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"; "1 Peptides for treatnment and di agnosis of

aut oi mmune di sease The invention provides peptides
waleorwedof rom anti bodies with reactivity agai nBCT/@BZBb/002983

| i nkage epitope and functionally-equival ent |igands.

These peptides can be used in the therapy and

di agnosis of a variety of disegases, all of which are

consi dered to be caused by the inappropriate presence

in the body of autoantibodies which are reactive with

' eni es. The invention also describes a
AMECHOBSH SRS r sl EOCHT O S AMRIER TRLEPHONE
AT QOGPVEN '$EME he organism so causing di sease, and

descri bes a nethod of prevention of disease and
detection of such autoanti body. Al publications,
patents and patent applications' cited herein are

FIﬂLrEQflp%WNfl‘fb by reference. Background to the

I nventi on e Tnvention relates to a new concept

il 3810419 0P, ERUA OF Y VDS 2650 o300 UL e

tim&oncept was originally described in international
pat ent applicati on W9/ 05175, where the incidence of
nat ural | yoccurring autoanti bodies with a specific
reactivity was |inked to various autoi nmune di seases,

DESCRIPTSON oFeraE PRIGROREEPt is that nost di seases of
i nfectious or non-infectious origin, with or wthout

In HENRLd RS RAF L O MOIbikYNH 10N d & @EE%ntBiet Jag hone devices,
agei ng process, becone manifest or are aggravated §
andthyeexeameiog endele shibmriherst s speandly onpertapabbibbfrd ypovénangk regulatory

L f th | at ate thi. y
wnd BB B el oA e O B byun ongrpmices.

r gans ich,are affected b | ood .gl ycqse |.evel s, .
DafiE Rn Bt © g the PAHERSIEN o r SO s U $y Igpation to that
locatibh, Q6ingtechinRied wéll- RivHOfo feltitioh &K 6th: RRABSIL| BS tra@li®lon strength of

regglatony nol ecul es, recogni sed by the autoanti body
mobjleqbash StabRR inpigsTicimine &b thiumehie tdlioas inaspe te fae mobile telephone

netm&gjg%@ﬁom @&g@ffzm@%& a9 ﬁier},go@t@ Qeléi:gfohl% eb At &hformation, and can be

di seases, pronote cancers, nediate the manifestation

usedfo pihpeiasts lawhesthef the phoot. Thasedsmissige setrigth is known as the RF (radio

e 87 LR B00L BB Bt PaF gl U AR St 0

locakiBfieithHidtthpatibRBerd shspivediseymettintlactbqie e PSR E Bikctitioners.
of the autoanti body whi ch dependi ng on individua

Oné ke eRbBIOK | twitl , anl BFARvEIOIALMRQT orTRATE ofeP Uh@ABelific database, is the
conditions or diseases. An anal ogy would be that for

congiirtign \adrheldagbasentir s oeatly prd sxEcTRRly Hireeroguaiag fte (pgstruct and to
maﬂ%%@@at%sﬁﬁu%hﬁl@%&@ﬁ@é&& b R ARgence of the

drug. So, ese es are considered to be

c \/ |t . di nt di sorde . -
Ont AUBAIE: Pt bEABRLs ARG, hEPLTEIS ocqpaphical sea i
marpalijhagertidcbyoa haant idbodywikls a (pphe sanbldnby @Piuleded, oritd a software
ant | body which recogni ses anti- TCR Vb anti bodi es,
sysip logghE SOTHUER grgialtrien @m@ ABARIt JEVIBYPREIErSp {sare or would be
tranbied db BG HABOSRRAL A ¥latibN8SBTY), In SRLPROLIBESENORESaRIdatabase, the
_insulin action, single and doubl e-stranded DNA and
driva testpepess then herfeeqamitly|of sRetigaousdy tepeateth Has isddbeur intensive and costly.
t herapi es exist for the di seases and conditions which
are di scussed herein, nost of these diseases remain
probl ematic and are a significant cause of norbidity
and nortality. There thus remains a great need for
novel therapies to be derived that are effective in
the prevention, treatnent and diagnosis of these
conditions. O course, in view of the wde variety of
di seases of the type discussed herein, it would be of
great benefit were it to be possible to derive a
single therapy that would be effective for all these
di seases. The applicant has now established that
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greater availability of binding sites and/or the range
of epitopes displayed. The peptides may be |inked
waleeogoticys or may be |inked together by |inkerPCT/GB2006/002983
nol ecul es such as am no acids (particularly glycine),
peptides or chem cal |inking groups. Preferred
mul timers include honodi ners2conprising the amno acid
sequences presented in SEQ ID NO'8, SEQ ID NO 10 or
SEQ I D NO 16. Honodi nmers conprising the am no acid
Anos’;@q tesheigee prtesew edeti of :SEQPNND B!t tsERyycEyrnef theplegice parameters
across Qe oca'ﬂ%l)) A QO 00 sgcgl t I 8at%aseNfr'eg‘[ g‘f”}@' br%grirgt%rﬂebut the initial
resi ave been shown provi de usef er apeut
acculic 8Giesy pdovr unddnhdadilyi cEpémieﬁSﬁeﬂEmiC&S)f ﬁleaiﬂdeP’clons
herein). These peptides may al so include conbi nations
It is @howA @ P& RE @SOS Ieutitio fifgihiat Ruiraes nay de heclk tedS Patents
o Gyt e 13 ek B 5nggied o ot
dﬂvgémngd Ldictidd, 76, 78, 80, 86, 88 90, 92 94 and 96.
Pr et errgd combi nati ons of peptides include those
| §&s ¢ 3h8 the control
Ie R A e e\ M P e Pt S 3
mfoirﬁ)ztikl@:if& 1anldleltﬁl,ep13E© HeBrdfREo 801a3md1ct181d @E@EWDHI\I&;HOI@ automatic and

16..and SE% an
. f
hencgcceati, %feﬁavet magher, 3 %I%:)éasé é@%ﬁ‘ oas, assulésc ersg e network. Reference

mayl BY/8ALd N tHEERONLAT rhyﬁemn@ora%d@r@tﬂtewpph&an t‘[ﬂn &NEZRO 24, a traffic
gene encoded am no acids, nodified either ? natural . a
moreriag sytem (EMSh peayidsy cae%%uow,a%erra&e. lgrsio oy £c HgroFne on the

roacgngﬁglm Sﬁhr (ﬁgﬁr&{tg gghvteerﬁglgne eWhiNEdb I8 BoME kbntrol parameters

I'n the art he kno nodi fi cations which
bseragd cmrﬂmnﬁqbﬂbeaepvmke‘m suomdpwitbapeqoﬂa@evee,olﬁﬂmtgeﬂlp?eeseﬁmetets with

Y ntlon cos Iat i,d t ach
specéélﬂ a}qna r geg ;{JVO}QPE‘ sgﬂﬁ levi ?tplatﬁs gﬁ)gfed b? uniquely associated

W1thgit &[ﬂccp}@ﬁtﬂ léc@ﬁdngu eEals ke ebdox st abti@n canghen be used by compamng the
ri bosylation. OQher potential nodificatio s i.nc
motaleemlwnatqoeﬁol pEyPeiersorf, mahie EaPBRRCSCHY A1 EHYO fﬁq@ﬁtpﬂm“"“
stor@d i Q\ﬁ'aﬂbasgoﬁks %Ft(ﬂtzﬁ g&MH@E‘E rﬁkfchﬁnﬂ@%ﬁoﬁ&k&tﬁg and maintaining a
coval ent attachne nucl eoti de or nucl eotide
dataliesei supporiing sminvrdiee iacation withmewsh teducad (cpyiagd géfprty Kithergfote enables

caval ent, a fRROSANAL l ! ew services
gtea&‘?rog?fpfl?rh %ca ?rbr aseg sepvllces R 8 ti19¥1647 %é:en? of a range of n rvi

exanpl e, ‘between
prefiSsi ue@%§kbaaThehﬂﬂﬁDzubphndembhndakodmmgwdmmwhea%wmpuon
denet hyl ati on, forpmation coval ent cross-|

