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No 1] SWISS- Name No of regulation [ 1 MRLLWGLIWA SSFFTLSLQK PRLLLFSPSV VHLGVPLSVG VQLODVPRGQ
Accesslon | PROT matched | (control/ | (%) 51 VVKGSVFLRN PSRNNVPCSP KVDFTLSSER DFALLSLQVP LKDAKSCGLH
no Accession peptides | disease) 101 QLLRGPEVQL LSRTTNIQGT NLI LPLOTDQPTY
1 TPI00166866 ‘FTO—18"—706—' MGC27165 2 0.38 7 151 NPGQRVRYRV FALDQKMRPS TDTITVMVEN SHGLRVRKKE VYMPSSIFQD
PROTEIN ) 201 DFVIPDISEP GTWKISARFS DGLESNSSTQ FEVKKYVLPN PEVKITPGKP
2 IP100336074 | PO1876 1G ALPHA-1 2 0,35 4 251 YT EMOLDIQARY I YVRFGTLLDED
CHAIN C REGION
3 Pi00423461 [Fo1543 YPOTHETIGAL |2 035 57 301 SQTKLVNGQS HISLSKAEFQ DALEKLNMGI TDLQGILRLYV AAATIESPGG
PROTEIN ’ 351 Y D LSKTKRHLVP GAPFLLQALV REMSGSPASG
DKFZP686C0222 401 IPVKVSAT QD IQQNTDGSGQ VSIPI TIPQT ISELQLSVSA
— 0 (FRAGMENT) 451 GSPHPAIARL TVAAPPSGGP GFLSIERFDS RPPRVGDTLN LNLRAVGSGA
4 |IPI00431645 | PO0738 HAPTOGLOBIN |1 0,33 -
PREGURSOR 501 TFSHYYYMIL SRGQIVFMNR EPKRTLTSVS VFVDHHLAPS FYFVAFYYHG
5 IP100478493 | PO0738 HAPTOGLOBIN |1 0,34 - 551 DHPVANSLRYV DVQAGACEGK LELSVDGAKQ YRNGESVKLE LETDSLALVA
PRECURSOR 601 LGALDTALYA AGSKSHKPLN MGKVFEAMNS YDLGCGPGGG DSALQVFQARA

651 Qi P VNFQKAINEK YAS:

701 RCCQDGVTRL PMMRSCEQRA ARVQQPDCRE PFLSCCQFAE SIRKKSRDKG
751 QAGLQRALEI LQEEDLIDED DIPVRSFFPE NWLWRVETVD RFQILTLWLP
801 DSLTTWETHG LSLSKTRGLC REFHLEITRLP QLR
851 LRPVLYNYLD KNLTVSVEVS PVEGLCLAGG GGLAQQVLVP AGSARPVAFS

901 VVPTAAAAVS LKVVARGSFE FPVGDAVSKV LQTEKEGATH REELVYELNP

951 I IP DGDFNSYVRV TASDPLDTLG SEGALSPGEV
Figure 8 1001 ASLLRLPRGC GEQTMIYLAP TLAASRYIDK TEQWSTLPPE TKDHAVDLIQ
1051 KGYMRIQQFR FVLKVLSLAQ
1101 @ o o « QG GLVGNIDETVA LTAFVIIALE
D D D D 1151 HCGLAVFQDEG AEPLKQRVEA SISKANSFLG EKASAGLLGA HAAAITAYAL
1201 SLTKAPVDLL AC GSV
1 MFLKAVVLTL ALVAVAGARA EVSADQVATV MWDYFSQLSN NAKEAVEHLQ 1251 SDPMPQAPAL WIETTAYALL HLLLEEGKAE MADQASAWLT RQGSFQGGFR

51 KSELTQQLNA LFQDKLGEVN TYAGDLOKKI: VEFATELHER LAKDSEKLKE
101 EIGKELEELR ARLLPHANEV SQKTGDNLRE LOQQRLEPYAD QLRTQUNTQA
151 EQLRRQLTPY AQRMERVLRE NADSLQASLR PEIADELKAKI DQNVEELKGR

