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Bl OVARKERS FORANTI - NOGO- A ANTI BODY TREATMENT | N SPI NAL

CORD | NJURY FI ELD OF THE | NVENTI ON [01] This invention
woeb@sm7general |y to the anal ytical testing oPCTIGBR0®/003979

sanples in vitro, and nore particularly to aspects of

gene expression induced by adm nistration of

anti - Nogo- A anti body. BACK ND OF THE | NVENTI ON [ 02]

NOgO- : 10 i nhibilio
near s Ee AR, SRR B o, bbb Rrflimercen
shown to result in axonal regeneration and functiona

recovery after spinal cord injury. [03] A nunber of
The cr paesantgenevwexpriessi anepaoés| | hg studilesidmyeframework

addr essed nol ecyl ar changes after spinal cord injur
aBSTTGL 1501 W] s¢ BSPBYPL PN CSCRIBDIRE, Hondge 1h the
cDeBE P86t i 0R6: 2F0- 3631 (2DA3) - rHawRVRkst hey® ceaiinues to

to be a need in the art for early periphera
bl bAbRgsr CAWMT G INGaSpcsf aRscmhlieRog@A &¢t | Beghpods of
Such bi omarkers woul d be useful in
C%ﬁ??%?%ﬁ%?%ting the responders from non-responders as

well as guiding the dosing in a clinical setting.

SUMVARY OF THE | NVENTI ON [ 04]. The inventi on _provides .a
Tiedtr IBh O PRESHOFECURA IO cEiFFnG oL L 2
st bahagerofcdpasts f epehbRBrUsSidiH afhén N vAding walls

anti bodi es. Genes and functional pathways affected by
te nkhei frameyprkeducthont Brmedgbk AlRagensaad livdenstiayrted

i n, L Ny Y] S ' e i i [LQ5]
e et LYo S TR A iR o fetend
upwaedhantkecedtroal. nehvdust tsivst eaf r gedviery; . hearsnhdscehen -

regeneration of neuronal copnnections and o enhance o
ARl CAnG Sy RApPPEREFRS EPE: £ LOATS ARc SecoRaaTy beams
afONGIHI-gRTBUER asctiid NBeLe¥ehust Ve Yordifdadhy BHEMsaSvhere

trauma. or stroke, neurodegenerative disorders such as
neRgsSPOEY excl usi vely Al zhei ner' s di sease, Parkinson's

di sease, Huntington's di sease, anyotrophic |atera

sclerosis, depression and any other disorder where :
Buikbihahgorcadesdruttedpathohagy meanpar bref denerdildgaseveral -

rocess._qr result of thﬁgdisease, such as buh)not

ST Ve afhdaey ePFRSET i dFEBPEEFs, CBGcfrsals to the

cdUh P! & sebebenes- bbhmal $€ Hel akeesk@OVRIr construction
i ndi cations for targeting Nogo- A and/ or genes and

Wity sEPf eePedaks aatesdiai®Bit i nhi bt i sACYR Nogshad of
5595? Bxedysiyve euradegen Lye :
i sor\gée?g&?Al Zhel meéréjs i ?éggle, Egarggngg%%adi%%%%%qs 1ts
ddtintedigl onasidnsbase, AlBle dept efstroa avntsamycatiber worker

di sorder .where, axonal ar dendritic patholo i S part
bt MEREoAL Yo 08 obBes KraT olhl (11 " ERBSY: Beme fiich The
béémbMﬁsBOEH@ﬂﬂb§lQ@%Nr@@yiﬁegmﬁdéﬁﬁynﬁeﬂa§ﬁ§d%&sbolting
~such as nmultiple sclerosis. [06] In particular, the
ipregedt ColvwER: i Oh ePbhes bean mstfivse e prBIPE ined eased

e e of a subject to a nmedi canment conpri sing

biigaétég%@%b-A anti body, wherein the expression of at

| east one gene of Table 25 is assessed before and

after adm nistration o ai d nedi cagment conpri.sing an
Tf%ﬂﬁ i SO ‘?Aaaﬁ‘f"i“ﬁ%9taﬁ16%ﬁﬁéi38?na i §OLeptasdilah hgrardous
prdtchalah@ast 0BeuHER8:PhpTabEEr2a @bhGkruction worker to

adnm ni stration of said nedi cament conprising an
bantin- Nobgps@ aroxiodyyi steolppared vioilbe elEyessien lofcated
. sai d ne. prior sai d m.ni.stratien_of .t he .
R R B omrhSrR g B ERBEE AT e, PaGF A vg means
particul ar enbodi ment, a dysregul ation of said
expression of at |east one gene of Table 25 after
adm ni stration of the nmedi canment conprising an
anti - Nogo- A anti body as conpared to the expression of
said gene prior said adm nistration of the nedi canent
conprising an anti-Nogo-A antibody is indicative of a
positive response (responder) to said adm nistration
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upregul ated by 11C7 after one week of treatnent but
downregul ated after two weeks of treatnent. In the
woubawoscont ex, the EG--receptor nediated si gnabPCrmB2006/003979

pat hway was downregul ated by 11C7 after one week and

after two weeks of treatnent., Altogether 24 pathways

Mﬁth significant enrichnment 6h<0 001) were identified

be aff cted b antkO o- A treatnent in three
t

5 P&rthe L GRRENSH P GPABRys and for
Rifactet @iﬁiﬂéﬂ@’ﬁff&/ﬁ@i | mver S ebat @ensOrhapUshty and
def ence, protein netabolismand phosphoryl ation and
neuronal activities. Upregul ation of synaptic
at [ lat es D, pi.nal d
S e ek Eegy B ARog b e PualladinS T4 #fdhtss ac
leastl t eneontiisadatanithed ewelsoafi agese e»iitﬂ'iess:h@ﬁ bieor art
red spinal cord and notor cortex as the primary
o ti body treatnent
%ie{tige AL DRI ity -NIYRE St i bod
applied intrathecally. The analysis identified novel
nol ecul ar and pat hways candi dates as possible targets
AgfcoatinaNG§o 2A et msnect ueh Blse npoeseénn anvenhéon there
p at \% ojnted to.stran
B PERTESER, ROl T S D LT Bl R B et
ahtiead;mﬁd efEframewo[ri]@] mACRAS amal yBaslﬁgnfllddmﬂi.ng means,

%%Iected i ndi %s qoncernin the secreted proteins
FHAn ahBCRrSEA | ASaRE9] 1Ant ernaaseént FBodgBide the

£PeRkvehed m@%e‘i}%t & AR QD 2 DO 3 2355 db gL ! 9§ CRoved
several antibodi es rai sed agai nstt Nogo proteins and
tewpirdst | es  Oiidvegof toFaraduaml as lmﬂemimsa\iogaramework and.
Lbadi [ c n dl s and

PELERRCLER, ielurls 0y maecl gl AT BDY sgpain ene
fBamgwakaSn@nbafs -Nathste ridABi1498- 5A1 ;ﬁdé);%;)on Bm&'i‘jl@e_.t,O'
C et aI . Neurosci. 20:8061-8068 (2000); Bareyre FM -
OB gho 1J’“?:’-‘Neurosci. 22:7097-71 10 (2002): Chen et al,

Nat ure 403:434-439 (2000); Fiedler Met al, Protein

Eng. 15:931-941 (2002);. Merkler D et al, J. Neurosci
Snitabés. 36ts ,’zegiti:lneerm%nsr és apuch. tN@GI’—rIOSJSm use, -the -,

£ %émé%?%kséggugge%go %%evgﬁ)‘?:%gny L %&ﬁg qeéaiiaed Elxn e\lecoréﬁlected

pd54t588- 894002998) moSed alsardd eshenerherat aI In
Phar macol ogy of Cerebral |Ischem a, KrieglsteinJ &
Klumpp S, eds. (2003) pp. 343-353; and Wessner C et
salicaBlyCerele BbODE: il OWednbbtahp23ied 54 ot means
for the use of anti-Nogo anti bodi'es in a stroke nodel. .
obosde ofimgiti fN@g‘@WRrﬂfntfilﬁb‘@ﬁ/rused donneRt EXAMPAES of the
b n_f ng onal r.eCOVELY,
%géﬁgaﬁggﬁgggpg Lie sc er af; "CRetrol . Ukdly, che
168aDfig 7 e 4126 0 DomRtildd sshead Jj’@ffdéatrﬁéﬁn@pmﬂ CahieONo¥\D the
00/ 31235 al so di scl oses two antisera rai sed agai nst
EXOYB AL cHEBREEE: AS Bruna and AS 472. See al so
publ i shed PCT patent application WO 2000/ 05364A1,
whi ch di scl oses anti bodies to Nogo protein fragnents.
Pl‘ﬁfeh@bEXAI\/PEES buildNogo- Arameviootly EEGEMAMhuseomprises

cl antibo 1C7. . raised agai nst a_18a

fiésg %C%Pgogﬁég‘ %ﬁ%@ MEEPPEE &9 O fio ¥5E and
s@EbHS Gaﬁnéé@orumwé BeEPBEEIERYT @ tOf a'iffgigiastnone of

PBS. The control aptibody was a nouse npnocl onal 1gG
S ¢ edrEaH NSTePPERE | CeTRleieg attideconeanss atinrein:

T t

O opbr Tl e o Chorl aeribadi oo e Red Fheft ATirsd £
fdretpatrt Jf Aebnodding2Zradesork06r(i2@0%)p the aieond; the

enbodi nent of the invention, the anti-Nogo antibody is

a fully human nonocl onal antibody (1g&4/ k) generated

frommce which are genetically reconstituted with

human i mmunogl obul i n genes and which binds to the

epi tope of human Nogo- A fragnment from aa342-357. See

Publ i shed PCT pat ent applications WD 90/05191 and WD

AN NA NS nN
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of the invention will be apparent fromthe description
and the clains. In the specification and the appended
wohei7s1978 he si ngul ar forns include plural refeCemB006/003979
unl ess the context clearly dictates otherw se. Unless
defined otherwi se, all technipcal and scientific terns
used herein have the sane neani ng as conmonly
understood by one of ordinary skill in the art to
gwhideh WRABS n#%ntawrm%ng%o AUidecf EhencESNBREERY means
cBRLEHY L © cLARALRAal &th PRYGHL: Din ! GHRILNGHe | Arddtlde when
entlrety an or all purposes to the sane extent as if
thachsenbnd(hﬁﬂaWRWdrMaImembepateBt mqudneﬂnto position
appli,cati on wa peci fi cal | nd .i ndi vi dua
r?ﬁ Fd¥ted %0 % n ﬁ%raté%uﬁyq?ﬁ?eﬁgﬂ@% ??g#t means - are
ahhhgely é@éhaldharwr Bases. ih 7%he’mabhméblaada J@lﬁﬁ.@éuratlon
Gene Region. The target region(s)
thevngcamy usitiaggenutheot frrmeiveest éuﬁrré?qm f ﬁggﬁt@ﬁltlally in
u 0 [ ed to pol ynerase chain
nggggggn&%géﬁg&g Bg En% g OﬁngZ 965, 188), |igase
chain reaction (LCR) (Barany et ah, Proc. Natl. Acad.
ScL USA, 88:189-193 %199 ubllshed PCT pat%?t
SHE:EPP&Xtrr EReWBCIBLE LGB &Feg&rﬂﬁﬁpe%ﬁ‘? Fh gGtdon once
1ﬁ33€}ﬁe( Ocfhnklrrdegi-en ralgudit i961 eNGhe 24107 rdO830h  the
(1988)). Aigonucleotides useful as prinmers or probes
frﬁmgwarﬂqremhmbgrghoaulas‘éfa@ér-ﬁléw | ynhybpsdFzent ouatil the
f t,. co
T e S S P
tamed anrhief | catrieart qur omednsestkrmysénbvesedralyo 1ahnqn$| by such
the t regi on |ncl transcrl |on bas
chAB VA Fon Sy S ESAL: Erru% Ex8an ot negpaps to
0389 BaAhds SpuPalfortlp. a s&@l@@nm@bl +shed Rehratarh to
application WO 89/ 06700) and i sot hermal Tet hods
réwhbker tempararpr geonRauCtARd. 1S@ds USACB9:&D2-wgsd
Fybr|d|2|ng Al'l el e-Specific
%%?ggkuckég%lde to-a Target Gene. Hybridization of an
all el e-specific oligonucleotide to a target
o] cl eoti de may be perfor d with both entjties in
sBLFAPLEn, OF SHER hyBPPRRSatH ont HEoBeTbor FOFREH widhY  be
s&thben ttl?ﬁ Shd ggﬁéﬁhéﬁt hﬁ%horséé&érﬁ’éxg@t means for example
pol ynucl eoti de i s coval ent or noncovalently affixed
bobtg, sbbi @Owlppoﬁtlbsﬁ@ﬂ‘ééﬁﬂ%m ragy dh e tamditatred, f or
exanpl e, by anti body-antigen interactions,
pol y-L-Lysine, streptavidin or avidin-biotin, sal t
shitdpey, hydr ophobictont eeanti ens ahemgad tonkegesn the

UV cross-1linkin ,,bakin ,. etc. Al el pec
EERPOBREE BGEE Sy Hosr g tirbos §rt egTee of

réPla{:gvéuFPrWetme%: afd aﬁ@ﬁﬁllﬁeeﬁhe sphd dc&HARBEDr means may
subsequent to synthesis. Solid-supports suitable for

tge be dm:@ngecﬁw et Aodemopdene meveEICHNL ing d‘d@lerances
substrat made f siljcaon S I C,
PSR BE T oh e be oI sraleRbie nARPE s SRy pe
abds kb Qr@'\z\whﬂo Fﬂhﬁl&S)flﬁal dpsslsﬁ]eﬁbsasrrmmyameﬁa secured
fibres, chips, dishes, and beads. The solid support
tﬁa9n6eaFPEQ?§d coated or derivatised to facilitate
the i mobilization of the allele-specific
ol i gonucl eoti de or target nucleic acid. [80] The .
SQEnabype mhdunnnnqqkpﬂomeahe gere afrangédidevicbughat, in
| so be deter by bridizatjon of a ucle
uBB o R ReHe: RFRGSGHe 61 BRSO cShoR (b GiHe qynected
nucl eic acid arrays and subarrays such as descrlbed in
WO 95/1 1995. The arrays would contain a battery of
al I el e-specific oligonucl eotides representing each of
the pol ynorphic sites to be included in the genotype
or haplotype. [8 1] See, also, Mlecular Cdoning A
Laboratory Manual, Second Ed., Sanbrook, Fritsch &
Mani atis, ed. (Cold Spring Fbrbor Laboratory Press

A NSNS\ ™R I A -~ - s 1 a1 - -~
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at a lower level and thus may require nore treatnent,

i.e., a greater dose of a drug. The diagnostic nethod
woayoTieakg4one of several forns: for exanpl e, aprdirmB2006/003979

DNA test (i.e., genotyping or haplotyping one or nore

of the polynorphic sites in the gene), a serol ogica

test, or a physical exam neasurenent. The only

requi renent i s that tEere be a good correl ati_on o
RS A RFEst FESYestaYes PTRN arrPHHRE URde PP oned
FARGLYRE t Pl Hoeer I n apreferred enbodi ment, this

di agnostic nethod uses the predictive hapl otyping

nmet hod descri bed above. [100] Predictive Medicine. The

hLnvent i l.so rtains to the field of predictive .
Tﬁ%ﬁi%%ﬁggﬁﬁx%hiC%SESEQszPPX'agEéyéﬁrpr8§W8§%F€ retaining
mass’y s foandraoail hongNorled i N ahewdtial snedieised f Oposition
pragnostic (predictive) purposes to treat
Uﬁrtéghylté’&yi caqsy ag%‘i}ﬁeégt Wik or #RFET§TeBRe BSPBEt of The
rehe invent naBnkel aLes f&rd'égé}ﬁﬁiéc ﬁiﬁ)’f‘sé Oy ¢lip, for
determ ni ng bi omarker nol ecul e 'expression as wel | ag
eppowdek e St eldet i ot pErep g domagktpads aaround the

i.ol ogi cal le {e.d.. Dblood, seru cells, tissue). .
P AR e e e, RefRBreTRG el e *2¥Bhining
mabhki aigd whuB Pprhwaasethe dHrsMdRirk Ofelbedt M Obeing
devel opi ng a di sorder, associated w th aberrant
dBEERAPREE Shin I idc WP &G e sSPHNEBRTREET Pt Peimen qauE by a
phR¥eBt an-ahs@ provides for prognostic (or predictive)
assays for determ ning whether an individual is at

ri sk of devel oping a disorder associated with

I er I I Xpression or.actiyvity. Such assays
S@%gggg%sgg% i %(r&%ﬁl%gé%r?%st 10T deoﬁ%%‘%/%erx%?ﬁ%o%%et%ﬁ[anged“
stibRr ebyapy ophy| acdd caldnatiigat cah | Bdisdisduakopr LeEat® the
the onset of a disorder characterized by or associ ated
CRPRRCECBI BRaFReL MpSPFpEPTNGS Lo GO EHRInadiars of

certain polypeptides in a particular tissue (or in the

bl ood) of a subject may be indicative of the toxicity,
Thef fdzey, framewsirke |reemkac enay rampréotenmet dwsly stomdriasing

gi rug 1 nister to-fhe subject. The
arré:;é’ﬁgggl -des%??%gﬁgﬁie‘(g. A cgglealfs%r%é ugé@eWSrﬁem?meﬁe may
coprisuels bddguchnpaliyienpt | deddam,subreEéfabDy akd pFimary
gredicting t he response of such subjects to these
b #llgs. Anot her aspect of the invention provides

met hods for determ ning nutant pol ypeptide activity in

an individual to thereby sel ect appropriate
Thaersgreond ¢ oranmwptly| asnibercospaotatd vf ocotnhatises a  body

I ndj vj l. t hods of _t he present_invention allaw for
C?%gr%% égti%kg%EM%bnpoW%gge{eE%?, BHgE) %ﬁmewogk member
cohiet apedt be badypraapttiagirice 4 realarnt tobk aRdomd irkdwork

based on the genotype of the individual {e.g., the
m%%?%?yﬁ@%ﬁer Y ngPYPHLERS ex¥anPREY tPWRA IS IHG et Rrimary

b@bh! 1t yfrd hend nei yidudl. 1. 8% &r acB@?H.gg%ara body
conpound.) [103] Prognostic Assays. e brnding of a

cenEghestd c & omuumadyt o baabi obhek esecohécuf samevgrk , member
bi omarker pol ypeptide or .nucleic,acid encoding a

PR ERRPREY OPYBERT 8, DOdH BRTHELFLIdS SoPRBRRFYy bgam.
subj ect having or at risk of devel oping a disorder

associ ated with _bi omarker pol ypeptide expression or
SyEEaRAYy BRI eRlape gest/amderambik) comppisgnadoadc bearing

@ﬂﬁgundi fﬁ?k maynd [ bi ciates .
b(1\)/:\/| th a bi oér}"lar erlc%)l ecul eaMildr}]%f uﬁ}gg&ﬁut%reﬁgf(sﬁqi m%ogn rise
stteel e. g., anti-biomarker pol ypeptide anti body, snal

nol ecul e, nucleic acid, polypeptide, oligosaccharide,

lipid, or conbination thereof. Alternatively,

t heprognostic assays can be utilized to identify a

subj ect having or at risk for devel oping the disease

or disorder. Thus, the invention provides a nmethod for

identifying a disease or disorder associated with

.
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5,795,716 and 5, 800,992. See al so, Johnston M Curr.