thatf thedaedtion <ffangyLt & pdve fl%‘i‘ 5t telspRanes @ HGETCA ?ré‘?‘ght at any time be
requ&'aWk trfopﬂn 150k n (AU O F QiR kIO thd 10&HHBALE edth dev1ce on the network
nmet hy tlon nyrlstoylatlon oxi dation, proteolyt]
WOlpd be e%:ilamlg ané hg@m@p%uy ﬂetemneép@ﬁypcﬁ{ep%or package”of 1ocat10n requests.
racem zati S
HO‘é{‘a"o@F %8 K of Sa?;lﬂsar?ct)u ac %gj}lg &'p loc %%néﬁﬁslulgﬁﬁlmgbﬁ&&q on a network is
dwﬁaﬁM@hmgnnmanﬁ;ublqU|t|natlon. Modi fi cati ons can
occur anywhere in a peptide, including the peptide
backbone, the am no acid side-chains and the am no or
carboxyl term ni. Peptides according to the invention
may be honol ogous to the peptides explicitly
identified above in SEQ ID NGs:2, 4, 6, 8, 10, 12, 14,
16, 18, 20, 22, 24, 26, 28, 30, 32, 34, 36, 38, 40,
42, 44, 46, 48, 50, 52, 54, 56, 58, 60, 62, 64, 66,
68, 70, 72, 74, 76, 78, 80, 82, 84, 86, 88, 90, 92, 94
and 96. Two pol ypepti des are said to be "honol ogous",
as the termis used herein, if the sequence of one of
t he pol ypepti des has a hi gh enough degree of identity
or simlarity to the sequence of the other
pol ypeptide. "ldentity" indicates that at any
particular position in the aligned sequences, the
amno acid residue is identical between the sequences.
"Simlarity" indicates that, at any particular
position in the aligned sequences, the an1no aC|d
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Formula 5 [SYR] - [AT] -S- [YRI] - [RL] - [YHA] - S
Formula 6 QQ [YE - [NS] - [TS] - [YFS] -P- [LTP] -
wQ T#p/0Tiee1 above ' general fornul ae' enconpass aPCT/GB2006/002983
CDR sequences of the cross-reactive anti bodi es that
have been cl oned and sequenced by the inventors.
Thirdly, analysis of the segdences enabled an am no
acid formula to be generated for each CDR that takes
i nto account not only the conpletely conserved amn no
. but al so the nost conmon (predom nant) am no
acid(s) at each position of the CDR (see Exanple 5).
The myewradi inglnyethodef ﬁ@qlmg d @bywdfal oetidnnefenmiobile tebephone at a given time,
f an amno acid sequence neeting
ther’%%%%pr%qtpr%mﬁe%ﬁ?&e f fgne of the following formul ae,
(2) V\hﬁbﬁth innesubbcribee danaba3e, digd et afwdmvled] fran.eor hresakies 8f, mobile

ed at e ch position Ieva wher e
Hﬁ?ﬁé’g%%“%‘“ﬁ %telﬁé?ﬁa’cmgﬂ THthile (Rl B e o

G Sh&%n%\_@n l}ll&g’a&l i)%'ﬁ'bt@%l da%'a&nIcﬁEﬁ&ﬁdatf HaMlsBcidtes different physical

GY-T-T-R| “W[IM-NWFornula 8
N- Jocatioms [ve d@a [t] aryderivgdYirpmnQoK afe wlpedGf, Fsbile (telehone control

RG P-[DY]-Y Formula 10
K—h gllaeﬁ-v-[DSG] T-N-V-A Formula 11 SSA-S-Y-R Y-S
(© FOttmtbﬂ:m'iQ tQ Qabd- iN- e YouBsdribér Idhtabsse biek i thy gairidsatof estabhshlng the

|des co i se or consi.st of an.anino,a
Eﬁ Eﬂ@ eﬁ%’ééor?few ¢ EREREECd @iy b fy auery that s
M8t ARNSEMSH HaHRAUSNARHROh bRIME 36noMtt hn RAKR: that is the
UI val ent biol ogi cal activity to the p t| des tested
| nlwatm oithEvamebpleaslephansdnt (Bedadtenso qﬂﬁwswm rhebels (@8 ERpficit request
I n . accorn t [nyen
o5 SHAER 166 1d8ubot bbRRTUEN Bl plotfe MRBEKA! LATKS: s pur of o
al serquet&e@r tpackiagiedf dedyests mommuby peeach rolf &zl 1a\ﬂmpkg inprbile telephones.
sequences with a high level of sequence identity to
t he sequences identified by the inventors and with
Hent€BYANS nBi RIS RE AP Fntl @S 16SESIOAMI BoBileflkphbMRdr &5 a network.
12A to 12E herei n). The known hypervariabl e regian
Instesdqu basetéan ﬁvewesp@etﬁe arobde tdenbrae kysseablisher anliewheyfhste is an explicit
nces
S 909E0 AR AT Boi 80P LK kv, b
the ﬁe&)’rdsttd&ki-srcbaoitlﬂted anbé pﬂseasemmbm obiap g feps, feld until the location of the

o4 BRF S riaRoFh e AP oB T b SACAS 0B o e

broadBAHRAEEEd;adbek abtrmb@erhwc@ndm At rédlsednsumt Bgt shbeldSrriRterpreted to
type of analysis as e oyed in nple 5 (see Figures

cover 3¢ Jogatippey anAeer@?ﬂma#gﬁve erféfebgbti’ftﬁe%edd'ﬁmt prgiod, as"well as the most

recehpyegggm}, oW SRPr i se or consist of one of the :
foll

ng sequences, vvher ein 'x' indicates any am no
| e c € ARG
In a%%%& Vé?gf?%%r%l ﬁql%?go%@o et%le éldrcgt%s @attaet?sea t{lﬁg}gﬁl% b m tio parameters
dataloase énag dlee dem(édn&mnsaﬂlvfs Eaffic 'En&mﬂbrmg)eystem opaWlir(gSpinisPn a road

67) Cans s 7 GY-x-F-x
netvigs o b EHE L VB R eS eI s YL R PR EQpetl parameters
At 123 chOoNBis IRNodCONS @G UsivE been derived directly through measurement (for
X-1-X-P-X-X-X-X-T-X-Y-x-x-K-F-x-G (SEQ | D NO 170)

exantplp, s SOl QaRmgtes: s@uid inchadg RE signgl strgpethy tﬂ)emou@ﬂe) directly sent to
X
and %@g eﬂgg% l%_yl %oéyeste%péoﬁ;e} Ix)t< S(Eié&tirf( af lgngJ)Qe Ngt)}hei%%)snatsl data for an
area k3texdifig Beyonld-spme of SEQAIDirNDe rQaﬂﬁ)ev@mrksexysbfsdemed through calculation
Q QO Xx-X-S-x-P-x-T (SEQ ID NO 175) Consensus 15
Q QA X-Nx-x-P-x-x (SEQ I D NO 176) The peptides of the
i nvention may al so conprise or consist of an am no
aci d sequence neeting the requirenments of one of the
followi ng 'general fornulae', wherein one of the am no
acids shown in parentheses is selected at each
position where relevant, wherein '-' indicates a
pepti de bond, and wherein the peptides are shown in N
to Cterminal orientation: Forrrul a 13

N7 ym  pem e PR N7 ONTT N~ F AN ZF=1 YALSNAN n F R 17N~~~ 0N



10

15

20

25

such as threading (see, for exanple, Jones, D. T.
(1997). Progress in protein structure prediction.
w@eoor/017epi n. Struct. Biol. 7(3), 377-387). SuckCT/GB2006/002983

conmpounds may al so be identified in screening nethods
utilising the peptide-counteracting anti bodi es or
functional l y-equi valent |igands of the first aspect of
the invention. It is contenplated that any nol ecul ar
framewor k capable of retaining the amno acid _

or infprgiacehdibpdogtion pemetsep titafesse ican bhsonfimesgn oy regularly updated as it
DOSJ I ] lfAdina..to antigen will be suitablefor

recelgé;se eé (]?f%g%%%?ﬁde a%%fggv}ﬁ%%ﬁoﬁgesy%tf 1gl'sent i nvention. O
particular suitability in this respect may be cyclic

eptjdes held.in recise framework by their linkin
The 5?% . PLRA215E mfssug e dat .sea .F.oé'f% that %tﬁ giewéﬂdr#ﬁ%;n,btg 19e values of,
mobll€! tBlepHdnd RSl ip2ANRURS! i bal dbtaih&le HonC @l mioBild R@kghone network.
position in wl Bype peptides. Preferably, the cyclic .

