » HZE /R4S &S & Fas

DZFE—PNFEGEEHESNKG2DD » HZF _HFR&E eSS
TGFRBR2 ;

WZE—HRESHEEESNKG2D - HZE R4 ol &Fas

VEZFE—NFEGEEHEESENKG2A » HZF _HFR&E eSS
TGFRBR2 ;

WZE—PIREGHEAGNKG2A > HEZE _IREalEs

C226262PA docx

109100336

FHGTE A0202

5 12 HEETEREE)
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Fas

NZ B —NEGEGHGE T NKpd6 - HZF _HMiRAEaHE S
TGFRBR2 ;

VZF—PUREEHEG &G NKp46 - HZ B RS G4E G Fas

DZFE—MREGEeHESCTLA4 > HRZ B _iREaHE S

LAG3 ;

aa) #ZFE—PIRESHESCTLA4  HEFE _IRE&eEE s
Tim3 ;

bb) #F—HREEHEECTLA4  HEZF _IRE&eHE s
0X40 ;

-

cc) EFE—NMEGESHEHEESCTLA4 > HEZE PIREEHE S

GITR ;

-

dd) #ZFE-MEGESEHESCTLA4 > HZE _PREEHE S

CD107a ;

-

ee) #H—MEGESHEESCTLA4 > HEZE _PIREEHE S

NKp46 ; B¢
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&~ 3fF ~ 45 ~ 515~ 6fF ~ 7T(& - 8(F ~ 9fF ~ BV10fE ~ £/D20(5 ~ £/030
&~ £/050fF ~ BED100(F -
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IRECIE HE B8 1 B9 E—PI 2 EGP) R B 8852 b a7 7 dH -

HHMN01. —RE&E R - HE\BUERA 2800 E—fl2%
RN E FE B8 1 E99F E— B2 E S -

HhHif1102. —REFRREE > HESWERAIN01 2 #%E -

HHiF1103. —RE& 7y EE AL > HESOERA101 222 A
BHH102 2 RIFEAS

BHhHif1104. —fE oy HEE AL > HRROE S E80F £ —fI
L ZIRBCNE 81 £ 99 E— P =58 -

BHH105. —EEEWE A1 £800 {E—f 2 2 IR & #1181
FZIFE—PIZE SR A > HEEHEEENREZZINEESY) 1%
BB A 103 ECE A 104 2 75 E4HAE -

EHFI06. WEHGI05 2 5% HiE—SEE7H

%

EQIN="

SE_{_
i
oy

Y -

HHiA1107. —fEIEINCD4+ K /2. CD8+ TG IERY 5% - HEE
{E TAHAE B AN E HE B 1 22 80 o (£ — Pl 2 Z K ERA B HE B8 1 £ 99 F £ —fIl.2
"V -

HHip108. WEHHI107.2757% » HiaZFCD4+ K/=(CD8+ THHHT
RAETERG D ©

BHH109. WEHAN107.2057% » HieZFCD4+ K/E(CD8+ THHHT
HALERA -

HHiAI110. MERAI107 21090 E—FI.2 J57% - HosZg ik =
D15~ 202 - 2/03EEEDSE -

gHaGI11. —ME IINKAAEEIERY % - HE & (ENKAEEaE
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Tt B 280 —HIl 2 ZIKEAN B e (718 1 £ 99+ (£ — il 2 8 &)t fg -

G112, WERAMIIL )% HfgziEgnke01.56 - £/02
&~ BB EDSE -

B3, —fGEEFIE L HEa R BHEE 2B RS
SSEEE PR ENNE G E80F £ —fl 2 ZINENE 181 £ 99 H {+
— Pl 2 W EY A E i H1100 2 EEEHEY) -

HhaGi14. MERGIN132)77%  H Az iE %2 AR AR
IEERE RO ~ R~ RIS R PR G - A BBERE - 7B
B SHEEE SR EERE  SHESE  HLARGE  TENEE - &8
R IRE - HEE - 5E - §BE > mEBSAE - HERE - BiTE
B~ ENERE - BREEECERE - R - BE - B - NIRRT - TR
AMAEAtE - FifRSE  BHIRAAEATE (squamous carcinoma of the lung)
ZE - B - SRR - DR - SRR - BERERRE - AUSIRRE -
MR RRE ~ BN ~ BB ~ PR AR - EORIEE - B - K
B BHIRGATRE - B - AR - HIRIRE - TERTENERE - MK
RERE - M2 - HEE - EF SR MKE B (Hodgkin's lymphoma) ~ JEE
FRROREE - BARKERE - MR (low grade)/ 8 B FEEE =7 £ [
E(NHL) ~ /NREBKM:(SL) NHL ~ 8P /g BINHL ~ o 58 5
Y ENHL ~ = 50 e s B A FENHL - = 50 BN S 40fENHL - =5
Mg /NI 2P AR NHL ~ FESEME ZENHL (bulky disease NHL) ~ E4H
Bk E & -~ AIDSHBA M E B ~ FE K B K& 4 [ fE (Waldenstrom's
macroglobulinemia) ~ {84 ERME B M7 (CLL) ~ S MM E &4 A 3 M
7 (ALL) ~ B4l 3 1w R 18t 5 88 RE A AR B i -
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HHHI1S. MEEI1350114 2 7057% - HiE—F a & NG
PR

ghafl116. WEHE1S 2 50kE Ko aziiNaRE KitEE -

BHaGN17. MER116. 2 J57% - H P Z il E (x5 B (L2155
B~ B AR - RS SFE - CAR-THRIA KSR IHRE -

HHap118. B FI162CE i FI117 277k » HoaZasNa FHEl
R AR -

BHHN19. WEHREI18 2057k » H oz b 4 ¥ 208 Rl PD-1
K /2 PD-L1 2 SE R -

EHaG1120. 40F hE G 118 2 J5 % » Hoor 8% $i % A W) BB Ry # )
VISTA - gpNMB -~ B7H3 ~ B7H4 - HHLA2 - CTLA4E(TIGIT ~ Z% -

Hhap121. MEH1I16 E12000{E—FI.2 J57% - HpFZiiER &

AN
ghap122. B8 2 J57% - H ez ik £V 2L & dihE
= .
BHap123. WER116.2057% > Kozt BCAR-THRE -
Bhaf124. WEHAI16 2 50% Koz BB RERRE

EHap125. WERHAINBE124FE—PIZ A HE—FHEHE
TV bR R /BT SR80
GEEEGH D

[0006] EI1AZEIHE RSEIL-2BcEG M ZREE - B1A
FonE R EM B R H M 1gGl Fo ZNEgHYIL-2 - [E 1B &R 8 13 2 B

fife < M _F#e1gGl FeZ CligHyIL-2 - [E 1C 2 [E | Efffr# 1% £ —{E VHH

5 16 HEEHIEREIE)
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(E1E) ~ W{EAHE VHH (& 1C)EC R {E - [ VHH ([& 1D)HJIL-2 - B 1FER
EPEEEANE Y R EEEEE 2 CHAIL-2 - BIGE REHFEE
RIPUEE > F R E SN E & 2 CHGRYIL-2 - B I HE R B 88 scFvh
#8 < Clii fil & HYIL-2 e

[0007] E2AZE2CEREESFFARIL-2 (B2A)AE1AF AR
B RS Fe 2 Nl il & FY &K EEHIL-2 (E2A 2 [E2C)HIIL-2 /& 2 [ Bl
£&LIL-252/8(CD25 ~ CD122 & CD132) 2 & 4H & B i 41 69293 F 4 AT Y
e WEEMRE AR ENATERN - " UT 293F ) 5 R&EE L~
293F4HAE -

[0008] EAZE3BENEETFARIL-2SWE AT RELHHE
T RS Fc 2 Nl fil & < &E B IL-2 0y fil & &5 1 B148 CD25 k CD 122 %5 B 5
AI293F4RAEATEE & > 20FE i om B =X 4 AR = ol BT 2080 -

[0009] E4AZE4BENE S TFAERIL-2AE 1A T RBELHHE
T A8 Fc 2 Nl il & 2 &8 {E B IL-2 0V fil & 2 0 P48 CD122 & CD132 5 %
CD25 ~ CD122 & CDI132 55 B i 441y 293Fdiffl ~ 45 & - s0#5 H R B U4 A
HIE AT EM] -

[0010] ESAZ[ESBENEEWIE 1B H AT~ ER 25 _FfBFc
B 5 VHH Y CUf Bl & 19 87 4 BIIL-2 sk &8 (S B IL-2 VRl & E M Bl ER A R
JE(LCD4+ THIfE 2456  WFEMIRE AR EMT P &0 - T RV SEIE |
ETAEEIL 2 HIBES -

[0011] [E6AZ[E6BE N &WIE 1BH AT ~E B 25 _FBFc
I 5 VHH .Y CUfi Bl & 19 B 4 BUIL-2 3R 4% (5 B 1L -2 il & 55 1 B 4% o 3

ad I PETAHAE (Treg > B 6A) ~ BB METHI (L EE E Treg > HO6B) &

5 17 HEEHIERBE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

RS ECDA+ THNAE(Tresp » B O6C)HYEE S » 408 R B ZUAH AR = i
FrE Ml -

[0012] [E7AZE7DERNE & ME 1BJ AR EE R 2 5 B ASFe
2 JE# 5 VHH 2 Clifi Bl & WY B 4B B IL-2 s &K B B IL-2 Y R & 2B I E AR B
CD4+ K CD8+ THHMI EZ/EM: - EHIEIE(ETAKIETC) RCD71& & (E
7B K [E7D) - [E7EZ [E7FE R E 1B AR BLE B SR B AGFe Z JREL A
VHH Z Cliii B8 & B 27 A2 U IL-2 BN &K B B IL- 241 3% 2 CD4+ K. CD8+ THHAE
BZUEM > mEERAIAE N (ESTATS & & 2R B = AT NI E g HIFT £
AT EA B R ARSIl 22 HRED -

[0013] [E8AZ[E 8B RN{E Ryt A B & Z0[E 1 B o By B2 48 1% 2 7
RS Fc Z JRH e VHH Z Clitg g & & B A W TL-2 B &K 2 R IL -2 HY Rl & £ 5
RHTRE > & RTreg ZIE(L ZIRFCYIHYIEIE R CD25SE & -

[0014] BE9AZBIDE/NIRILEREST  IRILIREHTBE LY EFE 20
& 1F e Fron B s g Clin it = < IL-2-RAS e BIHRVIL-2-RAS ([E9C K [E9D)
F£CD8+ f CD4+ THAE b ZJEM: &5 & o #& 1 CellTrace™ Violet Z i 8
AT AR E oy (M B M CD8+ ([E9A) K CD4+ ([E9B) THIAE F 2B -
Fe R B A AR 2 6T &R FACD8+ THHAE(EI9C) & CD4+ THHRE([E9D)
EERE -

[0015]) [E10AZL[E10DE/RCD8+ K CD4+ T4HAEIEIE ~ 55 E ¥ IL-
2 ZMRHENE o oA AR AL THPH B (I8 10A K [B] 10B) B 8 NUR E 2 IR I ER B
FL(E 10C K [E 10D)FHIHErRI B X T > IRIZEREEFT ~ JEFE[RIL-2-RAS KRk
SLER B LA (DL 2 (R A0 8 1 Fof o B B M Clin B 5 < IL-2-RAS R CD8+
(B 10A K[ 10C)E(CD4+ ([& 10B & [& 10D) TAHREEIERTIIEA -
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[0016] [& 11 /e 45 R 172 B fu 8 (D04 72 (=] 400 [ 1 F o Py ors Bl 25
Cliii i & < TL-2-RAS » DL R 401 1B 1 B s BLJE§E 7] VHH 2 Cliii il & < TL-
2-RAS k #1[&E 1B F s BA IR #E (5 VHH 2 Cli il & 2 B A2 BUTL-2 5 CD4+ T
2 M (Tresp) 4B AE3E A= HY 118 o #5 I CD3$% & (Tresp+ R AL ) 5% & Tresp 1
JE - BE&(E B RS AT M TAI AL (Treg) I © ' Tresp+ERAL | 4 o~ A M
Treg AT F A T (EFHCD3 8 G YA 4R Tresp ALY 4 - " fEAb | & B RAE
Treg{REFAE T (5 I CD3RE S YA 4R Tresp Al A3 4 -

[0017] [E12AZ=E12BERFEHAIE 1B+ FrrBljEi s VHH L C
Uik & HY B R A S L IR R B AR AVTL-2 (T IL-2 WT  )ECIL-2-RASHT
AHME < ¥ g% )% {b (transactivation) - 5 AT ABEEE(LSTATS & & 2R &)
7\ 4 AECRT &t EOAT 2RI TAEARDE (L - EoRCD8+ THHAN(E 12A) X CD4+ T
AR (B 12B) KL BE -

[0018] [E13A £ [E13TE RA0E 1HF By B8 5 NKpd6 2 5~ %
B scFvii % >~ Cli Bl & BYIL-2-RAS ~ BB AT [RINKp46 2 5 B B scFv
RS DU B & a0l 1B 2 Ao B B 2 e A8 Fe 2 JEBE [n] VHH 2 Clifi B
EHYE A AITL-2501L-2-RASHY R & 2 B BINK4 MY - CD8+ T4l 2 CD4+
TAHIAE < E M R &6 & - 5 iR 8 =0 41 BRI 2 g 2 HINK 4 A (B 13A)
CD8+ THHAE(EI13B) & CD4+ THHAH([E 13C) 2 ¥E 78 DL NKAHAE (& 13D) »
CD8+ THHAE(E 13E) . CD4+ TR ([E 13F) ZpSTATE & - JR#E R BI=0
A AR R 2 o BRI T FE R 2 K BINK A AE (B 13G) ~ CD8+ THAE([E 13H) &
CD4+ THAE(E 13D 2 & & -

[0019] E14A£E 14HERAME 1GH Fr B HLAG3FE B HEE

FIPLAE (MAD) Z Cli @t & HYIL-2-RAS ~ 7018 1B Fros B2 B A 5 X #G Fe
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ZPILAG3 VHH.Z Cliiiff = HYIL-2-RAS ~ 41 1B F for RS R VHH Z
Clii @4 = HYIL-2-RAS ~ BLA0[E 1B o AR 2 JE #E R R K Ag Fe Z Clif Bl & 7Y
By 4 RITL-280 N B AIL-2 2 LAG3 88 [qf MAb B, LAG3 # [z] VHH-Fc 47 T 1E
CD8+2(CD4+ THiAE FRVEME KRGS - BiRE =i Ef EHCD8+
TAHRE (B 14A) &z CD4+ THHAE (B 14B) 2 38 58 DL R s (EERRCY)CD25 ([814C
f2 [& 14D) k. CD71 ([E 14E K [E 14F) /A CD8+ T4l A ([E 14C X [E 14E) K&
CD4+ THHAE(IE 14D 2 B 14F) £ 2 £ - B 14G K [E 14HE R B & THEE (L
ZCD8+ THHAE([E 14G) . CD4+ THHHZ(E 14H) 2 &5 & -

[0020] E1SENEEME BT AREE A _FiGFc Z VHHEIC
i Bl & < ATHE R S B IL-289 Bl & 82 B {E HEK-Blue IL-2% MY F 20&
M - % FHEK-Blue IL-2# 8 40ME-f R VHH Z HIEPURE H N EEE RFER
EZERIL-2 BB RIRIL-22 80 2 65 & LISE BB AN - 82 Z 4T
B[Ol fE R IL-2 52 #8718 Z pSTAT S (5 5 (5 E 55 H i R B AY 57 00 M I Al 14
b 2 g < O 1 -
(&0
MEA HER 28 Z X X5 F

[0021] AHFEER2019F1IHTHHHE ZRBEERE HE RS
62/789,0755RHVB M T » B H EE TR A2 5 Z 5 = U0F AR SCH ELA
PR AR

[0022] ACATiR 2 EHE O (%R H & & B ERIL-2. 2 2Kk HAEa
BRRRIE < S8 A TR R - & EefIL-258 8 T 2 0E 1 -
EE K EER R

[0023] ASCRTH ZEGIRREE FLaH &% 5 By B 5 R PR A1 A

5 20 HEEHIEREIE)
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Wiz £/ -

[0024] A5 IHZATAE 2% CRN(BEEMNHGEE - SFARZE
K Genbank FF {F 4w 57) ¥ LLG [ I .2 5 ZUGF AR SO - 40 [E] & {18 H 225 SCR
Fr e it 0 BB AR H DL 2 S5 TR 2 5 S AR SR —fi% -

[0025] A sl 2 5% T 5lT 5o fe e — i By 28 IHE TE 35l
By g L EERE R AR > S0Pl AT 2 B2 AR 2
57 ¢+ SambrookZ A > Molecular Cloning: A Laboratory Manual 553 i
(2001) Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y.
CURRENT PROTOCOLS IN MOLECULAR BIOLOGY (F. M. AusubelZ
AN4g, (2003)) ; METHODS IN ENZYMOLOGY % %1 (Academic Press,
Inc.): PCR 2: A PRACTICAL APPROACH (M. J. MacPherson ~ B. D.
Hames K G. R. Taylor 4§ (1995)) -~ Harlow & Lane 4§ (1988)
ANTIBODIES -~ A LABORATORY MANUAL kK ANIMAL CELL
CULTURE (R. I. Freshney4g(1987)) ; Oligonucleotide Synthesis (M. J.
Gait 4, 1984) ; Methods in Molecular Biology, Humana Press ; Cell
Biology: A Laboratory Notebook (J. E. Cellis &, 1998) Academic
Press ; Animal Cell Culture (R. 1. Freshney)4s, 1987) ; Introduction to
Cell and Tissue Culture (J. P. Mather &z P. E. Roberts, 1998) Plenum
Press ; Cell and Tissue Culture Laboratory Procedures (A. Doyle -~ J. B.
Griffiths fzD. G. Newell4g, 1993-8) J. Wiley and Sons ; Handbook of
Experimental Immunology (D. M. Weir ;2 C. C. Blackwell4g) ; Gene
Transfer Vectors for Mammalian Cells (J. M. Miller z M. P. Calos%g,

1987) ; PCR: The Polymerase Chain Reaction, (MullisZE A 45, 1994) ;

5 21 HEETIEREIE)
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Current Protocols in Immunology (J. E. ColiganZE A 4, 1991) ; Short
Protocols in Molecular Biology (Wiley and Sons, 1999) ;
Immunobiology (C. A. Janeway & P. Travers, 1997) ; Antibodies (P.
Finch, 1997) ; Antibodies: A Practical Approach (D. Catty.4s, IRL Press,
1988-1989) : Monoclonal Antibodies: A Practical Approach (P. Shepherd
¢ C. Dean 4, Oxford University Press, 2000) ; Using Antibodies: A
Laboratory Manual (E. Harlow § D. Lane (Cold Spring Harbor
Laboratory Press, 1999) ; The Antibodies (M. Zanetti &xJ. D. Capra4g,
Harwood Academic Publishers, 1995) ; K Cancer: Principles and
Practice of Oncology (V. T. DeVitaZs A 45, J.B. Lippincott Company,
1993) 5 DU EHr A -

[0026] FrIESSAEE > & AIG SR IFIHME R 2 B2 BT i 58 i
BA — e E IR B iR g 2 &% - I BRIEE T XS AFESN
FANAMEM AR L - R BRI E A S E S A E R E R EE - AR
BAEAROR B2 SR 2 L E 2 0 BT 8728 » B DAAR SRR it 2 E

[0027) —fikii S » REBKE D EH# T 2 REARS: (h W KabatSE A,
Sequences of Proteins of Immunological Interest, 555 kg Public Health
Service, National Institutes of Health, Bethesda, Md.(1991)F “EUZ 5|
Z4m5% o " Kabatth ZEURS| , 415 ANHlgG1 EUHi RS Z IRERGT -

[0028]) FEFRfE » A SR « A E O &+ T h & 648
Ay R/EC T EA B EAIAL o FRIESHIER 0 RRIASCHTA - B
BEA " —(a/an) ; K "z BEFEEBERRY) - fosE "B EA R 2

5 22 HEEYIEREIE)
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{ERA A BEE T ERLMEEREY -

[0029] FEAHGFIESP » B JE A fife sth o A 520 2 IbE T8 5 ity =& BT B2
e BRI TEG ZERAES T R/EG - EEENEENER T T Z
{58 FH B30T 12 e 8 28 — ([l BT 2000 T S B S I

[0030] Rt "2FHA " 2540, 258, oA
EHEA 2/ 0 — R AR B ART R B A 20 —RE SR %
Ao AE—EFHEFI T > SF AT REGMIERREE Y - 25 EATH
P E PN R H ST FAEZEHE M/EmRNAZ &8 » B{EHEAR
MR ECEATHFL 2 EOE R/EmRNA Z B8P ELEL - £ —LEF
pig > 2F AN E E—25 % > BREAEZEHE A FEAL o ££—
EEHA T > 2B AKE EEE ST E S E - A —EE B
o 2FRAAKE T2 Z5E 0 (e Rk EEREA SR EA e
A ZJRE (P50 > 7 28 R E B T AR AH BRI ) BY 2 el 8 B A - e — 55 F
FEBI T > 2F ARG E E—2ZE - BB 25 SRR L HE
Bh oo AE—EEHAIT - 2FEAGKEME A F 2 E L RIEEERA -
FEE AR S F AT - RS SHATA W s T2 REE

EE

l\?
M

EMENHAE RPN EHRE LS8 - REAFH PR T R/
BEABREEZST - ALERBESFHEABTIEER - BIESF AT

s MY T L R ENERE SHAE AN EHIEE LS8 - REAR
HAFFLE—ESEZTT

[0031] AUASCHAEZ e R B s e Rl Ic LA R g2 BT
NPT ZfosE ks T EEIRR R o " SO R T UBREE ) AT RE Y
TSR EE IR EM > Blafe — e EHIHIRAERE - G REE K58
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28 1k ¢ B BRIE 8 0F R BUE R ZBUE  TBINE B RN HITAT (R o R
D R BRI IE)RIRAIATIR B BT E B B R/ B & - SHI RN
BV~ R EGE B IR IRV RFIRAT AL — R IR B R E AR B L —
S RRIEAR ¢ WG I E R 2R IR (B0 > SR FEE) 2R &
MBEEER RIERES  R/ECRVMEGFRG ERER TR -
Ry 20 T AR IE ) 22 BERE IR R B T SO, 2 BEL R
il R 2 2 sl E BB E

[0032] ffost "By, "Bk, R T EERERE ) TEHER
HBEZHERESY - WERTRE Y &7 RAKR/EIERAZH K

BEEATREY) DNA ~ RNAKPNA - B FH ) s Ea Nk s T

R H BT 2 H BRI

[0033] ffose " 20k, 81 " EB'E ) W LR (E LS U AR R A
ZEaY > HARRR/NRE - WHRARBREE ZEEGY A &H RAETE
RoAMER A > HERE(EARIOIK « Z0K - BEREEZ FE - =

FRAZER 2REAEBRIRESHZER MR - ZFMBIEES

IR RERER - PRt ~ HEREE - JBRt - wE(E R LA E
B o HEAh - HNARHZ By - " ZIL, BRiE—BESE > HEEHEAE
FPYZ 28 > sEaskAR ~ R0 R HUR (B B A (R IR TR » i% £ H
B ORFFATAREIERT AT - BLF(BEA 0] B =HY - WK E R 28 B AT
A Ry R AHY > sE I M EEEHE 2 1F ERYEE M PCRIEH AT 5 [EE
ZEEERGHE o T AR ) RIEZIRETE T TE S I AR 2 G
o1 -

[0034] 4AFTAZ TIL-2, 5 " rB&-2 5 &f5 B4
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TIL-2F786 RS & A& Z AR R AERAIL-2 - BrIES AR > BRI IE B
KB R HEEYIOR ZIL-2 - BRI EY) - sEUERBAFHY (B
N BB B i BRI ) R M B B (B0 - NE R KB o BT RE N L
fRIL-2 2 RAEE ZEEREG » SHsI RS ERBCEEENE R - JEIRH
PEGIR M N BATL-2 i BB B 51 e o it 120 GenBank ZF {7 4R 5t NP_000577.2
o 2R SEQ ID NO. 1 (H ) -

[0035] W0ASCRTAZ " &EEHFIL-2 ) RIER 20— [ ARLE
B BT A B BF 28 BVIL-2 [l B g e 51 Y 2 Bk -

[0036] ffist " RMAEE ) EVUFEEIUFEAEE HILER frd 7
TR ZA0RE > HRANE IRy BV & 2 5 0RIR B BE TG o BT 2R -
5 o7 T ERR E AR B E 2 S e B 1 b LB (UM R B AR
R ~ FREREER R/ECRM D ER > AIHER TR REEE ) K
MBS ) BEVRGEGSHBE S eI MY E 2 &S aR A
NER-BENER - EEGR/EFEFHER - AIZRE S "
RMde ) N EREe ) EEDUE - BOINE - HEESUEBRE SN
JFURTE k2 sd Ab B E VHH 25 Ik B BRI i JRU2R E 2 2 &6 5 M EE B [F] — H AR
TR B EM G FUA BB SCE M HARPUR 2 PURAER L& &0
BER-HENER - EES N/ HFFEREERAYsdAbEE VHHZ K - #5
MRS L E /B AR - HRy RSB e E S N sE — TR DRSS &3
B A RSB S R o it o T R RS e BT B
o) ANFE@EEHTEMRBEAESs - —f&iis > BF—E K
SoEEEREs o R REECEO BRI SR 28

[0037]) WWASCRATA » BRRRIL-2 Z &MY fiosE 8880 ) (RiEIL-22

|
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EMEHYEE o AE— L F G T o T EHET ) RERIL-20E M 2 A0 -

[0038) WASCHTHA - flosE ' HLRAEE ) BiEESE & D T
W SRS L ZIOEBRE D F(0Ia - FFE - SEUEEE - &K
WAL EYRAEE) L& 2k - PIFAEEAEEaE—HERAAL
BiEM LT o sEE AR - ZIRECRERI#E - A BEARE =4E&REEN
KA B Eefr B - PR E A ] i B AR Sy - 2 AR A R BB R TR A AR AR AR (1
a0 WEERE - HE B -t BREE)E R - MR A (I - AR EE
fZEE -t BEE ST R F SR L A R B Y M VA BRI 45 DA
PREE - TG 1 =4 BB P a2 B R R B Bl (R B MR B B B I B 4%
HUFEAREETEEGERRN) ZE/D3MME ~ 2/05(EE8 2 10{E A FI » fE
BBz e - £ —EFHAIT > IREREE ZRE /N 2085 E (F]
W BEEMEAZ T L) ~ AN ISR A SN 12H A - 35 W Dras B —
MFE R PGS S - AIHE ez EN ZE—#EiFEAEE - f£—5
EHGH o oI METRAE G F 2 CORESEL 7 B — /N i 8 1 470 [
REE: - AL —EEH AT - FUFEREE TR RS - B2
[RICHLR S & 70 F < SR A B R A 2 Y — S (P10 - S AT R 2 1
FERE o PUFAE RN AT 8 i 2 A 1 2 8 71 - (s P9 e P B B B 1 T
i TRIREE S T ETHEER 2 — R #EEE - BRIEAERR - &
APE R PR R A —HEEA kb AR A (E By E R & G BE0r T
ZUURRAERANE Y - BIE L ZH L FAER TR/ N — R AU R R E &
(R—4HYE) - At - E—EFiEmfF - @R SERESE L —HEAR
ez PR < s/ MERIPUR R E L - MAEHUR B2 PUF A E By 85 M A
B

=
o

18

5 26 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

[0039] TORRMEBUIEAER ) K " BEHIRERESE ) BaiiFE
HEWN ZIEMEA LK ~ BB BE ko /2ol > LKA E B 2N 2
MEES T TWB0 > SREeHZZES - E—EFRp$ > £/
— (A5 L 1R B P SRR e B < HLA e B A ARAD ¢ 2RI o — B (R
BN u] B LA SR AR AT

[0040] " @RUMHFAESE ) BEREEGENZHBZIL - A
Bz e /Bt - B FAEA B R R 2 RFEEE T (B SRS
EEMZZNGEE - BEE > E—EFTHAT > WIERMETFAEENZ
B-EEANFERFFAES T T HEG o CUEREME) - £ —SE G
o SRR R E R A E AUt B S M R AE R L RIS R IR R
EERKEHERE 2 R HE T ERE ZERE T (ERiREG
G 2 E S ERE FYIE T EER) -

[0041] ffosE "Hife, &k "HR&E&eS T MxEERN S 1 L3 E
A BwEEa RGeS LIL > AE{EAR)ER PR GRS
B E2b—(FEE 2D —(FE ) - B fiAe(sdAb - HEAS—(HETE
MO E#E 2 #) - SVHHZR(E & 20 —(FEH# - EaSPiiE 28
VHHZ Z ) AT E—F& 2R B > RBEHERMFE RS &SR] -
E—EEHA T > P e F I o I RS (EA TR E A E
(B2 CHI ~ g%4# ~ CH2 R CH3 » HArCH1E 5 B 8 1 2 M CLACHT -
M 25 # 7 r E (L) K Fel& (Bl & #5088 ~ CH2 R CH3 > H i gi i /18
{b) - MrsE PR /R B R (BRI IR G IiRE ~ NHEDUie ke 585 (B
BRIS) ~ = /N A REMBESSEYE DS -

[0042] ffosE " BEIRETAG , K | sdAb ) fEAS I A G i DR

5 27 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

B HE—EAe GRS & E# (ECVHH) ] EE 3 By JLAg -

[0043] 4OASCATA Z i " VHH ) 2¢ " VHHEL ; 3¢ " VHHHLR
Gk, mifEsE BB ECARRTNBZE R ZRFEEaH 7 - f£—
g e - VHHE & = CDR K VU{EE 2R & - #§ &/ FR1 - CDR1 -
FR2 ~ CDR2 ~ FR3 - CDR3 X FR4 » £ —EE i #|d » VHHB] £ N sk C
Ui B > IS HE B 28 > FR1 K/EFR4 > Sk = W ERARE T 2 —F 2K
g AEVHHEE BERREE o RFEERTH -

[0044] fig5E " & VHHEZ K | RiEEE 2/ —E VHHE 2 Z K -
FE—SEAI T > VHHZIKE & /M0 ~ ={F =V {E = E 2% (H VHHEL - H
T & VHHIS A [E 2R [E - fE— S EEAIT > 2@ VHHZ LB & Fcl& -
fE—E A+ > VHHZ KR AR - & VHHZ L Z JER &1
4% & & & VHH,-Fc ~ VHH,-VHH,-Fc }z VHH,-VHH,-VHH;-Fc - H
VHH, ~ VHH, & VHH; 5[] [F] 2 [F] - A2 bR 2 —SFHf & - —{F
VHH A] #8 i1 f 73 # 2 55— VHH - 30— (il VHH 8] 5 i 23 3% T 3 i 52
Fc o fE—SE G H F » ERE TS - 20 & B - EER1-20(H EE
BaHEREABENEaGER AR - £ —SEEH$ - &3 VHH
kB EFcly » PR _EEE - NIt > FE&EVHH,-VHH, -FcfP i &
iz > AR R H BINERYORED - 2R EAVIE VHHELD < L - S5
VHH,-VHH,-VHH;-Feio p A8 > AR/ B/NERICRET > ZFRE A
A 75 {E VHHI) -

[0045] ffosE " BEPRIUAS 0 BRIEREE EEE Z BRI (EE
sdAbECE VHHZ IK) » Rl > Gl & IEEERG Z (A B PiRG bR Al e (7 ALV B R AR E
4 2 2B LUAMIMEE - BRI SH A E — IR B SRR £ - 14

5 28 HEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

BLHE ¥ A B R E T (B R E £) 2 R B 88 B9 2 bk B #g LR A
R SEHBHENE L EERLET - WL BB EATES
PR 2 E—fE R e o BaE "Bk, BB EGREEE
FE AR RER - B ERRSFER N MRR A REEZDE -
PRGNS > Bk AE O] #5 i Kohler & Milstein, 1975, Nature 256:495 %
A Rl AR S o BT R R =B FE A 554,816,567 5% H FT i 4L
Z EHADNAJ AR E - BOliNE - BEHRHUIE IR E £ F McCafferty 5
A > 1990, Nature 348:552-554H2 iy aft > 5% ity 72 4= 7Y Wiz 1 A el o o0 i

[0046] flfzE "CDR |, R A A EE » A1 FH PV BEIE R il & #5
2/ —EER TR ESRE - £ —ELEFHEFF - CORHIIEE Chothiadg5k 5
Z ~ Kabat4F5% /725 - Kabat#Chothia 2 4H& - AbMUE 3 R /S i £ &
JIE—EKESH - VHHE S =(HCDR > f§5CDR1 + CDR2F CDR3 -

[0047]) WASCFTAZMisE "TEEEEE | GfEE&2/D = (FH#E
REHCul ~ 08 ~ Ch2 RCu3HIEEL - B > BRIEFIMEH - TRIZE
N AR B Y e ke R B L AL ieE " ERRER , C#EN o JER
H MR M B S E LRy ~ S Ko o JEPRHIMEFIR M E R E & R e
Ry o B B EE S ER SRR - B00ME - GayRERZH
i B1gGHife - AadNEE i gDk - HE SR EE BN
IgAHLES o Hhh - BEPEER IR HigMiils - Ba Sl EE ik
FyIgBHiRS « FEE R E— Moy B8 - B0l s > IeGHhBaRE(E
ARG (A& REE) - 1gG2 (A& EEE) - 1gG3 (B&y;’E
&) K1gG4 (Bav JEE @A & IgATBERGERRM)IgAl (BEwuld
EE) KIgA2 (A& fEE) A AIgMit#RaRE(ERRM)IgMI K

5 29 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

IgM2 -

[0048] WAFTAZ "Fel& ) Af5E&CH2 R CH3 2 & ##1A E &
ZEhoy o AE— S EEHIF > Fel@ &8 - CH2 R CH3 o 11 & 1 & it il
o EFc&E & Ry - s Bl # & Fe sl Ik 2 Ry % (L - Fel&
A B A Premill < RIS EH R E B E S - £ —EEFHAF > Fcl&R
IgG1 ~ I1gG2 ~ 1gG3 8 1gG4 -

[0049]) WA SCHTamit » AT 288 NEME ) BEER
B AR ERER RN AL AR 2 Eif o] S (Vi) B AR 2 & P
FIRYREZR o TR E NSRRI E O MRS R L AR 2R B e N EREZR 1]
Ba AR ER Y SO A& AR Y o £ —LF i f)
T BERE-HEESHGEO VAR F 2 FrA AR - AR E B H
DFR10 - BP9 B RRS » BUD Y T BTN 6 o B RS o B4
B/DIR3

[0050] "¥EFIS], Hfe0 (Bl - FiASEE VHHZ L) 2 B —45
BB B SR iy (Ba - LR Z BRI EME G 75 H 2 S8 HY 53
fE o o FXEHBEYIY 2B 7 5B BUE A 7 — A 0] 2 Al el i % B
(Kp) B Kp. 2w 2K F o » B ] FE L HE M 2R 28 H 7 E G
ELISA Kp - KinExA ~ B4R N E 67 /BRI EH T LIREE) - &
AR G E T EREN - BWETEEFEEFR K
BIAcore® ~ Octet® = B =UAHAR I & fig < 5 0% -

[0051]) WASCFTA ZilasE " Koy BIETURE &0 F/HUEMEGE
M Pl gEEE B - EAMERMEE " Ko, B HEREKp KKp s

[0052] FE—&FHHIF » PIRE &S F L KofhfE HRETUR < 4

% 30 HEHHRE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

Rtk B AL B (E DRGSR IE T B P 2ot B M R & AR A Bt
(Prism Software graphpad)#&f B\ SHAT N E MK EMN « f£E— LT
Fi Bl § > Kp Ry Kp-#s

[0053] ffosE " EPNENE ) HBIE 0 T2 E S BAEYRIE (R 5
FIERNFE B RAFAR - BERMEHEFRMERERD) - 2V
MEE{EAR)GEEECRE « 55 B 208 IR I8 (G5 0 TR E) K ok
BEE AT R LR

[0054) WASCHTHZ M8 "IL-25EM: | RIL-2> T49Er , &
FEAE—EYEFAEIL-2 Z AV BB RE T 2 £/0—F& o £ —EH Bl
g IL-275 PR B FRIL-2 55 E T A MY JE Ko/ 30E B B 250 T (NK) A AT 2 BE
77 o FEBR M B R MR TL-2 05 L B F5 38 IO pSTATS K 3R - 3 finCD4" K /5K
CD8" THIA 2 ¥4 ~ 3 IICDTIAETHNME | 2 R3IF ~ Kk /b Treg 41 A ¥
CD4" K CD8" T4l ML)& (b R 3 7 < M & 1

[0055] T {RsdcAl, =k "&b Jife(GEsdAbEE VHHZ L) FyiY
Mk /B0EE HIRPUR Z EVETE 2 Dile « E—EEHA T - i
HEERIR > HELEYSEEEE INE/V&20% ~ 40% ~ 60% ~ 80% -
BSHEFEZ -

[0056] " HEHUA, - FHET ) =0 " R0 SRR A EBERRE ZEY)
AR R BRTERI PR c AL EEHEA T o PR ARG ERIR
HEHEAYSEEREEDY20% ~ 40% ~ 60% ~ 80% ~ 85% ~ 90% -
95% ~ 99% B FH % o

[0057] T REAIIEEEN ) 2 & VHHZ RAFEHERY R A IE A

SVHHE L » %4 VHHS I — 3 % HCDRH HA — 8% Wik > 15

5 31 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

BUE IS R R iZ & VHH Z IREHUR ZFRA ST -

[0058] 4ASCATAIZ " A{EVHH ) A HP - ZHERERED
HE F# ANBEBEEER CVHH - f—8FRT - ABEEEREL 2K
EEAREFREEGHIEIEAFRERR - 15> AB(EVHHATEE
AEFER FEVHHECA R H o - B8] G s AL 52 o DU — 25 SO
KAB{EVHHECE VHH Z ik Z S e R A - E— B FEH 4 > ANH{EE
VHHZ kBl & AHHFclE » BligE g - NBL20al #E i H— g P A
HA—EREFEEVRZBERE -

[0059) " ZhgEtkFel&E , R ARARFIIFcl@E s " SUEYE 5 » Plm
M TR RE ) BIEFCZBRSE S  Clagd ettt ~ RIS
(CDC) : Fezfsdalt  PIBRMKEIEAE M E 24l 1 (ADCO) § BiF
M  HdllgRE 2eBIaBMEZae) < T » kBMEEE  FF -
BEAR e Dy e — ik R E Fel& B &S S (Bl anpufe al 2 ) s & H Al H Sl
TIRTEAR AT

[0060] ' JRAFFHIFclE | B&H 8RR T #IIR 2 Fells 2 B AR 7
Il —E By BRI - JRAE Y NEFel& aL i R A PP A#H1gG1 Fel& (JF
ARARE  FARFYIAEIgG2 Feli 5 [RERFAIAMIgGS Felit » KJFEAE
FPHINHH1gG4 Fel&a DL R R A E A 2 B RAS -

[0061] '"EERFclE  HEBFEARFAIFclE 2 AR YIMEEZ /D
—{E b AR B EY B AR ) - fE — S E Gt T ERFc&E ) BEBR
4 APl 2 B B B2 Yl 22 22 /0 — (il i BB (2 6 > (B PR B FR A= P 5l Fe
&2 2/ — T R RV BB P Y] o AL —EEH ST - BRFcEAMEIN
R4 Y Fel@ s N R A L Ik Z Felea B 2 /0 — (g A B EUA > 6140

5 32 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

HIREFFIFc@E PSR ALK Z Fel@ R & — (@ 249+ E R AR EU
A —H 28 T A AR AU - fE— ST+ » A F 2B EFcl&E
B4R FP Bl Feli R /BB 2 Ik 2 Fel@& BA 2 /D 4980 % Fp 3l — i
D EI0% I —E i - B/DEII5% - BVEI6% ~ VTR - BVE
98 % B¢ 2 /4799 %o F 51— B 1M

[0062] " FcizfG ;) B¢ " FeR | fMLEIGIEG L Fel&4E & 2288 - 1F
—EEHHI > FoyR AR E ASHFCR « £ —EF il & » FcR &4 412G
fife < FeR (v Ag) H B #EFeyRI ~ FeyRIDKFeyRIIFHE 2 5288 » BLHE %
FRRIHEEARNERRG R TE P - FeyRIIEZ 58 B f& FeyRIIA
( "UEILZEE ) ) RFeyRIIB (" HIFIZ88 ) ) » W& EA F /e HYHME
J5 A B RV D A B 51 o B2 ASFeyRITALE AR E 8 & A &0
2 Rk B 2B AT (TAM) » HIIH] <2 g8 FeyRIIBAE H AN A E 35k o &
HER 2 el < IH E T (ATIM) © (2 A f40Daeron, Annu. Rev.
Immunol. 15:203-234 (1997)) - FcR&E # jA ¥l 41 Ravetch [z Kinet, Annu.
Rev. Immunol 9:457-92 (1991) ; Capel ZF A, Immunomethods 4:25-34
(1994) ; de HaasZ A\, J. Lab. Clin. Med. 126:330-41 (1995)1 - f#E
15 2 3 1 < FeREYH M FeR VA S 2 ffgsE " FeR | ks - BHIME » o
ng | FeZ#g ) 3¢ " FeR ) JREFERT A5 Z#8FcRn - HBE T K AEEIgGER
2R (GuyerF A, J. Immunol. 117:587 (1976) &xKim=ZE A, J. Immunol.
24:249 (1994)) HEFEIRERE D ZRE - BIFcRn 2 &5 & 2 8 )T 7E LT
18V (2 B 40 Ghetie iz Ward, Immunol. Today 18(12):592-598 (1997) ;
Ghetie® A, Nature Biotechnology, 15(7):637-640 (1997) ; HintonZ A,

J. Biol. Chem. 279(8):6213-6216 (2004) ; WO 2004/92219 (HintonZ§

% 33 HEWHRE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

A))

[0063]) WASHTAZirsg " EE FEM, 5 "HE EHEE L £ow
W 2B 25 (8 B (E < TRV AU e 3 - DABEISAE R sz E E M AR &
ZAFIUT > BNE IR I e RE R 5% A {18 BB 25 {8 {5 < Tl Y 2 B B AN
A BFEY R/ RGETBEEN - - EERA T - WEECE 2 (EEE L
BBV EMEZREABEBU TP ZE—F 5%~ 10% ~ 15% ~ 20% ~ 25%
5.50% -

[0064] XMk "SE5EG , HEHAELY o H s B 51 A ZE fir DL 5]

mANFH =2 o A F AR RFRAAFPI -2 —8 7 2
% BIRAFHIZ L ER 2/ 0480% K 1 75 — B AV EMEZRL -
I 5 52 SR RSB HE 91 20 A 22 R 2 Ny 536 C s 4 0 Bk 2k — B0 20 (8] B B e 78
LK o AL —EFERE AT - BERHE AT 20 I80% AR A — 2
fE—EEA > BRER AT E VORI ERFI—2E - i —5EE
FEB e o 2 RAS B AR R P2 Ik B 204995 % e B B F1 — 2

