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| yophilized formul ati on may be |yophilized by any
met hod known in the art for lyophilizing a |iquid.
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chr omat ogr aphy, e.g., HPLC, after storage of a 50
mg/m 1L-1 trap fornulation for up to about 24 nonths
at 5C. 3 [0015] Other objects and advantages wil |
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[0042] The stability of a lyophilized formulation cantaining 40 mg/ml iL-1 trap {SEQ ID NO:10),
20 mM histidine, 1.5% PEG-3350, 1% sucrose, 0.5% glycine, 25 mM arginine-hcl, pH 6.5 (pre-
lyophilized concentrations) was incubated at 25°C for 0-56 weeks. As shown in Table 4, the
native (non-aggregated) form of iL.-1 decreased from 97.0 (0 weeks) to 94.0 (56 weeks), and the




Asn Tyr Thr Cys Val Val Thr Tyr Pro Qu Asn Ay Arg
Thr Phe His 210 215 220 Leu Thr Arg Thr Leu Thr Val
Lys Val Val Gy Her Pro Lys Asn Ala 225 230 235 240
Val Pro Pro Val Ile Hs Ser Pro Asn Asp Hi s Val Val

Tyr GQu Lys 245 250 255 Gu Pro dy GQu GQu Leu Leu

4 r 0 270 Leu

peblgeﬁt %Peg?éﬁnc&yset}@&m Qé/o{;%%/s% th&?ne_rtﬁé «%gé ‘Asp Gy
Lys Lys 275 280 285 Pro Asp Asp IIe Thr 1le Asp Val
Thr 1le Asn Qu Ser |le Heyagiies4 290 295 300 Her Arg

nlle lLey Her lle Lys

—Fh— G U Asp-G-uThr—Arg
fﬂ?“b%‘w e weeks ai8°Ch/a) Thr %Nattvey Asp Leu PaAdgtegate

r Tyr Val gCys H's Ala Arg Her ¢2b 330 336 Al a lgs
AL f?l 4 \lal Al a I\n- Il_\‘! a IaiLuo \/al I\lc- f:l A I\lc- \ /2l
Pro 2 340 334%“ 350 Ala Pro Arg 'I%ﬁr3 Thr Val Ser SI?
Ala Pro Meté.lteu Ser A u Al a 355 &X 365 Asp Lys ays

L_yb au Al 2 u—au LyS rc1T1T°T VClI t QCI I—\Icg
370 _375 388 'X‘sn GQu lle Asp Val gEr:q Pro Q/s Pro Leu _
Asn Pro As@5@ u His Lys | 385 39094395 400 Sl y Thr 23 e
Thr—1Tp TYRgBYS ASp ASp Ser tysg Pro—vat—Ser—Tiyg
405 410 415 du G n Al al Ser Arnl e H s nHs Lys
GI u Lys Lew®Trp Phe Val | 420 4254430 Pro All a Lys v
Asp ber Sy H'S Tyr Tyr . Cys var val Arg Asn 435

[Oq_dég e feggggi%;%v %?ﬁ%gb%g%gsc@%g 1&%@11%%&?&\&% iHustration
and yxaml;ﬂm bNN&( belreandlly applateat Bheosk\ss ordinarylskit intael art #abcetath changes

an#%%duﬁ% og ﬁgyﬁ?{ear%i# G @Xﬁ@ﬁiaﬁ%e Elbgntl Mt%lgault d a%tlngé‘r%m the

SPI(!!IQISEQHE opthg appendedglaitisn Trp Tyr Lys Asp Cys 500 505
510 Lys Pro Leu Leu Leu Asp Asn Ile H's Phe Ser Sly
Val Lys Asp Arg 515 520 525 Leu Ile Val Met Asn Val
Ala Qu Lys Hs Arg SIy Asn Tyr Thr Cys 530 535 540
H's Ala Ser Tyr Thr Tyr Leu Sly Lys Gn Tyr Pro lle
Thr Arg Val 545 550 555 560 Ile Qu Phe Ile Thr Leu
GQu @Qu Asn Lys Pro Thr Arg Pro Val Ile 565 570 575
Val Ser Pro Ala Asn Au Thr Met Gu Val Asp Leu Sly
Ser Gnlle 580 585 590 An Leu Ile Cys Asn Val Thr
Sly G n Leu Ser Asp Ile Ala Tyr Trp 595 600 605 Lys
Trp Asn Gy Ser Val Ile Asp Qu Asp Asp Pro Val Leu
Sly Au 610 615 620 Asp Tyr Tyr Ser Val du Asn Pro
Ala Asn Lys Arg Arg Ser Thr Leu
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625 630 635 640 Ile Thr Val Leu Asn Ile Ser Au lle