Becagapit ihdety eommpsrilaied/inatshed ngdnsadata3u thdopwioaaraganeters database, it will
- b 7..and q1] ? '

inchfff 3 B i FLLBE I S0 aEH PReciEr T locaton ppramotes dazbase
Heneéd, tlesdam initekiubgeribhodaatascandisn gndwletdne op meseof the following:

in tion may be generated usin hage. |l i brari es.

oK e e A R CEaH I RE A SOr N PLSTIstse | denti 11 ed
as RPFahtidsChiaPphiss biitolibertal @B miseeiddrs@tohgget her with
nucl ei ¢ aci d _encodi ng the surroundi ng franmework

Ye vRey IErPYsd to gi ve a pol ypeptide unit of
be JQ00 residues, preferably between 25
angﬁﬁﬁgﬁ%ggﬁ uééi By fusion of this nucleic acid
fragnent with that encoding a phage protein, for

exanple pill of the bacteriophage ,.the fusion, .
The FPRLRRI HElop S BCERas i B ity eiiton betveen the
mob36 hREMH &gt pih@eteRagecifiddihahy seatchiyuafit dnd@he wioblle teh@hone control
identjfx@those clones of interest. These clones can .
parasisss Beths Jefatien paramstery extatans e ARGUANE ©f hidbey dh g lgeation of the
mobAB fIGHHEE Wt R, bR i URn SR Phfth Oidb¥crer EiigbggNer at ed
nol ecul es tor antigen. In addition to peptide-based
conmpounds, synthetic or organic nol ecul es may be

o R GERRY A BR8N Rt WP e it « s
recefvef/Ruc1A4sOthie 8 OT BRs6hdl Yhadipdioh hievigenarasy esin@binicate with that kind of
conmbinatorial libraries has devel oped gt(great S

eed
devippoyes aehprtywigesvises REFoFacid Pdtedothe  rat %Sﬁ%ﬁrgay%a"e a GSM ot
othd &3l &%eé %[ﬁgg}éeftﬁgﬂha Qf2nIRIsE64Y; &S mad, ! (g)tgﬁﬂy[ 80 allow voice calls.

properti chni ques can be used to generate

Henop)| tbe idamtop pssestirndatiiadicaybs irtaddy torstrugied: inghifst felsghone control

or simlar t hose, of . th ept, des .identi ki rej o
peeeieid Bt Be isbney R Bah o kel e e Y P posidon fix
data}l&hnrg @hdnObe eeoa&_mgﬁ tBelt aB\dic’H dorSs)agie:qlﬁ:aitSupﬂ@dhigd i UEe lbention parameters

conbi nation with npl ecul.ar npdelling an nmput er .
databpss (&R R LPERPSHSHIeHITE W Pt%rﬁ%sfégiﬂ%ce%fﬁb&se?th@“ﬂy over the
celluldr&aflesCRIRBHNd With a simlar framework to the basic

peptide is optimsed by conbining a diversity of

scaffol ds and component substituents. Alternatively,

or as one step in the structure-gui ded design of a

nol ecul ar entity, conmbinatorial chem stry nay be used

to generate or refine the structure of conpounds that

mmc the antigen site of these peptides by the

producti on of congeneric conbinatorial arrays around a

framewor k scaffold. These steps m ght include standard

pepti de or organic nol ecule synthesis with a

sol i d-phase split and reconbi ne process or parall el

conbi natorial unit synthesis using either solid phase

or solution techniques (see, for exanple Hogan, 1997

and the references cited therein).19 . ",; ; '

Pepti de- cont ai ni ng anti bodi es According to a further

enbodi nent of the first aspect of the invention, there
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codi ng sequences, together with further additional,
non- codi ng sequences, including noncoding 5 and 3'
waegaerses, such as the transcribed, non-transPet/e#2006/002983
sequences that play a role in transcription (including
term nation signals), ribosone binding and nRNA
stability. The nucleic acid folecules may al so include
addi ti onal sequences whi ch encode additional am no
acids, such as _those which provide additiona
BRIEFPESERIPILON OF FH%%WEN@% the scope of the
i nvention are variant nucleic acid nol ecul es that
encode the variant peptides that are described above.
Anong variants in this regard are variants that differ
The fvemidrheilligclesiribedwith refelcacutb dize @rphpaiyingyfiguckein ivhichd
herein by nucl eoti de substitutions, deletions or
Figuradey 4 schamaticithewsngibe inffertrados flosed eldcatis databiasss@mttingmion;
. _may .inval ve ong or. re.nucl eotides. The variant o
Figyjg 2  SFeaati EBAToT iR e auIHe I Gt TRBClsH My dpre Monitoriag
Systéh {EN8Y;i ons in the coding regions may produce
conservative or non-conservative amno acid

FigiodBsit b sl dnfifis deSiBlic {008 g0l lobARAl datBRR- unliBecdideh@iof; vehicle 1 and
acid nol ecul es of the invention can also be

vehidp §ibaesivetdeen ficetgd hetheod¥S;general |y known in the art,
for a variety of reasons, including nodifying the

~ Figwedrshnys theribaoewsolne inapdying texloratiosiodn sobsctibes. gene

product (the polypeptide). DNA shuffling by random

fragnentati on and PCR reassenbly of gene fragnents and

synt heti c oligonucl eotides are nmentioned as specific
DETATHBEDIDESCRIPAHOMNY be used to engi neer the

nucl eoti de sequences. Site-directed nutagenesis may be

used to insert newrestriction sites, alter

gl ycosyl ati on patterns, change codon preference,
ThisNeOSH L &St ek G8e ﬁﬁ‘ﬁl&ﬁ&{t&iorﬂ: Rbdeathdca dippahiue i @RMiEa: the output of

forth. Preferred enbodi nents of this aspect of the
2 TV (teaffic sronigpenmueien) endiicgonspldeiorasiqnefs mpileelephopsmetwork to

& GG f, dafiBhde RBIJHEE phENOBsdbeRIoBMINS Sk subscribers ¢
COH%%%%n%%?%%%ﬁgqgésfé%gté§c1n anypone ofSSEé'FD NEE: f?'mxlém °
the Betwbgk. The dataidse cdiBbe qéeried pp deand with 28 expligiit roquestfgr the location of

31, 33,.35, 37, .39, 41, A3 .45 47 . 49 53 o
a sp%e}f,ic gsg:oﬂ%tf}epggf}e. gg%y »é:f,n téif,b sl e ?1‘: ?%q::d tg%i,btagrg ,tlnggx,formauon is the
comPatatiBRal o8dthefBncldded. 93 or 95. Preferably, a nucleic

acid nol ecul e according to this aspect of the

Thel SRR LS FEMR) pREHdeSNcddtidbohsSaclirate8dtiod®br vehicles moving
identical over its entire length to the nucleic acid

on s eeadse Vishiglen pariy(inseranitemmtiyh es&e s wqhen pbgnesdylgbile phone control
L& ift 0 i Al datBARL ABR YL

ped AR n LR ik L RPLE oA 5L e s

oth@5%gncasnadle asiveies s@8&%uer onronahidi ewbicle afe cAceropath rigittip the term

. third aspect of e invention, there isS.,prQVi -
gt} PSSR et b PhET PR iR ey BT PalS il Queving them.
Thec@Braddl VARG YatioaNaidkinais WicbhreRtedugitietie sadied mobile phone control
nol ecul e of the second aspect of the invention. Such
parsppfitere yhiag thevigingily ofrthe meplls phqog sehscibital | v
conplementary to the nucleic acid nol ecul es of the ,
A dabessds gspeetied 61 g thevaphileophapgycoptiol Brpmptesspferve as an index by
antise [ r.poses t ;
B e Qe e o P R S0 faamepe fon bave hei
to recognise, specifically bind to and prevent
transcription of a target nucleic acid encoding a
pol ypepti de of the invention, as will be known by
those of ordinary skill in the art (see, for exanple,
Cohen, J.S., Trends in Pharm ScL, 10, 435 (1989);
Ckano, J. Neurochem 56, 560 (1991); O Connor, J.
Neur ochem 56, 560 (1991); Lee et al., Nucleic Acids
Res 6, 3073 (1979); Cooney et ah, Science 241, 456
(1988); Dervan et al., Science 251, 1360 (1991). The

- .

o - N a
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and ot her neurodegenerative di seases, thyroid disease,

mul ti pl e endocri ne neopl asia type 2A and B, Cushing's
wa@ndioosel Addi son' s di sease, pol ycysti c ovar yPGHGHR@®G902983

hypogonadi sm premature bal dness in nmen, obesity,

syndrone X, recurrent foetal wastage,recurrent

spont aneous abortion, recurregnt thronbosis, systemc

| upus eryt hemat osus, Coeliac di sease, autoi mmune

gastric disease, inflammatory bowel disease,
1ocard¢reenm9@¢@ndrr@mrmdr $he aublegribes havdpastbein inphtian querigd flpgseot require to
bk bforkd Db By, B8LS0D rogsabgya@gmst eopeni a, |ichen

anus an

ot her anaem as,
In th 2 LEHE ergga l ro%ment, e rrh Ob:jg)lf'égem itseﬁl' %\e/?seapa@otgf% to the traffic

ancer, I Cl enc

momiﬁhﬁgltsy@ﬁﬁ Irads Ieﬁimjﬂlﬁfeﬁg tthatIinvg 1dialnﬁﬁ&$®ﬁ1ch Expleitel piesiies ate being
on . hunman patlents have shown gg epti des f dlng b
cartied it RQFlsR 1B REHAC B HEERCTEh T ASHO T 17 the database

whi @rreBldd GRS ResAHEr ARGS i SRR, ean@)all &While phones which the system
auto-gl yCaem c regulation in di'abetic patients (see

con@indmyptecbelg capted or vehigésycan B serndetsd with thepwpwisifilah WS
for treatnment or diagnosis according to the invention
In arnntbleu dmbodmtenatlez NS thight bed aystemdnselaslegelaslssnearar eglobal satellite

nt ol ran ocj at ed an..
POSQB’N&% ter? é%cﬁ]gﬁ%%n ﬁnéo%ﬁ% S)ia neglcaisz %ye{e slaé?\gl aow, %uétte)common For
exarBpld, SHeSEES §orsa88 Qlakightash w:xﬁ&é hess TomTdal EfiteAiatbddB0fs 2 popular

aut o- gl ycaem c regul ation. table chani sm o
device. B FeRimitHig 4 eRfodmst ‘Pferhﬁs‘é" ﬁ@l%eng%rrva%&om the GPS over the
mogﬁﬁ)%rohg &dhidl %&:@'ﬂo&rmﬁm %‘H@hé at%gl:’ﬂeﬁéagaﬁ Bt cbir83RESnd the location
e sane configuratio hr ee- di nensi ona
databbseuctouibe, destviedhThe uTMSamughv edlyp be paosibimstion refrage of the above
135?% roblenatlc aut oant i bodi es or target
embot8dlt i body- generating cells for destruction.
According to this aspect of the invention, peptides
Mobi#ly Phen¢iSedemai t her singly or in conbination, al one or
in conjunction with agents designed to pronote their
In £ibbilhoneishst&h@besribei Lhtre handsea (td. p{oé:ﬂe bhbms) Whdn the subsctiber
W thout |inker elenments and, carriers.