Biol, 8 RL71-174 (1998); lyer VR etal., Science,
waaen783187 (1999) and Elias P, "New human genoreT/GH20(5/003979

is arevolution in the offing”" Los Angeles Daily News

(Cctober 3, 2003). [ 1 15] In EXAMPLE 1 bel ow,

m croarray hybridizations were conducted as

recommended by the manufacturer of the mcroarray

systen1(ﬁ¢fynetrix Santa Clara, California;

A2 NS4 8 LREPNESADr BBURL Lo 1 i XgSRBRNES arranged
ron1eac treatnent group were i1 ndividually hybridized

tlenoreoel va g s eom terentat mgansne SRAE%GYZ 8 hoig, such that

X reSS|onE§robe array eg ont ai.ni.n % 000 1 be
sCPRAPFYRRET | T3 Hc. 2 *or S aTSLRE T P er%s&)a
dechirte] dOUhe shosnded c ANA avas tIyRiIResi el Mbéibe@ of the

starting anmount of approximately 5 ng full-length
ﬁﬁﬁmﬂWQQ%A MRy S HeRSUPRFREFS Pt TERdi EEnNGy§eaRf arranged to

ro e Iog| h en
R BT o e ee o er® BSfgwipy that the
Expmichesiks meniee DA wase preddret] thy one another
phenol / chl or of or Ml i soanyl al cohol extraction and
et hanol precipitation. The purified cDNA was then
sui@R$aki, begdnkn ¥ft rKhdisifagsthealioAd@yd) ddr@leciod! dmeans
RNA Transcript Labelling Kit. (ENZO in the presence of
C@Ffl@ft'lﬁyﬂsatéd FEFSRFAICESt | @@é f 5P bP&PPA | §BBPPEFOT means
1s-géeal a@&kxﬁ%ﬁ% :Bl\@a a&g}%[ﬂ _ur 'tfd eijo é‘nw.lthln said
inity resin asy, agen quantlfle and
rhba@wanﬂed An BﬂeﬁﬁrablyappthﬂIﬂﬁﬂﬂ%t]IfI@ﬂ¢@@Ekledember
cRNA .was h di zed for, approximately 16 hours at 450C
PEPAH SELp g SSESS i ray. The array was then
washed and stained twice with

stre tavi di n- phycoerythrin (Ml ecul ar Probes) using
Spa e Clitte ﬁ%ﬁﬁﬁ(ﬁPWﬂﬁQEﬁ¥um%ﬁPQKEPT@¥$%ﬂ%t@|&?CePta01e

P?L%harcro Mas.d hen scanned IWheg ys lreceive a

aser scanner (CeneArray Scanner, ~Agi ent resul ting

 connert ost gaed @ﬁnghe §bbsndeSOMMEngor(MHaﬁsI&ﬂdwms1ch is

EE& es e% usin g%?tgm pggg\%%méé\&%%ggéu | n%%ea first

fhreawewsrisi hl@z@ba:r tigd gefstdltiens iy a Huillbing ﬂra]n?dwork
Det ermi nati on of Marker Gene Transcription. The

detern1nat|on of the | evel of the expression product

k 0 I 5g%%% Otye L
s?ﬁggug9gr ody Jﬂng$ Q%QP% i vi dual félﬁb‘ R?e Ennector
mpento whe.dhj nqmpnmseﬂ3ﬁhﬁ wesaR tadalsy éaptmesleqmprlses the
det.ecti on nethod g Iateg RNA EOE Py b
IHetfod¥SSHRy RNA F? Fﬁ? P{ t e&RRi qh&TThat H%@%W%F member

coRbesEedg@hes ulil inglrad.i on of NMRNA can be utilized
for the purification of RNA fron1ce||s See, e.g.,

Ausubel et al, ed., Curr. Prot. Biol. (John Wl ey

. 9 3] n
S é?gpigf%%% %%%Nﬂ$§x§?£§%|%ﬁ%pfﬁﬁﬁﬁgpg? a nafﬂgrgagéﬂglles
cospdétesn medonvietdivns tespmbiur eviiiah | @relvidgesa connector
ecific NnRNA are well-known in the art a cl yde.
RgF’F’hern §Iu&tta}r:|"é’l ysigel e\%?rgeeqq%sc??%?'%& C#—?gﬁ‘ies a
rkeabrbble oWaeht aldiyer PA&L oLHRy Byhhédidat idhdd Bf said
ol i gonucl eotide array or mcroarray. |In other nore

fpamﬁyprédeﬂ@@@m s, tRrefaradnat i Gre of Lipet | efeamework
Xpr perfor nati on of the

FmbSF E%?)que%g%éﬁq% ocrorl ngp?%/dgge exB{nesy on product

of the gene in body f|UIdS or ti ssue sanpl es including

but not limted to blood or serum [ 1 19] In a

particul ar enmbodi ment, the |evel of nMRNA correspondi ng

to a marker can be determ ned both by in situ and by

invitro formats in a biological sanple using nethods

known in the art. Additionally, |arge nunbers of

tlssue sanples can readlly be processed u3|ng

M T a o -
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No. 4,376,1 10; the human B-cell hybridoma techni que

of Kosbor et al, Immunol. Today, 4:72 (1983); Cole et
wabkoo7Psoos Natl. Acad. Sci., USA, 80: 2026- 2030r(1432906/003979

and the EBVhybridoma technique, Cole et al.

Monocl onal Anti bodi es and Ca%cer Ther apy, pp. 77-96

(Alan R Liss, Inc., 1985) uch anti bodi es nay be of

any |nnunoglobulln cl ass including 1gG I1gM 1gE,

SugGagdd -anyoBabel@ss ther eof 1rThe HYBHI d@ﬁﬁoﬁl@oduérﬁ@e‘”ork
ft cul n Vi
ARl REESR BT AT YRR U Bet ") {ligector
agalea® lyyhivvh idie prevédebyguu&armemnaeahddaﬁnnector means.

ggo%#ﬁtlonagg% % I n addition, techn|%ues d ve oped

SPo3HE  pr RUBFCBRi AT antthodPESES(sdEEanS  are

iMREEESAN et 1ile Fho8e NildndCady SEdmptiHs a art of the

81: 6851- 6855 (1984); Neuberger et al, Nature, %

cenn=609r( ¥e8R)S;- and Takeda et al, Nat ure, 314: 452 454

(1985)), by splicing the genes fronta nouse anti body

nol ecul e of appropriate antigen specificity together

SwiithblenescHe oguadbumesaant cbogyisakecire ofr more guiding
priate biol ogical activity can be use

SCRERGRF! o TGRti BUAG.FG aChB oCGTBSERoRn BRSHPY EPEAFdS the

cBahkk-erg aggfq%ﬁkﬁech{ontd|fferent ani mal speci es,

such as those having a variable or hypervariable

region derived forma murine mAb and a human

P%:g%‘%gggll u C#el‘géc gg?ﬁggntmé" Ol (fjo%%]edo‘l R?EQ?%&F?&/y‘Wlth a

nlqu for the production
rebaphaaiti bddicesgornhestPat medos . 4, ThE, éit&,deBlmeda,ns ‘may -for

SC|ence 242:423-42 988 ust on e Proc t
SRR acPTERARe 5 e Chb 3t PEoBareBiAg Mk 4 HiLably the
gliallr Greaddd: ed6pP48eE1BMMoutAN WL AMaRALEHNS HRRAUER | the

dlfferentlally expressed gene single-chain antibodies.

- reragtécérai n anti bodies are formed by |inking the

heavy- and light-chain fragnments of the Fv region via
an amno acid bridge, resulting in a single-chain

. Spakypépt idee [id6L MM&m¢we¢krahhbeﬂenﬂmprpmssu$@eﬂguide

for the produ t|on nlzed anti bodi es" can_be
neRifted CotuGe Coft | BOUNEs TR The COTBTaRRS an opening

whiBdERt 8rehnden ot ifkes ttﬁﬁfa@&i SuchideeChro e st 18é efirst
di sclosed in U S. Pat, 3,448 5,693, 762; o
f8ap9BOTE1 MHIERSS, J@%gineteé@;eqloj;o 5 @8Y, 825t 5625, apslding
5 3e/8%8 5, n 4
f%ﬁ??%g%ﬁ fﬁ%lnentségﬂglc%g%ggﬁgﬁﬁiqugg%fglc%ggltthus be
manpehergdnenaﬂedpbglknomnr@éehnw@uesz Eheexadmste, £ sarcdwork
fr nents i ncl ude, . byt Lare limted
B oSS PR 8T oRUCER B JbpEita: Gst | Sbpotor
méaﬁsaﬂtf' bady seelbeeulfe-aRddrke reatbdr agimits vk Chpb&@ing of
be generated by reducing the disulfide bridges of the
tRealguyder aupans sandl taevatlisvamt ilFabt exprebsisorr connected