[0065) AIASCRTA] > BARCEK ~ ZIREIRE Y2 " BB P57 —
M TR (%) o K T REDRME: ) E R BAELLE A H N5 A ZE i DL
RE KPP A— 80 oy B A B AR R IR B A — B 2 — 8 o0 &
& > o B 21 o BT A IR BN 2 IR 271 o 2 i Ak B B B — B e B B AR R Y
EorEE o Pt e b A B P Al — 20 1 o3 B 2 B BY 2 BR ¥ B] LUAE JEE PR 352 1l
I REE E N BB T AR Pl ERHAR AT H Z EEERE - B A
BLAST ~ BLAST-2 - ALIGNE(MEGALIGNTM (DNASTAR)#fg - #4E
ER & fAE AR ENEE Y 2 #8258 B RERTERFEIZ
ERNZERALLEHAFENEMEEE -

i

il

5 34 HEEPIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

By R E (R ECADCCECDCH B F iR /& M KR EREEEY)

=1

[0066] & £ B A AT B 15 (B4 BRFL ) RE 25 ik o 2 — il B 2k R B A
Fom—Wa BB o BURMERE R R LT - BERRREUC A 5| A ZRTRE 2
fifed - HEtHEPORENZR/EEHRE/UERE ~ UERZEEGREE

FHERE | FIntRUR

Ala (A) Val; Leu; Ile

Arg (R) Lys; Gln; Asn

Asn (N) Gln; His; Asp, Lys; Arg

Asp (D) Glu; Asn

Cys (O) Ser; Ala

Gln (Q) Asn; Glu

Glu (E) Asp; Gln

Gly (G) | Ala

His (H) Asn; Gln; Lys; Arg

Ile (I) Leu; Val; Met; Ala; Phe; 1F 5 2
Leu (L) 1E E Wiz, Te; Val; Met; Ala; Phe
Lys (K) Arg; Gln; Asn

Met (M) | Leu; Phe; Ile

Phe (F) Trp; Leu; Val; Ile; Ala; Tyr

Pro (P) Ala
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Thr (T) Val; Ser
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Tyr (Y) Trp; Phe; Thr; Ser

Val (V) Ile; Leu; Met; Phe; Ala; 1F H e
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(5)5 B E 0] LR A

Gly ~ Pro ;

(6)F5 1% © Trp ~ Tyr ~ Phe »
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[0079]) WOASCATA > " i | B8 aE e LA & = 1E R
2 B EE R IR IE R (B 20 8 e B2 RS ) 2 A e /BB TR R S - T R
TR E ) ARSI RME R R R RIE RGNS ZREE -

[0080] 40ASCRTA "Bk ) AR IERS A MY T AR IR
SR - WAL TER ) BastERAEEE N Z WA

% 39 HEWHRTE)
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EITHE R FR L EEER - HRAZRHZHEY > A BT T AVER
REREFE(EARO LT 2 E—TE M © & — B BIER - B
FRIRARTE ~ THPGBCE B R R A (B EEE > flanise 2 soREs) ~ 3
P B 3 = 6 3%~ R BORAR TR R ~ DB RIRARRE ~ I BRIM BOR
AR ~ HIHEORER R B R ~ 78 ) L 58 e e 6% R (fik s 10 73 1 B9
&) o IBER ) IR EN ARV RIRN R ERAE R RS o ARSI 2 A
ERFEFEBET 2 EM—KEE - HRUEANE  EEaFEIFED 7
Z— I BRIRIE < BT R -

[0081] T 4&f# , BB ARLBUEHER » — SR LK
BB T GRE ) VBT RE IR Z F SR A ] e o e D

[0082]) flgsh " HiReRl , FEA P UHEESZRMNGHEHRIEHE
— BT AE L HER o PR MR 2 IS HER AL R (B RO (EER G
B~ AV RB(GEOME TR - ZRAEINK-FcR G R IR ~ X
HapA ~ CAR-THEL ~ BREMEZTRR GEN N EFZH B K siRNA) K
BRI

[0083] ffost " VA, Bl —EBAVKBEY R AIEY) Z
Vg o IWEYE EE(EARF)mMR@GIOEm) « maE - mF - KK - F
K JBIR - NRAIRE - BmER ~ BAZEK - HAARE - S5 E - 8 5
RES &5 e I Bt

[0084] ffosE "HIE, 0" 2%, BRECHA e oMY ZEEY
("RUEE OHORERSHESMY ZEEY T BEER ) - B R
BEEAREZIHY) -

[0085] figsE ' #lIf(inhibition=Kinhibit) | {55 ({7 < 28 AR5 UK

5 40 HEEHIEREIE)
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DEF IR SR B AR - R R R ERE R o T R B

DRI REEVETE ~ ThRE R/SREMEER2F R~ R EREUEH - £
BHeGI o TR, BT B REIRI0%RE S ZRETT o £ — L
BHeGI o TR, BT B REIRS0%RNE X LT o £ — L

gHafI o TR 2T BRI T5% ~ 85% ~ 90% ~ 95% B
FH 2R - AE—EEHEH T > —EREEN BT R ZEHE R E R
e ] P 1 BR 1 = 2 B A B D -

[0086] 4NASCATA » " MEE RIS ) HaH R - [HBE - Bk
Pe ik ~ 1872 ~ S e/ B 6% B0 (R AR E ) < 38 I - TR IR I S e /B
A Z(ERE T E - LA o] B AR ERE o 2VE IEIE il & & 5
R oL E g FmETEN o (EE RS R R o B8O
= o LB TR E - sENEE L R

[0087]) 40ASCRTAZ " FENG o BIEAE—RFAL(EEE P 2 HFRNE
S mE R EVIEN - ZEE RS BZRA AR RZE B A ZIRER - bk
IEFAME - SRS TR, THH ) 5T TP ) AR ER—E
SEETANG - mEAERTE M Z R RN -

[0088]) #VE/5r T (RAEEHEED Z " BFANE ) IRELLT
R FHA(ERE ZRAIREE ~ Filk ~ TR KRB ERYE /771 (U8
S IADAEEASRR NG RMERIEZAET] - BFEANEN R EFEER =R
TERBBYIE 7T (RAEEE TR L EMAZASERANE - J8FA
R A5 — B AL BLAR K VB SR (R I8 AL TR Y I & R Ee
R PR AR B R TR SE R 2 & -

[0089] ffse " BS&EERECY) ) & " BEEE Y ) RIEMMER AT

5 41 HEETIEREIE)
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EMERR Ty ZAEEE AR . BN S H YR R 2 25 s B A A a2
B ZBINE Y BUR] - PEARERECY) ] R IR AY -

[0090] ' E&4EE2 bWl 2 & (545 ML IH i o B R0 B i 25 A

2 B EORBRE AT - MIER - BRI - SRACEIEI S 0 HEla
BRE LB - —REk " EEEH e ) DIt 2 o BEEEE bl
7 Z EEIERT B E KORIE T ¥ 7 & s H B HACY) < A s A -
SSEREE bl REA7 2 SCEIE Y BT A 2 B ECY) -

[0091] FA—sRZREELAGHEME "4Ha ) REEREER QLT &L
(FROENGR L

[0092]) fig&l " GF 17 o AE A S0 DASE AUF L W fl 20 B &5 1B 0B 7
Bl > Hrpfe il 2 2/ D e E R EE > sH T —(FIa R L 1B A St
H o5 — IR 2 R B — B R R B N > L A AR BE T A R
/D —{HHFEEL -

[0093]) figeh " HKFF o AEA S H DASE U B 2 0 R A 2 1%
B E EAEE SN PZERR GFEERFEER -

[0094]) WASCAREER " &G ) FBIiER—EEEE A LIINR I
S—EREPI - Wit > " d5E ) BRIEE R (AR R —EE P 28T
SR B R i B s — e B P 2

[0095] flosE " #EmsiHE ) ALMEEE SERaFENEL 2
ERETHSRE  HEAMNEERERGEEELR AR ZEEE - H
& BIE g8 dHeRE - R R/EESHER -

[0096] "#LE , BEEED A - GG FRREIR U E
(B0 - FEE) < BB A IR e MR SO AT f 2 2 AR AR RC 2 B $THY(E

5 42 HEEYIEREE)
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B (B0 - BLEEENE S BEM - E— S EEHI T - B EHEUA
PRBIT AR A 2 575 Z BT ZUHERY ~ o s E -

[0097]) flosh " fEeC ) K " AMEAIERD o EEEOIAINS & £ Has s
RS REEoH LA B REWGI - Se) s JEMZ80 7 »
RS B AN E T I ERM AR | - WL - flosf T EER L
SoEH ) REFARRCUEENEcEBZEGE - £ —EFHH
o ARG Ry A]E A ARSI B B A 0 U E TR (S 9 L AT EC ) -
O HF A E RS AR R L B A B BOE it 2 T R &R Z AV R EH (P
WaA AR Rt & AN L R Y s e S M I A E
EHE)VEMZEVMREET TSI - AR 2K 2R E M EE(E AR
B PUR © gt [ i RS M R (B40°H ~ e - S -7y P Te
Hn 21 B TR s *°Hos S m) s R E B EIZEL(BFIAIFITC -
# P (rhodamine) ~ §f 8% ¢ 2 (lanthanide phosphor)) ~ AR50 (413K
RiBELlE - &R - Mt  C2URLY  EVERE |
ECHR B T L TEE Z KPR A E A (P B BB L EE Y] - Rt
Mo ZSEE R - BEEEE - ERAERER) - RUMER - B S
Yy o w AR RS R AR E M e EAE By - Bl $E(E
ey REABNCZER Sy - PIEYEER - Blbing > &0 B iR liR
Gl (= HRED - BRI N —al oy FOfE 2 & 8 Ry ml =Y -

Pl & EERIL-22 %k

[0098] A IS EMBEEFIL-2 2 ZHK - fE—LEFHHIF - &LEaf

IL-2FHg R By AR RIIL-2 & 2 /0 — ([ (R G2 e IL-2 B IL-2 238 ZF A )

My BB B - AESEEHEAI T > ASCATiRE 2 3 EBeIL-2 2 2K R

5 43 HEETIEREE)
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IL-2R Z (e 58K » £ —SLEHafl§ - EEafll-2 K& Eaf AMHIL-2 » HIL-
2Ry AHHIL-2R » fE—SFHEHIof > &S EfIL-23 ABIL-2R Z &5 & A
FIEEIL-2R¥ A SR B £ AVIL- 28R A (& 22 /D245 ~ 315 ~ 4% ~ SE ~ ofF ~ 7
f& ~ 8(&F ~ 9fF ~ £/010fF ~ Z£/020f% ~ /D305 ~ £/D50(5 ~ B(ZE/0100 fF -

[0099]) fEBMEHHIF - SLEMIL-2 2R s 2D —fEs
TAIREECH 2 F(INK)MRE R R URE G o AL —SEFHEAIT - ASCAT
Rt 2 SEBHIL-2 2 RS —( ~ WE ~ = ~ VU@ - 23 > 7
TE = R G > Ko 2 2/0—(F e 45 & TAIEEE 2k T4
HEPUR - HE—SE RO - AR 2 S EBEIL-2 2 ZIRE & —(E
A~ = {E U E SRS K 2 2D —(H e EAE S TAIRECE 24
TR - E—EEH AT - & EERIL-2.2 2 IE i R & o i F
£ TG EEEEIL-2R « fE—EFHEHI T - & & EEFIL-22 2 RELZ
KA 2 E N PIL- 2R E 2 4HH ERYHU RV R &S ST & & K /B0E
{b&lfy B ZIL-2R -

[0100] A& & % & 5§ 7 Z B EfIL-2 8 & 2 /D —(# £ 5 5 P65
D84 ~ E95 ~ M23 Kk H16 2 % /b — ([l i ZL B (i B pa HY LA » A — S E B
o EEEFIL-2E 2 M AR AL EP6S ~ H16 K D84jE ~ T - {£ — L&
B KB ERIL-2 6 2 i A B ir BEP65 ~ H16 ~ D84 RM23jE 2 B « 1
—SES T > KEERIL-2E S A AL EP6S ~ H16 ~ D84 K E9SEL 2 HI
e E—EHRH T > EEMHIL-20 Sk EB A EP6S ~ H16 ~ D84 -
M23 K E95 i < HUfC

[0101)] FE—EFHHH+F » EHEERLEP6S K 2 HU A EH
P65R - P65E * P65K ~ P65H ~ P65Y ~ P65Q » P65SD K P65N « ff—EE & Jiff

5 44 HEETIEREIE)
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B fEREEEE AT EHI6ME < HUA R EEEHI6A - HI6G ~ H16S ~ HI6T -
HI16V &z HI16P « {f— S & i ] f - {1 B B it E D84 fa ~ AU R EE H
D84S ~ D84G - D84A ~ D84T - D84V KL D84P o {T— LB il - {CRFE
% fir B M23 i 2 B 4 358 5 M23A ~ M23G ~ M23S ~ M23T -~ M23V i
M23P o i — 25 fiid () - {7 R B B it B EOS Ba <~ AU 4 28 5 E95Q »
E95G ~ E95S ~ E95T ~ E95V ~ E95P + E95H ZE95N -

[0102] fE—SEFfAI+F - LEMIL-2E - PR EEHERUE
FA258 B o AL —Se b FE G - FA25 < B {55 5 F42K ~ F42A -
F42R - F42A - F42G ~ F42S i F42T -

[0103] fE—SE M+ - LEEFIL-2
Y45 K L7227 % /0 — (il i A B i B R A AU
BRIL-2f& 2 /D —(EEE H Y45SA K L72G 2 LA -

[0104] FfE—SLEFEHIF - KEEFIL-2E—FEE 2P —FHEES
T3RCI125 2 /b —(HlE AR A BREAIA - £—SLFFHEH+ > &E
BRIL-2f& 2/ b —(HBEEHT3A K CI125A Z U -

[0105] FE—SF M+ - LEEFIL-28 & B AP65R ~ HI6A K

D84S - f£f —ELF i {4 > L EEfIL-26 2 HfAP65SR ~ H16A ~ D84S K

(AL %E 5
—EEEEHA T > &

AT FF”FF
\\qfr
[@r
il
i
\?

M23A - fE—EFGHE A F > ZEHFIL-2E S PSR ~ HI6A ~ D84S K
E95Q « fE—&F i fIF - &L EFIL-2E Z H{TP65R ~ HI6A - D84S -
M23A KR E9SQ » AL — L FHE Pl - KEaFIL-2® &8 5 LLT Z AU
H16A-F42K : D84S-F42K : E15S-F42K ; M23A-F42K ; E95Q-F42K :
P65R-H16A : P65R-D84S : P65R-E15S ; P65R-M23A ; P65R-E95Q :

T3A-C125S ; T3A-P65R-C125S : T3A-H16A-C125S ; T3A-D84S-

5 45 HEETIEREIE)
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C125S : T3A-HI6A-P65R-C125S : T3A-P65R-D84S-C125S ; T3A-
H16A-P65R-D84S-C125S : T3A-H16A-M23A-P65R-D84S-C125S
T3A-HI16A-P65R-D84S-E95Q-C125S : K T3A-HI6A-M23A-P65R-
D84S-E95Q-C1258S -

[0106] FEAS M 2 E—FH A+ - EEEIL-20] BEEEA
MIL-2 - ESEER AT > ZFHQZEER I EHEFSEQ ID NO: 1
T ERERIE -

[0107] FE—EEHHIF > EEHMIL-2605FISEQ ID NO: 84%/)
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%=K99%—E H H
FEAR X FTam il < U 2 — B BB E R Y] - fE— ' P+ > &2
BiTL-261 & B13E 5 SEQ ID NO: 3%9 ~ 11 E21 %23 E3 1 2 Ry £ /)

)

90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99% 5 100%

— N HAFEAS AR 2 BT 2 — S BRI AR P o AF — S E A
b REEFIL-2E S EEESEQ ID NO: 3£9 ~ 11 £21K23%31 2 EMF
B - HE—SEHEH T - EEEFIL-26E 2 5SEQ ID NO: 3 ~ 5£9 ~ 12%
21 23531 Z p A B P51 -

[0108] fE—LEHEHF - SLEHMIL-2 2R E 2D —fEs
TAIREECE AR F AR 2 URGE ok —Fcl& - fE—EFHEHIF - A
TRt 2 S EBETIL-2 2 B IREE — @ ~ Z(E - = EVU{E R &S o
Ke—Fcl& - AL —EFHHF > Feld/r ESEBERIL-2 2 2 1A HE R
TZFELMERE RS S B BB G2 FRE - 8601 =
2 AR &k —FelEiy 2 & EaFIL-2 2 ZIE R ER G =1 - B
AR T » Fe@ /M E_FAL > EI5E&EaIL-2 2 2 AL I R

5 46 HEETIEREIE)
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PN E BRI AT

[0109]) fESMEHEEAI T > S&EEIL-2 2 Z k&5 HSEQ ID
NO: 329 ~ 11221 K23 L3 ZFH] - AEZEE G > & BHfIL-2.2
ZIREEEEHSEQ ID NO: 3 ~ SEIRI12E21 LA K23 E31 ZFY] - fE 518
e+ - SEEEIL-2 2 ZLEESEQ ID NO: 21 « fE—EEH A+ -
ZIRE—FEETRE S - £ —EFHEA T - RS eEEANHET -

(0110) fE—SEEHEHI T > 2/ —FFT RS o R R AR A& FR
GoiEICY) - PUEEE B (Anticalin) (K TEIEREESEH) ~ sHEH
B # # K (Darpin) ~ JEsE %2 (Fynomer) ~ £ (Centyrin) (&€ TR S
FETEAIDR) - PR ERSS L - FIIEMR (Affilin) ~ FRATHTAS (Affibody) =L
A TRNEECH3 - £ —SEHAI > RAFRSE S ECY) 6L & e AH B
FUR(TAA) Z R A FRGE S B ICY) < foss Sl i/ M L &S & /B > B
EIATAA Z G5 B AV E 2ae -

(o111] fFE—EFEEHF - BZEBEHIL-2 K £/ — #1746 &
Z 2% K38 58 P R TR A JE B B AR T Al S e > [E]s &G Treg ~ 2
THIAE R N FZAAE » AL — S b FE RO > 2 /0 —(f 51 R & = 38k 5 L (2 B
IL-288 [ EAETHHAE - A —SEE AT > EEEIL-2EEIL-2RENHEG &
2V —ERGE S EAE R B ES R FERTIL-2R - £ —8E 5T
FEB > EIL-2RERHY LR IAGE & £ /0 — [ Ji i & G Z JU R By AR (]
ZAHHE Ry > EEEFIL-2 A G 580 EIL-2R -

[0112] fEZMEEHAIT > PIRGSHEENESU T ZEHE ¢
PD-1 - CTLA-4 ~ LAG3 ~ TIM3 ~ 4-1BB ~ 0OX40 -~ GITR - CD8a -

CD8b ~ CD4 ~ NKp30 ~ NKG2A -~ TIGIT ~ TGFBR1 ~ TGFBR2 - Fas -

5 47 HEETIERBIE)
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NKG2D - NKp46 ~ PD-L1 ~ CD107a ~ ICOS ~ TNFR2E;CDI16a - {f —Lk&
Bt > a&E6IL2 22 RES U T Z2nE&E & - I EDL
(BMS ; PD-1) ; JRIZ¥E B Hi(Merck ; PD-1) ; AMP-514 (Amplimmune ;
PD-1) ; TSR-042 (Tesaro/AnaptysBio > ANB-011 ; PD-1) ; STI-A1110
(Sorrento Therapeutics ; PD-1) ~ fAULEH(BMS ; CTLA-4) ; HiE&E T
(AstraZeneca > CTLA-4) ; & ¥ & B 51 (BMS - 4-1BB) ; & B K B
(Pfizer - 4-1BB) ; [ 45 Bf B #i (Roche » PD-L1) - & F, & B Iy
(AstraZeneca ° PD-L1) ; 5 &4 ¥k B 5T (monalizumab)(NKG2A - Innate
Pharma and AstraZeneca) ; BMS-986016 (Bristo-Meyers Squibb » LAG-
3) e

[0113] fE—LgHfI+ » ZRREEE0—FRRESESIPD-12
MR EE - f—LFHA+ - ZReEas)—FHFRESEENRLAGI 2
MR&EEE - fE—EEHF » ZIREE 20 —H RS SN NKpd6 2
MRE&EEE - F—EFZmM+ - ZEa 20— @R EEE S NKG2D
ZREEH - £ —5%E a2/ — (iR EZMEEHCD8a
RS E K -

[0114] fE—SLEF)mHIF - HiJR&E A& AR - Ba AR
Rah a2 ZIKEEOE VERZ IO E e EME s 7 - W AR
i R N BT REEECHREIE N BTIR 2 AR ERIE - 2 NERE
[ fe g BN PRSI < 0k K HE H IR EIeRE 2 AR - —f&ims
ANBETRE EEE A bR E — 22 [ a] & - L CDR (20 H AL
TIACIRTYIE N RS - A FR (BCEE ) AR N fiag 271 - AR B
R EEE AN BEERE I Raae NRREE 2 20 —8g - ff—5

5 48 HEEHIEREIE)
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BhpH o ABEEE SR ARLEIE S 2 —SBFREAKKEIEA
AU (140 - CDREEEFT AR < Hi e ) By B FE BB AU - B4 AWK 5eck
RELAE R ZIEEGRTT -

[0115) AM{Lbias f HBUE J7 A& Ui 640 Almagro & Fransson,
(2008) Front. Biosci. 13:1619-1633 9 » H it — 3 # 7t 2 il “0Riechmann
55 A,(1988) Nature 332:323-329 ; Queen A, (1989) Proc. Natl Acad.
Sci. USA 86: 10029-10033 ; EFEHF|E5, 821,337%% ~ 57,527,7915%% -
56,982,3219% % 57,087,4099% ; Kashmiri% A, (2005) Methods 36:25-
34 ; Padlan, (1991) Mol. Immunol. 28:489-498 (##ift " FEEH
Dall'Acqua® A, (2005) Methods 36:43-60 (dffiift " FREx4H | ) &
Osbourn A, (2005) Methods 36:61-68 ; K Klimka® A, (2000) Br. J.
Cancer, 83:252-260 ({##iFREZ4H . THEE[EEHE | J53E) o

[0116] TTAM ABILZ AHBREGFWERRD) £/ T &EE
Bt & (best-fit) | JREEE Z AR 2 AHWSimsFE A (1993) J. Immunol.
151 :2296) 5 AORPNE A EHE B E 2T FH 2 NERBILEFI 2
B2 & (2 5640 Carter 5 A (1992) Proc. Natl. Acad. Sci. USA,
89:4285 ; FKPresta® A (1993) J. Immunol, 151:2623) ; AR 24 (B2 4H A
ZEENVERIE SN A TE AR 2B 1&E (2 A0 Almagro K& Fransson, (2008)
Front. Biosci. 13:1619-1633) ; R 3K R A&7 B FR S > R 22 & (2 B0
Baca® A, (1997) J. Biol. Chem. 272: 10678-10684 zRosok% A, (1996)
J. Biol. Chem. 271 :22611-22618) - % > VHH.” FRIZ % A\ JEFRIE & i
PLEIfE NBE{EVHH » fE— S F i @ § - ASHFR 2 FRECFREE BL 4K E i DU
R ANB(CVHH . — S & R - BRI ESE#BEE 2 VHHIEAE AL

5 49 HEEHIEREIE)
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AR R TN -

[0117]) fEZEERIF » BFEREKEBIL-22 Z K FRYFCE &
ANHiFcl& » BRI ASHFCl& -

[0118]) fE—LbZFHiflH » BFENELEBEHIL-22 %K FrYFclE sk
RS ANEFCE - B A& Rk L i b ¥ E 7 1gG1 E233 ~ L234 12357
= {fl A BE dk A - ASCHAE(E T Fe xELL | » Fc xELLZ IRR# & FcyR >
AR E " SUETARFE, 30T REF RS, AME—SERAF
xELL Fel@éS5&FcRn BRI A ER 2 L E K B FcRn/ 2 2 FIEIRH
B Ak

[0119]) fE—fFHHI+ » BFENEKEBEIL-22 %K FrYFclE sk
TR NEFclE H A& 28 8M252Y EM428V » ASCHTEIE Fe-YV j° ff—
EEHEH T o BRERNEEBETIL-2 2 DR AP @ KR AMEFcE a4

BM252Y RM4A28L » ASCHREME " Fe-YL | o fE—SEF I+ - these

SILZNEE 2 B MpH (F2376.5) NI 5&BIFcRn 2 &6 > ML+ pH (49
12 TREMTMEMNZEES » (H5FcRnf M8 2 FHIEEREN & H P EIE & -

[0120] fE—SLEHEHIF - BENA P ELBEIL-22 28K F 1Y
Fel@ 2 i AfEFcl& BB & &Rt T b 2=28 » Rrh g
"KL R TH e A EERAE T, FeE R EEETI6W o £ —1ik
EHEET T Fel@ @288 T366S « L368A B Y407V o £ — 56 B i ]
o A E L Fe@BE SIS - SRR TR B 00 5 2 F
TR B F 2B S354C R N P S A F
YT EZEEY349C o (E—EREE ] > H _FEFcH 2 —Hk B H & EH

H435RECHA3SKLIPHIEEHEAG & > FR 4R FcRn&E & » - — L E

EE

<

E%
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Bl o 4 R EBFCE Y —(Fpk B L& (EATHA3SRSUHA35K » 1 4% — 1 48
Fe¥#f 2 5 B B{r HA3S T & 6T - /5 STEEHEHIF - FIFCE a S E
H435RE(H435K ({F— 261000 T & (S 67 R HA3SREFRE(E T F1-R | ) » i fy
FelE T A& ZEaT - fE— ST 8RN TTEEE 2 R
B (-RESH RS _FE At -

(01211 T 5 & 48 {5 B TL-2 2 %5 Bk o 6 I R 40 (157 14: Fe 16 .45
14 SEQ ID NO: 47783 B BB 7 FIHIFClE -

[0122] fE—EEEHGIF » B&%E D — @RS aH R —F @ E
A ERFIL-2.2 % kAl & 8 5 SEQ ID NO: 359 + 11521 %2353 1 2 fir kg
1 B B B SR 91 CUR S MO FCE - (e — BRI  Ba s/ —
A7 S &k B —Fe B S 4B AL -2 2 SRk B 28 5 SEQ ID NO: 3 - 5
O~ 12F 21 R 235 31 2 B K B 7 51 R B0 e 25 e P 51 2 C i it £ 9 e

& - fE—EFHET - BE 20 —ERRESE &k —FclE&iyE & EafIL-2
Z KB ESEQ ID NO: 21 7 [l H §% 7 51| e BR 1 e B e Fe 51 .2 Cliii B & HY
Fcl@g - fE—EFHM + > Ba 20— [ iFRES a8k —FclEr & & e

IL-22 kB &8 HSEQ ID NO: 39 ~ 11521 K23 231 2 g AR5 K
BRI W H B 51 2 Nl R G Y Fel& » A2 — S AT - B& 20— (EHR
Gl —Fel@pya & Eaill-2 2 k&8 HSEQ ID NO: 3 ~ 5%9 -
12821 ;23531 7 f BB Fr 51 e BRI i B e 51 < N B G HYFel& © A2 —
LEHEH T - BaEb—EiiFEEask —Fc@Erya & Eafll-22 2k a
2 SEQ ID NO: 21 7 Jig B jg 7 51 K B8 g B 7 51 < N B & Y Fel& At
—EFGHEH T > BE 2l —FERFEEEE kK —FcER & & EEIL-2. 2 2K
BEHSEQ ID NO: 34243 K46 Z AR A - fE—ELEHE T - ZIK

[F)
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f4SEQ ID NO: 43 4t & BB N THNIE A A% F 4L 2 iU B E
G o AL BB PIT - ZAkEESEQ ID NO: 46 F 45 & BRI THH A
5 5 A AR R A SR A -
& EBHIL-27 Sk 2 PR

[0123) {ESHEE GG - AR 2 SEEHTIL-2. Sk BIL-
OREME 2 (R ROB - fE— LB HEHI R o (R0 e T P A S R R
JiiE S0 293 F4I AT SR LR AR E - AL — BB O o A TR
[t S B TL-2 7 55 ok A5 8 o) T4 B TL-2ROE N 2 () > (A AL 4
B A T BT D SR B R RUE N o — BB NEH T A TR
S U ETL -2 2 Ik £E 16 NK A B R /S TR B TL-2 R 1 {2 e
(BAE AT 88 6 7 A TR D SR R IR RUE M « 1 — B HE G $B T
AT BN K AR & S ATIL-2.2 Sk & /) — (S BAL G & R ALT
AT B NK AR - SR s S, -

[0124] fE—SBHEHIF A CFTHRE 2 & MIEEFIL-2.2 SRS
B8 S R/ B8 U RS AICD4" B /50 CDS” THRAE ST - {5 — S B HE B -
SRk AL Treg 4B ABTE (L T HHICDA" o /5(CD8" THRAITE - {5 — Lt it S 85
BT » CD4" F/sCD8" THHHE B {LCD4* R/ CD8" THH - 1r—LL B i
Wit A SCRT R & A8 I R IL-2 2 % k17 7% 84 914 111 5% (L CD4* B /3%
CD8" THRAIINTE - {E—EE MBI - & EAHIL-2.2 % Bk 3% (ECD4" R/
S{CD8" T4 FEAR B A2 4 25 Bk 77 45 T 2 CD4* R/5(CD8" T4Afa b 7
BITNZE D156 - BO2UE - BOIMERENSE o fr—EEHEHIT 0 S
S (ECD4" F/5CD8™ TR 2 14 T A S 7 {4 20 ok T T BB B g i

M58 « 25 - BB E/DS (S LEE LR A ECD4 R/

5 52 HEEHIEREIE)

C226262PA docx

109100336 FH YR A0202 1093176477-0



1874345

B(CD8" T4~ HEIE -

[0125] FE—SFEAIF - ASCATIR At 2 S EEERIL-2 2 Z IS
AR AN R /BOE RS N G IOINK A RS 2 I8 08 - AE—SLsb S E il 4 - NKAHRE 5
EALNKYR o« fE—SFHH T - A ATt 2 S & ERIL-2 2 ZIKAETE
AE SMEIE(CNKAREE TS - /£ — LT pI - S & EIL-2 2 ZIKEE
{ENKHH AT I JE A B AL IR 2 IR AE N NKA R e n 2 /0 1565 ~ 2
D245~ BB EDSE - A —BEEH T - ZIRETEENKARE 2 3 E
M A 2 IR TEUE 2 a0 1568 ~ 2/02/% - 2/036F
/05 A EE A A SNKAH 2 B0

[0126] ’E{LCD4" k/5CCD8" THHAM ~ 4 JE B34 hi = #5 bt TR o
2 AEE L SRR SCE IR AR R RE o —TEIEMR &I BIR M 4
el s - o H —BEE R A B CD4" f/ECD8" THHHT - #FT4H
A FiCellTrace Violet (CTV)Z:+& H F#iCD3f A8 /E (L » & 4K EZEHIL-2
L Z K - DRI M FACS oM - CTVHEIBLEREIE - ff — % &
H G sE A0S BRI E A E R AR ALAS 7 B 2 CD4™ R /E(CD8™ T4
ZIWE o DL—4HE RS OF TAIRE < T 9 E TP Z0URIE CD4” /5 CD8™ T4
RIdgJE 2 30« AE— L Fhafl+ - LAER 2K E 2 /0 A s 2 D (A [
FEALES  TH A TRV E BBy -39 E kB 2 /0 A 52 D 1 (8K [5) fE 5E
88 -~ TAHRE A A 5 E =00 E CD4" K /5 CD8" T4HREIGFE ~ 3 - 1£
— ST T o AR E 2 S EEEIL-2 2 ZRLEIEEAE Treg IR FAE
TR HICD4" /5 CD8™ T4 .« HEIE -

[0127] FE—SLFEHIF - AR EEBEIL-2. 2 ZI0E
AR AN R/ BOERS NI IICD4™ o /ECD8™ THHAE | 2 CD71%k3H - CD71%3
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fa R THREE(L - e —EEHEHI T - AFHATIE M 2 & & EBEFIL-2.2 2K
ERS MG IICDA” R/ CD8™ T4l 2 CDTIRE - fE—ELFHH F - &
EEHIL-2. 2 ZIREECD4" K /5(CD8" THIHE . 2 CD71 R ITAHE A1 fE %
IREFAE T ZCDTIRITIE I E /D 1.56F ~ 2025 ~ 20302 D5E - £
—EEHE BT > 5% ZILEIE{ECD4" R/ CD8” T4 b 2 CD7 1R EAH ¥
AR IR AL TEUANR] Z CDT RGN £ /D 1565 ~ 2024 ~ £2/03&F
2 2/05fE - HEE A MAFECD4A” K/CD8" T4 2 CD71RE -
FE—EEHHI T - 5% B Treg I FAE T IICD4" &/5CD8™ T4HAE L
Z CD71%:38 -

[0128] CD4"k/E(CD8" THfE .~ CDT71RIE ~ ¥ fin =] #& 15
Rl B Z AR 57k > sEAASCE Pl 1R I 2 RACHNE - — R IR PR H 1
AMESHTAIT o B[ RCD4" K /8(CD8" THHAE B — 24 2% (H i FE A SR BLAS 70 B
HAHCD3F BRI » BlS&KEEFIL-2 2 2k > A% i FACS Sy
frCDT1RIR » fE—SLEHE R - CD4"R/(CD8" T L ZCD71IRIE 2
WEINEE AR h BRI E A F R A S 7 2 CD4" R/ CD8" THIAY b~
CD7T1 LB L —HE R E HFTAN 2 VP EERRME - £ — L EHf)
o DUERZKE 2 /0 A [ D+ A [F R ALRS Z THIA TR B 5a ey
THEEECRE 2 /0 A ECE D A R @ R AHE Z THHAE ALY T8 (E =0
HIECD4" K/2CD8" T4l 2 CDTIRIE 2N » f£— L FHEHIF > A
SUARTIE ft 2 S & EEHMIL-2 2 2 IREI(EAE Treg AT AE T {534 f1CD4" K2/
B(CD8" T4HHE |2 CD71FR3H -

[0129]) fE—SELEHEHIF - ASCATIR M 2 S EBETIL-2 2 ZIRAETE
B2 R /BB RS IS IICD4”" K /3 CD8" T4l - Z pSTATS L3R - pSTATS
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RIAFE RTINS - e —EFHAIT - AR M 2 2 EEIL-2 2%
BRAEVE RS SN iICD4” K /5 CD8" THIAE 1 Z pSTATS LR - £ — L& i B
o SEBETIL-2 2 ZREECD4" K /3(CD8" T4 | Z pSTATS K I
AR Z IRFAE T ZpSTATSREIE M2 /D158 ~ £/02F ~ £2/03FE
D5fE o FE—EEHE B o % 2 KA Treg MR 7 AE T3 NCD4" K /5 CD8”
THIAE E 2 pSTATS K - CD4" & /=(CD8" THHHE T ZpSTATSHLIR 2 H il
RS R IE R o o Z AR A o SEASCE P AT R 2 T ERNE o A —
g - AR 2 S & EEMIL-2 2 ZIRRIEE Treg AU F AL T
{544 IICD4" & /5t CD8" T4 T Z pSTATSFKIR -

[0130) fE—SELEHHEHI T - ASCATIR Mt Z S EBETIL-2 2 Z RS
A /b R/ BE ARG P IINK A 2 pSTATS =3 - pSTATS R EL 15 /R NKAH
BE(E - HE—SEHAOI T » ASCATIRMI 2 & & B EIL-2 2 Z IR IMNE
JINKHAHAE 2 pSTATS R - f£E—SLE BT > S&EBEIL-2. 2 ZILE
NKAHAE £ 2 pSTATS R I B F AL 6 2 Ik 7 A2 T Z pSTATS RIAE fin 2 /b
L5 ~ 2025 ~ 2/03FEDSE - L —EHHEH T - Z D IRAETregdl
REFAE T3 IINKEHAE o Z pSTATS R 3H - NKAHAE T ZpSTATS &I Z I /N
ARSI RIS T P AR A - sE A SCE BT iRt 2 AME -

[0131) fE—SEEHEH T - ANEWFTRM S EEBIL-2.2 2 ik
(B 55 S ME T4 AR (Treg) < HIFE M - AE—ELEHEHIF - & EEEFIL-
22 Z Rk CDA" f /5 CD8™ THHHY b & TregfllldlE M2 /D 10% ~ £/D
20% ~ 2£/030%E % /V50% - HHRICDA" R /5,CD8" THMI I~ Treg#liiE
M 2 BT HE B IR Rl 2 2 AR 5 0A - sE A SCE B iR it 2 U5 7Rk
AE o —HEIERBIPEGIRMES M40 - FEK Treg & CD4™ THHAIE R A
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FOLESPBMC oy BE(R - AR I TE MR A M Ak (T 22 R MAERT - CD4™ T
AL A TICD3 IR R > FIRAEASZ ATt 2 S B EHIL-2. 2 2 IR FAE
T E TregdllfE - W (A TAIREEE R LI E 3R > HAE MR E) A\ ALl &
frBs AICD4™ THHIH < W78 K oE b - £ — S EHEHIF - Bl A0AHEE R 1E Treg
AR FAE T i AE A ST R fE 2 & S EERIL-2 2 ZRRFAE T 2 CD4™ K /5
CD8™ THIMIE (L K3 FE - AR it 2 & 8B ARTL-2 .2 2 Ik AN{E Treg
AMAEFAE T ZCD4" /5 CD8™ THIME b K IGIE
SRERHENESE

[0132] IRUEBEHEBEEEEEFIL-2 2462 BZHRI%E
e NIt > FEBZEEHE T > RIREE S EEEIL-2 2 2 a7
T o HE—EE AT o %R T RSB ERIL-2 K 2 /D —(#ii RS S -
FESTEEREO T - =B T RS EEIL-2 K Fel& LR RIFERFLEZ 2D
—EPIRE S - £ —EEEFI T > Fole &l & &ast AN B (bAyZE
o 5EW T, BT E B E-TERAT o R TR S
IL-27 ZIREVZBL 77 1 > e e & EBElL-2 2 ZIRE e & Eafll-2 ~ £/ —
(EPLR &S &3 K Fells » HfiFel@ il 2/ — (R G & 2 CliRl & > H4E
fEEfIL-2BAFcl& 2 Clinft & o ALATAE FE Bl of ZAE—F T - B T8 ]
WISATERFY > AR ES [ S EBEIL-2 2 2K 2 300 - ZATE RS

R ERE A FAAERFT L2 IR » grERe 5 e & 4 S (BCVHH)

AIEFFF > B oy s — TR R IAATE 5 -

[0133]) #%E% 5>+ o] {3 A HETH i ilo o B A1 2 EHAHDNARIIT RS - 12
—EEEGHE I o B T R RO PR T LAY TP R IR RIS -

[0134] REEE SR/ AL 2 & & EEHIL-2.2 2R 2% BEHY

DJ>>¢
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HAS o IEFHEASEEEAR)DNAEE - BEGBEE - WEEik - KE
MREERES L —HLEM T - BREKKRECDAERFE L ML (GE
W1293F ~ CHOECCHO AR 41 AtY) F BCAE NSO g 2 R IR Z KAV EAS - filom
Vi M A 5 B 4 T A B A0 Running Deer A, Biotechnol. Prog. 20:380-889
(2004) 1 o

[0135] fE—LFHHIF - S &EEMIL-2 2 2K 0] R T FAZ N
M SEUHEMERE  EXWEMN  SEOERMREGEOEL) - HYMH
M~ EasdiE ALY o R A PORE I TE R R R 2R
FPAHErT o Al YR IAZ L 2 Pt B i a5 E (B A TR Y COSHHA -
BFECOS THHAE 5 293 4R - 75293 F4HAH ° CHOMMY - E+5CHO-S -
DG44 - Lec13 CHO4HMI B FUTS CHO4I : PER.C6®4IHfI(Crucell) : &
NSO4HAf - f£F—HLFHHIF - SEBEFIL-2 2 RN RIITPEAF - 25,
40 3= B 5 B 28
ZE TR GEN HE 2N EEMFEZF R EEEVEE TR ERE - B4
S AE—EFmAF o CHOMEEE LI » ZEFELZI 2EREILKES
FR293FAA F A EE 4= 2 AHE 20K -

[0136]) mFTEE M FEI A - EXEEGENER) 5 HE
Al A REHR » BEEARN) BS54 - DEAE-E&HHENE 2 #
2 IR E NEEE - BESL - BE - JEF o JERGIMEPIRME ST
SERG I FI40 Sambrook % A, Molecular Cloning, A Laboratory Manual,

ZEUS 2006/0270045 A15% - fE—oFhafF » FFENE

ZE3hR, Cold Spring Harbor Laboratory Press (2001) o %[ 0] fR B (Efa]
e AEE SR EE AN EE TR -
[0137]) Nt E & AR R 2 A % Bk Bk ie <~ 18 E4HRE - 1¢

5 57 HEEHIEREIE)
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—SEHEA o R —RERIE AP L 2 & B ERIL-2 2 2 IR TE L 41
HE o AR R A S A ERENE AT 22 EBHFIL-2. 2 2K -
B A EEERIRP)E AR E B E KA G ERREN - Ba 2 A
fiAE f1fEROR1 ECD R & Felea 22/ - BPINE - EHEA - EHE
G- EOBEA/GHIBHMEETTHNEEFE KA L& @iy & &E
BFIL-2. 2 2 fik o B ZKAE B 1F R A (B4 T B B A2 1) 7R Al 8 R 4k
—EE IR - FEMPURS o BT SCHA T (B 40 B2 B 2 HA e i R/ 305 Bl 152
BTN E e A E—E 20K - SO o R EE BT (B0 /2
HET-3CHA ~ AR/ B TSR~ FROKAE B0 A/ 2 BT 2R~ BUKAE B 7E Y
(ST SR F) N E G R L — 2K - FEAPUEE - BEIEST T ERET
ZRNEEZ IR Z ik -

[0138) fE—SEEHEH T - SLEBEMIL-2.2 2% ik A IEAAE 28
FE A o B PR )M B o M i A0 P B 400 At B R B 40 Sitaraman 3 N, Methods
Mol. Biol. 498: 229-44 (2009) ; Spirin, Trends Biotechnol. 22: 538-45
(2004) ; Endo% A, Biotechnol. Adv. 21: 695-713 (2003) -

[0139) FHE—SEHRF - R S 2 AR 2 & &
EEFIL-2.Z ik - fE—EE AT > SEEIL-2.2 ZIRGRAEF LT
BUGE o fE— S EHER T - S EEIBETIL-2.2 % Ik (G AF MANRE 24 P 8 - £
—SEHS > SEEBEIL-2 2 SRR AIE - £ —SLEH T - At —TE
e e EEafll-2 2 SR dIiEEEA -

[0140) fE—SEHEHIF > IeftR SR ESCATM 2 VA8 E 2
MEHsHEY - E—BEHA T > ZEEVE e EBE LA Hh 224
fEEMIL-2. 2 K - E—EEHEHI T - ZE eV E S ERMAE AT T 2k 2
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2EBEIL-2Z2 2K - fE—EFE AT - ZE VB LAt & e
IL-27 2K -
it &K BHIL-22 ZIIERER Z PR TT%