A u Ser Arg Phe Tyr Lys H's 645 650 655 Pro Phe Thr

Cys Phe Ala Lys Asn Thr His Sly Ile Asp Ala Ala Tyr

660 665 670 Ile A n Leu Ile Tyr Pro Val Thr Asn Ser

Sly Asp Lys Thr H's Thr 675 680 685 Cys Pro Pro Cys

Pro Ala Pro Qu Leu Leu SIly SIy Pro Ser Val Phe 690

695 700 Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met

ailsdwveer Arg Thr Pro 705 710 715 720 G u Val Thr Cys

Val Val Val Asp Val Ser Hs Qu Asp Pro Qu Val 725

730 735 Lys Phe Asn Trp Tyr Val Asp Sly VvVal G n Val

Hl s Asm AlaBleL YmUfation 780 arl 4iateriogkid-Y S(IBr1Q Atgedsy (itkble for
yr Asn Ser Thr_Tyr Arg Val Val Ser Val 755 760

lme%lhzwa THRPIGEIE tetl- Hiprpten gniagenistcapable ofbindige yang yihibiting

7 7 I n%%g
tHel Hfolé;éﬁfial La)fﬁor%? - FOW%%QIH tgg ILrli-?’p?otyig aélgr%ronfstg %b 5 e%h% amino
a@@@ﬂqut OAISEQL NSI 10, @mhth@rforrmﬂqm@oam@n@es@ o Nl mNiyhistidine,

0233 8GR LR R0 el gt o 3383ty o
Lys @y Phe Tyr Pro Ser Asp Ile Ala Val Qu Trp Qu
Ser Asnh 83580845G Pro, G u Asn A hr Thr_Val
Leu &n rhﬁyfoyr@y@thfhp IﬁllaémA]spWE‘“é?lgl,g@?) Thd rripgnisds a@lwgr (trap)
co%%fnsﬁ)@%vg Iﬁ%l&ﬂgﬂofgbﬁ% witteih MR digibr IQ—B'@Eanl@lof ARRing)E-15€er

Arg Trp 865 870 875 880 G n G n Asn Val~ Phe Ser
Cys Ser Val Met Hs Gu Ala Leu Hi s 885 890 895 Asn

000 BoLp sy 18l 1 sk oD ob 1 T ot

arsagonsdnNs <400> 3 atggtgttac tcagacttat ttgtttcata
gctctactga tttcttctct ggaggctgat 60 aaatgcaagg
aacgt gaaga aaaaataatt ttagtgtcat ctgcaaatga aattgatgtt

120 4, %E%ﬁﬁxﬂitﬁm%fcélhﬁﬁg CénfRBIng aRe@C2PaAAD HERAIR, about 1.5%
taacttggta taaggatgac 180 agcaagacac ctgtatctac

PR d3xhapae OS¢ slygaetabout aalaeaiaing grhgriah@torsugnger, and about 40

g/g[gtitl%ﬁlgr ct aaggt ggaggattca ggacattact attgcgtggt
agaaattca " tcttactgcc tcagaattaa aataagtgca

aaatttgtgg agaatgagcc taacttatgt 360 tataatgcac

420 > oenRBREOr GoRgr VDt Uk LAt G DAt A aD voprietton,

coh@@@f&@%ﬁtm BeRHIS GhRbofd Qap AAD 6AbIMEMS ﬁaQﬁl‘thtﬁgtﬂle biological

tcttgacaat atacacttta gtggagtcaa agataggctc
ittt Ba ghodgrgHtis dinta Suead Shar e gd At ohed ©1% glsinegebout