R L L

frdmatwblkkcatinberof nmonocl onal Fab fragnents MAth t he
desired specificity. [141] In one format, antibodies
or anti body fragnents can be used in nethods, such as
SMEEBBKQ bEQESfﬁféﬁ”&ﬁ@fEH@&ﬁéC%&ﬁ%éM%HW“MHMﬁ%ré<bompr1se
detect "t he expressed proteins. in such uses, it is
fyzaer ahtly sprehidr abtp@qrtt; |smnﬂadasze:eeanatemtdief aw:rmayd to

proteln Q ort I tabl.e solj pha

a§HEp8PFs E‘Sﬂ f”’zlregl iAC] &%@“&Wr O5eHeT S 1% jfiiected.
s’ahedbmg,antaetl gepportan santideedy . d&l;irltgwmwpéwp%ts the

or carriers include glass, polystyrene, polypropyl ene,

pol yet hyl ene, dextran, nylon, anylases, natural and

nodi fi ed cel | ul oses, pol yacryl am des, gabbros and

magnetite. [142] The extent to which the known

proteins are expressed in a biological sanple is

deterntned by |nnunoassay nmet hods that ut|I|ze the

o o o -~ a1 " Y
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known, e.g., as in cell cycle control, performance of

the function can be observed. However known and
woreasnoseds the changes in protein activities feCcmdE2e06/003979

response data anal yzed by the nmethods of this

invention. In alternative and, non-limting

enbodi nents, response data may be forned of m xed

as eots of the bi ol ogi cal state of a cell. Response
Uaifihe MGt T uct SRUPHRY e e  ENBRGES | FugdPcasn are
nglang e h S tai r n c

and Eﬁgﬁges |n§%%§tg?%§pFgge?%kggf?5?€?%§§ﬂ?igg]g%ﬁ S&cond
frsinemg iy PN B&ien el tpriss emnmtedtredrderthe forst.

fully illustrate the preferred enbodi nents of the

i nvention. These EXAMPLES should in no way be

sednsitiyed asel | shpposet hastone off tbgel YENHHRN, fa8mework
defined by the appended clainms. EXAMPLE 1 GENOM CS
TERBIEGRATORV1SPOBY | RTA REP SERNAL  CORDTPKIER® MOBEE ©f a
AFTER - TREATMENE WY TH ANTI - NOGO A ANTI BODY 11C7;

M CROARRAY CGENE EXPRESSI ON ANALYSI S [157] Purpose. The
purpose of this EXAMPLE is to shOM/gene expr essi on

ch §s, re ting fromanti - dytreﬂnen

L % gplnaﬂlcor PR y FHr%E?E |ﬁ t 5l t|?§ the
Fhriagiemick e sl et %uﬂfa}b]:?abﬂeﬁheefefdd%ﬁﬁi/ﬂ FREHBNESIN part
of action or of any potential adverse effects. [158]

o8t Gdyodysiogn Eiehriamemionrdk membest- t he EXAVPLE was
performed as follows: Atotal of 40 adult fenmale Lew s
rats (Rattus norwegi cus, 160-190 g) were obtained from
TheSpecntieckatrhogen thr ed (SF?F@ breethaigpcolmegns  which -is

SLE5IARH oty % RS FhOLE £ TR AT KB B8 e

cbheeetot, heuhd aby Hanst edtideCatid@miy) @y acddphodé a bolt
| i ght/dark cycle on a standard reginme with food and
eR&EBA1RE | iHiUm thesojPatke r &fs Wi r Ax@Bwwesd tgnember..
up JWo u RIS, SPI em .
SggggFggguvgﬁ“%utﬁ§§°%ge ggﬁgntlfﬁégoﬂﬁ%%%tldﬁ%?ﬁ#yés the
cen@zrtoThpatrhi.r Thgr bopy suidiakd ygromprifses ghiheani.d
not undergo surgery and did not receive any treatnent,
as follows: Treatnent groups: 1) IgGtreated 7 days 2)
ANegenAttixeayed chedaysndect 86 bhedt sk ldhday®rikector means
Nogo- A-treated 14 days 5) Naive controls [160] Aninals
W%FE SR TRRIES ahBoRhusptied af@tene ekperPRefter ©f the
d g .
R e 0 Tt he e o hay 2R ice
pareatafengs bosiyr gptak phoweekwel aladlbs:a:orvizkﬁlcc:le a:odtpirhees a
|n|t|a%u$%; anal sis_was carri out in bl
Ranner AT Bo8T 2SR ESHEECtBFaWE@nSaﬁmerlSes the
coypkbovr. pdbd] AntidrodiessampAet,i Nago- AodRbbbedy 4L may
Mouse nonocl onal anti body (nﬁb 1C7 ralsed agai nst a

CeBERLIpepRRdenNogBLA Bbr Péspéﬁd mém@ela@rm of
£ 823+ 6405 susg o@édaaeome%hat 's%hofth% /t % STNE wrw
control anti was a nouse nonocl ona |rec

SQQEedscrpbanseb6obmnaﬂxxtateadconmhdrkﬁgoofothan@mn may
e P Eﬁ bi oche cal _and neutralizing properties of
%%?h IR ﬁlggnﬁ?g QEskffbed in Certle T et ah, J.
Neur osci . 23:5393-5406 (2003). [162] Surgica
procedures . Animals were anesthetized with a
I%ul?é“@t a‘h‘é%%@lm@jl’ecttlh@ﬂ gridppmeans 100 W fized ¢ usowswork
ut Be [
m rm cu cggﬁgﬁ%%o ﬁ%gns %%%&':1%@%& utrﬁ%wf]ewgth may
c&nphesé’hajwmceppbeaekis b&as| qsla%/éé zejﬁxan@ed Vebamdef fhe a
cont ai ni ng eye oi ntnent (Bl ache, Chauvin Novopharm AG,
Switzerland) was applied to protect the eyes from
dehydration during the relatively | ong operation
procedure. [163] A T-shaped lesion to include the
dorsal half of the spinal cord with the main as well
as the dorso Iateral and ventro- nedlal projections of

P - I o o o
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[182] Spinal cord T8 (At the level of injury). Wlch

T-test conparing the IgGtreated group to the
waol2@vHos1eat ed group resulted in 643 and 449 PCT/GB2006/003979

differentially expressed genes after one week and two

weeks of treatnent, respecti%ply. The average fold

change of the top 100 | argest” fold changes was

1.931.06 after one week of treatment and 1.310.07
rgiaest acde wedhschf compat feft generaldy 109" geheped channel,

[ cha of -t t r

R e e st v et SR ke §F8, FEGbad! Frapeuork
mBABlelrr Ssu it XAWPEEMBri 8890 af ddmmdapr?pdrtanscmpplsing the

were do re%glat d at. one ek after _11C7 treat

t
PR Yoo A HG T  LGH 17 br SrPR5F | 9 ok BFeSEEq anasamenorls

nfth¥ewer € dawafegul ah&dhonhieiestpdt Vi saMR@Adi0Stnto the
there were 7 transcripts encoding for proteins rel ated

regeprecdce indmrabaiig i x TG whdtheupdnheatprgpant/ 66 not

scarri (aspar i u r t.Qpont.i a

St derate Tt L P VERS) spERRERERTNY dy” e “Piitea b
theF-dlicisimg piaeei o€ (Higf bpubdandiebnsnegatd viche receptacle
regul ators of 1GF) .and cilin/ TIGR, which has been
aPchE?‘Py“* shidtn ¥ i]rﬁﬁao‘?n%/‘? neédti e POFGrGRk hwéﬁg‘% pganual
mdpAeddlatied in chronic glial scar after CNS injury.
Jurynec M) et al, Mol. Cell. Neurosci. 23:69-80

(2003). [183] Gene Set Enrichment Analysis (GSEA)

i Ltje oget y t Lgnifican

et aPF r BFeEaPRy ey ety Fyffkls gf chpertures
agfrbanedneonedki cpf ilteaatutentdddbidt dfs | arEXMMPLEe 3fetaining
Most ,significant enrjchpent was, observed_ in_ inmmunity

PRRd tdefentecly éafate'dﬁws_ﬁs&%_t be(mgsay, Wprakitguah to
saBdrehempld neypdhaied shandtd ndipativey: {5hG td) #8fm  a.
Jak-stat cascade (FIG 3) all in the direction of

peroanegt herhicisss phramtiugieat ed pat hways, neuronal
activities, neurogenesis and nerve -nerve synaptic
transm ssi on were downregul ated (g<0.001) and

Ial idn r abhoemmdicatred entosd guemdancie( grthridd)ompoéguliat eflirst:

in the 11 C7-treated_anjmals. [184] After two weeks of
LrRBSIRE ,m%“%-’ledf AHxhge ew@Péd%i é‘ﬁjaﬂscfrﬁﬁ’r%%ﬂ? efherewith
mbg}arbé\ﬁ%ﬁisé weekufhel I e{dpY - rOokyrabect r angefiitRbly the
was >1.5 fold significantly differentially regul ated

fppaglr edpmest eeqriegle 1cempbldespregendiced dfumgrel. The
. o 1 ; . .
SR T T Bneite 0P HoFEr L iy ok ederiper, puicably

cbmprserispt 8 wesenebser veashriOx iwddidly e sphasphigr ycatmbatises a
FIG 4), electron/ion/cation transport, blood,

bé&sgm _eﬁl?epn?o ¥ eTRENR 35S (EESTIH oW SPRYPEFE in the body

ofl @RS 1Y (FlSnewdriehmde®Ng the #B&! the bolt may be
significantly affected pathways (TABLE 2 1 in EXAMPLE

gg)defl185FoSposdlt ioay d oHarAe Fatesxigimdm t@f tilee sfwenet by the
LApuryd . I T-test, .conpaki the I r eat rou

W gjlt he ﬂ-’% t% ?)élaet esge%trlo%% ?Es&%tee ¥%§%6agn3:%9€rgmework

méinbéer st lakeycek pness ¢d sgenes ®id efolnanaeekhandite® into

weeks of treatnent, respectively. The average fold,
P¢RGRgelBf the t 8peTo0SPaFyeBt FoFE chBAfesifasretains the
flafidQotk AbkBL NG WeRl i@fidy eat ment and 1.560.98

after two weeks of treatnment. The top 100 gene

expressi on changes after one week of treatnment are

listed in TABLE,18 and after t weeks of treatnment,
OPRETABPRRES S SERATREE S O SRS | TgeRt  RHSHERY B one
afbehveekiaht @o1tECEd FeatimentoaraRingat ef itike dh ef®ucture.

observed at the site of injury: eight of the top 20

changes were related to ECM (I um can, collagens lal -2

and 5al, fibulin 2, tetranectin, Matrix glycoprotein

SC1/ ECM2) and downregul ated after treatnment with 11C7.

