WO 92/44360

27 MAY 7905

PCT/USO1/29184

1/10

. The alignment was done on 3 Protein seguences.

Character
Character
Alignment
ADIPROT
ARTADIPRO
HOMADIPRO

ADIPROT
- ARTADIPRO
EOMADIZRO

ADIPROT
ARTADIFRO
HOMADIPRO

ADIPROT
ARTADIPRO
HOMADIPRO

ADIPROT
ARTADIERO
HOMADIPRO

ADIPROT
ARTADIPRO
HOMADIPRO

ADIPROT
ARTADIPRO
HOMADIPRO

ADIPROT
ARTADIPRO
HOMADIPRO

7 7

to show that a position in the elignment is perfectly conserved: ¥
to show that a pesition 13 well conserved:

MSVEDSKFKGIAVYSEICELESVLVAEPGREIDY ITPARLDEL LFSAILE 50
MSVEDSKEKGIHVYSEIGELESVLVEEPGREIDYITPARLDELLESATLE 50
MSVFDSKTNGIHVYSEIGELETVLVEZPGREIDYITPARLDELLFSAILE 50
*717*77? TXXXEXXTXTXX r*iii*i*ii**r*w****xx*r:xgtf
SEDARKEHKQFVAELKANDINVVELIDLVARTYDLASQEAKDKLIZEFLE 100
SHDARKEQSQFVAILKANDINVVETIDLVAETYDLASQEAKDRLIEEFLE 100
"QDnhﬁEHQSVVKLMKDRGlNVVCLTDIVAETYDLASKAnKEZFLET?LL 100
ixr:rtr Tk z t:étt -*—*#w:##ix..tx_ .xr %
DSEPVLSEEEKVVVRNFLKAKKTSRRLVEIMMAGITKYDLGIEADHELIV 150
DSEPVLSEARKKVVRNELKAKKTSREXLVELMMAGITKYDLGVEADHELIV 150
ETVPVLTEANKAAVRAFLLSKPT-HZIMVEIMMSGITKYELGVESENELIV 149
. ii* * .i .ii.ii '* + ...t*.**.iii**.ii'i...**ii
DPMPNLYFTRDEFASVENGVT IHYMRYKVRQRETLZ SREVESNEPKLINT 200
DPMPNLYFTRDPERSVENGVTIRFMRYEVRPRETLESREVERNAPKLUNT 200
DPMPNLYFTRDPFASVENGVT IHEMRYIVRRRETLFARFVERNAPKIVKT 189
x*i*i*ii*ifi**r*?*+*+" Tkr h* *TEEL ;r?? r*?xr *
PWYYDPSLKLSIEGGDVFIYNNDTLVVCGVSERTDLQTVTLLAKNIVAKKE 250
PWYYDPAMKLSIEGGDVETYNNDTLVVGVSERTDLDTVTLLAKNLVANKE 250
PWYYDPAMKMPIEGGDVEIYNNETLVVGVSERTDLDTITLLAKNIKANKE 249
Exxx KR .* ‘trrr*ttixit kXXX XXT XX T X * XTXX** LS &
CEFKRIVAINVPXWTNIMAELDTWLTMLDKDRFLYSPIANDVEKEWDYDLY 300
CEFKRIVAINVPXWTINLMELDTWLTMLDKNKEFLYSPIANDVEKIWDYDLYV 300
VEFKRIVAINVPKWTNLMELDTWLTMLDKNKELYSPIANDVEKEWDYDLY 269
1*:111**iiiiii*r*rt*xtw**rrr FTTXX XXX F XXX IO R XK XX
NGGAEPQPVENGLPLZGLLQSIINK&PVLIPIAGLGASQM:I:RLT IrDG 350
NGC POPVENCLPLEKLLQSIINKXPVLIPIAGEGASQMEIERETHFDG 350
NGGAEPQPQLNCLPLDKLLASIINKEPVLIPIGGAGATEMETARETNEDG 349
TXETRXAK *TX*Y. xx *****.7****1 *.xr .x**.ii*‘**i
TNYLATRPGVVIGYSRNEKTNAALEAAGIKVLPFAGNQLSLGMGNARCMS 400
TNYIATRPGVVIGYSRNEKTNAALKAAGIXVLPFHGNQLSLGMGNARCMS 400
TNYLATXPGLVIGYDRNEKTNAALKRAGITVLPFHGNQLSLGMGNARCHMS 389
XxE %% 77 Xx" 771**7*!* TET K *7:71*711111xx*11txr
MPLSRKDVKW 410
MPLSRKDVKW 410
MPLSRKDVK¥ 409
XY kETXXXTTK
ADIPROT = Mycoplasma erginini
ARTADIPRO = Mycoplasma &rthritides
HOMADIPRO = Myccoplasma hominus
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O—OEster linker A-—AEpoxy linker
F [ g’ .)7 @—@®Amide linker aA—aBranched PEG