[0141] HE—SEHHEA T - REEFERZRFL L HEERK
S BETIL-2 2 2K - IERFERERERNIEIICD4" &/5CD8™ T
T 2 3G PE R B AR AR IR AL — L EHERI o - R0 A a5 BE 2
W70k © 8T AE S RS I A S E R A SR (] 2 & & EaFIL-2.2%
K o BERUEE TR (hEt B B o e —EEEH T - RIEEE A
Z )35 o M RIARSCRT iR At 2 & B ERIL-2 2 2 AR IR IR i1 1o 1 2
TE B E AR ~ BB R - BERLRE ~ B - RIS R P E S 280 ~ 3L
o IRRE - TESE - WERE - GSBERE - GEESE - HLARS
B TENER  gER  IRE  HEE  BFE - 5EE  fEBda
o PR - TR - DRNER - SRR E - R - BT B
/NGHRERRE ~ TR/ NREATE - AR - BIRCHAEATRE - BERE - 53R -
HEEREMAE T ~ RS ~ DN - BRBEE - AUSURBR R - i BRI
HSALARE - B - R AGE - EIRRE - W8 - KB - BHRAE
B FE - WIRIRE - TEXRTBWNERE - LR ARGRE - KN
o ONEE  EFEsRMNEE  JFETSRMER - BARKER - €&
MEFE e U IR B B OME R (NHL) ~ /NAREERIE(SL) NHL ~ g/
JEJERINHL ~ S S MENHL ~ &5 51 E e RS 4RENHL ~ 584
FEME BAHAENHL ~ &t /N R I PR QIR NHL - fE 88 1495 B NHL -
E4IEME R - AIDSHEIMER - EFREREAMDE - BIEHKEIRMEA
Mm% (CLL) ~ Mtk E BEAE B MW (ALL) ~ E4RE B Mk k18 M 5w i

T

T

T
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AR B Mo -

[0142] S&EEAIL-2 2 ZIN AT ERL I 2250 H - AT HAEL
T - SEAEIARED - BN FEATUAEIR M - AriaRE sl s 2k
FERRN B ETE ~ FTaF2alE & —i@EBEIR R LB CIRZ AR E
FREAR AL —EEHE AT —REE R A2 E A E 2 2 &(E

BIL-2.2 2K - fE—EFHHI T - X - BFHE B8 - BWHE 8-
REFEZAGRIAFUEE 2 S EBEFIL-2 2 2k - 20 —RAZEE K

PRI E 2 & & EIL-2Z 2K - e —SEE Mo > 8] 2 g B 0k
B & EIL-2 2 2k - BEEED—MA - i A E b —F 2
HRF A2 A B 25 X
[0143] HE—SEHEEHIS - DIAE R (RS TR ) AE K/ 2 i T4
Bt TE 3 2 B Bl & & B ERIL-2 2 ik 2 BB &) - AR ANE
B AUARBTBFEZ 38 R E ~ HAMBURFERM - Fria R it < T
FTERZHE ZEE o — RIS - JREFRN0.0SZEW/ ATRESR
W00/ ATREZGENNERBELIK - fe—EEHH T - aJEEH
NI R/ A TREZENIER/ A TRELLENNERAZIL - £—
T > EERNS0M R/ AT REESSER/ATRE ZHEN
EREZIK - AL —EFHEHIT > fZEE 1006050/ A TREZN10Z
R/IATREZESENNERBSIK - £ —EEHEH T - T &R« 1006
RINTREZEN2ZW/ATEREZAENNERALIK - £ —SFHH
o R0 SSER/ A TREEN20ZE R/ AT REZGENNERE
K - AE—EEHE AT > EER0SER/ A TREZEYIOER/ AT
EHENNERBAZSIK - £—EFHHT > 28K &0.052 5%/ AT

[>

"
\\\
-

\
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BREEZN0Z2W/ATERELHENNERAZIL - £—SFH I+ > 1]
HEBRNGSER/ ATEEENIOZER/ ATEEZ@#ENNEHRAL
Ik - FE—LFGHE G - RS2/ AT REECE » flaEid ~ K
3~ ERNEUENIZ5/ AT ZIIREHEN  E7 L Z I -

[0144] fE—LEHH T » S&EEBEHIL-2 2 2RI {E/ERNFEH &
TEARRIEN - ZFRTCEEEARIDOEFIRN - BN - JEERS - BBEN
BCRZ T o i E FHECY) R A LIRS AT AR 1R TH e R R 4 o

[0145] fE—SLEmHIF > (5 & BERIL-2 2 2k 2 I6F MG
%5 B IO T 4 At 3 J8 K/ BB AL A R HY » AE— S E 5] - B T4 A
W IE F/BOERIEE 2 £ K
BEHSY

[0146]) fE—LEGhmEHIF » DLE X EE 2 F a2 2 &8 2 S
A REMEE &K BEHIL-2 2 %k 285 (2 A F 4 Gennaro,
Remington: The Science and Practice of Pharmacy with Facts and
Comparisons: Drugfacts Plus, % 20 K (2003) : Ansel % A ,
Pharmaceutical Dosage Forms and Drug Delivery Systems, &5 7 i,
Lippencott Williams and Wilkins (2004) : Kibbe % A , Handbook of
Pharmaceutical Excipients, £53/ft, Pharmaceutical Press (2000)) - f] $
SRR S Rz 28R - BiEEEE - B RAGREER] o BEAb - JRATER
AEEEESE a2 2 HYE » sEUpHFERE REET - R IIHE
A~ RRER - ERB R EBLE o JRRGIME PR S EE A K - &
A FRER K ~ HTEME - K~ Bl ZEERHAES -

[0147) E—EFWHF »r BEREEWHEGRERZ2D10
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mg/mL ~ 20 mg/mL ~ 30 mg/mL ~ 40 mg/mL ~ 50 mg/mL ~ 60 mg/mL -~
70 mg/mL ~ 80 mg/mL -~ 90 mg/mL -~ 100 mg/mL - 125 mg/mL ~ 150
mg/mL ~ 175 mg/mL ~ 200 mg/mL ~ 225 mg/mLE(250 mg/mLHAY = & & &ffi
IL-2. 2 %K -

HERE

[0148] &&(SEMIL-2.2 % ik o] g B A B BRI L (EEAT - HiA
MERDEeH - HEFHAMERIER 25 - '8 EEEEZE& R
Bl AT B ) FR I » AE— L E R M o > AT AL 2 JB Ry A A —
SEERE B GRE ~ (BRFRE - EE R - B ERE L - CAR-
TR ~ BRI ERE - BRERERE - diE N REE - Filntik » 6
Az e e~ OHRL ~ 2 ARER - SRR H IR R R AR - st EE H IR
sSiRNAZER] « £ #f g H I HY W/ NRNAZER] ~ LT/ e ae il > 2UEY)
BUR > sEOPLAS - AR RECZ R AIAE MR -FeRl 58S -

[0149] FHE—SEHHIT - ASCATIRt 2 S EEBEFIL-2 2 2 IREASE
AR (FIAPD-1 HUAR) OF 1T e &% o PD-1HUAS 2 E B B 55 4 B T
(BMS) ; Jk 1 ¥f B $1 (Merck) ; AMP-514 (Amplimmune) ; TSR-042
(Tesaro/AnaptysBio » ANB-011) ; STI-A1110 (Sorrento Therapeutics) ;
Fe st ¥ 2 (ESE -1 (PD-1) 2 LA 27 -

[0150] HE—SEHHIT - ASCATIRft 2 S EEBEIL-2 2 Z IR {A 5
B REE(FIAPD-L R R F 1T % &% - PD-L A 2 E BB 1S FZ LR
i (pidilizumab)(CureTech - CT-011) ; & F & E &
(Medimmune/AstraZeneca) ; [A] 45 B8 B $7{ (Genentech/Roche) ; [A] 4 & B

It (Pfizer) ; AMP-224 (Amplimmune) ; BMS-936559 (Bristol-Myers
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Squibb) : STI-A1010 (Sorrento Therapeutics) : &2 5t (E3E T | it i
(PD-L1) .7 HAth 7

[0151]) fE—SEhHEfIF » KREHRME 2 & EEHIL-2 2 2 L
CAR-T (&R 2B THNEL - BEFEFEREL - #ENERE R/
B (=) H A fg A BE oy F 2 ZE B (5% 20 VISTA ~ gpNMB - B7H3 - B7H4 -
HHLA2 ~ CD73 ~ CTLA4 ~ TIGITZH)Hf17R 2% -
FERRFIMEFIR 2l RO T A

[0152) FE—EFHHIF » ASCATHG I 2 J7 7% 23 A R e 2 5 & K/
SR EHZHEH W BESE) LK - —EFAF - fE b HRE2E -
TG /AR R IEF 2 —H % H -

[0153) AE—SFHHIF » A s A& EEOE 2 F
£~ AFENEE - -G - AT A SR E % E 2
T AFEERREAE - AR 2 HHEW o THNZEEMN - £40m
= E—EERAIG o A s A e EE SR EEEE i
sl Bk LA SR 2 2 VR PR B R i -

[0154]) fE—2FHfI4 - 575 &5 DER (B A S ~ %
BRETTIARE) - E—F RO F - ¥ AT E5[E B E AT VIR < 2 {5
SO o WENRECNHEE B E) BRIk - BB ARSNGBl
LA o FERINIER I E B - BB A W] By il F AL Filg & & BT A R
FER OB - HEREEERN I EL S T2 E R B réa il 2 ZIME
B fE—HEHO - ZRCHEERIEGE R Z BN L - £ —5%F i fl
b PR RERE R R — Z B o AL —EE A F o AT
ZHERHIERE HEIEEFE R ZHEE L - BUINE - BEE AN KATREH
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AR AL 2 PLRRE S BGR BT i (RS0 > AR S B AR Ry o
KEEIUEEFEZAREEN: » A A REERE - fEIFFEXT > A {EH
ok S MR R

[0155) fE—SEHalIF > RS IRNE RUIBRATZ Wi BizA - 4&
— S HE G o e B A R T A ] Tl 2 B (o R R 4 N R/ B S 2
A - AL —EEHEO o - B R A RS Tl Z AT R E R 2 (L
BRE - S ER AT o BB A R S A T ilo Z A R E B IR
K - WESEN Y EERA L RBERMEAE GO RE - SEEE
B UNEE - TESE - IR KR - - EEHAT o SR (EEE
B BN o E—EE A > AEVIPR ZRUEA

[0156]) FE—SEHEMI T - AR 2 U5 7k ik s 2 B iR IR
RBLUTHR 2 — %% - BREKE & BRERENREER 84k
HE - AR JeBBANAE(EPC) o EAH B GRAE BEAIAE © AMOCATAE - Hth BB 4
HE ¢ AREANERE (ECM) 24077 ¢ 1ol 28R A0RE © iR 2 EAHAE © THIAE © 34
PEVETHIAE - EVEAHAE © W EER R R SR AT e g el 2 LAt S P AT
=4

[0157] JrigftBlm R EH - HEREOAS A 2 & & E6[IL-2
ZEMP L E—FREeZEBE  E-EEEHT > ARHEE-EE
H HEAFOSEEEMIL-2 220K - K G)EFE H E (#5515 81 & &
IL-2.7 2k EHAVERAE -

[0158]) MR NA AT 2 GV EE KILHER T EX - A

BRI/ NR I > FEEVNR) ~ Fds - ZE o T # > AR e
(P40 - B AT (Mylar) SR L) R A LY) - 2 F R g — D&
55 64 HHTRAHS)
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gi&t
CLH%
=2

W K BEED o IR R S A AT 2 S &) 2 B AR B
Pl 20 T 7 BR8] = 22 A BE L T & (5 7 R i & L S o ELN o] & — 20 R R
Bf o N EHE P OE 2SR REFE ARSI LR A E B0 - £
RS ZR) E L EEER I o BRRES nIEE R B (B0 - WEME B0 B T b
b 8 YRR R IR By AT H2S2 By - B A4 ARG AH R < af A — M B 5 BE 7Y
NTHEEE N TERER CFE - S8R RIGBIRE 2 ER - B4 #E—

SR B O 2 (A RS B E R HY A

[0159] FEH/REBEURE - BEGI0 > ZHERE)BECRE ALK
£ - BOlnE > AN REEHE RAE E A ST ig R o1 DUEHE AR 1 it
RENZAREBHFNEN  ZERANGEOQIE 218 38486
#8843 H ~ 4@ H - SEA -6 A - TEA - 8EA - O AKEX
{\H P ZE—F - BT EES(EEARE 20T KEMHERHE LU
FEEE S (DI B 88 55 R BCEE 55) P R ER I S e # 2 & AT ° {E
—SEHS T - EHEEEZEGIW - Re)EEY > HaJ&ER - BRF
BRI AP Bl — A B8 1 Z 2 KK MR IR -
B

[0160] T CHramik 2 & BIE SR BIR A - B4 SR SUEM
FARAIAZED - 2 FE O BTN T iR BT 2 Fr A 8 b s
— & - EENHEERFENFIER ZBEWINE - REF)RERENE - HIE
EFEFMLE—EERERERMEE - RIESTER  SAIDEAEED

DTTERVFESTE  REGRERES - HBEJ R KRB SR#EIT AR
BE o

'O : IL-22Z2EAR FIHBRCD25& & 2 P6SRIESE

% 65 HEWHRTE)
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[0161]) IL-2Ze8 3048 ae st DASK 2= E][H ZE Y 5 CD25 5 m (P65R K¢
P65E) » H I 5% 8148 IL-2 2 88 >~ — 5 % 6 40 4 (CD25 ~ CD122 } /=
CDI132)fg e ~ 293F4IIRYAE & - R B A HIIL-2-FA42K (—fEE &R &E
BACD25 2B A I FRARAY 2 B B8 METT LR L - IR ERI R &8 " 45, Fe
ZNIEigh& B8 " Fe (SEQ ID NO: 448 Sy B A M AHHIL-2 (SEQ
ID NO: 32) ~ IL-2-F42K (SEQ ID NO: 33) ~ IL-2-P65R (SEQ ID NO:35)
5¢IL-2-P65E (SEQ ID NO: 34){yfl& & /112 &8 4L 293 F4H A Al /14
CTHEE478# -

[0162] #EiRBI MM E Mo és & - KEE LT o KRR
200 uL FACS4 R (PBS ~ 2% FBS ~ 0.05% 2 =5 {b#ly) mifk—2 - HfF
RO E S RREIN 100 W IR AR FEBR(EH 1 300/ FACS
RERT ZAATE G A Feg P T - R4 T TEEF4S Y
8§ 0 T RS - BACRAAME Bt o #5HFSC/SSC R HERE
HEPR 4B AR S - HER HG ML N SEE St HFFRIE T AT - LA FSC-
A/FSC-HEEIH RS Ko T 5 HEbR AR B8 43 B (M 400 - 450 B i S 4 A 2R R 4 i

B EGFP » H oyt BFLIGME 2 AT - i A 4k bifie Z MFI& &3 hnts
RIL-245 & < K FlowJo ¥ RS A 1t 70 A 4H R BE 88 BB 1% (F A Excel &
GraphPad PRISM H i K o3 t & # £ 50 ¥ = & 46 7 39 & ¢ 38 &
( "MFI, ) - FEFRRE > B8 F IS M O] 5 B 2L - 4 fh 42 8 & (One-site--
Total curve fit) & E MG LY ER 2 - K IER % -

[0163] WE2ARE2CH R - E&IL-2-P6SERRE YR aEH
HE R EEEAERMIL-2 2 M EaE O EREIL-2R 2R DI HEE - B
IL-2 FA2KZ B & & AL B & 1L-2-P6SE Bl & & H{ERAYE A ST -

% 66 HEWHRTE)
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B&IL-2-P65SRZ Bl & % 1 BB = FASIL-2R Z S AR AN 77 (B 2A) -
AN BETL-2-P6SR Y Rl & & H KRB EACD25/CD132 2 "] H M4 &
{E % 5545 & CD25/CD122 ([E2C) » 8 & 1L-2-FA2K 2 Rl & & H fr B
CD25/CD132 .z — 263 f1 77 ([&2B) H DA LE AL & TL-2-P65R 2 Fl & & 1 K1Y
FAN 145 & CD25/CD122([E2B K [EI2C) - (Att » POSREAZEE: Z 1L-258%
AR & IL-252 88 2 CD25HY4S & o
B2 : B EHCD122 2 M STV IL -2

[0164] MEFI1FFTFEH » PSR TL-258 B &30 5+ DLAL i 22 FEFH 2
BEIECD25 L HE © 5540 o IL-2Z8 B 485 5 DAAK i M b e b B il 58 AL M G (E
FA 2K [ AR B CD122 5L AT 2 31 A1 77 (130 D84S ~ E95Q ~ M23A ~ HI6A K
E15S) - (B EREREAME B RBFcx "/, FH NS (B S
"F, Fc SEQ ID NO: 447 W@ E(LE ) » UEEEEIL- 2547
IL-2R - #5111 H CD25 & CD 122 45 & % 4% 29 3F 4H At 2k 5% 72 A 1 &8 & ¥ A0 )
(FICD132 L L B R A DU AS T - (EEIIMNE GG T R B E 2 R A
) RN AE B ENS S ZIL-2-FcRlaE R » ARE LA
B 1 Hp i 2 v O B U A BRI 24 43 A

[0165] WEBAZE3BH T/~ > BE&H AILCDI22AHEF BH%E
% FA2KAYEE BB IL-228 B B8 (SEQ ID NO: 36%39) 7 i Rl & % o HH 7
Bl & B Z€ B IL-2-F42K (SEQ ID NO: 33) 2 EREEH BT H

CD25/CD122 7 45-& ¥ F1 f1 [ (K > IL-2-F42K-E15S (SEQ ID NO: 85)[

G e
B3 : IL-2-RAS (P65R ~ H1I6A K D84S)fEIL- 2R =5 & — Bx gy
KB TH CD122 7/ 1 K

5 67 HEEHIRIIE)
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[0166) W&EF2F il ~ FE(KCDI1223 fl /7 2 22 8 BIP65SR 28 &
HEDIRRIL- 2B E K = HEEM - IL-2288 BB _FRFcr "1, F
ZF 2 Nl & H LB & SEQ ID NO: 442 " [ | Fefi¥f » DIt B {FIL-24%
EIIL-252 88 (IL-2R) « $+ ¥ &CTL-2R B L5 B i 4% 2 29 3F A AR Y 2 P 5
RiEE N MBS SRS - R B H1 4 it -

[0167] AHEPEEEEMIL-2 (SEQ ID NO: 32) Y R&EEH » f
&1L-2-P65R-H16A (SEQ ID NO: 41) & EH ME&IL-2-P65R-D84S
(SEQ ID NO: 42) /i &EHECDI122/CD132 (G —EH81L-2R) (E4A) &
FE=FASIL-2R ([E4B)W & <A SJEE - mEE =EH2E8H81L-2 P65R-
H16A-D84S ( "IL-2-RAS ;> SEQID NO: 43) @& E L 2R M T E
HZ(E4ARE4B) o ¥ I FIL-228 B B0 AF xR &5 & K ECso Wi J7 A
FlraiamERHE  WEESRERGEGEREC L) KRR (R
REEEFEMR) -

B4, IL-2-RASHIER B THHME K FUE(L TR Z B R

[0168]) & 7 B T4HAE - L= R N HEHECD14 ~ CD16 ~ CD19 ~
CD20 ~ CD36 ~ CD56 ~ CD123 ~ TCRy/8 (BioLegend)” 484 ¥ & fE 20 i
AT IR E THI A EE RS20 0 88 - MR FE i = f N A M A&
A B Z R T (100 10°H 500 plZRArSERIS00 pISHAE T - (L REES
FEExS ) E 20 # KT IETHEEE - REG 2 A RS
Hor B 2 TR -

[0169] 4 —EE4E S EETANAL(S5.5x10°73 mLA)FEHAAEH1 ug /ml
1CD3 OKT3§i#8(BD Biosciences)THZE 2 6FLIBEBE FEF KIE(L2K >

572 FHPBS/2% FBS¥EME » HAE2x108/mLARPMI+10% FBSHEE1X -

% 68 H(EWHRITE)
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R fF ST E ARG &0t o BREEALUT 28 bist - K
AS A E B 1o R A RE T O B =X 4 BEHT & i & ORI R BE 151 VHH-Fe [5) 2 3
e B E BE R R i A Fe 2 JEHE R VHH Z Cliii Bl & 2 TL-2-RAS B #F
A RITL-2 Y Rl & 28 H B B BT S (L TR < 45 & © AF647Hi A Fe (1
1000) ~ PI (1: 2000) ~ BV785-CD4 (1: 300) ~ APC/Fire-CDS8 (1: 500) %
PE/Cy7-CD25 (1: 100) «

[0170] AN E&IERE R VHHE LFAMIL- 22 MEE0(EE
SEQ ID NO: 45) » JEf[5]IL-2-RASFl&E (12 SEQ ID NO: 46) L%
&R D& &5 R (ESA) K FEL(ESB) T - FEEIL-22 [521 %
B4 & AF R S (L THHRE - WESA K ESBH Hiw -

BHHIS : IL-2-RASH Treg Z #0177 &

[0171]) FREMTAHAE( " Treg , )EACD25LL K CDI122 K CD132.7
=NRMERE - HEFAIL-2B 58 EN - 808 & B3E r VHH
R FRRFe (iR ELEEN) 2 T A2 Cliifh & /Y B A4 2
IL-2 (2 &SEQ ID NO: 45)5(IL-2-RAS = E 22 & 8 (& SEQ ID NO: 46)
Rl & EE BlTreg 245 & -

[0172] f#Treg X CD4+ T/ HEAMAE(Tresp) = 5 H s B 58S
i1y &2 BF i F EasySep A 28 CD4*CD127"°¥CD25" ¥4 #2£ 14 T 41 A 4> ik = 40
(Stemcell) 5 ¥ & (R HLAEPBMC oy it - &R #H 78 A rhTGF-B1 ~ £ K5
=g - CD3/CD28 T4 LRI R IL-2 2 ImmunoCult-XF T4 A #2115
BEPEBTRAKE RAECDA+ THIAEE £ Treg

[0173) E& > WTEAHAEEERR » K2 5 Z Treg X CD4™ [ JETHHAT 7>
AIAE37C N A IE M4kl CellTrace Violet (CTV) K CFSEfZEC1057 8% « L

% 69 HEWHRTE)
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W& o K Treg R CD4" THHREAE M 7 H 10% FBS X AR/ i Hl 2
RPMI [ % % 2 G2 1.5x10° (B4R o # Treg B FERYS0 plggfE+ o 4
96 L Bl IE B T E A FFL75,000(E Treg o 40E {11 = fi7 i 70 FE (R Eh =\
AT > K TregfE37C TAE10 nMZIL-2-RASTFEAE MEHBKE

[(0174] WE6T A~ > HEGHEMIL-2 S EB PR
BEIL-2-RASZ Gt & & 0 R B R L HPBMC E £ 2 Treg([E6A) ~ &35 4E
Treg ([E6B)2(CD4+ Tresponder (E6C) Z AIEHISE = -

BHH6 : IL-2-RASTEFRE THIE b2 /514 K

[0175) KRG _E 405 {4 o By 18 2088 WA 2R oo B 3 BE TS AE >
CellTrace Violet (CTV){E:l > H A B SHEE 2% _F S Fc 2 JEH [
VHH  Cligi gt & Ay 87 4 BITL-2 (‘A& SEQ ID NO: 45)=(IL-2-RAS (H=
SEQ ID NO: 46)Hyfl & E H e H - & M1 2y =\ 41 A HI £ iy EAICD4
CD8 ~ CD71 CTVZ & & » ETHMECTVEEREK -

[0176] #NE7AKETCHT AR - 5 EEFECD4+ K CD8+ THIHTIY
SRR L B EIL-2-RAS Z R G EE HHYRE LR Z pIg JE 2 M [E SH BT Y

EefFAUIL-2 e ES ZRENREEIL-2v- B aeElS ZRE
REEH100fF -

[0177] 40 7B K [E 7D 1 FroR > 55E CD8+ Kk CD4+ T4 2
CD71R B (THMEE Z S TR E S IL-2-RAS Z Rl & EHHYRELE
ZERGEEZ AR E R BTN EE B A R IL-250L-2v- S Y ~ & B H HY
RERE/D1001F -

[0178]) JRHT#E A E(CTHHAE 3 .2 b % (L STATS & E 2K & THH
BEAE » FEHMAER T B AR I BETHHAE - A E SR E a5 iR Fc 2 IR

5 70 HEEHIEREIE)

C226262PA docx
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m VHH Clifigh& 2~ 374 #IIL-2 (4 SEQ ID NO: 45)fyEi&E L E &
LA 2% R Fc JE# [ VHH Z Clifi il & 2 IL-2-RAS (B &SEQ ID
NO: 46)HIR G E H R 15778 - K4 A BD Cytofix/Cytoperm™ (BD
Biosciences) [& & *» {£90% KA HEEF 2% - HFHipSTATS-PEfL#E (1!
70) i 77 B = 40 B HI & ff 8 8 CD4+ K CD8+ T4l g _F 5% B% (£ STATS
( "pSTATS , Y2 & & - AR A LL T Hi A8 L 46 © Hii CD3-FITC
(1:200) ~ CD56-BV421 (1:100) ~ CD4-BV785 (1:200) - CD8-APC-Fire
(1:300) -

[0179] WE7EKETFF iR > JEHAIL-2-RASF & & 5 Bl {E
AT HIEA > B SR RS TR EE R AR B CD4+ K. CD8+ THHAEF 2 STATS ~ fz /D b
AL - RS =) TL-2- 87 AR R R & 25 5 A B PRl ed 2 i = R 5 /N 788 1000
& 2 FRE T ek ESTATS B (L -
BHI7 : IL-2Z8BRFE Treg b2 iEMEE

[0180) f{ FiEasySep™ A #ECD4+CD1271owCD25+ 38 172 14 T4H
232546 (Stemeell) 5l PBMC 43 B Treg ¥ Treg i CellTrace VioletiE:
H #4100 u1 2 RPMI/10% FBS §1 L& F0.15x 10°(E4H A (967 » URJE)F
RPETE - RFAATEL 100 nIRE S E O EYA S - LL100nMESE - 1:47
E o KB ETR - AEETR » FREMLITHELIN - K8 g HI1+
Fft i 208 rE R B =UAH AR N & fig (Novocyte) & MG JE K& (EAREL#CD2S5 ¢
BV785-CD4 (1:300) ~ APC/Fire-CD8 (1:500) ~ PE/Cy7-CD25 (1:100) -
PI (1:2000) -

[0181]) JN[ESAKESBH T/~ » A& HEB 2 _HASFc 2 JEEE

[l VHH 2 Cliii it & By 27 £ BUIL-2 (& SEQ ID NO: 45)HyRl & EHHE

5 71 HEEHERBE)
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Treg I 78 f B ALIERLYICD25 2 R - HE & 1L-2-RAS T JF By 4 AU TL-2
(L &ZSEQ ID NO: 46) L B & EH FAE -
BEHI8 : REPD-12JELTHEZPD-15 9 IL-2-RASHIHK

[0182]) {HAJRIZEREHU(—MEEEIHIPD-1$188) K Bl & 3 3 &2 EH i
2 CURBY IR ITEREHUE MUY RIL-2-RAS Y B & E 0 (2 RE I F) AR S
HEF=IEPD-1 > T4 BT B

[0183)] KREE FMEM4F LA - JELKE REME S S TH
Al o FE4C THI1 pg /ml OKT3HiASZEMOFLIFEEIBR - XH » FEER
SR R ARG B R 45 & OKT3H1 88 - (5 H CTLER & A i & 8 2 THH AE A%
o BN 2RPMIF FH T 25 5x 0@/ ZH - WK RMAEER
DA FL3 mL#EfE - WK 1% - WERIE(LTHRE - B —R - Z&-PikEEiE
PPiEOKT3I e < B & A& F 24 /N5 DL B - & 4 B A B8 JE M &4l
CellTrace™ Violet (CTV)IZxD - B THHATE B - B & FIE T £2x10°(E 41
M/ F - No6FLEIREEE FEFLRME100 WL F R o RIIRIL
BREPEORIZERETE LY -IL-2-RASFEE RS - L1000 nM 2 i &R [E
g6 HLSTHE - {LFE =K » 20 N RS JIEELYIPL R LA T &% LR AL
> B8 % T 40 4% 220 min : CD4-BV785 + CD8-APC/Fire + CD25-
PE/Cy7 ~ CD71-FITC ;CD69-APC - K& 418 {75 Bl i Novocyte
RS FEIUEER D EAEE R NEENIL R ENGS S - HREE
Hi 2 Excel H DL E—F 7 #7 -

[0184] w@E9F A » IRILEREHURLYI-IL-2-RASRE & & 5 %
CD8+ THHAEIEIE (B 9A) K CD4+ THHREIEIE(EIOB) » i IV IR IZERE IL
AE - EAEBENZE R EEm B R T B B TE 2 B M E A]

5 72 HEEYIEREIE)
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R RBE T ZEMEGERERNRPD- 18 RIENE - HEERE T2/
xR AR IERE w1 » 0B 9C R EIOD /R » JRILEREE T RORIZER B
PR CIIL-2-RAS Y& LU PR AN 7145 & /5 (ECD8+ K CD4+ THHAE - BI4h
LA N B ZIL-2-RASZ B G EH - £\ 10nM 2 iR E E 2 _F iy
BNRIENG & > Hal & SIL-2RZIL-2-RAS/ M & -
BEI9 : RIEEE(THR 2 PD-155 1R 38 HPD-13E M IL-2-RASHI {5 5%
Lt

[0185]) A #G b 40 & B4 o By ot Z0RE Fb il BR oy B B 182 R OBL G 0 e e
EET > HAEEMAOKTIE L HER FEs UEHIE(L - ACTV
TERCAAE - FURILEREHI(—EHiPD-15i/8) i 5 TS (E T4l AL LAFH ErPD- 1
Eofrd o HERERZIEREETRES - BEAESHRILERETH
CRh & Z1L-2-RASHY R & EE H BB & IR Rl [ i fS Bl & Z IL-2-RASHY
i EBF RHERE B3R - RS LaE G175 By i 208 i A AR = 4l
R E T EHICD4+ K CD8+ THIAEIE JERFAS IL-2(E5 HE e -

[0186] WE10ALEI10DFETR » B4 RIL-255ZECD8+ K CD4+
TR & ZIREIEIE - i AKILRE ISR 2 1L-2-RAS K IRRE A PLAE &
Al & & 0 R HYCD4+ THIAE & CD8+ THIAEE I 1 ZPD-1 2 HHE 2 &
HY(E/KEE Z380E - HEEZ T - FEEIL-2-RAS KR I7.5x B HL 38 (B9 2 B
G EH R HEAYCD4+ THIAZ(E 10B K [E 10D) &z CD8+ THI A (B 10A K [&
10C) Wi & JEE 3 BIE PD- L{{KHE M1 0 JE (B 10A K [B 10B) » H & A HTPD- 141
A TE RS B IHET (B 10C % [E10D) - Nt - E&EPD-1LWR L THHAE £ H A&
&5 > B1ZIL-2-RAS K #iPD- 15188 Z @l & & B (L THHAY -
EH10 : PD-1§ 5 IL-2-RASTEAR Treg Tl

5 73 HEETIEREIE)
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[0187] 40& FIS AT 73 B CD4+ TR JEAAE K Treg - H CD4+
FIEAT A CTVIZRD » D21 Z EERBLIK 7 fETreg/R & - H HHLCD3ERFiI
(B2 {E THHAE L{E SR K E(L o KT REEY) A0 E 1B A B JE#E =\ VHH
Z Clii il & HY By AR A TL-2 ~ &2 4008 1B 1 Fror B IR #L (=) VHH 2 Cliig il 2 HY
IL-2-RASHYRE & 2 HE(E & BLHIPD- 14188 OR IZER B HUE D14 -1L-2-RAS)
Al & ZIL-2-RASHYRE & B H Z MR 2V BT R o KA EAE G750 B it
AICRE 7 By = 4 AR & il &R 8E 7

[0188] #1157 » Tresponderdli g Z Tregflldl - {HRI{EFAE
Treg » JERE A BF A AIIL-2 KR B & 1L-2-RAS K HIPD- 148 < Ml & E H (R 1L
SREFUE{Y)-1L-2-RAS)JREEECD4+ TR JEAMAEIETE - F A& Z1L-2-RAS
KRR R PiAe < Rl & H a AR A g DR B IR IETRR - JE
FUHIL-2-RAS{ERES /L EEPD- 18 [HIL-2-RASRE & EH SHF 2 ZRE T H
PiTreg ¥ Tresponder Z M| {E M < RIL » PD-18E [ IL-2-RAS 5 filg Treg 2
MHIER - BIEMEARRBFE N TN L2 &&PD-11mE -

HH11 : $[EHPD-1Z1L-2-RASHK KA EH B 57

[0189]) #RIZELERHEE 2 & M2 F E4x 10 FER K200 pg PD-1
TR MR - 5 2 > ERHAEEENRD (0.1 MBEE; $4E &K > pH 7.4
£8.0)F Mk —X - HEERAE =R TN APD-151R 2 &R FEE
TR R B 18/ - BE1& Rk F DL 1 KI2 (PBS ~ 0.1% BSA - 2 mM
EDTA pH 7.4)7% %4 K o FEH R ERFLAE3T7C NELBEAI3 (0.2 M Tris »
0.1% BSA - pH 8.5)d 55 5 4/ (8 i HH 2 i B B AR 0 » BE 1% Rs BRMLAE
2R — R AT LT ZT400x 10 Bk 2 FRE -

[0190] HRea& i ERiy B &2 B AR IL-28 B T PD-1$1/G Ml & 2

5 74 HEETIEREIE)
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IL-2-RASHYRE & E B B LR - Bk & s S TR SR AL - %5
F &% i 7 B =X A REURT 2l & MpSTATS & & FFAHIL-2(Z 5k & -

[0191]) & & BN EETFAMIL-2 Bl & &0 R EHEL
CD8+ THHAfE & CD4+ THIMY - i & 2RV E S IL-2-RAS 2 Rl & & H
fECD4+ECD8+ THHAE -~ BA 2 2 A lled < = BEAEM: - Kt
IL-2{E 5 EEFHIL-2-RAS Z THHREHL ] - HREHIL-2-RAS Z (55 EHEH
g AR E -

HHI12 : IL-2-RASHK A M HF 57

[0192]) FEorAfr b aEnIRSl (=) B A AU 1L-2 K JERE (R TL-2-RAS 7
FEZH(LL1000 nMEE4G H 1:4F0 %) - 85 F @ Bk - NI T4 B AE37
C T EEFE3078 - RS EAIE H6 5 By i 278 i (2 0195 B (E STATS & B 5K
EHICD8+ K CD4+ T4l &1k -

[0193] E12AKE12BH AR - #& M B AR IL-2 [ 300E (ECD8+
K. CD4+ TN - W0 pSTATSHEEFTEM 241 - JEH R IL-2-RASA
RER FUEL « 2N BAUZAETF E Mm@ 2 1F N T » IL-2-RAS¥HCD25
K CD122.2 3AF1 I AR ] G IL-2R 2 3045 & R B B DIE B T i (5 5
& o NIL > (ERHIL-2-RASEE & EHBEpSTATS(F5RHE -

EHI13 : NKp46#L[HIL-2-RASKF R 4 FEENK Al f b 7E

[0194] #EE & E 1HP R B RNKpd6 2 —FfSscFviife
Z Clii i GHIIL-2-RAS Y R & 2 H -~ E & B A IL-250 A1 & 1B § fy s B
PR FASFo Z JRH n VHH Z Cli it & HYIL-2-RAS 2 Rl & 8 H DA K
HIEHYFE M NKp46 2 F K ASscFv e BINKAHAE - CD4+ THHAE & CD8+
THHAE < fEH -

55 75 HEETIEREIE)
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[0195] Rizk B R HE S 2 HEFPBMCHRICellTrace™ VioletiZ L,
HAE 96 fL Bl & 5% & #& o7 LL200,000 {E A A/ FL-V- e B fE - Rl & E B K
NKp46 scFv-Fc¥f i 2 RN N2 & P HE37C T EH
Koo BTR » FREMLLT IR LSS - REG B AIE B 7 b Py 1 710 8 R 41 A b
JE © $1 CD3-BV785 (1:200) - i CD56-APC (1:100) - #% CD4-PE
(1:200) ~ H{CD8-APC-Fire (1:300) & PI (1:2000)

[0196] H=4b - Rk EH EEME 2 FE&PBMCHMHE &L & & 0 =
NKp46 scFv-Fe¥fidmBE » HIE37C NEF 1578 - Rig R Efl6H Ay
2l %5 (2R 5 % (CSTATS & E K & HICDS+ THHAY - CD4+ THHME & NK
YA (CD3- » CD56+)7F 2 pSTATS & & -

[0197] Bx{ER LA HUAS LS - RES & 4l 1 o By 1 700 &R Fk &
& H & NKp46 scFv-Fe¥fia Bzl 5 {@ L35 2 i PBMC 2 45 & © $iiCD3-
FITC (1:100) - $1CD56-BV421 (1:100) - {i CD4-BV785 (1:200) - #%
CD8-APC-Fire (1:300) - #i A %8 IgG-Alexa Fluor 647 (1:500) & PI
(1:2000) -

[0198) #IE 13AZEE 131 Fir © NKp46#l [m1L-2-RASH 7 H &
{ENKAH A0S 78 R B R » A 22 CD4+E(CD8+ THAE - MHEEZ T » JEEE
=] B A BTL-2 B8 ) i A B RISV E BR (NK ~ CD4+ K CD8+ T4fifE) ~ 1 JE
F & Ak o NKp46 scFv-Fc (fiI1L-2-RAS) 2 4 & il - B 8) NK 3 J5 =
pSTATSZE & - [RIE » NKp46 ! [mIL-2-RASBEEHIL-2/E NKAH A F 2 IH =
BE9REE - Bl AR FHEECD4+ECD8+ THHAM -

BFH14 1 LAG38E[HIL-2-RASHIETEE(LLAG3+ T4HME
[0199] o frE S WEI1GHF FrmBlHLLAG3 5 “E & E MLk

5 76 HEEHIEREIE)
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(MAb) Z Clisifh & ~ 40[E 1B AR B A% A Fc ZHILAG3 VHHE!
&~ {0E 1B AR EJERE R VHHEL S HYIL-2-RASHIRR & & 5 2B 2 A E
IB R BLJEEE [F R Ae Fe 2 Clin Bl & RV BF AR IL-20 Bl = B H > 2
LAG3#[m/Mab (¥i2)E(LAG3#: 5 VHH-Fe (¥ H&) ¥ CD4+ T4liAE K2 CD38+
THHAE ZFEF -

[0200] A1 pg/mL&E & HTCD3 (OKT3) k10 pg/mL o] 75 M 1
CD28 R B i fE A B8 2 = L TAMAE 48/ NF » BEfR (5 HAF B 24/ Ny -
TS LAIAE A Cell Trace™ Violeti a0 H LA200,000{E 4HAT/FLREFE © A IIRE
BEHRHBESZMBEREEE3IR - KB LOEM7TEERL T IEEFE
Shpihe EANE(ERRELYICD25 K CD71 2380 K R+ HTCD25-FITC (1:
100) fz31CD71-PE/Cy7 »

[0201] £ CD8+ THHAERKLAG3 L2 45% 2 CD8+ THHAT
fMmCD4+ TR LAG3 R %22% 2 CD4+ THE - MHEEZ T > RERHL
THHATESFL CD8+ECD4+ TAHMT b 2 LAG3 LR S FHHT0% 5 M: -

[0202] #E 14A £ [E 14D F A7/~ » FL1LAG3 Mab-1L-2-RAS X 1
LAG3 VHH-IL-2-RASIEHNICD8+ Fz CD4+ 88 VE ([E 14A K [& 14B) DL K 21
CD25 ([ 14C K [E/14D) & CD71 ([E14E K [B 14F) 3R & fa 7~ 2 /E (L IR R[]
By A RIIL-2 B CD8+ . CD4+ THIAEIE JE FE b2 8 IFFER] - HLES
FO77 R B ANEE & SE R THRE -

BH1S : IL-22Z2 H SR Bl E — 2 RN IER i E

[0203]) {EFHEK-Blue IL-2#; Z4f /g (InvivoGen) & I FE & [=] IL-2
ZeSEae JMBENEME o R E A A PR (/) VHH 2 Cli Bt & HYIL-228 52448
MR H H S B 207N - Z R #ET Quanti-Blue /34 -
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[0204] & 1S FFrR - IL-28 2 BEBUr —Ed B 25N - E3CF
it~ g B RIL-2-RAS (P65R ~ H16A & D84S)FHE i B A4 AUTL-2 KK
[E(RMIL-2RZGE G (2 AE4 2 E6) - HMHER B AL 2R EE (2R
E7AZ[ETE) - EHEIINM23AZE5 2 1L-2-RAS K B EIHME9SQZE &
IL-2-RASHIE HEHYIL-2-RAS B R R ERAYETE - H EAM23AKEISQR
B ZIL-2-RAS Z 4H & B — 0 55E M - fERIIY RIPD-1 2 Hi E4AE
g WEBRNOREEZIL-2222 BB RHEE ZPD- 18 mEME(E R
RER) » RFEAPD-1 2 m M DI &S G ol EIL-228 B8 BIL-2R 2
TR JFEAR - o ZAHEK-Blue IL-2¥8 7 £ 408 H IMHENEEEMN - B3R

BT 2Tt HIL-222 SR E] 2 ECso BN AR E KB Z =] £ 1
fir - FETR AT fE BR N S MRS #) SR A AT b 2 B0 {RIL-2R & & - IL-2REH 7 1E
s BN A R

[0205] AE-A Bl A SF I ZAG HECE AR BB T - A DL

HARr E L ARSI o NI - Al & 5 B AL BT 5 T o A Rl B i A~ PR 1)
AEEHE o R > ASEA 2 sules i FE i F 55 A S & JE AT AL S 2 fE o o HL
REEASCE M E H i B EF 0t e R N EmEN R A 2t -
FEFI 2R

