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FolAaL, =M A FAel Vy BV e opn it A2 AbgE A Wy B2V AEARRE fFEEL

A% dE s L, AA el At A A deEY el AdAem EA4T s gles Aot

B4 FAdo mEW, & 4 teSold FA-A3 EAe olF 5ol A, dF EW x4 A
Eoldow Afste FdA-AF ofdk E UiAIs oy TWA(E)el] HolAow Adste FA-AF ofgs X
gatal e olF 5ol Ao, o]F 5o FAE A WYL ST vleiokd d¥A dx, B Iy
o] ttE5old FA-A43% x5 F7dske o AMEE o qdvk. B dwe wEkd A AH8d ¢ e oA AQL o
FEoA FAogE AT glo] dF Lo schv-—7]x T o]F A olFEold A, IgG-scFv &%, °]F 7P
T=wel(DVD)-1g, F==np, FHo] &5to] (knobs-into-holes), &% A (AW FHo) &0 X E &5
A4 %), CrossMab, CrossFab, (SEED)w}t], =EolAl Xy, F{Feoutr], IgG1/I1gG2, olFo & 283 Fab

(DAF)-IgG 2 Mab' o]FEo14 H2 (A& @4 NS 9Js1AE= A Klein et al. 2012, mbs 4:6, 1-
= =z kel

,Bo7lel 918 Fued FE)S FIIH.

gEAE AL

s FAdelA, X ouel g5l FU-AF BAE G s wE 1 olde] thEkAE AR () L
F oAk B ARe FU-2F EMAE0L L D) Aol AFE FAKE 5e & 4 ok v
ALSE A3 o], RS ARe BASAL fAS P EE T T s oA A%
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fo o >
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1l FA7E et = 1 uiA oF 200 ofn| il Zoje] ofmib AFolt), thE FA| oA, thgA st AR
S Az=EHQ 7], Ee g AlZH-F gE =t tE O Ag mHde 2ol A, YAA-F2X FE
I EE olF FY REZE ¥eE EE IzoR FANE HEE B ZYHEHEE 1§
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2ol A DI 2 D29] A3 zre) =Eld AHE X3, 54 %L Aol A, M1T M2 A =e tia] 53}, oS
o] M& 583 olu)al IS JHA = Fe g &= da, 2 M 593 olv=t IS 7HA = Fe
TZulelolth, T gE2AE, M¥ M2E s = 2 o]k O}Ul A AN FE el vE 5 Qv CdE
ol NI A WA WdZREAl) 3 BWle T $ 9la, M2 T odA Ig 63 = X3 S 9

=

o] oplal Aol FA M M2 ML T =
ATS ZAAANT. 3 FA A, Mo (3 =l A Ad ?‘fﬂ shaL, M24 Ig Cy3 EW Q& H95R W3
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dall= 78] WETe] A& 98 IL-4R 5olF T v=o

L Eekal, F-IL-4R 5219 &-CD63 A&+ #Al7|= IL-4Rel tigh AA Hold& Hisala

ATE A &gk, (D63-Eo]d o}et& &-(D63 4 (IL-4R ofstol AFEE A 93 A9 #

olF F-(D63 FHE Fakalth. F-IL-4R FH(SEQ ID NO:3E& XE3FHE AHAle] 2004 AMEH A 2e

A F-1L-4R FAZRE HF=s9ch; a8y, &-CD63 54 L A= Developmental Studies Hybridoma

Bank(University of Iowa Department of Biology, Iowa City, IA)Z%¥E 92, H5C6= FAE 3-CD63 A=

FEH fFEsidnh. AAld 2004 ARg" AA S-1L-4R A9} o], o] AA|deA A& o]FE oA &9

F-1L-4R AEL 1 Aol 3 27+ Axo] [L-4R gt A WS e

=>oglo 2 g% do ox Ed

GF-IL-4RX (D63 olF 5ol A At &S BH7kstr] flete] IL-4 FAH A #41S Fadssinh. hd
3] Awat|, F-IL-4RX3-CD63 olFEo|Ad A = dx Exo A4 3 ES HEK293/STAT6-luc & *H
Az H7FsIRATH(AA A 2 ZZ), AFAA 20 3 5 AxE 42 A" 9 A0 £A9E
A ANoE A o] AFE 93] 10pMe] IL-4F5 Al Arvstar, FAlH A E4E AMES A9 7t 3
Aol disl] FeFetlth. o] Al AR UlREES o Zdth: (a) s ofto = IL-4R¥} A3
L H=7]55 A F0CD63 oFehs 7HAE mock ol 5ol FA(S shbe] F-IL-4R T B shbel (D63 FHE