Effect of Linker Chemistry and PEG Configuratin on Pharmacodynamics
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G 6 ONative ADI

| ®SC-PEG 5,000~ ADI
4 SS—-PEG 20,000~ AD!

8

Anti-ADI 1gG Titer, log

8 12
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O Control A SS-PEG 12,000~ ADI
HG 7 4 SS-PEG 5,000-ADI @ SS-PEG 20,000 ADI
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The alignment was done on 2 amino acid sequences,

Alignment

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

STRADIPYR
STRADIPNE

FIG.

MTAQTPIHVYSEIGKLKKVLLHRPGKEIENLMPDYLERLLFDDIPFLEDA
MSSHPIQVFSEIGKLKKVMLHRPGKELENLLPDYLERLLFDDIPFLEDAQ

QKEHDAFAQALRDEGIEVLYLETLAAESLVTPEIREAFIDEYLSEANIRG
KEHDAFAQALRDEGIEVLYLEQLAAESLTSPEIRDQFIEEYLDEANIRDR

RATKKAIRELLMAIEDNQELIEKTMAGVQKSELPEIPASEKGLTDLVESN
QTKVAIRELLHGIKDNQELVEKTMAGIQKVELPEIPDEAKDLTDLVESEY

YPFAIDPMPNLYFTRDPFATIGTGVSLNHMFSETRNRETLYGKYIFTHHP
PFAIDPMPNLYFTRDPFATIGNAVSLNHMFADTRNRETLYGKYIFKYHP(

[YGGGKVPMVYDRNETTRIEGGDELVLSKDVLAVGISQRTDAASIEKLLV
YGGKVDLVYNREEDTRIEGGDELVLSKDVLAVGISQRTDAASIEKLLVNI

NIFKQNLGFKKVLAFEFANNRKFMHLDTVFTMVDYDKFTIHPEIEGDLRV
FKKNVGFKKVLAFEFANNRKFMHLDTVFTMVDYDKFTIHPEIEGDLHVYS

YSVTYDNEELHIVEEKGDLAELLAANLGVEKVDLIRCGGDNLVAAGREQW
VTYENEKLKIVEEKGDLAELLAQNLGVEKVHLIRCGGGNIVAAAREQWND

NDGSNTLTIAPGVVVVYNRNTITNAILESKGLKLIKIHGSELVRGRGGPR
GSNTLTIAPGVVVVYDRNTVTNKILEEYGLRLIKIRGSELVRGRGGPRCM

CMSMPFEREDI
SMPFEREEV
STRADIPYR = Steptococcus pyogenes
10 STRADIPNE = Steprococcus preumoniae
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The alignment was done on 2 amino acid sequences.

Alignment

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

BORADIBUR
BORADIAFZ

FIG.

MEEEYLNPINIFSEIGRLKKVLLHRPGEELENLTPLIMKNFLFDDIPYLK
MEEYLNPINIFSEIGRLKKVLLHRPGEELENLTPFIMKNFLFDDIPYLEV

VARQEHEVFVNILKDNSVEIEYVEDLVSEVLASSVALKNKFISQFILEAE
ARQEHEVFASILKNNLVEIEYIEDLISEVLVSSVALENKFISQFILEAE!