After two weeks of treatnent, fold changes were

slightly larger than after 1 week of treatnment. Sone

o o, 5 - e a
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with several refinenents to the original nethodol ogy

[ RD- 2005-50762] . Oten in the mcroarray data, changes
wabtod7vsid7evel of single transcripts remain PCT/GB2006/003979

insignificant due to snmall fold changes while a | arge

nunber of such changes affectd ng a whol e pat hway woul d

be of significance. Due to small fold changes observed

in nervous systemin general (nost likely due to a

| arge gene dilution effect of heterogeneous cel

ROPH Bihd PNENoGSRANRPRIRACH YWUH A benPaELE L SH! @bled before

interesting when interpreting data originating from

hedrisousare ssiivstabaciwayraiynf drematswit igienduced i holHe the

EA in.this study has heen .collected froma variety
SPCalib e TR 1 pUBTT TP h S abl &R andius an  be
doEEGorantl HdPr & et awki{ el 6tBer Pabhgbhent SUBHRl Yobfi tioned
the 24 pathways with significant (g<0.001) gene set
A& ithmsHt 1964 nrePdrimprela ek de} kedr el eppedanppther.
TABLE 3. [206] The nost wi dely affected pathways
overall were immunity and defence (4 tissues), protein
Tt apoi s mmmahsphesghorgrizdtorre (deansuchaosiedep cause the

ucl eot i,de and nucleic,acid. netabolism (4) neuronal .
s (%sm%%ﬁsJakpgtatk?%scdﬂ%“?%SéT%O?]S@%Eﬁantlally
al@earitddadll t hilsest Ul Fraeeyoekealer®fdreCtadd hbed toward
i mmune def ence pat hways, including B- and T-cel
OREdiPRCER e gnal | i ng, B-cell activation, nacrophage-,

NK-cel |l medi ated as well as neutrophil nedi ated
immunity, toll-like receptor pathway and cytoki ne and
Aclkkomciiinge hredi at etbaghalklsprgtpathvays preseadt | hgirgntion
he i muni ty .and. def ence nedi at ed h was_enrjched
AT d BHEPERECRR 6 SOEP AT Thr ek o Creatmbn s Pody
offut ai nEtéeewbrRCthonbet, | ofbeadfdiat the weeksedtor assembly
. treatnent. Sane pattern was observed also in all other
CPHREAE SFec Rani ARG T A edSRARTVYRE  SIRTPRRTB-tRE| with a
fliredkls FREIRRAIG AN NE Cel fu Bl at & h IPYPL t ¥ember such
pat hways. Significant effect on the imunity-related
tpathwalys wennsarwetheanst canmind yplacete Hpi mal coondcted
h iL.t.te of .l esion (T8).and distal fo.it 1-5)_ and
BheaRE BROSE whor STORE okPEIhERT aFPhdifionthe “trdRSuon
mpabalkel it pbattabnt heebptived eor drid satesheAl thlighherein
not studied in detajil mcroscopically, this suggests

CRR IGREEET n2BAEMPYHpHOGHES, FRIERGhTRYegudAg means for
ghKaseh! s ghter epanweebrof LE&ALMENLoWLERs11CE bothhhbcteq
bl ood™and in the injured spinal cord In conparison to

cohéipyGattippatweennitihe sfoaeypossi beybearsi niereageved into

raffickin f..l hocytes into_the injured.spinal .
oRE ROl "ol cEor BFGetrIRy "eFe 10 (URETF ifaPice in the
cpanttaadotoNdgerAaiNegn-Hife) dumdeeryt suggesteth teeth®ein the
of therapeutic potential in an aninml nodel of .
ERAMENRFE JUPEPRET s SURETREY 1o 1t Yot 1Bh PAEitiqRuEsdative to
ohe 38o¢A4(2004); Fontoura P et ah, J. Inmunol.
173:6981-6992 (2004)), the possible invol venent of
i mmune rel ated nmechani snms in the conpound action are
f special .interest. 08] Qther significantly
T8 | BB CSAE vy ST P nOPEPERSR | Ate (Tgsiue  as
detudibddi nal wde azpept oY S VFhRRAIRMOSSEHNAldE Nthe First
pat hway, bl ood clotting/coagul ation, cel
ag@ReESt onnedi at ed signalling,, extracellular matrix
protein-nmedi ated signalling, growh factor
honmeost asi s, , oncogene, oxidative phosphoryl ati on and
synaptic transm ssion. The enrichment direction in
nost of the pathways was simlar to that observed in
the i mune rel ated pat hways, towards 11C7 after one
week of treatnment but in the direction of 1gG after
two weeks of treatnment. An interesting exception is
the synaptic transm ssion pat hway, where after one
week of treatnent the pathway is downregul ated after

A A PN 2 a . a e Y o s
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upregul ated in chronic glial scar after CNS injury.

Jurynec MJ et ah, Mdl. Cell. Neurosci. 23:69-80
WO20085197217] CGene Set Enrichnent Anal ysis ( GBENGB2006/003979

identified a significant enrichment in inmunity and

defence -related transcripts, cytokine and chenokine

nmedi at ed signal | i ng pat hway, (?Jak-st at cascade,

i nhi bition of apoptosis and in 90 ot her pathways after
AGROTREEIT 010 17 deltHEht 2SR R- 19E7L Ry ABEESART ENVRBEGeHs there
i%ylsréle&}_{cfé@t gd rr%%tl'm@@yéf QSHE%?hn?.Cta' Wi £$ing . framework,

neurogenesi s and nerve-nerve synaplic transm s3ion
where igovwhegubihed armnstides obonedetied astgurndneecond

upregul ated i.n the 1l C/:-treated ani mals. TABLE 4 To 0
GBI Ut QR L hSARELRT T CPERal LAt LRY (P BRCh that
thl Ur§rdrSyodkt emepitRraeekaed t heabimptcwillly t heocated in
nonocl onal _nouse anti-Nogo A anti body 11C7 Probe set

st aptialdy rdiel QAERRAE iRPCHREOT| ¥¢athiephonane another
- : | gG .t 381504
o OGHENe B SheREhkeekehatts | ikl f SALEAI AN Bhn e

reRNANESSA 72 G latt hBO8IAH byl tSieri laratngspeans until they
recursor ( OC306§_‘[C))5|4 H nNRNA 1373674 _at 6.91 E-04 0.3
AELPEEPTES Hic P bA i S ssoci at ed gl ycopr ot ei n- 2
(LOC362429), nRNA 1391946 _at 0.046399 2.9 sel ectin,
platel et Selp 1371732_at 0,005726 0.3 der matopontin
Spptabdgg3dehat corEATta3PRsS Bt sekr efedtirei Fxa@mevwankat egmbers
cBEQE%hgnés.SftroD% Jc%%%%ezq %)O%i(?:qg)%ql 0.4 Transcri bed
sequence with strong simlarity to protein
ref: NP_.004664.1 (H sapiens) angiopoietin-like 1
recursor; _.angi opoietin_ YL, angiqpoigetin.3 [ Hano ,
SBAERBISY i SaoRiaEt 600085380 Ponyldir | ARoRyadS fieges is
sh8£394énali 0. 80643 :d darmei-epent tBmPBlratd/26dnSrdliction
0.013582 0.4 ani ne oxi dase, copper containing Aoc3 3
leggdee25 Bie 0fopmeBerl. Aaherls ftay kehye oleh Heldd oponnected

Lodi rat.ejn t%yjjn%n%tgg 03y . e y
u@r:?gz%ggﬂ r g’ltlg{teetg%r??cg el n t?p 1%%5%&%5 O%)%g%acuons
can4b8i maHer ino ac ekifage warjpaoXedvirood®e4381 ), nRNA

1374070 a t 0.045385 2.4 gl utathi one peroxi dase 2

1392965 a a t 0.021555 0.4 Transcri bed sequence wth
sweakbsiM laid t Yot 8t PhEt @leBnikelcdNp R 0al ddhredii N Sheans

secreted nodul ar cal cium binding protein 1 [Hono
o8 apitensf 11807 dxgmewarky wEwaro, 025 IHNAGERY | Reagpovith the
r -dindi g otel 1333 at
S%.ééh% ﬁs%‘@%&i ségﬁke)%%e aﬁmﬁ}hég%(?%né%%nrﬁ_l ar %P&Q%%ﬁ%” the
lpcaténg rmkaNB 0@4TB®2.ikeEH. sapidens maamtsegrai, doet aloke the
f1 13721%8 s.a t 0.001704 0.5 insulin-like growth
FauEBPThi REMRG Brotein 6 137461 6 _ at 5.66E-04 0.5

Simlar to platelet-derived growh factor receptorlike

(LOC290771), nRNA 1374942 a t 0.023924 0.5 Simlar to
SehFpbkYpepttitfasemXthod M £omprisg)s: catbokypbpigdage first

