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There is provided an anticancer agent including, as active ingredients, a fusion protein containing an
IL-2 protein and a CD80 protein, and a natural killer cell. The fusion protein containing an CD80 fragment,
an Fc domain of an immunoglobulin, and an IL-2 variant in an embodiment can activate immune cells such
as natural killer cells. In addition, when administered in combination with natural killer cells, the fusion
protein can inhibit effectively cancer, and a pharmaceutical composition containing the fusion protein can
activate immune activity in vivo. Therefore, the pharmaceutical composition can be effectively applied to

the treatment of cancer and has high industrial applicability.
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PHARMACEUTICAL COMPOSITION FOR TREATING CANCER

COMPRISING FUSION PROTEIN COMPRISING IL-2 PROTEIN AND CDS80
PROTEIN AND NATURAL KILLER CELL
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There is provided an anticancer agent including, as active ingredients, a fusion
protein containing an IL-2 protein and a CD80 protein, and a natural killer cell. The
fusion protein containing an CD80 fragment, an Fc domain of an immunoglobulin,
and an IL-2 variant in an embodiment can activate immune cells such as natural
killer cells. In addition, when administered in combination with natural killer cells,
the fusion protein can inhibit effectively cancer, and a pharmaceutical composition
containing the fusion protein can activate immune activity in vivo. Therefore, the
pharmaceutical composition can be effectively applied to the treatment of cancer
and has high industrial applicability.
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PHARMACEUTICAL COMPOSITION FOR TREATING CANCER
COMPRISING FUSION PROTEIN COMPRISING IL-2 PROTEIN AND
CD80 PROTEIN AND NATURAL KILLER CELL
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YIPEEGRTT © 1) ~ CD8OF ER(FRAIHESERSR | 2) ~ R 4E S Igs sl (FR
ot D KFEME(FIIHEE: DM ED @ LEEEA
pcDNA3_4#HS T < tho1 Kz E A E A CHOMA(EXPTI-CHO™) F » FIDIFRIR B
FEAIPESRARST - 0ZRIEEH - AR - f£37°C ~ 125RPM K8% CO» 2 BRIT
FIETTEFETR » ARWEMS R EED 55 - FdtrvRaEe &

% B hCD80-Fe” -
[0118] fEH]&MabSelect SuRefE H Afiiffis < J@tmABEIT4(E - ZRL & EH

(ﬁ

F202H > HISHEHERIE)
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1£25 mM Tris » 25 mM NaCl fzpH 7.4, 7 {64 T @& #ist & o 1% > F§100 mM NaCl
F2100 mMESRZApH 3 N HEFTER o {E#F20%HYIM Tris-HC1 » pH 9 A Y EEE
% WEZR S E N < RUUEEATRL S H Y PBSERENR AT 16{F/ NS T T35 -

[0119] % » {# B TSKgel G3000SWXL/ +:(TOSOH Bioscience)” %
B AT S AT A I E AT K R 280nm NREHRS FEHERS UGS - DUER S RENRL S &
B o BEHF - B2 B AR & E 0 BT E IR R)EGEEF(NR) R {4 T HYSDS-
PAGEZHE H A5 S ETEE 4L 0 » e HAUEE(E6) - 455 » Ml aE P
FEe o H o (ERNEER TRt A eSS R BT

BUEETEI4 » mCD80-Fe-IL-288 ELEE (2M): mGI101 8%

[0120] #RAZELFg=ERPIIFRMEFERY L - BUEEH/NEAKFHCDS0 ZIL-2 2
/NEZIGI-101 - BEGHY - By T EAEH/NRCDS0 ~ Feddifigin S IL-255 52AC ~ B &
ZE [ » 7% ThermoFisher Scientific Inc..” Invitrogen GeneArt Gene SynthesisfIE &
AL HEE - 22 R AR YR HERERTT © 14) » HIENGG R 4R
e A SRR IHERGRTR © 1) ~ mCD8O(FRY B4R ¢ 13) ~ HREF4h&nYlg
PO (FP A Y ERTT ¢ 3) ~ FelhIE(FR SRSt © 4) « ERE (PR IRt
5) e BA {Hk BB (R38A » FA2A)HUL ZIL-2 B A M) (PP HEERTT © 6).2
FEED o %S REHE A pcDNA3_AEREEH o HE4) » i EtaeE A\ CHOANNY
(EXPI-CHO™) » FDAFRIR B FF MR aRTT - 47 2B aE N - B AZERER
BCHOAMAERY37C ~ 125 RPMK28% CO,. 2 BRI M IFETK « AR EZIEEY)
e H e bmaEr o K {bavR&E a4 5" mGI101" -

IL. NK4fe 2 S Eai g
BlEEH1 - HBMREZLREEBMC)ZIECD3(-) CD56(+) B M F-4iH
Z R

[0121] A& 7 {5 CD3C) 4l fE - £ A ADAM-MC2 H #)j ] i 51 % 5

5R23H > HISH(BHIERIE)
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(NanoEnTek > [ HCosmo Genetech Co., Ltd.)J|&=PBMCs (&i& )& B4
Zen-Bio. Inc, NC 27709, USA, Cat#: SER-PBMC-200-F) ~ ;& - & PBMCst%%2l]#T
HYEE T - A& AE300xg - JREAC TEELS 788 © AEPBSHIIA0.5% (v/v)HYA-I
EHEEHE(BSA) K2 mMAJEDTARLFEMACS4E &K (pHT.2) - B SERE » LIS
1x1074[AE80 1 1.2 MACs4E f#17% K220 1 1.2 CD3REEE (Miltenyi biotech, 130-050-101)
FE IR AR DR E HLRE Y - ZRMRAT4 CORE T RIELS 7785 - I A 10mLEYMACsE
R TS AE300xg - JRE4C T EE L 105788 - AR AN B B R 1R
0.5mL > MACs4E#R S -

[0122]) & 2mLAYMACSs 4% {7 /)% 77 7 LD £+ (Miltenyi Biotec, Bergisch
Gladbach, Germany, Cat#: 130-042-901) » . {#PE QIR o AABIEEEELD
B CD3(4HAE  HFF - [F2mLAIMACSEBNRB =X » HEECD3(-)4HAE -
UG B 7 o3 3 oy BRAR B AL LD E AL 1 Z A - {58 R AR ST B es st BT B S Y
CD3(-4lfE > ARKHERRIET > ££300xg > JRE4C FERLS T8 - 218 > 1
b EIEIR > Z&EIXI0"HIMIA T80 1 1. Z MACs &% {#17R K2 20 1« 1.2 CDS6/ER
(Miltenyi biotech, Cat#: 130-050-401) » #EZARE4C TR IE15574% - i A 10mL
HIMACS& BIREI T/ L » 1£300xg - JRE4C T EE 10788 » &Rl
EHRFN0.5mLIYMACSEE ENRH -

[0123]) {5 3mLAJMACs4%g {18 5t 7t # LS & #+ (Miltenyi Biotec, Bergisch
Gladbach, Germany, Cat#: 130-042-901) s B 4R RE 1 o BEHY » {F2mLAYMACS
ii:a » AL RT3t o B REAE LS E i R Z AR o ARFLSE LB T I 28 05 B
% > IIASMLEYMACSSEENR - FSZENEE LUERCD3(-)CD56(+) B Z# T-4HIAT -
PRTRAERRHYCD3(-)CDS6(+) B AR TR E HORTE > #£300xg @ JmE4C Tk
L5788 - Bl LERE - AR NI E AT - REAYIETEES I ERT
AAEAVEE -

24H > HISHEHIERITE)
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BUEEH2 - CD3-CDS6+H Rk Tl IR EES
[0124) %8 4 1 NK4HHE B/ 5 5E & 40 (Cati: 130-112-968)(Miltenyi
Biotec, Bergisch Gladbach, Germany)d1 22 100 1 1#JCD335 (NKp46)-4E #)2 K2 100 11
ICD2- A ZEEF1.SmLAE FADES « H1AS00 1 IHYHTAEY) ZEMACSiBead iz
FUDEE © Z1%&  fIA300 L IWMACSEENR - K EFAMETREESTE2CE8CT
JRE2/NE o
[0125] 1% > B Ix10°4HAES 1 IHINKIE(LERIERS 23078 & - il A 1mLAY
PBSilli1:300xg THE0:5 7788 « Bk FIFR % @ fRIES ¢ VIONKARAT - A RIIA
5% A ABIILE (Cat#:H4522)(Sigma, St. Louis, Missouri, US).” RPMI164055 8 £
{(EBRY - B R 2 (LB E B T o EEHYCD3-CDS6+H 2R3 F4RAE T -
[0126] #%& - #CD3-CD56+ 8 AR F4HAfE 24 LB T - 2 A
A EF55% A\ ABII % (Cat#:H4522) (Sigma, St. Louis, Missouri, US) K rhIL-2 (500
TU/mL)” RPMIN164052 8 KL » BEEA137°C ~ 5% COZ G T 1% - 1% » 2R
HIEAIEEE - & S EPE A ISHIS0% LA F(FEE)EF » (REF12FLER - 6FLAR R 25TH:
B IBFFERREE - REEF2IRWE AT A EVAAE -
SFEEH3 - /NERFE AR FHREZIERE RN E
SIEEEHI3.1 - /N AR B R BRI
[0127]) BIES/ NEAHRE TR - St B g - B
At 1E6FH KU Balb/c (ORIENT BIO Inc.)FHUHBREIIE & » 35 A REHYEFRAR
WIERHILIAL /N SRR R B - RFE IR B B R 70% LR » #2454 SmL PBS
Z50mLE H - 7RIS 2 45 SmL PBS 2 SOmLERE H » AR EEFE(L/KE -
FI70 1 mHRELIE A 5 (3 70 R Ha R B B < B SmL FACS & R HYS0mLE
FACSGEENRA Z SRR A T 17 -
[=1]

25K > HISH(BHIERITE)
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&HRK

=) A e RIBRE
FBS Hyclone 15 mL 3%
EDTA Welgene 10 mL 10 mM
HEPES Welgene 10 mL 20 mM
FACS %5 EHZB Merk 300 mL 10 g/mL
EEBA 35 [E P/ 2= Biolegend 5 mL ! /Oi%?gog/;;:ﬂzgﬁ?%*
100 mM AL 4 Gibco 5mL 1 mM
PBS Sigma | £500 mL

[0128) FrFi#toRIBIF% > I ASmL FACS4EERADAUTEELTRE - 2 1% > 1T
1,300rpm ~ 4°C THEELS 788 > FrA IBR © F3mL ACKIB IR BR R RIE % > A
LFRELIMERAIAE - AREN K EIEE378# - 3778812 > IAFACSKEIRA > (£
GUFERE ZE20mL - JEEEEY) o AAMEALL,300rpm ~ 4°C NEE LS #E K LR FIEIR -
B EE L AR RRRALMER - EEERY) < B EE R AL - ZR1& A 10mL
FACSGHENRAERE - LIt RN -

[0129] fEHBE#ERY 70 1 mAMAE 25 R s —RITIEE - (£ ImlTeiE
10mL FACS4RENRA Z$t5 » SEFACSEENRAR M T IRAVET © KEEE—&
5 RERAEFACSE ENR AR £ VIBHRYHARES - WCRAINE - WCORAIME » &R
1,300rpm ~ 4°C TMHELS 7788 - 7A1% > LB EIER > 1A 10mL FACSEE R AV -
P ST HERE -

BUBER3.2 - /NENKYHEZ SRS

[0130] {EANKEHAE T EEEAH (#130-115-818) - {ELL R R FHEHI3. 1.2 6K
lift14:Balb/c (ORIENT BIO Inc.)/)N g 1 73l tH AR EVRE Ko BT > s e NKAHAE -
TTEETR > ££1,300xg ~ 4C NEFTHEL - MRRR EFER o

[0131] S 107HHALAN40 11 MACSERER(AFEO00 101 > FEE200 1 D{SEAHAH
OBV - RA10THHRTAR40 1] NKEEREAAERR150 11 > FHE50 1) - 24
M- AT - EESx 10BN AR S - AT S oRIDES -
& > 1£300xg ~ 4C Tl - R EFR -

26K > HISH(HHIERITE)
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[0132] & 1074HREANA2mLIE He 4% ENR (FF30mL » E§810mL) » 755 » ££300
xg 4C MO ERR EIER - 1% B 104N A80 £ 1 MACS S ENR (F#1.2mL -
BRE400 1 1) - AR EF10THHREAIA20 GV ZRAER(FFE300 1 1 B EE100 1 1) - R
B MAEKFE TR 107788 -

[0133] {#500 uLEZ
TERY_EIEIR - AR AT

» DUES I

EAFUAE VR VOB AT

EMSERE > ESEBLE

e FIER  IREAE300xg 0 4C
TEE s e 218 Lbr ER o MEENIRF N GC-RPMIESE A (1) 5T Bt (FE
6.95%105/mLA41F7759% » B8 © 1.58x108/mL4: 17 17164%) - GC-RPMIEZ&E £ > 41

ALY LA 2
[#2]
Ei wiEm | Cas BRRE
RPMI 1640 Welgene LM 011-01
Pen-Strep Welgene LS 202-02 1x
IEREZE Gibco 15750-060 50 ug/mL
RS $4 Welgene LS 013-01 1 mM
GCERPME ) o7 Gibco 21985-023 55 uM
NEAA Gibco 11140050 2 mM
L-ZABEIE S Gibco 25030149 2 mM
FBS Hyclone SH30084.03 10%

[0134]) FEi3.5x10°{[E e RE K2 5 8 = 47 ke HH 2k 2 NK4HREAE 7Y 60mmBZ &
Kest® » F50ng/mLAYrmIL-2FE R B 14K o
TI1. SRR B4 RN B R - g

BUESEIG4 - NFBATReR R R s B
[0135) £FLITER3 > (HRIES SRR 2 BESR -
[5%3]
AR KIEEY) IR SUER | BEERE4EHG
e &Rl RPMI1640 + 10%
K562 A A = ATCC FBS
Korean EEEE
MDZiWB' E=YNRIUN L2 Cell Line | RPMI1640 + 10%
Bank FBS

111142999

F27TH » HISH(EBHIERIE)

FEESE A0101

1112061716-0
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HCT-116 A A LR ATCC MCCOYIS: ég +10%
A549 %A , A HFﬁFTE. ATCC RPMIIF6§(S)+ 10%

[0136] E#SH - (H2x10°4HAE < RE4HAEPR BT 2 e 8mL & B g /AR il
FR2STEE MR G E [l SHAEaT - S AEEE R G AE A ImLBYBR 25 5 B5-EDTA
(0.25%) B > AH5% CO T fE2 5758 - 2 1% - IIASMLEFEIEIR » LUE B
HERSEMAVAIAE - 28R H300xg MHIE LS 778 -

LUN RABR R SRR 2 AR EERAVAERL -

[7%4]
&HRK s
=) BE Caté BE RRAEE
RPMI 1640 £ LMoL
& A (x) 0 K| Welgene o1 "~ 500 mL
e
RPMI1640
2003
(10% FBS) -2rh 0] FBS HYCLONETMSV3002207' 50mL | 10%
A3 JE PEAR-Si ey LS 202-
22955(x100) Welgene 00 0.5 mL 1x
= ZEES IR PMI
= i ATCC | 30-2001 | 500 mL
— 1640523 5L
ksl . V30207,
RPMI1640 FZE4H {5 FBS HYCLONET™ 0 50mL | 10%
10% FB - o
(10% FBS) A3 JE PEAR-Si ey Weleene | E5202 o5 1 Ix
ZR(x100) & 02 :
McCoy's
5AATCC) ATCC | 30-2007 | 500 mL
McCoy's Py FBS  |HYCLONE™P V30207 s 1 | 104
(10% FBS) EEE SV 02 m ©
A3 JE PEAR-Si ey LS 202-
S (x100) Welgene 02 0.5 mL 1x

SUFEBS - /NIRRT R R AR R
[0137) CT26.WT » —FE/NE LSRG 4HRE » B H ATCC (American Type
Culture Collection, USA) (725) < it I B ey R dHREAR AR - ERApEs &t
E37C » 5% COREE T (MCO-170M > Panasonic, Japan) & © ZANREGRZIE AR
— RITENVAREE B LB PR - 2R RAE125xg NEEOS 788 - KPR EIER -
1% » I APBSEUEAAEA IR (Sx10"4HAE/mL) - Z{5 7 EC4a9 &/ N, - LR TFAE

528 H > HISH(BHTRTE)
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K EEZER -

[355]
KIREY] B BEH REBRE
CT26 ZFHEE > /NE| ATCC 5%10°

[0138) P& EF(FBS 5 16000-044 » Thermofisher scientific, USA) ~ #% &
75 P - 8 8 2= (10,000 B fir /mL % [& P8 K 52 10,000 pg/mL g 2 5 15140122,
Thermofisher scientific, USA) 5z RPMI1640 (A1049101 > Thermofisher scientific,

USAYE & LIERE100mLEA LU N R6PATAEYAHERE - AIFREMIE S EE -

[#26]
&Rk s
Ei WEE | Cap | BRI
FBs | rhemolisher 6on0 044 10 mL 10%
scientific
10,000 U/mL
R . . et
SRR BEFEM&  Thermofisher| 15140122 | mL EEYIRTTSE AN
; e = scientific & 10,000 ug/mL
= R
Thermofisher -
RPMI 1640 .o A1049101) £100 mL
scientific

BUAHEB6 - /N R B
BltEEER6.1 - Ty NEAVIRREEIM LR
[0139] {£ORIENT BIO Inc.i# A36EMEM:12F KBALB/c/Ng, - (ERNE
b= AT Soitt N 2R EBREBIESK - #EEVINER - g RSN &
TR - AESREVEIEIIRE - EREE—MAER—X - HAERI BRI R s - &
FSEE AR — IR KBS R HYER(E - ST/ NV AR © E A/ NS
COliE 2485 -
[0140] FRAER=E/NE L ENEEL R L FRTH -