IKTDGVINILKDYFSNLTVDNMVSKMISGVAREELKDCEFSLDDWVNGSS
KTDFTINLLKDYFSSLTIDNMISKMISGVVTEELKNYTSSLDDLVNGANL

FVIDPMPNVLFTRDPFASIGNGITINKMYTKVRRRETIFAEYIFKYHSAY
FIIDPMPNVLFTRDPFASIGNGVTINKMFTKVRQRETIFAEYIFKYHPVY

KENVPIWFNRWEETSLEGGDEFVLNKDLLVIGISERTEAGSVEKLAASLF
KENVPIWLNRWEEASLEGGDELVLNKGLLVIGISERTEAKSVEKLAISLF

KNKAPFSTILAFKIPKNRAYMHLDTVFTQIDYSVFTSFTSDDMYFSIYVL
KNKTSFDTILAFQIPKNRSYMHLDTVFTQIDYSVFTSFTSDDMYFSIYVL

TYNSNSNKINIKKEKAKLKDVLSFYLGRKIDIIKCAGGDLIHGAREQWND
TYNPSSSKIHIKKEKARIKDVLSFYLGRKIDIIKCAGGDLIHGAREQWND

GANVLAIAPGEVIAYSRNHVTNKLFEENGIKVHRIPSSELSRGRGGPRCM
GANVLAIAPGEIIAYSRNHVINKLFEENGIKVHRIPSSELSRGRGGPRCM

SMSLVREDI
'SMPLIREDI
BORADIBUR = Borrelia burgdorferi
11 BORADIAFZ = Borrelia afzellii
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ioe aigoment was auae oo .; aming acia sequences.

Alignment

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC

QIAADIINT
CLOADIPER
BACADILIC
QIAADIINT
CLOADIPER
BACADILIC
QIAADIINT

CLOADIPER
BACADILIC

QIAADIINT
QIAADIINT

QIAADIINT

FI1G.

MTDFSKDKEKLAQATQGGENERAEIVVVHLPQGTSFLTSLNPEGNLLEEP
MRDDRALNVTSEIGRLKTVLLHRPGEEIENLTPDLLDRLLFDDIPYLKVA
MIMTTPIHVYSEIGPLKTVMLKRPGRELENLTPEYLERLLFDDIPFLPAV

ICPDELRRDHEGFQAVLKEKGCRVYMPYDVLSEASPAEREVLMDQAMASL
REEHDAFAQTLREAGVEVLYLEVLAAEAIETSDEVKQQFISEFIDEAGVE
QKEHDQFAETLKQQGAEVLYLEKLTAEALDDALVREQFIDELLTESKADI

KYELHATGARITPKMKYCVSDEYKRKVLSALSTRNLVDVILSEPVIHLAP
SERLKEALIEYFNSFSDNKAMVDKMMAGVRKEELKDYHRESLYDQVNNVY
NGAYDRLKEFLLTFDADSMVEQVMSGIRKNELEREKKSHLHELMEDHY PF

GVRNTALVTNSVEIHDSNNMVFMRDQQITTRRGIVMGQFQAPQRRREQVL
PFVCDPMPNLYFTREPFATIGHGITLNHMRTDTRNRETIFAKYIFRHHPR
YLDPMPNLYFTRDPAAAIGSGLTINKMKEPARRRESLFMRYIINHHPRFK

ALIFWKRLGARVVGDCREGGPHCMLEGGDFVPVSPGLAMMGVGLRSTYVG
FEGKDIPFWENRNDKTSLEGGDELILSKEILAVGISQRTDSASVEKLAKK
GHEIPVWLDRDFKFNIEGGDELVLNEETVAIGVSERTTAQAIERLVRNLF

AQYLMSKDLLGTRRFAVVKDCFDQHQDRMHLDCTFSVLHDKLVVLDDYIC
LLYYPDTSFKTVLAFKIPVSRAFMHLDTVFTQVDYDKFTVHPGIVGPLEV
QRQSRIRRVLAVEIPKSRAFMHLDTVFTMVDRDQFTIHPAIQGPEGDMRI