: I lagal 0)&)&&%@_14 ( %@3 , MJE%QAT
fﬁ%&%giigerrbor ms% on ld%?%ie% jl'I‘-—’La vva?g)%vﬁet enrﬁghga to
fgemesperthepnfi nal gBuiddihyCr £ raneatoadk ;af rervione veeeksecond

of tre%%nent <0.q9%gﬁ_Pat hway Nane gource Pr obe gval ue,
LERPEERREN TS 5 15T r BESRU pFORESELS T Manst elnto
aURRssitgngd +e1888@e7048 NANAF f-pat vy dwBini h¥mBBE  such
defence Celera 446 1.94E-21 11C7 cytoki ne and
taenekonédaeticansd ofi gngl l0fndgheelfaemea®rk Armbry 1g@¥ages

t -S scad lera 42 8, 52E: 11¢C7
B SRl sty SEE e FEhRe artbre 40436 rovaras =
cdnh6E: 8 1dsHfigteateonn- nedi ablelch Nkt t yodzehetBoB2 means

1.17E-08 11C7 macrophage-nediated inmunity Cel era 58
1. 77E-08 11C7 inhibition of apoptosis Celera 6 1
1.48E-07 11C7 nucl eosi de, nucl eotide and nucleic acid
Cel era 1325 4. 38E-07 11C7 net abol i sm NF- kappaB cascade
Celera 33 5.42E-06 11C7 B-cell- and anti body- nedi at ed
immunity Celera 35 1.97E-05 11C7 granul ocyt e-nedi at ed

- ~ oA AP p— - A A PN o
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- EREAnEIRFERE B sEPTREHESH- v

bi osynt hesis of steroids KEGG 14 0.0471 11C7

signalling: Rattus Pathart 4 0.049 11C7
woaaowagiows: di sease: al zhei mers:igfl signalli ngPCT/GB2006/003979

pat hwayTABLE 5 GSEA perfornmed on T8 dataset. Pathways

with enriched genes either iy 19gG or 11C7- treated

after one week of treatnent (qg<0.05) Pathway Nane

Sour.ce Pr.obe_gval ue Enrichnment ,sets Directio ,

TELGTANY i FEA TURVPEE NGPTDSEE. dRoFOpfGAon Telative ko one
anRt R ;C ugidiviRassiAtdlRs ardl 5 @S] §1 &Lbet enst 9pak! EREmework

pathway b cell activation Celera 26 0.0497 11C7 public
mEPDEIrSAf AEE t et oeakicatlyr ceerird figl d stibstges iwdry the

Lgni fic Y . I : er k.of treat t.

B tne PP ARAER prtal el 2o Clore T e Y Ehey ave
bdblublrtentowdtds r egel atredtHpb3andspensibve geraidedl.fn that

fold . u r?gyl ted after 11C7). GSEA identified 45

PRALIGYS Hh Wi CTORIGF O CARRNENEPEAfeItisgt are secured to
cdbhf ef-entdi al | y expressed transcripts were observed.

Oxi dati ve phosphoryl ation, electron/ion/cation

transport, nmRNA processing and synaptic transm ssion

ng .the ygngficantly affected pathways
SEERBEEYe) T e U S0t ghRE kPSR e e gt (arep o
sepundhgc it airdnwvddy atemibetfj toy ofi&8)araftlayr t wosuitably,
weeks of treatment with the ponocl gnal nouse anti-Nogo
BOd& 1PA d Wme FreR@vOTk
m&RBERB CONEYALrchange in name anti-Nogo A-treated
1383897 at 0.022836 1.6 Simlar to apoptosis-inducing
factor (AlIF)- honol ogous nitochondrion-associ at ed

SHIGUBSL 2962 BB SRS DS0A TS B Bainaing

fEemederit neingd aorfrexnel psotwebbhy ENMGcb{dENG 1o the first

'*A%é 94674), nRNA 1398648 at 0.002346 0.7 Simlar to

fFnant fibrous histiocytoma anplified sequence 1;
MFH anpl i fi ed sequences with |eucine-rich tandem
repeats 1 (LOC306508), nmRNA 1385349 t 0.000320 0.7
Tige i nQEhed cBay r i peUPY i8E3631984) feaiRire 138694 e seribed in
5.0. pheip,. B bi 1384863_at 0.031062 1.4
r%%%??éﬁ F% gggiﬁékgsnﬁ%ggﬁgﬁber (LOC361433), nRNA
138061 1 at 0.048542 1.4 Simlar to FKBP51
LOC361810), nRNA 1368726 .a at 0.009647 0.7
Tlé;%n&ﬁ i TRY nHECPBIESoVET alSEr &fs R i FOFBRCERS Assembly
at@6t@ing 4380R6658L0H1048866:0. 7 Simlar to rod outer
segnment nenbrane protein (LOC309201), nRNA
1384950_at 0.004045 0.7 Sinmilar to

i dyl i nosj - Ki t et.a; 4 .
A0 1 RosrOre ARG L Eplludatdfe dmyention
tH8BF 606s at pPoP23480 8. 7bliikrdhbascogpadididpctor Zramework
Fg%ﬁ?ﬁ36891 1_at 0.048 O8é€,7 ot assi um
ATHRRP LY y 2PECFREPPnG O 1rgéen8PREbf aRFY 9Ty 2 manRgetor
a@sé‘fé_gﬂfméc%bz‘&i%?@_ Ohé Sded bepsWt/ /&t alBden is

mat ri xX- associ ated acti n-dependent regul ator of
comyonatiad aadcisdingnra theuoebbednohf theehbhimg 2spiekt .
protein 1; SNF2-like 1; global transcription activator
honol ogous sequence (LOC317575), nRNA 1376828_at
THe 097858nl. 7Arbraridign t wil gt inee cobackhd lukducitkl®e by way of
rotein 3 (LOC312790), nRNA 1395848 at 0.022895 1.3 _
e’%ff?m%r Wi boRR L8y RBFENEC S artdicdafEcPEgRBYing |dkawings in
wipfotein 2 (LOC362627), nRNA 1374589 at 0. 031909 0.8
Simlar to Vezatin (LOC299738), nRNA 1375549 at
0.035689 1.3 ubiquitin specific protease 2 1396214 at
0.018671 0.8 kit ligand 1382354_at 0.021059 0.8
Simlar to Ab2-008 (LOC290270), mnmRNA 1396280 at
0.036851 0.8 Simlar to T54 protein (LOC302560),
NMRNATABLE ' 7 GSEA perforned on T8 dataset. Pat hways
with enriched genes either in 1gG or HC/7-treated
after one week of treatnent (qg<0.05) Pathway Nane

-~ a2 1 - - e L
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1388272_at 0.008604 0.13 Simlar to I g gamma-2B chain

C region (LOC299352), nRNA 1371262_at 0.019597 0. 16
weoeaodazioalo7TwRNA f or i mmunogl obul i n heavy chai n vacT&H2e06/003979

region (1 GHV gene), clone MZ1801-17 1370394 at 0.01089

0.17 Rat anti-acetyl choline Jgceptor anti body gene,

rearranged | g gamma-2a chai n,” VDJIC regi on, conplete

cds 1387902 a at 0.00679 0.20 Rat anti-acetyl choline
FREEEFt oF art | Bod§F QTS KRR e hdiLRY VIOV EG ot framework
a&ggﬁ%ﬁ cds 1388149 at 0.033528 1.86 transporter 1,

-bi Adi ng cassette, sub Tapl fam |y B (VDR TAP)
1398265 _at 0.036731 1.52 ATP-bi ndi ng cassette,
sub-fam_|y .C Abcc9 CFTR/M%?, nenber .9 1369304_atO ctor

F1998E 04 1151 6 pH CHINT ah T Bpt PP nt Fras SOPEE
233680713 ale 027534k biS%rddmidieron regutat or ynflacheluding
1 1rf1°1368472_at 0.021049 1.50 cadherin EGF LAG
semeehipdesn datpdd iCanst 3 receptor 3 1369885 at
0.014586 1.46 preoptic regulatory factor-1 Porfi
1387242 _at 0.012609 1.45 Protein kinase,
Figueef eBonis nducpbkepdotbire Prkewstalaowledw RMA alternative
ggpgnden% %%?OB a_at 0.027697 .0.69 Sinilar to
CBRRAMIGH e A Sn RTINS fact or 4G |
(LOC287986), nRNA 1368000 _at 0.012805 0.69 conpl enent
conmponent 3 C3 1384734_at 0.00584_0.70_neural cel
Agdhédusit neslast ive BAawnd #3dnridsihng of pamyeark, gesembly 1
I

