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1 a a . gc atata (CCa a atatccagtc
pea”éfgg'i\éf’i’ %a@ﬁ\%ﬁjgg'asels@%’&ﬂ@@aéhﬁ 0 ctagacacca
[0023% ggg t?e;mﬁai(@ﬂéﬁtgtrﬂiu?é? ?&@ﬁ&h?’?ﬁ@uti@%@hﬁlﬁéﬂ t€ a peh@saeatical

C aa ac Cittdgaa a CclacC cacagccc .

compgsition e PRy B & dasiER CnSI RV STy 0T GEa B pharmaceutical
excifigras heuPaclof éxRYe ad4rck afidoda dhétoss: 86rbse€ GelakidOMalt, rice, flour, chalk,

oG9 B A o LSRRI AeeaceLil 6, L b LGC BOGECA

glyceioll ppylahé gycsiowaten@thdngraid thetike. 1320 ttggaagttg

t caaaaaga cagctgttic aattcegeca, t gaaact ccc agt gcat aaa
roo24l; 3RS BFaY fioblrdant diesgearion s ol pgubdagce tat has been
subjeter @aRdrging dF et tutecatich b4 AdphiliZRRDhOWAEre 3R (2gE8F% lof moisture has been

cacttggtat atgggctgtt ataaaataca gaattttaat 1500
remoX&fgt aat ac ccgaaggtat gaacttgagt ttcctcattg ccttaatttc

[002Zlaahaphga "HulGhy agdritainalaads gtehpaliridthatds phareRgadtically acceptable

ana 331 RS8N0 L oot 0086 0 B00, L RCLOLBRY ot e

for eddrfifle acarigtiy daites, irglidiHgadigple3agag3ACIt 8s §@AHH3g @IS e, fructose and the

T T T
sucraset ayaltigetose, hatucdligtocgarring polamesst $uch a6 Garel) tdexiraty thitdsag,

N T I R ———

polyrgérsatiytedgradations cate iggntem REG) 3350is a0 xagnic 6asgveaatich is used

T T T -

to helpprotitacargacgpegipbecmak. cagtcttcct gttcccccca 2100

r002BR 358 FER0N oBHREHER AL HEL £LIETIR 368554 9000, 0-036 IYE0L v or

lyopthdlizet dortrataiioh ¢ hélp geaittaingmoteingt@ttuf? W Nera frégpecdridgicor lyophilized.

oo2GE RSB A TS S0 SBR SRS Bl PR

compiad gha) cagergglly tadded to f28vdlaticanadg catbdoor @fjintate g@ivth of bacteria or

t ct . a ccgeega 240

otner EAAARRTE ALCCHEARAR HIERRRHED I HisaETaReS e topgramote
benzgicgtledgt ehgn @ ARMz alkcnigmahipgide craaeesgt thimetasot chlagbhutanol,

gacat cgccg tggagt ggga gagcaat ggg 2520 cagccggaga

acaact acaa gaccacgcct cccgtgctgg actccgacgg ctccttcecttc

2580 ctctacagca ggctaaccgt fyjgacaagagc aggt ggcagg

aggggaat gt cttctcatgc 2640 tccgtgatgc at gaggctct

gcacaaccac tacacacaga agagcctctc cctgtctctg 2700

ggtaaatga 2709 <210> 8 <211> 902 <212> PRT <213> Hono

~ n - ~ T




ctggtcaaag gcttctatcc cagcgacatc gccgtggagt gggagagcaa
t gggcagccg 2520 gagaacaact acaagaccac gcctcccgtg
w@t@gaziceLg acggctcctt cttcctctac 2580 agcaagCPCHUS2005/029428

ccgt ggacaa gagcaggt gg cagcagggga acgt cttctc atgctccgtg
methflﬁélgbé‘ﬁ G Pyt driddhé figs éﬁl@PE &cHutically acceptable

ctccctgtc tccg ggtaaa 2700 tga 27 <2 10 <211>7900
preseggatives erb&fgye IHdadSFhpi ens <400> 10 I\/bt Val Leu Leu

Trp Cys Val Val Ser Leu Tyr Phe Tyr Qy lie Leu 1 5 10

15 An Ser Asp Ala Ser Qu Arg Cys Asp Asp Trp Gy Leu
IL-1 AntagoRpistaket 20 25 30 Arg Gn lie Gn Val Phe Gu Asp
[0036?'/#\ IEHSanﬁ*Legaonﬁrt &% 3 b&n%d@érﬁalﬁé @f §I§c|&% %nﬁgﬁng iR tﬁﬂlﬁl%lcal action of
IL-1, msluemg@gromen9¥enpﬁcqp@9lelqféramplpg ityd, spep avigp Il dragl an Apeferred
embdﬁ'irgerﬁ‘sﬂﬂe lI-Le-tiI tl@p% %ILZQSE&W%QU%H pFt&in cbﬁgfﬁﬁ‘%%mﬁ’ keceptor

compgRgntEand ?rrpultunerwggcmepnﬁm faraamele. A i AtrgpPRpcrbpy in U.S. Patent

Publiéstion NO. 26@@0%9#1&1bT£weo(%'1SJdF¥§E§od$un%f e&ﬁ@e?ﬁbbd.ﬂéﬁt the IL-1 trap

) Tyr Cys Ser Lys Val ro 115 120 125 Leu

IS the\%spon/gqotqg\ ﬁhﬁ%'”&%p@lf“%%§ Bhé 51244 1618, %tzzL% 26. A

prefekrSél’lLW@raé%’i_’sh%% lﬁ’ SEQ\'@ NOi1D. ke ilnRIatideY énédngaa@ké’s fﬁléruse of an IL-1
e Thr Cys 145 150 155 16

trap S\VQFtaA%%W@%P“W% therreieth SEGH) NQY R, 40465 8p1Q) 18hl4, llﬁe18 20, 22, 24,
26, th-Eh l’s éﬁﬁatéﬁ@la\lﬁé a-trfeﬁstTQG'% mtntlt? ;Yre@‘@olir h’t" Ieééf@?% |8ergt)n and more

prefelgbly tpSSERAIRRNIDGE e Brolfia ol SEQIDAGiS: a8, A0 12445 16, 18, 20, 22,
24, Zégﬁd 39&@@5!’ b‘?ﬁdin%ﬂﬁd ihAbitiY L-YaFuNRér, i¥pedifié eRbBdifdents, the IL-1
H s 210 215 220 Leu Thr Arg Thr
anta@@@t qsm mggl?eq_g_sj {/aR CeraPrisigong-er Merg resaptareemrogenty gnd one or more
immuAdQloBlin-detNle 8bmpérenty spe¥dic féi 1E-1Hind/op@h IEA Qe&eiﬁorAirPanother
Hs Val Val Tyr Qu Lys 245 250 255 Gu Pro dy G
embaogjmenthe lles an aeowﬁusamodWﬁd Nl trqmormf@"sérrnemiémzeo
|mmu2|§ oBJIQI @Ne%émﬁ&%nﬁﬁ feéfflg fd?éll’.‘-ﬂadéllo\’%h 1A ﬁea_ép@orThr H
ys Lys 275 280 285 Pro Asp Asp He Thr He