[77]
FRIF e S iR il
/NER, Balb/c OrientBio 128K ;3

Blgaape.2 - FEARARAVSTE

529K > HISH(BHIERTE)
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[0141] feREEHIRIEHAL S - fEfRde B EIE R RIR R ERE > 24
&I R R B ZE Y CT264 AR F IR (Sx 10°4IH/0. 1mL) - e EA S E T
FZ T el 2 /NG Y AR (0. 1mL/ &) EFTIZAE - fEAREPRIBIE R LA A R 2 R
H - FRBIE—IER—K

Bltgaple.3 - B ARG NEBE L 73l

[0142] fECT26:MAESTH —ERiF IR - MEI2H BH EFHIRRE /N E AV

R MAGE - Worp4sHO&/4R) - DUESHAY I EZET]S0mm’ -

IV. NK{TFREERp S B 0 —BRNDREEEZNE « BN

#1611 - NKARRA/sm & 2 5 B S r R i 4 SRR E 2
TE

[0143] ZMEARI6FLIRAVERRLET > S3 HIHIARESO 1 1670.01 %3%-L- B R RS
/R (Catft. P4957)(Sigma Aldrich, US)srBCHYFLEFIEI TR - 281% > BFY=IR M1
/INRF o UNEFR > BBREZ 7 BCHY0.01 % 55-L- SR BA R > WHY AR T oeEF28R 1/
- 2 1 1HJCELLTRACKER™ Deep Red Dye (Cat# C34565)(Thermo Scientific,
Waltham, MA, USA)IZ Ll4x 10°AHA/mLEL A H 2 AIRE (IR AR T - 1T
37°C 5% CO, | E6077 8% -

[0144] SZfETR - {£300xg MEEIEEVIRL LS 88 - AFp FIER - ARE
FARPMI1640 + 5% hABSEF &S R £ 4x 10°AHAF/mL - 5371150 1 1 BS R FE ARG
DECHEMET6FLIE 2 L - 241% - KBSV B R INCUCYTE® Live-Cell 7347
%:&fi(Satorius, Germany) &5 > ZRFFTIGELI07T# - 25 LIT RS /KM

it BB R ACELYRPMINT640 + 5% hABSH? -

[7=8]
HEEE ] GI-101 CD80-Fe+Fe-IL2v2
y—3i:d 0 nM 100 nM | CD80-Fc : 100 nM, Fc-1L2v2: 100 nM

[0145]) EEEFHRPMIIG6A0 + 5% hABSESE AR T 2 4x10°4HE/mLE]

30K - HI5HEHIERE)

111142999 FEESE A0101 1112061716-0
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fH5 2 23 F A CGRUEAAD) - 2B LA R » BB ARG 2 BUSHT H 2840%
FAHREINE BA S RCEiE - &FL9F > A& IAL100 1 IFINCUCYTE® CytoTox
(250 nM) R FHAVEZZL 50K o

[729]
E/TEL 0/1 1/3 11 3n 10/1
NK&HfE > 85 - 6.7x10° 2x10* 6x10* 2x10°
4R B 2x10* 2x10* 2x10* 2x10* 2x10*

[0146] 1% H B AINCUCYTE® Live-Cell o3 #ft 247 F LA30 ) ## <~ FEIFH
TIH3K
gEH1.1 - EARIDEAREENKARZELT  EBMEED TR RR
HYHIE
[0147] 0L E#EEBIATAL - E1F A R S mNK AR < /7 E TR
Bid R dHRER(KS62 ~ MDA-MB-231 ~ HCT-116 & AS494HAE MR - B2
F % BIETEER AR GI-101 . CD80-Fe+Fe-1L2v2;4 75 B2 Hh &2 g 4R A 77 77
(RFR9 - E/TEE=0/1) (B8 11) -
#if1.2 - NK4ifE Kt 5 2 H R KS62 A GHE R4 2 FE SRR bETE
HRHITE A
[0148] HERY B 73 TARE/EKS624H/fR - — T Mz 4HRek - HaYFE
MAERLERE ST - BASHN - o RS E IR E {F R AL AR (T) < KS624H At PR EA
TE B XUEARAM(E) 2 B 283 48R - E/TEE= 1/3 ~ 1/1 ~ 3/1 R 10/185 - DURIEAATHY
GI-1015¢CD80-Fc+Fc-1L2v21E B4l &4 B B A 4R AR 7 7 -
[0149] &EREUR & H AR TR G 4Rt DL HTK S624HREPR - GI-
10140 &ATRHELZIL2- Fe -CD80RE & H L P02 B - MR 4777

[%38CD80-Fe+Fe-IL2v2 iz B ([ 12 £ 15) -
#EBU1.3 - NKUTHEERh & & 0 AR MDA-MB23 1413 f& 4R g FE ]

F31H > HISHEHIERE)
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fieFd -

[0150] BT & AR F- 45 EMDA-MB23 | It - —HESL A4 - op
FEAIRTAAE ) - VR - 53 B Rt B SR (B AR (T) - MDA-MB23 1
ATREMREE BB ATRE(E) > B A FATR - B/TEE=1/3 ~ 11~ 3/1R10/18 » LUK
SABHIGL- 1013 CD80-Fe+Fe-1L2v2.2 4 & HE BT R4 2 77 7 -

[0151] GBS AR 4HAL £ TMDA-MB23 1 4k
3 GL-10 14 & FHEH LR IL2-Fo-CDSOR & 38 (2 T3 2 I » S it 2
#1538 CD80-Fe+Fe-IL2v2 R ([E 16 %2 19) -

FEPI14 - NKAHRSER & T O B A HCT- 11 64HR.> SR AR T

[0152] BT AR F4BIAEHCT- L 64 — TRt 2
AR AR T - BRI+ 5 BN S A AR (T) ~ HCT-1 1 64
BRESE B ATRAE) > B A FATINE  B/TEE=1/3 ~ 11~ 3/1R10/18% > LU
FIGI-1015(CD80-Fc+Fc-1L2v2 7 aH &R R 2 B aliE A 1F ) -

[0153] GEFERE B AT AR SR 40 L A HCT- 11 64HRm R -
GL-1014H £ b (EL R IL2-Fo-CDSOR & T [ THt) 2 BRI + ISl > 477
B8 CD80-Fe+Fe-IL2v2 R PR (& 2042 23) -

FEPILS - NKAHHIEERES I o R A SAOURA. > SRR R S

[0154] BT 1 AT FATRRAE ASAOLTRRE - —TBASTHRATRERE - 2 R
BIAR{EAET] - ERRHY - ) FIMHERT & SR P B MR T) 2 ASAO MR R B
B REATR(E) . A4 » BITEE=1/3 ~ 1/1 - 3/UR10/18% » LUAIBAHRIGL-
1015(CD80-Fc+Fc-1L2v2 7 4B & ARl B 7 e alifg A= T -

[0155] GBI E AR T AR S AR AR DL ST ASAO LA RS - GI-
10148 & FHEH LR IL2-Fe-CD8OR & 26 (T30 2 B » R4 2R 77 058
CD80-Fc+Fc-IL2v2EHE ([E24 %227) -

32H > HISH(EBHERE)
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V. NK4RuEE R & 0 R R N R th 2 S R B RE DRV RlE < 75
g
E612 > mGI-101 S NKHfiE 2 #5562
[0156] iSRRI ARTE AN /N EE R AL AR (s (4 P € (S HYmGI-101
A FF AR TS S BB e ()3 TP S B/ NEACTANKEIRY - AL E R (Bt E
RBORK ~ FIORKFIBR)EMAMEEHEGIG - ImL)FET IR - IL370 -
SR A RANFIER > A LU TR I0FTR - (R 8 2 AT S P B E VU S A [H]

([E128) -

[7210]

&1 EpazesAiliig) hIgG4simGI-101 7 F[& | NKAAEZHE
(mg/kg)

G1 (EHE) hIgG4 4 0
G2 hlgG4 + NK4HHE 4 1x10°
G3 B HmGI101 0.6 0
G4 mGI101 + NK4HHE 0.6 1x10°

HPI3 - B/ NERA L R R TR R
[0157] {EAZAIF K (mitutoyo, Japan) I EfEH < A RE L) REET
FEW)— B2 BT AU LETREEASA(TY) -
ez
TV (mm’) =W x W xLx0.5
[0158]) {ER AT SR 2t e A& AH H ot
[ifE=2]
REYRE AE RANH(%) = (1-(Ti-T0)/(Vi-V0))x100
Ti = JEE T EART 2 fE e iR
TO = JEREHN T E2% 2 FE g Re TR
Vi = $HHEH P B RT 2 AR TR
VO = $HEHN LR~ fE G TR

533 > HISH(BHIERITE)
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[0159]) f&EAFTE(AAGH AR RERG TR E Fy 7 sHF AT EHY(E -
HPl4 - CT26R1E Fe/ N BRE T B A RANGIE R ZHIE
Hpl4.1 - BREERAE
[0160] FicBL4E Fi4a (2 Balb/c/ B8~ CT264% B AGHE AMHERR IR (5x10°4H
HE/0.1mL) - K BUSHYE R (ST R T - f T 2/ N YA 77 (0. 1mL/ &)
AT - ALRERREAE TR - 7 HIEAR 10T FRHYEEY) » Z1% - ESE10K ~ 5513
REBITRMERER KT - BEIEHEEDHLEE - B B 20 T NKAIA 2L
mGI-10E# 281 - dHAERERE A =2 2] - B IRsHEE)MLEE - HE A&
F(NKHIAD FmGI- 10181 &6 2 (0 AHAERERE A R22HH] - BB E A
& FAAEEmGI- 10 MHEE - A B 28 FEAmGI- 1010 &7a 2 i - dHRERERE A
A2 2HIH(E29) -
HB4.2 - FEREERANG AT
[0161] fEEERRGERFERIEER - BT > st EMHENEYERE IR
(FERERAELR - F10R) A RAIFPR - HHIRHEE)V3E N B AEEER
HIHI30% LLE - 38 BA R A RANFIRS0% LLE K 28 B fE e A R A H) R
80% - H 2 T AR H A 68 B A lE R A RIIHIFRI0%LLE - SEEAEREAE:
TANHFRS0% LAF K 28 BAT R A R ANHIR80% - mGl-10164H RS E A E
A RANHFRI0% L L > SEEA L RIFIZRS0% L E 1S/ N B A EEA
RIIHIZRB0% - B AR T-AAEEAmGI- 10180 /e A 78/ N d BA R4 /Al
HR30% LA I 6B B RER A RINFIR50% DL K 36 BA RERg A& R HIH]#80%
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(513 ]

<110>  FE¥EREGIANIE {3 BIRA R (GI CELL, INC.)

<120>  AEEHIL-28H KCD80HE H L file & H B AR THERY IR A Bk e BEE A 1Y)
<130>  TW 109141895

<150> KR 10-2019-0154631
<151> 2019-11-27

<150> KR 10-2020-0015802
<151> 2020-02-10

<160> 47

<170> KopatentIn 3.0

<210> 1
211> 25
<212> PRT

Q213> ALY

<220>
<223> FHEHK(TPA)

<400> 1
Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly
1 5 10 15

Ala Val Phe Val Ser Pro Ser His Ala

20 25
<210> 2
211> 208
<212> PRT

Q213> ALY

<220>
<223> hB7-1:35-242

<400> 2
Val Ile His Val Thr Lys Glu Val Lys Glu Val Ala Thr Leu Ser Cys
1 5 10 15

Gly His Asn Val Ser Val Glu Glu Leu Ala Gln Thr Arg Ile Tyr Trp

111142999 FEESE A0101 $F18 - #68H(FIIZE) 1112061716-0
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Gln Lys

Ile Trp

50

Leu Ser
65

Glu Cys

Leu Ala

Ile Ser

Ser Thr

130

Gly Glu
145

Thr Glu

Asn His

20

Glu Lys Lys
35

Pro Glu Tyr

Ile Val Ile

Val Val Leu

85

Glu Val Thr
100

Asp Phe Glu
115

Ser Gly Gly

Glu Leu Asn

Leu Tyr Ala
165

Ser Phe Met
180

Met Val Leu
40

Lys Asn Arg
55

Leu Ala Leu
70

Lys Tyr Glu

Leu Ser Val

Ile Pro Thr

120

Phe Pro Glu
135

Ala Tle Asn
150

Val Ser Ser

Cys Leu Ile

Gln Thr Phe Asn Trp Asn Thr Thr

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

<220>
<223>

<400>

195

30
PRT
NI

(i
Rf

\

~

3

200

BT e

25

Thr

Thr

Arg

Lys

Lys

105

Ser

Pro

Thr

Lys

Lys

185

Lys

Met Met Ser

30

Gly Asp Met
45

Asn

Ile Phe Asp Ile Thr Asn Asn

60

Pro Ser Asp
75

Asp Ala Phe
90

Ala Asp Phe

Asn Ile Arg

His Leu Ser

140

Thr Val Ser
155

Leu Asp Phe
170

Tyr Gly His

Glu Gly Thr

Lys Arg Glu

95

Pro Thr Pro
110

Arg Ile Ile
125

Trp Leu Glu

Gln Asp Pro

Asn Met Thr
175

Leu Arg Val
190

Tyr

80

His

Ser

Cys

Asn

Glu

160

Thr

Asn

Gln Glu His Phe Pro Asp Asn

205

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

1

111142999

5

FEESE A0101

10

15

8§28 - #68H(FIIE)
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Ser Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro

20
<210> 4
211> 216
<212> PRT

Q213> ALY

<220>

25

Q23> RIEBEREHIC

<400> 4

Ala Pro Glu Ala Ala Gly Gly Pro Ser Val Phe

1 5

10

Pro Lys Asp Gln Leu Met Ile Ser Arg Thr Pro

20

Val Val Asp Val Ser
35

Val Asp Gly Val Glu
50

Gln Phe Asn Ser Thr
65

Gln Asp Trp Leu Asn
85

Gly Leu Pro Ser Ser
100

Pro Arg Glu Pro Gln
115

Thr Lys Asn Gln Val
130

Ser Asp Ile Ala Val
145

Tyr Lys Thr Thr Pro
165

Tyr Ser Arg Leu Thr
180

111142999

25

Gln Glu Asp Pro Glu
40

Val His Asn Ala Lys
55

Tyr Arg Val Val Ser
70

Gly Lys Glu Tyr Lys
90

Ile Glu Lys Thr Ile
105

Val Tyr Thr Leu Pro
120

Ser Leu Thr Cys Leu
135

Glu Trp Glu Ser Asn
150

Pro Val Leu Asp Ser
170

Val Asp Lys Ser Arg
185

FEESE A0101

Val

Thr

Val

75

Cys

Ser

Pro

Val

Gly
155

30

Leu Phe Pro Pro Lys
15

Glu Val Thr Cys Val
30

Gln Phe Asn Trp Tyr
45

Lys Pro Arg Glu Glu
60

Leu Thr Val Leu His
80

Lys Val Ser Asn Lys
05

Lys Ala Lys Gly Gln
110

Ser Gln Glu Glu Met
125

Lys Gly Phe Tyr Pro
140

Gln Pro Glu Asn Asn
160

Asp Gly Ser Phe Phe Leu

175

Trp Gln Glu Gly Asn Val

190

838 - #68H(FIIE)

1112061716-0
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Phe Ser Cys Ser Val Leu His Glu Ala Leu His Asn His Tyr Thr Gln

195 200 205

Lys Ser Leu Ser Leu Ser Leu Gly

210

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

<220>
<223>

<400>

215

5

5

PRT
NI

5

Gly Gly Gly Gly Ser

1

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

<220>
<223>

<400>

5

6

133

PRT
NI

hIL-2M

6

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 Ala Met Leu Thr Ala 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

111142999

85 90 95

FEESE A0101 $B48 - #H68H(FIIZE)
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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

Ile Ser Thr Leu Thr

130
<210> 7
211> 617
<212> PRT

Q213> ALY

<220>

120

125

<223>  EHIL-22 B8 (D0 F B il B H

<400> 7

Met Asp Ala Met Leu Arg Gly Leu Cys

1 5

Ala Val Phe Val Ser
20

Val Lys Glu Val Ala
35

Glu Leu Ala Gln Thr
50

Leu Thr Met Met Ser
65

Arg Thr Ile Phe Asp
85

Leu Arg Pro Ser Asp
100

Glu Lys Asp Ala Phe
115

Val Lys Ala Asp Phe
130

Thr Ser Asn Ile Arg
145

111142999

Pro Ser His Ala
25

Thr Leu Ser Cys

40

Arg Ile Tyr Trp

55

Gly Asp Met Asn
70

Ile Thr Asn Asn

Glu Gly Thr Tyr
105

Lys Arg Glu His

120

Pro Thr Pro Ser

135

Arg Ile Ile Cys
150

FEESE A0101

Cys Val
10

Val Tle

Gly His

Gln Lys

Ile Trp

75

Leu Ser

90

Glu Cys

Leu Ala

Ile Ser

Ser Thr
155

Leu Leu Leu Cys Gly
15

His Val Thr Lys Glu
30

Asn Val Ser Val Glu
45

Glu Lys Lys Met Val
60

Pro Glu Tyr Lys Asn
80

Ile Val Ile Leu Ala
05

Val Val Leu Lys Tyr
110

Glu Val Thr Leu Ser
125

Asp Phe Glu Ile Pro
140

Ser Gly Gly Phe Pro
160

8§58 - #H68H(FIIE)