253hKE E%ﬁﬁ’&a AR 1. 6AGLEQSHIGRd %g&ﬁ? @G%F I §EGEHY antagonist,

gt aat agaat ttattactct agaggaaaa acccacaa
wl@g&mttkyft fal angiggagictcadgot aampeagag caatigdangiotagacimgipia an

ané%(g% ccca %)gspgg@gggg@gg t aat gt cacc ggccagttga

6. A method of producing a reconstituted formulation solution of an IL-1
antagonist, comprising: (a) subjecting the formulation of claim 1 to lyophilization to form
a lyophilized formulation; and (b) reconstituting the lyophilized formulation of step (a) to
a reconstituted formulation solution -comprising about 20-120 mg/ml of the IL-1

antagonist.
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t ggaat gggt cagtaattga tgaagatgac ccagtgctag gggaagact a
ttacagtgtg 840 gaaaatcctg caaacaaaag aaggagtacc
ctcatcacag tgcttaatat atcggaaatt 900 gagagtagat
tttataaaca tccatttacc tgttttgcca agaatacaca tggtat agat
960 gcagcatata tccagttaat atatccagtc actaattcag
aacgctgcga tgactgggga 1020 ctagacacca tgaggcaaat
ccaagtgttt gaagat gagc cagctcgcat caagtgccca 1080

ct ct ¥t Pwauethed ¢oidiigal vdetabatictlhd agpaciags eo [ailttcpgompgsing

off bRyt et il palhd bRl AR G5B5R 00N G R

tt agt aagga gaaagatgtg ctgtggttcc ggcccactct cctcaatgac
1260 actggcaact atacctgcat. gttaaggaac actacatatt .
gcag%-ag%egfnef‘@ga%ftthfe@c&l@%emtt{l@é%ywlgntSp&%l%l%lé%rglémphlhzaﬂon
coAftEehbdue 20 AMAHSRGR, JRARGHCEEG QQBQ%BWS%%%Qine, about 25
ctgtatatag aatatggcat tcagaggatc acttgtccaa atgtagatgg
g argining gnd abpnpl.0% uerosypHtabavifatcgact at  cact t ggt at
atgggctgtt ataaaataca gaattttaat 1500 aatgtaatac
ccgaaggtat gaacttgagt ttcctcattg ccttaatttc aaataatgga
15609. Hat mathadatf diigt 6,gihadn ahafooadgaian asaitgdadgt Bophilization

cgtttcatct caccaggact. 1620 _ctgactgtaa aggt .aqg )
C?fgl?:rff;&%g‘ aglgagfr-é C%E%&'g@s%@iepat%‘gt rei‘:‘g’éil‘i“@gcg’f’g‘%@% formulation
sAat Baloaptigesis0dd ¢ @Gl Janpgafedal 9gagaggage tactcattcc

ctgtacggtc 1740 tattttagtt ttctgatgga ttctcgcaat

gaggtttggt ggaccattga tggaaaaaaa 1800 cctgatgaca

t cacftat : t L aga :

1560 0 gat paaadag (oA e R BRI b AOHC BB L AORE 0 Bbcin
argagooisgeapgble tof bodagend 1i@dng dgdiicib gtdtactitcaf el agnprising the

aagt gccaaa C t a caaqqt gaaq,. 198

T R ea g L ARe O Ao S0 00 8 gRADeGguY A et A B 1350

25 aSEhBCNEE], A8 30%GaEP&CCag cacct gaact cctgggggga
ccgtcagtct tcctcttccc cccaaaaccc 2100 aaggacaccc
tcatgatctc ccggacccct gaggtcacat gcgtggtggt ggacgt gagce
21601 gq¢ 9&9@%@4' F&ﬁglgg%éf bt 268 CL8cih 36PH19 36 gonist is an
gcgt ggaggt gcat aat gcc aagacaaagc cgcgggagga

Iigt &g eoaprisiEgcacsiac protioy, gethciagion graen canprid@@the amino acid
t cct Cf ggct gaat ggcaag gagt acaagt gcaaggtctc

“%ﬂ%%%ggggélggﬂgqbctcccagccc ccat cgagaa aaccat ct cc,
aaagccaaag ggcagccccg agaaccacag 2400 gtgtacaccc
tgccceccat ¢ ccgggaggag at gaccaaga accaggtcag cctgacctgce
24602 dbg @iﬂblﬁg' uE gqmekaa% ef elafe ddcerepripinggtty iihme/ml of the

119053849 oh@ggcagccg 2520 gagaacaact acaagaccac
gcctcccgtg ctggactccg acggcectcctt cttcctctat 2580 4
agcaagct ca ccgtggacaa gagcaggtgg cagcagggga acgtcttctc

at gct,cegt 640 .. at gcat.ga ctct.gcacaa ccactacacqg . "

e agddo e e P PORHER b Pt L5965 FETEa 3655 mybivic
lithe 2 hd prO&G8itaticn Ldsn PRAUaI<SAdpdetidlo ARerSAfu@Nsf a S80@z/nft IVEL trap