1301 STQDTVIALD ALSAYWIASH TTEERGLNVI LSSTGRNGFK SHALQLNNRQ
1351 IRGLEEELQF SLGSKINVKV GGNSKGTLKV LRTYNVLDMK NTTCQDLQIE

1401 T MEANEDYEDY E PDAPLQPVTP LQLFEGRRNR
201 V KIDQTVERLR ODT QEKLNHOLEG LIFOMKKNAR 1451 B SGMALADVTL
251 ELKARISASA EELRQRLAPL AEDVRGNLKG NTEGLOKSIA ELGGHLDQOV 1501 LEKLTSLSDR YVSHFETEGP HVLLYFDSVP TSRECVGFEA VQEVEVGLVQ
301_EEFRRRVEPY GENFNKALVQ PEIAGDVEGHL SF 1551 FLCSAEVCQC RR
351 _VNSFPSTFKE KESQDKTLSL PELEQOOEQO QEIQQOEQVOM LAPLES 1601 RLFETKITQ

1651 LEFFKDVKAA ANQMRNFLVR ASCRLRLEPG REYLIBGLDG ATYDLEGEPQ
1701 E EMPSERLCRS NDFLQEYGTQ GCQV

Figure 10

Figure 9
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MGKNKLLHPS LVLLLLVLLP TDASVSGKPQ YMVLVPSLLE

TETTEKGCVL:

LSYLNETVTV

SASLESVRGN RSLETDLEAE

MFLTVQVKGE

MVKNEDSLVF VQTDKSIYKP GQTVKFRVVS MDENFHPLNE
FQLEGGLKQF SFPLSSEPFQ GSYKVVVOKK SGGRTEHPET
ILEEEMNVSV CGLYTYGKPV PGHVIVSICR KYSDASDCHG

LIPLVYIQDP
“VEEFVLPKFE
EDSQRFCEKF

v
KGNRIRQWOQS
VQVIVPKLIT
SGQLNSHGCF

YQQUKTKVFQ LKRKEYEMKL TVVELTGRQS
QGIPFFGQVR LVDGKGVPIP NKVIFIRGNE ANYYSNATTD

SEITRTITKL
EHGLVQFSIN

F
TTNVMGTSLT

VRVNYKDRSP CYGYQWVSEE L H
ILNGGTLLGL RKLSFYYLIM AKGGIVRTGT HGLLVKQEDM

LEPMSHELPC
KGHFSISIPV

GHTQTVQAHY
KSDIAPVARL

LIYAVLPTGD VIGDSAKYDV o
DQSVLLMKPD AELSASSVYN LLPEKDLTGF PGPLNDQDDE
TNEKDMYSFL EDMGLKAFTN SKIRKPEMCP

DCINRENVYI
EGLRVGFYES

NGITYTPVSS

VHVEEPHTET VRKYFPETWI WDLVVVNSAG VAEVGVTVPD
SSTASLRAFQ PFFVELTMPY SVIRGEAFTL KATVLNYLPK

TITEWKAGAF
CIRVSVOLEA

CLSEDAGLGI
SPAFLAVEVE

KEQRPHCICA NGROTVSWAV TE] N T 0
KPLLVEPEGL EKETTFNSLL CPSGGEVSEE LSLKLPPNVV
NTQNLLQMPY GCGEQNMVLE APNIYVLDYL NETQQLTPEV
YDGSYSTFGE RYGRNQGNTW LTAFVLXTFA QARAYIFIDE
RSSGSLLNNA IKGGVEDEVT LSAYITIALL EIPLTVTHPV
GSHVYTKALL AFALAGNQ DXRKEVLKSL
APSAEVEMI'S YVLLAYLTAQ PAPTSEDLTS ATNIVKWITK
LSKYGAATFT RTGKAAQVTI QSSGTFSSKF QVDNNNRLLL
CVYLQTSLKY NILPEKEEFP FALGVQTLPQ TCDEPKAHTS
VDVKMVSGFI PLKPTVKMLE RSNHVSRTEV SSNEVLIYLD
DLXKPAIVKVY DYYETDEFAT AEYNAPCSKD LGNA