1112061716-0



Glu Pro His

Asn Thr

Thr

Leu
195

Ser Lys

Ile Lys Tyr

210

Thr
225

Lys Gln

Gly Gly Gly

Pro Pro Cys

Val Phe Leu

275
Thr Pro Glu
290

Glu Val
305

Gln

Lys Thr Lys

Ser Val Leu

Lys
355

Lys Cys

Ile Ser Lys

370

Pro Pro Ser
385

Leu Val Lys

Asn Gly Gln

111142999
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Leu Ser
165

Val Ser
180

Asp Phe

Gly His

Glu His

Gly Ser

245

Pro Pro
260

Phe Pro

Val Thr

Phe Asn

Pro Arg

325

Thr
340

Val

Val

Ser

Ala Lys

Gln Glu

Gly Phe

405

Pro Glu
420

Trp Leu Glu Asn Gly Glu Glu Leu Asn Ala

Gln Asp Pro

Asn Met Thr

200

Leu Arg Val
215

Phe Pro Asp
230

Gly Gly Gly

Cys Pro Ala

Pro Lys Pro

280

Cys Val Val
295

Trp Tyr Val
310

Glu Glu Gln

Leu His Gln

Asn Lys Gly

360

Gly Gln Pro
375

Glu Met Thr
390

Tyr Pro Ser

Asn Asn Tyr

170

Glu
185

Thr Asn His

Gln Thr

Asn

Gly Ser
235

Asn

Gly Ser Ala

250

Pro
265

Glu Ala

Lys Asp Gln

Val

Asp Val

Gly Val
315

Asp

Phe Asn Ser

330
Asp Trp Leu
345

Leu Pro Ser

Arg Glu Pro

Asn Gln
395

Lys

Ile Ala
410

Asp

Lys Thr Thr
425

FEESE A0101

Ser

Phe

220

Gly

Glu

Ala

Leu

Ser

300

Glu

Thr

Asn

Ser

Gln

380

Val

Val

175

Thr Glu Leu Tyr Ala Val

190

Phe Met Cys
205

Asn Trp Asn

Gly Gly Gly

Tyr
255

Ser Lys

Gly Gly Pro

270

Met Ile
285

Ser

Gln Glu Asp

Val His Asn

Tyr Arg Val

335

Gly Lys
350

Glu

Ile Glu Lys

365

Val Tyr Thr

Ser Leu Thr

Glu Trp Glu
415

Ile

Ser

Leu

Thr

Ser

240

Gly

Ser

Arg

Pro

Ala

320

Val

Tyr

Thr

Leu

Cys

400

Ser

Pro Pro Val Leu Asp

430

%68 - H68H(FIIZE)
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Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser
435 440 445

Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala
450 455 460

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Gly
465 470 475 480

Gly Gly Gly Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu
485 490 495

Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile
500 505 510

Asn Asn Tyr Lys Asn Pro Lys Leu Thr Ala Met Leu Thr Ala Lys Phe
515 520 525

Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu
530 535 540

Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn Leu Ala Gln Ser Lys
545 550 555 560

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile
565 570 575

Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe Met Cys Glu Tyr Ala
580 585 590

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
595 600 605

Cys Gln Ser Ile Ile Ser Thr Leu Thr

610 615
<210> 8
211> 1857
<212> DNA

Q213> ALY

<220>
<223> ARIEREER(GII01) 2

<400> 8
atggatgeta tgctgagagg cetgtgttge gtgctgetge tgtgtggege tgtgttegty 60

111142999 FEESE A0101 $B78 - #H68H(FIIE) 1112061716-0



tetecttete

tgcggecaca

aagaaaatgg

cggaccatcet

gatgaggegca

cacctggcetg

ttcgagatce

gageeteace

tcteaggace

accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

111142999

202309074

acgctgtgat

acgtttcagt

tgctgaccat

tcgacatcac

cctatgagtg

aagtgacact

ctacctccaa

tgtcttggct

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

ccacgtgace

ggaagaactg

gatgtcceggce

caacaacctg

cgtggtgcty

giccgtgaag

catccggegg

ggaaaacgec

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

aaagaagtga

gceeagacca

gacatgaaca

tccatcgtga

aagtacgaga

geegacttte

atcatctgtt

gaggaactga

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

FEESE A0101

aagaggtcge

ggatctactg

fctggectga

ttctggeect

aggacgcectt

ccacaccttce

ctacctctgg

acgccatcaa

agctggactt

tfgagagtgaa

gatctggcgg

agtatggcecce

tectgtttee

gegtggtggt

gcgtggaagt

gagtggtgte

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

cacactgtee

gcagaaagaa

gtacaagaac

gaggccttct

caagegegag

catctecgac

cggettteet

caccaccgty

caacatgacc

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

$8H - H68H(FIIZE)

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1112061716-0
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accgecatge tgaccgetaa gttctacatyg cccaagaagy ccaccgaget gaageaccte 1620
cagtgcctgg aagaagaact gaagecccety gaagaggtge tgaatctgge ccagtccaag 1680
aacttccacc tgaggccacg ggacctgatce agcaacatca acgtgatcegt getggaactg 1740
aagggctcecg agacaacctt tatgtgcgag tacgecgacg agacagecac catcgtggaa 1800
tttctgaace ggtggatcac cttctgecag ageatcatcet ccacactgac ctgatga 1857
<210> 9
211> 592
<212> PRT
Q213> AL
<220>
<223>  @EhGEEM(GII0L)
<400> 9
Val Ile His Val Thr Lys Glu Val Lys Glu Val Ala Thr Leu Ser Cys

1 5 10 15

Gly His Asn Val Ser Val Glu Glu Leu Ala Gln Thr Arg Ile Tyr Trp
20 25 30

Gln Lys Glu Lys Lys Met Val Leu Thr Met Met Ser Gly Asp Met Asn
35 40 45

Ile Trp Pro Glu Tyr Lys Asn Arg Thr Ile Phe Asp Ile Thr Asn Asn
50 55 60

Leu Ser Ile Val Ile Leu Ala Leu Arg Pro Ser Asp Glu Gly Thr Tyr
65 70 75 80

Glu Cys Val Val Leu Lys Tyr Glu Lys Asp Ala Phe Lys Arg Glu His
85 90 05

Leu Ala Glu Val Thr Leu Ser Val Lys Ala Asp Phe Pro Thr Pro Ser
100 105 110

Ile Ser Asp Phe Glu Ile Pro Thr Ser Asn Ile Arg Arg Ile Ile Cys
115 120 125

Ser Thr Ser Gly Gly Phe Pro Glu Pro His Leu Ser Trp Leu Glu Asn
130 135 140

Gly Glu Glu Leu Asn Ala Ile Asn Thr Thr Val Ser Gln Asp Pro Glu
145 150 155 160

111142999 FEESE A0101 $98 - H68H(FIIZE) 1112061716-0
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Thr Glu Leu Tyr Ala Val Ser Ser Lys Leu Asp Phe Asn Met Thr Thr
165 170 175

Asn His Ser Phe Met Cys Leu Ile Lys Tyr Gly His Leu Arg Val Asn
180 185 190

GIn Thr Phe Asn Trp Asn Thr Thr Lys Gln Glu His Phe Pro Asp Asn
195 200 205

Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
210 215 220

Ser Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
225 230 235 240

Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
245 250 255

Asp Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
260 265 270

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
275 280 285

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
290 295 300

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
305 310 315 320

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
325 330 335

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
340 345 350

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
355 360 365

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375 330

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
385 390 395 400

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
405 410 415

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser

111142999 FEHH3E A0101 $£108 - H68E(RIER) 1112061716-0
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Cys Ser

Leu Ser

450

Ser Thr
465

Gln Met

Ala Met

Lys His

Leu Asn

530

Ile Ser
545

Thr Phe

Leu Asn

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

<220>
<223>

<400>

420

Val Leu His
435

Leu Ser Leu

Lys Lys Thr

Ile Leu Asn

485

Leu Thr Ala
500

Leu Gln Cys
515

Leu Ala Gln

Asn Ile Asn

Met Cys Glu
565

Arg Trp Ile
580

10

133

PRT
NI

hIL-2

10

425

Glu Ala Leu His Asn His
44()

Gly Gly Gly Gly Gly Ser
455

Gln Leu Gln Leu Glu His
470 475

Gly Ile Asn Asn Tyr Lys
490

Lys Phe Tyr Met Pro Lys
505

Leu Glu Glu Glu Leu Lys
520

Ser Lys Asn Phe His Leu
535

Val Ile Val Leu Glu Leu
550 555

Tyr Ala Asp Glu Thr Ala
570

Thr Phe Cys Gln Ser Ile
585

Tyr

Ala

460

Leu

Asn

Lys

Pro

Arg

540

Lys

Thr

Ile

430

Thr Gln Lys Ser
445

Pro Thr Ser Ser

Leu Leu Asp Leu

480

Pro Lys Leu Thr
495

Ala Thr Glu Leu
510

Leu Glu Glu Val
525

Pro Arg Asp Leu

Gly Ser Glu Thr

560

Ile Val Glu Phe
575

Ser Thr Leu Thr
590

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

111142999

20

25

FEESE A0101

30

F118 - #63H(FIIFR)
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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

Pro Leu Glu Glu Val
65

55

75

60

Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu

80

Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu

85

Lys Gly Ser Glu Thr
100

Thr Ile Val Glu Phe
115

Ile Ser Thr Leu Thr

130
<210> 11
211> 288
<212> PRT

Q213> ALY

<220>
<223> D80
<400> 11

90

105

120

95

Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala

110

Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile

125

Met Gly His Thr Arg Arg Gln Gly Thr Ser Pro Ser Lys Cys Pro Tyr

1 5

10

15

Leu Asn Phe Phe Gln Leu Leu Val Leu Ala Gly Leu Ser His Phe Cys

20

Ser Gly Val Ile His
35

25

Val Thr Lys Glu Val Lys

40

30

Glu Val Ala Thr Leu
45

Ser Cys Gly His Asn Val Ser Val Glu Glu Leu Ala Gln Thr Arg Ile

50

55

Tyr Trp Gln Lys Glu Lys Lys Met Val Leu Thr

65

75

Met Asn Ile Trp Pro Glu Tyr Lys Asn Arg Thr

85

111142999

90

FEESE A0101

60

Met Met Ser Gly Asp
80

Ile Phe Asp Ile Thr
95

HF128 - #H63H(FIIFR)
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Asn Asn

Thr Tyr

Glu His
130

Pro Ser
145

Ile Cys

Glu Asn

Pro Glu

Thr Thr
210

Val Asn
225

Asp Asn

Ile Phe

Glu Arg

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

<220>

<223>

<400>

111142999

Leu Ser Ile Val Ile Leu Ala
100 105

Glu Cys Val Val Leu Lys Tyr
115 120

Leu Ala Glu Val Thr Leu Ser
135

Ile Ser Asp Phe Glu Ile Pro
150

Ser Thr Ser Gly Gly Phe Pro
165

Gly Glu Glu Leu Asn Ala Ile
180 185

Thr Glu Leu Tyr Ala Val Ser
195 200

Asn His Ser Phe Met Cys Leu
215

Gln Thr Phe Asn Trp Asn Thr
230

Leu Leu Pro Ser Trp Ala Ile
245

Val Ile Cys Cys Leu Thr Tyr
260 265

Arg Arg Asn Glu Arg Leu Arg
275 280

12

215

PRT
NI

(ELIERR

12

FEESE A0101

Leu Arg

Glu Lys

Val Lys

Thr Ser
155

Glu Pro
170

Asn Thr

Ser Lys

Ile Lys

Thr Lys

235

Thr Leu
250

Cys Phe

Arg Glu

Pro

Asp

Ala

140

Asn

His

Thr

Leu

Tyr

220

Gln

Ile

Ala

Ser

Ser Asp Glu Gly
110

Ala Phe Lys Arg
125

Asp Phe Pro Thr

Ile Arg Arg Ile

160

Leu Ser Trp Leu
175

Val Ser Gln Asp
190

Asp Phe Asn Met
205

Gly His Leu Arg

Glu His Phe Pro

240

Ser Val Asn Gly
255

Pro Arg Cys Arg
270

Val Arg Pro Val
285

$F13E - #H63HE(FIIFR)
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Ser His Thr Gln Pro Leu Gly Val Phe Leu Phe Pro Pro Lys Pro Lys
1 5 10 15

Asp Thr Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
20 25 30

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
35 40 45

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
50 55 60

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
65 70 75 80

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
85 90 05

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
100 105 110

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
115 120 125

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
130 135 140

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
145 150 155 160

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
165 170 175

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
180 185 190

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
195 200 205

Leu Ser Leu Ser Leu Gly Lys

210 215
<210> 13
211> 306
<212> PRT

Q213> ALY

<220>
<223> mCD&0

111142999 FEHH3E A0101 $£148 - H68EH(RIR) 1112061716-0



202309074

<400> 13
Met Ala Cys Asn Cys Gln Leu Met Gln Asp Thr Pro Leu Leu Lys Phe
1 5 10 15

Pro Cys Pro Arg Leu Ile Leu Leu Phe Val Leu Leu Ile Arg Leu Ser
20 25 30

Gln Val Ser Ser Asp Val Asp Glu Gln Leu Ser Lys Ser Val Lys Asp
35 40 45

Lys Val Leu Leu Pro Cys Arg Tyr Asn Ser Pro His Glu Asp Glu Ser
50 55 60

Glu Asp Arg Ile Tyr Trp Gln Lys His Asp Lys Val Val Leu Ser Val
65 70 75 80

Ile Ala Gly Lys Leu Lys Val Trp Pro Glu Tyr Lys Asn Arg Thr Leu
85 90 05

Tyr Asp Asn Thr Thr Tyr Ser Leu Ile Ile Leu Gly Leu Val Leu Ser
100 105 110

Asp Arg Gly Thr Tyr Ser Cys Val Val Gln Lys Lys Glu Arg Gly Thr
115 120 125

Tyr Glu Val Lys His Leu Ala Leu Val Lys Leu Ser Ile Lys Ala Asp
130 135 140

Phe Ser Thr Pro Asn Ile Thr Glu Ser Gly Asn Pro Ser Ala Asp Thr
145 150 155 160

Lys Arg Ile Thr Cys Phe Ala Ser Gly Gly Phe Pro Lys Pro Arg Phe
165 170 175

Ser Trp Leu Glu Asn Gly Arg Glu Leu Pro Gly Ile Asn Thr Thr Ile
180 185 190

Ser Gln Asp Pro Glu Ser Glu Leu Tyr Thr Ile Ser Ser Gln Leu Asp
195 200 205

Phe Asn Thr Thr Arg Asn His Thr Ile Lys Cys Leu Ile Lys Tyr Gly
210 215 220

Asp Ala His Val Ser Glu Asp Phe Thr Trp Glu Lys Pro Pro Glu Asp
225 230 235 240

Pro Pro Asp Ser Lys Asn Thr Leu Val Leu Phe Gly Ala Gly Phe Gly
245 250 255

111142999 FEHH3E A0101 $£158  H68EH(RIER) 1112061716-0



202309074

Ala Val Ile Thr Val Val Val Ile Val Val Ile Ile Lys Cys Phe Cys

260

265

270

Lys His Arg Ser Cys Phe Arg Arg Asn Glu Ala Ser Arg Glu Thr Asn

275

280

285

Asn Ser Leu Thr Phe Gly Pro Glu Glu Ala Leu Ala Glu Gln Thr Val

290

Phe Leu
305

<210> 14

211> 1848
<212> DNA

<213>

<220>
<223>

<400> 14

atggatgcta

tetecttete

ccttgccget

cacgacaagg

aacaggacce

gatagaggca

cacctggete

tctggcaace

aagcectcggt

tcteaggace

agdaaccacad

acttgggaga

ggaggtggaa

111142999

NI

tgctgagagg

acgctgtgga

acaactctcc

tggtgcetgte

tgtacgacaa

cctattettg

tggtcaagcet

ctteegeega

tctettggct

cagagtccga

ccatcaagty

aacctectga

geggagecgy

295

cctgtgttgc

cgagcagcetce

tcacgaggac

cgtgatcgee

caccacctac

cgtggtgcag

gtceatcaag

caccaagaga

ggaaaacgec

gctgtacace

cctgattaag

ggaccctect

aggatctgct

AR S & H (G101 ) AL R

glgctgctgce

tccaagteey

gagtctgagg

ggaaagctga

agectgatca

aagaaagage

gccgacttea

atcacctgtt

agagagctgc

atctecagee

tacggcgacg

gactctggat

gagtctaagt

FEESE A0101

300

tgtgtgegcgc

tfgaaggataa

accggatcta

aagtgtggcce

fcetggeect

gggucaccta

gcaccectaa

tcgectetgg

ccggeatcaa

agctcgactt

cecacgtgte

ctggeggegy

atggeectee

tgtgttcegty

ggtcctgctg

ctggcagaaa

tgagtacaag

cgtgctgage

cgaagtgaag

catcaccgag

cggetteecet

taccaccatt

taacaccacc

cgaggacttt

aggttctgge

ttgtecteca

HF16E - H68H(FIIFR)

60

120

180

240

300

360

420

480

540

600

660

720

780

1112061716-0



tgtectgete

gaccagetea

gaggaccctg

accaageeta

ctgcaccagg

cettecagea

tacaccetge

gtcaagggct

aacaactaca

cgeetgacceg

cacgaggctce

ggeggttcty

ctgctggacce

gcecatgetga

tgcctggaag

ttccaccetga

202309074

cagaagctgc

tgatctctcg

aggtgcagtt

gagaggaaca

attggctgaa

tcgaaaagac

ctccaageca

tctaccctte

agaccacacce

tggacaagtc

tgcacaacca

ceectaccte

tccagatgat

ccgctaagtt

aggaactgaa

ggcctaggga

ggctecgaga caacctteat
ctgaaccggt ggatcacctt
<210> 15

211> 616

<212> PRT

Q213> ALY
<220>

<223>

<400> 15

tggcggacce

gacccctgaa

caattggtac

gttcaactce

cggcaaagag

catcagcaag

agaggaaatg

cgacattgee

tcectgtgctg

taggtggcaa

ctacacccag

cagetetace

cctgaatggc

ctacatgece

gcecctggaa

cetgatetee

glgcgagtac

ctgccagage

tctgtgttce

gtgacctgcg

glggacggeg

acctatagag

tacaagtgca

gctaagggce

accaagaacc

glygaatggy

gactccgacg

gagggcaacyg

aagtccctgt

adagaaaacce

atcaacaatt

aagaaggeca

gaagtgctga

aacatcaacg

gccgacgaga

atcatctcca

HIAB I e & B (nG1101)

tgttteectee

tggtggtega

tggaagtgca

fggtgteegt

aggtgtccaa

agcctaggga

aggtgtcececet

agtccaatgg

geteettett

tgttcteetg

ctetgtetet

agctccagtt

acaagaaccce

ccgagctgaa

atctggeeca

tfgatcgtgct

cagceaccat

cactgace

aaagectaag

tgtgtctcaa

caacgccaag

gctgaccgtg

caagggcctg

accceaggtt

gacctgectg

ccagcectgag

tctgtactet

ctctgtgcetg

tggaggtypt

ggagcatctg

caagetgace

gcacttgeag

gtccaagaac

ggaactgaaa

cgtggaattt

Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly

1

111142999

5

10

FEESE A0101

15

HF178 - #H63E(FIIFR)