Val Leu Leu Ar Ley Ile Cys Phe Ile Ala Leu Leu lle - '
forgaplatigay for 39 months 455° G.ey G u Ala Asp Lys Cys Lys G u

Arg Qu Qu Lys Ile Ile Leu Val 20 25 30 Ser Ser Ala

Asn Qu lle Asp Val Arg Pro Cys Pro Leu Asn Pro Asn

35 40 45 Gu Hs Lys Ay Thr Ile Thr Trp Tyr Lys Asp

Asp Ser Lys Thr Pro 50 55 60 '... Val Ser Thr Qu dn

Ala Ser Arg Ile Hs Adn Hs Lys Gu Lys Leu '... 65

70 75 80 Trp Phe Val' Pro Ala Lys Val Qu Asp Ser Ay

H's Tyr Tyr Cys. Val 85 90 95 Val Arg Asn Ser Ser Tyr

Cys Leu Arg Ile Lys Ile Ser Ala Lys Phe 100 105 110

Val @Qu Asn Au Pro Asn Leu Cys Tyr Asn Ala.dn Al a

Il e Phe Lys:
12




120 125
Val Cys
A u Asn

115
Leu
Asn
150
I'le
Ile

G@n Lys Leu Pro Val Ala Ay Asp Ay Qy
Pro Tyr Met 130 135 140 d u Phe Phe Lys
Asn Qu Leu Pro Lys Leu A n Trp Tyr 145
155 160 Lys Asp Cys Lys Pro Leu Leu Leu Asp Asn
H's Phe Ser Ay Val 165 170 175 1 Lys Asp Arg Leu
Val Met Asn Val Ala Qu Lys H's Arg Ay Asn 180
185 190 F Tyr Thr Cys Hi g4 sl Thr Tyr Leu Gy
Lys G n Tyr Pro Ile 195 200 205 Thr Arg Val Ile GQu
Phel}op geFigprdneRpa@agevBlaglAsinc.ys Pro Thr Arg 210 215
220 rao.Val_I1le.Va Pro Ala Asn Gu Thr Met GQu
125’{5%625“ °ms"2§""om‘§‘§6 '335 240 Ser An lle Gn Leu
IIe Q/s Asn VaI Thr Ay A n Leu Ser Asp Ile 245 250
255130A13820Pg#C Trp Lys Trp Asn Ay Ser Val Ile Asp GQu
AsQl4/5\§goPge Op¥@lneq 260 265 270 Leu Ay G u Asp Tyr Tyr
Sek14¥Valzo6d-ts-Asn Pro Ala Asn Lys Arg Arg 275 280 285
Ser Thr Leu lle Thr Val Leu Asn Ile Ser Qu Ile Qu
Seflgﬁ\fg {g‘?%s i%o 295 300 Tyr Lys His Pro Phe Thr Cys
n Thr HHs Ay Ile Asp 305 310 315 320
AI alsAi-aaTyr Ile An Leu Ile Tyr Thr Asn Ser
Cys 325 330 335 ASAD Asp Trp Gy Leu Asp Thr
f”}i\? HH FPe " ERVATS PR -8 u Asp 340 345 350 G u
PrpeMa Arg Ile Lys Cys Pro Leu Phe Qu H's Phe Leu
L 21Phe733355 360 365 Asn Tyr Ser Thr Ala His Ser Ala
y;l @Thr Leu Ile Trp Tyr Trp 370 375 380 Thr Arg
ASp R FEAES Leu Qu Gu Pro Ile Asn Phe Arg Leu
PrmooB&S 390 395 400 G u Asn Arg Ile Ser Lys GQu Lys
Asﬁgwctd_cewt?wtpt@h@t@a@gctﬁr erciptatgbo0& tdb0aaft & tadoe b0
g@%aaﬁﬁaa{teﬁ%’ g%sﬁ o

Pro Val

§£ gaFy jeegiga
gag C o ttt aac tct aa,ctac aca
-Thécc tca %:tga Eta 3&3@ gAg

Leghgtt aHtL\éaJact Siagtaddfyadkd @4; gPiiTE)