)
o
o
2
2
o,
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[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

FHetn oM, E o FoI-R B

o A5 o]Fal 5); (b) F-IL-4R @< Al 3 ek
(PBS) @5 (A 1), 1 235 = 70 Yepdt. & 704 & 5 e A o], AREE tix HEel tiE)
A, ?*Mli}xﬂ 42 7HE w2 A sEAME B er = A" W, o]T 5ol Al e
FA A 242 A =7 Sl wet dRe] Akl ol A= olg 5ol Al o7k IL-4R
R (D639 FA] Aol TL-4R &4 HAHQ AAlE fFdehs As Ilstolsrt

Al 4. SOST & (D639 FAld Ajsle taEolAd F9-4F EAE AHE3s= S0STY A3

o] AAldleAE, 7HEA EA A SOST(=EHZAE, sclerostin) 9] WAISHE FXlste the5old 3d-4

F wAel 58g BT olF MWL e, BA BAE plirodo FROE H1El AR SOST whld
(Life Technologies, Carlsbad, CA) ¥ myc B2 TAHEE §& wudollrh. plirodo 8- AAl2 FA4
pHOI A Wl-FFAolm AEHs 2 A BHANA HA Wiks pi-wdy gRelth, adnE ¥ NEE
SOST &% wAe] AL NAske EAAZA AGD 5 Ak, o]F AR F dEEol FA-AF PR
obelol X mu}h AAlskAl A A 2ol, (DE3(HASE o He W) B S0ST §F W ACFeY EY B

) = tell Wal dsh Solde 7L = ol 5ol AT

AYs gy ol sy HdsiAl AWysid, HEK293 AxE EE]-D-ghel4l I"E 96 4 =
(Greiner Bio—One, Monroe, NC)oll 10,000 MXE/AE Z#o)g3ldct. AZE7F WA AHE = 3&3F S, nj
AE A (5ug/nl, okhAA 71%HE A% L), pHrodo —myc-BALE SOST(5ug/ml), N3 (10ug/nl) 2
Hoechst 333422 33l e WiAZ ASPT. 28 & AZES D& YolA 3A17F =& 37TolA 3AI3F
olFwlol A3t a3 o ZE AEE 23] MAS Fof PBS FTollA Fdsta, AxEd ¥Y ubde] £
oiyet dlgelsE Y MAVIE AFst tgs dA FAEEY EASEe] pHrodo-myc-El 1% SOST M2 WAl s}e
AEE FHut.

o] AAldoA] AFEE A= Y2 Zdrh: (1) F-CD63 TAEolA A (F2 H5C6, Developmental Studies
Hybridoma Bank, University of lowa Department of Biology, lowa City, IA); (2) &-myc A (FE 9E10,
Schiweck et al., 1997, FEBS Lett. 414(1):33-38); (3) &-SOST &l (w]=F 53] A 7,592,4295 0|4 "Ab-B" =
¥AE A9 T4 2 A MH d9Es JHRE A, (4) F-CD63XF-myc ©]FEolAd A (S A HC6=
HE fEE 8-D63 ot ¥ R0 RHE] FEF F-mye o} TSI YE TEEOA FU-AF B4

(5) 3-(DE3x< 8-SOST o] FEo]A A #1(= A HC6ZHE] Fr5=¥ 3-(D63 o} 2 "Ab-B"=HE F5% 3
-S0ST 0}0.}3 if& il Qe dEEold FU-AF 4 2 (6) F-C(DE3XF-S0ST o]z 5ol Al #2(5 Al
H5C6 = 2B ¥ 3-(D63 o}t 2 ujx 53 A 7,592,4295. 04 "Ab-20"C. % HA|E FAZFE F% EJ -
SOST o}ehe z%é}ﬂ A 5ol F9-Ag A, ol Aol ALEE o]FEolA FdAE A9 "7

&xkol" W (o AW Ridgway et al., 1996, Protein Eng. 9(7):617-621 3%)S Al-&38lo] =#Halot}.

uiAsl 3ol dxs = 89 Yeldth. & 82 Alge thket A 27 stellA e AEd v (A" AX)
A, olE A3 A%E 7 mesH, (D63 2 SOSToll FAlol Adsh=(AH Ao T myc B
o) olF 5ol FAHELS 37T Alzte] At wrel 3 A7) B Axd PG wke] Fell ofF
3 Z 1, 74 % 9] SOST WAgtE faeteiet. ez, o] AAddA ALE3 ths5olA
FA-As EAE A 1 Ex9 UAsE ardes AN 4 ).