L
[0031A5E1% 1 Pll‘?ﬁ e Fustficdp @nddermylations, of e dveotiomean brprepgied by any

suitaté enefhdd KdownAs EheQrU/onh"at b6rded tty bﬁrﬂm}ﬁ ﬂmai—%%s@%! m"ﬁr@panng an IL-1
s 305 310 315 320 Val Thr. Ser G u Asp
trap. :5\¥(=9ILS£

Fraq—ﬁprgfg[a%@m}@tlﬂ'ygreﬁrg pggglnyggtagg@arg%gt tma gme it is used to

prepdrd &e@hérﬁhbbu‘tf@élly@cge%@leéérﬂ'luﬁdt@n Lyy é(i:HstdnY §|I)Q’éé éf)b?oteln
a Pr

Pr.o
contagRants ds BeanaPE TSROl aha! LSSt DY WG HnS BeiaHRe Mieiein Gien 1L trap
preparationSed $6 m4Xing é\ﬁd?rr@aﬂorh"@o rﬁ’su\@én I‘Eﬂgtrﬁ’q_% IQAStrdﬁ T;Qoieﬁ\U more

prefe%ggl a,tj?asﬁgg%pgmﬁstgﬁfe%ly %tgga%ggVongg\edbﬂ tapsls ?fﬁferpp% substantially

free oV&bgr%@éteEh l‘Ssttbn@le ffﬁ@of%@bre@hﬁas"‘hﬂah& ma&ﬂeéﬂtigo%yg the weight of
0 415 G u s Leu Tr

IL-1 t@pwrgtgw |§th Q§e§/e rban[-?ggrg ea %elpgba tﬁa??L @@p\%pse@atp prepare the
pharndideuficdlly Sffectiveformulations The lIL-/Ntr@p ldf helryisthbles SR fofmMaticHs of the

) 445 Ala Lys Phe Val JQu Asn,Gu Pro Asn Le s Tyr.. .
inveniia MRy GoGR 1AM 2" i3t ABEUAR G RmsHiEds 78 e sulie e tepribeagion
proce¥8/| foPexaniply, A8 Br fehde drhdurlte bf drdte QYia/oft pSly<ofPatéd 7 h dridembodiment of

the p%l@o{fﬁl&a@tfo%@aﬁ%ﬁofi@%ir@ﬁioﬁ%n%ﬁfnﬁ@ou@ﬁ ng,éjf It—ﬁgrap/mL citrate
may ¥ prebént at atoh&intrAigh ésdbolt @ 1rhi aRbBRr pOIsTBSte T4 eepresent at a

il s EORAE Bt R DB e e
lyophiligatiohitd hay of the wrigingl doemélelg. 580 nighhl &740.1 Tiab), Fiedrelsuifing

concapgtigiemst be B2 T kiAE gnappddlp ugenarbate, i BRpradipeRlgpton

Gu Thr Met Qu Val 565 570 575Asp Leu Ay Ser Gn lie
Gn Leu lie Cs Asn Val Thr Gy G n Leu 580 585 590
Ser Asp lie Ala Tyr Trp Lys Trp Asn Gy Ser Val lie
Asp G u Asp 595 600 605 Aspp Pro Val Leu Ay G u Asp
Tyr Tyr Ser Val Gu Asn Pro Ala Asn 610 615 620 , Lys
Arg Arg Ser Thr Leu lie Thr Val Leu Asn He Ser Gu H
e GI u 625 630 635 640 Ser Arg Phe Tyr Lys Hi s Pro Phe

~ T Al - U A= AN S —- o~



275 280 285 Pro Asp Asp He Thr He Asp Val Thr H e
Asn Qu Ser He Ser Hs 290 295 300 Ser Arg Thr Qu
wadsmeekiseIhr Arg Thr G n He Leu Ser H e Lys Lper/888005/029428
310 315 320 Val Thr Ser Gu Asp Leu Lys Arg Ser Tyr
formMQﬁorQéfredﬂn&ltﬁ{e@ dﬁ@glygﬁ‘lhz%?lén Wtrﬁa%f Medor @h’%l @IMm@Zé'g 120 mg/ml
Al a Val Lys G n Lys Pro
of 'L‘ME?PMBG msa'tlps 60%&9@”?%}(‘?"%?3’ R&P-6al CLthée &)¥/or §.9123e polysorbate.
Arg Gu GQu Lys He 355 360 365 H e Leu Val Ser Ser
Ala Asn Gu H e Asp Val Pro Cys Pro Leu 370 375
Lyoplglization W&YM"G‘*G FI‘I’@”L%’?"GI y Thr He Thr Trp Tyr
[003%})/ f &%Oa Bt otdhe r'ﬁsént%ﬂoa 9§rm‘bQQutie‘éﬂy -arJSHepE%ibfé f\éﬂhulgﬁﬁn comprising an

IL-1 t!HFIS'S(Er QIV“E% W’/b\lé??'nsﬁhﬁ f?’mé"%f‘ '?l;'ila %egegdq_%;gsor\yéqph@zgd jegpulation.
Prefe$§l5ly Q’hé( frekbge-diydd d‘rﬁ%p‘ﬁﬁéed@s@mﬂého@&nﬂ@es haﬁhgce%‘ﬁaally effective

Ser 4

am°'Nt é’f E?g- ﬂv?(fépxc/\ﬁvorz*;"@em"@auow %anﬁ@lreE@@?t'@y%d rp;,q 39@??“5
suspéhslortd, Bmﬁisﬁm@ﬁ@r a”r@%tﬂ&@uh‘btﬂe fo@ thiysdrivhidtrhtich dr@ide I:’Lgophlllzed