initigted gt FRSAIT S| ascaﬂfhpr é?"ﬁ é?eéfagﬁgacgg ﬁWﬁl%tas?ﬁE ﬁgﬁﬂe&eeﬁ the handset
andazgﬂﬁgs(% s&h@ﬁﬁcé}wf QERbhP QR @SnikR hhdtod AR xﬁBBérHQQid@@pe As well as

genérated bind to the ‘Autoanti bodi es and t hus prevent
trartsimme@rognmoﬁmgrpfohe tieesage pastigbetwetr ealler andoalies, frsshagfset and BTS
tranrsxgz% l%ée\g%r}ogmv\f hF %%o?gi%{)] In?a%gh utéx%e?}(t)' Ehegl#sﬁvﬁsgf&hcﬁé purposes of reliably
andadffi€iaitlyl fappbEifig tbﬁd tzﬂifdﬁﬂtpa‘dﬁigﬁ,t betxeat SIS tak tige subscriber moves about.

antlbodles or equival ent |igands be used fo
Thip 5a%te) &rPFRAMNHY QPR onBIGR orVBH SET S SR negbbouing BTSs,
tmﬂn S AlnfORSitbE 3¢ IGudt dah diets Ffﬁ@l@éicﬁdt@ the B TPR) tyls@tahrlier in order

derivation of nonocl onal antibodies or from

to mmqlm it diiesitti wansohssiogresior Bateemdsmumnaw frofiestiv e e refer to these as

antl

ob&qdl Siine coxaf?gl Pt CF(?%%:] EQ %Bbi R g M :p!a.lq{ﬁeters’)

LUch Bht 56 ent |gan s i s ‘descri bed
Thmrr@p RSP E tlod TR LR s pdciog lcasion
datslRbeirb®Na dANREGYE rn&ldﬂmplﬁﬁfﬁzobnﬁbl wMedrtmatied hncgéreemqmt@rﬁ a TMS traffic

to prevent the autoanti bodies frqm bei ng nade and 4
MOBERHNG WefcHisi Hgfe s %@ doggfiop a%m‘Pf’ﬁ?/é SUGRtYE an Maintenance, an
mﬂ%\%s@k ab | f€rhl Qbmgf&%gsepwydiﬁgas@rcan be constructed to use any

peptide-counteracting antibodi es which react with the

aut oanti bodies in a manner which will generate

suppressor cells, veto cells, clonal deletion, clona

anergy or other nechanisnms resulting in the prevention

or formation or release of the rel evant

aut oanti bodi es. These nethods may i ncl ude the use of

pepti des that are recogni sed by the autoantibodi es or

by monocl onal anti bodies and their fragnments that

represent these autoantlbodles and the sequences

Y AN o a
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vitiligo. (42) Acanthosis nigricans Vitiligo and

acant hosi s nigricans are anal ogous to | DDM and N DDM
wW@e@nnimesi s ni gri cans bei ng the hyper pi gnent at PONGB2@6002983

(anal ogous to hyperinsulinaema of NIDDM and vitiligo

t he hypopi gnentation state (anal ogous to

hypoi nsul i naem a of IDDM. Génetic factors account for

bot h these presentation states which are both caused

by the basic factors causi hyper | nsul'i naem
chasiObesile o FaBbIEHERCE) DAERETD O PU LG EHBR Fy LomRiton as the key to
locatgyls]ﬁ?oqfrfam)r? Wwe é)g&xﬁ@es §VJ S SULbass. TIed 8RS asksar dphbination of

ue to I ncreas insulin could die or reduce

serving bl bgémpesiveioatind R Fyleradt Within acknots adesepen byt Thy second uses the
i h . Lk one fro
stiofg i IS B A o SR R nE Bl PRL Beath AR AN hone from

the bRt 8FEPESL TaRE o YRAE ibestil gs Nae Hica. t@ld@ula:@aﬁam gﬂs:l:zse a location for the

RTE T R G T NI S ——
4w IB%JI% dEROFSRO0MABCkOR d4i3BasE Gk @EMB6E. But with our

quﬂ@ﬁgpﬁfg%$§%ed 8 to 15 ghomed 14. 49g%ad aca;th05|s

met‘rrudgbr mstucthvgatsiataeeset we pesdthatdhérn sig| copcreiedpsiangacef lapgon databases

con U%lptlﬁg ul:}]GIrlg %.gﬂ'la %rrrele OC{] %Ih%k g\&gé relhgm 5&@&%&a{eqocaUOn SC.‘L'V'ICCS

con i"on i ng s In1s
correl at cr ed_ el ast Cli [
For &b aReet Gt %S&? 5 5 PR ERhtE e BREERSElncrrs are
cap t%%?%?ﬁ%ﬁk%hétddn?nﬂh ﬁ}eﬁﬁés&fo&l&ﬁ Gy nbdvesy s¢hidd &Qpdihley the TMS (Traffic
-linked pro eog ycan gl ypi S pres
Monjiefing S¥steiafelineg PelR®): o@%é@&?ﬁ?ﬁ%}%@oﬂ rdgb”ﬁif‘sﬁtlég‘)l”‘ﬂ“ed with data
BRI B B o 8 SR A o o
extrﬁhdﬁ ARG [&fﬁdxﬁaat %ﬁnser ezgegltt gﬂﬂal BW“€£§§§E@GCW§§@W”6 to allow
n keratin es_an S depend
for fogs $? E@ydﬂ*ﬁe agg%%b |onﬁ8§££%g&ﬁrgklﬁ%g§d§§§?3ﬁ$y cpends
upoﬂaﬁe been t@&ﬁ@h‘ﬂg dysilésh iand thotmad nesadrk,ng vealldasi uponhtbe chosen location
aut oi mmune blistering skin di sease, penphigus.
databpseteliniset B activates this systemand the results

are prolonged up to 36 hours/ 52 g_e danage tha@tﬁ cers for
Whige ﬂ@fanls@w RAFSPCLEIPAR § BAEEHHIBFAISR A2TR Dot 1568 ES the Parameters fo

an %&%ld@ﬁtax CiIE %E&)ngsf kﬁ&gn G dd Bkagruhay eTﬁﬁe@ep(éﬁésC bhetle location
er art ritis and rel ated di seases. The effects of
pamrmd:tls sedofor élsemtaweh ahﬁjfah@ﬂﬂﬁb@sﬂ@F%b tloypr e attipeps @ll points on a radius

r are 4 ers) the
] T 3 TR 08 b AR
datABhRIAh ieREh R GEfor UM ek Adiolimarines RE|latbdataiabana degree of interpolation

conditions and also.in | ay wound. heal i
can AeegeriedTeits b Y§P%1W§&§‘B@‘é’gg%e g %ﬁfe“%f&L &F‘%V aﬁhlmﬁls%ﬁ“ from the
souftkf EOCEMP 69X RRESI s 0pAhtst diBerPARY HRdsk GFhday thdpehar@®een directly
of’ Pea nci dence is in children and young

obsated bsd ([56) by\tspBS aSearfentrniple Hympermtenmision. igiablypbile Radio

itions. Diabetes nellitus is
T@%%ggkﬂ%V: ggﬁmgn@me?ﬁggggtlents but greatly |ncreased

a the rel atives 565 st
O durte aegiers PREratE Rodhe sl JEPRY il cosmace of
the bE@hta &R (RThtitd eb@ra@lh&ﬂ@ﬁe&dmﬂhﬁhce&ﬂr@ﬂée hghigoality ®cation services.

various forns is another mani f est at.i on
Th guiiStaibe IR P SER LD i @rsriny P MSsg fgeludes GPS-
baskd nB%ahoﬁ’ faedib8 O%Q&%% m&fcleg'@@ﬁg%n%QMﬂs% thyarkd)IThese devices can
Invention zherner's di sease Al zheimer's disease is
associated wth features of insulin resistance and
abnormal glucose tolerance. In 532 non-diabetic
subj ects wi thout the apolipoprotein E4 allele, the
preval ence rate of Al zheiner's di sease was 7.5% anong
hyperi nsul i naem ¢ subjects conpared to 1.4%in
nor noi nsul i naem ¢ subj ects. (60) Advanced gl ycation
endproducts (AGEs) formed due to nonenzynatic coval ent
attachnent of redu0|ng sugars to free an1no groups