AAle] 5. (D63 R SOSTo| AR ete ts 5ol F4-2F 2AE AFd vhezddAe] Fd= W3}

GAR, A 4014 71EE AR 2L F-(DE3 X F-S0ST thxEolA FU-AF BEAS vlg-2oAe =
& SV a3te] sgel uis] Algett. o] Ade] 5 25 vk (2EwE oF 6ntEle] mhg-2)E A
A 2FS e 2o (D) VA dAHE giE vk (1D 2 AAR SUEE S/ A
A e A F-S0ST ddEolA FAZ Agd vk¢- /\(iX]HE hx3EF); (I111) CD633} SOSTe =
2 AgeAN 2 AAR SOST &S AASA AW 1 AAZ S0ST S-S @A ﬁﬂl sl A s
?5 CD63 OJaH,] d;q](z o]ZEo]/H 8L;‘q]oﬂ}\1q. lgn 6]——CD63 zﬂ—OJ—

D2 Agd vk L (V) F-S0ST 9ol & l(z olFE oA

g 3-S0ST FU-Z23 Evds &3t s Td5od A= A U]'T—A- 7k el A

-
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[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

SS90l 10-2283200

o7 oAEE 18 Vel uh$o] o el 1), T 1119 wh-2(F-S0STX &-(D63 o] 5ol A= A
E‘)ﬂ Aol 1§ 119 vk (FAE g F-S0ST FAZ A ) w2 A9 mudvst 8% F7t
& vehd AoR 3G, aF 1119 u}TéOM dde =EEe] S7hs 7] AAld 49 Az dFelA

e

2 A3t 2Eo], SOSTe] (DE3-FAE WAkl s 7hss= Aoz AN,
AAe 6. HZTZ(LPS)st (D639 FAlol Aisle= ths5old FL-2F &4 o] S48 LPSe AX WA

e
>
2
)
=)

M-gd E4 24, S AEGGAPS)S WASE AN detel ¥ uwel dFsely 4
e AL o h‘m LPSE 1R AEI S uheeloke] $% gielw @Y &zo] o]
. E A@Fe W b5 ABAZA AFEAVE olFolA gk, B A

LPSe] WA 32 za:w% YEseld BU-AT B SEE W) Astel LA,

| AA oA A-&3 ts5old Fd-AF A= LPS(EA) el sl A€ gfvte] of¢tat CDE3(W A& o] )
g ool fa] AAlE wE obdks 7L e olF 5ol AT, F-LPS obek2 WN1 222-5% ¥eiA
g SAZHFEH =3 tH(DiPadova et al. 1993, Infection and Immunity 61(9):3863-3872; Muller—
Loennies et al., 2003, J. Biol. Chem. 278(28):25618-25627; Gomery et al., 2012, Proc. Natl. Acad. Sci
USA 109(51):20877-20882; US 5,858,728). -CD63 ofeh H5C6 FA=HE FRstAoh(AAld] 4 Fx). -
LPSX&-CD63 olF 5ol FA(F ths5old IdU-23 #A)E &9 "ol &3o]" Wi (A Ridgway et
al., 1996, Protein Eng. 9(7):617-621 &x)S Alg3lo] x=Haedtt.

o M i
~
>,
oo
i)
rlr
2

to
2
i)
2
%0,
i
O
=
5
ot
é

1o rr My
L) = >
o Az

Y

i)

[*]

ol Add A& F sl LPS F2 gt LPSe A=)l wvlAiEr LPSSTE. 7 HHS EF JF-3Ad
A2 A AATH(ALEXA-FLUOR®-488-3% A1 % LPS, Life Technologies, Carlsbad, CA).