Val Al a Leu Val Cys 465 470 475 48
f°'m'F‘P%°"ﬁﬁ'e Wca@ Erspﬂ"@p?’l‘?g aE)}'ﬁ“'R% rihef {fozanansdyorylized.e he total liquid
volurﬁ’é 6eﬂe¥§lyb§lﬂllz‘bﬁ5n 6&%4%’53 QquailtoPorivbrelthisn, Agfifal Fedetstituted volume

eu Leu Aslp n He H s Phe 500 505 510 Ser
of th@yypl%aed@gn%gt&mr @euéqﬁ)hmz%tlogaqrowp iwall ermoéh@ebpf ordinary skill
in thd-¥8, dridySidally mdluded SublirBationyof Asier Tivkn d froz&a/®rlilgtioN @hder controlled
er Tyr Thr Tyr Leu Gy Lys A n 530 535 540 Tyr Pro H
condfioR " Arg Val He Gu Phe He Thr Leu Gu G u Asn Lys
[003@45y&§ﬂ|2555>r5\@&tlaﬁ§c%h§e é/b&d?ég Wsi’gé rdn @ o‘f/@mpcé@étur%'so Lyophilized
u

formiafortsiay P steieg qléribelow 3@\,@ fasexample. fﬁiﬂgeﬂe@trﬂ Ee atroom
tempeffureqe.g> WpRRIimaAsIp 25°®. /F‘réfeﬂ_éﬁloy _é[oghlhiecd fEFrﬁuléﬁJhsgré( stored below

Ser Val He Asp Au Asp 595 60 Asp Pro Val Leu
abouEPY” CampragfeTaphly gt abaat 4-BR1C BelpwiahpUbA i Relpwiahipu 29°C; about -
400063,5at§3%QL730§CArg Arg Ser Thr Leu lie Thr Val Leu Asn lie

Ser Gu lie Gu 625 630 635 640 Ser Arg Phe Tyr Lys
[0034]i LyoppitizeeHfermuiatiaDs aretypicallareconstinged fomus¢by addior6sian aqueous

solut@g% g s%o%és ﬁmeﬁz&prﬁggd gg@u@g | A%VI% OarLe #dc@ &g sc@tfbns can be used

to regynstitoiea tyyghlhqfqgl fggmul@gpgn pﬂfgfembéy moghltg;qg:l fgrmulg@sag@ reconstituted
usmg;\ngteFe&o%ﬁlzéag%rrgglgt@%{)ar¥%tef€£8lyk/§ébr\p hl%teg;\frﬁtfé Qol}:ftﬁo% consisting
essemaﬁly@f watﬁal(e ThUSEFI/gr weter foyaniegtiop) md@cnemstaw watep (e.g., USP WFI
with Y @I% @fzy@lébhggg I-I%%%vgrrggo@éélrhs\&lmpgsi’ﬁg %ﬂﬁe@ﬁd/ﬁ @x{e/ﬁénts and/or one
or mqrﬁrpheyga%ﬂ@all&ragcmtablacarr@ gaPRisoRerused0 745 750 Ser

[003%5 Fre-ErYE dﬁgg o>7/lggpﬁ7ﬁgz|5edﬁgrtnuﬁlrl?n§§+é tEElEalgad &;ré?Hd h'b? &Hs that is, from
solutiops, suspensinsASTUISiEs@Nd the ke Thusy e mgia 1t Sl urgiargo freeze-drying
or Iyéghﬁlzg idh &E&ra-rw cérhﬁ'lsgg fall Eb!l%p@rlné?‘\té-b@su@d% Qflﬂa|Pé&)l’é{llgted liquid

hr Leu Pro Pro

Tyr
fOFm@éﬁ'OfG"}«ﬁ @;rq;utu W%@CW'M% tb%fﬁeegesir'ss!@r yeghilizad formulation will
rend§9é' d%sgr%dg; bid Q/rﬁmuiraQIHn Vﬁbn Féé%n&ﬁt&hop hey J ﬁfen%ﬁ‘?iqﬁ@rforﬁﬁﬂ)atlon used to
lie

generate a@quggﬁeQ\ghlquhzgg §onpw,latlgggomgs%a4@ ﬂ:h1r trem ) q:;pr@rmaceutncally
effec@d a8t S Bufé a Q@Blhgr ar§f=‘£ bﬁmﬁg F%'ﬁ@nt'—ﬂ#eé‘%&dr@%rorgo%hmzed

850 855 860 Leu Thr Va Asp Lys Ser Arg Tr
formitptionsireferablyrtpspgise higliding asinaghistigine, ge@nsanswo mesphate, is more
eﬁecﬂegat@tébn&ll thSk‘L h"'tr’ép%@n Iﬂ‘ue°'IL:|_‘l>’fra;5|_ eryoghﬂlzé&' SoRRInid&@dolvents. such

Ser Leu Ser Leu “% 00 <210> 13 <211>

as P‘é@@@mﬂgysm stanlize the iy Yrapwbea aeitated. mixeditajfapded.cA
Iyoprb@b&% BlppdfedBlydRaH ¢ FedzaCdrleklr lydpARAd LOHAGEIFRI1YEHEEtants help

60 tcagaacgct gcgatgactg gggactagac accat gaggc

aaat ccaagt gtttgaagat 120 gagccagctc gcatcaagtg

cccactcttt gaacacttct tgaaattcaa ctacagcaca 180

gcccattcag ctggccttac tctgatctgg tattggacta ggcaggaccg

ggaccttgag 240 gagccaatta acttccgcct ccccgagaac

cgcattagta aggagaaaga tgtgct gtgg 300 ttccggccca

e . .o o ey



625 630 635 640 Ser Arg Phe Tyr Lys H's Pro Phe Thr

Cys Phe Ala Lys Asn Thr H's 645 650 655 Gy He Asp
wo\b@ehbmeTyr He A n Leu He Tyr Pro Val Thr ABOT/881005/029428

660 665 670 Ay Gu Ser Lys Tyr Gy Pro Pro Cys Pro

to mdit@in@s s@é@idé&y&trﬁ&@xr&ﬁﬁ@élr@&ﬂ‘ne@&fbe?@-@lné@ dr @bt{hlﬁe&! Rhee
Ser Val Ze Leu Phe Pro Pro ar%s Pro Lys 690 695

preferigd exampledypAiRIECtENts as alvaipg ardiningy ez whith 3 preferably used
togeti@l. Val Val Asp 705 710 715 720 Val Ser G n Gu Asp