SEQ | fi#it F3
ID
NO
1 E%ﬁ—l: 3_}{! A APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKFYMPKKATELKHLQC
+EH.;2 LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
AR FLNRWITFCQSIISTLT
2 IL-2v AP@SSSTKKTQLQLEHLLLDLQMILNGINNYKNPKLTRMLT@KF@MPKKATELKHLQC
LEEELKPLEEVLN@AQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITE@QSIISTLT
3 IL-2-P65R | APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKEYMPKKATELKHLQC
LEEEL@LEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
4 IL-2-H16A APTSSSTKKTQLQLE@LLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLT
5 1L-2-D84S | APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKEYMPKKATELKHLQC
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LEEELKPLEEVLNLAQSKNFHLRPR[SLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
6 IL-2-E15S | APTSSSTKKTQLOLJSHLLLDLOMI LNGINNYKNPKLTRMLT FKEYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
7 IL-2-M23A | APTSSSTKKTQLOLEHLLLDLQAI LNGINNYKNPKLTRMLT FKEYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
8 IL-2-E95Q | APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLQLKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
9 IL-2-P65E | APTSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQC
LEEELKELEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
10 IL-2-F42K | APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTKKFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
11 IL-2- APTSSSTKKTQLQLEALLLDLOMI LNGINNYKNPKLTRMLTKKEFYMPKKATELKHLQC
H16A- LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
F42K FLNRWITFCQSIISTLT
12 IL-2-D84S- | APTSSSTKKTQLOLEHLLLDLOMI LNGINNYKNPKLTRMLT[KKEFYMPKKATELKHLQC
F42K LEEELKPLEEVLNLAQSKNFHLRPRS|LI SNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
13 IL-2-E15S- | APTSSSTKKTQLOLJSHLLLDLOMI LNGINNYKNPKLTRMLTKKFYMPKKATELKHLQC
F42K LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
14 IL-2- APTSSSTKKTQLOLEHLLLDLQAI LNGINNYKNPKLTRMLTKKFYMPKKATELKHLQC
M23A- LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FA2K FLNRWITFCQSIISTLT
15 IL-2- APTSSSTKKTQLQLEHLLLDLQMI LNGINNYKNPKLTRMLT[KKEFYMPKKATELKHLQC
E95Q- LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLQLKGSETTFMCEYADETATIVE
42K FLNRWITFCQSIISTLT
16 IL-2-P65R- | APTSSSTKKTQLOLEALLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
H16A LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
17 IL-2-P65R- | APTSSSTKKTQLQLEHLLLDLQMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQC
D84S LEEELKRLEEVLNLAQSKNFHLRPRS|LISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
18 IL-2-P65R- | APTSSSTKKTQLOL[SHLLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
E15S LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
19 IL-2-P65R- | APTSSSTKKTQLOLEHLLLDLQAILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
M23A LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
20 IL-2-P65R- | APTSSSTKKTQLQLEHLLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
E95Q LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLQLKGSETTFMCEYADETATIVE
FLNRWITFCQSIISTLT
21 IL-2-P65R- | APTSSSTKKTQLOLEALLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
H16A- LEEELKRLEEVLNLAQSKNFHLRPRS|LISNINVIVLELKGSETTFMCEYADETATIVE
D84S (IL- FLNRWITFCQSIISTLT
2-RAS)
29 IL-2-T3A- | APASSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLOC
C125S LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
FLNRWITE[S|QSIISTLT
23 IL-2-T3A- | APRSSSTKKTQLQLEHLLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
P65R- LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
C125S FLNRWITEF[S[QSIISTLT
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24 IL-2-T3A- | APSSSTKKTQLQLEALLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLOQC
H16A- LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
C125S FLNRWITHS|QSIISTLT
25 IL-2-T3A- | APpSSSTKKTQLQLEHLLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
D84S- LEEELKPLEEVLNLAQSKNFHLRPRS[LISNINVIVLELKGSETTFMCEYADETATIVE
C125S FLNRWITE[S[QSIISTLT
26 IL-2-T3A- | APSSSTKKTQLQLEALLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLOQC
H16A- LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
P65R- FLNRWITHS|QSIISTLT
C125S
27 IL-2-T3A- | APpSSSTKKTQLQLEHLLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
P65R- LEEELKRLEEVLNLAQSKNFHLRPRS|[LISNINVIVLELKGSETTFMCEYADETATIVE
D84S- FLNRWITHS|QSIISTLT
C1255
28 IL-2-T3A- | APpSSSTKKTQLQLEALLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
HI16A- LEEELKRLEEVLNLAQSKNFHLRPRS|[LISNINVIVLELKGSETTFMCEYADETATIVE
P65R- FLNRWITHS|QSIISTLT
D84S-
C1255
29 IL-2-n09- | TOQLOLEALLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKRLE
H16A- EVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITE]S|
P65R- QSIISTLT
C125S
30 IL-2-n09- | TQLOLEHLLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKRLE
P65R- EVLNLAQSKNFHLRPRS[LISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITEHS]
D84S- QSIISTLT
C1255
31 IL-2-n09- | TOQLOLHALLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKRLE
HI16A- EVLNLAQSKNFHLRPRS[LISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITEHS]
P65R- QSIISTLT
D84S-
C1255
32 B 4= I [L- | APTSSSTKKTQLOLEHLLLDLOMI LNGINNYRNPKLTRMLTFKEYMPKKATELKHLOC
> xELL LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
rx FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
1 Fc | TcvVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK
33 IL-2-F42K- | APTSSSTKKTQLQLEHLLLDLQMI LNGINNYKNPKLTRMLTKKFYMPKKATELKHLQC
XELL LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
- FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
fFJ Fe | 1cvvvDVSHEDPEVKENWYVDGVEVENAKTKPREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK
34 IL-2-P65E- | APTSSSTKKTQLQLEHLLLDLQMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQC
XELL LEEELKELEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVE
- FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
FF 1 F¢ | 2cyvvDVSHEDPEVKENWYVDGVEVENAKTKEREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALH
NHYTQKSLSLSPGK
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35

IL-2-P65R-
xELL
"¥F ) Fe

APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKFYMPKKATELKHLQC
LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

36

IL-2-F42K-
D84S-
xELL

"FF Fe

APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTKKFYMPKKATELKHLQOC
LEEELKPLEEVLNLAQSKNFHLRPRSLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

37

IL-2-F42K-
E95Q-
xELL

"FF Fe

APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTKKFYMPKKATELKHLQOC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLOQLKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

38

IL-2-F42K-
M23A-
xELL

"FF Fe

APTSSSTKKTQLOLEHLLLDLOATLNGINNYKNPKLTRMLTKKEFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

85

IL-2-F42K-
E15S-
xELL

"FF Fe

APTSSSTKKTQLOLSHLLLDLOMILNGINNYKNPKLTRMLTKKEFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

39

IL-2-
HI16A-
F42K-
xELL

"FF Fe

APTSSSTKKTQLQLE@LLLDLQMILNGINNYKNPKLTRMLTEKFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

40

IL-2-
HI16A-
xELL

"FF Fe

APTSSSTKKTQLQLE@LLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQC
LEEELKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIT STLTDKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPERDELTKNQVSL@CLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

41

IL-2-P65R-
HI16A-
xELL

"FF Fe

APTSSSTKKTQLOLEALLLDLOMILNGINNYKNPKLTRMLTEFKFYMPKKATELKHLQC
LEEELKRLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSEFFLYSKLTVDKSRWQOGNVESCSVMHEALH
NHYTQKSLSLSPGK

42

IL-2-P65R-
D84S-
xELL

"FF Fe

APTSSSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTEFKFYMPKKATELKHLQC
LEEELKRLEEVLNLAQSKNFHLRPRSLISNINVIVLELKGSETTEMCEYADETATIVE
FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQODWLNGK
EYKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALH
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NHYTQKSLSLSPGK
43 IL-2-RAS- | APTSSSTKKTQLQLEALLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLOC
xELL LEEELKRLEEVLNLAQSKNFHLRPRSLISNINVIVLELKGSETTFMCEYADETATIVE
FE | F FLNRWITFCQSIISTLTPGGGGDKTHTCPPCPAPGGPSVEFLFPPKPKDTLMISRTPEV
1 FC TCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGK
EYKCKVSNKALPAPIEKTISKAKGOPREPQVYTLPPCRDELTKNQOVSLWCLVKGEYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALH
NHYTQKSLSLSPGK
44 #i § - - | KEGGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMRSRT PEVTCVVVDVSHEDPEVKE
EVN xELL NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIE
a KTISKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQOPENNY
k1, Fc KTTPPVLDSDGSFFLVSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQKSLSLSPGK
45 xELL DKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWYVDG
" FF | Fe- VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGOPENNYKTTPPV
IL-2-T3G- | 1,pSDESFFLYSKLTVDKS RWOOGNVESCSVMHEALHNHYTOKSLSLS PGGSGGSAPGS
C1258 SSTKKTQLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLOCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNR
WITFSQSIISTLT
46 xELL DKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWYVDG
" # | Fe- VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGOPENNYKTTPPV
IL-2-RAS- | 1pSDGSFFLYSKLTVDKS RHOOGNVFSCSVMHEALHNHYTOKSLSLS PGGSGGSAPGS
T3G- SSTKKTQLOLEALLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLOCLEEE
C125S LKRLEEVLNLAQSKNFHLRPRSLISNINVIVLELKGSETTFMCEYADETATIVEFLNR
WITFSQSIISTLT
47 Fcl& 1 (A | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWY
iE B A F VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
A = | SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
IgG1) PPVLDSDGSFFLYSKLTVDKSRWOQGNVESCSVMHEALHNHYTQOKSLSLSPGK
48 Fcl&?2 (A | DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDG
5 I«G1 VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
A g KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
xELL LDSDGSFFLYSKLTVDKSRWOQGNVFSCSVMHEALHNHYTQOKSLSLSPGK
"KL
49 Fcl&3 (A | DKTHTCPPCPAPGGPSVFLFPPKPKDTLMRSRTPEVTCVVVDVSHEDPEVKENWYVDG
5 I«G1 VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
AR g KGQPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTTPPV
EVN xELL | 1.DSDGESFFLVSKLTVDKSRWOQGNVFSCSVMHEALENHYTQKSLSLSPGK
=
1253R)
50 Fcl& DKTHTCPPC PAPELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTOQK SLSLSPGK
51 Fcl&xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTOQK SLSLSPGK
52 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
H435R DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNRYTOK SLSLSPGK
53 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY
M252Y J KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428V KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
265 82 H(EHRBEE)
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(YV) GNVFSCSVVH EALHNHYTQOK SLSLSPGK
54 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428L KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOQ
(YL) GNVFSCSVLH EALHNHYTQK SLSLSPGK
55 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
’ KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428L, KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
H435R GNVFSCSVLH EALHNRYTOQK SLSLSPGK
(YLR)
56 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
’ KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428YV, KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
H435R GNVFSCSVVH EALHNRYTQK SLSLSPGK
(YVR)
57 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TIMISRTPEV TCVVVDVSHE
S354C DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT KNQVSLWCLV
T366WHF | KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOO
GNVFSCSVMH EALHNHYTQOK SLSLSPGK
58 Fc [& xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TIMISRTPEV TCVVVDVSHE
H435R DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
KCKVSNKALP APIEKTISKA KGOPREPQVY TLPPCRDELT KNQVSLWCLV
S354C KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQO
T366WHF | GNVFSCSVMH EALHNRYTQK SLSLSPGK
59 Fc [& xELL | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG
M252Y T VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
M428V LDSDGSFFLYSKLTVDKSRWQQGNVESCSVVHEALENHYTQKSLSLSPGK
(YV)
S354C
T366W
60 Fc [& xELL | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG
M252Y T VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
M428L LDSDGSFFLYSKLTVDKSRWQOQGNVESCSVLHEALHNHYTQKSLSLSPGK
(YL)
S354C
T366W
61 Fc [& xELL | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG
M252Y. VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
’ KGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
M428L, LDSDGSFFLYSKLTVDKSRWOQGNVESCSVLHEALHNRYTQKSLSLSPGK
H435R
(YLR)
S354C
T366W
62 Fc [& xELL | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG
M252Y VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
’ KGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
M428YV, LDSDGSFFLYSKLTVDKSRWOQGNVFSCSVVHEALHNRYTOKSLSLSPGK
H435R
(YVR)
S354C
26 83 HEFHHRHE)
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T366W
63 Fec & xELL | DKTHTCPPCPAPGGPSVELEPPKPKDTLMI SRTPEVICVVVDVSHEDPEVKENWYVDG
T366S VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
’ KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTT PPV
L368A, LDSDGSFFLVSKLTVDKS RWQQGNVFS CSVMHEALHNHYTOKS LS LS PGK
Y407VE]
64 Fec & xELL | DKTHTCPPCPAPGGPSVELEPPKPKDTLMI SRTPEVICVVVDVSHEDPEVKENWYVDG
H435R VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
’ KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTTPPV
T366S, LDSDGSFFLVSKLTVDKS RWQQGNVFSCSVMHEALHNRYTOKSLSLSPGK
L368A,
Y407VE]
65 Fe & xELL | DKTHTCPPCPAPGGPSVFLEPPKPKDTLYISRTPEVICVVVDVSHEDPEVKENWYVDG
M252Y B VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTTPPV
M428V LDSDGSFFLVSKLTVDKS RWOQGNVFS CSVVHEALHNHYTOKS LS LS PGK
YV)
T3668S,
L368A,
Y407VE]
66 Fe & xELL | DKTHTCPPCPAPGGPSVELEPPKPKDTLYISRTPEVICVVVDVSHEDPEVKENWYVDG
M252Y B VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTT PPV
M428L LDSDGSFFLVSKLTVDKS RWOQGNVFSCSVLHEALHNHYTOKS LS LS PGK
(YL)
T3668S,
L368A,
Y407VE]
67 Fe & xELL | DKTHTCPPCPAPGGPSVELEPPKPKDTLYISRTPEVICVVVDVSHEDPEVKENWYVDG
M252Y. VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
’ KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTTPPV
M428L, LDSDGSFFLVSKLTVDKS RWOQGNVFSCSVLHEALHNRYTOKS LS LS PGK
H435R
(YLR)
T3668S,
L368A,
Y407VE]
68 Fc & xELL | DKTHTCPPCPAPGGPSVELEPPKPKDTLYISRTPEVICVVVDVSHEDPEVKENWYVDG
M252Y. VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTT SKA
’ KGOPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGOPENNYKTTPPV
M428YV, LDSDGSFFLVSKLTVDKS RWOQGNVF SCSVVHEALHNRYTOKSLSLS PGK
H435R
(YVR)
T3668S,
L368A,
Y407VE]
69 Fo = | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
H435R DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVI HODWLNGKEY
KCKVSNKALP APTEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNRYTOK SLSLSPGK
70 Fo o | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y T DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVI HODWLNGKEY
KCKVSNKALP APTEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428V KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQOQ
(YV) GNVFSCSVVH EALHNHYTOK SLSLSPGK
5 84 H(EIRAAS)
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71 Fc |& | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
M252Y J KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428L KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
(YL) GNVFSCSVLH EALHNHYTQOK SLSLSPGK
72 Fc =~ | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y. DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
’ KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV
M428L, KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOQ
H435R GNVFSCSVLH EALHNRYTOQK SLSLSPGK
(YLR)
73 Fc =~ | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV TCVVVDVSHE
M252Y. DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
’ KCKVSNKALP APIEKTISKA KGOPREPQVY TLPPSRDELT KNQVSLTCLV
M428YV, KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOQ
H435R GNVFSCSVVH EALHNRYTQK SLSLSPGK
(YVR)
74 Fcl&:S354C | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQODWLNGKEY
T366WFF KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT KNQVSLWCLV
KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOQ
GNVFSCSVMH EALHNHYTQOK SLSLSPGK
75 Fc =~ | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE
H435R DPEVKENWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HODWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT KNQVSLWCLV
S354C KGFYPSDIAV EWESNGOPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWOQ
T366WHF | GNVFSCSVMH EALHNRYTQK SLSLSPGK
76 Fc [& | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
M252Y J SKAKGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTT
M428L PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVLHEALENHYTQOKSLSLSPGK
(YL)
S354C
T366W
77 Fc = | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWY
M252Y. VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
’ SKAKGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTT
M428L, PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVLHEALENRYTQOKSLSLSPGK
H435R
(YLR)
S354C
T366W
78 Fc = | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWY
M252Y VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
’ SKAKGQPREPOVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTT
M428YV, PPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVVHEALENRYTQOKSLSLSPGK
H435R
(YVR)
S354C
T366W
79 Fc I~ | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWY
T366S VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
’ SKAKGQPREPOVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNGQPENNYKTT
L368A, PPVLDSDGSFFLVSKLTVDKS RWQQGNVFSCSVMHEALENHYTQOKSLSLSPGK
Y407VE]
80 Fc = | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWY
H435R. VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTI
26 85 HEEHHRHE)
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T366S,
L368A,
Y407VH

SKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGEFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSRWOQQGNVESCSVMHEALHNRYTQKSLSLSPGK

81

Fc th
M252Y K&
M428V
(YV)
T366S,
L368A,
Y407VH

DKTHTCPPCPAPELLGGPSVFLEFPPKPKDTLYISRTPEVTICVVVDVSHEDPEVKENWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTI
SKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGEFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSRWOQQOGNVESCSVVHEALHNHYTQKSLSLSPGK

82

Fc &
M252Y K&
M428L
(YL)
T3668S,
L368A,
Y407VE3

DKTHTCPPCPAPELLGGPSVFLEFPPKPKDTLYISRTPEVTICVVVDVSHEDPEVKENWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTI
SKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGEFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSRWQOGNVESCSVLHEALHNHYTQKSLSLSPGK

83

Fc th
M252Y,
M428L,
H435R
(YLR)
T366S,
L368A,
Y407VH

DKTHTCPPCPAPELLGGPSVFLEFPPKPKDTLYISRTPEVTICVVVDVSHEDPEVKENWY
VDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPTEKTI
SKAKGQPREPQVCTLPPSRDELTKNQVSLSCAVKGEFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLVSKLTVDKSRWOQQGNVESCSVLHEALHNRYTQKSLSLSPGK

84

RSN
By 4 AUIL-
2

QLOLEHLLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLOQCLEEELKPLEE
VLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITECQ
SIT

86

xELL-
Fc-1L.2-
T3A,
C125S

DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPE[JRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGGSGGSAPRS
SSTKKTQLQLEHLLLDLOMI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLOCLEEE
LKPLEEVLNLAQSKNFHLRPRDLISNINVIVLELKGSETTFMCEYADETATIVEFLNR
WITHS|QSIISTLT

87

xELL-
Fc-1L.2-
RAS-T3A,
C125S

DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGQPREPQVYTLPPJRDELTKNQVS LW|CLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGGSGGSAPRS
SSTKKTQLOLEALLLDLOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQCLEEE
LKRLEEVLNLAQSKNFHLRPRS|LISNINVIVLELKGSETTFMCEYADETAT IVEFLNR
WITHS|RQSIISTLT

88

JRILEEE
PLE LY
¥ Fe-IL2-
RAS-T3A,
C125S

QVQLVQSGVEVKKPGASVKVSCKASGYTFTNY YMYWVRQAPGOGLEWMGGINPSNGGT
NENEKFKNRVTLTTDSSTTTAYMELKS LQFDDTAVYYCARRDYRFDMGEFDYWGQGTTV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPGGPSVFLEPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQV
YTLPEJRDELTKNQVS LWCLVKGFYPSDIAVEWESNGQPENNY[DTTPPVLDSDGSFFL
YS[LTVDKSRWQQGNVFSCSVMHEALHNRYTQKSLS LS P[GGSGGSJAPRS SSTKKTQL
OLHALLLDLOMILNGINNYKNPKLTRMLT FKFYMPKKATELKHLQCLEEELKRLEEVL
NLAQSKNFHLRPRS[LISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITES|QST
ISTLT
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89 R T7 Bk B8 | QVOLVQSGVEVKKPGASVKVSCKASGYTFTNY YMYWVRQAPGQGLEWMGGINPSNGGT
e NENEKFKNRVTLTTDSSTTTAYMELKS LQFDDTAVYYCARRDYRFDMGEFDYWGQGTTV
BUIR AT | 1vssasTRGPSVFPLAPSSKSTSGETAALGCLVKDY FRERVTVSHNSGALT SGVETFR
FiFc AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPGGPSVFLEFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHQODWLNGKEYKCKVSNKALPAPIEKT I SKAKGQPREPQV
[drrPPSROKLTKNQVSL[S|CAVKGFYPSDIAVEWKISNGOPENNYKTTPPVLDSKGSFF
1JV]SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK
90 JF T7 ¥k B | EIVLTQSPATLSLSPGERATLSCRASKGVSTSGYSYLHWYQQKPGQAPRLLIYLASYL
b i g Y | DOCVPARFSGSGSGTDETLTISSLEPEDFAVYYCOHSRDLPLTFGGGTKVETKRTVAA
JL¥E 3%~ | pSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKD
(=% STYSLSSTLTLSKADYEKHKVYACEVTHQGLS SPVTKSFNRGEC
91 R T7 Bk B | QVOLVQSGVEVKKPGASVKVSCKASGYTEFTNY YMYWVRQAPGQGLEWMGGINPSNGGT
b g (1)t | NENEKFKNRVILTTDSSTTTAYMELKSLOFDDTAVYYCARRDYRFDMGFDYWGOGTTY
&a TVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEP
IL2-RAS- | AVLOSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAP
T3G, EFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNAKTK
C125S PREEQFNSTYRVVSVLTVLHODWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQV
YTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSRLTVDKSRWQEGNVEFSCSVMHEALHNHYTQKSLSLSLGGSGGSRP[ESSSTKKTQLQ
LEALLLDLOMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELKRLEEVLN
LAQSKNFHLRPRS|LISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFSQSIT
STLT
92 NKp46- OVQLOQSGPELVKPGASVKMS CKASGYTFTDYVINWGKQRSGQGLEWIGEIYPGSGTN
scFv YYNEKFKAKATLTADKS SNIAYMOLSSLTSEDSAVYFCARRGRYGLYAMDYWGQGTSV
TVSS[VEGGSGGSGGSGGSGGVDDIQMTQTTSSLSASLGDRVTISCRASQDI SNYLNWY
XELL- T | ook pDGTVRLLIYYTSRLASGVPSRFSGSGSGTDYSLTINNLEQEDI ATYFCOQGNTR
Fe-IL2- PWTFGGGTKLEIKEGGGGDKTHTCPPCPAPGGPSVFLEPPKPKDTLMISRTPEVTCVY
RAS-T3A, | VDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
C125S KVSNKALPAPIEKTISKAKGQPREPQVYTLPPCRDELTKNQVS LWCLVKGEFYPSDIAV
EWESNGQPENNY[DTTPPVLDSDGSFFLYSDLTVDKSRWQQGNVESCSVMHEALHNRYT
QKSLSLSPGGSGGSAPR|SSSTKKTQLOLEALLLDLOMI LNGINNYKNPKLTRMLT FKF
YMPKKATELKHLQCLEEELKRLEEVLNLAQSKNFHLRPRSLISNINVIVLELKGSETT
FMCEYADETATIVEFLNRWITHS[QSIISTLT
93 NKp46- OVQLOQSGPELVKPGASVKMS CKASGYTFTDYVINWGKQRSGQGLEWIGEI YPGSGTN
scFv YYNEKFKAKATLTADKS SNIAYMOLSSLTSEDSAVYFCARRGRYGLYAMDYWGQGTSV
TVSS[VEGGSGGSGGSGGSGGVDDIQMTOTTSSLSASLGDRVTISCRASQDI SNYLNWY
XELL-FIFC | 0K ppaTVKLLIYYTSRLHS GVPSRFSGSGSGTDYSLTINNLEQEDTATYFCOOGNTR
PWTFGGGTKLEIKEGGGGDKTHTCPPCPAPGGPSVFLEPPKPKDTLMISRTPEVTCVV
VDVSHEDPEVKENWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKC
KVSNKALPAPIEKTISKAKGQPREPQV[CJTLPPSRDKLTKNQVSLS|CAVKGFYPSDIA
VEWEKSNGQPENNYKTTPPVLDSK|GS FFLV|SKLTVDKSRWQQGNVFSCSVMHEALHNHY
TQKSLSLSPGK
94 | NKp46- OVQLOQSGPELVKPGASVKMS CKASGYTFTDYVINWGKQRSGQGLEWIGEIYPGSGTN
scFv YYNEKFKAKATLTADKS SNIAYMOLSSLTSEDSAVYFCARRGRYGLYAMDYWGQGTSV
TVSSVEGGSGGSGGSGGSGGVDDIQMTQTTSSLSASLGDRVTISCRASQDISNYLNWY
XELL-Fc QQKPDGTVKLLIYYTSRLHSGVPSRFSGSGSGTDYSLTINNLEQEDIATYFCQQGNTR
PWTFGGGTKLEIKPGGGGDKTHTCPPCPAPELLGGPSVFLEPPKPKDTLMI SRTPEVT
CVVVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKE
YKCKVSNKALPAPIEKTISKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGEYPSD
IAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHN
HYTQKSLSLSPGK
95 LAG3- QVQLVQSGAEVKKPGASVKVSCKASGYTFTGY YMHWVRQAPGOGLEWMGWINANSGGT
MAb NYAQKFQGRVTMTRDTSISTAYMELSRLRSDDTAVYYCARDIYDS SDQLNVWGQGTMV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTEP
XELL- #F | Ay105SGLYSLSSVVIVPSSSLGTOTY ICNVNHKPSNTKVDKKVEPKSCDKTHTCRRC
Fc-1L2- PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNA
RAS- KTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE
TGCS POVYTLPE[JRDELTKNQVS LWICLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FFLYSKLTVDKSRWQQGNVEFSCSVMHEALHNHYTQKSLSLSPGGSGGSAP[GSSSTKKT
% 87 H(WHHHAE)
C226262PA . docx
109100336 LR A0202
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QLQLE@LLLDLQMILNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEELK@LEE
VLNLAQSKNFHLRPNELISNINVIVLELKGSETTFMCEYADETATIVEFLNRWITFEQ
SITISTLT

96

LAG3-
MADb
xELL-FJFc

QOVOLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVROQAPGOQGLEWMGWINANSGGT

NYAQKFQGRVIMTRDTSISTAYMELSRLRSDDTAVYYCARDIYDSSDQLNVWGQGTMV

TVSSASTKGPSVEFPLAPSSKSTSGGTAALGCLVKDYFPEPVTIVSWNSGALTSGVHTEP

AVLOSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC

PAPGGPSVFLFPPKPKDTLW@SRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTK
PREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQV

!TLPPSRDELTKNQVSLECEWKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
MSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

97

LAG3-
MADbEE 5

EIVLTQSPATLSLSPGERATLSCRASQSVSSYLAWYQQOKPGOAPRLLIYDASNRATGI
PARFSGSGSGTDFTLTISSLEPEDFAVYYCQOASIWPLTEFGGGTKVEIKRTVAAPSVE
IFPPSDEQLKSGTASVVCLLNNFYPREAKVOWKVDNALQSGNSQESVTIEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

98

LAG3-
MAD IgG1

QOVOLVQSGAEVKKPGASVKVSCKASGYTFTGYYMHWVROQAPGOQGLEWMGWINANSGGT
NYAQKFQGRVIMTRDTSISTAYMELSRLRSDDTAVYYCARDIYDSSDQLNVWGQGTMV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVIVSWNSGALTSGVHTEP
AVILOSSGLYSLSSVVITVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHTCPPC
PAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHOQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPRE
POVYTLPPSRDELTKNQVSLTCLVKGEYPSDIAVEWESNGQPENNYKTTPPVLDSDGS
FEFLYSKLTVDKSRWOOGNVESCSVMHEALHNHYTQKSLSLSPGK

99

LAG3-
VHH
xELL-
Fc-1L.2-
RAS-
TGCS

EVOLVESGGGWQPGGSLRLSCAASGRTFSDYVMGWFROAPGKEREFVAAI SESGGRTH

YADSVKGRFTISRDNSKNTLYLOMNSLRPEDTALYYCATTLLWWTSEYAPIKANDYDY

WGQGTLVTVKP[GGGGDKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVS

NKALPAPIEKTISKAKGQPREPQVYTLPPJRDELTKNQVSLWCLVKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHYTOKS

LSLSPEGGSGGSAP[ESSSTKKTQLOLEALLLDLOMI LNGINNYKNPKLTRMLT FKFYMP
KKATELKHLQCLEEELKRLEEVLNLAQSKNFHLRPRS[LISNINVIVLELKGSETTEMC
EYADETATIVEFLNRWITES|QSIISTLT

100

LAG3-
VHH
xELL- F3
_H435 R
Fc

EVOLVESGGGWQPGGSLRLSCAASGRTFSDYVMGWEFRQAPGKEREFVAAT SESGGRTH
YADSVKGREFTISRDNSKNTLYLOMNSLRPEDTALYYCATTLLWWTSEYAPTIKANDYDY
WGQGTLVTVKPDKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVETLPPSRDELTKNQVSLECEWKGFYPSDIAVEWE
SNGQPENNYKTTPPVLDSDGSFFLESKLTVDKSRWQQGNVFSCSVMHEALHN@YTQKS
LSLSPGK

101

LAG3-
VHH
xELL-#FFc

EVOLVESGGGWQPGGSLRLSCAASGRTFSDYVMGWEFRQAPGKEREFVAAT SESGGRTH
YADSVKGREFTISRDNSKNTLYLOMNSLRPEDTALYYCATTLLWWTSEYAPTIKANDYDY
WGQGTLVTVKPDKTHTCPPCPAPGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDV
SHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKVS
NKALPAPIEKTISKAKGQPREPQVYTLPPERDELTKNQVSL@CLVKGFYPSDIAVEWE
SNGOQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQOGNVESCSVMHEALHNHYTOQKS
LSLSPGK

102

xELL-
Fc-1L.2-
RAS-
M23A-
T3A,
C125S

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPTEKTISKA
KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVVHEALHNHYTQKSLSLSPGGSGGSJAPRJS
SSTKKTQLOLEALLLDLQAI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
LKRLEEVLNLAQSKNFHLRPRS|LISNINVIVLELKGSETTFMCEYADETAT IVEFLNR
WITFS|RQSIISTLT

103

xELL-
Fc-1L.2-
RAS-
E95Q-
T3A,
C125S

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVDVSHEDPEVKENWYVDG

VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA

KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV

LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVVHEALHNHYTQKSLSLSP[GGSGGSRPRIS
SSTKKTQLQLEALLLDLQOMI LNGINNYKNPKLTRMLT FKFYMPKKATELKHLQCLEEE

LKRLEEVLNLAQSKNFHLRPRS|LI SNINVIVLQLKGSETTFMCEYADETAT IVEFLNR
WITHSQSIISTLT

C226262PA docx

109100336

FHGTE A0202
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104 | xELL- #F | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVICVVVDVSHEDPEVKENWYVDG
VEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
Fe-IL2- KGQPREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNGQPENNYKTTPPV
RAS- LDSDGSFFLYSKLTVDKSRWQQGNVFSCSVVHEALHNHYTQKSLSLSP[GGSGGSRPRIS
M23A- SSTKKTQLQLEALLLDLQPAI LNGINNYKNPKLTRMLTFKFYMPKKATELKHLQCLEEE
E95Q- LKRLEEVLNLAQSKNFHLRPRS|LISNINVIVLQLKGSETTFMCEYADETAT IVEFLNR
T3A, WITHS|QSIISTLT
C1258
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(75131
<110> ZE iR AR A e B BR824 B](INHIBRX BIOSCIENCES, INC.)
<120> AIEHRMSERIL- 2550k Rk R H &

<150> US 62/789,075
<151> 2019-01-07

<l60> 104

<170> PatentIn version 3.5
<210> 1

211> 133

<212> PRT
Q13> FHA

<220>

<221> misc_feature

<223> P4 AJEIL-2

<400> 1

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
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 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 Val Ile Val Leu Glu Leu
35 90 95

109100336 FHGR A0202 B1H, H157H(FFIFR) 1093176477-0
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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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 2

<211> 133
<212> PRT
Q213> ATLFY

<220>
Q23> & IL-2v

<400> 2
Ala Pro Ala 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 Ala Lys Phe Ala Met Pro Lys
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 Val Leu Asn Gly Ala Gln Ser Lys Asn Phe His Leu
65 70 75 80

Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 90 95

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

109100336 FHGR A0202 H2H, H1S57H(FFIFR) 1093176477-0
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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> 3

<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> Bkt IL-2-P65R

<400> 3
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
35 40 45

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

Arg 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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

109100336 FHGR A0202 H3H, HI57H(FIIFR) 1093176477-0
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Ile Ser Thr Leu Thr
130

210> 4

<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> HAK: IL-2-H16A

<400> 4
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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
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 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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

109100336 FHGYE A0202 H4H, HI57H(FIIE) 1093176477-0
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<210> 5
211> 133
<212> PRT

Q213> ATLFH

<220>
Q23> EREk

<400> 5

Ala Pro Thr
1

* IL-2-D84S

Ser Ser Ser Thr Lys Lys Thr Gln
5 10

Leu Gln Leu Glu His
15

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

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

210> 6
Q1> 133
<212> PRT

20 25

Leu Thr Arg Met Leu Thr Phe Lys
40

Glu Leu Lys His Leu Gln Cys Leu
55

Glu Val Leu Asn Leu Ala Gln Ser
70 75

Ser Leu Ile Ser Asn Ile Asn Val
85 90

Glu Thr Thr Phe Met Cys Glu Tyr
100 105

Glu Phe Leu Asn Arg Trp Ile Thr
120

Leu Thr

Q213> ATLFH

109100336

FHGTE A0202

30

Phe Tyr Met Pro Lys
45

Glu Glu Glu Leu Lys
60

Lys Asn Phe His Leu
80

Ile Val Leu Glu Leu
05

Ala Asp Glu Thr Ala
110

Phe Cys Gln Ser Ile
125

BS5HE, H157H(FIIE)

1093176477-0
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<220>
<223> & IL-2-E158

<400> 6
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Ser 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
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 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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 7

<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> BEkt IL-2-M23A

109100336 FHGR A0202 HOH, HIS57H(FIIFR) 1093176477-0
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<400> 7
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 8
211> 133
<212> PRT

Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
5 10 15

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

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

Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
55 60

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

Asp Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
85 90 05

Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala
100 105 110

Glu Phe Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile
120 125

Leu Thr

Q213> ATLFH

<220>
Q23> EREk

<400> 8

Ala Pro Thr
1

109100336

* IL-2-E95Q

Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
5 10 15

FH4E A0202 #H7E, LI57EFTE)

1093176477-0
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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
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 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 Val Ile Val Leu Gln Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 9

<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> Bkt IL-2-P65E

<400> 9
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

109100336 FHGR A0202 H8H, H1IS57H(FFIFR) 1093176477-0
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Asn Pro Lys 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 55 60

Glu 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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 10
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-F42K

<400> 10
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 Lys Lys Phe Tyr Met Pro Lys
35 40 45

109100336 FHGR A0202 HOH, HIS57H(FIIFR) 1093176477-0
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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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 11

<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-H16A-F42K

<400> 11
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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 Lys 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 55 60

109100336 FHGYE A0202 B10E, EIS7TH(FIIE) 1093176477-0



1874345

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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 12
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-D84S-F42K

<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
20 25 30

Asn Pro Lys Leu Thr Arg Met Leu Thr Lys 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 55 60

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

109100336 FHGYE A0202 B11E, RIS7H(FIE) 1093176477-0
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Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 13
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> &t IL-2-E15S-F42K

<400> 13
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Ser 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 Lys 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 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 Val Ile Val Leu Glu Leu
35 90 95

109100336 FHGYE A0202 BI12E, RIS7TH(FIE) 1093176477-0



1874345

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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 14
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-M23A-F42K

<400> 14
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 Ala Ile Leu Asn Gly Ile Asn Asn Tyr Lys
20 25 30

Asn Pro Lys Leu Thr Arg Met Leu Thr Lys 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 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 Val Ile Val Leu Glu Leu
35 90 95

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

109100336 FHGYE A0202 B13E, RIS7TH(FIE) 1093176477-0
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Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 15
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-E950-F42K

<400> 15
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 Lys 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 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 Val Ile Val Leu Gln Leu
35 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 Cys Gln Ser Ile
115 120 125

109100336 FHGR A0202 H14H, RIS7TH(FTIR)

1093176477-0



1874345

Ile Ser Thr Leu Thr
130

<210> 16
211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-P65R-H16A

<400> 16
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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
35 40 45

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

Arg 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 Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

109100336 FHGYE A0202 BISH, RIS7TH(FIIE) 1093176477-0



1874345

<210> 17
211> 133
<212> PRT

Q213> ATLFH

<220>
Q23> EREk

<400> 17

Ala Pro Thr
1

* IL-2-P65R-D84S

Ser Ser Ser Thr Lys Lys Thr Gln
5 10

Leu Gln Leu Glu His
15

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

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 18
211> 133

109100336

20 25

Leu Thr Arg Met Leu Thr Phe Lys
40

Glu Leu Lys His Leu Gln Cys Leu
55

Glu Val Leu Asn Leu Ala Gln Ser
70 75

Ser Leu Ile Ser Asn Ile Asn Val
85 90

Glu Thr Thr Phe Met Cys Glu Tyr
100 105

Glu Phe Leu Asn Arg Trp Ile Thr
120

Leu Thr

FHGTE A0202

30

Phe Tyr Met Pro Lys
45

Glu Glu Glu Leu Lys
60

Lys Asn Phe His Leu
80

Ile Val Leu Glu Leu
05

Ala Asp Glu Thr Ala
110

Phe Cys Gln Ser Ile
125

Bl6E, HI57H(FIIE)

1093176477-0



1874345

<212> PRT
Q213> ATLFH

<220>
<223> &R IL-2-P65R-E15S

<400> 18
Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln

1 5 10

Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly
20 25

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

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

Arg Leu Glu Glu Val Leu Asn Leu Ala Gln Ser
65 70 75

Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val
35 90

Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr
100 105

Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr
115 120

Ile Ser Thr Leu Thr
130

<210> 19
<211> 133
<212> PRT
Q213> ATLFY

<220>

109100336 FHGTE A0202

Leu Gln Leu Ser His
15

Ile Asn Asn Tyr Lys
30

Phe Tyr Met Pro Lys
45

Glu Glu Glu Leu Lys
60

Lys Asn Phe His Leu
80

Ile Val Leu Glu Leu
05

Ala Asp Glu Thr Ala
110

Phe Cys Gln Ser Ile
125

B17E, HI57H(FIE)

1093176477-0
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Q23> EREk

<400> 19

Ala Pro Thr
1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 20
211> 133
<212> PRT

* IL-2-P65R-M23A

Ser Ser Ser Thr Lys Lys Thr Gln
5 10

Asp Leu Gln Ala Ile Leu Asn Gly
20 25

Leu Thr Arg Met Leu Thr Phe Lys
40

Glu Leu Lys His Leu Gln Cys Leu
55

Glu Val Leu Asn Leu Ala Gln Ser
70 75

Asp Leu Ile Ser Asn Ile Asn Val
85 90

Glu Thr Thr Phe Met Cys Glu Tyr
100 105

Glu Phe Leu Asn Arg Trp Ile Thr
120

Leu Thr

Q213> ATLFH

<220>
Q23> EREk

<400> 20

109100336

 IL-2-P65R-E950

FHGTE A0202

Leu Gln Leu Glu His
15

Ile Asn Asn Tyr Lys
30

Phe Tyr Met Pro Lys
45

Glu Glu Glu Leu Lys
60

Lys Asn Phe His Leu
80

Ile Val Leu Glu Leu
05

Ala Asp Glu Thr Ala
110

Phe Cys Gln Ser Ile
125

B18E, HIS57H(FIIE)

1093176477-0



1874345

Ala Pro Thr
1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

<210> 21
211> 133
<212> PRT

Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His
5 10 15

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

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

Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
55 60

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

Asp Leu Ile Ser Asn Ile Asn Val Ile Val Leu Gln Leu
85 90 05

Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala
100 105 110

Glu Phe Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile
120 125

Leu Thr

Q213> ATLFH

<220>
Q23> EREk

<400> 21

Ala Pro Thr
1

109100336

* IL-2-P65R-116A-D84S (IL-2-RAS)

Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala
5 10 15

FH4E A0202 #19H, £157H(FTIE)

1093176477-0



1874345

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
35 40 45

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

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

Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 22
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> &R IL-2-T3A-C1258

<400> 22
Ala Pro Ala 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

109100336 FHGYE A0202 H20H, EIS7TH(FIIE) 1093176477-0



1874345

Asn Pro Lys 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 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 Val Ile Val Leu Glu Leu
35 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 Ser Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 23
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> HHé 1L-2-T3A-P65R-C125S

<400> 23
Ala Pro Ala 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
35 40 45

109100336 FHGYE A0202 H21EH, EIS7TH(FIIE) 1093176477-0



1874345

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

Arg 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 Val Ile Val Leu Glu Leu
35 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 Ser Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 24
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> &k IL-2-T3A-H16A-C1258

<400> 24
Ala Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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
35 40 45

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

109100336 FHGYE A0202 B22H, RIS7TH(FIIE) 1093176477-0



1874345

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 Val Ile Val Leu Glu Leu
35 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 Ser Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 25
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> HHé 1L-2-T3A-D84S-C1258

<400> 25
Ala Pro Ala 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
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 Val Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu
65 70 75 80

109100336 FHGYE A0202 H23E, RIS7TH(FIIE) 1093176477-0



1874345

Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 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 Ser Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

<210> 26
211> 133
<212> PRT
Q213> ATLFY

<220>
<223> & IL-2-T3A-H16A-P65R-C125S

<400> 26
Ala Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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
35 40 45

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

Arg 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 Val Ile Val Leu Glu Leu
35 90 95

109100336 FHGR A0202 H24H, RIS7TH(FTIR) 1093176477-0



1874345

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 Ser Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr
130

210> 27
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> HHé 1L-2-T3A-D84S-C1258

<400> 27
Ala Pro Ala 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
35 40 45

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

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

Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 90 95

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

109100336 FHGYE A0202 H25H, RIS7TH(FIIE) 1093176477-0



1874345

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

Ile Ser Thr Leu Thr
130

<210> 28
<211> 133
<212> PRT
Q213> ATLFY

<220>
<223> &t IL-2-T3A-P65R-D84S-C1258

<400> 28
Ala Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu Ala

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
35 40 45

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

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

Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
35 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 Ser Gln Ser Ile
115 120 125

109100336 FHGYE A0202 H26H, HIS7TH(FIIE) 1093176477-0



1874345

Ile Ser Thr Leu Thr
130

<210> 29
211> 124
<212> PRT
Q213> ATLFY

<220>
<223> &t IL-2-n09-H16A-P65R-C125S

<400> 29
Thr Gln Leu Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Met Ile Leu

1 5 10 15

Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr
20 25 30

Phe Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln
35 40 45

Cys Leu Glu Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala
50 55 60

Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile
65 70 75 80

Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys
85 90 05

Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp
100 105 110

Ile Thr Phe Ser Gln Ser Ile Ile Ser Thr Leu Thr
115 120

<210> 30
211> 124
<212> PRT
Q213> ATLFY

109100336 FHGYE A0202 B27H, RIS7TH(FYIE) 1093176477-0



1874345

<220>
<223>

<400>

&% 1L-2-109-P65R-D84S-C125S

30

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

1

Asn Gly Ile Asn Asn Tyr Lys Asn

Phe Lys Phe Tyr Met Pro Lys Lys

Cys Leu Glu Glu Glu Leu Lys Arg

50

Gln Ser Lys Asn Phe His Leu Arg
70

65

Asn Val Ile Val Leu Glu Leu Lys

Glu Tyr Ala Asp Glu Thr Ala Thr

Ile Thr Phe Ser Gln Ser Ile Ile

<210>
<211>
<212>
<213>

<220>
<223>

<400>

20

35

100

115

31

124

PRT
szl

A ¢ IL-2-109-H16A-P65R-D84S-C125S

31

25

40

55

105

120

15

Pro Lys Leu Thr Arg Met Leu Thr

30

Ala Thr Glu Leu Lys His Leu Gln

45

Leu Glu Glu Val Leu Asn Leu Ala
60

Pro Arg Ser Leu Ile Ser Asn Ile

80

Gly Ser Glu Thr Thr Phe Met Cys

95

Ile Val Glu Phe Leu Asn Arg Trp

110

Ser Thr Leu Thr

Thr Gln Leu Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Met Ile Leu

1

109100336

FHGTE A0202

15

B28E, HIS7H(FIIE)