A8 S g gol sl HFK293 AEE 96-9 PDL-ZHE 943t ZeolEd Zdolgsdt. A4S
g FolE &, miAE AZE w2 wAElth. P93 mAE LPS(NF- = S, vulaE-fE" A F
o= shhE At wiHel HIleklvh. vhaoll, I-LPSX3-(D63 o]F5old A, e EE Feot A5 olF
iz 9-3AE HEd "7 etk 37TAA (1A H 3A7) = dS 9ol (3A17F) thgstAl Q15 u o] g
Foll, LPS-A 2] MEZHE AEXE a7 o] Atk AlF - F-ALEXA-FLUOR®-488 A2 A - A
2 g A, f%—ALEXA—FLUOR®—488 A= WA EA (5 2H A2%E) 3 wadozHE| ¥FS A
ek, aeuE A FAR Ay AEoA #EE ojud PFol=A WAskE LPSE Q1g Blojvh. thket
AZE AR A 2 MERRE S ¥ 55 SHUY.

T 9% Axd 34 2Xe FHoR olf A% A¥E Yehdrl. = 904 & F 3= A Pol, f‘z} (D63 %
-LPS ¥ 7heE ARt o FAE AXE AT 1

S olF5oly FAR Aeln AEite] Azke] we
LPSe} vl AR AelE mheat QXA 5o o
27 shel A AEEA 2R A,

TBE o] WA F-LPSx F-CD63 olFHel Y FAF LPSS (639 FA S BRE
E Gho® PSS WASE Fushs AL FUGTH webd o Avks ABZ 2e A9 L Fohel ARS
3 LSSk e EA B AEy UASE s s @ 2l BESely FA-AT B4 Agshe

e AA @,

¥ oage wiel J14d 54 pAdE os WA ASEA g, dA2 Bl & A5 g ¥
dje] e WMol ALH AWH FuHE EWonyE Y slevere] SuxEdA Fusd Lolt.
a¥ oAge ARHE P WE Wl Sk Ao gudt,
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NIZ-1: FeyR1Et = MIE-2: Krm2 + FcyR1
hDKK1-mFc &It = AlZt hDKK1-mFc &I} = Al 2t
= 0 15 30 60 =0 15 30 60
FcyR1 FcyR1 Q a ﬁ kﬁ
by o4 39 .
22Ab B S 22Ab g5 @ & =
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SEQUENCE LISTING

<110> Regeneron Pharmaceuticals, Inc.

<120> Multispecific Antigen-Binding Molecules and Uses Thereof
<130> 7650A-W0

<140> To be assigned

<141> Filed herewith

<150> 61/610,494

<151> 2012-03-14

<150> 61/721,831
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<151> 2012-11-02

<150> 61/751,286

<151> 2013-01-11

<160> 4

<170> FastSEQ for Windows Version 4.0
<210> 1

<211> 502

<212> PRT

<213> Artificial Sequence
<220>

<223> Synthetic

<400> 1

Met Met Ala Leu Gly Ala Ala Gly Ala Thr Arg Val Phe Val

1 5 10
Val Ala Ala Ala Leu Gly Gly His Pro Leu Leu Gly Val Ser
20 25 30
Leu Asn Ser Val Leu Asn Ser Asn Ala Ile Lys Asn Leu Pro
35 40 45
Leu Gly Gly Ala Ala Gly His Pro Gly Ser Ala Val Ser Ala
50 55 60

Gly Ile Leu Tyr Pro Gly Gly Asn Lys Tyr Gln Thr Ile Asp

65 70 75
GIn Pro Tyr Pro Cys Ala Glu Asp Glu Glu Cys Gly Thr Asp
85 90
Cys Ala Ser Pro Thr Arg Gly Gly Asp Ala Gly Val Gln Ile
100 105 110
Ala Cys Arg Lys Arg Arg Lys Arg Cys Met Arg His Ala Met
115 120 125