Pro Gu Val Gn Phe Asn Trp Tyr Val Asp Ay 725 730

735 Val Qu Val Hs Asn Ala Lys Thr Lys Pro Arg Gu

StabGMq@dF&hﬂllé’MhsMO 745 750 Ser Thr Tyr Arg Val Val
Leu Thr Val Leu 755 760

Trp
[003(;_]e[51 q&aenasgpg}t Ltgggm@nﬂoq—mov‘gﬁg a@gblq_glﬁarvgpetg@pllmegvgle formulation
comﬁshﬁg'éhuLHftﬁap7me7e7r5th38&nﬁﬁétloﬁ$§ a hd}tﬁd Erthulatisn Tlﬂ‘l'éfelrétﬂ’y the liquid

s Ala Lys u78579079
formu.,ﬂ@t@ ORySES qypaw%geggqfllppgec,ﬂy g agounigfiandl tegny TI\V€tf°’mU'at'°” can
also H'Jiﬁprislésonésdﬁ nede pﬁé@na%éﬁtuc@llﬁaé&ﬂpta% carférs Thufetd/ fbulkﬁ‘@ agents,
r Pro Ser Asp lie 0 825 830

Ph 2
Stab'Wfs @%‘?feﬂ%"?ﬁ gn OF excdpientsy ARearppig %alphggﬂaggélﬂcaﬁylacceptable
Ilqwdﬂz&ﬁnﬂ' Qﬁon%’o'f’np?éﬂng?aﬁﬁfﬁhfapt&dmdﬁﬁés Y¥RIL-4 @p A58 phsimabeically effective
Phe g@e Leu T r Ser Ar %20 855 860 Leu Thr
am°%|a§&\%ff?'|3/§°' Ye%ri{’ g QEPPresSiPPlEG™SASH Val Phe Ser
[003YA pB&orréd lqudd ﬁ)nﬁﬁ@tn&ﬁéoﬁ(ﬁrﬁse%ho%rﬁteqwﬂﬁ @h drganitics-solvent, and
Ser Ley 885 890 895 Ser Leu

one de3pork Sipred staflzesofy EkES e o apspalssand lppgiclecular weight
produelsl whedrgideds apd absutI2Fmg/h ta kit 30 @ed/ml El.tﬁﬁ’gﬁ G#Herein the

rormIgicih B3R BE R peol G B A Reahaad e frmwintn
comigig8910 eAGhdShan 10RAGYGBERI 80 i A4CI, E2BRGYLUS, and 10-100 mg/mi

L1 G PR egSieRigha i Ch Al Sath ol s BodtRE” BliSeuansper Naci or

sucrodé¢@af degrsagdaga m&gﬁtagio%tﬁn‘atlﬁﬁ agam @‘ﬁigﬁjd&egﬂas been established to

ggcitetgec agce actc cacct acgt ,
stab@%gtbggfggr@p 5‘3}5 Efgrgwglyi %ﬁg?@glvéyglaaﬂa{lz&é agags. Preferably, PEG is
PEG %B@,a@ﬁéfﬁﬁas}?@ntéstétﬁﬂhaﬂateaﬁmILgCﬁ'é[i stabimg. cgttcatctc

tacccgcaa attttaacct t aacctc t tatta .
rousd; TFEd aPgwa it Rty &7 Seve 40 0P of 86T e ALaRAg L1 trap in samples
cont?ggg giﬂiﬂjﬁ%r&?&ﬁ?ﬂﬁd?@s&&w&ﬁﬁeﬁt avet h?i—ztlbd tﬂ?ﬁ) l?aaﬁﬁﬁﬁﬁ@twhen
. a c taa accact, cacttac
mcub[a&da% ge B‘n&@éﬁe@ggg g g%ttB% e:latlvgta(p%r& eg%rtegated) form of IL-1 trap
droppedf fedHh 92.6% ?t:da?@tt@m%agm fRgthe a%HQlG@Q@r@éﬁa@@Qggregt;atte increased
a ctacg catcaa aaaagaa accattcc
from 293%/3 g;?%g%l oveh e?sgg@c e Eea“%ﬂjg glaé@a‘i"/aﬁgcrageg{olrr%y@? ien had a native (non-
aggréttdd) JGreraet IL-? ftﬁé@&ir@ﬁ;ﬁédﬁtcﬂﬁ t@ﬂ@l?ﬂ & da§ @ thise@R gtgﬂtﬁmonths and the
cacacc , cttaaccagc C caa tgacacccac
perog b A HAE A G PSP O o a0 Sk O Sk e G geion

cacgccagga atattcagaa 900 EIABaangaga actacattga
2 a adaagaattta QRn

'ncegeg?geggatn a2 gﬁgtw {/ot V8194 ChMagregate
' fs,ugng,s,g (5% sucrose)

cgctgcgatg aft ggogask agacclccatQj.O8O ggca@ag cc 26
aagtgtttga agat gagcca gctcdcatca agtgcg¢cact ctttgcacac25

1140 @t ct t gahat t c8a€t acag|cacadetcat
ttax@tgat cfggtatyggg 1200 |act agggagg fccggyasct 29

tgaggagceca af t aact gcct gcccga, gaaccgcat ty 1260 29
agt agggaga apgat gt EE gtggttccg%a;gccacctcc tTaat dacac

1

C

Q)

t ggcaact at 1B20acc at gt tlaagg ac tgcat &% gc 36
agcahflgttg chatttccet.8 ggaagttgtt2.94380 ¢aaad®gfmca 3.6
gctpadtcaa tjccccced.g aaacycccagd.4 gcat paactgegd at atlagaas.e
1440 tatggcatic agaggatcac ttgtccaaalt gtagatggat
attttccttc cagtgtcaaa 1500 ccgactatca cttggtat at
gggctgttat aaaatacaga atttt®ataa tgtaataccc 1560
gaaggtatga acttgagttt cctcattgcc ttaatttcaa ataatggaaa
ttacacatgt 1620 gttgttacat atccagaaaa tggacgtacg
tttcatctca ccaggact ct gact gt aaag 1680 gt agt aggct




gt cagccccc gcat caacct gacatggcat aaaaat gact ctgctaggac

ggt cccagga 240 gaagaagaga cacggatgtg ggcccaggac
w@gegorimbyt ggcttctgec agceccttgcag 300 gaggact cPQr/US2005/029428