Figure 13
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MGETSGPSLL LLLLTHLPLA LGSPMYSIIT PNILRLESEE
DFPGKKLVLS SEKTVLTPAT NHMGNVIFTI PANREFKSEK
VLVSLOSGYL FIQTDKTIYT PGSTVLYRIF TVNHKLLEVG
SSQNOLGYLP LSWDIPELVN MGOWKIRAYY ENSPQQVFST
KFYYTYNEKG LEVTITARFL

IFGIQDGEQ

ELCGTEVP:

EESARASVSV
KSKAIGYLNT
AHITQALIWL
VRNALFCLES
VHWERPQKPX
QONAQGGFSS
QQVSLPELPG
FQISLSVSYT
KVSNQTLSLF

TMVLEAHDAQ
GRNKEVIVQA
RTVMYNIENP
EFEVKEYVLP

RISLPESLK:

VLSRKVLLDG VONLRAEDLV GKSLYVSATV ILHSGSDMVQ
PKYFKPGMPF DLMVFVTNPD GSPAYRVEVA VQGEDTVQSL
SITVRTKKQE LSEAEQATRT MQALPYSTVG NSNNYLHLSV
RAHEAKIRYY TYLIMNKGRL LKAGRQVREP GQDLVVLPLS

GOREVVAD:

WVDVKD: LVVKSGQS EDRQPVPGOQ
GVEVLNKKNK LTQSKIWDVV EKADIGCTPG SGKDYAGVES
QCPQPARRRR RSVQLTEKRM DKVGKYPXEL RKCCEDGMRE
KKVFLDCCNY ITELRRQHAR ASHLGLRRSN LDEDIIAEEN
PPRNGISTKL MNIFLKDSIT TWEILAVSMS DKKGICVADP
RNEQVETRAV LYNYRQONQEL RVRVELLHNP AFCSLATTKR
VPLKTGLQEV EVKAAVYHHF ISDGVRKSLK VVPEGIRMNK
DIPPADLSDQ

1021 TVIAVEYLDE TEQWEKFGLE KRQGALELIK KGYTQQLAFR
1081 YVVKVFSLAV NLIAIDSQVL CGAVKWLILE K
1141 MALTAFVLIS LQEAKDICEE 1T

1201 RLKGPLLNKF LT’
1261 ¥
1321

AERSGIPIVT
TQGDGVAKLS
LRTELRPGET
ITTDFIPSFR
MTLKIEGDHG
DAGLTFTSSS
NPMRFSCQRR
IVSRSEFPES
FEVTVMQDEFF
RHQQTVTIPP
TVAVRTLDPE
KHLIVTPSGC
QPSSAFAAFV

T
LGDILGSAMQ
GYQROLNYKH
SQRQKDNGCF
AWKTAQEGDH
APVGHEYEPQ
TQDTVVALHA
EYSMKVIGEG
GSRSASNMAT
FTVLQDVEVR

GDVPVTVIVE
TFGTQVVEKV
EGIPVKQDSL
SFEVIVEPTE
IPIEDGSGEV
SPYQIRFTKT
INTHPSQKPL
LNVNFLLRMD
LVAYYTLIGA
ARVVLVAVDK
GQQTAQRAEL
TRFISLGEAC
WLWNVEDLKE
IDLRLPYSYV
KSSLSVPYVI
RLGREGVQKE
GEQNMIGMTP
KRAPSTWLTA

DAPVIHQEMT

TAGYALAQMG
PVVRWLNEQR

1381 KNTMILEICT RYRGDQDATM SILDISMMTG FAPDTDDLKQ
1441 RNTLIIYLDX VSHSEDDCLA FXVHQYFNVE LIQPGAVRVY
1501 KLNXLCRDEL CRCAEENCFI QKSDDKVILE ERLDKACERG