S o o, I
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i nvol ved in diabetic neuropathy. (101) This receptor
is decreased in nuscles of seropositive MG patients
w@ 1@2)priendi cati ve of causative sinmlarities beP@EEB200G002983
and di abetic neuropathies. Aryotrophic |atera
sclerosis, notoneuron and rel ated di seases A
signi ficant percentage of patdents w th anyotrophic
| ateral sclerosis (ALS) are glucose intolerant. There

has been caontyov
ProfiFE Y HEC RGO LMo AL BFC Bl R £Pyoe BTl ound at ach
locatibh Qigrhthe & @e yieRE MEfCthie Ndektck s @l GIPP :sa&igdm&ﬁ devlcéMwEih integral mobile
patients and two contraol groups for. disease and bod

tele%?t@h?f Pt &bl tlsphone Hi PP?*Fa@%Wg;Ptq“?/fi%‘?“v(ég is connected to it over a

1cc¢héﬂvefksm A BRR g‘gn'p@i’%dbisgd bl%%aiﬁﬁn&erv@es aro HQ&)H;!anO’ increasingly
Abnor mal pl asma gl ucagon | evel s have al so been

corrdecpm mihrila tdephionesth® panpemteiataiipaneway with a{FPDHileyice can be located

mote accuexgttelsg gglm g}:azitrog |rd$ %gas\éﬁ%‘ étsreﬁ%ft: made al §1ée3ac\é\§r§ ¢ C}P %{ }&Esgo% of phone

pmﬁﬂder%al%tﬂrﬁblﬁélsﬁﬂ]ﬁ BT ddrivedlvpatoadiatL) a€ gt frohsd GI34gavigation device

. Many_ ALS p tients haye been reported to h
d“eé%e‘[fa@;@r s o8 G?Pﬂg’\y(‘ﬁ’é OF Tia aicaprcied b f fﬂ@onf 105) 4 1
; ;.| Advanced glycation end products (AGES) which
Fignse, bisyeshenars| qvemieaot the iteragtiop flow ingrippiral 4pplsmenigtion. A mobile
tele h(ﬁﬁef ]?éox%ﬁi?etoaaj SBsHpEMT ﬁagﬁde:?@ ts%tme@yotﬁ bhPAS ﬂe@ests'ﬂﬁy making a

hogenesi f neurodegeneratiVve di sease$ such as
v01cptr aglb essi vehide & ad\@cblbatelephb@yl Rlploges di @otisequs stream of control

t.r ophi at e
T o 0] AP T RO S G REALT"A CRBIISH LG GE, A g the mobil
pho&h@d;yﬁérﬁml hTRése Patfetdis UsrOdisa aérﬁrek rfﬂjmiﬁl dﬁ@n LOepenshud and sent 6 to a

trophlc factors. Insulln l'i ke factor
PF P e Rg b LTIRIBET be e ok ABEh T Gerdiciebid location
mf&fﬁ%@ tABE pi e?oshla@ H&r@élz[tﬁﬁma&’[)%@ oV iy 3hdifieh€ (R ShdnRiparameters 6 are
not or neur 107) A'lack of trophic factors is
sent hopghtlatecs I1<Ea@brt pmza@g@nse rlmba@ﬂ 135 13 gulrich plsarteepives vehicle location
h sSes wer ' Vel
e S IBL MAERETESL RS0 F e L ALIP S vt
that By&fiSesWff&emt ];Qf?blf:dl Gkﬂ:ﬁﬁd)r;é mﬂdthe @ﬁoﬁel@ﬁéma'ﬂaﬁ rappliable at each different
rovenent__of

i) ose/insulin/glucago abol i sm
P eyl 4905 DS AP BSOS ot posiion

fix @PWolh PhelBf QvidREM EANEnd MRHbsifiGOR 1618 Hhi To@Rch pfsmeters database
GDNF and neurturin al so have potent effects on

12, %2ur onal survival. GDNF pronotes survival of notor
neurons in vivo and in vitro and rescues them from
cell death. The highest expression of GDNF is in hunan
skeletal nuscle, particularly at neuromnuscul ar

On}:udmtlbcunisn Ebiketdra databsse 18,Bnis ctenﬁotcsd Wwiis possibleo query it. This is

dorﬁ:e nzggﬂniglﬁé }ri-ﬁg(lil ndi ng tg gb\gfalg? pcel | ri hger%lgg%%ﬁe telephone on the

netlveahid echdyg ANPLARK & hogibsatbenielabizal €Thepels b @J&@dessmg of the

nerves and neuronuscul ar junctions. Anal yses hy RT-PCR
subggrihsr drahasel 11 Hatl thrRiA o cxplidh reqreEsp sfti’élo&/‘F fPeHen of a specific mobile
wk%EQ@Jal horn of the spinal cord but not in the

, etal nuscles, suggesting that this nolecul e plays

a major role in uptake and internalisation of CGDNF at

t he neuronuscul ar junction/ 110 Neurturin, a

neurotrophic factor related to GONF binds to its

receptor GFRa-2 and al so supports neurona

survival.(111) All GFRal - a4 receptors identified

thus far which bind GONF famly |igands, are

GPl -linked and signal via Ret interaction with nenbers

of the Src famly kinases and this is necessary for

neurite outgrowth and survival/ 112) Genetic factors

are involved i n neurodegeneration and non- MHC genes

have been inplicated. 13 It is therefore anticipated

that in genetically conproni sed individuals, anti-

GPI-Ilnkage elenent antlbodles can suff|C|entIy alter

- o P~ o a
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Syndronme X This is a netabolic disorder characterised
by hyperinsul i naem a, hyperchol esterol aem a,
whypentmasi on and coronary artery di sease/ 153PCTIGB2006/002983
at herosclerotic lesions, GPl-linked nol ecul es such as
T cadherin have been inplicated/ 15 The prinmary defect
is considered to be hyperinsglinaem a consequent to
insulin resistance causing the related abnornalities/
155 Since the original description of this syndrone,
Traffic MaaiteriesA¥stepar ent that the spectrum of di seases
is broader than originally. recognised. Ml e, non-obese .
As Fygrdycndisatod, tthe AN weffiainndngoting eistsiny prades ropndpupeg gehicle location

i D QR IS S AN UL i s
the ph@epseimndtas & frarcotreltetly tocgumieracd gie lotweivefdatabase. While any form of

ocardi al ischaem a is also part of syndrone X (.156) .
TM%WF@ gle. Sé‘ﬂe&%eﬁen&ﬁﬁls B Qg %/n&' &R Bﬁ qne vshlcgl 1)5 itself based
on RbEIR HIAP A folthtionl BB IARRE Fhe byl dodlAdx@y W idie monitoring system 7

hyperi nsul i naem a_and i nsulin resistance and coul d
can b edategdy ndyaudoefsthel eafbvrte nfpetisHite casfbe shatefet abol i ¢
];éndrpne: Insulin resistance and hyperinsulinaema ,
Molilg\devigescin robgeg tetfici vy 096 efdvantsgesobres etatin ordila devifes, in calculating
.subj.ects Wt i k.al nsi .
P LS SN SARED. b ARSI ST, BLOR, PLERSUER s iming
advahi0é bedeaal Wathwhe hpsihfiorsefs bdphistitated iralffia mydded, ek eat bé processed to
159) Changes in insulin concentration in.in vitro .
Bendais oAF M BASHRET: e FFHIISEAG] Tiovioeg RHotky Goflalene it pasticuar
geo%%?ﬂ@ﬂ foRadfrf &Gitthd Ao PNFoDiZe Ml Thi€ UBetvh cAN 5P ASdd to monitor
. High CT is associated with cardi ac and vascul ar
the treffigcitausi afghe roadygseverdnasi dencribebvAankiedrypraricy Bi§Hagent 6650948, the
conﬁzg{sdolf Qv%c(?ﬁﬁg Iiyc/orpﬁ)@&)sd g;gg%%r%}uley 1} %Hblggn,%gnfero%%%s%gt are integrated
ypertrophic cardl onyo at y I's recogni'sed in infants
wittoGPdisateRitd tavipptibre stenfsont @h cdeaumicattueitlh chenhbger short range wireless

condi tion have been reported/ |61) Although, in
et £ AR DRHIY (PEFETEd O Al Sty g AT} Bphfiady o @ remote
servkflere is evidence that this condition can start in

chi | dhood and adol escence. (162 164)47 : : D seases

For'thl ? dsdsbraft i-RhasRARdRhAiBAGLL YRHR ABhk&GRBAYLE@ALT7 is adapted to
ant i bodi es Antiphospholipid and | upus anti coagul ant

emilocitpndickiddntormetert P anecinindbile sdsesitees 15 fadughgit has tracked, when it
wast age on s_ahorti 1 hr j . .