0675 BTS04 08, SOGB40y, gqpvises »

bd3¥8219 wihi &h 0230P61i6e@1 asnall” ghekmniwhéchi dlogu=ptai polumn

ith Sqgt2 tetratrico tidg, repeats 2 1375765 at .
o 52358 TG (SR HE VA b1 ni ABE PGB bt T B bi o the
fhyR8aMN iR 3826911t nd. 808834ule’ AneR itidvh )l agde that
3b, subunit 1, 155kD Sf3bl 1384946 _at 0.013369 1.39
18 pikkgndgo gesie=alilve ups@astHor- 1 (LOC305354), nRNA
1391566_at 0.041749 0.73 Simlar to Sentrin-specific
protease 8 (Sentrin/SUMD specific protease SENP8)
TheOa3setibd3) ,1 nRNATAEBL Echp G perdaromd Drafederk member -

dat aset. Pat hways wt nriche nes either in_|loG,
48r“§T€%1 TPRREE e%f?egcgﬁk‘ﬁké&hgghtFSEPﬁéﬁFSaéﬁ¥o beam
whathwes Nedrea Pai-hinayyPeheseis gvahtiedEny dieiivork. The
Source Direction expressed probesets that are

s8Ra5S Fremawrrk JRPEB540 NAS NATFaPAREY Tk thaceppapered to
t L rqﬁ%i asactel ignal ling Celera 37 1.1 1E-07
tﬁgc&??ﬁ?d, g??y ac?%ﬁgﬁ steroid netabolism Cel era
344 7.12E-07 11C7 growth factor honeostasis Celera 7
0. 000505 19G gl ycolysis Celera 32 0.000687 11C7
ThEy CoRFE AR SRR 1 R GGURIS Gqmeans 20
aRAOt QL Naaetahald sRpanghdodind caébendCeteimeWd89 member 40
0. 00267 11C7 carbon fixation KEGG 13 0.00267 11C7
CONPBARPEr SOCRNASITAF0 MESRSCS te fR 2 2P PRFOFE ing derewith.
Al zhei ner's di sease KEGG 30 0.00397 11C7 intracellul ar
protein traffic Celera 616 0.00397 11C7 endocytosis
TRel erante2tHbr0421R1 1 HUA R meaats d het abdd i sof Ceteea first
121 0.00423 11C7 i nmuni ty and, def ence l.era_388
Eyape s 1L TEr S ansh 6t4° Bl o LSt o eBee 1 1CoREp 2+ The
gEQAEUREAtd 08 o CalfRl 8- 30k &: HP5R8ahEG K I £86 (@g«sma%a by a
Celera 66 0.00615 11C7 anmino acid transport lera 32,
CONOeTA®T] BERAIHKYS t2HA cdsicdii TR 2 b boTag2 L 1igrving a

urine tabglis lera.n5g .0. Q07 |4l
fﬁgpggungTragéﬁogpgﬁgge%g 8895980£%6%%§%?%ggﬁ to the body
1adkes bentedirite disvgnal | izg Eader afd@3 23 048 tigs bebtk 21
structure Celera 261 0.0155 11C7 exocytosis Celera 133
0. 0155 11C7 al anine and aspartate netabolism KEGG 11
0.0161 11C7 m scel |l aneous Celera 24 0.0176 11C7 PDGF
signalling pathway Cel era 16 0.0194 11C7 public
Al zhei mer di sease-presenilin pathway Celera 32 0.0279
11C7 public signalling: Rattus

o N -~ 2 1 a A N NS 1 o~
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macr ophage- nedi ated i munity Cel era 52 5.02E-09 11C7

integrin signalling pathway Cel era 48 5. 02E-09 11C7
woubd7iosigresoder m devel oprent Cel era 161 5. 02E- 8@T/GB2H06/003979

synaptic transm ssion Celera 84 2. 13E-08 |1gG cel

structure and notility Celerg 417 2. 13E-08 11C7

extracel lular matri x protein-nedi ated signalling

Cel era 36 2. 75E-08 11C7 cell surface receptor nedi ated

isi grapngeghsducRTeonidR| er auBRsrE. sprfgrel XY Bieefpunector

anty - ' j It Oz 4. 33E- B

m%%%ﬁl 2%%%n$§%§55?3?%gc%§ca e?%(lE:&s%7%%. fglé 07 y 4l
whi€R Eytrolsi e sampotiermkifaeaned dtled cogradtongn@&sherad of

58 7.40E-07 11C7 pat hway Sebastian 37 7.99E-07 11C7
LHPaRGFOBGt &FREEVAS MERASH £ ‘Cel era 18 8. 20E. 07 11C7

bl ood clotting Celera 24 8.89E-07 11C7 proteolysis

Cel era 376 8.89E-07 11C7 signalling: Rattus Pathart 27
The24¢o@e¢iicy means 20 comprises a receptacle 24 for

norvegicus: di : rQscl.ergsi.s: ' i
=BEENTPENY FRTRALy R ofatn S S e Reh mape S0 of
tRe68EcOAd]l FCamskelrét alemberedopnent Cel era 29 3. 58E- 06
11C7 apoptosis signalling pathway Celera 46 3.59E-06
11C7 public apoptosis Celera 228 3.59E-06 11C7
TREI V&IRIMESYBARE] Git rSNSEheSidtdoR] ef2akbworROEber 40
| gG conpl enent-nedi ated i munity Cel era 15 5. 53E-06
compYipaterd eboht medicat dee | FRGARPERCEEl eth 20 GlgpEggnector

. el_o a sses .Ce 0 -0 :
R EaE e P T RoBh 00" B Do i P o rpttRe b Hdeeive
thel ysdlochauictte tiEaabdlt soaeimernvae 5202 mkGte 05hahC7l celd . 2mm

aghesion-ned%gted,si% al%%gg Cel era 120 3.07E-05 11C7
relaEiventai &Ped Fmhiumtt Y 8ePEFT 49 4. 35E-05 11C7

neuronal activities Celera 230 4. 35E-05 1gG

nucl eosi de, nucl eoti de and nucl eic acid netabolism

Loeptrd PesyesnidheoserEEracdld 24 and il ree 258.of .the
E-05.11C7 tall. ' i L
3088 0215 SRR B PR, 20 ST abld LR e O i s

tkel ebaecl IbribiE-AS5 4 168Mmsehnahdi hhiRattesrides a mouth 31
nor veai cus: Dhvsi ol oav :.arowth and atg?rt 0. 000135 .
wRiER BRFESMEN I MEEE N&E SFEnaP TN pafhwa iy means

3 FSEAuREEBRbRR & RN ol toatdaliasebn BEt RiRY Sedddt111d ched
genes either in 1gG or 11C7- treated after one week

of treatnment (qg<0.05) Pathway Nanme Pat hway Probesets

Vv Ennich u ] ti Lgna] i ng.Rajtus
(oAU, TSN SB[ ELTld eea
géh€¥allilff eneot patian onlGElét & impre lami Jatdivey such that
.coaqgul ati on: procoaqglation Sebag%ian 24 0.000163 11 z) £
15RgFEEBRESCE BRIS 37 DVOBbIRS 1187 CRubrict Staficarns ©
tBEINAL L4P0 PRLANAYr KEGr@:0. Q00246 $hEe7 d&koh@t aframework
signal |l ing pathway Celera 29 0.000249 11C7 public b
mewberact4Wat Fon Cdlhama 2Be0. AOUEEPU1GMpab| pesition (as

i ELEREFREEE Bhon3so 8 GenPENREN R BERNELPDy pare 51
cpghbwBy ot guddendndacat Bon Led eia SHEBra&cOD3@BOWRIAE the

cel| adhesion Celera 217 0.000401 11C7 pi 3 kinas ,
reaPRAAS L eel2dr SWH ot ltba3ae 1%%9°Béb%i‘fémework member 40 is

aﬁi:gﬁ@l:hbag:lgiatltd&tpéi hat trdé Qe8904d9pbkGtion relative to

norvegi cus: di sease: obesity: responsi ve genes
thegnal t$ing: 1Rt t usOPee hae 15reme@osk meamers 10, 40 are

norveqi cus:.di sease: at heroscl erasi s: | dl _si [1Ling .
LBy SR arhaL | SR e B By L HBRENE Gngb 0 Jare in
céihektba GendrHiaude Q. R04y WbG7 % grald i1 Ppagfdyciently

public toll-Iike receptor signalling pathway KEGG 27

0. 000552 11C7 henat opoesis Celera 48 0.00056 11C7

signal ling: Rattus Pathart 20 0.000686 11C7

nor vegi cus: physi ol ogy: apopt osi s: TG-F beta i nduced

apoptosi s Jak-stat signalling pathway Celera 6

0. 000768 11C7 public nmRNA transcription regul ation

A NN PN NN N™ NN A A PN - L |
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public vitam n/cofactor transport Celera 9 0.0296 11C7
wnt signalling pathway KEGG 58 0.0303 11C7

weiigrmakid7mg: Rattus Pathart 8 0.0319 11C7 PCT/GB2006/003979
norvegi cus: di sease: al zhei ners: hydr ogen per oxi de
signal | i ng pat hway ot her onqg enesis Celera 44 0.032
11C7 cell cycle Celera 5 0.0 11C/TABLE 14 GSEA
perforned on 1-5 dataset. Pathways wth enrlched

L3&Res é?cf*'ﬁ’et'rl(?l?'l | §BLAEAVELCEC t r9BF ed 2OALHE Nt ek other
cBhstrerten dfsthORnd %Qﬂa%e“@&fp&tn@’@ywﬂm§eéécurlng
Enri chnent Source Direction public signalling: Rattus
thenv &g ous drsddse r hélimmmwmdlatmamr@ameae gteicture the
hrit i_nt rI uk| naII|r1 at hwa Ll
pré |fe#§t|oﬁ§an ffeﬁ%%tlg |%W% E{Iera §§SO b%3440 are
s&tGtedr eaocyeche aadoﬁate&bobys nbaEsangnobglegps (KEEG dhown)

0.0368 11C7 ot her receptor nedi ated signalling pathway
thzErEpl 33 Wagdeoldlef pEB?l dcddﬁfc ﬁrﬁwyﬁﬁweg?@b%(}@nd a
f§a9g@3Z§ LECLHl Rl R Faldel AR thdnfiiSRy L Celera S

070404 11C7 dent at orubr opal I'i dol uysi an atrophy

(dr pl a) KEGG 8 0. 0404 11C7 oxi dative phosphor yl atl on
IC‘elera 56 Oe040€l$g6 Si lHéw { harh c

b. 0404 13%5 ﬁ%?veglcus yS|oFbgy T a |I%?lor ©
sétgpahknag wiaithweyl o hezlhep rixthdwdit ahembersCel & ar@dained