gcacctacgt ctgcactact agaaatgctt cttactgtga caaaatgtcc

[0039]36%@2 gansitAa parght dftnabve Larl s AGRIMpISE don€#itiag either 0, 5 or 20%
gttcatctc atacccgcaa 420 attttaacct tgtcaa

sucro§eg®5§tgwlae%9\éqrmlpg ogeefcb%afwtrgt ‘ﬁ"&%[b‘@Eﬂiat%%?f 5°C (50 mg/ml IL-1

trap, ﬂﬁﬁﬁﬂﬂ%&bﬂat@%&%@&@orﬂa@@@b%W%Q@ﬂl@b%‘%&r& ?HM NEGRpH 6.5. In
t aaagacaat 540 gagaaatttc taagtgt ga accac

the presRIICE 96 b P \CERSC APV, OBAgtReted BTl et Jgercropped from 96.4%

at dayaé foa@g%cét 2.9 AbRthE 98Ra 504 $ BFEsedbitn AR Had GCeatidd @Wﬁé@r@gated)
act aggagt a ttgagctacg cat caagaaa aaagaagaa \
form of drd S0 ML GO BRRCRTT 90 B0 PRl LD B2 %h GLs D ratiRs. The 20% sucrose

formuR@i6h h&d 8 nati@IGbh 38 Afgatcdf frmidt AC 1 &bp WhthOdr8ppedrom 96.4% at day 0

gaa ccggcacacc cttaaccacc atgctgtggt ggacggccaa
to 95@6’6?&3%@36 h840 at agagagcg cctacccggg aggccgegt g
accgaggggc cacgccagga at attgmgaa 900 aat aat gaga
nnfnrrattn atttt nntp ctatcacaa nnngnntttn
'W%‘&Bﬁ@ﬁatt tta(aallaﬂl"@t t gt coap NAtiVEccct fagt t 7 Native
t_acqcdlapucreseh it c PV 8YSIPSeht cbt ccki@% Sucrose)
gttctQagaa cgdt gcgaP@4act ggfjgact Hfdcaccat§g 1080 96.4
aggcapatcc aaqt gt T gglyagat gagcca gglacgcarca agt ge gyt
ctttgaacac 1140 ttcttgaaat {caact acag cacagcccat
t cagetiygcc ttadctct g5 ctggt attgg BIE act afjgcagg 953
dacctgggaccl tgaggagcCa dattaacttcc gccttcttyda gaaccygcatt
1260 agtaaggaga aagatgtgct gtggttccgg cccactctcc '
[0040] dFesmulatiens, whgiharlauid orifesegesisied godtygphitizesy gambe stored in an oxygen-
deprl\;eﬁ%bi%ﬁrﬂ&wta%??@%é&w@é‘%ml&ﬁmehtsg&ﬂa&tdeglte‘:atéo’aggpstonn the
caaaaagaca gctgtttcaa ttcccccatg aaactcccag tgcataaact
formulgptionsundpsan mwtna@aﬁugg @ait focexagrrie) Arget nittoges.cudgtium.
[0041Ftﬂg%ﬁﬂﬁﬁ§ ofPrb iy dphliit&d &r’s’&&%rﬂ%ﬁ fdmitihtiohd A2k %Efe"f]mmed A pre-

tggtatat gggctgttat aaaatacaga attttaataa tgtaat

Iyophmmtfogalda@naw@éa"am t’«@a@lmtll-dctrm&&E@tD NDa‘&)x&Q:@M hlstldme 1.5%

PEG- é‘és%aﬁ G947 sk! 9%@0@%&ﬁe,1z%2}9ﬂtatr§ih&lé%l M %Wé’sa@gtébated at 5°C for O-
ggacgtacg tttcatttica ccaggaclct gactgtaaa

52 wegkagﬁaglgmn ot Tebiad dbanatiyed gorgaggregated)t fgen of:ILa’t dexseaseddrom 94.9

o webfLF3 310 1A A PR ERIRIEE SRRt i o

same ¢imegresiaga ggttt ggt gg accattgat g gaaaaaaacc tgatgacatc
18 60 actattgatg tcaccattagggpsaagtata agtcatagta
gaacagaaga t gaaacaaga 1920 acicagattt tgagcatcaa
incadgtion tine (wepkg @4 6C)t caagcgcaty Natinegt ct gt| 19%0Aggregate
catgctagaa gtygccaaagyg—cygaggttgcc gcagcea aggtgqqyba
gaaagt gcca 2040 gctccaagall acacagt gi c _cggagagt cc

aaat acggtc 4:gccatgccc atcatgccca PO gcacctgagt 1.3

PPN PPN Ananaoaoaanal Ao ont

tect 999999 ccat L,agtb LL\,LLgLLbb Caaaattrtaayy Ct
2160 ctcatqgt ct cccggacccg tgaqqtgc?%g t gcgtiggt gg 17

t ggacgt gag2dcaggaagac 2220 cccgaggp.&8c agttcpapactg 1.5

——g{—aeg{—g@%—gge%ggagg—(—geﬂ}raalgc “‘é:gacaaaEj 2280
ccgcgggagg “agcagttcaa cagg¢acgtac % gt ggt ca gegt ctac

cgtcctgcac 52340 caggact gg¢ tgaacogegr@a ggadtfacaag 1.8

tgcaagat-et—eecaacaaagag—cet-tecatce ')/Inﬂ _t ccat 202
Lﬂuuuyyt A uuuuuuuu\‘:’\‘:’ A Av Y \J\J\Jv 3\/‘3\/‘

aaaccat ct ¢ caaagccaaa gggcagcccc gagagccaca ggtgtacacc
[0042PFhé) stabilityast @dpdphilieé @ tgMgRtoY 83 riaining A0 niglAt AJUrag (SEQ ID NO:10),

20 mSEIGRECE e dheaan, 2020 99cli ol doe £oagrgacal o oies (ore

IyophTimagitﬂ?tlﬁ gﬁgﬁaabg 2@{baﬂ=§i eg Qged: fcf:? ﬁ@@a?g msaér@%qﬁ trapia 4, the
nativeg G000 CaFeBLOHE CELgt SOLPREATGIE 000 (ByogE0ds JAA0aS weeks), and the

accact.acac acagaagagc ctctccctgt ctctgggtaa atga 27 54
<210> 18 <211> 917 <212> PRT <213> Hono sapi ens <400>
18 Met Val Arg Leu Tyr Val 2eu Val Met Gy Val Ser Ala
Phe Thr Leu 1 5 10 15 Gn Pro Ala Ala His Thr Gy Ala
Ala Arg Ser Cys Arg Phe Arg Gy 20 25 30 Arg Hi' s Tyr