30, RSTLEDIE, OBAHIIE 00 4 BLPTDRELS: i o

prodad. iThisdh femahdh willagaadeci eseselifeed of thelmdtidtpOihgmobile subscriber 15

r.essiye thera i.n 33, pregnancgies resulted in 90.,0%

et JROGEE ot et loisit BoimiePoRBILORE T EECG0 BRE CRgRipts 1 stem can
SHECLES f | frLASRE, 25088 ORR | oivih A ediRl Ibidtids information for the

S devel oped/ e o S ray B phosphol i pi d

locagine idpiaktise & paggesde a predi sposing factor for diabetes
susceptibility which was reveal ed by the added stress

In th¢ cromhierrubdreps dgrine yo terrot9y asschirlen fariespplofafter 2 junction whete

twoungc?sldei&etr eedskgJ r1e q_ﬁea H%f' e%nob 'tto\r/}geg s’g:g'ls'} éaz%nl (%{s]tglll %gbiﬂigesttg fixes on each
3PN A Ol T prA T evel's apove norna raﬁge wer e

of the padihlardueds] £rbaling fohitsprieg bAfe)lkelitiodatathiip ethielashaes, each route.

preecl anpsi a, gestational diabetes, .di ahetes nellitus o
Thelgeation %ﬂﬂ%@ﬁs 1o Hieoiisoe lgt,er&ffﬁtg?fs @&‘ghab%s?ﬁ if tygyygey that best suits it It
may PRUPBLER! BEi168kioA I BEARE Sord fE0hettR A& BhURNaR. 2% it may store both

di abetic children and adol escents, anticardiolipin

posgibleildradenssangetiach prphabilitas dts¢lf S¥demer spplhs PN gosiHts.
than in controls. The anti bodi es were nore preval ent
in patients of less than 6 nonths diagnosis than in a
group who were diabetic longer than 5 years. This was
regarded as an abnormal i mmunol ogi cal response in the
early stages of diabetes nellitus. 7 In another
di abetic study, the preval ence of cardiolipin
anti bodi es was higher in conplicated diabetics than in
an unconplicated suggesting the potential role of

______ o " - o -
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cl eavage, however, only occurs if the GPI-Ilinkage of
UPAR i s intact, even though the cleavage site is
wheirreendt he 1st and 2nd domai ns of the nol ecuP€r/aBe06/002983

the GPl-linkage is on the 3rd domain. (213) The intact

ur oki nase receptor is also required for efficient

binding to the integr/ra vzYnmectin.(214) The avb3 and

ot her receptors of vitronectin are involved in '

angi ogenesi s, cell adhesion and m gration and
Moki etikeriLpcatinn Patdhaspat i on. (215) Under nor mal

ci rcunst ances cl eavage of uPAR by uPA woul d
The dyadrile gubsatiberdpenrtiion glatabasgHA it the dagabnes dpough whidh fdratiomfjueries are
servilEh Ty Aol P B kel ROByreid ahT pRbel &1 BFPY mopanegs cotabaoe
12, BnThegdinta 23¢ onatdled ibg dvddtibagesbhdger. dtedbaition alathbase is continually

PAl -1.. These changes of uPA affinity to uPAR can be
upd%@oﬁdhfecglﬁﬁﬁp%t}t,s am ‘8? a‘y&i %hﬁ)ubfhetlﬁ%ﬂ@q ofgﬁgﬁ _ang cottelates these
with A ]%mql 5the WiAR: gﬁmels Q&ﬁe@ ta&chiipker region

of the I anchor only recognise GPl-1inked but not

sol ubl e uPAR. This and simlar changes in antigenic
Subsiwbsgdabses of the other GPI-1inked nol ecul es such as

Thy-1, Ly-6 and carcinoenbryoni c anti gen have been o
The guleseiilbes dlatabase d fcontaims iton a¢cothanfgeebile Zub3ctilperi parameters, detived from

the éecir}x\étre?g fgpmgoﬁgpgegs%fl% I%%Ewe%{;';}‘ilg ?‘?Jes rrﬁ%e% %ngjtﬂle% hét%ﬁg Thesé? recotds are

nts cou cient e conformation -
keptsfighallvetigctibees 4mel altdvile theeinfomedioh i nidivedwid Ratbfeai duety for the
li.gands both acting.in ci.s and trans as has been shown
subsgsifper g ?%f%gﬂf¥?%ﬂée%ﬁéﬁ uPA and vitronectin and
t her eby .cause aut oi nmune di seases,, cancers an

The gpgi b gesranipedeasectiise Artase iARWRRIF S (1 6 A holds do not need
to b@?%‘é&fﬁl, ﬁ%r Lva?gﬂgﬁ!aﬁa uhii AU BRI FHRCLelePht Wb Rriber is queried.
vitronectin and facilitates cell mgration and
i nvasion by |ocalising uPA to the cell surface.(213)
LocatpygpatyeteremBearabrst(skeen adhesi on and migration is
controlled by PAI-1 which binds to the sane site on
A logitioncraesstdters dstabidARLLRBE12, Ap agcordsrtbarpastisulénineation patpsnegers for the
oo BB, L e 3R g TP gl el by comin e
or nidtpEPDBUI2| MR eTHeachaitd fyadtgl. POBE M dafiBain tn b hsdatibm database 10 can |
resi stant or gl ucose jﬁtolerant ?tates play a role in

depenq) 2 leaysvRon HiFceeBEieRhirs Parametesh 8t MFEFY (e SRPYeHBipsessing power

availlGE Ro SRAB At n! c*i‘&fye AREn bk toPABS IdPIRE GhiiRble ARobile phone network
insulin also stimilates matriX netallgﬁ$ote|nases such

contyel iMvmptiont Héweccapudingteotysicadutsy hyhthe iR Bnd ghe ppgeding within the

neyi ocyt e nd.,are.involy [ '
eI SR SRR T RRLE Bl Sl S AT KB RPDD
recent Finnish st a conpari son was nmade of the
We A aomrs™ R lle?jgﬁ]gl)ébgf' asthma in children with
coeliac disease, rheumatoid arthritis (RA) and | DDM
RF Hevdld®PDBe first 7 years of life. Asthma tended to be
significantly nore common in children with coeliac
Thelios @3B forRAtaMdod OBM ioblle pRorebicbaan thé tifiodl istrbdpels @bserved at the
di seases/ 2 18 Recently published studies callat

ing .
phope fraithigierira bl S3nguBIte Srehhted Seudihesiesat! stzength Yaries according
to dRtned FBMNGe BT M%lﬁ@f%@&e@? gﬁr,@&n&em%gg gnd RAtnany other

appr oxi matel'y 65% e positi i nkages of di sease
factesssoci at ed genes map non-randomly into 18 distinct
clusters. (219) A nunber of asthma, |1DDM and coeli ac
di sease genes fall in the small cluster also including
ot her aut oi mune di sease genes. (220)Patients with
asthma suffer from exaggerated bronchoconstriction to
envi ronnental stinmuli and the resting airway tone is
hi gher in asthmatic subjects than in normal controls.
Resting airway tone and bronchoconstriction are
controll ed by acetyl choline released from pul nonary
vagal nerves causing stinulation of nuscarinic M

e s .
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In several studies, up to 42% of patients with active

i chen planus and without fam |y history of diabetes
woeng/osteoin to have abnormal gl ucose t ol er ancePCT82006/002983

insulin response to glucose was typical of mld type 2

di abetes. (249 250 Oral | eukopl akia is al so associ at ed

wi th abnormal gl ucose netaboliism There is a higher

preval ence anong di abetics than in controls. 5 "' O her

| ess common oral manifestations in patients with

In thyr RV ileud| WPRBdthapeegtaphich! atratie suhdiddaddioer brarlat mgpathogistes, called
buckt%één?{np %Pafuggﬁqg a%ggds I?sz?g)? ro giéea E1g§1a§ %h:eﬁ) ’Valﬁ*at gﬂs%gred whenever a
velndlmbb;kephwet\xhs tomshieneiibcdral witpn d\kda@k@tcﬂaﬂn@oslte profile of the signal

n a Apl astic anaem a is associ ated
Stre‘\ﬁﬁls ﬁ‘%&’?iﬁélﬁﬂs Wi and insul | n resi st ance o 29
patients exam ned 14 were pr eY sly treat e
On gpjocprianogues] thyIhyekss avhich keshmatche emalyssng B predle dist recorded for
the Q%H?ibéxbsnﬂ[(ﬂﬁl th@hdGeRSL of %ﬁﬁqp Bgngg udMaCh @tuﬁ?eq as the bucket within
di abet es” and seven were new'y diagnosed cases wth
whichdhemibsgibgcisderated! erance. Al were insulin resistant

andhyperinsulinaem c. Patients with abnormal glucose
Figuro|2estmnc eclnanht'aﬂljeﬂlawutmnﬁ Josatloing of éwp etchigles iah diffsgdnit dgrations and

timeg\%gﬁé I‘%é’:\ IS%t {}&ﬁtpsl W{#ﬁ%ﬁ es rve I A rrPeFlggl(f:ehe dc%em%écally ilustrates

the IGPlevah&ltag E)dat&anif%héh ‘d@ﬁcﬁﬁ(ﬂ&m@ ralatg@@l lingd) Aicedcatls tankkts. The signal
erythrocytes, whereas in 10 ents GPl defe

scengel S RCPeErh RO A GSB ANl i Bl PHFICPE SFeh iy oppn. Some
buckg e Bys%%ﬂ s%fengtﬁ%m RS HREES RSP GhALEEd Wikl d2Y¥ERA hatching); others

| abetes.” Fifte type 1diabeti C patients with serious
are inwmmﬂat@h@vm hiatchingnephr opat hy, neur opat hy, postural
hypot ensi on etc. were anaem c conpared to di abetics
wi t hout serious conplicatons. There was no
dem)nstrabl e cause for the anaem a other than