1561
1621

YIMAIEQTIK SGSDEVQVGQ QRTFISPIKC REALKLEEKK
IIGKDTWVEH WPEEDECQDE ENQKQCQDLG AFTESMVVEG

Figure 15
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MMKTLLLEVG LLLTWESGQV LGDQTVSDNE LQEMSNOGSK
EKTNEERKTL LSNLEEAKKK KEDALNETRE SETKLKELPG
CMKFYARVCR SGSGLVGRQL EEFLNQSSPF YFWMNGDRID

PSRSSKITHR
FDLKVTIKPA
LANGVDRYIS
AYYNLEESCT
VDYVYKTRLY
HYLMWGLSSD
CEN

TVNKEIQNAV
VCNETMMALW
SLLENDRQQT

2
PETEKRPQDA
KYELDKAFSD
REYHPEKEDG
KVQLSNDEDE
FHGEKENLSY

NGVKQIKTLI
EECKPCLKQT
HMLDVMQDHF

SRASSIIDEL FQDRFFTREP QDTYHYLPFS
HAMFQPFLEM THEAQOAMDI HFHSPAFQHP PTEFIREGDD
QCDKCREILS VDCSTNNPSQ AKLRRELDES LQVAERLTRK
QLNEQFNWVS RLANLTQGED QYYLRVTTVA SHTSDSDVPS
VEVSRKNPKF METVAEKALQ EYRKKHREE

Figure 16
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1  MKPPREVRTC SKVLVLLSLL ATHQTTTAFK NGIDIYSLTV
61 ANTVQEATFQ MELPKKAFIT NFSMNIDGMT YPGIIKEKAE

JP 2008-514946

DSRVSSRFAH TVVISRVVNR
RQAQYSAAVA KGKSAGLVKA

121 o 4

LKVRPQOLVK HLQMDIHIFE

181 PQGISFLETE STEMTNOLVD ALTTWONKTK AHIRFKPTLS

QOQKSPEQQE TVLDGNLIIR

241 YDVDRAISGG SIQIENGYFV MPENVVEVID
301 LDDLSPRDQF NLIVFSTEAT QWRPSLVPAS AENVNKARSF
361 Q1 I GETNPRSIQN

I QOTREALIKI
ARGIQALGGT NINDAMLMAV

421 VSYAFLEKLA LDNGGLARRI HEDSDSALOL QDFYQEVANP
481 NFRLLFKGSE MYVAGKLQDR GEPDVLTATVS GKLPTQNITF

541 LTIQQLLEQT VSASDADQQA LRNQALNLSL
601 QSQVAEKPME GESRNRNVHS GSTFFKYYLQ GAKIPKFEAS
661 RPGVLSSROL GLPGPEDVED AILPASAPPA

Y SLFCLGFGFD
LLTAVIFEYP SNAVEEVTQN
QTESSVAEQE AEFQSPKYIF
AYSFVTPLTS MVVIKPDDOE
FSPRRGWNRQ AGAAGSRMNF

721 MTTQTPAPIQ APSAILPLPG QSVERLCVDP RHRQGPVNLL
781 SWIEVTFKNP F!

TRNRR

'VMNMKIEETT
SDPEQGVEVT GQYEREKAGF
VMPGLKMTMD KTGLLLLSDP

841 DKVTIGLLFW DGRGEGLRLL LRDTDRFSSH VGGTLGQEFYQ
901 GNDHSATRER RLDYQEGPPG VEISCWSVEL

Figure 14
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EVLWGSPAAS DDGRRTLRVQ

1 MRLLWGLIWA SSFETLSLOK PRLLLFSPSV VHLGVPLSVG VQLQDVPRGQ VVKGSVFLRN
61  PSRNNVPCSP KVDFTLSSER DFALLSLQVP LKDAKSCGLH QLLRGPEVQL VAHSPWLKDS