SGMGLRYVDEWIDVGADAVKKAKSSAVTCGNYVLAKANVEFQQWLSENGY
YALTKDPENDGQLLVTEEVDTLENILKKYLDRDIKLIKCGGGDEIIAARE
FVLERGKTADEIHTTEEHNLPEVLKRTLGLSDVNLIFCGGGDEIASAREQ

TIVRIPHEYQLAYGCNNLNLGNNCVLSVHQPTVDFIKADPAYISYCKSNN
QWNDGSNTLAIAPGEVVVYSRNYVTNEILEKEGIKLHVIPSSELSRGRGG
WNDGSNTLAIAPGVVVTYDRNYISNECLREQGIKVIEIPSGELSRGRGGP

LPNGLDLVYVPFRGITRMYGSLHCASQVVYRTPLAPAAVKACEQEGDGIA
PRCMSMPLIREDL

RCMSMPLYREDVK
AIYEKNGEPVDAAGKKFDCVIYIPSSVDDLIDGLKINLRDDAAPSREIIA
DAYGLYQKLVSEGRVPYITWRMPSMPVVSLKGAAKAGSLKAVLDKIPQLT

PFTPKAVEGAPAAYTRYLGLEQAD[CVDIK

QIAADIINT = Qiardia intestinalis
CLOADIPER = Clostridium perfringens

BACADILIC = Bacillus licheniformis

12

100
100
100

150
150
150

[ R I RS R NS ]
wn L Wy
[= N o R e

)
[l
o

300
300
350
350
350

400
400
400
450
413
413
500
550

580



WO 02/44360

27 MAY 2005

PCT/US01/29184

10/10

The alignment was done on 2 amino acid sequences,

Alignment

ENTADIFAE
LACADISAK

'ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

ENTADIFAE
LACADISAK

FIG.

MSHPINVFSEIGKLKTVMLHRPGKELENLMPDYLERLLFDDIPFLEKAQA
MTSPIHVNSEIGKLKTVLLKRPGKEVENITPDIMYRLLFDDIPYLPTIQK

EHDAFAELLRSKDIEVVYLEDLAAEALINEEVRRQFIDQFLEEANIRSES
EHDQFAQTLRDNGVEVLYLENLAAEAIDAGDVKEAFLDKMLNESHIKSPQ

AKEKVRELMLEIDDNEELIQKAIAGIQKQELPKYEQEFLTDMVEADYPFI
VQAALKDYLISMATLDMVEKIMAGVRTNEIDIKSKALIDVSADDDYPFYM

[DPWNLYFTRDNFATMGHGISLNHMYSVTRQRETIFGQYIFDYHPRFAG
DPMPNLYFTRDPAASMGDGLTINKMTFEARQRESMFMEVIMQHHPRFANQ

KEVPRVYDRSESTRIEGGDELILSKEVVAIGISQRTDAASIEKIARNIFE
GAQVWRDRDHIDRMEGGDELILSDKVLAIGISQRTSAQSIEELAKVLFAN

QKL GFKNILAFDIGEHRKFMHLDTVFTMIDYDKFTIHPEIEGGLVVYSIT
HSGFEKILAIKIPHKHAMMHLDTVFTMIDYDKFTIHPGIQGAGGMVDTY1

EKADGDIQITKEKDTLDNILCKYLHLDNVQLIRCGAGNLTAAAREQWNDG
LEPGNNDEIKITHQTDLEKVLRDALEVPELTLIPCGGGDAVVAPREQWND

SNTLAIAPGEVVVYDRNTITNKALEEAGVKINYIPGSELVRGRGGPRCMS
GSNTLAIAPGVVVTYDRNYVSNENLRQYGIKVIEVPSSELSRGRGGPRCM

MPLYREDL
SMPLVRRKT

ENTADIFAE = Enterococcus faecalis
LACADISAK = Lactobacillus sake
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