Pai %/‘i‘g (pﬁie,gtﬁn depl etion. (255) hi diabetics without

opathy simlar reduced responsiveness of

oietin to anaem a in, 28 subjects . . )
I g Tl A U FEEAY ARG £ 0LBE op JRTA & sngle site with
eachcéoleh{e'dﬁg %Qov'i@zl s%ﬁ*l’de&o whibo Heﬁ@é’ sc®r oF tlfe%luﬁbiaxﬂﬁ@ {10, Then the ratio of
anaem as of unidentifiable origin in insulin_resista

RF signil virengtlt sbasevedibyiretiobe paonenEom ging heir rOééBﬁP&Ses l?r?enstaﬂt in the
de@om the BTS
i e S P LR oo P PEERErRE: PhicNom the BTSes
Con@Ejulamttykﬁg’qoaeb efreniacd Hidesee W@d)éd 150 hiplveber itsf lofaton can be accurately
rt at e et her.

iR O] s SRS B FERR BRE At b hEPeSpaRT My kol D A

New N@tvv@myéedgwo@impﬁmgewm fR I oepivneSestian, 2003. Proceedings 5 European
deoxyuridilate to deoxythymdilate in DNA synthesis

Perspge]dilokily omrmutisarnpopefseres Pigfed &2 ¥hct i ons may be

i mpaired by an insufficient supply of folate within
In thlhe‘a%e'ihél hgorsisgs eletricedingmpiosey Spration od B el against bearing for all

co—l%c%%g) rﬂ’![@e? @ﬁg%g ;{T@lfthQ %t &Hs@@jed Q@& 332&1(:919% H)Q!Lﬁcﬁi the bearing

nown to resu rom deti ci encl
fronffthe Ivisrblleecb -beoapd mpmsnisl dalctilates, @%&@r@ocﬁs@lemguhl strengths is
di pose the r C to lysis. Th efi ciencies

Iec%ﬂi IR cgpirus F%rs%ﬁf’teéﬁ z%t%ﬁglgé’ﬁ%'ocyt es and
al so on a subst anti al populati on of platelets (258)
are caused by gene mutation (PIGA) whose product, a
gl ycosyl transferase participates in the first step of
GPl - anchor bi osynt hesi s. (259) The reason why a
GPl -deficient clone gains growh advantage is still
unresol ved. It has been denonstrated that Canpath-I1H
selects for cells that are deficient in the GPIlinked
CD52 nol ecule/ 260 It is proposed herein that the
presence of antibodi es agai nst GPl |inkage el enents
can in an anal ogous fashion, select for GPl-deficient
cI ones |n PNH Hovvever the PIG—A gene def ect is an

o, = I " - Y
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cells including naive T cells.(313) This is based on
the ability of the SI viruses to utilize CCR5 and
wEXORA1T68CEept or s whi ch are highly expressed onPdF/G8ki06/002983

precursors and i mmature thynocytes/ 3 1 ' The NSI

phenot ype viruses have been shown to be inhibited by

t he CCR5-bi ndi ng b- chenoki ne42 RANTES, M P-l1a and M P-1I

b; infection by NSI strains correlates with increased
production of these_ b-chenokines/_315) The chenoki nes

On ¢ FP&ﬁtlcm Y Fsiopgeosalqylatedcior dhelsstoRE largrmbagsedOxctee mplkile phone.
Bwﬂ%s %!%tl mpq!smgﬂtu ik&hﬁt%rﬁ f(:?tfhe ﬂbﬁB,Eﬁgg@eﬁg@E Brel @Q{%‘aﬁteﬁ to detive

at t 1ty of c Ines to I nfect
the 1e<an0beféepwkalb@ﬁoﬁ¢,mndh¢wﬁ therssbepber bi ndi ng capacity/
~ 316 Chenoki nes establish a gradient across the

Iﬂmg%&%ﬁc%llular matri X by ligating to and pol yneri sing
e %reserves of glycosan1noglycans such as hepar an

To cgﬁ!alﬁ?eﬁ&% s ng’ﬁg’g%? %31? éiie Egcgﬁgi %l'ﬁetta%egiq acs to discover the location

of dMBhibitarf Srhdbikt] SubstiERAr & usidk PhdbEe n&q;mgl ycensl @HSRGint, major
also interact with the cell menbrane fusion donmai n_of
comppatiqn QPSE;fI Rage peastapidegpad po, orthpew pegdiodasir dhe fast af epmputing the

locat?oﬂS BEG %ﬁu&ﬁﬂ%@&lﬁﬁw WPE@&&V RUEOPLUL @}ga ftl? qE(E{g:sted Typically the

domain o sur Pace and i s spaci
matcﬂngtgecrfq:geamemxs in thed&IDB iimgpltes sqzme faeatly edcuéaucels ingRact vetching and/or

319 .R f.h | bi ndi
searcgll? Fbéur lﬁﬁwg Ifl%eecg;%}r!yg ? Waft sg%% S 3 %ﬂai F%atll{n @Jegy 41 for a specific

subsaﬂih’e@g&]&lﬁﬁe éaleer is e&ﬁs’glﬂidr@ﬁ n@fau&fiﬂalﬁ dfiai sdbsefibdrs. This keeps
menbr ane.. Sol ub] e heparan_ sul phate boun p41 D but
the q@mpuirsiongHethee! Reaprraing thesubssdbst fAgpbase glocation query 41 is

sent '{E qu@a%@n QQHLBgse %Ptﬁa.tj &gﬁﬁ&uﬂhg Q(gjcawf.l&{s gf’ ﬂﬂédggcrﬁ rsg\pﬁ"(gse E&aﬂon has

he cel mbrane. Since cell activation is
beenr ét:{enrm@tﬁ fbfpcawm @stabf@pllp csamdsmm Jastducrtnemjlﬁaneche subscriber database 11,

askull nh)?rhtgg tr!at%?n If) I ncénca?: te§? 2 RF(\?D € l I dg zgivXIPcieCe%Q) for that
speciﬂ&tsﬁbﬁﬂbélo(@r Irﬂ'ﬂe eﬁl’c&f Bis &Jlililjﬂakel@h’d)dh)l’bg thdt tlleV(t@rially the most recent
che ines to HSPG nust concentrate the inhibitory
rew&ﬂBf gﬁ,\at o EioE b RTHES Y o hal e meHiop it then pary e guery 44 to the
locaﬁ@rp el Obeablil B, WAKENLLIQTPHRAISES hital id e ARG NThe closest
nti bodi es agai nst GPI-1inkage el enents can

matcs}mvfﬂ b¢ érnketcg/tcahtlequerﬂemﬁnﬂnatkpcahomﬁs rn- fefukesd 43HgPERe location
Ineffe n it

e AT LT SRR i odeod bPRIE IR Bl sme o whatorr

sawfuhme%hmgeg Th&eGﬁnﬁhﬁh&ﬂﬂbem&hbmaaﬁyyﬁehphﬁwmmmogan1heloam@n

a3 B GREE 1 RUGTSHT Toh TS by ERar Rt Ff B Tbyiher

of serum uPAR (suPAR) have been shown to be indicators
of poor survival in ADS patients.(320) The

ur oki nase-type pl asm nogen activator uPA has been
shown to bind H V-Igpl 20 and to pronote H V-1

i nfection of macrophages. (321) The interaction of uPA
and gpl 20 i nvolves the functionally inportant V-3 | oop
of gpl 20 and the catal ytic donmain of uPA leaving its

| i gand- bi ndi ng domai n available for interaction with
UPAR. (321) The bridging of gpl20 to uPAR via UPA may
ascribe an HV coreceptor function to uPAR The
cellular receptor for grl20 is CD4 (322) and both
gpl 20 and CD4 bind to vitronectin via interaction with
hepar an sul phate proteoglycans. 323 uPAR al so binds to
vitronectin/ 214 The avb3 receptor for vitronectin is
a costinulating nol ecul e which determ nes the outcone
of T cell receptor (TCR) engagenent. Vitronectin
binding to avb3 efficiently induces apoptosis of T
cells.(324) This provides a nechani sm by which HV

vi rus engagenent of uPA via gpl20 bound to its
receptor UPAR could send an apoptotic signal to a T
cel | V|a |ntegr|n avb3 As descrlbed earller uPA has

e~ AN -~
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DESCRI PTI ON OF THE PRI OR ART In nobil e comuni cation
systens, the ability to locate and to track nobile

wao edogplene devi ces, and by extension nobile  PCT/GB2006/002983

subscribers, is extrenely inportant both for

governnental , regul atory and | aw enforcenent agencies,

and as an enabl er of signifiagant business

opportunities. Databases can be used to map the

araneters of a nobile tel ephone device at a | ocation

$hat location, using techniques well-known to

practitioners. For exanple, the transm ssion strength
of nobile base stations in the vicinity of the nobile
tel ephone is sent to the nobile tel ephone network by
t heA mmdhdce of éhndipgonph@gaplcitionf of henolslei lekephaicephogen time, the
control .informatjo aqd can be used to pinpoint the
Ioéﬂ?ﬁ%%c%WPQﬁﬂgtbﬁ%ﬂéf)This transnission strength is