Pro Gly Asn Tyr Cys Lys Asn Gly Ile Cys Val Ser Ser Asp

130 135 140
His Phe Arg Gly Glu Ile Glu Glu Thr Ile Thr Glu Ser Phe

145 150 155

_25_

Ala Met

15

Ala Thr

Pro Pro

Ala Pro

Asn Tyr

30
Glu Tyr
95

Cys Leu

Cys Cys

GIn Asn

Gly Asn

160

S=501 10-2283200



Asp

Lys

Ser

Arg

225

Ser

Leu

Val

305

Val

Val

Ser

Met

Ala

385

Pro

His Ser

Met Tyr

Asp Cys

195
Cys Lys
210

Lys Gly

Ser Arg

Pro Thr

275
Leu Gly
290

Leu Met

Ser Glu

Glu Val

Thr Leu

355
Ser Gly
370

Pro Ile

GIn Val

Thr

His

180

Pro

Ser

Ser

Leu

260

Asp

His

340

Arg

Lys

Glu

Tyr

Leu Asp Gly Tyr

165

Thr

Ser

Val

His

Cys

245

His

Lys

Pro

Ser

Asp

325

Thr

Val

Arg

Val

Lys Gly

Gly Leu

Leu Lys

215
Gly Leu
230

Arg Ile

Thr Cys

Pro Cys

Ser Val

295
Leu Ser
310

Pro Asp

Val Ser

Phe Lys
375

Thr Ile

390

Leu Pro

Gln

Cys

200

Pro

280

Phe

Pro

Val

Thr

360

Cys

Ser

Pro

Ser Arg Arg Thr

170
Glu Gly
185

Cys Ala

Ile Phe

Lys Asp
250

Arg His

265

Pro Cys

Ile Phe

330
Gln Thr
345

Leu Pro

Lys Val

Lys Pro

Ser

Arg

Val

235

His

Lys

Pro

Thr

315

Ser

His

Asn

Lys

395

Val

His

Cys

220

Arg

His

Pro

Cys

Pro

300

Cys

Trp

Arg

Asn
380

Gly

Pro Glu Glu Glu

Thr

Cys

Phe

205

Thr

Cys

Pro

285

Lys

Val

Phe

His
365

Lys

Ser

Met

Leu

Leu

190

Trp

Lys

Tyr

Val

Val

Asp

350

Asp

Val

Thr

_26_

Ser
175

Arg

Ser

His

Cys

Ser

255

Pro

Pro

Lys

Val

Asn

335

Tyr

Asp

Leu

Arg

Lys

Ser

Ser

Lys

Arg

240

Asn

Arg

Asn

Asp

Asp

320

Asn

Asn

Trp

Pro

Ala

400

Lys
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S=501 10-2283200

405 410 415
Gln Val Thr Leu Thr Cys Met Val Thr Asp Phe Met Pro Glu Asp Ile
420 425 430
Tyr Val Glu Trp Thr Asn Asn Gly Lys Thr Glu Leu Asn Tyr Lys Asn
435 440 445

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

450 455 460
Leu Arg Val Glu Lys Lys Asn Trp Val Glu Arg Asn Ser Tyr Ser Cys
465 470 475 480
Ser Val Val His Glu Gly Leu His Asn His His Thr Thr Lys Ser Phe
485 490 495
Ser Arg Thr Pro Gly Lys
500
<210> 2
<211> 496
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic
<400> 2

Met Met Ala Leu Gly Ala Ala Gly Ala Thr Arg Val Phe Val Ala Met

1 5 10 15
Val Ala Ala Ala Leu Gly Gly His Pro Leu Leu Gly Val Ser Ala Thr
20 25 30
Leu Asn Ser Val Leu Asn Ser Asn Ala Ile Lys Asn Leu Pro Pro Pro
35 40 45
Leu Gly Gly Ala Ala Gly His Pro Gly Ser Ala Val Ser Ala Ala Pro
50 55 60