1093176477-0



1874345

Asn Gly Ile Asn Asn Tyr Lys Asn
20

Phe Lys Phe Tyr Met Pro Lys Lys
35 40

Cys Leu Glu Glu Glu Leu Lys Arg
50 55

Gln Ser Lys Asn Phe His Leu Arg
65 70

Asn Val Ile Val Leu Glu Leu Lys
85

Glu Tyr Ala Asp Glu Thr Ala Thr
100

Ile Thr Phe Ser Gln Ser Ile Ile
115 120

<210> 32
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> B BFAEANIL-2-xELLMFFc

<400> 32
Ala Pro Thr Ser Ser Ser Thr Lys

1 5

Leu Leu Leu Asp Leu Gln Met Ile
20

Asn Pro Lys Leu Thr Arg Met Leu
35 40

109100336 FHGYE AO

Pro Lys Leu Thr Arg Met Leu Thr
25 30

Ala Thr Glu Leu Lys His Leu Gln
45

Leu Glu Glu Val Leu Asn Leu Ala
60

Pro Arg Ser Leu Ile Ser Asn Ile
75 30

Gly Ser Glu Thr Thr Phe Met Cys
90 05

Ile Val Glu Phe Leu Asn Arg Trp
105 110

Ser Thr Leu Thr

Lys Thr Gln Leu Gln Leu Glu His
10 15

Leu Asn Gly Ile Asn Asn Tyr Lys
25 30

Thr Phe Lys Phe Tyr Met Pro Lys
45

202 B29H, HI157H(FIIE)

1093176477-0



1874345

Lys Ala Thr

50

Pro Leu Glu

65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val

115

Ile Ser Thr

130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

Tyr Val Asp

195

Glu Gln Tyr

210

His Gln Asp

225

109100336

Glu Leu Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val

180

Gly Val

Asn Ser

Trp Leu

55

Leu Asn Leu Ala
70

Ile Ser Asn Ile

Thr Phe Met Cys
105

Leu Asn Arg Trp
120

Pro Gly Gly Gly
135

Pro Gly Gly Pro
150

Leu Met Ile Ser

Ser His Glu Asp
185

Glu Val His Asn
200

Thr Tyr Arg Val
215

Asn Gly Lys Glu
230

FHGTE A0202

Gln Ser
75

Asn Val
90

Glu Tyr

Ile Thr

Gly Asp

Ser Val

155

Arg Thr

170

Pro Glu

Ala Lys

Val Ser

Tyr Lys
235

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Val

220

Cys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

Leu Thr Val Leu

Lys Val Ser Asn
240

B30E, HI157H(FIE)

1093176477-0



1874345

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 133
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> HHé IL-2-F42K-xELLFFc

<400> 33
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

109100336 FHGYE A0202 #31E, EIS7TH(FIIE) 1093176477-0



1874345

Asn Pro Lys

35

Lys Ala Thr

50

Pro Leu Glu

65

Arg Pro Arg

Lys Gly

Ser

Thr Ile Val

115

Ile Ser Thr

130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

Tyr Val Asp

195

Glu Gln Tyr

210

His Gln Asp

225

109100336

Leu Thr

Glu Leu

Glu Val

Asp Leu

85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val

180

Gly Val

Asn Ser

Trp Leu

Arg Met Leu Thr
40

Lys His Leu Gln
55

Leu Asn Leu Ala
70

Ile Ser Asn Ile

Thr Phe Met Cys
105

Leu Asn Arg Trp
120

Pro Gly Gly Gly
135

Pro Gly Gly Pro
150

Leu Met Ile Ser

Ser His Glu Asp
185

Glu Val His Asn
200

Thr Tyr Arg Val
215

Asn Gly Lys Glu
230

FHGTE A0202

Lys Lys

Cys Leu

Gln Ser
75

Asn Val
90

Glu Tyr

Ile Thr

Gly Asp

Ser Val

155

Arg Thr

170

Pro Glu

Ala Lys

Val Ser

Tyr Lys
235

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Val

220

Cys

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

Leu Thr Val Leu

Lys Val Ser Asn
240

B32E, HI157H(FIIE)

1093176477-0



1874345

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

210> 34
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> HHét IL-2-P65E-xELLFFc

<400> 34
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

109100336 FHGYE A0202 #33E, RIS7TH(FIIE) 1093176477-0



1874345

Asn Pro Lys

35

Lys Ala Thr

50

Glu Leu Glu

65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val

115

Ile Ser Thr

130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

Tyr Val Asp

195

Glu Gln Tyr

210

109100336

Leu Thr

Glu Leu

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val
180

Gly Val

Asn Ser

Arg Met Leu Thr
40

Lys His Leu Gln
55

Leu Asn Leu Ala
70

Ile Ser Asn Ile

Thr Phe Met Cys
105

Leu Asn Arg Trp
120

Pro Gly Gly Gly
135

Pro Gly Gly Pro
150

Leu Met Ile Ser

Ser His Glu Asp
185

Glu Val His Asn
200

Thr Tyr Arg Val
215

FHGTE A0202

Phe Lys

Cys Leu

Gln Ser
75

Asn Val
90

Glu Tyr

Ile Thr

Gly Asp

Ser Val

155

Arg Thr

170

Pro Glu

Ala Lys

Val Ser

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Val
220

B34E, HI57H(FIE)

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

Leu Thr Val Leu

1093176477-0



1874345

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
225 230 235 240

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 35
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> HHé 1IL-2-P65R-xELLIFFc

<400> 35

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

109100336 FHGYE A0202 #35H, RIS7TH(FIIE) 1093176477-0



1874345

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys
145

Lys Pro Lys

Val Val Val

Tyr Val Asp
195

Glu Gln Tyr
210

109100336

Asp Leu Gln Met Ile Leu Asn Gly Ile

20

Leu Thr

Glu Leu

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val
180

Gly Val

Asn Ser

25

Arg Met Leu Thr
40

Lys His Leu Gln
55

Leu Asn Leu Ala
70

Ile Ser Asn Ile

Thr Phe Met Cys
105

Leu Asn Arg Trp
120

Pro Gly Gly Gly
135

Pro Gly Gly Pro
150

Leu Met Ile Ser

Ser His Glu Asp
185

Glu Val His Asn
200

Thr Tyr Arg Val
215

FHGTE A0202

Phe Lys

Cys Leu

Gln Ser
75

Asn Val
90

Glu Tyr

Ile Thr

Gly Asp

Ser Val

155

Arg Thr

170

Pro Glu

Ala Lys

Val Ser

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Val
220

®36E, HIS57H(FIE)

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

Leu Thr Val Leu

1093176477-0



1874345

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
225 230 235 240

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 36
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> HHét 1L-2-F42K-D84S-xELLFfFc

<400> 36

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

109100336 FHGYE A0202 $37H, RIS7TH(FIIE) 1093176477-0



1874345

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

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

Tyr Val Asp
195

109100336

20

Leu Thr

Glu Leu

Glu Val

Ser Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr
165

Asp Val
180

Gly Val

25

Arg Met Leu Thr Lys Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

Ser His Glu Asp Pro Glu
185

Glu Val His Asn Ala Lys
200

FHGTE A0202

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

B38E, HIS57H(FIIE)

1093176477-0



1874345

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
210 215 220

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
225 230 235 240

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 37
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ IL-2-F42K-E950Q- xELLIFFc

<400> 37

109100336 FHGYE A0202 #39EH, RIS7TH(FIIE) 1093176477-0



1874345

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 Lys 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 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 Val Ile Val Leu Gln Leu
35 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 Cys Gln Ser Ile
115 120 125

Ile Ser Thr Leu Thr Pro Gly Gly Gly Gly Asp Lys Thr His Thr Cys
130 135 140

Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
145 150 155 160

Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys
165 170 175

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
180 185 190

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
195 200 205

109100336 FHGR A0202 H40H, HIS7TH(FFIR) 1093176477-0



1874345

Glu Gln Tyr
210

His Gln Asp
225

Lys Ala Leu

Gln Pro Arg

Leu Thr Lys
275

Pro Ser Asp
290

Asn Tyr Lys
305

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser
355

<210> 38
211> 362
<212> PRT

Asn Ser

Trp Leu

Pro Ala
245

Glu Pro
260

Asn Gln

Ile Ala

Thr Thr

Lys Leu
325

Cys Ser
340

Leu Ser

Q213> ATLFH

<220>

<223> G+ IL-2-F42K-M23A-xELLfTFc

109100336

Thr

Asn

230

Pro

Gln

Val

Val

Pro

310

Thr

Val

Leu

Tyr Arg Val
215

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
265

Ser Leu Trp
280

Glu Trp Glu
295

Pro Val Leu

Val Asp Lys

Met His Glu
345

Ser Pro Gly
360

FHGTE A0202

Val

Tyr

Thr

250

Leu

Cys

Ser

Asp

Ser

330

Ala

Lys

Ser

Lys

235

Pro

Leu

Asn

Ser

315

Arg

Val Leu Thr
220

Cys Lys Val

Ser Lys Ala

Pro Cys Arg
270

Val Lys Gly
285

Gly Gln Pro
300

Asp Gly Ser

Trp Gln Gln

Val Leu

Ser Asn
240

Lys Gly
255

Asp Glu

Phe Tyr

Glu Asn

Phe Phe

320

Gly Asn
335

Leu His Asn His Tyr Thr

350

B41E, HI57H(FIE)

1093176477-0



1874345

<400> 38
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

109100336

Ser Ser
5

Asp Leu
20

Leu Thr

Glu Leu

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val
180

Ser Thr Lys Lys Thr Gln
10

Gln Ala Ile Leu Asn Gly
25

Arg Met Leu Thr Lys Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

Ser His Glu Asp Pro Glu
185

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

B42E, HI57H(FIE)

Gln Leu Glu His
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

1093176477-0



1874345

Tyr Val Asp
195

Glu Gln Tyr
210

His Gln Asp
225

Lys Ala Leu

Gln Pro Arg

Leu Thr Lys
275

Pro Ser Asp
290

Asn Tyr Lys
305

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser
355

<210> 39
211> 362
<212> PRT

Gly Val

Asn Ser

Trp Leu

Pro Ala
245

Glu Pro
260

Asn Gln

Ile Ala

Thr Thr

Lys Leu
325

Cys Ser
340

Leu Ser

Q213> ATLFH

<220>

109100336

Glu

Thr

Asn

230

Pro

Gln

Val

Val

Pro

310

Thr

Val

Leu

FHGTE A0202

Val His Asn
200

Tyr Arg Val
215

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
265

Ser Leu Trp
280

Glu Trp Glu
295

Pro Val Leu

Val Asp Lys

Met His Glu
345

Ser Pro Gly
360

Ala Lys

Val Ser

Tyr Lys
235

Thr Ile
250

Leu Pro

Cys Leu

Ser Asn

Asp Ser

315

Ser Arg
330

Thr Lys Pro
205

Val Leu Thr
220

Cys Lys Val

Ser Lys Ala

Pro Cys Arg
270

Val Lys Gly
285

Gly Gln Pro
300

Asp Gly Ser

Trp Gln Gln

Arg Glu

Val Leu

Ser Asn
240

Lys Gly
255

Asp Glu

Phe Tyr

Glu Asn

Phe Phe

320

Gly Asn
335

Ala Leu His Asn His Tyr Thr

Lys

350

B43E, HI57H(FIE)

1093176477-0



1874345

Q23> EREk

<400> 39

Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys

35

Lys Ala Thr

50

Pro Leu Glu

65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val

115

Ile Ser Thr

130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

109100336

: IL-2-HI6A-F42K- xELLFFFc

Ser Ser

Asp Leu
20

Leu Thr

Glu Leu

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr

165

Asp Val
180

Ser Thr Lys Lys Thr Gln
10

Gln Met Ile Leu Asn Gly
25

Arg Met Leu Thr Lys Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

Ser His Glu Asp Pro Glu
185

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

B44E, HIS57H(FIE)

Gln Leu Glu Ala
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

1093176477-0



1874345

Tyr Val

Glu Gln
210

His Gln
225

Lys Ala

Gln Pro

Leu Thr

Pro Ser
290

Asn Tyr
305

Leu Tyr

Val Phe

Gln Lys

<210>
<211>
<212>
<213>

1091003

Asp Gly Val
195

Tyr Asn Ser

Asp Trp Leu

Leu Pro Ala
245

Arg Glu Pro
260

Lys Asn Gln
275

Asp Ile Ala

Lys Thr Thr

Ser Lys Leu
325

Ser Cys Ser
340

Ser Leu Ser
355

40

362

PRT
szl

36

Glu

Thr

Asn

230

Pro

Gln

Val

Val

Pro

310

Thr

Val

Leu

FHGTE A0202

Val His Asn
200

Tyr Arg Val
215

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
265

Ser Leu Trp
280

Glu Trp Glu
295

Pro Val Leu

Val Asp Lys

Met His Glu
345

Ser Pro Gly
360

Ala Lys

Val Ser

Tyr Lys
235

Thr Ile
250

Leu Pro

Cys Leu

Ser Asn

Asp Ser

315

Ser Arg
330

Thr Lys Pro
205

Val Leu Thr
220

Cys Lys Val

Ser Lys Ala

Pro Cys Arg
270

Val Lys Gly
285

Gly Gln Pro
300

Asp Gly Ser

Trp Gln Gln

Arg Glu

Val Leu

Ser Asn
240

Lys Gly
255

Asp Glu

Phe Tyr

Glu Asn

Phe Phe

320

Gly Asn
335

Ala Leu His Asn His Tyr Thr

Lys

350

B45H, HI157H(FIIE)

1093176477-0



1874345

<220>

<223> &RKIL-2-H16A-xELLIFFC

<400> 40
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys
145

Lys Pro Lys

109100336

Ser Ser
5

Asp Leu
20

Leu Thr

Glu Leu

Glu Val

Asp Leu

85

Glu Thr

100

Glu Phe

Leu Thr

Pro Ala

Asp Thr
165

Ser Thr Lys Lys Thr Gln
10

Gln Met Ile Leu Asn Gly
25

Arg Met Leu Thr Phe Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

B46E, HIS57H(FIIE)

Gln Leu Glu Ala
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

1093176477-0



1874345

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
180 185 190

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
195 200 205

Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
210 215 220

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
225 230 235 240

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 41
211> 362

109100336 FHGR A0202 HATH, RIS7TH(FTIR) 1093176477-0



1874345

<212> PRT

Q213> ATLFH

<220>

<223> &K ¢ IL-2-P65R-H16A-xELLIFFC

<400> 41
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys
145

Lys Pro Lys

109100336

Ser Ser
5

Asp Leu
20

Leu Thr

Glu Leu

Glu Val

Asp Leu

85

Glu Thr

100

Glu Phe

Leu Thr

Pro Ala

Asp Thr
165

Ser Thr Lys Lys Thr Gln
10

Gln Met Ile Leu Asn Gly
25

Arg Met Leu Thr Phe Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

B48E, HIS57H(FIIE)

Gln Leu Glu Ala
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

1093176477-0



1874345

Val Val

Tyr Val

Glu Gln
210

His Gln
225

Lys Ala

Gln Pro

Leu Thr

Pro Ser

290

Asn Tyr

305

Leu Tyr

Val Phe

Gln Lys

Val

Asp

195

Tyr

Asp

Leu

Arg

Lys

275

Asp

Lys

Ser

Ser

Ser
355

109100336

Asp Val
180

Gly Val

Asn Ser

Trp Leu

Pro Ala
245

Glu Pro
260

Asn Gln

Ile Ala

Thr Thr

Lys Leu
325

Cys Ser
340

Leu Ser

Ser His Glu Asp Pro Glu Val Lys

Glu

Thr

Asn

230

Pro

Gln

Val

Val

Pro

310

Thr

Val

Leu

185

Val His Asn
200

Tyr Arg Val
215

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
265

Ser Leu Trp
280

Glu Trp Glu
295

Pro Val Leu

Val Asp Lys

Met His Glu
345

Ser Pro Gly
360

FHGTE A0202

Ala Lys Thr Lys
205

Val Ser Val Leu
220

Tyr Lys Cys Lys
235

Thr Ile Ser Lys
250

Leu Pro Pro Cys

Cys Leu Val Lys
285

Ser Asn Gly Gln
300

Asp Ser Asp Gly
315

Ser Arg Trp Gln
330

Ala Leu His Asn

Lys

Phe Asn Trp
190

Pro Arg Glu

Thr Val Leu

Val Ser Asn
240

Ala Lys Gly
255

Arg Asp Glu
270

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
320

Gln Gly Asn
335

His Tyr Thr
350

B49E, HI1S57H(FIIE)

1093176477-0
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<210> 42
211> 362
<212> PRT

Q213> ATLFH

<220>

<223> K ¢ IL-2-P65R-D84S-xELLfTFc

<400> 42
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys
145

109100336

Ser Ser

Asp Leu

20

Leu Thr

Glu Leu

Glu Val

Ser Leu

85

Glu Thr

100

Glu Phe

Leu Thr

Pro Ala

Ser Thr

Gln Met

Arg Met

Lys His
55

Leu Asn
70

Ile Ser

Thr Phe

Leu Asn

Pro Gly

135

Pro Gly
150

Lys Lys Thr Gln
10

Ile Leu Asn Gly
25

Leu Thr Phe Lys
40

Leu Gln Cys Leu

Leu Ala Gln Ser
75

Asn Ile Asn Val
90

Met Cys Glu Tyr
105

Arg Trp Ile Thr
120

Gly Gly Gly Asp

Gly Pro Ser Val
155

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

B50E, H157H(FIIE)

Gln Leu Glu His
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

1093176477-0
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Lys Pro Lys

Val Val Val

Tyr Val Asp
195

Glu Gln Tyr
210

His Gln Asp
225

Lys Ala Leu

Gln Pro Arg

Leu Thr Lys
275

Pro Ser Asp
290

Asn Tyr Lys
305

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser

355

109100336

Asp Thr
165

Asp Val
180

Gly Val

Asn Ser

Trp Leu

Pro Ala
245

Glu Pro
260

Asn Gln

Ile Ala

Thr Thr

Lys Leu
325

Cys Ser
340

Leu Ser

Leu

Ser

Glu

Thr

Asn

230

Pro

Gln

Val

Val

Pro

310

Thr

Val

Leu

Met Ile Ser

His Glu Asp
185

Val His Asn
200

Tyr Arg Val
215

Gly Lys Glu

Ile Glu Lys

Val Tyr Thr
265

Ser Leu Trp
280

Glu Trp Glu
295

Pro Val Leu

Val Asp Lys

Met His Glu
345

Ser Pro Gly
360

FHGTE A0202

Arg

170

Pro

Ala

Val

Tyr

Thr

250

Leu

Cys

Ser

Asp

Ser

330

Ala

Lys

Thr Pro Glu

Glu Val Lys

Lys Thr Lys
205

Ser Val Leu
220

Lys Cys Lys
235

Ile Ser Lys

Pro Pro Cys

Leu Val Lys
285

Asn Gly Gln
300

Ser Asp Gly
315

Arg Trp Gln

Leu His Asn

B51E, H157H(FIE)

Val Thr Cys
175

Phe Asn Trp
190

Pro Arg Glu

Thr Val Leu

Val Ser Asn
240

Ala Lys Gly
255

Arg Asp Glu
270

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
320

Gln Gly Asn
335

His Tyr Thr
350

1093176477-0
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<210> 43
211> 362
<212> PRT

Q213> ATLFH

<220>

<223> 5K ¢ IL-2-RAS-XELLFFFc

<400> 43
Ala Pro Thr

1

Leu Leu Leu

Asn Pro Lys
35

Lys Ala Thr
50

Arg Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys
145

109100336

Ser Ser
5

Asp Leu
20

Leu Thr

Glu Leu

Glu Val

Ser Leu

85

Glu Thr

100

Glu Phe

Leu Thr

Pro Ala

Ser Thr Lys Lys Thr Gln
10

Gln Met Ile Leu Asn Gly
25

Arg Met Leu Thr Phe Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

FHGTE A0202

Leu

Ile

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

B52E, H1S57H(FIIE)

Gln Leu Glu Ala
15

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

1093176477-0



1874345

Lys Pro

Val Val

Tyr Val

Glu Gln
210

His Gln
225

Lys Ala

Gln Pro

Leu Thr

Pro Ser

290

Asn Tyr
305

Leu Tyr

Val Phe

Lys

Val

Asp

195

Tyr

Asp

Leu

Arg

Lys

275

Asp

Lys

Ser

Ser

109100336

Asp Thr
165

Asp Val
180

Gly Val

Asn Ser

Trp Leu

Pro Ala
245

Glu Pro
260

Asn Gln

Ile Ala

Thr Thr

Lys Leu

325

Cys Ser
340

Leu Met Ile Ser

Ser His Glu Asp
185

Glu Val His Asn
200

Thr Tyr Arg Val
215

Asn Gly Lys Glu
230

Pro Ile Glu Lys

Gln Val Tyr Thr
265

Val Ser Leu Trp
280

Val Glu Trp Glu
295

Pro Pro Val Leu
310

Thr Val Asp Lys

Val Met His Glu
345

FHGTE A0202

Arg Thr
170

Pro Glu

Ala Lys

Val Ser

Tyr Lys
235

Thr Ile
250

Leu Pro

Cys Leu

Ser Asn

Asp Ser
315

Ser Arg
330

Ala Leu

Pro Glu Val Thr Cys

Val Lys

Thr Lys
205

Val Leu
220

Cys Lys

Ser Lys

Pro Cys

Val Lys

285

Gly Gln

300

Asp Gly

Trp Gln

His Asn

B53E, HI157H(FIIE)

Phe

190

Pro

Thr

Val

Ala

Arg

270

Gly

Pro

Ser

Gln

His
350

175

Asn Trp

Arg Glu

Val Leu

Ser Asn
240

Lys Gly
255

Asp Glu

Phe Tyr

Glu Asn

Phe Phe
320

Gly Asn
335

Tyr Thr

1093176477-0



1874345

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys

355

<210> 44
211> 230
<212> PRT

360

Q213> ATLFH

<220>

<223> HEK T HEEF-EWN xELLFIFc

<400> 44
Lys Pro Gly

1

Ala Pro Gly

Thr Leu Met
35

Val Ser His
50

Val Glu Val
65

Ser Thr Tyr

Leu Asn Gly

Ala Pro Ile

115

Pro Gln Val
130

109100336

Gly Gly Gly Asp Lys
5

Gly Pro Ser Val Phe
20

Arg Ser Arg Thr Pro
40

Glu Asp Pro Glu Val
55

His Asn Ala Lys Thr
70

Arg Val Val Ser Val
85

Lys Glu Tyr Lys Cys
100

Glu Lys Thr Ile Ser
120

Cys Thr Leu Pro Pro
135

Thr

Leu

25

Glu

Lys

Lys

Leu

Lys

105

Lys

Ser

FHGTE A0202

His Thr Cys Pro Pro Cys Pro
10 15

Phe Pro Pro Lys Pro Lys Asp
30

Val Thr Cys Val Val Val Asp
45

Phe Asn Trp Tyr Val Asp Gly
60

Pro Arg Glu Glu Gln Tyr Asn
75 80

Thr Val Leu His Gln Asp Trp
90 05

Val Ser Asn Lys Ala Leu Pro
110

Ala Lys Gly Gln Pro Arg Glu
125

Arg Asp Glu Leu Thr Lys Asn
140

B54E, HIS57H(FIE)

1093176477-0
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Gln Val Ser Leu Ser Cys Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile
145 150 155 160

Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr
165 170 175

Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val Ser Lys
180 185 190

Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys
195 200 205

Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu
210 215 220

Ser Leu Ser Pro Gly Lys
225 230

<210> 45
<211> 361
<212> PRT
Q213> ATLFY

<220>
<223> G © xELLFFFc-1L-2-T3G-C125S

<400> 45
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

109100336 FHGYE A0202 558, RIS7TH(FIIE) 1093176477-0



1874345

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
130 135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly
210 215 220

Ser Gly Gly Ser Ala Pro Gly Ser Ser Ser Thr Lys Lys Thr Gln Leu
225 230 235 240

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
245 250 255

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
260 265 270

109100336 FHGYE A0202 B56H, HIS7TH(FIIE) 1093176477-0



1874345

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
275 280 285

Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
290 295 300

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
305 310 315 320

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
325 330 335

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
340 345 350

Ser Gln Ser Ile Ile Ser Thr Leu Thr
355 360

<210> 46
<211> 361
<212> PRT
Q213> ATLFY

<220>
<223> HHé T xELL#FFc-1L-2-RAS-T3G-C125S

<400> 46
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

109100336 FHGYE A0202 B57H, RIS7TH(FIIE) 1093176477-0
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Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser

65 70

Ser Val Leu Thr Val Leu
85

Lys Cys Lys Val Ser Asn
100

Ile Ser Lys Ala Lys Gly
115

Pro Pro Cys Arg Asp Glu
130

Leu Val Lys Gly Phe Tyr
145 150

Asn Gly Gln Pro Glu Asn
165

Ser Asp Gly Ser Phe Phe
180

Arg Trp Gln Gln Gly Asn
195

Leu His Asn His Tyr Thr
210

Ser Gly Gly Ser Ala Pro
225 230

Gln Leu Glu Ala Leu Leu
245

109100336

His Gln Asp

Lys Ala Leu
105

Gln Pro Arg
120

Leu Thr Lys
135

Pro Ser Asp

Asn Tyr Lys

Leu Tyr Ser
185

Val Phe Ser
200

Gln Lys Ser
215

Gly Ser Ser

Leu Asp Leu

FHGTE A0202

75

Trp Leu
90

Pro Ala

Glu Pro

Asn Gln

Ile Ala
155

Thr Thr
170

Lys Leu

Cys Ser

Leu Ser

Ser Thr

235

Gln Met
250

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu

220

Lys

Ile

B58E, HIS7H(FIIE)

Tyr Arg

Gly Lys

Ile Glu
110

Val Tyr
125

Ser Leu

Glu Trp

Pro Val

Val Asp

190

Met His

205

Ser Pro

Lys Thr

Leu Asn

Val

Glu

95

Lys

Thr

Trp

Glu

Leu

175

Lys

Glu

Gly

Gln

Gly
255

Val

80

Tyr

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Gly

Leu

240

Ile

1093176477-0
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Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
260 265 270

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
275 280 285

Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
290 295 300

Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile
305 310 315 320

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
325 330 335

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
340 345 350

Ser Gln Ser Ile Ile Ser Thr Leu Thr
355 360

<210> 47
211> 227
<212> PRT
213> BA

<220>

<221> misc_feature

<223> Fcl@l (NEEFAATGL)

<400> 47

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
35 40 45

109100336 FHGYE A0202 B59H, HIS7TH(FIIE) 1093176477-0
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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 Asn 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 05

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 Asp Glu Leu 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 Lys
225

109100336 FHGYE A0202 H60H, HIS7TH(FIIE) 1093176477-0
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<210>
<211>
<212>
<213>

<220>
<221>
<223>

<400>

Asp Lys
1

Val Phe

48
224
PRT

misc_feature

Fcl@?2 (AFHIeGl xELL T#F )

48

Thr His Thr

5

Leu Phe Pro
20

Thr Pro Glu Val Thr

Glu Val
50

Lys Thr

65

Ser Val

Lys Cys

Ile Ser

Pro Pro Cys
130

Leu Val
145

1091003

35

Lys Phe Asn

Lys Pro Arg

Leu Thr Val
85

Lys Val Ser
100

Lys Ala Lys
115

Lys Gly Phe

36

Arg Asp

Cys Pro Pro Cys Pro Ala

10

Pro Lys Pro Lys Asp Thr

25

Cys Val Val Val Asp Val

40

Trp Tyr Val Asp Gly Val

55

Glu Glu Gln Tyr Asn Ser

70

75

Leu His Gln Asp Trp Leu

90

Asn Lys Ala Leu Pro Ala

105

Gly Gln Pro Arg Glu Pro

120

Glu Leu Thr Lys Asn Gln

135

Tyr Pro Ser Asp Ile Ala

150

FHGTE A0202

155

Pro

Leu

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

BelE, HIS57H(FIE)

Gly Gly Pro Ser
15

Met Ile Ser Arg
30

His Glu Asp Pro
45

Val His Asn Ala

Tyr Arg Val Val
80

Gly Lys Glu Tyr
05

Ile Glu Lys Thr
110

Val Tyr Thr Leu
125

Ser Leu Trp Cys

Glu Trp Glu Ser
160

1093176477-0



1874345

Asn Gly Gln Pro Glu Asn Asn Tyr
165

Ser Asp Gly Ser Phe Phe Leu Tyr
180

Arg Trp Gln Gln Gly Asn Val Phe
195 200

Leu His Asn His Tyr Thr Gln Lys
210 215

<210> 49
211> 224
<212> PRT
213> BA

<220>
<221> misc_feature

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

<223> Fcl3 (AJHIGl EW xELL T F9 4 1253R)

<400> 49
Asp Lys Thr His Thr Cys Pro Pro

1 5

Val Phe Leu Phe Pro Pro Lys Pro
20

Thr Pro Glu Val Thr Cys Val Val
35 40

Glu Val Lys Phe Asn Trp Tyr Val
50 55

Lys Thr Lys Pro Arg Glu Glu Gln
65 70

Cys Pro Ala
10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

109100336 FHGTE A0202

Pro Pro Val Leu Asp
175

Thr Val Asp Lys Ser
190

Val Met His Glu Ala
205

Leu Ser Pro Gly Lys
220

Pro Gly Gly Pro Ser
15

Leu Met Arg Ser Arg
30

Ser His Glu Asp Pro
45

Glu Val His Asn Ala
60

Thr Tyr Arg Val Val
80

B62H, HIS7H(FIIE)

1093176477-0



1874345

Ser Val Leu Thr Val Leu His Gln

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Ala Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

<210> 50
L211> 227
<212> PRT

85

Val Ser Asn
100

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr
150

Pro Glu Asn
165

Ser Phe Phe
180

Gln Gly Asn

His Tyr Thr

Q213> ATLFH

<220>
Q23> EREk

<400> 50

* Fcl&

Lys Ala

Gln Pro
120

Leu Thr
135

Pro Ser

Asn Tyr

Leu Val

Val Phe
200

Gln Lys
215

Asp Trp Leu Asn Gly Lys Glu Tyr

Leu

105

Arg

Lys

Asp

Lys

Ser

185

Ser

Ser

90

Pro Ala Pro

Glu Pro Gln

Asn Gln Val
140

Ile Ala Val
155

Thr Thr Pro
170

Lys Leu Thr

Cys Ser Val

Leu Ser Leu
220

95

Ile Glu Lys
110

Val Cys Thr
125

Ser Leu Ser

Glu Trp Glu

Pro Val Leu
175

Val Asp Lys
190

Met His Glu
205

Ser Pro Gly

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Lys

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

1

109100336

5

FHGTE A0202

10

B63H, HIS7H(FIIE)

15

1093176477-0



1874345

Gly Pro

Ile Ser

Glu Asp
50

His Asn
65

Arg Val

Lys Glu

Glu Lys

Tyr Thr

130

Leu Thr
145

Trp Glu

Val Leu

Asp Lys

His Glu
210

Ser

Arg

35

Pro

Ala

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Ala

109100336

Val Phe Leu
20

Thr Pro Glu

Glu Val Lys

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Ser

Leu Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

Arg Trp Gln

Leu His Asn

Phe Pro Pro Lys Pro
25

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Tyr
185

Gln Gly Asn Val Phe
200

His Tyr Thr Gln Lys
215

FHGTE A0202

Lys Asp Thr Leu Met
30

Val Asp Val Ser His
45

Asp Gly Val Glu Val
60

Tyr Asn Ser Thr Tyr
80

Asp Trp Leu Asn Gly
05

Leu Pro Ala Pro Ile
110

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

Asp Ile Ala Val Glu
160

Lys Thr Thr Pro Pro
175

Ser Lys Leu Thr Val
190

Ser Cys Ser Val Met
205

Ser Leu Ser Leu Ser
220

Be4E, HIS7H(FIE)

1093176477-0
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Pro Gly Lys
225

<210> 51

211> 224
<212> PRT
Q213> ATLFY

<220>
<223> Bkt FeBExELL

<400> 51
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys
130 135 140

109100336 FHGYE A0202 #65H, HIS7TH(FIIE) 1093176477-0



1874345

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

210> 52
211> 224
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ Fel@mxELL H435R

<400> 52
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

109100336 FHGYE A0202 H66H, HLIS7TH(FIIE) 1093176477-0



1874345

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Leu Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

<210> 53
Q211> 224
<212> PRT

Thr Val Leu
85

Val Ser Asn
100

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr
150

Pro Glu Asn
165

Ser Phe Phe
180

Gln Gly Asn

Arg Tyr Thr

Q213> ATLFH

<220>

His Gln

Lys Ala

Gln Pro
120

Leu Thr
135

Pro Ser

Asn Tyr

Leu Tyr

Val Phe

200

Gln Lys
215

Asp Trp Leu Asn Gly Lys Glu Tyr

Leu

105

Arg

Lys

Asp

Lys

Ser

185

Ser

Ser

90

Pro Ala Pro

Glu Pro Gln

Asn Gln Val
140

Ile Ala Val
155

Thr Thr Pro
170

Lys Leu Thr

Cys Ser Val

Leu Ser Leu
220

<223> &K ¢ FclExELL M252Y 5 M428V (YV)

<400> 53

95

Ile Glu Lys
110

Val Tyr Thr
125

Ser Leu Thr

Glu Trp Glu

Pro Val Leu
175

Val Asp Lys
190

Met His Glu
205

Ser Pro Gly

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Lys

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1

109100336

5

FHGTE A0202

10

Be7H, HIS7H(FIIE)

15

1093176477-0



1874345

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Leu Val Lys

145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

109100336

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val
85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu
165

Ser Phe
180

Gln Gly

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
200

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

FHGTE A0202

Leu Tyr Ile
30

Ser His Glu
45

Glu Val His
60

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
110

Gln Val Tyr
125

Val Ser Leu
140

Val Glu Trp

Pro Pro Val

Thr Val Asp
190

Val Val His
205

B68E, HIS7H(FIIE)

Ser Arg

Asp Pro

Asn Ala

Val Val
80

Glu Tyr
05

Lys Thr

Thr Leu

Thr Cys

Glu Ser

160

Leu Asp
175

Lys Ser

Glu Ala

1093176477-0



1874345

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

210

<210>
<211>
<212>
<213>

<220>
<223>

<400>

215
54
224
PRT
szl
G FelixELL M252Y KZM428L (YL)

54

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1

5

Val Phe Leu Phe Pro Pro Lys Pro

20

Thr Pro Glu Val Thr Cys Val Val

Glu Val
50

Lys Thr

65

Ser Val

Lys Cys

Ile Ser

Pro Pro
130

1091003

35

Lys Phe Asn Trp Tyr
55

Lys Pro Arg Glu Glu
70

Leu Thr Val Leu His
85

Lys Val Ser Asn Lys
100

Lys Ala Lys Gly Gln
115

40

Val

Gln

Gln

Ala

Pro
120

Ser Arg Asp Glu Leu Thr

135

10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

36 FHGTE A0202

220

Pro Gly Gly Pro Ser
15

Leu Tyr Ile Ser Arg
30

Ser His Glu Asp Pro
45

Glu Val His Asn Ala
60

Thr Tyr Arg Val Val
80

Asn Gly Lys Glu Tyr
05

Pro Ile Glu Lys Thr
110

Gln Val Tyr Thr Leu
125

Val Ser Leu Thr Cys
140

B69H, HIS7H(FIIE)

1093176477-0



1874345

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

<210> 55
211> 224
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ FelxBELL M252Y, M428L, H435R (YLR)

<400> 55
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

109100336 FHGR A0202 H70H, HIS7TH(FFIR)

1093176477-0



1874345

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Leu Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

<210> 56
QLll> 224
<212> PRT

Thr Val Leu
85

Val Ser Asn
100

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr
150

Pro Glu Asn
165

Ser Phe Phe
180

Gln Gly Asn

Arg Tyr Thr

Q213> ATLFH

<220>

His Gln

Lys Ala

Gln Pro
120

Leu Thr
135

Pro Ser

Asn Tyr

Leu Tyr

Val Phe

200

Gln Lys
215

Asp Trp Leu Asn Gly Lys Glu Tyr

90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu
220

<223> &FK ¢ FelExELL M252Y, M428V, H435R (YVR)

<400> 56

95

Ile Glu Lys
110

Val Tyr Thr
125

Ser Leu Thr

Glu Trp Glu

Pro Val Leu
175

Val Asp Lys
190

Leu His Glu
205

Ser Pro Gly

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Lys

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1

109100336

5

10

FHGTE A0202

B71E, HI57H(FIE)

15

1093176477-0



1874345

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Leu Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

109100336

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val
85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu

165

Ser Phe
180

Gln Gly

Arg Tyr

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
200

Thr Gln Lys
215

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

FHGTE A0202

Leu

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu
220

B72E, HI57H(FIE)

Tyr Ile
30

His Glu
45

Val His

Tyr Arg

Gly Lys

Ile Glu
110

Val Tyr
125

Ser Leu

Glu Trp

Pro Val

Val Asp

190

Val His
205

Ser

Asp

Asn

Val

Glu

95

Lys

Thr

Thr

Glu

Leu

175

Lys

Glu

Arg

Pro

Ala

Val

80

Tyr

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Ser Pro Gly Lys

1093176477-0



1874345

<210> 5
L21l> 2

7
24

<212> PRT
Q213> ATLFH

<220>

<223> &K ¢ FelExELL S354C T366WHTF

<400> 5

7

Asp Lys Thr His Thr Cys Pro Pro

1

Val Phe

5

Leu Phe Pro Pro Lys Pro
20

Thr Pro Glu Val Thr Cys Val Val

Glu Val
50

Lys Thr
65

Ser Val

Lys Cys

Ile Ser

Pro Pro
130

Leu Val
145

10910033

35 40

Lys Phe Asn Trp Tyr Val
55

Lys Pro Arg Glu Glu Gln
70

Leu Thr Val Leu His Gln
85

Lys Val Ser Asn Lys Ala
100

Lys Ala Lys Gly Gln Pro
115 120

Cys Arg Asp Glu Leu Thr
135

Lys Gly Phe Tyr Pro Ser
150

6

Cys Pro Ala
10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

FHGTE A0202

Pro Gly Gly Pro Ser
15

Leu Met Ile Ser Arg
30

Ser His Glu Asp Pro
45

Glu Val His Asn Ala
60

Thr Tyr Arg Val Val
80

Asn Gly Lys Glu Tyr
05

Pro Ile Glu Lys Thr
110

Gln Val Tyr Thr Leu
125

Val Ser Leu Trp Cys
140

Val Glu Trp Glu Ser
160

B73E, HI57H(FIE)

1093176477-0



1874345

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
165 170

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
180 185

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
195 200

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
210 215

<210> 58
211> 224
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ FelmxELL H435R S354C T366WHE

<400> 58
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala

1 5 10

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
20 25

Thr Pro Glu Val Thr Cys Val Val Val Asp Val
35 40

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val
50 55

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser
65 70 75

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
85 90

109100336 FHGTE A0202

Pro Pro Val Leu Asp
175

Thr Val Asp Lys Ser
190

Val Met His Glu Ala
205

Leu Ser Pro Gly Lys
220

Pro Gly Gly Pro Ser
15

Leu Met Ile Ser Arg
30

Ser His Glu Asp Pro
45

Glu Val His Asn Ala
60

Thr Tyr Arg Val Val
80

Asn Gly Lys Glu Tyr
05

B74E, HIS57H(FIE)

1093176477-0



1874345

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Cys
130

Leu Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

<210> 59
Q211> 224
<212> PRT

Val Ser Asn Lys Ala Leu
100 105

Ala Lys Gly Gln Pro Arg
120

Arg Asp Glu Leu Thr Lys
135

Gly Phe Tyr Pro Ser Asp
150

Pro Glu Asn Asn Tyr Lys
165

Ser Phe Phe Leu Tyr Ser
180 185

GlIn Gly Asn Val Phe Ser
200

Arg Tyr Thr Gln Lys Ser
215

Q213> ATLFH

<220>

Pro Ala Pro

Glu Pro Gln

Asn Gln Val
140

Ile Ala Val
155

Thr Thr Pro
170

Lys Leu Thr

Cys Ser Val

Leu Ser Leu
220

Ile Glu Lys
110

Val Tyr Thr
125

Ser Leu Trp

Glu Trp Glu

Pro Val Leu
175

Val Asp Lys
190

Met His Glu
205

Ser Pro Gly

<223> &K ¢ FelExELL M252YM428V (YV) S354C T366WHT

<400> 59

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Lys

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1

5

10

15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Ser Arg

109100336

20 25

FHGTE A0202

B758, HI57H(FIE)

30

1093176477-0



1874345

Thr Pro Glu Val Thr
35

Glu Val Lys Phe Asn
50

Lys Thr Lys Pro Arg
65

Ser Val Leu Thr Val
85

Lys Cys Lys Val Ser
100

Ile Ser Lys Ala Lys
115

Pro Pro Cys Arg Asp
130

Leu Val Lys Gly Phe
145

Asn Gly Gln Pro Glu
165

Ser Asp Gly Ser Phe
180

Arg Trp Gln Gln Gly
195

Leu His Asn His Tyr
210

109100336

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
200

Thr Gln Lys
215

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

FHGTE A0202

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu
220

B76E, HIS57H(FIE)

His Glu Asp Pro
45

Val His Asn Ala

Tyr Arg Val Val
80

Gly Lys Glu Tyr
05

Ile Glu Lys Thr
110

Val Tyr Thr Leu
125

Ser Leu Trp Cys

Glu Trp Glu Ser
160

Pro Val Leu Asp
175

Val Asp Lys Ser
190

Val His Glu Ala
205

Ser Pro Gly Lys

1093176477-0



1874345

<210> 60
QLll> 224
<212> PRT

Q213> ATLFH

<220>

<223> &K ¢ FelExELL M252YM428L (YL) S354C T366WHT

<400> 60
Asp Lys Thr

1

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Cys
130

Leu Val Lys
145

109100336

His Thr Cys Pro Pro

Phe Pro Pro Lys Pro
20

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
70

Thr Val Leu His Gln
85

Val Ser Asn Lys Ala
100

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
150

Cys Pro Ala
10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

FHGTE A0202

Pro Gly Gly Pro Ser
15

Leu Tyr Ile Ser Arg
30

Ser His Glu Asp Pro
45

Glu Val His Asn Ala
60

Thr Tyr Arg Val Val
80

Asn Gly Lys Glu Tyr
05

Pro Ile Glu Lys Thr
110

Gln Val Tyr Thr Leu
125

Val Ser Leu Trp Cys
140

Val Glu Trp Glu Ser
160

B77E, HIS7H(FIE)