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1848

1112061716-0



Ala Val Phe

Ser Val Lys

35

Glu Asp Glu
50

Val Leu Ser
65

Asn Arg Thr

Leu Val Leu

Glu Arg Gly

115

Ile Lys Ala
130

Ser Ala Asp
145

Lys Pro Arg

Asn Thr Thr

Ser Gln Leu

195

Ile Lys Tyr
210

Pro Pro Glu
225

Gly Gly Gly

Pro Cys Pro

Phe Leu Phe
275

111142999

202309074

Val Ser
20

Asp Lys

Ser Glu

Val Tle

Leu Tyr
85

Ser Asp
100

Thr Tyr

Asp Phe

Thr Lys

Phe Ser
165

Ile Ser
180

Asp Phe

Gly Asp

Asp Pro

Ser Gly
245

Pro Cys
260

Pro Pro

Pro Ser His

Val Leu Leu

40

Asp Arg Ile
55

Ala Gly Lys
70

Asp Asn Thr

Arg Gly Thr

Glu Val Lys

120

Ser Thr Pro
135

Arg Ile Thr
150

Trp Leu Glu

Gln Asp Pro

Asn Thr Thr

200

Ala His Val
215

Pro Asp Ser
230

Gly Gly Gly

Pro Ala Pro

Lys Pro Lys
280

Ala

25

Pro

Tyr

Leu

Thr

Tyr

105

His

Asn

Cys

Asn

Glu

185

Arg

Ser

Gly

Ser

Glu

265

Asp

FEESE A0101

Val Asp Glu Gln Leu Ser

Cys Arg Tyr

Trp Gln Lys

60

Lys Val Trp
75

Tyr Ser Leu
90

Ser Cys Val

Leu Ala Leu

Ile Thr Glu

140

Phe Ala Ser
155

Gly Arg Glu
170

Ser Glu Leu

Asn His Thr

Glu Asp Phe

220

Ser Gly Gly
235

Ala Glu Ser
250

Ala Ala Gly

Gln Leu Met

30

Asn Ser
45

His Asp

Pro Glu

Ile Ile

Val Gln

110

Val Lys
125

Ser Gly

Gly Gly

Leu Pro

Tyr Thr
190

Ile Lys
205

Thr Trp

Gly Gly

Lys Tyr

Gly Pro

270

Ile Ser
285

Pro

Lys

Tyr

Leu

95

Lys

Leu

Asn

Phe

Gly

175

Ile

Cys

Glu

Ser

Gly

255

Ser

Arg

Lys

His

Val

Lys

80

Gly

Lys

Ser

Pro

Pro

160

Ile

Ser

Leu

Lys

Gly

240

Pro

Val

Thr

$F18E - H63H(FIIF)

1112061716-0



202309074

Pro Glu Val Thr Cys

290

Val Gln
305

Thr Lys

Val Leu

Cys Lys

Ser Lys
370

Pro Ser
385

Val Lys

Gly Gln

Asp Gly

Trp Gln

450

His Asn
465

Gly Gly

Leu Glu

Asn Tyr

Met Pro

530

Glu Leu

111142999

Phe

Pro

Thr

Val

355

Ala

Gln

Gly

Pro

Ser

435

Glu

His

Ser

His

Lys

515

Lys

Lys

Asn Trp Tyr
310

Arg Glu Glu
325

Val Leu His
340

Ser Asn Lys

Lys Gly Gln

Glu Glu Met

390

Phe Tyr Pro
405

Glu Asn Asn
420

Phe Phe Leu

Gly Asn Val

Tyr Thr Gln
470

Ala Pro Thr
485

Leu Leu Leu
500

Asn Pro Lys

Lys Ala Thr

295

Val Asp Gly

Gln Phe Asn

Gln Asp Trp

345

Gly Leu Pro
360

Pro Arg Glu
375

Thr Lys Asn

Ser Asp Ile

Tyr Lys Thr

425

Tyr Ser Arg
44()

Phe Ser Cys
455

Lys Ser Leu

Ser Ser Ser

Asp Leu Gln

505

Leu Thr Ala
520

Glu Leu Lys
535

Val Val Val Asp Val Ser

Val Glu
315

Ser Thr
330

Leu Asn

Ser Ser

Pro Gln

Gln Val
395

Ala Val
410

Thr Pro

Leu Thr

Ser Val

Ser Leu

475

Thr Lys

490

Met Ile

Met Leu

His Leu

Pro Leu Glu Glu Val Leu Asn Leu

FEESE A0101

Gln Glu Asp Pro Glu
300

Val His Asn Ala Lys
320

Tyr Arg Val Val Ser
335

Gly Lys Glu Tyr Lys
350

Ile Glu Lys Thr Ile
365

Val Tyr Thr Leu Pro
330

Ser Leu Thr Cys Leu
400

Glu Trp Glu Ser Asn
415

Pro Val Leu Asp Ser
430

Val Asp Lys Ser Arg
445

Leu His Glu Ala Leu
460

Ser Leu Gly Gly Gly
480

Lys Thr Gln Leu Gln
495

Leu Asn Gly Ile Asn
510

Thr Ala Lys Phe Tyr
525

Gln Cys Leu Glu Glu
540

Ala Gln Ser Lys Asn

F198 - H68H(FIIFR)

1112061716-0



545

202309074

550

555

560

Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile Val

565

570

575

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

580

585

590

Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe Cys

595

600

Gln Ser Ile Ile Ser Thr Leu Thr

610

<210> 16

211> 1437
<212> DNA

<213>

<220>
<223>

<400> 16

atggatgcta

tetecttete

tgcggecaca

aagaaaatgg

cggaccatcet

gatgaggegca

cacctggcetg

ttcgagatce

gageeteace

tcteaggace

accaaccacad

aactggaaca

ggcggaggty

111142999

NI

tgctgagagg

acgctgtgat

acgtttcagt

tgctgaccat

tcgacatcac

cctatgagtg

aagtgacact

ctacctccaa

tgtcttggct

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

615

cctgtgttgc

ccacgtgace

ggaagaactg

gatgtcceggce

caacaacctg

cgtggtgety

giccgtgaag

catccggegg

ggaaaacgec

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

HrS RS TR (GI101CL ) KL g

glgctgctgce

aaagaagtga

gceeagacca

gacatgaaca

tccatcgtga

aagtacgaga

geegacttte

atcatctgtt

gaggaactga

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

FEESE A0101

605

tgtgtgegcgc

aagaggtcge

ggatctactg

fctggectga

ttctggeect

aggacgcectt

ccacaccttce

ctacctctgg

acgccatcaa

agctggactt

tfgagagtgaa

gatctggcgg

agtatggcecce

tgtgttcegty

cacactgtee

gcagaaagaa

gtacaagaac

gaggccttct

caagegegag

catctecgac

cggettteet

caccaccgty

caacatgacc

ccagacctte

cggaggttict

teettgtect

$208 - H68H(FIIF)

60

120

180

240

300

360

420

480

540

600

660

720

780

1112061716-0



ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

202309074

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

Ctggtcaagg gcettctaccece ttecgacatt
gagaacaact acaagaccac acctcctgty
fctecgectga ccgtggacaa gtctaggtegg
ctgcacgagg ccctgcacaa tcactacacce
<210> 17

<211> 454

<212> PRT

Q213> ALY

<220>

<223>  EEHERHE(GII01C])
<400> 17

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

Val Ile His Val Thr Lys Glu Val Lys Glu Val

5

10

Gly His Asn Val Ser Val Glu Glu Leu Ala Gln

20

25

Gln Lys Glu Lys Lys Met Val Leu Thr Met Met

35

40

Ile Trp Pro Glu Tyr Lys Asn Arg Thr Ile Phe

50

55

Leu Ser Ile Val Ile Leu Ala Leu Arg Pro Ser

65

70

75

Glu Cys Val Val Leu Lys Tyr Glu Lys Asp Ala

111142999

FEESE A0101

tectgtttee

gegtggtggt

gegtyggaagt

gagtggtetc

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

cctggec

Ala Thr Leu Ser Cys

15

Thr Arg Ile Tyr Trp

30

Ser Gly Asp Met Asn

45

Asp Ile Thr Asn Asn

60

Asp Glu Gly Thr Tyr

80

Phe Lys Arg Glu His

$218 - #H68H(FIIF)

840

900

960

1020

1080

1140

1200

1260

1320

1380

1437

1112061716-0



202309074

85 90 95

Leu Ala Glu Val Thr Leu Ser Val Lys Ala Asp Phe Pro Thr Pro Ser
100 105 110

Ile Ser Asp Phe Glu Ile Pro Thr Ser Asn Ile Arg Arg Ile Ile Cys
115 120 125

Ser Thr Ser Gly Gly Phe Pro Glu Pro His Leu Ser Trp Leu Glu Asn
130 135 140

Gly Glu Glu Leu Asn Ala Ile Asn Thr Thr Val Ser Gln Asp Pro Glu
145 150 155 160

Thr Glu Leu Tyr Ala Val Ser Ser Lys Leu Asp Phe Asn Met Thr Thr
165 170 175

Asn His Ser Phe Met Cys Leu Ile Lys Tyr Gly His Leu Arg Val Asn
180 185 190

GIn Thr Phe Asn Trp Asn Thr Thr Lys Gln Glu His Phe Pro Asp Asn
195 200 205

Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
210 215 220

Ser Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
225 230 235 240

Glu Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
245 250 255

Asp Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
260 265 270

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
275 280 285

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
290 295 300

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
305 310 315 320

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
325 330 335

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
340 345 350

111142999 FEHH3E A0101 $228  H68EH(RIER) 1112061716-0



202309074

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
355 360 365

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375 330

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
385 390 395 400

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
405 410 415

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
420 425 430

Cys Ser Val Leu His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
435 44() 445

Leu Ser Leu Ser Leu Gly

450
<210> 18
211> 1176
<212> DNA

Q213> ALY

<220>
<223> ARISREEE(GI101C2) 2 A%

<400> 18

atggatgeta tgctgagagg cetgtgttge gtgctgetge tgtgtggege tgtgttegty 60
tctecatete acgecgetga gtetaagtac ggccctectt gtectecatyg tectgeteca 120
gaagctgety geggaccete tgtgttecty tttecteccaa agectaagga ccageteatg 180
atctctegga ccectgaagt gacctgegty gtggtggaty tgtetcaaga ggaccctgag 240
gtgcagttca attggtacgt ggacggcgty gaagtgcaca acgecaagac caagectaga 300
gaggaacagt tcaactccac ctacagagtg gtgtcecgtge tgaccgtgcet gecaccaggat 360
tggctgaacy geaaagagta caagtgcaag gtgtccaaca agggectgec ttccageate 420
gaaaagacca tctccaagge taagggccag cctagggaac cccaggttta caccctgect 480
ccaagccaag aggaaatgac caagaaccag gtgteectga cctgectggt caagggcttce 540

111142999 FEHH3E A0101 5238 H68E(RIR) 1112061716-0



tacccttecg

accacacctc

gacaagtcta

cacaatcact

cctacctceca

cagatgatce

gctaagttct

gaactgaagc

cctagggacce

accttcatgt

atcaccttct

<210> 19

202309074

acattgccgt

Ctgtgctgga

ggtggcaaga

acacccagaa

gctecaccaa

tgaatggcat

acatgeccaa

ccctggaaga

tgatctecaa

gcegagtacge

gccagtecat

211> 367
212> PRT

<213>

<220>
<223>

<400> 19

NI

ggaatgggag

ctcegacgge

gggeaacgty

gtcectgtet

gaaaacccag

caacaattac

gaaggeeace

agtgctgaat

catcaacgtyg

cgacgagaca

catctccaca

R EE I (GI101C2)

tccaatggee

teettettte

ttetectget

Ctgtctcttg

ctccagttgg

aagaacccca

gagctgaage

ctggcccagt

atcgtgetgg

gccaccateg

ctgace

agcctgagaa

tgtactctcg

ctgtgctgea

geggageces

agcatctgct

agctgaccge

acctecagty

ccaagaactt

aactgaaagg

fggaatttct

Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala

1

5

Ala Ala Gly Gly Pro Ser Val Phe

20

10

Leu Phe Pro
25

Pro Lys Pro
30

Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val

35

40

Val Ser Gln Glu Asp Pro Glu Val

50

55

Val Glu Val His Asn Ala Lys Thr

65

70

Ser Thr Tyr Arg Val Val Ser Val

111142999

85

45

Gln Phe Asn Trp Tyr Val

60

Lys Pro Arg Glu Glu Gln

75

Leu Thr Val
90

FEESE A0101

Leu His Gln

caactacaag

cctgaccgtg

cgaggccctg

aggatctgct

gctggacctce

catgetgace

CCctggaagag

ccacctgagg

ctececgagaca

gaaccgglgy

Pro Glu
15

Lys Asp

Val Asp

Asp Gly

Phe Asn

80

Asp Trp
05

$248 - H68H(FIIFR)

600

660

720

780

840

900

960

1020

1080

1140

1176

1112061716-0



202309074

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
100 105 110

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

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
130 135 140

Gln Val Ser Leu Thr Cys Leu 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 Tyr Ser Arg
180 185 190

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

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

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

Thr Lys Lys Thr Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu Gln
245 250 255

Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Ala
260 265 270

Met Leu Thr Ala Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys
275 280 285

His Leu Gln Cys Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val Leu
290 295 300

Asn Leu Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu Ile
305 310 315 320

Ser Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr
325 330 335

Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu
340 345 350

Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr

111142999 FEHH3E A0101 5258  H68EH(RIR) 1112061716-0



202309074

<210>
211>
<212>

355 360

20
1434
DNA

<213>

<220>
<223>

<400> 20

atggatgcta

tetecttete

ccttgccget

cacgacaagg

aacaggacce

gatagaggca

cacctggete

tctggcaace

aagcectcggt

tcteaggace

agdaaccacad

acttgggaga

ggaggtggaa

tgtectgete

gaccagetea

gaggaccctg

accaageeta

ctgcaccagg

111142999

NI

tgctgagagg

acgctgtgga

acaactctcc

tggtgcetgte

tgtacgacaa

cctattettg

tggtcaagcet

ctteegeega

tctettggct

cagagtccga

ccatcaagty

aacctectga

geggagecgy

cagaagctgc

tgatctctcg

aggtgcagtt

gagaggaaca

attggctgaa

cctgtgttgc

cgagcagcetce

tcacgaggac

cgtgatcgee

caccacctac

cgtggtgcag

gtceatcaag

caccaagaga

ggaaaacgec

gctgtacace

cctgattaag

ggaccctect

aggatctgct

tggcggacce

gacccctgaa

caattggtac

gttcaactce

cggcaaagag

MRt E # H (mGT101C1) LA iR

glgctgctgce

tccaagteey

gagtctgagg

ggaaagctga

agectgatca

aagaaagage

gccgacttea

atcacctgtt

agagagctgc

atctecagee

tacggcgacg

gactctggat

gagtctaagt

tctgtgttce

gtgacctgcg

glggacggeg

acctatagag

tacaagtgca

FEESE A0101

365

tgtgtgegcgc

tfgaaggataa

accggatcta

aagtgtggcce

fcetggeect

gggucaccta

gcaccectaa

tcgectetgg

ccggeatcaa

agctcgactt

cecacgtgte

ctggeggegy

atggeectee

tgttteectee

tggtggtega

tggaagtgca

fggtgteegt

aggtgtccaa

tgtgttcegty

ggtcctgctg

ctggcagaaa

tgagtacaag

cgtgctgage

cgaagtgaag

catcaccgag

cggetteecet

taccaccatt

taacaccacc

cgaggacttt

aggttctgge

ttgtecteca

aaagectaag

tgtgtctcaa

caacgccaag

gctgaccgtg

caagggcctg

$265E - H6SH(FIIF)

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1112061716-0



202309074

ccttecagea tcgaaaagac catcagcaag getaagggcce agectaggga accccaggtt 1140
tacaccctge ctccaageca agaggaaatg accaagaacc aggtgtecct gacctgectyg 1200
gtcaagggct tctacccttc cgacattgee gtggaatggg agtccaatgg ccagectgag 1260
aacaactaca agaccacacc tcctgtgety gactcegacy getecttett tetgtactet 1320
cgectgaccy tggacaagtce taggtggeaa gagggcaacy tgttcetectg ctetgtgcty 1380
cacgaggctc tgcacaacca ctacacccag aagtcectgt ctetgteect ggge 1434
<210> 21

211> 478

<212> PRT

Q213> ALY

<220>
<223>  REEEHEMGII0NCT)