Gly Ile Leu Tyr Pro Gly Gly Asn Lys Tyr Gln Thr Ile Asp Asn Tyr

65 70 75 30
GIn Pro Tyr Pro Cys Ala Glu Asp Glu Glu Cys Gly Thr Asp Glu Tyr

85 90 95
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Cys

Pro

His

145

Asp

Lys

Ser

Arg

225

Ser

His

Val

Thr

305

Glu

Lys

Cys

130

Phe

His

Met

Asp

Cys
210

Lys

Ser

Thr

Phe

290

Pro

Val

Thr

Ser

Arg

115

Asn

Arg

Ser

Tyr

Cys

195

Lys

Leu

Arg

Cys
275

Leu

Lys

Lys

Pro
100

Lys

Tyr

Thr

His

180

Pro

Ser

Ser

Leu

260

Pro

Phe

Val

Phe

Pro

Thr

Arg

Cys

Leu
165

Thr

Ser

Val

His

Cys

245

His

Pro

Pro

Thr

Asn

325

Arg Gly Gly Asp Ala Gly Val

Arg Lys

Lys Asn

Asp Gly

Lys Gly

Gly Leu

Leu Lys

215
Gly Leu
230

Arg Ile

Thr Cys

Cys Pro

Pro Lys

295
Cys Val
310

Trp Tyr

Arg
120

Gly

Tyr

Cys

200

Glu

Gln

Ala

280

Pro

Val

Val

105

Cys

Ile

Thr

Ser

185

Cys

Lys

Arg

265

Pro

Lys

Val

Asp

Arg Glu Glu GIn Tyr

Met

Cys

Arg

170

Phe

Asp

250

His

Asp

Asp

Gly

330

Asn

Arg

Val

Thr

155

Arg

Ser

Arg

Val

235

His

Leu

Thr

Val

315

Val

Ser

His

Ser

140

Thr

Val

His

Cys

220

Arg

His

Pro

Leu

Leu

300

Ser

Glu

Thr

125

Ser

Ser

Thr

Cys

Phe

205

Thr

Cys

285

Met

His

Val

Tyr

Ile
110

Met

Asp

Phe

Leu

Leu
190

Trp

Lys

Tyr

Asp

270

His

Cys

Cys

Gln

Gly

Ser

175

Arg

Ser

His

Cys

Ser

255

Lys

Pro

Ser

Asp

Asn

335

Leu

Cys

Asn

Asn

160

Ser

Ser

Lys

Arg

240

Asn

Thr

Ser

Arg

Pro

320

Ala

Arg Val Val

_28_
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340

345

350

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

355

360

365

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

370 375

380

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

385 390

Pro Pro Ser Arg Asp Glu Leu Thr Lys

405

Leu Val Lys Gly Phe Tyr Pro Ser Asp

420

425

Asn Gly Gln Pro Glu Asn Asn Tyr Lys

435

440

Ser Asp Gly Ser Phe Phe Leu Tyr Ser

450 455

Arg Trp Gln Gln Gly Asn Val Phe Ser

465 470

Leu His Asn His Tyr Thr Gln Lys Ser

485
<210> 3
<211> 122
<212> PRT
<213> Artificial Sequence
<220>
<223> Synthetic

<400> 3

395

400

Asn Gln Val Ser Leu Thr Cys

410

Ile

Thr

Lys

Cys

Leu

490

415

Ala Val Glu Trp Glu Ser

Thr

Pro

430
Pro Val Leu Asp

445

Leu Thr Val Asp Lys Ser

Ser
475

Ser

460

Val

Leu

Met His Glu Ala
480
Ser Pro Gly Lys

495

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Arg

1 5

10

15

Ser Leu Arg Leu Ser Cys Val Ala Ser Gly Phe Thr Phe Ser Asp Tyr

20

25

30

Gly Met His Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp Val

35

40

45

_29_
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Ala Val Ile Trp Tyr Asp Gly Ser
50 55
Lys Gly Arg Phe Thr Ile Ser Arg

65 70

Leu GIn Met Asn Ser Leu Arg Val
85

Ala Lys Glu Ser Ser Ser Trp Tyr

100
Gly Gln Gly Thr Met Val Thr Val
115 120
<210> 4
<211> 114
<212> PRT

<213> Artificial Sequence
<220>

<223> Synthetic

<400> 4

Glu Ile Val Met Thr Gln Ser Pro

1 5
Glu Pro Ala Ser Ile Ser Cys Arg
20
Asn Gly Asn Asn Tyr Leu Ala Trp
35 40
Pro His Leu Leu Ile Tyr Leu Gly
50 95

Asp Arg Phe Ser Gly Ser Gly Ser

65 70
Ser Arg Val Glu Ala Gly Asp Val
85
Leu GIn Ala Pro Pro Phe Thr Phe
100

Lys Arg

S=501 10-2283200

Ile Lys Tyr Phe Arg Asp Ser Val
60
Asp Asn Ser Lys Asn Thr Leu Tyr

75 80

Glu Asp Thr Ala His Tyr Tyr Cys

90 95
Phe Tyr His Gly Leu Asp Val Trp
105 110
Ser Ser

Leu Ser Leu Pro Val Ser Pro Gly

10 15

Ser Asn Gln Ser Leu Leu His Ser
25 30
Tyr Leu Gln Lys Pro Gly Gln Ser
45
Ser Asn Arg Ala Ser Gly Val Pro
60

Gly Thr Asp Phe Thr Leu Lys Ile

75 80
Gly Thr Tyr Phe Cys Met Gln Ser
90 95
Gly Pro Gly Thr Lys Val Glu Ile

105 110
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