Lys Arg Glu Phe Arg Leu Glu Gly Glu Pro Val Ala Leu 35

. ~ Al ~




<210> 20 <211> 917 <212> PRT <213> Hono sapi ens <400>
20 Met Val Arg Leu Tyr Val Leu Val Met Gy Val Ser Al a
wob@eDsosieu 1 5 10 15 G n Pro Ala Ala H s ThrpC/ysRos029428

Ala Arg Ser Cys Arg Phe Arg Gy 20 25 30 Arg Hi s Tyr
percehty:RygfegateGhtrelbed Rorg 0L824 td=B 8 %GhthébamEtithe\iRkiodl a Leu 35

40 45 Arg Cys Pro G n Val Pro Tyr Trp Leu Trp Al a Ser

Val Ser Pro Arg 50 55 60 lie Asn Leu Thr Trp Hi s Lys

Asn Asp Ser Ala Arg Thr ValABMEM Gy 65 70 75 80 Glu

bt Ty I\|f\ Cln Acn fj\l y
|_\-u

lnegﬁaq_%rbt'@g (yﬁeg%a"ﬁ?%cl\l” Leu G/nNEHYPR A Asp Ser GI)/ Mpregate
“Tyr Val' Cyg Thr Thr Arg |Asn 100 g0d 110 Al d Ser Tyro.8

Cys Asp Lys Met -Ser—ie G—u—lreu—Ar-g—VaJ——Qhe—Gl u—Asn
115 120 13% Thr Asp Al a |Phe Leu ¥9 Phe |id Ser Tyr'4

“Pro @ n Tgg Leu Thr Leu 130 135 dgl® Ser Thr| Ser 3y 5
Val _lLey \al ('\/Q Pr.o AQnIr|QII Ser__Glu Phe Thr Arg 145

150 155 1893 Asp Lys Thr |Asp Val %34 lie Gn Trp Tyr19

LYyS ASp Sg§7Leu Leu Leu (165 170 d4% ASp LYS[ ASp ASTh 5
Gu lys Phe leu Ser Val [Arg Ay Thr Thr H gl leu 180
185 190 L¥SBval His Asp|Val Ala %44 Gu Asp Ala G y29
200205 g 1T Phgr Ala Hs3g
Ju dy An Gn Tyr Asn Iie Thr Arg Ser lie 210 215
ZZOGIuLeuArgIleLys s Lys LysGIuGIuThrlle

[0043fr/\q’th¥@drh %?orég&ni @Q\ %@%e%?f%e%@rrbeﬁ n?schﬁ% dgtﬂ bgg{?y of illustration

and ex®Bples, dt Wil be Lgaﬁllwappavnet tgémpsaqf omtinarGekill ntthe Rrtdhategrtain changes

and n%mfic{ﬁynsl\%g %Ma%ﬁ A?%e% gopth lifve 5n %@o%%p%@g from the

spirit qxrsgop@pfﬂrrﬁlapﬁnﬁe@lo;almso Arg a u Tyr Ser Gu

G u Asn 290 295 300 Tyr H e Gu Val Pro Leu H e
Phe Asp Pro Val Thr Arg Gu Asp Leu 305 310 315 320H s
Met Asp Phe Lys Cys Val Val His Asn Thr Leu Ser Phe
G n Thr 325 330 335 Leu Arg Thr Thr Val Lys Gu Al a
Ser Ser Thr Phe Ser Gu Arg Cys 340 345 350 Asp Asp
Trp Gy Leu Asp Thr Met Arg G n lie An Val Phe Qu
Asp 355 360 365 Gu Pro Ala Arg lie Lys Cys Pro Leu
Phe Gu H s Phe Leu Lys Phe 370 375 380 Asn Tyr Ser
Thr Ala Hs Ser Ala Gy Leu Thr Leu lie Trp Tyr Trp
385 390 395 400 Thr Arg G n Asp Arg Asp Leu Qu Gu
Pro lie Asn Phe Arg Leu Pro 405 410 415 Qu Asn Arg
lie Ser Lys Gu Lys Asp Val Leu Trp Phe Arg Pro Thr
420 425 430 Leu Leu Asn Asp Thr Gy Asn Tyr Thr Cys
Met Leu Arg Asn Thr Thr 435 440 445 Tyr Cys Ser Lys
Val Ala Phe Pro Leu Qu Val Val Gn Lys Asp Ser 450
455 460 Cys Phe Asn Ser Pro Met Lys Leu Pro Val His
Lys Leu Tyr lie GQu 465 470 475 480 Tyr Ay lie Gn
Arg lie Thr Cys Pro Asn Val Asp Ay Tyr Phe Pro 485
490 495 Ser Ser Val Lys Pro Thr lie Thr Trp Tyr Met
Gy Cys Tyr Lys lie 500 505 510 A n Asn Phe Asn Asn
Val lie Pro Qu Gy Met Asn Leu Ser Phe Leu 515 520
525 lie Ala Leu |lie Ser Asn Asn Ay Asn Tyr Thr Cys
Val Val Thr Tyr 530 535 540 Pro Gu Asn Ay Arg Thr
Phe His Leu Thr Arg Thr Leu Thr Val Lys 545 550 555
560 Val Val Gy Ser Pro Lys Asn Ala Val Pro Pro Val
lie Hs Ser Pro 565 570 575 Asn Asp His Val Val Tyr
GQu Lys Gu Pro dy Gu GQu Leu Leu He 580 585 590
Pro Cys Thr Val Tyr Phe Ser Phe Leu Met Asp Ser Arg
Asn G u Val 595 600 605 Trp Trp Thr He Asp Ay Lys
Lys Pro Asp Asp He Thr He Asp Val 610 615 620 Thr H
e Asn Qu Ser He Ser H's Ser Arg Thr Gu Asp G u, Thr
Arg 625 630 635 640 Thr G n He Leu Ser He Lys Lys
Val Thr Ser G u Asp Leu Lys Arg 645 650 655 Ser Tyr
Val Cys H's Ala Arg Ser AladlLys Ay Gu Val Ala Lys
Ala 660 665 670 Ala Lys Val Lys Gn Lys Val Pro Ala
Pro Arg Tyr Thr Val Ser Gy 675 680 685 G u Ser Lys
Tyr Ay Pro Pro Cys Pro Pro Cys Pro Ala Pro G u Phe