<400> 21
Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly
1 5 10 15

Ala Val Phe Val Ser Pro Ser His Ala Val Asp Glu Gln Leu Ser Lys
20 25 30

Ser Val Lys Asp Lys Val Leu Leu Pro Cys Arg Tyr Asn Ser Pro His
35 40 45

Glu Asp Glu Ser Glu Asp Arg Ile Tyr Trp Gln Lys His Asp Lys Val
50 55 60

Val Leu Ser Val Ile Ala Gly Lys Leu Lys Val Trp Pro Glu Tyr Lys
65 70 75 80

Asn Arg Thr Leu Tyr Asp Asn Thr Thr Tyr Ser Leu Ile Ile Leu Gly
85 90 05

Leu Val Leu Ser Asp Arg Gly Thr Tyr Ser Cys Val Val Gln Lys Lys
100 105 110

Glu Arg Gly Thr Tyr Glu Val Lys His Leu Ala Leu Val Lys Leu Ser
115 120 125

Ile Lys Ala Asp Phe Ser Thr Pro Asn Ile Thr Glu Ser Gly Asn Pro
130 135 140

111142999 FEHH3E A0101 $278  H68EH(RIER) 1112061716-0



202309074

Ser Ala Asp Thr Lys

145

Lys

Asn

Ser

Ile

Pro

225

Gly

Pro

Phe

Pro

Val

305

Thr

Val

Cys

Ser

Pro

385

Val

Pro Arg

Thr Thr

Gln Leu

195

Lys Tyr
210

Pro Glu

Gly Gly

Cys Pro

Leu Phe
275

Glu Val
290

Gln Phe

Lys Pro

Leu Thr

Lys Val

355

Lys Ala
370

Ser Gln

Lys Gly

111142999

Phe Ser
165

Ile Ser
180

Asp Phe

Gly Asp

Asp Pro

Ser Gly
245

Pro Cys
260

Pro Pro

Thr Cys

Asn Trp

Arg Glu

325

Val Leu

340

Ser Asn

Lys Gly

Glu Glu

Phe Tyr

Arg Ile Thr Cys
150

Trp Leu Glu Asn

Gln Asp Pro Glu

185

Asn Thr Thr Arg
200

Ala His Val Ser
215

Pro Asp Ser Gly
230

Gly Gly Gly Ser

Pro Ala Pro Glu

265

Lys Pro Lys Asp
280

Val Val Val Asp
295

Tyr Val Asp Gly
310

Glu Gln Phe Asn

His Gln Asp Trp

345

Lys Gly Leu Pro
360

Gln Pro Arg Glu
375

Met Thr Lys Asn
390

Pro Ser Asp Ile

FEESE A0101

Phe Ala
155

Gly Arg
170

Ser Glu

Asn His

Glu Asp

Ser Gly
235

Ala Glu
250

Ala Ala

Gln Leu

Val Ser

Val Glu

315

Ser Thr
330

Leu Asn

Ser Ser

Pro Gln

Gln Val

395

Ala Val

Ser Gly Gly Phe

Glu Leu Pro Gly

175

Leu Tyr Thr Ile
190

Thr Ile Lys Cys
205

Phe Thr Trp Glu
220

Gly Gly Gly Ser

Ser Lys Tyr Gly

255

Gly Gly Pro Ser
270

Met Ile Ser Arg
285

Gln Glu Asp Pro
300

Val His Asn Ala

Tyr Arg Val Val

335

Gly Lys Glu Tyr
350

Ile Glu Lys Thr
365

Val Tyr Thr Leu
330

Ser Leu Thr Cys

Glu Trp Glu Ser

Pro

160

Ile

Ser

Leu

Lys

Gly

240

Pro

Val

Thr

Glu

Lys

320

Ser

Lys

Ile

Pro

Leu

400

Asn

$285 - H68H(FIIF)

1112061716-0



202309074

405 410 415

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
420 425 430

Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg
435 440 445

Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala Leu
450 455 460

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

465 470 475
<210> 22

211> 133

<212> PRT

Q213> ALY

<220>
<223>  IL-27#EEE(3M, M5)

<400> 22
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 Ala 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 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

111142999 FEHH3E A0101 5298 - H68EH(RIER) 1112061716-0



202309074

130
<210> 23
211> 133
<212> PRT

Q213> ALY

<220>
<223>  IL-2:7#EEE(3M, M6l)

<400> 23
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 Ala Met Leu Thr Ala Lys Phe Tyr Met Pro Lys
35 40 45

Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu Arg 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> 24
211> 133
<212> PRT

Q213> ALY

<220>
<223>  IL-27#EEE(3M, M72)

111142999 FEESE A0101 $308E - #H63H(FIIFR)

1112061716-0



202309074

<400> 24
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 Ala Met Leu Thr Ala 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 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

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> 25
211> 1851
<212> DNA

Q213> ALY

<220>
<223> ARIEREE R (GI102-M45) 2 X%

<400> 25

atggatgeta tgctgagagg cetgtgttge gtgctgetge tgtgtggege tgtgttegty 60
tetecttete acgetgtgat ccacgtgace aaagaagtga aagaggtcge cacactgtece 120
tgcggecaca acgtttcagt ggaagaactg geccagacca ggatctactyg gecagaaagaa 180
aagaaaatgg tgctgaccat gatgtccgge gacatgaaca tctggectga gtacaagaac 240
cggaccatct tcgacatcac caacaacctyg tccategtga ttetggcect gaggecttcot 300
gatgaggegca cctatgagtyg cgtggtgcty aagtacgaga aggacgectt caagegcegag 360

111142999 FEHH3E A0101 $318 . H68E(RIER) 1112061716-0



cacctggcetg

ttcgagatce

gageeteace

tcteaggace

accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

accgecatge

cagtgcctgg

aacttccacc

aagggctccg

tttetgaace

111142999

202309074

aagtgacact

ctacctccaa

tgtcttggct

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

tgaccgetaa

aagaagaact

tfgaggccacg

agacaacctt

ggtggatcac

giccgtgaag

catccggegg

ggaaaacgec

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

gttcgeecatg

gaageecectg

ggacctgatce

tatgtgcgag

cttctgcecag

geegacttte

atcatctgtt

gaggaactga

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

cccaagaagg

gaagaggtyc

agcaacatca

tacgccgacg

agcatcatct

FEESE A0101

ccacaccttce

ctacctctgg

acgccatcaa

agctggactt

tfgagagtgaa

gatctggcgg

agtatggcecce

tectgtttee

gegtggtggt

gcgtggaagt

gagtggtetc

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

ccaccgaget

tfgaatctggc

acgtgatcgt

agacageeac

ccacactgac

catctecgac

cggettteet

caccaccgty

caacatgacc

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

gaagcaccte

ccagtccaag

gctggaactg

catcgtggaa

C

5§32 - H68H(FIIF)

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1851

1112061716-0



202309074

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

<400>
Val Ile
1

Gly His

Gln Lys

Ile Trp

50

Leu Ser

65

Glu Cys

Leu Ala

Ile Ser

Ser Thr

130

Gly Glu

145

Thr Glu

Asn His

Gln Thr

111142999

26

592

PRT
NI

AR (G1102-M45)

26
His Val Thr
5

Asn Val Ser
20

Glu Lys Lys
35

Pro Glu Tyr

Ile Val Ile

Val Val Leu

85

Glu Val Thr
100

Asp Phe Glu
115

Ser Gly Gly

Glu Leu Asn

Leu Tyr Ala

165

Ser Phe Met
180

Phe Asn Trp
195

Lys Glu Val Lys

Val Glu Glu Leu

25

Met Val Leu Thr
40

Lys Asn Arg Thr
55

Leu Ala Leu Arg
70

Lys Tyr Glu Lys

Leu Ser Val Lys

105

Ile Pro Thr Ser
120

Phe Pro Glu Pro
135

Ala Ile Asn Thr
150

Val Ser Ser Lys

Cys Leu Ile Lys

185

Asn Thr Thr Lys
200

FEESE A0101

Glu Val
10

Ala Gln

Met Met

Ile Phe

Pro Ser
75

Asp Ala
90

Ala Asp

Asn Ile

His Leu

Thr Val
155

Leu Asp
170

Tyr Gly

Ala Thr Leu Ser
15

Thr Arg Ile Tyr
30

Ser Gly Asp Met
45

Asp Ile Thr Asn
60

Asp Glu Gly Thr

Phe Lys Arg Glu

95

Phe Pro Thr Pro
110

Arg Arg Ile Ile
125

Ser Trp Leu Glu
140

Ser Gln Asp Pro

Phe Asn Met Thr

175

His Leu Arg Val
190

Cys

Trp

Asn

Asn

Tyr

80

His

Ser

Cys

Asn

Glu

160

Thr

Asn

Gln Glu His Phe Pro Asp Asn

205

5338 - #H68HE(FIIF)

1112061716-0



202309074

Gly Ser Gly Gly Gly Gly Ser Gly Gly

210

Ser Ala Glu
225

Glu Ala Ala

Asp Gln Leu

Asp Val Ser

275

Gly Val Glu
290

Asn Ser Thr
305

Trp Leu Asn

Pro Ser Ser

Glu Pro Gln

355

Asn Gln Val
370

Ile Ala Val
385

Thr Thr Pro

Arg Leu Thr

Cys Ser Val
435

Leu Ser Leu
450

Ser Thr Lys

111142999

Ser Lys

Gly Gly

245

Met Ile
260

Gln Glu

Val His

Tyr Arg

Gly Lys

325

Ile Glu
340

Val Tyr

Ser Leu

Glu Trp

Pro Val

405

Val Asp

420

Leu His

Ser Leu

Lys Thr

215

Tyr Gly Pro Pro
230

Pro Ser Val Phe

Ser Arg Thr Pro

265

Asp Pro Glu Val
280

Asn Ala Lys Thr
295

Val Val Ser Val
310

Glu Tyr Lys Cys

Lys Thr Ile Ser

345

Thr Leu Pro Pro
360

Thr Cys Leu Val
375

Glu Ser Asn Gly
390

Leu Asp Ser Asp

Lys Ser Arg Trp

425

Glu Ala Leu His
44()

Gly Gly Gly Gly
455

Gln Leu Gln Leu

FEESE A0101

Gly Gly

Cys Pro

235

Leu Phe
250

Glu Val

Gln Phe

Lys Pro

Leu Thr

315

Lys Val

330

Lys Ala

Ser Gln

Lys Gly

Gln Pro

395

Gly Ser

410

Gln Glu

Asn His

Gly Ser

Glu His

Ser Gly Gly Gly Gly

220

Pro Cys Pro

Pro Pro Lys

Thr Cys Val

270

Asn Trp Tyr
285

Arg Glu Glu
300

Val Leu His

Ser Asn Lys

Lys Gly Gln

350

Glu Glu Met
365

Phe Tyr Pro
330

Glu Asn Asn

Phe Phe Leu

Gly Asn Val

430

Tyr Thr Gln
445

Ala Pro Thr
460

Ala

Pro

255

Val

Val

Gln

Gln

Gly

335

Pro

Thr

Ser

Tyr

Tyr

415

Phe

Lys

Ser

Pro

240

Lys

Val

Asp

Phe

Asp

320

Leu

Arg

Lys

Asp

Lys

400

Ser

Ser

Ser

Ser

Leu Leu Leu Asp Leu

$348E - HE8H(FIIFR)

1112061716-0



202309074

465 470 475

Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys
485 490

Ala Met Leu Thr Ala Lys Phe Ala Met Pro Lys
500 505

Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys
515 520

Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu
530 535

Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu
545 550 555

Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala
565 570

Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile

580 585
<210> 27
211> 1851
<212> DNA

Q13> ATFA

<220>

223> AmASRALE HEE (G1102-M61) L% H R
<400> 27

atggatgeta tgctgagagg cetgtgttge gtgctgetge
tctecttete acgetgtgat ccacgtgace aaagaagtga
tgcggecaca acgtttcagt ggaagaactg geccagacca
aagaaaatgg tgctgaccat gatgtccgge gacatgaaca
cggaccatct tcgacatcac caacaacctg tccatcgtga
gatgagggca cctatgagtyg cgtggtgctg aagtacgaga

cacctggetg aagtgacact gtcecgtgaag gecgacttte

111142999 FEESE A0101

480

Asn Pro Lys Leu Thr
495

Lys Ala Thr Glu Leu
510

Pro Leu Glu Glu Val
525

Arg Pro Arg Asp Leu
540

Lys Gly Ser Glu Thr
560

Thr Ile Val Glu Phe
575

Ile Ser Thr Leu Thr
590

tgtgtggcge tgtgttegty

aagaggtcgce cacactgtcec

ggatctactg gcagaaagaa

fctggectga gtacaagaac

ttctggeect gaggecttcet

aggacgectt caagcegcegag

ccacacctte catcteegac

8358 - H68H(FIIFR)

60

120

180

240

300

360

420

1112061716-0



ttcgagatce

gageeteace

tcteaggace

accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

accgecatge

cagtgcctgg

aacttccacc

aagggctccg

tttetgaace

<210> 28

111142999

202309074

ctacctccaa

tgtcttggct

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

tgaccgetaa

aaagggaact

tfgaggccacg

agacaacctt

ggtggatcac

catccggegg

ggaaaacgec

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

gttctacatg

gaageecectg

ggacctgatce

tatgtgcgag

cttctgcecag

atcatctgtt

gaggaactga

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

cccaagaagg

gaagaggtyc

agcaacatca

tacgccgacg

agcatcatct

FEESE A0101

ctacctctgg

acgccatcaa

agctggactt

tfgagagtgaa

gatctggcgg

agtatggcecce

tectgtttee

gegtggtggt

gegtyggaagt

gagtggtetc

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

ccaccgaget

tfgaatctggc

acgtgatcgt

agacageeac

ccacactgac

cggettteet

caccaccgty

caacatgacc

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

gaagcaccte

ccagtccaag

gctggaactg

catcgtggaa

C

$36E - H6SH(FIIFR)

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1851

1112061716-0



202309074

211> 592
<212> PRT
Q213> ALY

<220>
223>  RIEEHE(GII02-M61)

<400> 28
Val Ile His Val Thr Lys Glu Val Lys Glu Val Ala Thr Leu Ser Cys
1 5 10 15

Gly His Asn Val Ser Val Glu Glu Leu Ala Gln Thr Arg Ile Tyr Trp
20 25 30

Gln Lys Glu Lys Lys Met Val Leu Thr Met Met Ser Gly Asp Met Asn
35 40 45

Ile Trp Pro Glu Tyr Lys Asn Arg Thr Ile Phe Asp Ile Thr Asn Asn
50 55 60

Leu Ser Ile Val Ile Leu Ala Leu Arg Pro Ser Asp Glu Gly Thr Tyr
65 70 75 80

Glu Cys Val Val Leu Lys Tyr Glu Lys Asp Ala Phe Lys Arg Glu His
85 90 05

Leu Ala Glu Val Thr Leu Ser Val Lys Ala Asp Phe Pro Thr Pro Ser
100 105 110

Ile Ser Asp Phe Glu Ile Pro Thr Ser Asn Ile Arg Arg Ile Ile Cys
115 120 125

Ser Thr Ser Gly Gly Phe Pro Glu Pro His Leu Ser Trp Leu Glu Asn
130 135 140

Gly Glu Glu Leu Asn Ala Ile Asn Thr Thr Val Ser Gln Asp Pro Glu
145 150 155 160

Thr Glu Leu Tyr Ala Val Ser Ser Lys Leu Asp Phe Asn Met Thr Thr
165 170 175

Asn His Ser Phe Met Cys Leu Ile Lys Tyr Gly His Leu Arg Val Asn
180 185 190

GIn Thr Phe Asn Trp Asn Thr Thr Lys Gln Glu His Phe Pro Asp Asn
195 200 205

Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
210 215 220

111142999 FEHH3E A0101 $378  H68E(RIER) 1112061716-0



202309074

Ser Ala Glu Ser Lys
225

Glu Ala Ala Gly Gly
245

Asp Gln Leu Met Ile
260

Asp Val Ser Gln Glu
275

Gly Val Glu Val His
290

Asn Ser Thr Tyr Arg
305

Trp Leu Asn Gly Lys
325

Pro Ser Ser Ile Glu
340

Glu Pro Gln Val Tyr
355

Asn Gln Val Ser Leu
370

Ile Ala Val Glu Trp
385

Thr Thr Pro Pro Val
405

Arg Leu Thr Val Asp
420

Cys Ser Val Leu His
435

Leu Ser Leu Ser Leu
450

Ser Thr Lys Lys Thr
465

Tyr Gly Pro
230

Pro Ser Val

Ser Arg Thr

Asp Pro Glu

280

Asn Ala Lys
295

Val Val Ser
310

Glu Tyr Lys

Lys Thr Ile

Thr Leu Pro

360

Thr Cys Leu
375

Glu Ser Asn
390

Leu Asp Ser

Lys Ser Arg

Glu Ala Leu

440

Gly Gly Gly
455

Gln Leu Gln
470

Pro Cys Pro
235

Phe Leu Phe
250

Pro Glu Val
265

Val Gln Phe

Thr Lys Pro

Val Leu Thr

315

Cys Lys Val
330

Ser Lys Ala
345

Pro Ser Gln

Val Lys Gly

Gly Gln Pro

395

Asp Gly Ser
410

Trp Gln Glu
425

His Asn His

Gly Gly Ser

Leu Glu His
475

Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys

111142999

FEESE A0101

Pro Cys Pro

Pro Pro Lys

Thr Cys Val

270

Asn Trp Tyr
285

Arg Glu Glu
300

Val Leu His

Ser Asn Lys

Lys Gly Gln

350

Glu Glu Met
365

Phe Tyr Pro
330

Glu Asn Asn

Phe Phe Leu

Gly Asn Val

430

Tyr Thr Gln
445

Ala Pro Thr
460

Leu Leu Leu

Asn Pro Lys

Ala

Pro

255

Val

Val

Gln

Gln

Gly

335

Pro

Thr

Ser

Tyr

Tyr

415

Phe

Lys

Ser

Asp

Leu

Pro

240

Lys

Val

Asp

Phe

Asp

320

Leu

Arg

Lys

Asp

Lys

400

Ser

Ser

Ser

Ser

Leu

480

Thr

5388 - H68H(FIIF)

1112061716-0



202309074

485 490 495

Ala Met Leu Thr Ala Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu
500 505 510

Lys His Leu Gln Cys Leu Glu Arg Glu Leu Lys Pro Leu Glu Glu Val
515 520 525

Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu
530 535 540

Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr
545 550 555 560

Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe
565 570 575

Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr

580 585 590
<210> 29
211> 1857
<212> DNA
Q13> AT
<220>
<223>  ARIEREE R (GI102-M72) 2 KA1k

<400> 29

atggatgcta

tetecttete

tgcggecaca

aagaaaatgg

cggaccatcet

gatgagggca

cacctggcetg

ttcgagatce

gageeteace

111142999

tgctgagagg

acgctgtgat

acgtttcagt

tgctgaccat

tcgacatcac

cctatgagtg

aagtgacact

ctacctccaa

tgtcttggct

cctgtgttgc

ccacgtgace

ggaagaactg

gatgtcceggce

caacaacctg

cgtggtgety

giccgtgaag

catccggegg

ggaaaacgec

glgctgctgce

aaagaagtga

gceeagacca

gacatgaaca

tccatcgtga

aagtacgaga

geegacttte

atcatctgtt

gaggaactga

FEESE A0101

tgtgtgegcgc

aagaggtcge

ggatctactg

fctggectga

ttctggeect

aggacgcectt

ccacaccttce

ctacctctgg

acgccatcaa

tgtgttcegty

cacactgtee

gcagaaagaa

gtacaagaac

gaggccttct

caagegegag

catctecgac

cggettteet

caccaccgty

398 - He8H(FIIF)