As?FCS@ICCq'ﬂr @C%gﬂéy%ﬁ%@r iﬁcw;lacqq scaE angeaﬁa?Jf ada| @50
: il tg? T
As&aif agéidtﬁﬁyfcc%’h@ foadlbB Al éE‘ZStgzl
Vatlgtté}tsaa‘ar Gcddpctt] eafdutgthr aaérgb@ad\ztbﬁtaaayc@@agfwccdgysoo
I @M‘B’S“&%ﬁtﬂ%taaG-Eﬁa‘?@éFﬁCT#Fet%htgA?,trﬁca\FaFCCI f@aﬁt@g@‘iﬁ’

ag giﬁitgégii" sl PHgsdetly E@t@/& éiifa %E 7?33

| | RgSQEtASTtcASBedd ggté&ratttysgt gt ygao

5159&R8cB 25 gsa RBrapaFagasyptGapathpcraTinvatheacHr s tdagyral o

Awgitqq?ﬁgqse&faqq?paagaiga gngTyaEﬁ§3cg§ {Fattttgag catcaagaaa 960
tacctctg aggatctcaa gegcagetat gtetgtcatg ctagaagtge caaaggegaa 1020
gttgccaaag cagceaaggt gaagcagaaa gtgccagctc caagatacac agtgtecggt 1080
ggegegecta tgetgagcga ggctgataaa tgcaaggaac gtgaagaaaa aataatttta 1140
gtgtcatctyg caaatgaaat tgatgttcegt ccotgtecte ttaacccaaa tgaacacaaa 1200
ggcactataa cttggtataa ggatgacage aagacacctg tatctacaga acaagectece 1260
aggattcatc aacacaaaga gaaactttgg tttgttecetg ctaaggtgga ggattcagga 1320
cattactatt gcgtggtaayg aaattcatct tactgcocctca gaattaaaat aagtgcaaaa 1380

tttgtggaga
ccegtigecag
aatgagttac
cactttagtyg
aactatactt
atagaattta
aatgagacaa
cagttgagtg
gtgctagggyg
atcacagtge
tttgccaaga
aattccggag

atgagcctaa
gagacggagg
ctaaattaca
gagtcaaaga
gtcatgeatce
ttactctaga
tggaagtaga
acattgctta
aagactatta
ttaatatatc
atacacatgyg
acaaaactca

cttatgttat
acttgtgtagc
gtggtataag
taggctcate
ctacacatac
ggaaaacaaa
cttgggatcc
ctggaagtgg
cagtatggaa
ggaaattgag
tatagatgca
cacatgccea

aatgcacaag
ccttatatgg
gattgcaaac
gtgatgaatyg
ttgggcaagce
cccacaaggce
cagatacaat
aatgggtcag
aatcctgcaa
agtagatttt
gcatatatcc
ccgogeceag

ccatatttaa
agttttttaa
ctefacttot
tggctgaaaa
aatatcctat
ctgtgattgt
tgatctgtaa
taattgatga
acaaaagaayg
ataaacatcc
agttaatata
cacctgaact

gcagaaacta
aaatgaaaat
tgacaatata
gecatagaggg
tacecegggta
gagcocaget
tgtcaccgge
agatgaccca
gagtacccte
atttacctgt
tcecagtcact
cctgggggga

1440
1500
1560
1620
1680
1740
1800
1860
1920
1980
2040
2100




Val Val Ay Ser Pro Lys Asn Ala Val Pro Pro Val lle
Hs Ser Pro 545 550 555 560 Asn Asp His Val Val Tyr
Qu Lys Au Pro dy Gu GQu Leu Leu Ile 565 570 575
Pro Cys Thr Val Tyr Phe Ser Phe Leu Met Asp Ser Arg
Asn G u Val 580 585 590 Trp Trp Thr Ile Asp Ay Lys
LsProAs IIeThrIIeAs Val 595 600 605 Thr

|| ccg ca tgg C c tca atc ccgégﬁic 2160
Th Ea i—ga&ﬂ. gzgcataaggg mgaﬁaﬁlgc th_ﬁ bbaS@:ragtlaJCEa%Ly&O
Ly sgcv@dta%BtQSatc@ tetAspatcegrckyasadr @gbctggct6%t®3@a96333w
\6/3@39 caagggﬂcccgggzgﬁég%g;ﬁyccc ;:5}'9%23_ %30@ gag 460
t tcaaa