1093176477-0



1874345

Asn Gly Gln Pro Glu Asn Asn Tyr Lys

165

Ser Asp Gly Ser Phe Phe Leu Tyr Ser

180 185

Arg Trp Gln Gln Gly Asn Val Phe Ser

195 200

Leu His Asn His Tyr Thr Gln Lys Ser

210

<210>
<211>
<212>
<213>

<220>
<223>

<400>

215

61

224

PRT
szl

G FelixELL M252Y, M428L,

61

Asp Lys Thr His Thr Cys Pro Pro Cys

1

5

Val Phe Leu Phe Pro Pro Lys Pro Lys

20 25

Thr Pro Glu Val Thr Cys Val Val Val

35 40

Glu Val Lys Phe Asn Trp Tyr Val Asp

50

55

Lys Thr Lys Pro Arg Glu Glu Gln Tyr

65

70

Ser Val Leu Thr Val Leu His Gln Asp

85

109100336 FHGTE A0202

Thr Thr Pro Pro Val Leu Asp
170 175

Lys Leu Thr Val Asp Lys Ser
190

Cys Ser Val Leu His Glu Ala
205

Leu Ser Leu Ser Pro Gly Lys
220

H435R (YLR) S354C T366WHT

Pro Ala Pro Gly Gly Pro Ser
10 15

Asp Thr Leu Tyr Ile Ser Arg
30

Asp Val Ser His Glu Asp Pro
45

Gly Val Glu Val His Asn Ala
60

Asn Ser Thr Tyr Arg Val Val
75 80

Trp Leu Asn Gly Lys Glu Tyr
90 05

B78E, HIS57H(FIIE)

1093176477-0



1874345

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
130 135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
195 200 205

Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

<210> 62
211> 224
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ FelxELL M252Y, M428V, H435R (YVR) S354C T366WHE

<400> 62
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Ser Arg
20 25 30

109100336 FHGYE A0202 B79EH, RIS7TH(FIIE) 1093176477-0



1874345

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
130 135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Val His Glu Ala
195 200 205

Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

<210> 63
QLll> 224

109100336 FHGYE A0202 H80H, HIS7TH(FIIE) 1093176477-0



1874345

<212> PRT

Q213> ATLFH

<220>

<223> &K ¢ FelixELL T366S, L368A, Y407VEH

<400> 63
Asp Lys Thr

1

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Ala Val Lys
145

Asn Gly Gln

109100336

His Thr
5

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val

85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu
165

Cys Pro Pro

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Cys Pro Ala
10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

FHGTE A0202

Pro Gly Gly

Leu Met TIle
30

Ser His Glu
45

Glu Val His
60

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
110

Gln Val Cys
125

Val Ser Leu
140

Val Glu Trp

Pro Pro Val

B81E, HIS7H(FIIE)

Pro Ser
15

Ser Arg

Asp Pro

Asn Ala

Val Val
80

Glu Tyr
05

Lys Thr

Thr Leu

Ser Cys

Glu Ser

160

Leu Asp
175

1093176477-0



1874345

Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val
180 185

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

<210> 64

Q211> 224

<212> PRT

Q213> ATLFH

<220>
<223> &k ¢ FelxBELL H435R, T366S, L368A, Y407VE

<400> 64
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly

1 5 10

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
20 25

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
65 70 75

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
85 90

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
100 105

Asp Lys Ser
190

His Glu Ala

Pro Gly Lys

Gly Pro Ser
15

Ile Ser Arg
30

Glu Asp Pro

His Asn Ala

Arg Val Val
30

Lys Glu Tyr
05

Glu Lys Thr
110

109100336 FHGR A0202 H82H, HIS7TH(FFIR)

1093176477-0



1874345

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr Leu
115 120 125

Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Ser Cys
130 135 140

Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala
195 200 205

Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

<210> 65
211> 224
<212> PRT
Q213> ATLFY

<220>
<223> & FelmxELL M252YRM428V (YV) T366S, L368A, Y407V

<400> 65
Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

109100336 FHGR A0202 H83H, HIS7TH(FFIR)

1093176477-0



1874345

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr Leu
115 120 125

Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Ser Cys
130 135 140

Ala Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Val His Glu Ala
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
210 215 220

<210> 66
211> 224
<212> PRT
Q213> ATLFY

109100336 FHGR A0202 H8AH, HIS7TH(FFIR) 1093176477-0



1874345

<220>
Q23> EREk

<400> 66
Asp Lys Thr

1

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Ala Val Lys
145

Asn Gly Gln

109100336

His Thr
5

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val

85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu
165

Cys Pro Pro

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Cys Pro Ala
10

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

FHGTE A0202

Pro Gly Gly

Leu Tyr Ile
30

Ser His Glu
45

Glu Val His
60

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
110

Gln Val Cys
125

Val Ser Leu
140

Val Glu Trp

Pro Pro Val

B85H, HIS7H(FIIE)

" FclixELL M252YRM428L (YL) T366S, L368A, Y407VF

Pro Ser
15

Ser Arg

Asp Pro

Asn Ala

Val Val
80

Glu Tyr
05

Lys Thr

Thr Leu

Ser Cys

Glu Ser

160

Leu Asp
175

1093176477-0



1874345

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

180

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val

195

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

210

<210> 67
211> 224
<212> PRT
Q213> ATLFY

<220>

215

220

<223> &FK ¢ FelixELL M252Y, M428L, H435R (YLR)

<400> 67

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro

1

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu

20

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser

35

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

50

55

60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr

65

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

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro

100

109100336

FHGTE A0202

Val Asp Lys Ser
190

Leu His Glu Ala
205

Ser Pro Gly Lys

T366S, L368A, Y407VE]

Gly Gly Pro Ser
15

Tyr Ile Ser Arg
30

His Glu Asp Pro
45

Val His Asn Ala

Tyr Arg Val Val
80

Gly Lys Glu Tyr
05

Ile Glu Lys Thr
110

B86HE, HIS7H(FIIE)

1093176477-0



1874345

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

115

120

Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val

130

135

Ala Val Lys Gly Phe Tyr Pro Ser Asp

145

150

Asn Gly Gln Pro Glu Asn Asn Tyr Lys

Ser Asp Gly Ser Phe Phe Leu Val Ser

180

185

Arg Trp Gln Gln Gly Asn Val Phe Ser

195

200

Leu His Asn Arg Tyr Thr Gln Lys Ser

210

<210> 68
211> 224
<212> PRT
Q213> ATLFY

<220>

215

<223> &K ¢ FelixELL M252Y, M428V,

<400> 68

Asp Lys Thr His Thr Cys Pro Pro Cys

1

Val Phe Leu Phe Pro Pro Lys Pro Lys

20

25

Thr Pro Glu Val Thr Cys Val Val Val

35

109100336

40

FHGTE A0202

Ile Ala
155

Thr Thr
170

140

Val

Pro

Lys Leu Thr

Cys Ser

Leu Ser

H435R (YVR) T366S, L368A, Y407VFH

Val

Leu
220

Val Cys Thr Leu
125

Ser Leu Ser Cys

Glu Trp Glu Ser
160

Pro Val Leu Asp
175

Val Asp Lys Ser
190

Leu His Glu Ala
205

Ser Pro Gly Lys

Pro Ala Pro Gly Gly Pro Ser

10

15

Asp Thr Leu Tyr Ile Ser Arg

30

Asp Val Ser His Glu Asp Pro

B87HE, HIS7H(FIIE)

45

1093176477-0



1874345

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Ser
130

Ala Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

<210> 69
Q1> 227
<212> PRT

Phe Asn Trp

Pro Arg Glu
70

Thr Val Leu
85

Val Ser Asn
100

Ala Lys Gly

Arg Asp Glu

Gly Phe Tyr
150

Pro Glu Asn
165

Ser Phe Phe
180

Gln Gly Asn

Arg Tyr Thr

Q213> ATLFH

<220>

109100336

Tyr Val
55

Glu Gln

His Gln

Lys Ala

Gln Pro
120

Leu Thr
135

Pro Ser

Asn Tyr

Leu Val

Val Phe
200

Gln Lys
215

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

FHGTE A0202

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu
220

B88E, HIS7H(FIIE)

Val His Asn

Tyr Arg Val

Gly Lys Glu
05

Ile Glu Lys
110

Val Cys Thr
125

Ser Leu Ser

Glu Trp Glu

Pro Val Leu
175

Val Asp Lys
190

Val His Glu
205

Ser Pro Gly

Ala

Val

80

Tyr

Thr

Leu

Cys

Ser

160

Asp

Ser

Ala

Lys

1093176477-0



1874345

Q23> &
<400> 69
Asp Lys Thr

1

Gly Pro Ser

Ile Ser Arg
35

Glu Asp Pro
50

His Asn Ala
65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115

Tyr Thr Leu
130

Leu Thr Cys

145

Trp Glu Ser

Val Leu Asp

109100336

* FcliH435R

His Thr Cys

Val Phe Leu
20

Thr Pro Glu

Glu Val Lys

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Ser

Leu Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

FHGTE A0202

Pro Pro Cys

Phe Pro Pro
25

Val Thr Cys
40

Phe Asn Trp
55

Pro Arg Glu

Thr Val Leu

Val Ser Asn
105

Ala Lys Gly
120

Arg Asp Glu
135

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
185

Pro Ala
10

Lys Pro

Val Val

Tyr Val

Glu Gln
75

His Gln
90

Lys Ala

Gln Pro

Leu Thr

Pro Ser
155

Asn Tyr
170

Leu Tyr

Pro Glu Leu Leu Gly

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

B8OH, HIS7H(FIIE)

15

Asp Thr Leu
30

Asp Val Ser
45

Gly Val Glu

Asn Ser Thr

Trp Leu Asn
05

Pro Ala Pro
110

Glu Pro Gln
125

Asn Gln Val

Ile Ala Val

Thr Thr Pro
175

Lys Leu Thr
190

Met

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

1093176477-0



1874345

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 Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly Lys
225

<210> 70
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> HHE  FCl@EM252Y BeM428V (YV)

<400> 70
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 Tyr
20 25 30

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 Asn 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 05

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

109100336 FHGYE A0202 #90H, HIS7TH(FIIE) 1093176477-0



1874345

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 Asp Glu Leu 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 Val
195 200 205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly Lys
225

210> 71

211> 227
<212> PRT
Q213> ATLFY

<220>
<223> HHE  Fel@EM252Y BeM428L (Y1)

<400> 71
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 Tyr
20 25 30

109100336 FHGYE A0202 HO1E, EIS7TH(FIIE) 1093176477-0



1874345

Ile Ser

Glu Asp
50

His Asn
65

Arg Val

Lys Glu

Glu Lys

Tyr Thr

130

Leu Thr
145

Trp Glu

Val Leu

Asp Lys

His Glu
210

Arg

35

Pro

Ala

Val

Tyr

Thr

115

Leu

Cys

Ser

Asp

Ser

195

Ala

109100336

Thr Pro Glu

Glu Val Lys

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Ser

Leu Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

Arg Trp Gln

Leu His Asn

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Tyr
185

Gln Gly Asn Val Phe
200

His Tyr Thr Gln Lys
215

FHGTE A0202

Val Asp Val Ser His
45

Asp Gly Val Glu Val
60

Tyr Asn Ser Thr Tyr
80

Asp Trp Leu Asn Gly
05

Leu Pro Ala Pro Ile
110

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

Asp Ile Ala Val Glu
160

Lys Thr Thr Pro Pro
175

Ser Lys Leu Thr Val
190

Ser Cys Ser Val Leu
205

Ser Leu Ser Leu Ser
220

BO2E, HIS7H(FIIE)

1093176477-0



1874345

Pro Gly Lys
225

210> 72
211> 227
<212> PRT
Q213> ATLFY

<220>

<223> &K ¢ Fcl@M252Y, M428L, H435R (YLR)

<400> 72

Asp Lys Thr His Thr
1 5

Gly Pro Ser Val Phe
20

Ile Ser Arg Thr Pro
35

Glu Asp Pro Glu Val
50

His Asn Ala Lys Thr
65

Arg Val Val Ser Val
85

Lys Glu Tyr Lys Cys
100

Glu Lys Thr Ile Ser
115

Tyr Thr Leu Pro Pro
130

109100336

Cys

Leu

Glu

Lys

Lys

70

Leu

Lys

Lys

Ser

Pro Pro Cys Pro Ala
10

Phe Pro Pro Lys Pro
25

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

FHGTE A0202

Pro Glu Leu Leu Gly
15

Lys Asp Thr Leu Tyr
30

Val Asp Val Ser His
45

Asp Gly Val Glu Val
60

Tyr Asn Ser Thr Tyr
80

Asp Trp Leu Asn Gly
05

Leu Pro Ala Pro Ile
110

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

B93E, HIS57H(FIIE)

1093176477-0



1874345

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 Leu
195 200 205

His Glu Ala Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly Lys
225

<210> 73
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> & FCEmM252Y, M428V, H435R (YVR)

<400> 73
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 Tyr
20 25 30

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

109100336 FHGR A0202 HO4H, RIS7TH(FTIR) 1093176477-0



1874345

His Asn
65

Arg Val

Lys Glu

Glu Lys

Tyr Thr
130

Leu Thr
145

Trp Glu

Val Leu

Asp Lys

His Glu
210

Pro Gly
225

<210>
<211>
<212>
<213>

<220>

1091003

Ala Lys Thr Lys
70

Val Ser Val Leu
85

Tyr Lys Cys Lys
100

Thr Ile Ser Lys
115

Leu Pro Pro Ser

Cys Leu Val Lys
150

Ser Asn Gly Gln
165

Asp Ser Asp Gly
180

Ser Arg Trp Gln
195

Ala Leu His Asn

Lys

74

227

PRT
szl

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Tyr
185

Gln Gly Asn Val Phe
200

Arg Tyr Thr Gln Lys
215

36 FHGTE A0202

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser
220

BO5H, HIS57H(FIIE)

Asn Ser

Trp Leu

Pro Ala
110

Glu Pro
125

Asn Gln

Ile Ala

Thr Thr

Lys Leu
190

Cys Ser
205

Leu Ser

Thr

Asn

95

Pro

Gln

Val

Val

Pro

175

Thr

Val

Leu

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

Val

Ser

1093176477-0



1874345

Q23> &
<400> 74
Asp Lys Thr

1

Gly Pro Ser

Ile Ser Arg
35

Glu Asp Pro
50

His Asn Ala
65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115

Tyr Thr Leu
130

Leu Trp Cys

145

Trp Glu Ser

Val Leu Asp

109100336

* FclhS354C T366WHT

His Thr Cys

Val Phe Leu
20

Thr Pro Glu

Glu Val Lys

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Cys

Leu Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

FHGTE A0202

Pro Pro Cys

Phe Pro Pro
25

Val Thr Cys
40

Phe Asn Trp
55

Pro Arg Glu

Thr Val Leu

Val Ser Asn
105

Ala Lys Gly
120

Arg Asp Glu
135

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe
185

Pro Ala
10

Lys Pro

Val Val

Tyr Val

Glu Gln
75

His Gln
90

Lys Ala

Gln Pro

Leu Thr

Pro Ser
155

Asn Tyr
170

Leu Tyr

Pro Glu Leu Leu Gly

Lys

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Bo6E, HIS57H(FIIE)

15

Asp Thr Leu
30

Asp Val Ser
45

Gly Val Glu

Asn Ser Thr

Trp Leu Asn
05

Pro Ala Pro
110

Glu Pro Gln
125

Asn Gln Val

Ile Ala Val

Thr Thr Pro
175

Lys Leu Thr
190

Met

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

1093176477-0



1874345

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 Lys
225

210> 75
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> &k ¢ FelH435R S354C T366WHF

<400> 75
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
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 Asn 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 05

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

109100336 FHGYE A0202 HO7H, RIS7TH(FIIE) 1093176477-0



1874345

Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro

115

120

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr

130

135

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser

145

150 155

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

170

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

180

185

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe

195

200

His Glu Ala Leu His Asn Arg Tyr Thr Gln Lys

210

Pro Gly
225

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

76

227

PRT
szl

215

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

Asp Ile Ala Val Glu
160

Lys Thr Thr Pro Pro
175

Ser Lys Leu Thr Val
190

Ser Cys Ser Val Met
205

Ser Leu Ser Leu Ser
220

G Fel@M252Y eM428L (YL) S354C T366WHT

76

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

1

10

15

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

1091003

20

36

25

FHGTE A0202

30

BO8E, HIS57H(FIIE)

1093176477-0



1874345

Ile Ser Arg Thr Pro
35

Glu Asp Pro Glu Val
50

His Asn Ala Lys Thr
65

Arg Val Val Ser Val
85

Lys Glu Tyr Lys Cys
100

Glu Lys Thr Ile Ser
115

Tyr Thr Leu Pro Pro
130

Leu Trp Cys Leu Val
145

Trp Glu Ser Asn Gly
165

Val Leu Asp Ser Asp
180

Asp Lys Ser Arg Trp
195

His Glu Ala Leu His
210

109100336

Glu

Lys

Lys

70

Leu

Lys

Lys

Cys

Lys

150

Gln

Gly

Gln

Asn

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Tyr
185

Gln Gly Asn Val Phe
200

His Tyr Thr Gln Lys
215

FHGTE A0202

Val Asp Val Ser His
45

Asp Gly Val Glu Val
60

Tyr Asn Ser Thr Tyr
80

Asp Trp Leu Asn Gly
05

Leu Pro Ala Pro Ile
110

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

Asp Ile Ala Val Glu
160

Lys Thr Thr Pro Pro
175

Ser Lys Leu Thr Val
190

Ser Cys Ser Val Leu
205

Ser Leu Ser Leu Ser
220

Bo9H, HIS57H(FIIE)

1093176477-0



1874345

Pro Gly Lys
225

<210>
<211>
<212>
<213>

77

227

PRT
szl

<220>
<223>
<400> 77

Asp Lys Thr
1

His

Gly Pro Ser Val

20

Ile Ser Arg
35

Thr

Glu Asp Pro
50

Glu

His Asn Ala
65

Lys

Arg Val Val Ser

Lys Glu Tyr Lys

100

Glu Lys Thr Ile

115

Thr

Phe

Pro

Val

Thr

Val

85

Cys

Ser

Cys

Leu

Glu

Lys

Lys

70

Leu

Lys

Lys

Tyr Thr Leu Pro Pro Cys

130

109100336

Pro Pro Cys Pro Ala
10

Phe Pro Pro Lys Pro
25

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

FHGTE A0202

G Fel@M252Y, M428L, H435R (YLR) S354C T366WHT

Pro Glu Leu Leu Gly
15

Lys Asp Thr Leu Tyr
30

Val Asp Val Ser His
45

Asp Gly Val Glu Val
60

Tyr Asn Ser Thr Tyr
80

Asp Trp Leu Asn Gly
05

Leu Pro Ala Pro Ile
110

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

$£100H, H157H(FFIE)

1093176477-0



1874345

Leu Trp 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 Leu
195 200 205

His Glu Ala Leu His Asn Arg Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly Lys
225

<210> 78
211> 227
<212> PRT
Q213> ATLFY

<220>
223> & C FCEM252Y, M428V, H435R (YVR) S354C T366WiF

<400> 78
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 Tyr
20 25 30

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

109100336 FHGYE A0202 #101H, L1S57H(FHIE) 1093176477-0



1874345

His Asn Ala
65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115

Tyr Thr Leu
130

Leu Trp Cys
145

Trp Glu Ser

Val Leu Asp

Asp Lys Ser
195

His Glu Ala
210

Pro Gly Lys
225

<210> 79
L211> 227
<212> PRT

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Cys

Leu Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

Arg Trp Gln

Leu His Asn

Q213> ATLFH

<220>

109100336

Pro Arg Glu Glu Gln Tyr Asn Ser Thr

75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Tyr
185

Gln Gly Asn Val Phe
200

Arg Tyr Thr Gln Lys
215

FHGTE A0202

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser
220

$102H, H157H(FIIE)

Trp Leu Asn
05

Pro Ala Pro
110

Glu Pro Gln
125

Asn Gln Val

Ile Ala Val

Thr Thr Pro
175

Lys Leu Thr
190

Cys Ser Val
205

Leu Ser Leu

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

Val

Ser

1093176477-0



1874345

<223> & FCET366S, L368A, Y407VEH
<400> 79
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
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 Asn 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 05

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

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140

Leu Ser Cys Ala 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 Val Ser Lys Leu Thr Val
180 185 190

109100336 FHGYE A0202 %103, L1S57H(FYIE) 1093176477-0
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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 Lys
225

<210> 80
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> &k FcEH435R, T366S, L368A, Y407VH

<400> 80
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
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 Asn 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 05

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

109100336 FHGYE A0202 #104H, L1S7H(FYIE) 1093176477-0



1874345

Glu Lys

Cys Thr
130

Leu Ser
145

Thr Ile Ser Lys Ala Lys Gly Gln Pro

115

120

Leu Pro Pro Ser Arg Asp Glu Leu Thr

135

Cys Ala Val Lys Gly Phe Tyr Pro Ser

150 155

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

165

170

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val

Asp Lys

180

185

Ser Arg Trp Gln Gln Gly Asn Val Phe

195

200

His Glu Ala Leu His Asn Arg Tyr Thr Gln Lys

210

Pro Gly
225

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Lys

81

227

PRT
szl

215

Arg Glu Pro Gln Val
125

Lys Asn Gln Val Ser
140

Asp Ile Ala Val Glu
160

Lys Thr Thr Pro Pro
175

Ser Lys Leu Thr Val
190

Ser Cys Ser Val Met
205

Ser Leu Ser Leu Ser
220

HE T FClmM252Y seM428V (YV) T366S, L368A, Y407VE

81

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 Tyr

1091003

20

36

25

FHGTE A0202

30

$£105H, H157H(FIIE)

1093176477-0
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Ile

Glu

His

65

Arg

Lys

Glu

Cys

Leu

145

Trp

Val

Asp

His

109100336

Ser Arg Thr Pro Glu
35

Asp Pro Glu Val Lys

50

Ala Lys Thr Lys

70

Asn

Val Val Ser Val

85

Leu

Glu Lys Cys Lys

100

Tyr

Thr
115

Lys Ile Ser Lys

Thr
130

Leu Pro Pro Ser

Ala Val Lys

150

Ser Cys

Glu Asn Gly

165

Ser Gln

Ser Asp Gly

180

Leu Asp

Ser Gln

195

Lys Arg Trp

Glu Ala
210

Leu His Asn

Val Thr Cys Val Val
40

Phe Asn Trp Tyr Val
55

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Val

185

Gln Gly Asn Val Phe

200

His Tyr Thr Gln Lys
215

FHGTE A0202

Val

Asp

60

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser
220

Asp Val
45

Gly Val

Asn Ser

Trp Leu

Pro Ala
110

Glu Pro
125

Asn Gln

Ile Ala

Thr Thr

Lys Leu
190

Cys Ser
205

Leu Ser

Ser

Glu

Thr

Asn

95

Pro

Gln

Val

Val

Pro

175

Thr

Val

Leu

His

Val

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

Val

Ser

$£106H, H£157H(FIIE)

1093176477-0
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Pro Gly Lys
225

<210> 82
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> &k FCEmM252Y FeM428L (YL) T366S, L368A, Y407VE

<400> 82
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 Tyr
20 25 30

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 Asn 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 05

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

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser
130 135 140

109100336 FHGYE A0202 #107H, L1S57H(FHIE) 1093176477-0



1874345

Leu Ser Cys Ala 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 Val Ser Lys Leu Thr Val
180 185 190

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Leu
195 200 205

His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser
210 215 220

Pro Gly Lys
225

<210> 83
211> 227
<212> PRT
Q213> ATLFY

<220>
<223> & FCEmM252Y, M428L, H435R (YLR) T366S, L368A, Y407VE

<400> 83
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 Tyr
20 25 30

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

109100336 FHGYE A0202 #108H, L1S57H(FHIE) 1093176477-0
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His Asn Ala
65

Arg Val Val

Lys Glu Tyr

Glu Lys Thr
115

Cys Thr Leu
130

Leu Ser Cys
145

Trp Glu Ser

Val Leu Asp

Asp Lys Ser
195

His Glu Ala
210

Pro Gly Lys
225

210> 84
211> 119
<212> PRT
213> BA

109100336

Lys Thr Lys
70

Ser Val Leu
85

Lys Cys Lys
100

Ile Ser Lys

Pro Pro Ser

Ala Val Lys
150

Asn Gly Gln
165

Ser Asp Gly
180

Arg Trp Gln

Leu His Asn

Pro Arg Glu Glu Gln
75

Thr Val Leu His Gln
90

Val Ser Asn Lys Ala
105

Ala Lys Gly Gln Pro
120

Arg Asp Glu Leu Thr
135

Gly Phe Tyr Pro Ser
155

Pro Glu Asn Asn Tyr
170

Ser Phe Phe Leu Val
185

Gln Gly Asn Val Phe
200

Arg Tyr Thr Gln Lys
215

FHGTE A0202

Tyr

Asp

Leu

Arg

Lys

140

Asp

Lys

Ser

Ser

Ser
220

$£109H, H157H(FIIE)

Asn Ser

Trp Leu

Pro Ala
110

Glu Pro
125

Asn Gln

Ile Ala

Thr Thr

Lys Leu
190

Cys Ser
205

Leu Ser

Thr

Asn

95

Pro

Gln

Val

Val

Pro

175

Thr

Val

Leu

Tyr

80

Gly

Ile

Val

Ser

Glu

160

Pro

Val

Leu

Ser

1093176477-0
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<220>
<221> misc_feature
<223> R AR ASEIL-2

<400> &4
Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn

1 5 10 15

Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe
20 25 30

Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys
35 40 45

Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln
50 55 60

Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn
65 70 75 80

Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu
85 90 05

Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile
100 105 110

Thr Phe Cys Gln Ser Ile Ile
115

<210> 85
211> 362
<212> PRT
Q213> ATLFY

<220>
<223> HHé 1L-2-F42K-E15S-xELL#Fc

<400> 85

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

109100336 FHGYE A0202 B110H, L1S57H(FYIE) 1093176477-0
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Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile

Asn Pro Lys
35

Lys Ala Thr
50

Pro Leu Glu
65

Arg Pro Arg

Lys Gly Ser

Thr Ile Val
115

Ile Ser Thr
130

Pro Pro Cys

145

Lys Pro Lys

Val Val Val

Tyr Val Asp
195

109100336

20

Leu Thr

Glu Leu

Glu Val

Asp Leu
85

Glu Thr
100

Glu Phe

Leu Thr

Pro Ala

Asp Thr
165

Asp Val
180

Gly Val

25

Arg Met Leu Thr Lys Lys
40

Lys His Leu Gln Cys Leu
55

Leu Asn Leu Ala Gln Ser
70 75

Ile Ser Asn Ile Asn Val
90

Thr Phe Met Cys Glu Tyr
105

Leu Asn Arg Trp Ile Thr
120

Pro Gly Gly Gly Gly Asp
135

Pro Gly Gly Pro Ser Val
150 155

Leu Met Ile Ser Arg Thr
170

Ser His Glu Asp Pro Glu
185

Glu Val His Asn Ala Lys
200

FHGTE A0202

Phe

Glu

60

Lys

Ile

Ala

Phe

Lys

140

Phe

Pro

Val

Thr

Asn Asn Tyr Lys
30

Tyr Met Pro Lys
45

Glu Glu Leu Lys

Asn Phe His Leu
80

Val Leu Glu Leu
05

Asp Glu Thr Ala
110

Cys Gln Ser Ile
125

Thr His Thr Cys

Leu Phe Pro Pro
160

Glu Val Thr Cys
175

Lys Phe Asn Trp
190

Lys Pro Arg Glu
205

F111H, H157H(FIIE)

1093176477-0
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Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
210 215 220

His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
225 230 235 240

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly
245 250 255

Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro Cys Arg Asp Glu
260 265 270

Leu Thr Lys Asn Gln Val Ser Leu Trp Cys Leu Val Lys Gly Phe Tyr
275 280 285

Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn
290 295 300

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
305 310 315 320

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln Gln Gly Asn
325 330 335

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
340 345 350

GlIn Lys Ser Leu Ser Leu Ser Pro Gly Lys
355 360

<210> 86
<211> 361
<212> PRT
Q213> ATLFY

<220>
<223> & xBELL-#FFc-1L2-T3A, C125S

<400> 86

109100336 FHGYE A0202 B112EH, £1S57H(FYIE) 1093176477-0



1874345

Asp Lys Thr
1

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Cys
130

Leu Val Lys
145

Asn Gly Gln
Ser Asp Gly
Arg Trp Gln

195

109100336

His Thr
5

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val
85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu
165

Ser Phe
180

Gln Gly

Cys Pro Pro Cys

Pro Lys Pro Lys
25

Cys Val Val Val
40

Trp Tyr Val Asp
55

Glu Glu Gln Tyr
70

Leu His Gln Asp

Asn Lys Ala Leu
105

Gly Gln Pro Arg
120

Glu Leu Thr Lys
135

Tyr Pro Ser Asp
150

Asn Asn Tyr Lys

Phe Leu Tyr Ser
185

Asn Val Phe Ser
200

FHGTE A0202

Pro Ala
10

Asp Thr

Asp Val

Gly Val

Asn Ser
75

Trp Leu
90

Pro Ala

Glu Pro

Asn Gln

Ile Ala

155

Thr Thr
170

Lys Leu

Cys Ser

Pro Gly Gly

Leu

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

$113H, HI57H(FIIE)

Met

His

45

Val

Tyr

Gly

Ile

Val

125

Ser

Glu

Pro

Val

Ile

30

Glu

His

Arg

Lys

Glu

110

Tyr

Leu

Trp

Val

Asp
190

Pro
15

Ser

Asp

Asn

Val

Glu

95

Lys

Thr

Trp

Glu

Leu

175

Lys

Ser

Arg

Pro

Ala

Val

80

Tyr

Thr

Leu

Cys

Ser

160

Asp

Ser

Met His Glu Ala

205

1093176477-0



1874345

Leu His
210

Ser Gly
225

Gln Leu

Asn Asn

Tyr Met

Glu Glu
290

Asn Phe
305

Val Leu

Asp Glu

Ser Gln

<210>
<211>
<212>
<213>

<220>
<223>

1091003

Asn His Tyr

Gly Ser Ala

Glu His Leu
245

Tyr Lys Asn
260

Pro Lys Lys
275

Leu Lys Pro

His Leu Arg

Glu Leu Lys
325

Thr Ala Thr
340

Ser Ile Ile
355

87

361

PRT
szl

Thr Gln Lys Ser Leu Ser
215

Pro Ala Ser Ser Ser Thr
230 235

Leu Leu Asp Leu Gln Met
250

Pro Lys Leu Thr Arg Met
265

Ala Thr Glu Leu Lys His
280

Leu Glu Glu Val Leu Asn
295

Pro Arg Asp Leu Ile Ser
310 315

Gly Ser Glu Thr Thr Phe
330

Ile Val Glu Phe Leu Asn
345

Ser Thr Leu Thr
360

A ¢ xELL-F#FFc-1L2-RAS-T3A, C125S

36

FHGTE A0202

Leu Ser Pro Gly Gly
220

Lys Lys Thr Gln Leu
240

Ile Leu Asn Gly Ile
255

Leu Thr Phe Lys Phe
270

Leu Gln Cys Leu Glu
285

Leu Ala Gln Ser Lys
300

Asn Ile Asn Val Ile
320

Met Cys Glu Tyr Ala
335

Arg Trp Ile Thr Phe
350

$114H, HI57H(FIIE)

1093176477-0
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<400> 87

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser
1 5 10 15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
20 25 30

Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
130 135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

109100336 FHGYE A0202 B115H, £1S57H(FYIE) 1093176477-0



1874345

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser
195 200

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser
210 215

Ser Gly Gly Ser Ala Pro Ala Ser Ser Ser Thr
225 230 235

Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Met
245 250

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met
260 265

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His
275 280

Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn
290 295

Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser
305 310 315

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe
325 330

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn
340 345

Ser Gln Ser Ile Ile Ser Thr Leu Thr
355 360

<210> 88
<211> 584
<212> PRT
Q213> ATLFY

<220>

109100336 FHGTE A0202

Val Met His Glu
205

Leu Ser Pro Gly
220

Lys Lys Thr Gln

Ile Leu Asn Gly
255

Leu Thr Phe Lys
270

Leu Gln Cys Leu
285

Leu Ala Gln Ser
300

Asn Ile Asn Val

Met Cys Glu Tyr
335

Arg Trp Ile Thr
350

$116H, H1I57H(FIIE)

Ala

Gly

Leu

240

Ile

Phe

Glu

Lys

Ile

320

Ala

Phe

1093176477-0



1874345

<223> BEC IRIEREH AWM Fe- IL2-RAS-T3A, C125S
<400> 88
Gln Val Gln Leu Val Gln Ser Gly Val Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Gly Ile Asn Pro Ser Asn Gly Gly Thr Asn Phe Asn Glu Lys Phe
50 55 60

Lys Asn Arg Val Thr Leu Thr Thr Asp Ser Ser Thr Thr Thr Ala Tyr
65 70 75 80

Met Glu Leu Lys Ser Leu Gln Phe Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Arg Asp Tyr Arg Phe Asp Met Gly Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
130 135 140

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

109100336 FHGYE A0202 B117H, £1S7H(FYIE) 1093176477-0
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Ser

Pro

Lys

225

Phe

Pro

Val

Thr

Val

305

Cys

Ser

Pro

Val

Ser

Ser

210

Thr

Leu

Glu

Lys

Lys

290

Leu

Lys

Lys

Cys

Lys
370

Ser

195

Asn

His

Phe

Val

Phe

275

Pro

Thr

Val

Ala

Arg

355

Gly

109100336

Leu Gly Thr

Thr Lys Val

Thr Cys Pro
230

Pro Pro Lys
245

Thr Cys Val
260

Asn Trp Tyr

Arg Glu Glu

Val Leu His
310

Ser Asn Lys
325

Lys Gly Gln
340

Asp Glu Leu

Phe Tyr Pro

Gln Thr Tyr Ile Cys
200

Asp Lys Lys Val Glu
215

Pro Cys Pro Ala Pro
235

Pro Lys Asp Thr Leu
250

Val Val Asp Val Ser
265

Val Asp Gly Val Glu
280

Gln Tyr Asn Ser Thr
295

Gln Asp Trp Leu Asn
315

Ala Leu Pro Ala Pro
330

Pro Arg Glu Pro Gln
345

Thr Lys Asn Gln Val
360

Ser Asp Ile Ala Val
375

FHGTE A0202

Asn Val Asn His Lys

205

Pro Lys Ser Cys Asp
220

Gly Gly Pro Ser Val

240

Met Ile Ser Arg Thr

255

His Glu Asp Pro Glu

270

Val His Asn Ala Lys

285

Tyr Arg Val Val Ser

300

Gly Lys Glu Tyr Lys

320

Ile Glu Lys Thr Ile
335

Val Tyr Thr Leu Pro

350

Ser Leu Trp Cys Leu
365

Glu Trp Glu Ser Asn

380

$£118H, HI57H(FIIE)

1093176477-0
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Gly Gln Pro
385

Asp Gly Ser

Trp Gln Gln

His Asn Arg

435

Gly Gly
450

Ser

Leu Glu
465

Ala

Asn Tyr Lys

Met Pro Lys

Glu Leu Lys

515

Phe His
530

Leu

Leu Glu
545

Leu

Glu Thr

Ala

Gln Ser Ile

109100336

Glu Asn

Phe Phe
405

Gly Asn
420

Tyr Thr

Ala Pro

Leu Leu

Asn Pro
485

Lys Ala
500

Arg Leu

Arg Pro

Lys Gly

Thr Ile

565

Ile Ser
580

Asn Tyr Asp

390

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser

440

Ala Ser
455

Ser

Leu Asp Leu
470

Lys Leu Thr

Thr Glu Leu

Glu Glu Val
520

Arg Ser Leu
535

Ser Glu Thr
550

Val Glu Phe

Thr Leu Thr

Thr Thr Pro
395

Asp Leu Thr
410

Cys Ser Val

425

Leu Ser Leu

Ser Thr Lys

Gln Met Ile

475

Met Leu
490

Arg

Lys His Leu

505

Leu Asn Leu

Ile Ser Asn

Thr Phe Met

555

Leu Asn Arg
570

FHGTE A0202

Pro Val Leu Asp Ser

Val Asp Lys

Met His Glu
430

Ser Pro Gly
445

Ser
415

Ala

Gly

400

Arg

Leu

Ser

Lys Thr Gln Leu Gln

460

Leu Asn Gly

Thr Phe Lys

Ile

Phe
495

Asn
480

Tyr

Gln Cys Leu Glu Glu

510

Ala Gln Ser
525

Ile Asn Val
540

Cys Glu Tyr

Trp Ile Thr

Lys

Ile

Ala

Phe
575

Asn

Val

Asp
560

Ser

$£119H, H1I57H(FIIE)

1093176477-0
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<210>
<211>
<212>
<213>

89
447
PRT

<220>
<223>
<400> &9

Gln Val Gln
1

Ser Val Lys

Tyr Met Tyr

35

Gly Gly
50

Ile

Lys Asn Arg

65

Met Glu Leu

Ala Arg Arg

Gly Thr Thr

115

Phe Pro
130

Leu

Leu Gly Cys
145

109100336

szl

Leu Val
5

Val Ser
20

Trp Val

Asn Pro

Val

Thr

Ser
85

Lys

Asp Tyr

100

Val Thr

Ala

Pro

Leu Val

Gln Ser Gly

Cys Lys Ala

Arg Gln Ala
40

Ser Asn Gly
55

Leu Thr Thr
70

Leu Gln Phe

Arg Phe Asp

Val Ser Ser
120

Ser Ser Lys
135

Lys Asp Tyr
150

AR IR IR UE DY FIFC

Val Glu Val
10

Ser Gly Tyr
25

Pro Gly Gln

Gly Thr Asn

Ser Ser
75

Asp

Asp Thr
90

Asp

Met
105

Gly Phe

Ala Ser Thr

Ser Thr Ser

Phe Pro Glu

155

FHGTE A0202

Lys

Thr

Gly

Phe

60

Thr

Ala

Asp

Lys

Gly

140

Pro

Lys Pro Gly Ala
15

Phe Thr Asn Tyr
30

Leu Glu Trp Met
45

Asn Glu Lys Phe

Thr Thr Ala Tyr
80

Val Tyr Tyr Cys
05

Tyr Trp Gly Gln
110

Gly Pro Ser Val
125

Gly Thr Ala Ala

Val Thr Val Ser
160

$£120H, H157H(FIIE)

1093176477-0
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Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
210 215 220

Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

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

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile
325 330 335

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Cys Thr Leu Pro
340 345 350

109100336 FHGYE A0202 B121H, £1S57H(FHIE) 1093176477-0
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Pro Ser Arg Asp Lys Leu Thr Lys Asn Gln Val Ser Leu Ser Cys Ala
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Lys Ser Asn
370 375 330

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Lys Gly Ser Phe Phe Leu Val Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 44() 445

<210> 90
<211> 218
<212> PRT
Q213> ATLFY

<220>
<223> HRK IRILER U EEE DY)

<400> 90
Glu Ile Val Leu Thr Gln Ser Pro Ala Thr Leu Ser Leu Ser Pro Gly

1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Lys Gly Val Ser Thr Ser
20 25 30

Gly Tyr Ser Tyr Leu His Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro
35 40 45

Arg Leu Leu Ile Tyr Leu Ala Ser Tyr Leu Glu Ser Gly Val Pro Ala
50 55 60

109100336 FHGYE A0202 #1228, £1S7H(FYIE) 1093176477-0
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Arg Phe Ser

65

Ser Leu Glu

Asp Leu Pro

Thr Val Ala

115

Leu Lys Ser

130

Pro Arg Glu

145

Gly Asn Ser

Tyr Ser Leu

His Lys Val

195

Val Thr Lys

210

<210> 91

211> 584
<212> PRT

Gly Ser

Pro Glu
85

Leu Thr
100

Ala Pro

Gly Thr

Ala Lys

Gln Glu

165

Ser Ser
180

Tyr Ala

Ser Phe

Q213> ATLFH

<220>

Gly

70

Asp

Phe

Ser

Ala

Val

150

Ser

Thr

Cys

Asn

Ser Gly Thr Asp Phe Thr

75

Phe Ala Val Tyr Tyr Cys

90

Gly Gly Gly Thr Lys Val

105

Val Phe Ile Phe Pro Pro

120

Ser Val Val Cys Leu Leu

135

140

Gln Trp Lys Val Asp Asn

155

Val Thr Glu Gln Asp Ser

170

Leu Thr Leu Ser Lys Ala

185

Glu Val Thr His Gln Gly

200

Arg Gly Glu Cys
215

Leu Thr Ile Ser
80

Gln His Ser Arg
95

Glu Ile Lys Arg
110

Ser Asp Glu Gln
125

Asn Asn Phe Tyr

Ala Leu Gln Ser
160

Lys Asp Ser Thr
175

Asp Tyr Glu Lys
190

Leu Ser Ser Pro
205

<223> HE D IRVEREGUAMYIIL2-RAS-T3G, C1258

<400> 91

109100336

FHGTE A0202

$123H, H157H(FIIE)

1093176477-0
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Gln Val Gln Leu Val Gln Ser Gly Val Glu Val Lys Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30

Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Gly Ile Asn Pro Ser Asn Gly Gly Thr Asn Phe Asn Glu Lys Phe
50 55 60

Lys Asn Arg Val Thr Leu Thr Thr Asp Ser Ser Thr Thr Thr Ala Tyr
65 70 75 80

Met Glu Leu Lys Ser Leu Gln Phe Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Arg Asp Tyr Arg Phe Asp Met Gly Phe Asp Tyr Trp Gly Gln
100 105 110

Gly Thr Thr Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

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

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Lys Thr Tyr Thr Cys Asn Val Asp His Lys
195 200 205

109100336 FHGYE A0202 B124FH, £1IS7HFYIER) 1093176477-0
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Pro Ser Asn Thr Lys Val Asp Lys Arg Val Glu Ser Lys Tyr Gly Pro
210 215 220

Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu
260 265 270

Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

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

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

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

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
340 345 350

Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
370 375 330

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

109100336 FHGYE A0202 B125H, L1S7HFYIE) 1093176477-0
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Asp Gly Ser

Trp Gln Glu

His Asn His
435

Gly Gly Ser
450

Leu Glu Ala
465

Asn Tyr Lys

Met Pro Lys

Glu Leu Lys
515

Phe His Leu
530

Leu Glu Leu
545

Glu Thr Ala
Gln Ser Ile
<210> 92
211> 611

109100336

Phe Phe
405

Gly Asn
420

Tyr Thr

Ala Pro

Leu Leu

Asn Pro
485

Lys Ala
500

Arg Leu

Arg Pro

Lys Gly

Thr Ile

565

Ile Ser
580

Leu Tyr Ser

Val Phe Ser

Gln Lys Ser
44()

Gly Ser Ser
455

Leu Asp Leu
470

Lys Leu Thr

Thr Glu Leu

Glu Glu Val
520

Arg Ser Leu
535

Ser Glu Thr
550

Val Glu Phe

Thr Leu Thr

FHGTE A0202

Arg

Cys

425

Leu

Ser

Gln

Arg

Lys

505

Leu

Ile

Thr

Leu

Leu

410

Ser

Ser

Thr

Met

Met

490

His

Asn

Ser

Phe

Asn
570

Thr Val Asp Lys Ser Arg
415

Val Met His Glu Ala Leu
430

Leu Ser Leu Gly Gly Ser
445

Lys Lys Thr Gln Leu Gln
460

Ile Leu Asn Gly Ile Asn
475 480

Leu Thr Phe Lys Phe Tyr
495

Leu Gln Cys Leu Glu Glu
510

Leu Ala Gln Ser Lys Asn
525

Asn Ile Asn Val Ile Val
540

Met Cys Glu Tyr Ala Asp
555 560

Arg Trp Ile Thr Phe Ser
575

$£126H, H1I57H(FIIE)