60

120

180

240

300

360

420

480

540

1112061716-0



tcteaggace

accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

accgecatge

cagtgcctgg

aacttccacc

202309074

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

tgaccgetaa

aagaagaact

tfgaggccacg

aagggctcecg agacaacctt
tttctgaacc ggtggatcac
<210> 30

<211> 592

<212> PRT

Q213> AL

111142999

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

gttctacatg

gaageecectg

ggacctgatce

tatgtgcgag

cttctgcecag

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

cccaagaagg

gaagaggtyc

agcaacatca

tacgccgacg

agcatcatct

FEESE A0101

agctggactt

tfgagagtgaa

gatctggcgg

agtatggcecce

tectgtttee

gegtggtggt

gcgtggaagt

gagtggtetc

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

ccaccgaget

tgaatgggge

acgtgatcgt

agacageeac

ccacactgac

caacatgacc

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

gaagcaccte

ccagtccaag

gctggaactg

catcgtggaa

ctgatga

$F40E - H68H(FIIFR)

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1857

1112061716-0



202309074

<220>
223>  RIEEHE(GII02-M72)

<400> 30
Val Ile His Val Thr Lys Glu Val Lys Glu Val Ala Thr Leu Ser Cys
1 5 10 15

Gly His Asn Val Ser Val Glu Glu Leu Ala Gln Thr Arg Ile Tyr Trp
20 25 30

Gln Lys Glu Lys Lys Met Val Leu Thr Met Met Ser Gly Asp Met Asn
35 40 45

Ile Trp Pro Glu Tyr Lys Asn Arg Thr Ile Phe Asp Ile Thr Asn Asn
50 55 60

Leu Ser Ile Val Ile Leu Ala Leu Arg Pro Ser Asp Glu Gly Thr Tyr
65 70 75 80

Glu Cys Val Val Leu Lys Tyr Glu Lys Asp Ala Phe Lys Arg Glu His
85 90 05

Leu Ala Glu Val Thr Leu Ser Val Lys Ala Asp Phe Pro Thr Pro Ser
100 105 110

Ile Ser Asp Phe Glu Ile Pro Thr Ser Asn Ile Arg Arg Ile Ile Cys
115 120 125

Ser Thr Ser Gly Gly Phe Pro Glu Pro His Leu Ser Trp Leu Glu Asn
130 135 140

Gly Glu Glu Leu Asn Ala Ile Asn Thr Thr Val Ser Gln Asp Pro Glu
145 150 155 160

Thr Glu Leu Tyr Ala Val Ser Ser Lys Leu Asp Phe Asn Met Thr Thr
165 170 175

Asn His Ser Phe Met Cys Leu Ile Lys Tyr Gly His Leu Arg Val Asn
180 185 190

GIn Thr Phe Asn Trp Asn Thr Thr Lys Gln Glu His Phe Pro Asp Asn
195 200 205

Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly
210 215 220

Ser Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro
225 230 235 240

111142999 FEHH3E A0101 $£418 - HE8E(RIER) 1112061716-0



Glu Ala Ala

Asp Gln Leu

Asp Val Ser

275

Gly Val Glu
290

Asn Ser Thr
305

Trp Leu Asn

Pro Ser Ser

Glu Pro Gln

355

Asn Gln Val
370

Ile Ala Val
385

Thr Thr Pro

Arg Leu Thr

Cys Ser Val
435

Leu Ser Leu
450

Ser Thr Lys

465

Gln Met Ile

Ala Met Leu

111142999

202309074

Gly Gly
245

Met Ile
260

Gln Glu

Val His

Tyr Arg

Gly Lys
325

Ile Glu
340

Val Tyr

Ser Leu

Glu Trp

Pro Val
405

Val Asp
420

Leu His

Ser Leu

Lys Thr

Leu Asn

485

Thr Ala

Pro Ser Val Phe

Ser Arg Thr Pro

265

Asp Pro Glu Val
280

Asn Ala Lys Thr
295

Val Val Ser Val
310

Glu Tyr Lys Cys

Lys Thr Ile Ser

345

Thr Leu Pro Pro
360

Thr Cys Leu Val
375

Glu Ser Asn Gly
390

Leu Asp Ser Asp

Lys Ser Arg Trp

425

Glu Ala Leu His
44()

Gly Gly Gly Gly
455

Gln Leu Gln Leu
470

Gly Ile Asn Asn

Lys Phe Tyr Met

FEESE A0101

Leu Phe
250

Glu Val

Gln Phe

Lys Pro

Leu Thr
315

Lys Val
330

Lys Ala

Ser Gln

Lys Gly

Gln Pro
395

Gly Ser
410

Gln Glu

Asn His

Gly Ser

Glu His
475

Tyr Lys
490

Pro Lys

Pro Pro Lys Pro
255

Thr Cys Val Val
270

Asn Trp Tyr Val
285

Arg Glu Glu Gln
300

Val Leu His Gln

Ser Asn Lys Gly

335

Lys Gly Gln Pro
350

Glu Glu Met Thr
365

Phe Tyr Pro Ser
330

Glu Asn Asn Tyr

Phe Phe Leu Tyr

415

Gly Asn Val Phe
430

Tyr Thr Gln Lys
445

Ala Pro Thr Ser
460

Leu Leu Leu Asp

Asn Pro Lys Leu
495

Lys Ala Thr Glu

Lys

Val

Asp

Phe

Asp

320

Leu

Arg

Lys

Asp

Lys

400

Ser

Ser

Ser

Ser

Leu

480

Thr

Leu

$428 - H68H(FIIFR)

1112061716-0



202309074

500 505 510

Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val
515 520 525

Leu Asn Gly Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu
530 535 540

Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr
545 550 555 560

Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe
565 570 575

Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr

580 585 590

<210> 31

211> 1851

<212> DNA

Q213> AL

<220>

<223>  HESEEEE (GI101w) L IL i

<400> 31

atggatgeta tgctgagagg cetgtgttge gtgctgetge tgtgtggege tgtgttegty 60
tetecttete acgetgtgat ccacgtgace aaagaagtga aagaggtcge cacactgtece 120
tgcggecaca acgtttcagt ggaagaactg geccagacca ggatctactyg gecagaaagaa 180
aagaaaatgg tgctgaccat gatgtccgge gacatgaaca tctggectga gtacaagaac 240
cggaccatct tcgacatcac caacaacctyg tccategtga ttetggcect gaggecttcot 300
gatgaggegca cctatgagtyg cgtggtgcty aagtacgaga aggacgectt caagegcegag 360
cacctggctyg aagtgacact gtecgtgaag gecgactttc ccacaccttc catctecgac 420
ttcgagatee ctacctccaa catceggegg atcatcetgtt ctacctetgg cggctttect 480
gagectcace tgtettggcet ggaaaacgge gaggaactga acgecatcaa caccaccegty 540
tctcaggace ccgaaaccga getgtacgct gtgtectceea agetggactt caacatgace 600
111142999 FRESHRIE A0L101 $B438 - H68H(FEIE) 1112061716-0



accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

accegeatge

cagtgcctgg

aacttccacc

aagggctccg

tttetgaace

<210> 32

202309074

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

tgacctttaa

aagaagaact

tfgaggccacg

agacaacctt

ggtggatcac

211> 592
<212> PRT

<213>

<220>
<223>

111142999

NI

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

gttctacatg

gaageecectg

ggacctgatce

tatgtgcgag

cttctgcecag

Bl A E (GI101w)

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

cccaagaagg

gaagaggtyc

agcaacatca

tacgccgacg

agcatcatct

FEESE A0101

tfgagagtgaa

gatctggcgg

agtatggcecce

tectgtttee

gegtggtggt

gegtyggaagt

gagtggtetc

gcaaggtgtce

gccagectag

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

ccaccgaget

tfgaatctggc

acgtgatcgt

agacageeac

ccacactgac

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

gaagcaccte

ccagtccaag

gctggaactg

catcgtggaa

C

$F44E - HESHE(FIIFR)

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1851

1112061716-0



202309074

<400>
Val Ile
1

Gly His

Gln Lys

Ile Trp

50

Leu Ser
65

Glu Cys

Leu Ala

Ile Ser

Ser Thr
130

Gly Glu
145

Thr Glu

Asn His

Gln Thr

Gly Ser

210

Ser Ala
225

Glu Ala

111142999

32
His Val Thr
5

Asn Val Ser
20

Glu Lys Lys
35

Pro Glu Tyr

Ile Val Ile

Val Val Leu

85

Glu Val Thr
100

Asp Phe Glu
115

Ser Gly Gly

Glu Leu Asn

Leu Tyr Ala

165

Ser Phe Met
180

Phe Asn Trp
195

Gly Gly Gly

Glu Ser Lys

Ala Gly Gly
245

Lys Glu Val Lys

Val Glu Glu Leu

25

Met Val Leu Thr
40

Lys Asn Arg Thr
55

Leu Ala Leu Arg
70

Lys Tyr Glu Lys

Leu Ser Val Lys

105

Ile Pro Thr Ser
120

Phe Pro Glu Pro
135

Ala Ile Asn Thr
150

Val Ser Ser Lys

Cys Leu Ile Lys

185

Asn Thr Thr Lys
200

Gly Ser Gly Gly
215

Tyr Gly Pro Pro
230

Pro Ser Val Phe

FEESE A0101

Glu Val
10

Ala Gln

Met Met

Ile Phe

Pro Ser
75

Asp Ala
90

Ala Asp

Asn Ile

His Leu

Thr Val
155

Leu Asp
170

Tyr Gly

Gln Glu

Gly Gly

Cys Pro

235

Leu Phe
250

Ala

Thr

Ser

Asp

60

Asp

Phe

Phe

Arg

Ser

140

Ser

Phe

His

His

Ser

220

Pro

Pro

Thr Leu Ser Cys
15

Arg Tle Tyr Trp
30

Gly Asp Met Asn
45

Ile Thr Asn Asn

Glu Gly Thr Tyr

80

Lys Arg Glu His
05

Pro Thr Pro Ser
110

Arg Tle Ile Cys
125

Trp Leu Glu Asn

Gln Asp Pro Glu

160

Asn Met Thr Thr
175

Leu Arg Val Asn
190

Phe Pro Asp Asn
205

Gly Gly Gly Gly

Cys Pro Ala Pro

240

Pro Lys Pro Lys
255

$F458 - H68H(FIIF)

1112061716-0



202309074

Asp Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
260 265 270

Asp Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp
275 280 285

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe
290 295 300

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp
305 310 315 320

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu
325 330 335

Pro Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg
340 345 350

Glu Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys
355 360 365

Asn Gln Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
370 375 330

Ile Ala Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys
385 390 395 400

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
405 410 415

Arg Leu Thr Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser
420 425 430

Cys Ser Val Leu His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser
435 44() 445

Leu Ser Leu Ser Leu Gly Gly Gly Gly Gly Ser Ala Pro Thr Ser Ser
450 455 460

Ser Thr Lys Lys Thr Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu
465 470 475 480

Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr
485 490 495

Arg Met Leu Thr Phe Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu
500 505 510

Lys His Leu Gln Cys Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val

111142999 FEHH3E A0101 $468 - HE8EH(RIR) 1112061716-0



202309074

515 520 525

Leu Asn Leu Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu
530 535 540

Ile Ser Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr
545 550 555 560

Thr Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe
565 570 575

Leu Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr

580 585 590
<210> 33
211> 1848
<212> DNA
Q13> AT
<220>
<223> ARESREEEEE (nGI102-M61 )2 BA 1%

<400> 33

atggatgcta

tetecttete

ccttgccget

cacgacaagg

aacaggacce

gatagaggca

cacctggete

tctggcaace

aagcectcggt

tcteaggace

agdaaccacad

acttgggaga

111142999

tgctgagagg

acgctgtgga

acaactctcc

tggtgcetgte

tgtacgacaa

cctattettg

tggtcaagcet

ctteegeega

tctettggct

cagagtccga

ccatcaagty

aacctectga

cctgtgttgc

cgagcagcetce

tcacgaggac

cgtgatcgee

caccacctac

cgtggtgcag

gtceatcaag

caccaagaga

ggaaaacgec

gctgtacace

cctgattaag

ggaccctect

glgctgctgce

tccaagteey

gagtctgagg

ggaaagctga

agectgatca

aagaaagage

gccgacttea

atcacctgtt

agagagctgc

atctecagee

tacggcgacg

gactctggat

FEESE A0101

tgtgtgegcgc

tfgaaggataa

accggatcta

aagtgtggcce

fcetggeect

gggucaccta

gcaccectaa

tcgectetgg

ccggeatcaa

agctcgactt

cecacgtgte

ctggeggegy

tgtgttcegty

ggtcctgctg

ctggcagaaa

tgagtacaag

cgtgctgage

cgaagtgaag

catcaccgag

cggetteecet

taccaccatt

taacaccacc

cgaggacttt

aggttctgge

$F47E - HE8HE(FIIFR)

60

120

180

240

300

360

420

480

540

600

660

720

1112061716-0



ggaggtggaa

tgtectgete

gaccagetea

gaggaccctg

accaageeta

ctgcaccagg

cettecagea

tacaccetge

gtcaagggct

aacaactaca

cgeetgacceg

cacgaggctce

ggeggttcty

ctgctggacce

gcecatgetga

tgcctggaaa

ttccaccetga

202309074

geggagecgy

cagaagctgc

tgatctctcg

aggtgcagtt

gagaggaaca

attggctgaa

tcgaaaagac

ctccaageca

tctaccctte

agaccacacce

tggacaagtc

tgcacaacca

ceectaccte

tccagatgat

ccgctaagtt

gggaactgaa

ggcctaggga

ggctecgaga caacctteat
ctgaaccggt ggatcacctt
<210> 34

211> 616

<212> PRT

Q213> ALY
<220>

<223>

<400> 34

111142999

aggatctgct

tggcggacce

gacccctgaa

caattggtac

gttcaactce

cggcaaagag

catcagcaag

agaggaaatg

cgacattgee

tcectgtgctg

taggtggcaa

ctacacccag

cagetetace

cctgaatggc

ctacatgece

gcecctggaa

cetgatetee

glgcgagtac

ctgccagage

& (nGI102-M61)

gagtctaagt

tctgtgttce

gtgacctgcg

glggacggeg

acctatagag

tacaagtgca

gctaagggce

accaagaacc

glygaatggy

gactccgacg

gagggeaacg

aagtccctgt

adagaaaacce

atcaacaatt

aagaaggeca

gaagtgctga

aacatcaacg

gccgacgaga

atcatctcca

FEESE A0101

atggeectee

tgttteectee

tggtggtega

tggaagtgca

fggtgteegt

aggtgtccaa

agcctaggga

aggtgtcececet

agtccaatgg

geteettett

tgttcteetg

ctetgtetet

agctccagtt

acaagaaccce

ccgagctgaa

atctggeeca

tfgatcgtgct

cagceaccat

cactgace

ttgtecteca

aaagectaag

tgtgtctcaa

caacgccaag

gctgaccgtg

caagggcctg

accceaggtt

gacctgectg

ccagcectgag

tctgtactet

ctctgtgcetg

tggaggtypt

ggagcatctg

caagetgace

gcacttgeag

gtccaagaac

ggaactgaaa

cgtggaattt

$48E - H68H(FIIF)

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1848

1112061716-0



202309074

Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly
1 5 10 15

Ala Val Phe Val Ser Pro Ser His Ala Val Asp Glu Gln Leu Ser Lys
20 25 30

Ser Val Lys Asp Lys Val Leu Leu Pro Cys Arg Tyr Asn Ser Pro His
35 40 45

Glu Asp Glu Ser Glu Asp Arg Ile Tyr Trp Gln Lys His Asp Lys Val
50 55 60

Val Leu Ser Val Ile Ala Gly Lys Leu Lys Val Trp Pro Glu Tyr Lys
65 70 75 80

Asn Arg Thr Leu Tyr Asp Asn Thr Thr Tyr Ser Leu Ile Ile Leu Gly
85 90 05

Leu Val Leu Ser Asp Arg Gly Thr Tyr Ser Cys Val Val Gln Lys Lys
100 105 110

Glu Arg Gly Thr Tyr Glu Val Lys His Leu Ala Leu Val Lys Leu Ser
115 120 125

Ile Lys Ala Asp Phe Ser Thr Pro Asn Ile Thr Glu Ser Gly Asn Pro
130 135 140

Ser Ala Asp Thr Lys Arg Ile Thr Cys Phe Ala Ser Gly Gly Phe Pro
145 150 155 160

Lys Pro Arg Phe Ser Trp Leu Glu Asn Gly Arg Glu Leu Pro Gly Ile
165 170 175

Asn Thr Thr Ile Ser Gln Asp Pro Glu Ser Glu Leu Tyr Thr Ile Ser
180 185 190

Ser Gln Leu Asp Phe Asn Thr Thr Arg Asn His Thr Ile Lys Cys Leu
195 200 205

Ile Lys Tyr Gly Asp Ala His Val Ser Glu Asp Phe Thr Trp Glu Lys
210 215 220

Pro Pro Glu Asp Pro Pro Asp Ser Gly Ser Gly Gly Gly Gly Ser Gly
225 230 235 240

Gly Gly Gly Ser Gly Gly Gly Gly Ser Ala Glu Ser Lys Tyr Gly Pro
245 250 255

Pro Cys Pro Pro Cys Pro Ala Pro Glu Ala Ala Gly Gly Pro Ser Val
260 265 270

111142999 FEHH3E A0101 $£498  HE8EH(RIER) 1112061716-0



202309074

Phe Leu Phe Pro Pro Lys Pro Lys Asp Gln Leu Met Ile Ser Arg Thr
275 280 285

Pro Glu Val Thr Cys Val Val Val Asp Val Ser Gln Glu Asp Pro Glu
290 295 300

Val Gln Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
305 310 315 320

Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser Thr Tyr Arg Val Val Ser
325 330 335

Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys
340 345 350

Cys Lys Val Ser Asn Lys Gly Leu Pro Ser Ser Ile Glu Lys Thr Ile
355 360 365

Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
370 375 330

Pro Ser Gln Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu
385 390 395 400

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn
405 410 415

Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
420 425 430

Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr Val Asp Lys Ser Arg
435 440 445

Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val Leu His Glu Ala Leu
450 455 460

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Leu Gly Gly Gly
465 470 475 480

Gly Gly Ser Ala Pro Thr Ser Ser Ser Thr Lys Lys Thr Gln Leu Gln
485 490 495

Leu Glu His Leu Leu Leu Asp Leu Gln Met Ile Leu Asn Gly Ile Asn
500 505 510

Asn Tyr Lys Asn Pro Lys Leu Thr Ala Met Leu Thr Ala Lys Phe Tyr
515 520 525

Met Pro Lys Lys Ala Thr Glu Leu Lys His Leu Gln Cys Leu Glu Arg

111142999 FEHH3E A0101 508 - H68E(RIER) 1112061716-0



202309074

530 535

Glu Leu Lys Pro Leu Glu Glu Val
545 550

Phe His Leu Arg Pro Arg Asp Leu
565

Leu Glu Leu Lys Gly Ser Glu Thr
580

Glu Thr Ala Thr Ile Val Glu Phe
595 600

Gln Ser Ile Ile Ser Thr Leu Thr

610 615
<210> 35
211> 153
<212> PRT

Q213> ALY

<220>
<223> By AEAUhIL-2

<400> 35
Met Tyr Arg Met Gln Leu Leu Ser
1 5

Val Thr Asn Ser Ala Pro Thr Ser
20

Gln Leu Glu His Leu Leu Leu Asp
35 40

Asn Asn Tyr Lys Asn Pro Lys Leu
50 55

Tyr Met Pro Lys Lys Ala Thr Glu
65 70

Glu Glu Leu Lys Pro Leu Glu Glu
85

540

Leu Asn Leu Ala Gln Ser Lys Asn
555 560

Ile Ser Asn Ile Asn Val Ile Val
570 575

Thr Phe Met Cys Glu Tyr Ala Asp
585 590

Leu Asn Arg Trp Ile Thr Phe Cys
605

Cys Ile Ala Leu Ser Leu Ala Leu
10 15

Ser Ser Thr Lys Lys Thr Gln Leu
25 30

Leu Gln Met Ile Leu Asn Gly Ile
45

Thr Arg Met Leu Thr Phe Lys Phe
60

Leu Lys His Leu Gln Cys Leu Glu
75 80

Val Leu Asn Leu Ala Gln Ser Lys
90 05

Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser Asn Ile Asn Val Ile

100

105 110

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

111142999 FEESE A0101

$518 - H68H(FIIFR)

1112061716-0



202309074

115 120 125

Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn Arg Trp Ile Thr Phe
130 135 140

Cys Gln Ser Ile Ile Ser Thr Leu Thr

145 150
<210> 36

Q211> 158

212> PRT

Q213> ALY

<220>
23>  HIARERFFZIL-2

<400> 36
Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly
1 5 10 15

Ala Val Phe Val Ser Pro Ser His Ala Ala Pro Thr Ser Ser Ser Thr
20 25 30

Lys Lys Thr Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu Gln Met
35 40 45

Ile Leu Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg Met
50 55 60

Leu Thr Phe Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys His
65 70 75 80

Leu Gln Cys Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val Leu Asn
85 90 05

Leu Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu Ile Ser
100 105 110

Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr Phe
115 120 125

Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu Asn
130 135 140

Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr
145 150 155

111142999 FEHH3E A0101 5528 - H68EH(RIER) 1112061716-0



202309074

<210> 37
211> 474
<212> DNA
Q213> AL
<220>

<223>

<400> 37

atggatgcta

tetecttete

catctgctge

ctgacccgea

ctecagtgee

aagaacttee

ctgaagggct

gaatttctga

<210> 38
211> 13

tgctgagagy

acgetgeece

tggaccteea

tgctgacctt

tfggaagaaga

acctgaggcc

ccgagacaac

accggtggat

<212> PRT

<213>

<220>

NI

<223> B

<400> 38

cctgtgttgc

taccagetcee

gatgattictg

taagttetac

actgaagece

acgggacctg

ctttatgtgc

caccttetge

i B FPo.Z IL- 2.2 B E R R

glgctgctgce

tctaccaaga

aacgggatca

atgeecaaga

Clggaagagg

atcagcaaca

gagtacgecg

cagagcatca

tgtgtgegcgc

aaacccaget

acaactataa

aggceaccga

tfgctgaatct

tfcaacgtgat

acgagacage

tctecacact

Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro

1

5

<210> 39
211> 1461
<212> DNA
Q213> AL
<220>

<223>

111142999

FRAECDR0-Fe i H A EH 1%

10

FEESE A0101

tgtgttcegty

ccagttggag

gaaccccaag

gctgaagceac

ggcecagtee

cgtgctggaa

caccatcgty

gace

8538 - #H68H(FIIF)

60

120

180

240

300

360

420

474

1112061716-0



ggatccgeca

gctgtgttcg

gccacactgt

tggcagaaag

gagtacaaga

ctgaggcctt

ttcaagcgceg

tceatetecg

ggcggcttte

aacaccaccg

ttcaacatga

aaccagacct

ggcggaggtt

ceteettgte

cctecaaage

glggatgtgt

gtgcacaacg

tcegtgetga

tccaacaagy

agggaaccce

tceetgaccet

aatggccage

ttetttetgt

tcetgetetg

tcectgggcet

111142999

202309074

<400> 39

ccatggatgc

tgteteette

cctgcggeca

aaaagaaaat

accggaccat

Ctgatgaggg

agcacctggc

acttcgagat

ctgagectca

tgtctcagga

ccaccaacca

tcaactggaa

Clggeggagy

ctecatgtee

ctaaggacca

ctcaagagga

ccdaagaccaa

ccgtgctgca

geetgeette

aggtttacac

gccetggtcaa

ctgagaacaa

actctegect

tgctgcacga

gatgactcga

tatgctgaga

tcacgetgtg

caacgtttca

ggtgctgace

cttcgacate

cacctatgag

tfgaagtgaca

cectacctee

cctgtecttgg

ccccgaaacce

cagcttcatg

caccaccaay

tggaagcgga

tgctecagaa

gctcatgatce

ccctgaggty

gcctagagag

ccaggattgg

cagcatcgaa

cetgecteca

gggctictac

ctacaagacce

gaccgtggac

ggecectgeac

ggcctgtett

atccacgtga

glggaagaac

atgatgtccg

accaacaacc

tgcgtggtgc

ctgtccgtga

aacatccgge

Ctggaaaacg

gagctgtacg

tfgcctgatta

caagagcact

ggcggaggat

getgetggeg

tcteggacac

cagttcaatt

gaacagttca

ctgaacggca

aagaccatct

agecaagagg

cettecgaca

acaccteetg

aagtctaggt

aatcactaca

FEESE A0101

gcgtgctgct

ccaaagaagt

tggcccagac

gcgacatgaa

tgtccatcgt

tfgaagtacga

aggecgactt

ggatcatctg

gcgaggaact

ctgtgtcecte

agtacggceca

tceetgacaa

ctgctgagtce

gaccctetgt

ccgaagtgac

ggtacgtgga

actccaccta

aagagtacaa

ccaaggctaa

aaatgaccaa

ttgccgtgega

tgctggactce

ggcaagagyes

cccagaagte

getgtgtgge

gaaagaggtc

caggatctac

catctggecet

gattctggce

gaaggacgce

tcecacaccet

ttetacctet

gaacgeeate

caagctggac

CCctgagagtg

tggatctggce

taagtatggc

gtteetgttt

ctgegtyggty

cggcgtggaa

cagagtyggtly

glgcaaggty

gggccagect

gaaccaggtg

atgggagtcce

cgacggctcee

caacgtgttce

cctgtctcetg

$548E - H68H(FIIFR)

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1260

1320

1380

1440

1461

1112061716-0



202309074

<210> 40
211> 479
<212> PRT

Q213> ALY

<220>
<223> (D8O-Fe&EH

<400> 40
Met Asp Ala Met Leu Arg Gly Leu Cys Cys Val Leu Leu Leu Cys Gly
1 5 10 15

Ala Val Phe Val Ser Pro Ser His Ala Val Ile His Val Thr Lys Glu
20 25 30

Val Lys Glu Val Ala Thr Leu Ser Cys Gly His Asn Val Ser Val Glu
35 40 45

Glu Leu Ala Gln Thr Arg Ile Tyr Trp Gln Lys Glu Lys Lys Met Val
50 55 60

Leu Thr Met Met Ser Gly Asp Met Asn Ile Trp Pro Glu Tyr Lys Asn
65 70 75 80

Arg Thr Ile Phe Asp Ile Thr Asn Asn Leu Ser Ile Val Ile Leu Ala
85 90 05

Leu Arg Pro Ser Asp Glu Gly Thr Tyr Glu Cys Val Val Leu Lys Tyr
100 105 110

Glu Lys Asp Ala Phe Lys Arg Glu His Leu Ala Glu Val Thr Leu Ser
115 120 125

Val Lys Ala Asp Phe Pro Thr Pro Ser Ile Ser Asp Phe Glu Ile Pro
130 135 140

Thr Ser Asn Ile Arg Arg Ile Ile Cys Ser Thr Ser Gly Gly Phe Pro
145 150 155 160

Glu Pro His Leu Ser Trp Leu Glu Asn Gly Glu Glu Leu Asn Ala Ile
165 170 175

Asn Thr Thr Val Ser Gln Asp Pro Glu Thr Glu Leu Tyr Ala Val Ser
180 185 190

Ser Lys Leu Asp Phe Asn Met Thr Thr Asn His Ser Phe Met Cys Leu
195 200 205

111142999 FEHH3E A0101 558  H68EH(RIR) 1112061716-0



Ile Lys Tyr
210

Thr Lys Gln
225

Gly Gly Gly

Pro Pro Cys

Val Phe Leu

275

Thr Pro Glu
290

Glu Val Gln
305

Lys Thr Lys

Ser Val Leu

Lys Cys Lys

355

Ile Ser Lys
370

Pro Pro Ser
385

Leu Val Lys

Asn Gly Gln

Ser Asp Gly
435

Arg Trp Gln
450

Leu His Asn

111142999

202309074

Gly His

Glu His

Gly Ser

245

Pro Pro
260

Phe Pro

Val Thr

Phe Asn

Pro Arg

325

Thr Val
340

Val Ser

Ala Lys

Gln Glu

Gly Phe

405

Pro Glu

420

Ser Phe

Glu Gly

His Tyr

Leu Arg Val
215

Phe Pro Asp
230

Gly Gly Gly

Cys Pro Ala

Pro Lys Pro

280

Cys Val Val
295

Trp Tyr Val
310

Glu Glu Gln

Leu His Gln

Asn Lys Gly

360

Gly Gln Pro
375

Glu Met Thr
390

Tyr Pro Ser

Asn Asn Tyr

Phe Leu Tyr
44()

Asn Val Phe
455

Thr Gln Lys

Asn Gln Thr

Asn Gly Ser

235

Gly Ser Ala
250

Pro Glu Ala
265

Lys Asp Gln

Val Asp Val

Asp Gly Val

315

Phe Asn Ser
330

Asp Trp Leu
345

Leu Pro Ser

Arg Glu Pro

Lys Asn Gln
395

Asp Ile Ala
410

Lys Thr Thr

425

Ser Arg Leu

Ser Cys Ser

Ser Leu Ser

FEESE A0101

Phe Asn Trp Asn Thr

220

Gly

Glu

Ala

Leu

Ser

300

Glu

Thr

Asn

Ser

Gln

380

Val

Val

Pro

Thr

Val

460

Leu

Gly Gly Gly

Ser Lys Tyr

255

Gly Gly Pro
270

Met Ile Ser
285

Gln Glu Asp

Val His Asn

Tyr Arg Val

335

Gly Lys Glu
350

Ile Glu Lys
365

Val Tyr Thr

Ser Leu Thr

Glu Trp Glu

415

Pro Val Leu
430

Val Asp Lys
445

Leu His Glu

Ser Leu Gly

Ser

240

Gly

Ser

Arg

Pro

Ala

320

Val

Tyr

Thr

Leu

Cys

400

Ser

Asp

Ser

Ala

$565E - HESH(FIIF)

1112061716-0



465

<210> 41

202309074

470

211> 1851
<212> DNA

<213>

<220>
<223>

<400> 41

atggatgcta

tetecttete

tgcggecaca

aagaaaatgg

cggaccatcet

gatgaggegca

cacctggcetg

ttcgagatce

gageeteace

tcteaggace

accaaccacad

aactggaaca

ggcggaggty

ccatgtcectg

aaggaccage

caagaggace

aagaccaage

gtgctgeace

ctgeetteca

111142999

NI

tgctgagagg

acgctgtgat

acgtttcagt

tgctgaccat

tcgacatcac

cctatgagtg

aagtgacact

ctacctccaa

tgtcttggct

ccgaaaccga

gettcatgtg

ccaccaagca

gaageggagy

cteccagaage

tcatgatcte

Ctgaggtgca

ctagagagga

aggattggct

gcatcgaaaa

cctgtgttgc

ccacgtgace

ggaagaactg

gatgtcceggce

caacaacctg

cgtggtgcty

giccgtgaag

catccggegg

ggaaaacgec

gcetgtacgcet

cctgattaag

agageacttce

cggaggatct

tgctggegga

tcggacaccee

gttcaattgg

acagttcaac

gaacggeaaa

gaccatctee

475

glgctgctgce

aaagaagtga

gceeagacca

gacatgaaca

tccatcgtga

aagtacgaga

geegacttte

atcatctgtt

gaggaactga

gtgtccteca

tacggeecace

cctgacaatg

gctgagtcta

ccetetgtet

gaagtgacct

tacgtggacg

tccacctaca

gagtacaagt

aaggctaagg

FEESE A0101

SRS 8 H (hCD8O-Fe- TL2wt ) L R4 H iR

tgtgtgegcgc

aagaggtcge

ggatctactg

fctggectga

ttctggeect

aggacgcectt

ccacaccttce

ctacctctgg

acgccatcaa

agctggactt

tfgagagtgaa

gatctggegg

agtatggcecce

tectgtttee

gegtggtggt

gcgtggaagt

gagtggtgte

gcaaggtgtce

gccagectag

tgtgttcegty

cacactgtee

gcagaaagaa

gtacaagaac

gaggccttct

caagegegag

catctecgac

cggettteet

caccaccgty

caacatgacc

ccagacctte

cggaggttict

teettgtect

tccaaagect

ggatgtgtcet

gcacaacgee

cgtgctgace

caacaagggc

ggaacceeag

$B578 - H68E(FIIFR)

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1112061716-0



gtttacacce

Ctggtcaagg

gagaacaact

tctegectga

ctgcacgagg

ggtggeggtt

ctgcetgctgg

accegeatge

cagtgcctgg

aacttccacc

aagggctccg

tttetgaace

<210> 472

202309074

tgectecaay

gcttetacce

acdagaccac

ccgtggacaa

cectgcacaa

ctgeecectac

acctecagat

tgacctttaa

aagaagaact

tfgaggccacg

agacaacctt

ggtggatcac

211> 367
212> PRT
Q13> AT

<220>

<223> Fc-IL2wt

ccaagaggaa

ttecgacatt

acctcctgtg

gtctagatgg

tcactacacc

cagetectet

gattctgaac

gttctacatg

gaageecectg

ggacctgatce

tatgtgcgag

cttctgcecag

atgaccaaga

gcegtggaat

ctggactccg

caagagggca

cagaagtece

accaagaaaa

gggatcaaca

cccaagaagg

gaagaggtyc

agcaacatca

tacgccgacg

agcatcatct

accaggtgtce

gggagtccaa

acggetectt

acgtgttcte

tgtctetgte

cccageteca

actataagaa

ccaccgaget

tfgaatctggc

acgtgatcgt

agacageeac

ccacactgac

cetgacctge

tggccagect

ctttetgtac

ctgctctgtg

fcttggaggt

gltggagcat

ceccaagetyg

gaagcaccte

ccagtccaag

gctggaactg

catcgtggaa

C

<400> 472
Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu
1 5 10 15

Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
20 25 30

Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
35 40 45

Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
50 55 60

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
65 70 75 80

FEESE A0101 588 - H68H(FIIF)

111142999

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1851

1112061716-0



202309074

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
85 90 05

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
100 105 110

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

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
130 135 140

Gln Val Ser Leu Thr Cys Leu 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 Tyr Ser Arg
180 185 190

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

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

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

Thr Lys Lys Thr Gln Leu Gln Leu Glu His Leu Leu Leu Asp Leu Gln
245 250 255

Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys Asn Pro Lys Leu Thr Arg
260 265 270