LY SccWedgadd Quohbeaycd Ogghtagccky ﬁagi_iﬂaadfakcaﬁddceﬁeﬁccﬁﬁﬁg%& 80
679t99@tychs<f§!9¢_ StEThYtc¢esatTagea@FseapPrytdre? cqfqgeggAPFaw
Pr@ g%gag% ;@?ﬁ%’%g:g@;@ €A e AVAS = B S T Vi =l

= o Pro ro Lys Asp Thr Leu F 690 695 700
I\/bt<21b+e Ser Arg Thr Pro Qu.Val Thr Cys Val Val Vval
As I91‘Ser 705 710 715 720 His Gu Asp Pro Gu Val
Ly§21 %Orésggp]'grg Tyr Val Asp Ay Val GQu 725 730 735
Val H's Asn Ala Lys Thr Lys Pro Arg Gu Au @n Tyr
AsrioSe2 Thr 740 745 750 T VaI Val Ser Val Leu
ThESSVAT 198 R 2P &y NS g R @ Asthe 563768 dy
|—y§1nQelll 2EY arhYer QS aby SyValy rASEyLYS Abarnkadde Pro
Ala Pro 770775 780 1le &u Lys Thr |l eoSer Lys Al a
Ly& oGy @erﬁlpr‘fel Ahgy G @SEPﬁbl @F%Ala?% J?@OW?%’S 880 Val

TY e THE 1Prf. Rr & r reyaAsn
GI%] V%I 8(g)t5h gp% é‘fg g?%é’rrlﬁt @fhscﬂMl LeuI;E?/aSI }I_Aés Ay

Ph‘elxr'leilu leﬁlfG-eSeirleAS@ TH QIDNTJaf M&I G1n825® 82>3»=83@u@lu Trp

Ser s _THP® Thr
Pr o 1oy 1§ﬁn§%% Ar%’ Le“ ‘e AS“ Arﬁ glerye,&srﬁ¥ Gy r The
Phapleu tByrrrdete lays PL::EU‘hrT In&u B&OAE&S&pEiﬁQ ciValsnAsp Lys
Ser Arg Trpo@ n dn GI As#p Val Phe Ser @ys Ser Val
865870 § 25'38969 ARlEtThIH gf EUSR e PiSMASHEHTS Tyr
ThiuGh JoYS,»58in bl 1500 Legs B85, H90.OH3 1 SeruePr 0’ Gy
Lys 800 <210> 5 <23d> 2709 <212m0DNA <213> Hono

aiﬁ"e‘ﬁé Hig4ge 35 Tar dég §it & flva a‘f]tna’trgt Jtlgt'lthtfc?aﬁ a

Stagtaa 4 te) ugl ol ggagactgal.i60.. Asatgcaady;
aacgtgaaga aaagsat aatt ttagtgiﬁﬁt ctgcaaatgaqaattgatgtt
120p Tyr Met Gly Cys Tyr Lys Ile Gla Asn Phe Asn Asn Val Jle Pro

180 185 190
Glu Gly Met Asn Leu Ser Phe Leu Ile Ala Leu Ile Ser Asn Asn Gly
195 200 205
Asn Tyr Thr Cys Val VvVal Thr Tyr Pro Glu Asn Gly Arg Thr Phe His
. 210 215 220
Leu Thr Arg Thr Leu Thx Val Lys Val Val Gly Ser Pro Lys Asn Ala
225 230 235 240
Val Pro Pro Val Ile His Ser Pro Asn Asp His vVal val Tyr Glu Lys
245 250 255
Glu Pro Gly Glu Glu Leu Leu Ile Pro Cys Thx Val Tyr Phe Ser Phe
260 265 270
Leu Met Asp Ser Arg Asn Glu Val Trp Trp Thr Ile Asp Gly Lys Lys
275 280 285
Pro Asp Asp Ile Thr Ile asp Val Thr Ile Asn Glu Ser Ile Ser His
290 295 300
Ser Arg Thr Glu Asp Glu Thr Arg Thr Gln Tle Leu Ser Ile Lys Lys
305 310 31% 320
Val Thr Ser Glu Asp Leu Lys Arg Ser Tyr Val Cys His Ala Arg Ser
325 330 335
Ala Lys Gly Glu Val Ala Lys ala Ala Lys Val Lys Gln Lys Val Pro




cgtccctgtc ctcttaaccc aaat gaacac aaaggcacta taacttggta
t aaggat gac 180 agcaagacac ctgtatctac agaacaagcc
tccaggattc atcaacacaa agagaaactt 240 tggtttgttc