121 LSRTTNIQGI NLLFSSRRGH LFLOTDQPIY NEGQRVRYS

181 SHGLRVRKKE VYMPSSIFQD DEVIPDISEP GTWKISARES

FALDQKNMRPS TDTITVMVEN
DGLESNSSTQ FEVKKYVLPN

241 FEVKITPGKP YILTVPGHLD EMQLDIQARY IYGKPVQGVA YVRFGLLDED GKKTFFRGLE

301 SQTKLVNGQS HISLSKAEFQ DALEXLNMGI TDLQGLRLYV

ATIESPGG W

361 YFVSSPFSLD LSKTKRHLVP GAPFLLOALV

IPVKVSAT PGSVPEVQD

421 IQONTDGSGQ VSIPIIIPQT ISELOLSVSA GSPHPAIARL TVAAPPSGGP GFLSIEREDS
481 RPPRVGDTLN LNLRAVGSGA TFSHYYYMIL SRGQIVFMNR EPKRTLTSVS VFVDHHLAPS
541 FYFVAFYYHG DHPVANSLRV DVQAGACEGK LELSVDGAKQ YRNGESVKLH LETDSLALVA
601 LGALDTALYA AGSKSHKPLN MGKVFEAMNS YDLGCGPGGG DSALQVFQAA GLAFSDGDOW

661 TLSRKRLSCP KEKTTRKKRN VNFQKATNEK LGQ

721 ARVQQPDCRE PFLSCCOFAE SLRKKSRDKG QAGLORALET

RCCQODGVTRL, PMMRSCEQR:
LQEEDLIDED DIPVRSFFPE

781 NWLWRVETVD RFQILTLWLP DSLTTWEIHG LSLSKTKGLC VATPVOLRVF REFHLHLRLD
841 MSVRRFEQLE LRPVLYNYLD KNLTVSVHVS PVEGLCLAGG GGLAQQVLVP AGSARPVAFS
901 VVPTAARAVS LKVVARGSFE FPVGDAVSKV LQIEREGAIH REELVYELNP LDHRGRTLEL

961 PGNSDPNMIP DGDFNSYVRV

SEGALSPGGY

GEQTMIYLAP

1021 TLAASRYLDK TEQWSTLPPE TKDHAVDLIQ KGYMRIQQFR KADGSYRAWL S TA

1081 FVLXVLSLAQ EQVGGSPEKL QETSNWLLSQ QOADGSFODP CPVLDRSMOG GLVGNDETVA

1141 LTAFVTIALE HGLAVFQDEG AEPLKQRVEA SISKANSFLG

1201 SLTKAPVDLL AQETGDNLYW GSVTGSQSN:

FKASAGLLGA HARATITAYAL
‘VSPTPAPRNP SDPMPQAPAL

1261 WIETTAYALL HLLLEEGKAE MADQASAWLT RQGEFQCGFR STQDTVIALD ALSAYWIASH

1321 TTEERGLNVT LSSTGRNGFK

HALQLNNRQ IRGLEEELQF SLGSKINVKV K

1381 LRTYNVLDMK NTTCQDLQIE VIVKGHVEYT MEANEDYEDY EYDELPAKDD PDAPLQPVTP

1441 LOLFEGRRNR RRREAPKVVE I

SGMATADVTL L

1501 LEKLTSLSDR YVSHFETEGP EVLLYFDSVP? TSRECVGFEA VQEVPVGLVQ PASATLYDYY
1561 NPERRCSVFY GAPSKSRLLA TLCSAEVCQC AEGKCPRORR ALERGLQDED GYRMKFACYY
1621 PRVEYGFQVK VLREDSRAAF RLFETKITQV LHFTKDVKAA ANQMRNFLVR ASCRLRLEPG

1681 KEYLIMGLDG ATYDLEGHPQ YLLDSNSWIE EMPSERLCRS

1741 GCQV

Figure 17
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TRQRAACAQL NDFLQEYGTQ

1 MEEEIAALVI DNGSGMCKAG FPSTVGRPRH

61 KRGILTLKYP IEHGIVINWD DMEKIWHHTF YNELRVAPEE

o QK DSYVGDEAQS
HPVLLTEAPL NPKANREKMT

121 QIMFETENTP AMYVAIQAVL SL' T

HTVPIYEGYA LPHATLRLDL

181 I3 KI TITAEREIVR DIKEKLCYVA

LDFEQEMATA LEK:

241 ELPDGQVITI GNERFRCPEA LFQPSFLGME SCGIHETTEN
301 GGTTMYPGIA DRMOKEITAL APSTMKIKII APPERKYSVH
361 EYDESGPSIV HRKCF

Figure 18
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Figure 19
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CATION OF SUBJECT MATTER

TNV BoINIs 68 ABLP?5/28

According Io Intemational Patent Classification {IPC) or to both naticnal classification and IPC
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This Internationa Search Report has not been established in respect of certain claims under Arlicla 17(2){a} for the following reasons:

1. [E Claims Nos.:
because they relate to subject matter not required to be searched by this Authorlty, namely:

see FURTHER INFORMATION sheet PCT/ISA/210

2 I:l Claims Nos.:

because they relate to parts of the Iniemalicnal Application thai do not comply with the prescribed requirements to such
an extent that na meaningful Intermetional Search can be caried out, spacifically:

3. D Claims Nos,:

bacause they are dependent claims and are not drefted In accordance with the second and shird sentances of Rula 8.4(3).

Box Il Observatlons where unity of invention is lacking (Continuatlon of item 3 of first sheef)

This International Seerching Authority found multiple Invertions In this international application, as follows:

see additional sheet

1, I:l Ae all racuirad additional saarch fess wers limsly paid by the applicant, thia Internaticnal Search Report cavers all
searchable claims.

2. I:' As all searchable claims could be saarchad without effort justifying an additional fee, this Autharity did nat invite payment
of any additlonal fee.

a. |:| As only some of tha required additional ssarch fees ware timely paid by the applicant, this intemational Search Report
covers ohly those claims for which fees were paid, specifically clalms Nos.:

4, I_I_I No regulred ackditional search fees were fimsly paid by the applicant, Gonsequently, thie International Search Repart is
restricted to the Invention first mertloned in the clalms; it is covered by claims Nos.:

claims 1-16, 22-38, 43-46 (partially}

Rermark on Pritest D The additional seazeh fees were accompanied by the applicant's protest.

L__l No protest accompaniad the payment of additional seerch fees.
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International Application Mo, PCT/ GB2005/ 003756

FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 21Q

Continuation of Box I1.1

Claims Nos.:

Reach-through claim 42:

Lack of clarity {Art.6 PCT)

Clajm 42 attempts to gain protection for the composition. Claim 42
represents a combination of two different irreconcilable types of
process claims:

(1) the use of an entity to achieve a technical effect
{identifying the agent by screening method) and

(1) a process for production of a product (manufacturing of
identified agent).

The screening of an agent to determine its usefulness in treating
cancer relates to a process of type (i). The step '"manufacturing of
identified agent® of claim 42 builds on theusefulnes in treating
Alzheimer in claims 24 ~41, rather than feeding inte claim 42 a specific
assay step and resulting in 2 specific assay. This results in an unclear
claim.
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Internationa] Application No. PCT/ GB2885/ 003756

FURTHER INFORMATION CONTINUED FROM PCT/SA! 210

This International Searching Authority found multipie (groups of}
inventions in this international application, as follows:

Invention 1: claims 1-16, 22-38,43-46 (partiaily)

Claims 1-16, 22-32, 36-38, 43-46 are directed to a method of
diagnosing Alzheimer's disease in a subject, the method
comprising detecting Desmoplakin in a tissue sample or body
fiuid from said subject.

Invention 2-34: claims 1-41, 43-46 {partially}

Claims 1-41, 43-46 are directed to a method of diagnesing
Alzheimer's disease in a subject, the method comprising
detecting one of the proteins shown in Fig.6, Fig.7 or Fig.8
or Fig.12 other than Desmoplakin in a tissue sample or hody
fluid from said subject.
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Patent document Publication Patent family Publieation
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