Knguyn s@sink e aRbbdckiBel dutdhaggufnedi) aledetived frbm, BELRAAISS of, mobile

mappi ng observed RF | evels of nultiple base stations

t o telpRhang carTiperametaintsedriaieregith palplsmabils telsphansagn p getworls
ba b eghhi iddt | different
L L A T
chahadtdiléatiors woh abashat ire dehieed fnst, puctd vauasfofi kwbile telephone
dat abase. It is costly and extrenmely time-consumng to
corfSPFRR R0 mai ntai n the dat abase t hrough whi ch

t hge) eeRip:@mgGaa dba s 3he siREMd: delaBask g6Ntheqii@pdsarof establishing the
constructing the database is the drive_test, ere an )
entlpeasion ob g ragitiecalrphane 4t the shstudRe Py (b vere 6*‘2‘\8@3*& as a query that is
hu agz{ihs\f%e Wc&&br@‘{)z{e}%}g%rs%ia%ﬁéel in 06 @ é@@a@% &fdwer that is the

with a®software sy oggi ng | ocation against timne

andoaagian s thatl evibde tpephane vet §) (aingap enlyrviyutherepipan explicit request

transmtted  to the b ranscei.yer at i,0 . £
| B b oo bt Er S ThAE A oo pas of o
t eSdeGudids bf AR{pe BE rdquegiiantihyorDto cadndf the eaidtipte mobile telephones.

repeat ed. Is 1s |labour intensive and costly. Anot her
technique is to apply a set of assunptions about the

St MER 8T f ENG, d8Y WRRhRRIATRLSE S AR/16&Sioh A8 HaEBéda@Rrived from

domain to bootstrap a database froma few , _
obs frefiici mngitoringt syt erablingapoiatscen acipad getreatly tpdrsr associated with

T e L

| ocation fingerprint'. Reference may be nmade to US

Pat ents 6782265, . 6,449, 486 apd 6393294 i ng thi .
. appFoagitthod efatlaignddncaichat Eﬁﬁ’issf’i“ﬁc‘ffe e#?%ﬁg%gf‘%%as been detived

dri ye heshSundeRtRMlat i ons. It is also known to
conbi ne” the Joutput of a traffic nonitoring system and

the control information of a nobile tel ephone network

: to £oNsL %%te%f?gagrtn.r@ﬁn\%ﬁkﬁ] at ot & he gﬁth% Y5 QMBY bita 3hn area extending

hence” €os i've manner:, a ase of locations .

f or b&uhé cbinber alltroadshie thetaudrderwdoifles daee demmed taromrgl galculation ot
to the NERO 24(tm systemfromthe present applicant.

| n FEERS4, a traffic nonitoring system (TMS) provides

conti nuous, accurate |ocations for vehicles noving on

the roads. Vehicles carry (intermttent|ly) activ

. nobThemsthodes _anm'p@déng:ﬂmmc\:@ﬁfh e dﬁt@ﬁbﬁ@{e&l%iveg from, ot are values

observed.on,t [ k_ar r L iRl etwork.
dat 3p AEiE P a o el BoBagh T Mol rcfphone netwo
| ocations (for exanple, a specific RF signal |evel

pattern could be uniquely associated with a specific

physi cal |ocation). This stored information can then

be used by conparing the nobile phone control '
paranmeters of nobile tel ephones on a network agai nst

the paraneters stored in the database. This approach

provi des a mechani smfor constructing and mai ntai ni ng

a dat abase supporting subscriber location with nuch

reduced cost and effort. It therefore enables greater
adoption of |ocation based services and the

Y - o S
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t el ephone) or by a nobile tel ephone that operates with
the device (e.g. is connected to it over a

w@r@ororsbivor k such as Bl uetooth). GPS based naRCTyaBR@6/002983

10.

11.

12.

13.

14.

devi ces are beconmi ng increasingly common: nobile

tel ephones that are not associated in any way with a
GPS device can b e | ocated noge accurately if the

| ocati on database is itself made nore accurate by the
i ncl usi on of phone paraneter data conbined with GPS

derFhegdethed af 4ngpreradiag Claim dewhich tmdate BRSaa deligdtfiaom or ate values
devicce directdy (if it has a data apahi | it . .
i KBt Ebdhelcbhirplpa et RS T RE SR lebdgtl oPheighbouring
sclhiemmtrirccaxeesdtiew. of the information flowin a

typical inplementation. A nobile tel ephone 1 bel onging

to a subscriber 15 is active (i.e. switched on, but
NOtTHGRABSEES Any PIBHIAG Chitk Oh GBichdhd Jatd thaflar¥ ABdGrotn, or are values
Mobi | e tel ephone 1 exChanges a continuous stream of

corftfy @pblbahegn@r@r@ngol(mquﬁ dclugey BHdewsls frqmyppigs of co-located base
advgnce. .} AR/ ssion error rates etc.) with the

nobi' T e phone system 4. These paraneters, or data

derived fromthem are captured and sent 6 to a

o o LS o B8 ot O S AR e v
t 0 JiheopioariNGRich@oIGALMR:@S IeRdePiARas8vadce information.

addi tion, the phone paraneters 6 are sent to popul ate

a |l ocation paraneters database 12, 13, which al so

r ecgl V. [ i :

B
fi |dfestobild telepladre cohad] mesatiratinelidel frirsméssion phps iateal

| ocations with the phone paranmeters applicable at each

di fferent physical location. If nobile telephone 1 is

| NUEH AlebdWA Dlaia GRS WiAWE @ ReatbaNpRBhékR Jaebhiel ©kontinuously or
fix data froma nearby device, it can send that

postegilasly ypidated @s it seceives 1epetit from thakralie (r&oHAS BlsTe

12, 13. Once the location paraneters database 12, 13

is constructed, it is possible to query it. This is
dorBhdynedant b o ptegedimm iQlaimi ingwhice thh opetypigesre taemgtc ot search
for all nohile tel ephone, on the network, .an [

al | P9Fest fe gﬂ.d ?166 ‘??155 Qtsﬁ%rselc?rg? Ee)Ftwﬁ at a eatggbl?ﬁﬁglgﬁlg&%s&%gd parameters
pr ogR&SE BE sédidh Guebsaid themobilé ediphend dontiiol pirambietsein the location
is an explicit request to find the |ocation of a '
spekdtfpecigBiaPesct el ephone. Traffic Monitoring System As

al ready indicated, the TMS traffic nonitoring system?7

provi des continuous vehicle |ocation information 8 for

t heThe hietiodsof2ny precpiing Cladmniiv evhighbit ansphotretheiquerfhig the location of

| ocation.information .8 and.the phone .par ter re
Cor?@pgﬁ@aﬂ@%&gnggﬁgﬂg%gm?ﬁgif8§g%ﬁ%ﬁﬁa§$3 %§%$H%W%Te
any formof TMS can be used in this arrangenent, it is
particul arly convenient. to use one which is its?

baséke i5thedintl €aipha ik "Pith gPere RO RIP R SES e a2 GPS cnabled
PhYSiveatiof QRlca¥itiks A intddeLDRbLRI bIBBhsest em 7 can be

reduced, and nuch of the“software infrastructure can

be shared. Mobile devices in noving traffic have two

advant ages .over, static |1 Vi o [

ChorPe FRBREca Bt SR e iR G Ring i AL AGPS cnabled
net widstion Aehideniyt doaghirAdakas withoa mbbite @Rphencardr b sidrngange wireless
advance .zones. Wth the application of a sophisticated
traP??@ﬂﬁDdel, these can be processed to generate

accurate placenent of vehicles on the road network,

and hence at a particul ar geographical |ocation, for

the duration of a nobile call. This information can be

used to nonitor the traffic status of the road

network, as described in Applied Generics US Patent

6650948, the contents of which are incorporated by

reference. In addition, nobile devices that are

integrated with GPS satellite navigation systens or

o o o M T I e