. ctgctaaggt ggaggattca ggacattact attgcgtggt aagaaattca
300 tcttactgcc tcagaattaa aataagtgca aaatttgtgg

agaat gagcc taacttatgt 360 tat aat gcac aa ccat att

t aagcagaaa Cc t A
tgg%ctgtga?@ %Yégfg‘gtc‘%tr‘fg %Sgaaa?%ggmg’g‘tqg’%sgag”?c t %%ct aaat t
acagt ggt ats 14/80c;1uava~ggat: tegC ayaace t got vilcidrgsg st

etot ad> 5
a1 GFhetn b3 SR ahe GI0aRe et St Toteat Bkt BRt acaca

6061y ©acCile08g0aageast aks asd atd aaCcogyngt @at agaat
ttattactct agaygaaaac 660 aascccacaa ggcctg‘t;gat
t gfgaficcta jEt’aatgadés Caatiypit agactty 2!
t cecagat 4k @@télg%gtsgrte@?% ¢ACH, O8eCadl F4a,.gt gacat t gc
ttactggaag 780 tggaatgaggt cagtaattgasdsgaagat gac
ccafgt By fgggl&ag‘aetlée tlyadag et §la8uG Fhgaddat echsy
cagaCcadaad Aaqgaghact, Gheatcacag | @i@tt}%atﬁtw%t&quaaatt
900ss gagagt agat tqtyﬁat aaaca tccakistacc tgttttgcaa
aga@t wCaria Qiggtsatagatly 960 valycageat '&traMEttC@agltHealaib
atat ccagt c act’dattcag aacgct gtya tga a49f02
ct oo TOACAAIE FEa T BT P SR M O R aYEt cgat
cangt gecka thQ8Ru »eh Ckh tigaacs awd ts&t tﬁlg'a@laJtytsCﬂs@CﬁI@C
agcacagc©é attcagctgg cettact ct 1140523at ctggt att
ggeftt Higta ”{?Qa‘@&%’@ba;g é*t“t@é@@’a?g r9c Bt ARabtt "Ecgéct cece
120Q Algaé]:@ai%%él JyIré}Q 2P e eanagabgt £ CHt AYt$6C B
ggesscact ct cctcaatgac 1260 act ggmaact at acct gcsb
gt Headjgare Het'ae deat®e géadgerandgygPro frattot ecval 3R
99aagtsg 4 %gg 32892, SB0GLOCH 6. Aa1t sgcagaoagact ccc
agtgcat aaa 5ﬁ ct gt at at agssat atggcat t cagaggat c
actingiencela @t gisagatl gyr ataiit tecberld40Ilet Beaptrgtrea
aacc act*"ét5 acsttqgtatl g%%glc t{ afaa#gtaca gagttttaat
1506 iﬁa”tsgta ac ccgaag ac"ttgg;ggt’ t ¢t ¢att'y
CCispantlive RAaakaatgQan bo6R1a aal LaCaGairgQfgt frgt feac
atésccagaa aat ggaé@ta cgtttcatcé3scaccaggact 16%0
ct Yactgt'2a &y gtﬂaéﬁré et §Hadraitigtaghyclictet gt gat
CCALLSRCHRE clP8H. AaatLg@tAg@trgr L0t aldas0aladlacsa
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gtctgtcatg
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cgetgegaty
gcregeatcea
tcagectggee
attaacttce
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cgttcatcte
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L Glu Ser Lys Tyr Gly Pro Pro Cys Pro Pro Cys Pro Ala Pro Glu Phe
: 620 695 700
Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr
705 710 715 720
Leu Met Tle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val
725 730 735 )
Ser Gln Glu Asp Pro Glu Val Glmn Phe Asn Trp Tyr Val Asp Gly Val
740 745 750
Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser
755 760 765
Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gln Asp Trp Leu
770 775 780
Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Gly Leu Pro Ser
785 790 795 800
Ser Ile Glu Lys Thr Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro
805 810 815
Gln Val Tyr Thx Leu Pro Pro Ser Gln Glu Glu Met Thr Lys Asn Gln
820 8§25 830
Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
835 840 845
Val Glu Trp Glu Ser Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
850 855 860
Pro Pro Val Leu Asp Sexr Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu
865 870 875 880
Thr val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser
‘ 885 890 895
Val Met His Glu Ala Leu His Asn His Tyx Thr Gln Lys Ser Leu Ser
200 905 910
Leu Ser Leu Gly Lys
915
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