1093176477-0
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<212>
<213>

<220>
<223>

<400>
Gln Val

1

Ser Val

Val Tle

Gly Glu
50

Lys Ala
65

Met Gln

Ala Arg

Gly Thr

Gly Gly
130

Thr Thr
145

Cys Arg

1091003

PRT

szl

&1 © NKpd6-scFv

92

Gln

Lys

Asn

35

Ile

Lys

Leu

Arg

Ser

115

Ser

Ser

Ala

36

Leu Gln
5

Met Ser
20

Trp Gly

Tyr Pro

Ala Thr

Ser Ser

85

Gly Arg

100

Val Thr

Gly Gly

Ser Leu

Ser Gln
165

XELL-#FFc-IL2-RAS-T3A, C125S

Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

Cys Lys Ala Ser
25

Lys Gln Arg Ser
40

Gly Ser Gly Thr
55

Leu Thr Ala Asp
70

Leu Thr Ser Glu

Tyr Gly Leu Tyr
105

Val Ser Ser Val
120

Ser Gly Gly Val
135

Ser Ala Ser Leu
150

Asp Ile Ser Asn

FHGTE A0202

10

Gly Tyr

Gly Gln

Asn Tyr

Lys Ser
75

Asp Ser
90

Ala Met

Glu Gly

Asp Asp

Gly Asp

155

Tyr Leu
170

15

Thr Phe Thr Asp Tyr
30

Gly Leu Glu Trp Ile
45

Tyr Asn Glu Lys Phe
60

Ser Asn Ile Ala Tyr
80

Ala Val Tyr Phe Cys
05

Asp Tyr Trp Gly Gln
110

Gly Ser Gly Gly Ser
125

Ile Gln Met Thr Gln
140

Arg Val Thr Ile Ser
160

Asn Trp Tyr Gln Gln
175

B127H, EIS7TH(FIIER) 1093176477-0



1874345

Lys

His

Tyr

Phe

225

Lys

Pro

Lys

Val

Tyr
305

Pro

Ser

Ser

210

Cys

Leu

Pro

Pro

Val

290

Val

Asp Gly Thr
180

Gly Val Pro
195

Leu Thr Ile

Gln Gln Gly

Glu Ile Lys
245

Cys Pro Ala
260

Lys Asp Thr
275

Val Asp Val

Asp Gly Val

Glu Gln Tyr Asn Ser

His Gln Asp Trp Leu

325

340

Lys Ala Leu Pro Ala

355

109100336

Val Lys Leu

Ser Arg Phe
200

Asn Asn Leu
215

Asn Thr Arg
230

Pro Gly Gly

Pro Gly Gly

Leu Met TIle
280

Ser His Glu
295

Glu Val His
310

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
360

FHGTE A0202

Leu

185

Ser

Glu

Pro

Gly

Pro

265

Ser

Asp

Asn

Val

Glu

345

Lys

Ile Tyr

Gly Ser

Gln Glu

Trp Thr
235

Gly Asp
250

Ser Val

Arg Thr

Pro Glu

Ala Lys
315

Val Ser
330

Tyr Lys

Thr Ile

Tyr

Gly

Asp

220

Phe

Lys

Phe

Pro

Val

300

Thr

Val

Cys

Ser

Thr

Ser

205

Ile

Gly

Thr

Leu

Glu

285

Lys

Lys

Leu

Lys

Lys
365

Ser

190

Gly

Ala

Gly

His

Phe

270

Val

Phe

Pro

Thr

Val

350

Ala

Arg Leu

Thr Asp

Thr Tyr

Gly Thr

240

Thr
255

Cys

Pro Pro

Thr Cys

Asn Trp

Arg Glu
320

Val Leu
335

Ser Asn

Lys Gly

$£128H, HI57H(FIIE)

1093176477-0
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Gln Pro Arg Glu Pro Gln

370

Leu Thr
385

Pro Ser

Asn Tyr

Leu Tyr

Val Phe
450

Gln Lys
465

Ala Ser

Leu Asp

Lys Leu

Thr Glu
530

Glu Glu
545

Arg Ser

Lys Asn Gln

Ile Ala
405

Asp

Thr Thr
420

Asp

Ser Asp Leu

435

Ser Cys Ser

Leu Ser

Ser

Ser Thr
485

Ser

Gln Met
500

Leu

Thr
515

Arg Met

Lys His

Leu

Val Leu Asn

Leu Ile Ser
565

109100336

Val Tyr
375

Val
390

Ser Leu

Val Glu Trp

Pro Pro Val

Thr Val Asp

440

Val Met His

455

Leu Ser Pro

470

Lys Lys Thr

Ile Leu Asn

Thr Phe
520

Leu

Gln Cys
535

Leu

Leu Ala Gln
550

Asn Ile Asn

Thr Leu Pro

Trp Cys Leu
395

Glu Ser Asn
410

Leu Asp Ser
425

Lys Ser Arg

Glu Ala Leu

Gly Gly Ser
475

Gln Leu Gln
490

Gly Ile Asn
505

Lys Phe Tyr

Leu Glu Glu

Ser Lys Asn
555

Val Ile Val
570

FHGTE A0202

Pro Cys Arg
330

Val Lys Gly

Gly Gln Pro

Asp Gly Ser
430

Trp Gln Gln
445

His Asn Arg
460

Gly Gly Ser

Leu Glu Ala

Asn Tyr Lys
510

Met Pro Lys
525

Glu Leu Lys
540

Phe His Leu

Leu Glu Leu

Asp

Phe

Glu

415

Phe

Gly

Tyr

Ala

Leu

495

Asn

Lys

Arg

Arg

Lys
575

Glu

Tyr

400

Asn

Phe

Asn

Thr

Pro

480

Leu

Pro

Ala

Leu

Pro

560

Gly

$£129H, H1I57H(FIIE)

1093176477-0



1874345

Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile
580 585 590

Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Ser Gln Ser Ile Ile Ser
595 600 605

Thr Leu Thr
610

<210> 93
211> 474
<212> PRT
Q213> ATLFY

<220>
<223> &% - NKpd6-scFv xELL-FFc

<400> 93
Gln Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asp Tyr
20 25 30

Val Ile Asn Trp Gly Lys Gln Arg Ser Gly Gln Gly Leu Glu Trp Ile
35 40 45

Gly Glu Ile Tyr Pro Gly Ser Gly Thr Asn Tyr Tyr Asn Glu Lys Phe
50 55 60

Lys Ala Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Asn Ile Ala Tyr
65 70 75 80

Met Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 05

Ala Arg Arg Gly Arg Tyr Gly Leu Tyr Ala Met Asp Tyr Trp Gly Gln
100 105 110

109100336 FHGYE A0202 #130H, L1S7H(FHIE) 1093176477-0
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Gly Thr Ser

115

Gly Gly
130

Ser

Thr Thr
145

Ser

Cys Arg Ala

Lys Pro Asp

His Ser Gly

195

Tyr Ser Leu

210

Phe Cys
225

Gln

Glu

Lys Leu

Pro Pro

Cys

Lys
275

Lys Pro

Val Val
290

Val

109100336

Val Thr

Gly Gly

Ser Leu

Ser Gln
165

Gly Thr
180

Val Pro

Thr Ile

Gln Gly

Ile Lys

245

Pro Ala
260

Asp Thr

Asp Val

Val Ser

120

Gly
135

Ser Gly

Ser Ala Ser

150

Asp Ile Ser

Val Lys Leu

Phe
200

Ser Arg

Asn Leu

215

Asn

Asn Thr
230

Arg

Pro Gly Gly

Pro Gly Gly

Leu Met TIle

280

Ser His Glu
295

Val Asp Asp

Leu Gly Asp
155

Asn Tyr Leu
170

Leu Ile Tyr
185

Ser Gly Ser

Glu Gln Glu

Pro Trp Thr
235

Gly Gly Asp
250

Pro Ser Val
265

Ser Arg Thr

Asp Pro Glu

FHGTE A0202

Ser Val Glu Gly Gly

Ile

140

Arg

Asn

Tyr

Gly

Asp

220

Phe

Lys

Phe

Pro

Val
300

Ser Gly Gly
125

Gln Met Thr

Val Thr Ile

Trp Tyr Gln
175

Thr Ser Arg
190

Ser Gly Thr
205

Ile Ala Thr

Gly Gly Gly

Thr His Thr
255

Leu Phe Pro
270

Glu Val Thr
285

Lys Phe Asn

Ser

Gln

Ser

160

Gln

Leu

Asp

Tyr

Thr

240

Cys

Pro

Cys

Trp

$£131H, H157H(FIIE)

1093176477-0
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Tyr Val
305

Glu Gln

His Gln

Lys Ala

Gln Pro
370

Leu Thr
385

Pro Ser

Asn Tyr

Leu Val

Val Phe
450

Gln Lys
465

<210>
<211>
<212>
<213>

<220>

1091003

Asp Gly Val

Tyr Asn Ser
325

Asp Trp Leu
340

Leu Pro Ala
355

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
405

Lys Thr Thr
420

Ser Lys Leu
435

Ser Cys Ser

Ser Leu Ser

94

A77

PRT
szl

36

Glu Val His
310

Thr Tyr Arg

Asn Gly Lys

Pro Ile Glu
360

Gln Val Cys
375

Val Ser Leu
390

Val Glu Trp

Pro Pro Val

Thr Val Asp
44()

Val Met His
455

Leu Ser Pro
470

FHGTE A0202

Asn

Val

Glu

345

Lys

Thr

Ser

Lys

Leu

425

Lys

Glu

Gly

Ala Lys
315

Val Ser
330

Tyr Lys

Thr Ile

Leu Pro

Cys Ala

395

Ser Asn

410

Asp Ser

Ser Arg

Ala Leu

Lys

Thr Lys Pro

Val Leu Thr

Cys Lys Val
350

Ser Lys Ala
365

Pro Ser Arg
330

Val Lys Gly

Gly Gln Pro

Lys Gly Ser
430

Trp Gln Gln
445

His Asn His
460

$132H, H1I57H(FIIE)

Arg Glu
320

Val Leu
335

Ser Asn

Lys Gly

Asp Lys

Phe Tyr

400

Glu Asn

415

Phe Phe

Gly Asn

Tyr Thr

1093176477-0
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<223>

A

=5

<400> 94

Gln Val
1

Ser Val

Val Tle

Gly Glu
50

Lys Ala
65

Met Gln

Ala Arg

Gly Thr

Gly Gly

130

Thr Thr
145

Cys Arg

Lys Pro

Gln

Lys

Asn

35

Ile

Lys

Leu

Arg

Ser

115

Ser

Ser

Ala

Asp

109100336

Leu Gln
5

Met Ser
20

Trp Gly

Tyr Pro

Ala Thr

Ser Ser
85

Gly Arg
100

Val Thr

Gly Gly

Ser Leu

Ser Gln

165

Gly Thr
180

* NKp46-scFv xELL-Fc

Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Ala

Cys Lys Ala Ser
25

Lys Gln Arg Ser
40

Gly Ser Gly Thr
55

Leu Thr Ala Asp
70

Leu Thr Ser Glu

Tyr Gly Leu Tyr
105

Val Ser Ser Val
120

Ser Gly Gly Val
135

Ser Ala Ser Leu
150

Asp Ile Ser Asn

Val Lys Leu Leu
185

FHGTE A0202

10

Gly Tyr

Gly Gln

Asn Tyr

Lys Ser
75

Asp Ser
90

Ala Met

Glu Gly

Asp Asp

Gly Asp
155

Tyr Leu
170

Ile Tyr

15

Thr Phe Thr Asp Tyr
30

Gly Leu Glu Trp Ile
45

Tyr Asn Glu Lys Phe
60

Ser Asn Ile Ala Tyr
80

Ala Val Tyr Phe Cys
05

Asp Tyr Trp Gly Gln
110

Gly Ser Gly Gly Ser
125

Ile Gln Met Thr Gln
140

Arg Val Thr Ile Ser
160

Asn Trp Tyr Gln Gln
175

Tyr Thr Ser Arg Leu
190

$£133H, HI57H(FIIE)

1093176477-0
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His Ser Gly Val Pro
195

Tyr Ser Leu Thr Ile
210

Phe Cys Gln Gln Gly
225

Lys Leu Glu Ile Lys
245

Pro Pro Cys Pro Ala
260

Phe Pro Pro Lys Pro
275

Val Thr Cys Val Val
290

Phe Asn Trp Tyr Val
305

Pro Arg Glu Glu Gln
325

Thr Val Leu His Gln
340

Val Ser Asn Lys Ala
355

Ala Lys Gly Gln Pro
370

109100336

Ser Arg Phe Ser Gly Ser
200

Asn Asn Leu Glu Gln Glu
215

Asn Thr Arg Pro Trp Thr
230 235

Pro Gly Gly Gly Gly Asp
250

Pro Glu Leu Leu Gly Gly
265

Lys Asp Thr Leu Met Ile
280

Val Asp Val Ser His Glu
295

Asp Gly Val Glu Val His
310 315

Tyr Asn Ser Thr Tyr Arg
330

Asp Trp Leu Asn Gly Lys
345

Leu Pro Ala Pro Ile Glu
360

Arg Glu Pro Gln Val Tyr
375

FHGTE A0202

Gly

Asp

220

Phe

Lys

Pro

Ser

Asp

300

Asn

Val

Glu

Lys

Thr
380

Ser Gly Thr Asp

205

Ile Ala Thr Tyr

Gly Gly Gly Thr

Thr His

Ser Val
270

Arg Thr
285

Pro Glu

Ala Lys

Val Ser

Tyr Lys
350

Thr Ile
365

Leu Pro

Thr

255

Phe

Pro

Val

Thr

Val

335

Cys

Ser

Pro

240

Cys

Leu

Glu

Lys

Lys

320

Leu

Lys

Lys

Ser

$£134H, HKI57H(FIIE)

1093176477-0
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Arg Asp Glu Leu Thr

385

Gly Phe Tyr

Pro Glu Asn

Ser Phe Phe

435

Gln Gly Asn

450

His Tyr Thr

465

<210> 95

<211> 587
<212> PRT

Pro Ser
405

Asn Tyr

420

Leu Tyr

Val Phe

Gln Lys

Q213> ATLFH

<220>

<223> K © LAG3-MAb XELL-#FFc-IL2-RAS-TGCS

<400> 95

Lys Asn Gln Val Ser Leu Thr

390

395

Asp Ile Ala Val Glu Trp Glu

410

Lys Thr Thr Pro Pro Val Leu

425

Ser Lys Leu Thr Val Asp Lys

440

Ser Cys Ser Val Met His Glu

455

460

Ser Leu Ser Leu Ser Pro Gly

470

475

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys

1

5

10

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr

20

25

Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly

35

40

Gly Trp Ile Asn Ala Asn Ser Gly Gly Thr Asn Tyr

50

109100336

55

FHGTE A0202

60

Cys Leu Val Lys
400

Ser Asn Gly Gln
415

Asp Ser Asp Gly
430

Ser Arg Trp Gln
445

Ala Leu His Asn

Lys

Lys Pro Gly Ala
15

Phe Thr Gly Tyr
30

Leu Glu Trp Met
45

Ala Gln Lys Phe

$135H, HI57H(FIIE)

1093176477-0
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Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Asp Ile Tyr Asp Ser Ser Asp Gln Leu Asn Val Trp Gly Gln
100 105 110

Gly Thr Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
130 135 140

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
210 215 220

Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
225 230 235 240

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
245 250 255

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
260 265 270

109100336 FHGYE A0202 #136H, L1S7H(FHIE) 1093176477-0
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Asp Pro Glu
275

Asn Ala
290

Lys

Val Val
305

Ser

Glu Tyr Lys

Lys Thr Ile

Thr Leu Pro

355

Trp Cys Leu

370

Glu Ser
385

Asn

Leu Asp Ser

Lys Ser Arg

Glu Ala Leu

435

Gly Gly
450

Ser

109100336

Val Lys

Thr Lys

Val Leu

Cys Lys
325

Ser Lys
340

Pro Cys

Val Lys

Gly Gln

Asp Gly

405

Trp Gln
420

His Asn

Gly Gly

Phe

Pro

Thr

310

Val

Ala

Arg

Gly

Pro

390

Ser

Gln

His

Ser

Asn Trp Tyr Val
280

Arg Glu Glu Gln
295

Val Leu His Gln

Ser Asn Lys Ala
330

Lys Gly Gln Pro
345

Asp Glu Leu Thr
360

Phe Tyr Pro Ser
375

Glu Asn Asn Tyr

Phe Phe Leu Tyr
410

Gly Asn Val Phe
425

Tyr Thr Gln Lys
44()

Ala Pro Gly Ser
455

FHGTE A0202

Asp Gly Val Glu
285

Asn Ser Thr
300

Tyr

Asp Trp Leu Asn

315

Leu Pro Ala Pro

Glu Pro Gln
350

Arg

Asn Gln Val
365

Lys

Ile Ala Val
330

Asp

Lys Thr Thr Pro

395

Ser Lys Leu Thr

Cys Ser Val
430

Ser

Leu Ser Leu
445

Ser

Ser Thr Lys
460

Ser

Val

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Lys

His

Arg

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Pro

Thr

$£137H, HI57H(FIIE)

1093176477-0
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Gln Leu Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Met Ile Leu Asn
465 470 475 480

Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe
485 490 495

Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys
500 505 510

Leu Glu Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala Gln
515 520 525

Ser Lys Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn
530 535 540

Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu
545 550 555 560

Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile
565 570 575

Thr Phe Ser Gln Ser Ile Ile Ser Thr Leu Thr
580 585

<210> 96
211> 447
<212> PRT
Q213> ATLFY

<220>
<223> HHé  LAG3-MAb xELL-FFc

<400> 96
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

109100336 FHGYE A0202 #138H, L1S7H(FHIER) 1093176477-0
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Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Trp Ile Asn Ala Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Asp Ile Tyr Asp Ser Ser Asp Gln Leu Asn Val Trp Gly Gln
100 105 110

Gly Thr Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
130 135 140

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
210 215 220

Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser Val
225 230 235 240

109100336 FHGYE A0202 #139H, L1S7H(FHIE) 1093176477-0
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Phe Leu Phe

Pro Glu Val

Val Lys Phe

275

Thr Lys Pro

290

Val Leu Thr

305

Cys Lys Val

Ser Lys Ala

Pro Ser Arg

355

Val Lys Gly

370

Gly Gln Pro

385

Asp Gly Ser

Trp Gln Gln

109100336

Pro Pro
245

Thr Cys
260

Asn Trp

Arg Glu

Val Leu

Ser Asn
325

Lys Gly
340

Asp Glu

Phe Tyr

Glu Asn

Phe Phe

405

Gly Asn
420

Lys Pro Lys Asp Thr Leu Met Arg Ser

Val Val Val Asp
265

Tyr Val Asp Gly
280

Glu Gln Tyr Asn
295

His Gln Asp Trp
310

Lys Ala Leu Pro

Gln Pro Arg Glu
345

Leu Thr Lys Asn
360

Pro Ser Asp Ile
375

Asn Tyr Lys Thr
390

Leu Val Ser Lys

Val Phe Ser Cys
425

FHGTE A0202

250

Val Ser

Val Glu

Ser Thr

Leu Asn
315

Ala Pro
330

Pro Gln

Gln Val

Ala Val

Thr Pro
395

Leu Thr
410

Ser Val

His Glu Asp
270

Val His Asn
285

Tyr Arg Val
300

Gly Lys Glu

Ile Glu Lys

Val Cys Thr
350

Ser Leu Ser
365

Glu Trp Glu
330

Pro Val Leu

Val Asp Lys

Met His Glu
430

$£140H, H1I57H(FIIE)

Arg

255

Pro

Ala

Val

Tyr

Thr

335

Leu

Cys

Ser

Asp

Ser

415

Ala

Thr

Glu

Lys

Ser

Lys

320

Ile

Pro

Ala

Asn

Ser

400

Arg

Leu

1093176477-0
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His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

435

<210>
<211>
<212>
<213>

97

214

PRT
szl

<220>
<223>

<400> 97

G LAG3 -MADIK e

440

Glu Ile Val Leu Thr Gln Ser Pro

1

Glu Arg Ala Thr
20

Leu Ala Trp Tyr
35

Tyr Asp Ala Ser
50

Ser Gly Ser
65

Gly

Glu Asp Phe Ala

Thr Phe Gly Gly
100

Pro Ser Val
115

Phe

Thr Ala Ser
130

Val

109100336

5

Leu

Gln

Asn

Thr

Val

85

Gly

Ile

Val

Ser

Gln

Arg

Asp

70

Tyr

Thr

Phe

Cys

Cys

Lys

Ala

55

Phe

Tyr

Lys

Pro

Arg

Pro

40

Thr

Thr

Cys

Val

Pro
120

Ala Thr Leu
10

Ala Ser Gln
25

Gly Gln Ala

Gly Ile Pro

Leu Thr Ile
75

Gln Gln Ala
90

Glu Ile Lys
105

Ser Asp Glu

Leu Leu Asn Asn Phe

135

FHGTE A0202

Ser

Ser

Pro

Ala

60

Ser

Ser

Arg

Gln

Tyr
140

445

Leu Ser Pro Gly
15

Val Ser Ser Tyr
30

Arg Leu Leu Ile
45

Arg Phe Ser Gly

Ser Leu Glu Pro
80

Ile Trp Pro Leu
05

Thr Val Ala Ala
110

Leu Lys Ser Gly
125

Pro Arg Glu Ala

$£141H, H1I57H(FIIE)

1093176477-0
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Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser Gly Asn Ser Gln
145 150 155 160

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

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

Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro Val Thr Lys Ser
195 200 205

Phe Asn Arg Gly Glu Cys
210

<210> 98
<211> 450
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ LAG3-MAb IgGl

<400> 98
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30

Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Trp Ile Asn Ala Asn Ser Gly Gly Thr Asn Tyr Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80

109100336 FHGYE A0202 #1428, L1S7H(FYIE) 1093176477-0
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Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Asp Ile Tyr Asp Ser Ser Asp Gln Leu Asn Val Trp Gly Gln
100 105 110

Gly Thr Met Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val
115 120 125

Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala
130 135 140

Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser
145 150 155 160

Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val
165 170 175

Leu Gln Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro
180 185 190

Ser Ser Ser Leu Gly Thr Gln Thr Tyr Ile Cys Asn Val Asn His Lys
195 200 205

Pro Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp
210 215 220

Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly
225 230 235 240

Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile
245 250 255

Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu
260 265 270

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

109100336 FHGYE A0202 #143H, £1S7HFYIER) 1093176477-0
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Asn Ala
290

Val Val
305

Glu Tyr

Lys Thr

Thr Leu

Thr Cys
370

Glu Ser
385

Leu Asp

Lys Ser

Glu Ala

Gly Lys
450

<210>
<211>
<212>
<213>

1091003

Lys Thr Lys

Ser Val Leu

Lys Cys Lys
325

Ile Ser Lys
340

Pro Pro Ser
355

Leu Val Lys

Asn Gly Gln

Ser Asp Gly
405

Arg Trp Gln
420

Leu His Asn
435

99

492

PRT
szl

36

Pro Arg Glu Glu Gln Tyr
295

Thr Val Leu His Gln Asp
310 315

Val Ser Asn Lys Ala Leu
330

Ala Lys Gly Gln Pro Arg
345

Arg Asp Glu Leu Thr Lys
360

Gly Phe Tyr Pro Ser Asp
375

Pro Glu Asn Asn Tyr Lys
390 395

Ser Phe Phe Leu Tyr Ser
410

Gln Gly Asn Val Phe Ser
425

His Tyr Thr Gln Lys Ser
44()

FHGTE A0202

Asn Ser Thr
300

Trp Leu Asn

Pro Ala Pro

Glu Pro Gln
350

Asn Gln Val
365

Ile Ala Val
330

Thr Thr Pro

Lys Leu Thr

Cys Ser Val
430

Leu Ser Leu
445

$£144H, HKI57H(FIIE)

Tyr

Gly

Ile

335

Val

Ser

Glu

Pro

Val

415

Met

Ser

Arg

Lys

320

Glu

Tyr

Leu

Trp

Val

400

Asp

His

Pro

1093176477-0
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<220>
<223>

<400> 99

Glu Val
1

Leu Arg

Met Gly

Ala Ile
50

Gly Arg
65

Gln Met

Thr Thr

Asp Tyr

Gly Gly
130

Gly Pro
145

Ile Ser

Gln

Leu

Trp

35

Ser

Phe

Asn

Leu

Asp

115

Gly

Ser

Arg

109100336

Leu Val Glu
5

Ser Cys Ala
20

Phe Arg Gln

Glu Ser Gly

Thr Ile Ser
70

Ser Leu Arg
35

Leu Trp Trp
100

Tyr Trp Gly

Asp Lys Thr

Val Phe Leu
150

Thr Pro Glu
165

&% ¢ LAG3-VHH xELL-#Fc-IL2-RAS-TGCS

Ser Gly Gly Gly Trp Gln Pro Gly Gly Ser

Ala Ser Gly
25

Ala Pro Gly
40

Gly Arg Thr
55

Arg Asp Asn

Pro Glu Asp

Thr Ser Glu
105

Gln Gly Thr
120

His Thr Cys
135

Phe Pro Pro

Val Thr Cys

FHGTE A0202

10

Arg Thr

Lys Glu

His Tyr

Ser Lys
75

Thr Ala
90

Tyr Ala

Leu Val

Pro Pro

Lys Pro

155

Val Val
170

15

Phe Ser Asp Tyr Val
30

Arg Glu Phe Val Ala
45

Ala Asp Ser Val Lys
60

Asn Thr Leu Tyr Leu
80

Leu Tyr Tyr Cys Ala
05

Pro Ile Lys Ala Asn
110

Thr Val Lys Pro Gly
125

Cys Pro Ala Pro Gly
140

Lys Asp Thr Leu Met
160

Val Asp Val Ser His
175

$£145H, H1I57H(FIIE)

1093176477-0
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Glu Asp

His Asn

Arg Val
210

Lys Glu
225

Glu Lys

Tyr Thr

Leu Trp

Trp Glu

290

Val Leu
305

Asp Lys

His Glu

Pro Gly

Thr Gln
370

109100336

Pro Glu Val
180

Lys

Ala
195

Lys Thr Lys

Val Ser Val Leu

Lys
230

Tyr Lys Cys

Thr Ile Ser

245

Lys

Pro Pro
260

Leu Cys

Cys Leu Val Lys

275

Ser Asn Gly Gln

Gly
310

Asp Ser Asp

Ser Arg Trp Gln

325

Ala Leu His

340

Asn

Gly
355

Ser Gly Gly

Leu Gln Leu Glu

Phe Asn Trp Tyr Val
185

Pro Arg Glu Glu Gln
200

Thr Val Leu His Gln
215

Val Ser Asn Lys Ala
235

Ala Lys Gly Gln Pro
250

Arg Asp Glu Leu Thr
265

Gly Phe Tyr Pro Ser
280

Pro Glu Asn Asn Tyr
295

Ser Phe Phe Leu Tyr
315

Gln Gly Asn Val Phe
330

His Tyr Thr Gln Lys
345

Ser Ala Pro Gly Ser
360

Ala Leu Leu Leu Asp
375

FHGTE A0202

Asp Gly Val Glu
190

Tyr Asn Ser Thr
205

Asp Trp Leu Asn
220

Leu Pro Ala Pro

Arg Glu Pro Gln
255

Lys Asn Gln Val
270

Asp Ile Ala Val
285

Lys Thr Thr Pro
300

Ser Lys Leu Thr

Ser Cys Ser Val
335

Ser Leu Ser Leu
350

Ser Ser Thr Lys
365

Leu Gln Met Ile
330

Val

Tyr

Gly

Ile

240

Val

Ser

Glu

Pro

Val

320

Met

Ser

Lys

Leu

$£146H, HLI57H(FIIE)

1093176477-0
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Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr

385

390

395 400

Phe Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln

405

410 415

Cys Leu Glu Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala

420

425

430

Gln Ser Lys Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser Asn Ile

435

440

Asn Val Ile Val Leu Glu Leu Lys Gly

450

455

Glu Tyr Ala Asp Glu Thr Ala Thr Ile

465

470

Ile Thr Phe Ser Gln Ser Ile Ile Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

485

100
355
PRT
szl

445

Ser Glu Thr Thr Phe Met Cys
460

Val Glu Phe Leu Asn Arg Trp
475 480

Thr Leu Thr
490

4% ¢ LAG3-VHH xELL-F1 H435 R Fe

100

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Trp Gln Pro Gly Gly Ser

1

5

10 15

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

20

25

30

Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Phe Val Ala

35

109100336

40

FHGTE A0202

45

$£1478, HK1I57H(FIIE)

1093176477-0
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Ala Ile
50

Gly Arg
65

Gln Met

Thr Thr

Asp Tyr

Gly Gly
130

Gly Pro
145

Ile Ser

Glu Asp

His Asn

Arg Val

210

Lys Glu
225

Ser

Phe

Asn

Leu

Asp

115

Gly

Ser

Arg

Pro

Ala

195

Val

Tyr

109100336

Glu

Thr

Ser

Leu

100

Tyr

Asp

Val

Thr

Glu

180

Lys

Ser

Lys

Ser

Ile

Leu

85

Trp

Trp

Lys

Phe

Pro

165

Val

Thr

Val

Cys

Gly Gly Arg Thr His
55

Ser Arg Asp Asn Ser
70

Arg Pro Glu Asp Thr
90

Trp Thr Ser Glu Tyr
105

Gly Gln Gly Thr Leu
120

Thr His Thr Cys Pro
135

Leu Phe Pro Pro Lys
150

Glu Val Thr Cys Val
170

Lys Phe Asn Trp Tyr
185

Lys Pro Arg Glu Glu
200

Leu Thr Val Leu His
215

Lys Val Ser Asn Lys
230

FHGTE A0202

Tyr

Lys

75

Ala

Ala

Val

Pro

Pro

155

Val

Val

Gln

Gln

Ala
235

Ala Asp Ser
60

Asn Thr Leu

Leu Tyr Tyr

Pro Ile Lys
110

Thr Val Lys
125

Cys Pro Ala
140

Lys Asp Thr

Val Asp Val

Asp Gly Val
190

Tyr Asn Ser
205

Asp Trp Leu
220

Leu Pro Ala

$£148H, HI57H(FIIE)

Val

Tyr

Cys

95

Ala

Pro

Pro

Leu

Ser

175

Glu

Thr

Asn

Pro

Lys

Leu

80

Ala

Asn

Gly

Gly

Met

160

His

Val

Tyr

Gly

Ile
240

1093176477-0
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Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro

250

Cys Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr

Leu Ser Cys
275

Trp Glu Ser

290

265

280

295

Ala Val Lys Gly Phe Tyr Pro Ser

Asn Gly Gln Pro Glu Asn Asn Tyr

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Val

305
Asp Lys Ser
His Glu Ala
Pro Gly Lys
355
<210> 101
211> 355
<212> PRT

Q213> ATLFH

<220>

310

345

<223> &K - LAG3-VHH xELL-#FFc

<400> 101

315

Arg Trp Gln Gln Gly Asn Val Phe

330

Leu His Asn Arg Tyr Thr Gln Lys

Arg Glu Pro Gln
255

Lys Asn Gln Val
270

Asp Ile Ala Val
285

Lys Thr Thr Pro
300

Ser Lys Leu Thr

Ser Cys Ser Val
335

Ser Leu Ser Leu
350

Val

Ser

Glu

Pro

Val

320

Met

Ser

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Trp Gln Pro Gly Gly Ser

1

10

15

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

109100336

25

FHGTE A0202

30

$£149H, H1I57H(FIIE)

Val

1093176477-0
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Met Gly Trp Phe Arg Gln Ala Pro Gly Lys Glu Arg Glu Phe Val Ala
35 40 45

Ala Ile Ser Glu Ser Gly Gly Arg Thr His Tyr Ala Asp Ser Val Lys
50 55 60

Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu
65 70 75 80

Gln Met Asn Ser Leu Arg Pro Glu Asp Thr Ala Leu Tyr Tyr Cys Ala
85 90 05

Thr Thr Leu Leu Trp Trp Thr Ser Glu Tyr Ala Pro Ile Lys Ala Asn
100 105 110

Asp Tyr Asp Tyr Trp Gly Gln Gly Thr Leu Val Thr Val Lys Pro Gly
115 120 125

Gly Gly Gly Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly
130 135 140

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
145 150 155 160

Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
165 170 175

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
180 185 190

His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr
195 200 205

Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly
210 215 220

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile
225 230 235 240

109100336 FHGYE A0202 #1508, L1S7H(FHIE) 1093176477-0
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Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro

250

Tyr Thr Leu Pro Pro Cys Arg Asp Glu Leu Thr

260

265

Leu Trp Cys Leu Val Lys Gly Phe Tyr Pro Ser

275

280

Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr

290

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr

305

315

Asp Lys Ser Arg Trp Gln Gln Gly Asn Val Phe

330

His Glu Ala Leu His Asn His Tyr Thr Gln Lys

340

Pro Gly Lys
355

<210> 102
<211> 361
<212> PRT
Q213> ATLFY

<220>

345

Arg Glu Pro Gln
255

Lys Asn Gln Val
270

Asp Ile Ala Val
285

Lys Thr Thr Pro
300

Ser Lys Leu Thr

Ser Cys Ser Val
335

Ser Leu Ser Leu
350

<223> &K ¢ xELL-FFFc-1L2-RAS-M23A-T3A, C125S

<400> 102

Val

Ser

Glu

Pro

Val

320

Met

Ser

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser

1

10

15

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Tyr Ile Ser Arg

20

109100336

25

FHGTE A0202

30

$151H, H157H(FIIE)

1093176477-0
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Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
35 40 45

Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
50 55 60

Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val
65 70 75 80

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
85 90 05

Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
100 105 110

Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
115 120 125

Pro Pro Cys Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Trp Cys
130 135 140

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
145 150 155 160

Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
165 170 175

Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
180 185 190

Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Val His Glu Ala
195 200 205

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly
210 215 220

109100336 FHGYE A0202 #152FH, L1S7H(FHIE) 1093176477-0



1874345

Ser Gly Gly Ser Ala Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu
225 230 235 240

Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Ala Ile Leu Asn Gly Ile
245 250 255

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
260 265 270

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
275 280 285

Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
290 295 300

Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile
305 310 315 320

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
325 330 335

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
340 345 350

Ser Gln Ser Ile Ile Ser Thr Leu Thr
355 360

<210> 103
<211> 361
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ xELL-#FFc-1L2-RAS-E950-T3A, 1258

<400> 103

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser
1 5 10 15

109100336 FHGYE A0202 #153FH, £1S57H(FHIE) 1093176477-0



1874345

Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Cys
130

Leu Val Lys
145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

Leu His Asn
210

109100336

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val
85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu

165

Ser Phe
180

Gln Gly

His Tyr

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
200

Thr Gln Lys
215

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

Ser Leu Ser

FHGTE A0202

Leu

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

Leu
220

$£154H, H1I57H(FIIE)

Tyr

His

45

Val

Tyr

Gly

Ile

Val

125

Ser

Glu

Pro

Val

Val

205

Ser

Ile Ser Arg
30

Glu Asp Pro

His Asn Ala

Arg Val Val
30

Lys Glu Tyr
05

Glu Lys Thr
110

Tyr Thr Leu

Leu Trp Cys

Trp Glu Ser
160

Val Leu Asp
175

Asp Lys Ser
190

His Glu Ala

Pro Gly Gly

1093176477-0
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Ser Gly Gly Ser Ala Pro Ala Ser Ser Ser Thr Lys Lys Thr Gln Leu
225 230 235 240

Gln Leu Glu Ala Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
245 250 255

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met Leu Thr Phe Lys Phe
260 265 270

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
275 280 285

Glu Glu Leu Lys Arg Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
290 295 300

Asn Phe His Leu Arg Pro Arg Ser Leu Ile Ser Asn Ile Asn Val Ile
305 310 315 320

Val Leu Gln Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
325 330 335

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
340 345 350

Ser Gln Ser Ile Ile Ser Thr Leu Thr
355 360

<210> 104
<211> 361
<212> PRT
Q213> ATLFY

<220>
<223> & ¢ xBELL-#FFc-1L2-RAS-M23A-E950Q-T34A, C125S

<400> 104

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Gly Gly Pro Ser
1 5 10 15

109100336 FHGYE A0202 #1558, L1S7H(FHIE) 1093176477-0
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Val Phe Leu

Thr Pro Glu
35

Glu Val Lys
50

Lys Thr Lys
65

Ser Val Leu

Lys Cys Lys

Ile Ser Lys
115

Pro Pro Cys
130

Leu Val Lys

145

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln
195

109100336

Phe Pro
20

Val Thr

Phe Asn

Pro Arg

Thr Val
85

Val Ser
100

Ala Lys

Arg Asp

Gly Phe

Pro Glu
165

Ser Phe
180

Gln Gly

Pro Lys Pro

Cys Val Val
40

Trp Tyr Val
55

Glu Glu Gln
70

Leu His Gln

Asn Lys Ala

Gly Gln Pro
120

Glu Leu Thr
135

Tyr Pro Ser
150

Asn Asn Tyr

Phe Leu Tyr

Asn Val Phe
200

Lys Asp Thr
25

Val Asp Val

Asp Gly Val

Tyr Asn Ser
75

Asp Trp Leu
90

Leu Pro Ala
105

Arg Glu Pro

Lys Asn Gln

Asp Ile Ala
155

Lys Thr Thr
170

Ser Lys Leu
185

Ser Cys Ser

FHGTE A0202

Leu

Ser

Glu

60

Thr

Asn

Pro

Gln

Val

140

Val

Pro

Thr

Val

$£156H, H£1I57H(FIIE)

Tyr

His

45

Val

Tyr

Gly

Ile

Val

125

Ser

Glu

Pro

Val

Val
205

Ile Ser Arg
30

Glu Asp Pro

His Asn Ala

Arg Val Val
30

Lys Glu Tyr
05

Glu Lys Thr
110

Tyr Thr Leu

Leu Trp Cys

Trp Glu Ser
160

Val Leu Asp
175

Asp Lys Ser
190

His Glu Ala

1093176477-0
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Leu His Asn
210

Ser Gly Gly
225

Gln Leu Glu

Asn Asn Tyr

Tyr Met Pro
275

Glu Glu Leu
290

Asn Phe His
305
Val Leu Gln

Asp Glu Thr

Ser Gln Ser
355

109100336

His Tyr

Ser Ala

Ala Leu
245

Lys Asn
260

Lys Lys

Lys Arg

Leu Arg

Leu Lys
325

Ala Thr
340

Ile Ile

Thr Gln Lys Ser Leu Ser
215

Pro Ala Ser Ser Ser Thr
230 235

Leu Leu Asp Leu Gln Ala
250

Pro Lys Leu Thr Arg Met
265

Ala Thr Glu Leu Lys His
280

Leu Glu Glu Val Leu Asn
295

Pro Arg Ser Leu Ile Ser
310 315

Gly Ser Glu Thr Thr Phe
330

Ile Val Glu Phe Leu Asn
345

Ser Thr Leu Thr
360

FHGTE A0202

Leu Ser Pro Gly Gly
220

Lys Lys Thr Gln Leu
240

Ile Leu Asn Gly Ile
255

Leu Thr Phe Lys Phe
270

Leu Gln Cys Leu Glu
285

Leu Ala Gln Ser Lys
300

Asn Ile Asn Val Ile
320

Met Cys Glu Tyr Ala
335

Arg Trp Ile Thr Phe
350

$157H, HI57H(FIIE)

1093176477-0
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[ S0 H R S 5uE ]

(557K ]

—HEESEBERIL-2 2 2k - H Pz & EERIL-28 3 P6SRHU
HI6AHU R AL e B B {2 B D84 g HYHU A > L o 5% B BL . (i B (R A JE Y
SEQ ID NO: 1 7 7 i FRR I & -

[E5°KTH2]
WMEAKIALZ 2K - Ho ez & EefIL-2 R L (Z 6 ABHIL-2 -
a-KIH3]

WERKEIH2 2 DL > T AElE AR ED84m 2 FUX AR EH
D84S ~ D84G - D84A - D84T ~ D84V F;D84P -

[55°kTE4]

WEFKIENB2 2 Z L & EifIL-2a S EE AR A EM235E
ZHLAR o o H AR {5 388 5 M23A - M23G ~ M23S ~ M23T ~ M23V k¢
M23P -

[55°KIES]

EFKIAIE2 22K > H P& B ifIL-2E S e AR A EEISE -
AUt Hod gz Bt {458 5 E95Q ~ E95G ~ E95S ~ E95T ~ E95V ~ E95P -
E95H K,E95N -

[55°k7H6]

EFKIANE2 2 A0 > P& EMIL-20 e el BRI BEF42k -
AU > Hrp ez B {488 5§ F42K ~ F42A - F42R - F42G - F42S J;F42T -
[55°KIH7]

WEHRIANE2 ZZHK - HPZ &R afll-2aa 2/ —(HEEH Y45 &

5 1 HEGEHHEEAEE)

(C226262PBX20240730C docx

109100336 FEHESE A0202 1133193128-0
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L7272/ b— @AM BERAIA  Efz&EL-28a%2/0—F
HY45AKL72G 2 B -
GRE)

WMEFE KB 22 Rk » HPZ & EEFIL-28 & P65R ~ HI6A

D84S ; P65R ~ H16A ~ D84S Fz M23A ~ Hi{X, ; P65R -~ HI6A ~ D84S [

758

E95Q 2 Hift : 5(P65R ~ HI16A - D84S ~ M23A K E95Q 2 HifY, -
[55°KTH9]

WERKIEIER2 Z 2L Pz EEaml-2aa£/0 —H
Cl2s 2 2 /b —(Efg ER A BRI > P& Eafll-2a2
BEEHT3ARCI25SA ZHUX -

[55°kIH10]

MEERIEIE2 2 Z 0L > K& Eafll-2E8 288 LT 2 —8#Hl

f : T3A-H16A-P65R-D84S-C125S : T3A-H16A-M23A-P65R-D84S-

5
e
iy
—
w
ped

3
>
4
=

C125S ; T3A-H16A-P65R-D84S-E95Q-C125S ; Kk T3A-H16A-M23A-
P65R- D84S-E95Q-C125S -
[sk0E1]
WHRIEI02 SR » Heb @ EMIL2aEZAmK - R asE
RSN, -
HORIFI2)
U1 RIB1 (2.2 BRK » HoP ZACEETIL- 26 & BISEQ ID NO: 845 /)
90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98 %E(99 % — A%
ERFES ¢ S b B ATIL- 2 S PR SEQ ID NO: 39 « 1121

2331 2 HEEMFINE/090% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -

5 2 HEHIHEEAEE)

(C226262PBX20240730C docx
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97% ~ 98% ~ 99% = 100% — FHY ML EBE P 7 ¢ B H ez &L (B afIL-2f & 58
HSEQ ID NO: 329 ~ 1152123531 2 AT » DLRHFZ LA
ZPOSREUAY ~ HI6A R S AT Her Bl ir B D84z oy B -

[FF°KIH13]

WEHEKHLZ 2L » HZ & Fcla@ - HFZ & EaFIL-2515% Fe
& <~ Nt i Clii Bt & ©
[FF°KIH14]

WEFHRIHI3Z 2k - Hp#Z Feli & & {f Kabat fr A (1 ET366 iz &
WA s #ZFel@ & 2/ —(#1E 5 5 T366W ~ T366S - L368A K&
Y407V 2 /b —{# Kabat g £ B (i B i HY U -

[FF°KIH1S]

WEEKIA13E(14 2 2k » Hp 3z Fel@ B & L 28 5 S354CE(Y349C
Kabat{ir & & HYEL (T -

[FF°KIH16]

WEEKIA13E( 14 2 Z ik » H 3% Feli@ & & £ Kabatfiz B B it EH435
Be Z B i Fel@a & 2 5 H435R R H435K 2 Hi A -

[FF°KIH17]

WEFERIAI3E14 2 2K » Kz Fel@ & 2/ —EaEEEM252Y K&
M428V 2 /b —{f Kabatfz £ I {ir B kB9 EU L -

[FF°KIH18]

WEEORIH13E¢14 2 )ik - H g% Fel& Al & Kabatfig B fFE233 ~ L234
FeL235 Zafsk s SR H Rz Fel@a & 2 /0 — 40 28 5 L234A ~ L235A K

P329G 2 /b — e £ B fir B R I, -

5 3 HGEHHEEAEE)

(C226262PBX20240730C docx
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[E5°KTH19]

WEERKIF13E14 2 L » P Fcl@ B &P EEHSEQ ID NO: 47%
83 VB EFFEHIZE 1 90% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -
97% ~ 98% ~ 99% B 100%— EL 8 B ELBE 41 -

[ 55°K7H20]

WEEKIFI13E14 7 Ik » HRZFcl& HEREREE 2
ZEHE N EEBIgG] ~ 1gG2 ~ IgG3xKIgCG4EEIE -

sAoKIH21]

WEERKIAI3EC14 2 2k - HpZ & ERTL-248 & 1 2 2010 fr & 1%
2 HE T E PN EEEE & 2 Clift & -

[E5°K7H22])

WMEEKIA21 2 ik - H ez @6 a H ik e A 5
Rz I P BE 1
[ 55°K7H23])

WMEEKIF13E14 2 ik » HFZ L LA &SEQ ID NO: 86 ~ 87 -
102 ~ 10350104 2 Fr BB 751 > DA R H A ez 2L E & P6SRAUA ~ HI6AHY
R R AR BT i B D84 VALK, -

£AoKIH24]

WEERKIEL ~ 2~ BRI4AFE—H K > LhZ ezl —@
MRS G > S FZZREEME - == E i F 4SS5
[ 55°KTH25])

WMEEKIH24 2 0k » H /D — (@R 45 & 80F B4 & 1 TR
R B H AR A AR -

|
Dvli[l'
S
;

_E_.