PANPNIN NN a1 e~ e~ e~ ~ N7 1 -~ " =S




290 295 300 Ser Arg Thr Gu Asp Gu Thr Arg Thr G n
lie Leu Ser lie Lys Lys 305 310 315 320 Vval Thr Ser
wakwoedsgweseu Lys Arg Ser Tyr Val Cys Hi s Al a ApQr/882005/029428
325 330 335 Ala Lys Ay Gu Val Ala Lys Ala Ala Lys
Wecﬁlln' Lys G n Lys Val Pro 340 ' 345 350 Ala Pro Arg Tyr
r-Val Hs Thr Ay Ala Ala Arg Ser Cys Arg Phe 355
360 365Arg Gy Arg His Tyr Lys Arg Gu Phe Arg Leu Gu
1. A@prynu@tigm Ruidablefor pphizaios Seomprisingch10¢ pMIpistidmey 0F-8.0% PEG, 0.25-

3% g)%h'n ?%0 ’@{M ﬁT@H'“%\gﬁE’PQ% %c?os? ?\_/IIQISSO‘E@ /n@ﬁarﬁ@% éfe%?ein antagonist.

Ala Arg Thr Val 405 410 415 Pro Gy Gu QQu GQu Thr

2, Tﬁ%ﬁ)rr&{g%\t%ﬁ ifh ‘E e%wthg Y- 1’%&@%& gé)dlﬁ‘%g q{gﬁls\dy%oprotem selected

from SN hNOh M4, ﬁ:ﬁi 14)4ﬂ)2 A44,516A1 8, 205122.6243 aSGQGTerG@@y AER ID NO:10.
Lys Met Ser lie GQu Leu Arg Val Phe 450 455 460 Gu
Asn Thr Asp Ala Phe Leu Pro Phe lie Ser Tyr Pro Gn

3. The tormglatiasef clFims47@ 24 gommiiging apus@P mivi hisidine Gbput/ab% PEG 3350,

abou Bg)%xglgci%,:a H?zisﬁﬁn %}gtﬂmﬁe @th\ dz“éuérlrﬁ %&9 z{ﬁ%ét zﬂa“ﬁmg/ml IL-1

antagguyistl eu 500 505 510 Leu Leu Asp Lys Asp Asn GI u Lys
Phe Leu Ser Val Arg Gy Thr Thr 515 520 525 His Leu

4. Tﬁ@fbrﬁ@l‘atn&é‘% §5f ag‘irbn\é%f th\%@ekﬁd&n%é‘mﬁﬁ@w %}. aoﬁ ﬁs/ot é}fﬁta@g phosphate

buffeg rnor@lthanrgzbou/t\éﬁ% plecrqss, mare) thenmbesid. $5 M eiratssand| m@re than about
ooogaLbOngrbé[é;zd.l e Lys Lys Lys Lys Gu Gu Thr lie Pro

Val' 565 570 575 lie lie Ser Pro Leu Lys Thr lie Ser

Ala Ser Leu Gy Ser Arg Leu 580 585 590 | Thr lie Pro

5. Th@férrﬁ)factio\‘adf aﬁggnégﬂhgpgec-gmnggé(mg W/hé:) &ifl pII-PMaJrEé frgm 6 to 6.75,

prefqral@y @;Itqﬁéefnom erefeyablyp$. 610 615 620 Gly Gly Arg VaI

Thr Qu Gy Pro Arg Gn Qu Tyr Ser Gu Asn Asn 625

630 635 640 GQu Asn Tyr lie GQu Val Pro Leu |lie Phe
6. Amgihes of ragucinga !&P@h'@ea feumilagion of 98 Ilad @ntaggnist, somptising
reco lﬁﬁlﬂnﬁ %é—ﬁbﬁn@éﬁonvé\" claYﬁ'of lé'h? oA Br thE rprés%Hmé%TanﬁF fo t@%@nerate a

O Gn Thr Leu Arg Thr Thr Val

Iyop@@edﬂhﬂ aptagonist fopnylatirs 680 685 Asp Lys Thr Hi s Thr

Cys Pro Pro Cys Pro Ala Pro G u Leu Leu Gy 690 695

700 Gy Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
7. ThRéBeﬂl‘ﬁa/ of daim twhenein thegreganstituiesl fornaulation ggraprises abelé 20-120 mg/ml
ofthéSILu1 y,%ggmgt Cys Vval Val Val Asp Val Ser His 725 730

735 G u Asp Pro Gu Val Lys Phe Asn Trp Tyr Val Asp

Gy Val Qu Val 740 745 750 Hi's Asn Ala Lys Thr Lys

8. AE[&Ie“ﬁcﬁnﬁoHn@aﬁbrﬁcﬁm Mim#@ﬁ‘lLS?FroTélﬁ aﬁbé"go%éﬁca}?gle%@@ndmg and
Val Ser Val Leu HS dn

|nh|b|_|@g tr)%tﬁolgyalmormgmﬂg@ q_ui)‘gr @p@rgrawc q:_cygol‘(grg oLytgkmgpgent and one
or m§%rthé$ﬁ'lsiil %_M?lhférg \)g‘g#eﬁrtl‘?e I‘N—ﬁarﬁﬁ@oﬂlét@s é %nﬁner:l;?:gm 9§in%990 fusion

prote NN IVAECUBNG 204E8:3. 9+ 1214, 16e1P H00Z . 861 A g
Asp Gu Leu Thr Lys Asn G n Val Ser 820 825 830 Leu
Thr_lg Leu Val Lys Gy Phe Tyr Pro Ser Asp H e