Met Leu Thr Phe Lys Phe Tyr Met Pro Lys Lys Ala Thr Glu Leu Lys
275 280 285

His Leu Gln Cys Leu Glu Glu Glu Leu Lys Pro Leu Glu Glu Val Leu
290 295 300

Asn Leu Ala Gln Ser Lys Asn Phe His Leu Arg Pro Arg Asp Leu Ile
305 310 315 320

Ser Asn Ile Asn Val Ile Val Leu Glu Leu Lys Gly Ser Glu Thr Thr
325 330 335

Phe Met Cys Glu Tyr Ala Asp Glu Thr Ala Thr Ile Val Glu Phe Leu

111142999 FEHH3E A0101 5508 - H68EH(RIR) 1112061716-0



202309074

340 345 350

Asn Arg Trp Ile Thr Phe Cys Gln Ser Ile Ile Ser Thr Leu Thr

355 360 365

<210> 43

211> 1176

212> DNA

Q13> ATFA

<220>

<223> Fc-TL2wt

<400> 43

atggatgeta tgctgagagg cetgtgttge gtgctgetge tgtgtggege tgtgttegty 60
tetecttete acgetgetga gtetaagtat ggcccetectt gtectecatyg tectgeteca 120
gaagctgety geggaccete tgtgttecty tttecteccaa agectaagga ccageteatg 180
atctctegga caccegaagt gacctgegty gtggtggaty tgtetcaaga ggaccctgag 240
gtgcagttca attggtacgt ggacggcgty gaagtgcaca acgecaagac caagectaga 300
gaggaacagt tcaactccac ctacagagtg gtgtcecgtge tgaccgtgcet gecaccaggat 360
tggctgaacy geaaagagta caagtgcaag gtgtccaaca agggectgec ttccageate 420
gaaaagacca tctccaagge taagggccag cctagggaac cccaggttta caccctgect 480
ccaagccaag aggaaatgac caagaaccag gtgteectga cctgectggt caagggcttce 540
tacccttccg acattgecgt ggaatgggag tccaatggec agectgagaa caactacaag 600
accacacctc ctgtgetgga ctecgacgge tecttettte tgtacteteg cetgacegty 660
gacaagtcta gatggcaaga gggcaacgty ttctectget ctgtgctgea cgaggeecty 720
cacaatcact acacccagaa gteectgtet ctgtetetty gaggtggtgg cggttetgcc 730
cctaccaget cctctaccaa gaaaacccag ctccagttgg agecatctget getggacctce 840
cagatgattc tgaacgggat caacaactat aagaacccca agetgacccg catgetgace 900
tttaagttct acatgcccaa gaaggcecacc gagcetgaage acctcecagtyg cctggaagaa 960
111142999 REMIE A0101 H60E - H68EH(FIIR) 1112061716-0
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gaactgaagc ccctggaaga ggtgetgaat ctggeccagt ccaagaactt ccacctgagg

ccacgggacc tgatcagcaa catcaacgtg atcgtgetgg aactgaaggg ctcecgagaca

acctttatgt gcgagtacgce cgacgagaca gccaccatcg tggaatttcet gaaccggtgg

atcaccttet g

<210> 44
211> 392
<212> PRT

ccagagcat catctccaca ctgace

Q213> ALY

<220>
<223> Fc-

<400> 44

Met Asp Ala
1

Ala Val Phe

Pro Cys Pro

35

Phe Leu Phe
50

Pro Glu Val
65

Val Gln Phe

Thr Lys Pro

Val Leu Thr

115

Cys Lys Val
130

Ser Lys Ala
145

Pro Ser Gln

111142999

IL2v2

Met Leu Arg Gly Leu Cys Cys Val
5 10

Val Ser Pro Ser His Ala Ala Glu
20 25

Pro Cys Pro Ala Pro Glu Ala Ala
40

Pro Pro Lys Pro Lys Asp Gln Leu
55

Thr Cys Val Val Val Asp Val Ser
70 75

Asn Trp Tyr Val Asp Gly Val Glu
85 90

Arg Glu Glu Gln Phe Asn Ser Thr
100 105

Val Leu His Gln Asp Trp Leu Asn
120

Ser Asn Lys Gly Leu Pro Ser Ser
135

Lys Gly Gln Pro Arg Glu Pro Gln
150 155

Glu Glu Met Thr Lys Asn Gln Val

FEESE A0101

Leu Leu Leu Cys
15

Ser Lys Tyr Gly
30

Gly Gly Pro Ser
45

Met Ile Ser Arg
60

Gln Glu Asp Pro

Val His Asn Ala

95

Tyr Arg Val Val
110

Gly Lys Glu Tyr
125

Ile Glu Lys Thr
140

Gly

Pro

Val

Thr

Glu

80

Lys

Ser

Lys

Ile

Val Tyr Thr Leu Pro

Ser Leu Thr Cys

160

Leu

#6158 - H63H(FIIF)

1020

1080

1140

1176

1112061716-0



Val Lys Gly

Gly Gln Pro

195

Asp Gly Ser
210

Trp Gln Glu
225

His Asn His

Gly Gly Ser

Leu Glu His

275

Asn Tyr Lys
290

Met Pro Lys
305

Glu Leu Lys

Phe His Leu

Leu Glu Leu

355

Glu Thr Ala
370

Gln Ser Ile
385

<210> 45

202309074

165

Phe Tyr
180

Glu Asn

Phe Phe

Gly Asn

Tyr Thr

245

Ala Pro
260

Leu Leu

Asn Pro

Lys Ala

Pro Leu

325

Arg Pro

340

Lys Gly

Thr Ile

Ile Ser

211> 1200
<212> DNA
Q13> AT

111142999

170

Pro Ser Asp Ile Ala Val
185

Asn Tyr Lys Thr Thr Pro
200

Leu Tyr Ser Arg Leu Thr
215

Val Phe Ser Cys Ser Val
230 235

Gln Lys Ser Leu Ser Leu
250

Thr Ser Ser Ser Thr Lys
265

Leu Asp Leu Gln Met Ile
280

Lys Leu Thr Ala Met Leu
295

Thr Glu Leu Lys His Leu
310 315

Glu Glu Val Leu Asn Leu
330

Arg Asp Leu Ile Ser Asn
345

Ser Glu Thr Thr Phe Met
360

Val Glu Phe Leu Asn Arg
375

Thr Leu Thr
390

FEESE A0101

Glu Trp Glu
190

Pro Val Leu
205

Val Asp Lys
220

Leu His Glu

Ser Leu Gly

Lys Thr Gln

270

Leu Asn Gly
285

Thr Ala Lys
300

Gln Cys Leu

Ala Gln Ser

Ile Asn Val

350

Cys Glu Tyr
365

Trp Ile Thr
330

175

Ser

Asp

Ser

Ala

Gly

255

Leu

Ile

Phe

Glu

Lys

335

Ile

Ala

Phe

Asn

Ser

Arg

Leu

240

Gly

Gln

Asn

Tyr

Glu

320

Asn

Val

Asp

Cys

$628E - H68H(FIIF)

1112061716-0



<220>
<223>

<400> 45

ggatccgeca

gctgtgttcg

tgtectgete

gaccagetea

gaggaccctg

accaageeta

ctgcaccagg

cettecagea

tacaccetge

gtcaagggct

aacaactaca

cgeetgacceg

cacgaggece

ggaggatcty

ctgctggacce

gcecatgetga

tgcctggaag

ttccaccetga

ggctccgaga

ctgaaccggt

<210> 46

202309074

ccatggatgc

tgtctecate

cagaagctgc

tgatctctcg

aggtgcagtt

gagaggaaca

attggctgaa

tcgaaaagac

ctccaageca

tctaccctte

agaccacacce

tggacaagtc

tgcacaatca

ctectacctce

tccagatgat

ccgctaagtt

aggaactgaa

ggcctaggga

caaccttcat

ggatcacctt

211> 592

111142999

HRREFC- 1LV Bt

tatgctgaga

tcacgeeget

tggcggacce

gacccctgaa

caattggtac

gttcaactce

cggcaaagag

catctccaag

agaggaaatg

cgacattgee

tcectgtgctg

taggtggcaa

ctacacccag

cagetecace

cctgaatggc

ctacatgece

gcecctggaa

cetgatetee

glgcgagtac

ctgccagtee

ggcctgtett

gagtctaagt

tctgtgttce

gtgacctgcg

glggacggeg

acctacagag

tacaagtgca

gctaagggce

accaagaacc

glygaatggy

gactccgacg

gagggcaacyg

aagtccctgt

adagaaaacce

atcaacaatt

aagaaggeca

gaagtgctga

aacatcaacg

gccgacgaga

atcatctcca

FEESE A0101

gcgtgctgct

acggeectec

tgttteectee

tggtggtega

tggaagtgca

fggtgteegt

aggtgtccaa

agcctaggga

aggtgtcececet

agtccaatgg

geteettett

tgttcteetg

ctetgtetet

agctccagtt

acaagaaccce

ccgagctgaa

atctggeeca

tfgatcgtgct

cagceaccat

cactgacctg

getgtgtgge

ttgtecteca

aaagectaag

tgtgtctcaa

caacgccaag

gctgaccgtg

caagggcctg

accceaggtt

gacctgectg

ccagcectgag

tctgtactet

ctctgtgcetg

tggeggagge

ggagcatctg

caagetgace

gcaccteeag

gtccaagaac

ggaactgaaa

cgtggaattt

atgactcgag

$63E - H63H(FIIF)

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1140

1200

1200

1112061716-0



202309074

<212>
<213>

<220>

<223>

<400>
Val Ile
1

Gly His

Gln Lys

Ile Trp

50

Leu Ser

65

Glu Cys

Leu Ala

Ile Ser

Ser Thr

130

Gly Glu

145

Thr Glu

Asn His

Gln Thr

Gly Ser
210

111142999

PRT
ANTFF

(D8O-Fc-1L2wt

46
His Val Thr
5

Val Ser
20

Asn

Glu
35

Lys Lys

Pro Glu Tyr

Ile Val Ile

Val Val Leu

85
Glu Val Thr
100
Asp Phe Glu
115

Ser Gly Gly

Glu Leu Asn

Tyr Ala
165

Leu

Phe Met
180

Ser

Phe
195

Asn Trp

Lys Glu Val Lys

Val Glu Glu Leu

25

Met Val Leu Thr
40

Lys Asn Arg Thr
55

Leu Ala Leu Arg
70

Lys Tyr Glu Lys

Leu Ser Val Lys

105

Ile Pro Thr
120

Ser

Phe Pro Glu Pro

135

Ala Tle Asn
150

Thr

Val Ser Ser Lys

Cys Leu Ile Lys

185

Asn Thr Thr
200

Lys

Glu Val
10

Ala Gln

Met Met

Ile Phe

Pro Ser
75

Asp Ala
90

Ala Asp

Asn Ile

His Leu

Thr Val

155

Leu Asp
170

Tyr Gly

Gln Glu

Gly Gly Gly Gly Ser Gly Gly Gly Gly

215

FEESE A0101

Ala Thr Leu Ser
15

Thr Arg Ile Tyr
30

Ser Gly Asp Met
45

Asp Ile Thr Asn
60

Asp Glu Gly Thr

Phe Lys Arg Glu

95

Phe Pro Thr Pro
110

Arg Arg Ile Ile
125

Ser Trp Leu Glu
140

Ser Gln Asp Pro

Phe Asn Met Thr

175

His Leu Arg Val
190

His Phe Pro Asp
205

Ser Gly Gly Gly
220

Cys

Trp

Asn

Asn

Tyr

80

His

Ser

Cys

Asn

Glu

160

Thr

Asn

Asn

Gly

$F64E - HESH(FIIFR)

1112061716-0
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Ser Ala Glu Ser Lys
225

Glu Ala Ala Gly Gly
245

Asp Gln Leu Met Ile
260

Asp Val Ser Gln Glu
275

Gly Val Glu Val His
290

Asn Ser Thr Tyr Arg
305

Trp Leu Asn Gly Lys
325

Pro Ser Ser Ile Glu
340

Glu Pro Gln Val Tyr
355

Asn Gln Val Ser Leu
370

Ile Ala Val Glu Trp
385

Thr Thr Pro Pro Val
405

Arg Leu Thr Val Asp
420

Cys Ser Val Leu His
435

Leu Ser Leu Ser Leu
450

Ser Thr Lys Lys Thr
465

Tyr Gly Pro
230

Pro Ser Val

Ser Arg Thr

Asp Pro Glu

280

Asn Ala Lys
295

Val Val Ser
310

Glu Tyr Lys

Lys Thr Ile

Thr Leu Pro

360

Thr Cys Leu
375

Glu Ser Asn
390

Leu Asp Ser

Lys Ser Arg

Glu Ala Leu

440

Gly Gly Gly
455

Gln Leu Gln
470

Pro Cys Pro
235

Phe Leu Phe
250

Pro Glu Val
265

Val Gln Phe

Thr Lys Pro

Val Leu Thr

315

Cys Lys Val
330

Ser Lys Ala
345

Pro Ser Gln

Val Lys Gly

Gly Gln Pro

395

Asp Gly Ser
410

Trp Gln Glu
425

His Asn His

Gly Gly Ser

Leu Glu His
475

Gln Met Ile Leu Asn Gly Ile Asn Asn Tyr Lys

485

111142999

490

FEESE A0101

Pro Cys Pro

Pro Pro Lys

Thr Cys Val

270

Asn Trp Tyr
285

Arg Glu Glu
300

Val Leu His

Ser Asn Lys

Lys Gly Gln

350

Glu Glu Met
365

Phe Tyr Pro
330

Glu Asn Asn

Phe Phe Leu

Gly Asn Val

430

Tyr Thr Gln
445

Ala Pro Thr
460

Leu Leu Leu

Asn Pro Lys

Ala

Pro

255

Val

Val

Gln

Gln

Gly

335

Pro

Thr

Ser

Tyr

Tyr

415

Phe

Lys

Ser

Asp

Leu
495

Pro

240

Lys

Val

Asp

Phe

Asp

320

Leu

Arg

Lys

Asp

Lys

400

Ser

Ser

Ser

Ser

Leu

480

Thr

5§65 - H63H(FIIFR)
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Arg Met Leu Thr Phe
500

Lys His Leu Gln Cys
515

Leu Asn Leu Ala Gln
530

Ile Ser Asn Ile Asn
545

Thr Phe Met Cys Glu
565

Leu Asn Arg Trp Ile
580

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

47

591

PRT
NI

<220>

<223> mGI-101

<400> 47
Val Asp Glu Gln Leu
1 5

Cys Arg Tyr Asn Ser
20

Trp Gln Lys His Asp
35

Lys Val Trp Pro Glu
50

Tyr Ser Leu Ile Ile
65

Ser Cys Val Val Gln
85

Leu Ala Leu Val Lys
100

111142999

Lys Phe Tyr

Leu Glu Glu
520

Lys Asn
535

Ser

Val
550

Ile Val

Tyr Ala Asp

Thr Phe Cys

Ser Lys Ser

Pro

His Glu

Val Val
40

Lys

Lys Asn
55

Tyr

Leu Gly Leu

70

Lys Lys Glu

Leu Ser Ile

Met Pro Lys
505

Glu Leu Lys

Phe His Leu

Leu Glu Leu

555

Glu Thr Ala
570

Gln Ser Ile
585

Val Lys Asp
10

Asp Glu Ser
25

Leu Ser Val

Arg Thr Leu

Val Leu Ser

75

Arg Gly Thr
90

Lys Ala Asp
105

FEESE A0101

Ala Thr
510

Lys

Pro Leu Glu

525
Arg Pro Arg
540

Lys Gly Ser

Thr Ile Val

Ile Ser Thr

590

Lys Val Leu

Glu Asp Arg

30
Ile Ala Gly
45
Tyr Asp Asn
60

Asp Arg Gly

Tyr Glu Val

Phe Ser Thr
110

Glu Leu

Glu Val

Asp Leu

Glu Thr

560

Glu Phe
575

Leu Thr

Leu Pro
15

Ile Tyr

Lys Leu

Thr Thr

Thr Tyr

80
Lys His
05

Pro Asn

$66E - HESH(FIIF)
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Ile Thr Glu Ser Gly Asn Pro Ser Ala Asp Thr Lys Arg Ile Thr Cys
115 120 125

Phe Ala Ser Gly Gly Phe Pro Lys Pro Arg Phe Ser Trp Leu Glu Asn
130 135 140

Gly Arg Glu Leu Pro Gly Ile Asn Thr Thr Ile Ser Gln Asp Pro Glu
145 150 155 160

Ser Glu Leu Tyr Thr Ile Ser Ser Gln Leu Asp Phe Asn Thr Thr Arg
165 170 175

Asn His Thr Ile Lys Cys Leu Ile Lys Tyr Gly Asp Ala His Val Ser
180 185 190

Glu Asp Phe Thr Trp Glu Lys Pro Pro Glu Asp Pro Pro Asp Ser Gly
195 200 205

Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
210 215 220

Ala Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu
225 230 235 240

Ala Ala Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp
245 250 255

Gln Leu Met Ile Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp
260 265 270

Val Ser Gln Glu Asp Pro Glu Val Gln Phe Asn Trp Tyr Val Asp Gly
275 280 285

Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn
290 295 300

Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp
305 310 315 320

Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro
325 330 335

Ser Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu
340 345 350

Pro Gln Val Tyr Thr Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn
355 360 365

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

111142999 FEHH3E A0101 5678 - H68EH(RIER) 1112061716-0
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Ala

385

Thr

Leu

Ser

Ser

Thr

465

Met

Met

His

Asn

Ser

545

Phe

Asn

370

Val Glu

Pro Pro

Thr Val

Val Leu
435

Leu Ser
450

Lys Lys

Ile Leu

Leu Thr

Leu Gln

515

Leu Ala

530

Asn Ile

Met Cys

Arg Trp

111142999

Trp Glu

Val Leu

405

Asp Lys
420

His Glu

Leu Gly

Thr Gln

Asn Gly
485

Ala Lys
500

Cys Leu

Gln Ser

Asn Val

Glu Tyr

565

Ile Thr
580

375

Ser Asn Gly Gln
390

Asp Ser Asp Gly

Ser Arg Trp Gln

425

Ala Leu His Asn
44()

Gly Gly Gly Gly
455

Leu Gln Leu Glu
470

Ile Asn Asn Tyr

Phe Tyr Met Pro

505

Glu Glu Glu Leu
520

Lys Asn Phe His
535

Ile Val Leu Glu
550

Ala Asp Glu Thr

Phe Cys Gln Ser
585

FEESE A0101

Pro Glu
395

Ser Phe
410

Glu Gly

His Tyr

Ser Ala

His Leu
475

Lys Asn
490

Lys Lys

Lys Pro

Leu Arg

Leu Lys
555

Ala Thr
570

Ile Ile

380

Asn Asn Tyr Lys Thr
400

Phe Leu Tyr Ser Arg
415

Asn Val Phe Ser Cys
430

Thr Gln Lys Ser Leu
445

Pro Thr Ser Ser Ser
460

Leu Leu Asp Leu Gln
480

Pro Lys Leu Thr Ala
495

Ala Thr Glu Leu Lys
510

Leu Glu Glu Val Leu
525

Pro Arg Asp Leu Ile
540

Gly Ser Glu Thr Thr
560

Ile Val Glu Phe Leu
575

Ser Thr Leu Thr
590

$68E - H63H(FIIF)
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