SE‘L

H e B& K 45

5 4 HEGEYIHEEAEE)

(C226262PBX20240730C docx
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5 K TH26]

WEFKIE24 2 Rk AP ED ARG GHFRIEGEENCD4AT T

AMAEfi R ECD8 " TAHRE R -
[(57°kTH27]

WERKIE26 2 Z AL - Pz 20— PR GS G RIS a7 &5

{ECD4* TYHAEEAE)E(ECD8" TR £ 2 JiJA -
[57°k7H28]

WERKIE24 2 2k > Hf 2D —(EFURSE &R RIS &R PD-1
CTLA-4 - LAG3 ~ TIM3 - 4-1BB + OX40 - GITR - CD8a - CDS8b -
CD4 - NKp30 - NKG2A - TIGIT » TGFBRI » TGFBR2 - Fas + NKG2D -
NKp46 » PD-L1 ~ CD107a ~ ICOS » TNFR25,CD16a -

5r K TH29]

WERKIE24 2 Z AL 20 —(H B RS &30/ AJEEAEIE

TR & -

[E5°K7E30]
WMEAKIF24 2 2K > Hp /b — (M & HRE G & VHHE -
[E5°KTE31]
WMEFKIF24 2 20K > Hp 2/ b—(@iiREG o E & VHIE K VL -
s oKIH32]

WEERKEIL 2 ZH » Hp 2/ b - ARECHBEEELG LT 2
< VHIE &z VLI, © JRI7.2E B i (pembrolizumab) ~ 48 B #i(nivolumab) -
AMP-514 -~ TSR-042 ~ STI-A1110 ~ {1 UC B §7 (ipilimumab) - B 3= B i1

(tremelimumab) - E¥ & B Hi(urelumab) - E[E KE #{(utomilumab) ~ [

55 HGEHIHFEAEE)

(C226262PBX20240730C docx
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109100336 HaA~1134£7 5 30H

YR E i (atezolizumab) 7 {8 K& B ¥ (durvalumab) o
[555K7E33]

MEFEKEILZZHR > Hfhzeab—HRREcHE 2 E#Fy

(scFv) o

[E5°KTH34]

WEFRKIA3N ZZ K » HpZ 2R e EiRE R - H oz VHIE B
EEREERMS > HHEFZVLEBZ VHE G - H Az VL i
EEA e > HP 2N E R FREE K -

[E5°KIE35]

MEEKIA24 2 20K - P S PURG SEABMEE - /B & JiR &S
G ER EZ ISR HEUR -

s oKIH36]

W RIE24 L B - e 5/ — (@ R4S SIS RIS S PD-1

H 2D — {0 H AR &S &8 RS SR PRPD-1 DU Z TAIRE SR 2 B 24
i FAREsA

[E5°KTE37]

MR KIA 1314 2 %k > H1ix

2 BKAE BB IR E TP Ry g -
[E5°KTE38]

— Ak

EEKIAL ~ 2~ 1314 E—IE Z ZK - Hi sz &EEaRIL-2% A
IL-2R Z 37 A0 7 BB AR B A AU TL-2 W IL-2R By FR AT I (K 2 /D 214%

C3f 4
8~ 55 - 6f% T - BH% - 9% ~ B0 - BH206% « E /D304

- /150
& ~ 5 Z/D100fF -

e
[555K7EH39]
56 H(ZHPEEAFEE)
(C226262PBX20240730C .docx
109100336 FEH5E A0202

1133193128-0
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—EECY > HEEF-FREFE_L > LIPS~ B05
RIETEI8PE—IHZFIL -
[E5°K7H40]

WHEKRKHEIIZEAY  HFZE—ZNBEF—F&  HZE_-%
FRE-E5 _Fcl& » Hf X FcliE AEEH AHIgGl ~ 1gG2 ~ 1gG3 1gG4 .~ [H]
9_}‘2 o
GRREDD

WEHKIFAIIKA0 2 EY) > HFESFcl@E & EFE233 ~ L234 K&
L2357 sk R/EH P & Fcl@a &H435RECHA35K 2 288 5 R /e HF &
FcE A EM252Y EM428L 7 ZE & B M252Y F; M428V 2 28 8 ; /5 H
ZE—FcBN e _FclE B &T366W2E S » H HAthFcl& &2 T366S -
L368A R Y407V r 288 ; R/ H b3 % —FcEH %% _FcE /A 25354C
7RG o
GRRED

WEFKIA39E40 2 &y - H o & Fel@ 8 17 AL & B 5 SEQ ID
NO: 47%E83 Y R FIIZE/190% ~ 91% ~ 92% ~ 93% ~ 94% ~ 95% -

96% ~ 97% ~ 98% ~ 99% % 100% —E A EBE FE | -

35k 7E43]
W RIEIORA0 LIS - Hb B ST ESEEILL -
35k E44]

WMERKIAIIKA0 2 W5 - HPFZE—LREEFE —FRGEE
Folis J (LB EfFIL-2 - HiZ 5k — PR ol lZ Fele I Nt = > HiZ &2

BfIL-282Z Fel& 2 Clinfl & > H&Z B _FMEES _yRE s K FclE -

55 7 HEGEYIH EEAEE)

(C226262PBX20240730C docx
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[35k7E45)

MR LY > Hh

8) 3% — RS & R S HUR E SR B 45 4 PD- 1

b)% B — HUR S S EE SPD-1 » B8 hi R S S S LAGS |

OFEHEESHESPD-1 > BB HUES SIS S CTLA4 ;

) B —HURSE S HEE SPD-1 » B 3%E hiEE S5 4-1BB ;
ZE RS S GPD-1 0 S B S BE S 0X40 ;
£) B —HURSE S HEESPD-1 > H %% RS &% & GITR ;
D BURE S SPD-1 > B RS S A 4 CDS8a ;
h)% 5 — RS S IEE &PD-1 > B35 RS S SCDSb |
) B PR S HEESPD-1 > B RS S S S CD ;
i) HE RS A SPD- 1 FE T HURLE A4 S NKp30 |
KB —HEE SIS GPD-1 > %% HELE &4 G NKG2A ;
) B HEE SHEESPD-1 > B RSB S TIGIT ;

m) EHE—PMEEEHESPD-1> HZSE _MEEGaBES

i

i

g)

NKG2D ;
nNZ$ —PNREGEEHESPD-1 > HEZFE _HEE&aHE S
TGFBR2 ;

)% F—HRGE G GPD-1 - HZB _PRE oEEE G Fas ;
pPZFE—TRGEEEGEZPD-1 - H#ZFE _PIRE GGG CD107a ;
QZF - PRG GG ZPD-1 - H#ZF _PIRGETEEE G NKp46 ;
NZE—MEESHGESCD8a HZFE _HESEEHES

TGFRBR2 ;

5 8 H(ZHIHFEAEE)

(C226262PBX20240730C docx
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s)EZ B —HFRESEE 5CD8a - Hax s _Hilf4h a4 &Fas

DZE—PFEGEHEENKG2DD - Hezk _mREemEs
TGFRBR2 ;

W F—TREGE G ENKG2D - H#Z % _HiREa a5 Fas

WEZE —DREGEHEENKG2A - HezF _miREaemda
TGFRBR2 ;

w) #ZE—PIREGEEMEENKG2A > Hez s “HiREGalE s
Fas ;

NZE —NMEGEEMEENKpde - HZE _HEEEHE S
TGFRBR2 ;

VZF—PURE S GNKpd6 - HZ B _fRGE GHEE 5 Fas

DZFE—MREGEeHESCTLA4 > HRZ B _iREaHE S

LAG3 ;

aa) #ZFE—PVREESHESCTLA4  HEF _REaEE s
Tim3 ;

bb) #F—HREEHEECTLA4  HEZF _IRE&aEE s
0X40 ;

cc) #F—HMRGEEHEECTLA4  HEZF _IREaEEs
GITR ;

dd) #ZF—HNREE&EEHEECTLA4  HEZF _IRE&EaEEs
CD107a ;

ee) #F—MRGEEHEECTLA4  HEZF _IRE&EaEE S
NKp46 ; 2

5 9 HGEHIHFEAEE)

(C226262PBX20240730C docx
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ffy ZE—MELEELHESICOS HZF_MEEESHE S
TNFR2 o
[E5°KTH46]

—HERFEHE LY > HESWHEKIE E38{E—IH 2 Z K5 KA
39FASTHE—IH Z B V) R B 4852 AT A7 7 A -
[E5°KTH47]

— R B > HARES A AR SR 1 2238 T —TH 2 2 IR B4 55 °K K
39FASTE—IHZIEEY)

s oKTH48]
—HE RS - HEE W KIH4T 2B
[E5°KTH49]
— MRS B TE EAAE - HE 2 WsEKIE47T 2B B8 K IH48 2 &
AR -
s KIES0]

—REAL oy HETE £ AR - HRIFAIEEKIAI £ 38 (£ —IH 2 X IR a0ER
SRIAOEASHE—IH ZEEY) -

[E5°KIE51]

— B E R KIE 1 £38FE—TH Z Z IR EE K IE39 £ 45 {E—TH
ZEGVIRI A HEFBEEGRAZ NN ESY 2RI TR EWH"
THA9EER K IAS0. 218 E 4T - LR oy s Z KB &)

[E5°KTE52]

—FEANER K IH 1 £ 38 P{E—TH Z Z IR EAEE K IH39 £ 45 {E—IH 218

ez AR > HAR A IR A HYE INCD4+ & /= CD8+ THIATIE JE HY B 4%

55 10 H (AT HIEE BB E)

(C226262PBX20240730C docx

109100336 FEHESE A0202 1133193128-0
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|
op °

[E5°KTE53]

—FEANER K IH 1 £ 38 P{E—TH Z Z IR EAEE K IH39 £ 45 {E—IH 218
eV R - HAH I A IINKA AT JE R B8 2% 4t -
[E5°KTE54]

—FEANER K IH 1 £ 38 P{E—TH Z Z IR EAEE K IH39 £ 45 {E—IH 218

LB R IEA6 Y BEEAL G R o E R LU R P A R E 2 B
B -
[ 5350855 ]

WMERKIAS4 Z s » H e (R 8 5 AR AL - IRiE R - Bt

B BB - KRBT RYE - T IR - TEEE - AEH
B EMERE  SHESE N LRNE - TENEE - 85 - R
B - A - O - HRE - R - FPER - AR - b

L B EE R R - AR - AR - NAIREAE - RN AT
HiBRFEE ~ SR ARG 2 (squamous carcinoma of the lung) ~ JRZEE - HHE
i~ MBI - CIRERE - UNELE - BRERE - AUSIRRE - SR EEATAY
i~ mSULAE - ERGE - TR ARGUE - BRI - R KB - Bk
AMAERE ~ |ARE - BRI ~ T8 - WRAGE - MR - MER - &
7T 4 KM EE 8 (Hodgkin's lymphoma) ~ JE2E & & KR E R - BAIALIRE
i~ RTMEE (low grade)/Jg i AR E 7 2 LR E /& (NHL) ~ /NHREEK T
(SL) NHL ~ @M EEEERINHL ~ R EEMEHEMENHL - 58t E e
BRI NHL ~ & 30 Ak 2 R JH A NHL ~ & 58 M B /N B e 3 0 4l g

NHL - fEBEIEHEENHL (bulky disease NHL) ~ E4HIAEMER - AIDSHE]

55 11 H (G HEE BB E)

(C226262PBX20240730C docx

109100336 FEHESE A0202 1133193128-0
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MER -~ FREREQM(Waldenstrom's macroglobulinemia) ~ &
EBM:E MFE(CLL) ~ SR E 40 8 mMiwE (ALL) ~ B4 S miH & 18
M5 g BRI AR B M -
[E5°KTE56]

WERKIASA4ESS 2R - Hip iz s
R ERERSN G R OF -

)
T

_Pl‘

El

sy

fn HE — 25 L & BRAN B R A B A

[E5°KTE57]
EFCKIAS6.Z iR - H sz B N aBREH R R Al -
[E5°KTE58]

WMERKIAST Z g - Kz B R A 52 aHE - i ey H
B~ i ET4R L CAR-THEAE R IARIRE °

s KIES9]
EACKIAS8 Z iR - H ez i AV BB Kias sl & -
[E5°K7H60]

WEFKIES6 Z F iR - H sz #5Na B B lH| PD-1 & /5(PD-L1 5]l
#|VISTA ~ gpNMB ~ B7H3 » B7H4  HHLA2 + CTLA4{TIGIT Z fi#%& 4=
PR -

[(57°k7H61]
J0EF K IHS4855 Z F R
[57°k7H62]

— M INCD4+ K2 /5(CD8+ THHREEIERT AR /N J77% » KBS ETHHAE

PLANER SR IH 1 £ 38 HE—IH Z B K BAIEE RIA39 245 P E—TH Z R & V) HE

\lﬂi
_E_.
J
o

Ja A — 20 B B U bR R/ B

5 12 H(GEHTHEE BB E)

(C226262PBX20240730C docx

109100336 FEHESE A0202 1133193128-0



1874345 109100336 HaA~1134£7 5 30H

fifg -
[E5°KTH63]

—FH I IINKUHAEIE ERYAS /0 504 » HAELFE(ENKAIAE B A15E K TH 1 £
38UE—TH Z ZREANEE KA BASFE—IH L E SV 7l -

55 13 H(GEHTHEE BB E)

(C226262PBX20240730C docx

109100336 FEHESE A0202 1133193128-0



1874345

20

i

[ 558

«—1IL-2 (NIii)

«— 8 FFc

[[E1A]

<«— HHEHFe

<«— IL-2 (C)

[[E1B]

C226262DA pdf

109100336 FH LR A0202



1874345

€226262DA pdf
109100336

sﬁ sdAb VHHE B #1

f/
</ <« sdAb VHHEF B #1

« IL-2 (CI)

[[E1C]

\>4— sdAb VHHEF B4 #1

<«— sdAb VHHEFEM: #2

L2 (Ci)

[[E1D]

O& sdAb VHH

«— IL-2(Ci%)

[[E1E]

5 2H » 3 29H GEHEIZD)

FH LR A0202



1874345

<« Fab

Fc

«— IL-2 (CIt)

[fE1F]

<« FBEHFc

« IL-2 (CI#)

[[E1G]

55 3H » 3t 29H GEHEZD)

C226262DA pdf
109100336 FH LR A0202



1874345

<+— scFv

<«—FH1FFc

«— IL-2 (Ci)

[[E1H]

B 4H - 3 29H @ ET)
€226262DA pdf
109100336 FH YR A0202 1093176477-0



1874345

EACD25 ~ CD122 ~ CD1322745&

600000~
o IL-2WT
400000~ 5 PE5E
L -+ F42K
200000- -©- P65R
10° 102 107 10° 10' 102 10°
[IL2] (nM)
[[E2A])
IL2-F42K4E S
500000-
e
400000- /\"v \ -9 CD25/CD122/CD132
// \s -8 CD122/CD132
300000- \
. : o CD25/CD122
200000~ - CD25/CD132
UT 293F
100000-
0-
10° 102 101" 10° 10" 102 10°
[IL2] (nM)
[[E2B]

5 SH » 3t 29H (R HIE)

C226262DA pdf
109100336 FH LR A0202



1874345

IL2-P65R&EE

500000=
400000+ -¥-- CD25/CD122/CD132
8- CD122/CD132
300000+
TS -@- CD25/CD122
=
200000+ -0 CD25/CD132
100000 -©- UT 293F
0=
10'3 103
[IL2] (nM)
[[E2C]

= 60H » 3t 29H (& ET)
109100336 FH YR A0202 1093176477-0

C226262DA pdf



1874345

EACD25 ~ CD12245 &

1%10%=
-~ |L2-WT
(o}
800000~ -3- |L2-F42K-E15S
600000 -&- |L2-F42K
= 400000 —e— IL2-F42K-M23A
-@ IL2-F42K-E95Q
200000+ - |L2-F42K-H16A
0= -~ |L2-F42K-D84S
10-3
[Ab] (nM)
[[E3A]

18nM | ZIL28 BASEICD25 ~ CDI122 745 &

800000+

600000+

L 1

= 400000

200000=
0 = - OO
@ 05 o7 2T P
VF AT LIS
O G T
o¥ S S S
" NARVARNVERS

[[E3B])

C226262DA pdf

109100336 FH LR A0202



1874345

BACDI122 ~ CD1327 454

500000~
400000~
IL2-WT
— 300000+ IL2-P65R
=
60000 IL2-P65R-H16A
- |L2-P65R-D84S
100000~ IL2-P65R-H16A-D84S
" el "
10°% 102 10" 10° 10' 102 103
[IL2] (nM)
[[E4A]
EACD25 ~ CDI122 ~ CDI1327 454
500000~
400000~
-~ [L2-WT
__ 300000~ -e- |L2-P65R
L
= i} i
SRl -8 IL2-P65R-H16A
-A-- |L2-P65R-D84S
100000+ B -8~ |L2-P65R-H16A-D84S
0-
10° 102 10' 10° 10' 102 103
[IL2] (nM)
[[E4B]

5 8H » 3t 29E ERYHEED

C226262DA pdf
109100336 FH LR A0202



1874345

[as= ]

() [z-l
s0L 0L z0L 0L o0b 0L 20 ¢OL

m o0 0 0 0 0 00 =0
. =000
BifEEE] o
SVI-C-TI¥10 & | hie
IM T-TI¥1D =
=000€
=000%

S EHIEL vADT )V E AT I

145} th-Ly9dV

[vSIE ]

(u) [z-711

s0b 0L Z0L 0L o0L ,-0b zOL 0L

B EE o
SVI-Z-TIED &
IM -1 =

=0

=0001

=000¢

~=000€

=000¥

EES7RIIRL vAD B £ RI -1

A5} th-L$94V

120)

=]

» 3% 29 H (B Al

FI9H

C226262DA pdf

109100336

FH LR A0202



1874345

€226262DA pdf
109100336

F1{EFI APC (1 AJHFc)

F1{EFI APC (}/i \J&Fc)

EidTreg 2 456
60000+
40000+
20000+
04------ -8 --oo-
-2000 01T rm—T T T T T T T T T T

§°\ @N ™ NS ,\@Q
[IL2] (nM)
[fEo6A]
B R E Treg 2 455
500000+
400000+
300000+
200000-
100000+
0f------ o-5-88-8-8--
-100000-f=rrrmsy—rrrmsr—T Ty T T T T
e.@\ S N % '9@
[IL2] (nM)
[[Eo6B]

2 10H 0 3% 29H EFHHEE)
FELGESE A0202

-~ IL2-WT
8- IL2-RAS

-~ IL2-WT
8- IL2-RAS



1874345

EiTrespZ 455
3000~
")
=
%R 2000+
2
j’é
O 1000~ - |L2-WT
:C a- [L2-RAS
[Gh
1 0+
H
-1000-
N
Q
oD
[IL2] (nM)
[[E6C]

3 11H » 3 295 (&4 E)
109100336 FH YR A0202 1093176477-0

C226262DA pdf



1874345

fie[=
Svy-Zl

(41T E-ATTI
Al

fie[=
Svd-Z1l

[ Ee-ATTL
M2l

bt ¢

¢ ¢

¢ #

[aL=]

() [zl
¢0L 201 0L 00l

,-0L

+ 1,AD : B4aqBREEL ++AD

[d.=]

(Wu) [z

+ 1,.aD : B4erBEHZL +8AD

=001

%+1LAD L EHHEL++AD

%+1LAD ZEHHZL+8AD

fige[=]
Svd-Z1l

[V ATTI
M2l

fie (2]
Svd-Zl

[V Es-ATT
Al

t ¢

¢ #

¢

¢

¢ %

[DLE]

(u) [zl
201 0L 0L

B4 BRI L $AD

[v.E]

(W) [z
201 0L 0L

Bt @qBEHHL 8AD

1-0L

@
=)
N
—
@20
=
&
=
ImRK
i
S~

-0¢C

-0l

=08

HHHZL 8D

% Bl i

17)

=]

12H - 3£ 29H (&&HAl

%

C226262DA pdf

109100336

FH LR A0202



1874345

[dL=]]

(W) [z

0L z0L 0L 0L 0L z0L 0L 4,0l

fele] e
Svd-Zll &
M2l -

Q) 2BEHIEL SADZ T

-0

-0002

-000Y

~0009

14N 3d-s1visd

fi[E e
Svd-¢l1l -&-
1IM-¢1l o

<0}

Z01

(a.E]

(Wu) [z

0L o0k 0L zOL ¢Ob 401

QEBEHIEL A Z T

-0

-000¢

-000Y

~0009

14N 3d-s1visd

17)

=]

B 13H - 3% 29H EHA)

C226262DA pdf

109100336

FH LR A0202



1874345

FTRZ Treghhg
80~-
60-=
ﬁ
40~
20+
0- 'Yy = Y N Y. SN'YYTTYTTYTSY - ™
IL2-WT IL2-RAS
[[E8A]
FTRZ TreghdsE
150000~
= 100000+
s
o]
N
[m)]
O 50000
y P\ 8

)
IL2-RAS

[[E8B]

5148 3 295 EHHE)
€226262DA pdf

109100336 FH LR A0202

Bl 2nMIL2
] 6nMIL2
25 nM IL2

Bl 2nMIL2
[ 6nMIL2
25 nM IL2



1874345

€226262DA pdf
109100336

CD8IE5E%

CD4HE5E %

CDS8usE

10 10-° 10 103 102 10! 10° 10" 102 10°

[Ab] (nM)
[[E9A]
CD4u5E

10 10-° 104 103 102 101 10° 10" 102 103

FHAE A0202

[Ab] (nM)

[[E9B]

o BIL-2-RASELEZIRIL

BREEJURIY)

8- JRIERER

o HPIL-2-RASRE&ZIRIL
BRE G

. JRUEES



1874345

R

FEECRE

€226262DA pdf
109100336

CD845E &
50000
40000+
30000
20000
10000-
0- /- . _‘- ‘AL
108 102 10" 10 10
[Ab] (nM)
[[E9C]
CD44E &
12000-
9000
6000-
3000-
0—
10 102 10"  10° 10
[Ab] (nM)
[[E9D]

5165 + Ft 29H (B B
FH 5 A0202

102

102

o IL-2-RASFE & ZJR1L
BREHURLY

g RILEREDT

& JFIEHIL-2-RAS

EAIL-2-RASEIE 2 JRIL
BREHURY

B JRIEREDL

~ JEHEAIIL-2-RAS



1874345

CD8+H5%H * 0.4 nMHIER AR i

80—
® 60
iy
40-
0
A
o 204
gl ﬁ
oo ?:?
o /3} &%@,
& T
ooxz\>
<G
‘g\és/ AU=123
ALK HET
[[E10A]

CD8-+145E © 0.4 nMHIERAE S,

CD4-+8%4 © 0.4 nMHE RS S,

50—
- 40
=
30
Er 20+
O
10—
0- ﬁ T
& 7
‘9
7& x\/
%;gg\ £ <\ ﬁ\
X »A
eai
&
L ALK [HER
[[E10B]

CD4+H8%E © 0.4 nMHIEVEE S,

50-
40-
X
S 30-
X 207
O
10-
oL Il e e [
& B
S AP L Ly
\\)q/ 7&’& \\,()’ \\)q/
>>7\ )’Aoo%\;f
<F
&
FRIIERE S TEIHER
[[E10D]

80—
X 60+
i
SHm
% 40
A
Q
20—
0- m i T
S xS -
Tl e L
B o
v
€ %(\Q VX%A
00536\’
il
Q@
FRIZER BB THH B
[[E10C]
109 10336;6?1%&& FHGSE A0202



1874345

€226262DA pdf
109100336

TrespIE5E(%CTV-)

Treg Il
100

1
104 103 102 1071 10°
e (nM)

5 JEUEEIL2-WT
o JRIEKESUEMIL2RAS

- JFHEIL2RAS

[fE11]

2 18H » 3t 29H (EUHEED
FHGSE A0202

1093176477-0



1874345

IL2#ACD8 TAlAE 2 #EgkiE (b

50-
40+ A
+ A
2 30— - RORMIEIEIL-2-WT
<
%
2 20+ B KEMIEMEEIL-2-RAS
X
10—
0_
104 103 102 107 10° 10" 102 103 104
JEfE (nM)
[[E12A]
IL23%fCD4 T4fRE >~ B sk (b
30—
& 20+ B
= -0 IEMAIEFEHIL-2-WT
=
w TN
£ 10- B SOMIFTAEIL-2-RAS
0_
104 10 102 10" 10° 10" 102 103 104
JETE (nM)
[[E12B]

%195 » 3£ 29E (FHHEE)
C226262DA pdf
109100336 FH LR A0202



1874345

NKHE5H
100~
80" —o— NPp46#[=IL2-RAS
o
5 60- = JEFEEIL2-WT
N
H 40 -o- JHHLEIL2-RAS
SHm
=&- NKp46 scFv-Fc
20+
o-
10-° 104 102 102 101 10° 10" 102 103
JEfE (nM)
[[E13A]
CD8455%
100 -
80~ NPp46#E[HIL2-RAS
x 601 JEHEAIL2-WT
o
A0 JEROEIL2-RAS

NKp46 scFv-Fc

20+
0.
10° 10% 103 102 101 10° 10! 102 103
g [nM]
[[E13B]

C226262DA pdf

109100336 FH LR A0202



1874345

CD4ME5E%
100+
80- —e— NPp46#L[AIL2-RAS
o 601 -= FEEEIL2-WT
m
40+ -©- JEfCHIL2-RAS
=&- NKp46 scFv-Fc
20+
0- -
10° 104 102 102 10" 10° 10' 102 103
DifE[nM]
[[E13C]
NKJE LBz (ESTATS)
25-

NPp464EHIL2-RAS

FREC[AIIL2-WT
FEECAIIL2-RAS

NKp46 scFv-Fc

105 104 102 102 10" 10° 10" 102 10°
JEfE (nM)

[[E13D]

C226262DA pdf

109100336 FH LR A0202



1874345

CD8 TAHAEE(E (W iz {ESTATS)

60~
© —o— NPp46#[HIL2-RAS
H 40+
R - FEEUEIL2-WT
w
E -@- JEHEEIL2-RAS
2 20+
—&- NKp46 scFv-Fc
0- — -
10° 104 102 102 10" 10° 10' 102 10°
Pg[nM]
[[E13E]
CD4 TAHA S Lk fZ{LSTATS)
60~
NPp46#E[EIL2-RAS
= 40+
?TS JEREEIL2-WT
Iy
> JEHEIHTL2-RAS
=~
vrn 20+
& NKp46 scFv-Fc
0.
10°° 104 103 102 10' 10° 10" 102 10°
Prg[nM]
[[&E13F]

% 228 » £ 9HEYER)

C226262DA pdf

109100336 FH LR A0202



1874345

NKA4fREsE &
40000~
30000 K'A‘ g -8~ NKP46#0[HIL2-RAS
il ) J
& & = JEEHEIL2-WT
Gl /
%f{ 20000+ P -O- JEEEEIL2-RAS
i /K ] - NKP46 scFv-Fc
Br 10000+ i O)
0'-I'l'l-'l'l'l-'l'l'l-'l'l'l-'l'l'l-'l'l'l-'l'l'l-'l'l'l-
105 104 103 102 10" 10° 10! 102 103
JEfE (nM)
[[E13G]
CD8 T4llfss &
40000~
30000+ -8~ NKP46#[HIL2-RAS
%( = FEEHIL2-WT
wH
EIE 20000~ -O- JEHIHIL2-RAS
i &+ NKP46 scFv-Fc
B 10000~
0'-I'I'I-I'I'I-I'I'I-I'I'I-I'I'I-I'I'I-I'I'I-I'I'I-
105 104 102 102 10' 10° 10' 102 103
JEfE (nM)
[[E13H]
=235 0 4t 295 (EHA EE0)
C226262DA pdf

109100336 FH LR A0202



1874345

CD4 T4liffusE &
40000~
30000- -0~ NKP46HI[HIL2-RAS
%( B JEEEEIL2-WT
mwH
jﬁ 20000+ -O- JEHEIL2-RAS
i ~&- NKP46 scFv-Fc
- 10000-
105 104 103 102 10" 10° 10" 102 103
JRfE(nM)
[ 131]
=245 0 4t 295 (EEHA EE0)
C226262DA pdf
109100336 FHGEY A0202

1093176477-0



1874345

CDS8 T4HAEHEIE
60
-m JEHU[EsAD IL2-WT
50 I E——
)5 ¥R Lag3#masdAb IL2-RAS
T 404
E -o- Lag3#l[a]sdAb-Fc
QO -
= i _» Lag3#[5IMAD IL2-RAS
4 20+
-a- Lag3#l[EMAb
109- =@l o JEED[HsdAD IL2-RAS
0 1 1 1 1 1 1 1
105 104 103 102 10" 10° 10" 102
RS (nM)
[[E14A]
CD4 T4HAEREIE
60
5 - JE#TEsdAD IL2-WT
7 m W TR o Lag3#f[sdAb IL2-RAS
40— 4
3 -©- Lag3#msdAb-Fc
N
| _, Lag3#[5IMADb IL2-RAS
_a. Lag3#EEMAD
g FE#LasdAb IL2-RAS
0 1 1 1 1 1 1 1
105 104 103 102 107 10° 10" 102
RfE (nM)
[[E14B]

5 05H » 3k 29E (F T EE)
C226262DA pdf
109100336 FH LR A0202



1874345

CD8 T4HAE&E(L © CD25

20000~
-m- JEHEEsdAD IL2-WT
~ 15000~ _e Lag3#f[asdAb IL2-RAS
> o
S -©- Lag3#[m]sdAb-Fc
= 10000-
i . Lag3#E[MAb IL2-RAS
H
5000+ -a- Lag3#fi[FIMADb
g JF#E[AIsdADb IL2-RAS
0 1 1 1 1 1 1 1
105 104 102 102 10' 10° 10' 102
RS (nM)
[[&E14C]
CD4 T4fiff7)E{E @ CD25
40000~
-m JEEEE]sdAb IL2-WT
=, 30000- i - Lag3#[l[m]sdAb IL2-RAS
Q I
o -©- Lag3#[msdAb-Fc
im 20000+ ,-
0 —+— Lag3#{[5MADb IL2-RAS
10000+ ',/' -a- Lag3#M[EMAb
@
4  -B JE#EsdAb IL2-RAS
0 1 1 1 1 1 1 1
105 104 102 102 10' 10° 10' 102
TS (nM)
[[E14D]

C226262DA pdf

109100336 FH LR A0202



1874345

CD8 T4HHE(L © CD71

20000~
-m- JEH0EsdAD IL2-WT
150007 g o Lagd#fjsdAb IL2-RAS
2 -0~ Lag3#l[asdAb-Fc
fm 10000~
e —— Lag3#E[EMAD IL2-RAS
5000 -&- Lag3#l[5]MAb
8- JE#EasdAb IL2-RAS
0 1 1 1 1 1 1 1
105 104 102 102 10" 10° 10' 102
JEfE (nM)
[[E14E]
CD4 T4fiffE1/E : CD71
8000
-m JEENEsdAD IL2-WT
+,--—l---|
6000 —o— Lag3#E[asdAb IL2-RAS
&) /
||
% -0 Lag3#l[a/sdAb-Fc
m  4000-
roy / —— Lag3#aMAD IL2-RAS
2000 -a- Lag3#fl[FMAb
--® -8 JE#[asdAb IL2-RAS
C 1 1 1 1 1 1 1
10 104 102 102 10" 10° 10' 102
JEfE (nM)
[[E 14F]
B 27H » 3t 295 EEHEE)
C226262DA pdf
109100336 FHGEY A0202



1874345

/g AF647

1{g AF647

BE(RCDS THHf > 454

45000~

35000

25000~

15000

5000

105

1 1 1 1 1 1 1
104 10 102 10' 10° 10' 102

HRE (M)

[[E14G]

BISE(RCD4 THIfE > 454

25000+

20000

15000~

10000~

5000

0

105

C226262DA pdf

109100336

1 1 1 1 1 1 1
104 102 102 10" 10° 101" 102

FRE(mM)

FH LR A0202

[[E14H]

= 28H ¢ 3t 29H (EUHEED

-&- JEHDEsdAb IL2-WT

-a- Lag3#I[5MAb

—+ Lag3# [ MAD IL2-RAS
-6~ Lag3#[asdAb-Fc

-o- [Lag3#l[msdAb-Fc IL2-RAS
8- JE#LasdAb IL2-RAS

_m JEBE[EsdAD IL2-WT

-a- Lag3#[mMADb

—+ Lag3#[EMAb IL2-RAS
-0~ Lag3#l[ajsdAb-Fc

—o- Lag3#[5]sdAb-Fc IL2-RAS
8- JE#IEsdAb IL2-RAS



1874345

HEK-Blue IL-2#} 14547

-o- [L.2-RAS (FE#E[A)
=- IL2-RAS-M23A (FE#E[A)

-4 IL2-RAS-E95Q (FE#E[H])
- [L2-RAS-M23A-E95Q (FE#H[A])

N N N LN Q N\ )

PR (nM)

[[E15]

=B 29H -+ 3 29H (54 EE)
€226262DA pdf
109100336 FH YR A0202 1093176477-0



	Page 1 - First Page
	Page 2 - First Page
	Page 3 - First Page
	Page 4 - First Page
	Page 5 - First Page
	Page 6 - Abstract
	Page 7 - Description
	Page 8 - Description
	Page 9 - Description
	Page 10 - Description
	Page 11 - Description
	Page 12 - Description
	Page 13 - Description
	Page 14 - Description
	Page 15 - Description
	Page 16 - Description
	Page 17 - Description
	Page 18 - Description
	Page 19 - Description
	Page 20 - Description
	Page 21 - Description
	Page 22 - Description
	Page 23 - Description
	Page 24 - Description
	Page 25 - Description
	Page 26 - Description
	Page 27 - Description
	Page 28 - Description
	Page 29 - Description
	Page 30 - Description
	Page 31 - Description
	Page 32 - Description
	Page 33 - Description
	Page 34 - Description
	Page 35 - Description
	Page 36 - Description
	Page 37 - Description
	Page 38 - Description
	Page 39 - Description
	Page 40 - Description
	Page 41 - Description
	Page 42 - Description
	Page 43 - Description
	Page 44 - Description
	Page 45 - Description
	Page 46 - Description
	Page 47 - Description
	Page 48 - Description
	Page 49 - Description
	Page 50 - Description
	Page 51 - Description
	Page 52 - Description
	Page 53 - Description
	Page 54 - Description
	Page 55 - Description
	Page 56 - Description
	Page 57 - Description
	Page 58 - Description
	Page 59 - Description
	Page 60 - Description
	Page 61 - Description
	Page 62 - Description
	Page 63 - Description
	Page 64 - Description
	Page 65 - Description
	Page 66 - Description
	Page 67 - Description
	Page 68 - Description
	Page 69 - Description
	Page 70 - Description
	Page 71 - Description
	Page 72 - Description
	Page 73 - Description
	Page 74 - Description
	Page 75 - Description
	Page 76 - Description
	Page 77 - Description
	Page 78 - Description
	Page 79 - Description
	Page 80 - Description
	Page 81 - Description
	Page 82 - Description
	Page 83 - Description
	Page 84 - Description
	Page 85 - Description
	Page 86 - Description
	Page 87 - Description
	Page 88 - Description
	Page 89 - Description
	Page 90 - Description
	Page 91 - Description
	Page 92 - Description
	Page 93 - Description
	Page 94 - Description
	Page 95 - Description
	Page 96 - Description
	Page 97 - Description
	Page 98 - Description
	Page 99 - Description
	Page 100 - Description
	Page 101 - Description
	Page 102 - Description
	Page 103 - Description
	Page 104 - Description
	Page 105 - Description
	Page 106 - Description
	Page 107 - Description
	Page 108 - Description
	Page 109 - Description
	Page 110 - Description
	Page 111 - Description
	Page 112 - Description
	Page 113 - Description
	Page 114 - Description
	Page 115 - Description
	Page 116 - Description
	Page 117 - Description
	Page 118 - Description
	Page 119 - Description
	Page 120 - Description
	Page 121 - Description
	Page 122 - Description
	Page 123 - Description
	Page 124 - Description
	Page 125 - Description
	Page 126 - Description
	Page 127 - Description
	Page 128 - Description
	Page 129 - Description
	Page 130 - Description
	Page 131 - Description
	Page 132 - Description
	Page 133 - Description
	Page 134 - Description
	Page 135 - Description
	Page 136 - Description
	Page 137 - Description
	Page 138 - Description
	Page 139 - Description
	Page 140 - Description
	Page 141 - Description
	Page 142 - Description
	Page 143 - Description
	Page 144 - Description
	Page 145 - Description
	Page 146 - Description
	Page 147 - Description
	Page 148 - Description
	Page 149 - Description
	Page 150 - Description
	Page 151 - Description
	Page 152 - Description
	Page 153 - Description
	Page 154 - Description
	Page 155 - Description
	Page 156 - Description
	Page 157 - Description
	Page 158 - Description
	Page 159 - Description
	Page 160 - Description
	Page 161 - Description
	Page 162 - Description
	Page 163 - Description
	Page 164 - Description
	Page 165 - Description
	Page 166 - Description
	Page 167 - Description
	Page 168 - Description
	Page 169 - Description
	Page 170 - Description
	Page 171 - Description
	Page 172 - Description
	Page 173 - Description
	Page 174 - Description
	Page 175 - Description
	Page 176 - Description
	Page 177 - Description
	Page 178 - Description
	Page 179 - Description
	Page 180 - Description
	Page 181 - Description
	Page 182 - Description
	Page 183 - Description
	Page 184 - Description
	Page 185 - Description
	Page 186 - Description
	Page 187 - Description
	Page 188 - Description
	Page 189 - Description
	Page 190 - Description
	Page 191 - Description
	Page 192 - Description
	Page 193 - Description
	Page 194 - Description
	Page 195 - Description
	Page 196 - Description
	Page 197 - Description
	Page 198 - Description
	Page 199 - Description
	Page 200 - Description
	Page 201 - Description
	Page 202 - Description
	Page 203 - Description
	Page 204 - Description
	Page 205 - Description
	Page 206 - Description
	Page 207 - Description
	Page 208 - Description
	Page 209 - Description
	Page 210 - Description
	Page 211 - Description
	Page 212 - Description
	Page 213 - Description
	Page 214 - Description
	Page 215 - Description
	Page 216 - Description
	Page 217 - Description
	Page 218 - Description
	Page 219 - Description
	Page 220 - Description
	Page 221 - Description
	Page 222 - Description
	Page 223 - Description
	Page 224 - Description
	Page 225 - Description
	Page 226 - Description
	Page 227 - Description
	Page 228 - Description
	Page 229 - Description
	Page 230 - Description
	Page 231 - Description
	Page 232 - Description
	Page 233 - Description
	Page 234 - Description
	Page 235 - Description
	Page 236 - Description
	Page 237 - Description
	Page 238 - Description
	Page 239 - Description
	Page 240 - Description
	Page 241 - Description
	Page 242 - Description
	Page 243 - Description
	Page 244 - Description
	Page 245 - Description
	Page 246 - Description
	Page 247 - Description
	Page 248 - Description
	Page 249 - Description
	Page 250 - Description
	Page 251 - Description
	Page 252 - Description
	Page 253 - Claims
	Page 254 - Claims
	Page 255 - Claims
	Page 256 - Claims
	Page 257 - Claims
	Page 258 - Claims
	Page 259 - Claims
	Page 260 - Claims
	Page 261 - Claims
	Page 262 - Claims
	Page 263 - Claims
	Page 264 - Claims
	Page 265 - Claims
	Page 266 - Drawings
	Page 267 - Drawings
	Page 268 - Drawings
	Page 269 - Drawings
	Page 270 - Drawings
	Page 271 - Drawings
	Page 272 - Drawings
	Page 273 - Drawings
	Page 274 - Drawings
	Page 275 - Drawings
	Page 276 - Drawings
	Page 277 - Drawings
	Page 278 - Drawings
	Page 279 - Drawings
	Page 280 - Drawings
	Page 281 - Drawings
	Page 282 - Drawings
	Page 283 - Drawings
	Page 284 - Drawings
	Page 285 - Drawings
	Page 286 - Drawings
	Page 287 - Drawings
	Page 288 - Drawings
	Page 289 - Drawings
	Page 290 - Drawings
	Page 291 - Drawings
	Page 292 - Drawings
	Page 293 - Drawings
	Page 294 - Drawings