9. Theyfia @r@slet'mef qigieg, ﬁvhemn @@rf%m Pegtsjn @WPWS@GDMW
Asn Tyr Lys Thr Thr Pro Pro 850 855 860 Val Leu Asp

Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
10. g&hqgnfgfog?éa ngpmg%(%ngrﬁ-ﬂOanM ﬂsp@aye buffer, preferably 10
mM Nﬁ:lsph?éte bOfér; stsﬁwdlwsdvptef&sﬁly 390PEE833g0s2434 50 /NIWNaCI

n _Hs s Ser Leu Ser Leu

pretogty BhaREChsS s fug Susrie, Sierabl 50006 Sugrose. apadd- BBpalm of the IL-
1 ant@b¥nist213> Hono sapi ens <400> 23 atggtgcttc tgtggtgtgt

agtgagtctc tacttttatg gaatcctgca aagtgatgcc 60

t cagaacgct gcgat gactg gggact agac accat gaggc aaat ccaagt

gtttgaagat 120 gagccagctc gcatcaagtg cccactcttt

gaacacttct tgaaattcaa ctacdgcaca 180 gcccattcag

ctggccttac tctgatctgg tattggacta ggcaggaccg ggaccttgag

240 gagccaatta acttccgcct ccccgagaac cgcattagta

aggagaaaga tgtgct gt gg 300 ttccggccca ctctcctcaa



Gu Asn Tyr He Gu Val Pro Leu H e Phe Asp Pro Val
Thr Arg Gu 645 650 655 Asp Leu Hi s Met Asp Phe Lys
w@ymeade6d/al Hi s Asn Thr Leu Ser Phe 660 665 6FOT/Gh1005/029428
Thr Leu Arg Thr Thr Val Lys Gu Ala Ser Ser Thr Phe
11. S liguidyfoTattdOof @3 H o& of Seimsly/ T0y whelkejn ihedL-H’ramt@psist exhibits less

Pr.o_ Ser s Pro Al G u . Phe, 690

than §34 2379285 uphy kgl nsgRetneref §opts 1%§5°ﬁ9§’"ﬁ iéfmm“'atw" for

29 mohths 405°C/10 715 720 Leu Met H e Ser Thr Pro
Val Thr Cys Val Val Val Asp Val 725 730 735 Ser Gln
G u Asp Pro Ju Val An Phe Asn Trp Tyr Val Asp Ay
Val 740 745 750 G u Val H's Asn Ala Lys Thr Lys Pro
Arg Gu Gu An Phe Asn Ser 755 760 765 Thr Tyr Arg
-Val Val Ser Val Leu Thr Val Leu Hs Gn Asp Trp Leu
770 775 780 Asn Ay Lys Qu Tyr Lys Cys Lys Val Ser
Asn Lys Gy Leu Pro Ser 785 790 795 800 Ser He Gu
Lys Thr He Ser Lys Ala Lys Ay Gn Pro Arg Qu Pro
805 810 815 G n Val Tyr Thr Leu Pro Pro Ser G n Gu
Gu Met Thr Lys Asn G n 820 825 830 Val Ser Leu Thr
Cys Leu Val Lys Gy Phe Tyr Pro Ser Asp He Al a 835
840 845 Val GQu Trp Gu Ser Asn Ay Gn Pro Gu Asn
Asn Tyr Lys Thr Thr 850 855 860 Pro Pro Val Leu Asp
Ser Asp Ay Ser Phe.Phe Leu Tyr Ser Arg Leu 865 870
875 880 Thr Val Asp Lys Ser Arg Trp G n Gu Gy Asn
Val Phe Ser Cys Ser885 890 895 VvVal Met Hs Gu Ala Leu
H's Asn H's Tyr Thr G n Lys Ser Leu Ser 900 905 910
Leu Ser Leu Gy Lys 915 <210> 25 <211> 2754 <212> DNA
<213> Honp sapi ens <400> 25 atggtgcttc tgtggtgtgt
agtgagtctc tacttttatg gaatcctgca aagtgatgcc 60
t cagaacgct gcgat gactg gggact agac accat gaggc aaat ccaagt
gtttgaagat 120 gagccagctc gcatcaagtg cccactcttt
gaacacttct tgaaattcaa ctacagcaca 180 gcccattcag
ctggccttac tctgatctgg tattggacta ggcaggaccg ggaccttgag
240 gagccaatta acttccgcct ccccgagaac cgcattagta
aggagaaaga tgtgctgtgg 300 ttccggccca ctctcctcaa
t gacactggc aactatacct gcatgttaag gaacactaca 360
tattgcagca aagttgcatt tcccttggaa gttgttcaaa aagacagctg
tttcaattcc 420 cccatgaaac tcccagtgca taaactgtat
at agaat at g gcattcagag gatcacttgt 480 ccaaatgtag
atggatattt tccttccagt gtcaaaccga ctatcacttg gtatatgggc
540 tgttataaaa tacagaattt taataatgta atacccgaag
gtatgaactt gagtttcctc 600 attgccttaa tttcaaataa
tggaaattac acatgtgttg ttacatatcc agaaaatgga 660
cgtacgtttc atctcaccag gactctgact gtaaaggtag taggctctcc
aaaaaatgca 720 gtgccccctg tgatccattc acctaat gat
catgtggtct at gagaaaga accaggagag 780 gagctactca
ttccctgtac ggtctatttt agttttctga tggattctcg caat gaggtt
840 tggtggacca ttgatggaaa aaaacctgat gacatcacta
ttgatgtcac cattaacgaa 900 agtataagtc atagtagaac
agaagat gaa acaagaactc agattttgag catcaagaaa 960
gttacctctg aggatctcaa gcgcagctat gtctgtcatg ctagaagtgc
caaaggcgaa 1020 gttgccaaag cagccaaggt gaagcagaaa
gt gccagct c caagat acac agtgcacaca 1080 ggggctgcca
gaagctgccg gtttcgtggg aggcattaca agcgggagtt caggct ggaa
1140 ggggagcctg tagccctgag gtgcccccag gtgccct act
ggttgtgggc ctctgtcagc 1200 ccccgcatca acctgacatg
gcat aaaaat gactctgcta ggacggtccc aggagaagaa 1260
gagacacgga tgtgggccca ggacggtgct ctgtggcttc tgccagcectt
gcaggaggac 1320 tctggcacct acgtctgcac tactagaaat
gcttcttact gtgacaaaat gtccattgag 1380 ctcagagttt
ttgagaatac agatgctttc ctgccgttca tctcataccc gcaaatttta
1440 accttgtcaa cctctggggt attagtatgc cctgacctga
gt gaattcac ccgtgacaaa 15001act gacgtga agattcaatg
gt acaaggat tctcttcttt tggataaaga caat gagaaa 1560
tttctaagtg tgagggggac cactcactta ctcgtacacg atgtggccct
ggaagatgct 1620 ggctattacc gct gt gtcct gacatttgcc