0. 0404 1gG EGE receptor signalling pathway Cel era 36
ip. pesstifey ﬁpoell?%v%l HRaPrFen@IRftiGIs by @ retaining means
cBApYemiays: di Sgaegidi abebesolypental Babknd®. @4 2Branework

exosam ne nedi pat hway
mgahrush@ecke bl oegclluhekane coageatdnigomeEss 4 - THRM not
%ECV netibogk %lcf%y%gaqgte recept or rou i athmay
HEF4Ts 3 publc Bhgbékyto et crane
d0s084314dCehei GhrakewdgkRalchibe rida tahay tmaZ/ (bﬂékﬁﬁié.liﬂfurther-
nar vegi_cus: physi ol ogy: apopt osi s: wnt si gnal | i ng pat hway
safghii If?ﬁﬁuﬁﬁt*tus Pat hart 0.0458 11C7

nor vegi cus: di sease: at heroscl erosi s: i f ngamma si gnal | i ng

pat hway receptor protein serine/threonine kinase
Fsgynal | BngiCéhetyap@s). Q46" nl@*ﬁrp@ttﬁm gwdiment of " a

onse via, hif,.ac ati ra 0465 1
frggglgrarﬁé%%%?l d£g¥ollgghne abor % %ﬁsofgg the
saAhE7bglky etley denrieal e mdakks 01565, 11@@' of this arrangement

signalling: Rattus Pathart 8 O. 0473 11C7
maYr PEGIOES: AUEdRRY-%| e FRARSNGHNS | §nErCPRGaFat AR to a
pELERR) | ifgdRatidsBal Nanh 0. DA 7% LlGes 1 and 2 is more
nor vegi cus: di sease: al zhei ners:icanl signalling
appropayIpeLEotscosrACcpénfornpdinary beBmdi&asetcolumn.

Pat hways with enriched genes either in 1gG or 11C7-

treated after two weeks of treatnent a<O0.05) Pathway
Thane fRaishwayr fimbeset s geabde Ennicchnent $oukCe embodiment

Direction inmnity and defence Celera 393 0 |9G _
C%&BFégg%dapﬂaﬁgéeﬁéhwwhl%necgmagéﬁaﬁedux% al gsgagygrhich

t ¥ 2G8ldr£0 iC ;8 1
%@%?ﬁ?%%p?%@ trans%fsg%gﬁ Ce era 8 d?g%? §Tﬁ%§o}k A
S@¢QM@|nfn@mewgrksnmemUenndl4@cathmh(ki@raaﬁfﬁﬁged to be

R RNt 5653t 0BEag8vPyE Retiorn 1L forpréges a

&8 er 84230 cbnPE=0%gl1Gh sigral peansdyaticon CRIrdses a
(%226 2.28E-08 1gG B-ceII- and anti body- nedlatedr@g

SerPRRRry lapBrali3p buiiding fyanauerbphage- nedi at ed
imunity Celera 52 5.72E-08 1gG T-cell nedi ated
immunity Celera 49 1.66E-07 1gG blood clotting Cel era
24 6.46E-07 IgGintegrin signalling pathway Cel era 48
8. 72E-07 19gG public conpl ement and coagul ation
cascades KEGG 17 8. 79E-07 1gG oncogene Celera 54 2.21
E-06 1gG cation transport Celera 197 4.01 E-06 11C7
oncogenesi s Cel era 280 6.38E-06 IgGion transport
Cel era 257 6.92E-06 11C7 proteolysis Celera 376
1 24E—05 IgG Sebastlan 37 2 01 E-05 I gG cytoklne and

L 1
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receptor protein serine/threonine kinase signalling
Celera 28 0.0165 |1 gG pat hway MAPKKK cascade Celera 111
wO0.200008197¢G fas signalling pathway Cel era 15 OPOT/(B20@B03979
publ i c gl ycosphi ngolipid netabolismKEGG 9 0.0188 1gG
ri bosome KEGG 5 1 0.02 1gG iq}racellular signal I'i ng
cascade Cel era 420 0.023 Igd‘protein bi osynt hesi s
Cel era 207 0.0232 1gG interleukin signalling pathway
TBel erffd =y 0. Dxpey puﬁﬁm%eéoaé&pat%ﬂﬁther comprises a

[ ul at L on: 1 anti~GRag {0 Lan 6.Q.0253
e S R e
100r.vedioseqinyse odogys apupl sl ORGE dgdral daulugppbsed metal
pﬁ%%%%:?é#;,ﬂf% Féq%geegngodgg%ggg Ca:telc_:jeerr‘?efzag.lloy O‘Z@,ﬁ shaped
ALY Clse Hiiseasesobesitiye | ephine dRathastsfibPy020da also

I'gG signalling pathway bile acid biosynthesis KEGG 10
comp2igekgGuddebolrpasatid Ovet abol i sm Cel era 215 0. 0288

| gGTABLE 15 GSEA perfornmed on L1-5 dataset. Pathways

Wi th enriched genes either in IgG or 11C/7- treated
Takt emmetud wpkksesf L2eatnedR (g=6h05¢oiatrhway dangenerally

Pat hway Probesets qval ue Enric r Source Directiagn
h§F@ﬁQH¥?ﬁé¥R&FﬂtE§d%§9hé’ﬂpef &%fﬁ%oms 1257 ' fhese are
ROLUERICYS: drerase al RerRsaan isﬁiz}fbﬁé%ifbﬁignﬁp#éi:@ﬂq a
apath%ay ind%%?ion of apoptosiég%BIera 97 0.0332 196G I
upperoaveldegradhiPon P38 cof | Fhati BAIKEGE19 vhdgk4 forms
| h cy ] | era 0, I r
S Beh L aPE T E SeC e ar e, et it fBRBer 140,
TOuE351 wihg@ sitdgral | cogndRat dns Radhart a¥e0. A3y -in  the
norve ease: at heroscl erosi s: li.noleic

g =
 TEPgABEPE G Pt ARy LbaDuI AT o SEBRECIdGUI SLFGRESS - Support

tRASSIdImPPOsEt kye Frhasiid afrdm8wl3R7 rabamdid @l or ach of
pl atel et aggr. coagul ati on: procoagul ati on: synthesis

thed &irelst PAAtEs0.18397 138 thugtdiset t CeMBBAFEPNG FEgReRally
Pathar 0, L, 19 ;

Vﬁg}%&%&ﬁ%g’s; 8%%?‘&1%%: iwr?ﬁlarmalzt‘}i ’on’:aluirla%?%%alif? ngdeflrle &
chahhway tiespetivepd weiahopremiGelera $2cépB4@lel g@5 for

signal.ling: Rattus norvegi cus:physi ol ogy: growth an
rESERNATIA 20 BABEIGE RFFler Bht Fﬁ?i a?‘:%dg reg%%r&%‘"é%f member
1R8t hvay£22al MalQleeBONBhOSappaky 701 t B¥weehetl 1T- &6t ions

conparing the 1gGtreated group to the 11 C7-treated .
1gRoup2resf taath Pl 303 apdatee1ldils f dRentiisald ywall section

pr fte . and nggs :
1?#eé@%§n ,%?§§%8%Fi¢é|3£%¥%§§§6§?a§%8@o| chg%gglgﬁl' wall
diirectapnlGd | ahgesiorfiddahtcdiangaes 1 waki rlect2(rb. af tresenewall
week of treatnment and 1.912.0 after t weeks of
S?F§&9ﬁ§n93lTﬁ8mPSﬁS§Oté@n@”égﬁ?@E??ﬁ% anges after
one week of treatnent are listed in TABLE 12 and after

two weeks of treatnment, in TABLE 13. [226] The | argest
ThRangosegtosnaeaask 150 exf 1they aeendrefranewpy e gnegoer 140

the_thenme observed at e Sit ERhUry:, €l h
c?rggriﬁ’%ghg%géegldv\éae&r e%gt te%étgog%\}?{lum gaﬁ%%l%géengower
whall s2caidnbalf, thiebWddy 2,41 eifg areefver] dathithat the body

glycoproLein SC1/ ECM2) and downrequl ated after .
1Ede ARt SR 2 11€7. TRLET t WBRedks of t FERPRefECton at

ifokd eﬁa%ngeﬁnéﬂea@@&%g@wydéaéae&ngh 13l tRicth eeks Df thus
treatment. Sone of the largest changes were related to
sdowesegsl at connettorapadti.pt s encodi ng for proteins
expressed in |lynphocytes [227] Gene Set Enrichnent

Anal ysis (GSEA) identified a significant enrichnent in
15 1 pat hways after one week of treatnment (TABLE 14),
and 116 pat hways (TABLE 15) after two weeks of
treatnment. The nost significantly affected pathways
were ECM nedi ated signalling,|ipid netabolism and
growt h factor honeostasis after one week, and ion
transport, growth factor honmeostasis and nmRNA
transcription termnation after two weeks of

e =\ ZAR A ' /M 1 1| £ NI~ /7N rNA"1 BARANZFL,S VAU 3 1
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norvegi cus: di sease: mul ti pl e scl erosis:responsive genes
p53 pathway Celera 12 0.032 11C7 public

weigmakid7mg: Rattus Pathart 5 0.034 11C7 PCT/GB2006/003979
nor vegi cus: physi ol ogy: apopt osi s:trail mnedi at ed
apopt osi s DNA reconbi nation Celera 13 0.0378 11C7
regul at ed exocytosis Cel era 80 0. 0378 11C7 bl ood
circulation and gas exchange Celera 16 0.0378 1gG

I+i seidi teemsedBoldesth KBGG 191 0eb8estiyely act as a funnel

conpl enment - nedi-at ed i npuni t | era 0. 04 1
gaaﬁE% R E‘r?sclr?;l}]‘%n cé15§$a85fsoé€?o4 %‘9‘}‘1 7Cf7r""me‘”°rk
meTPesacchar i deonetiaboldestar@elcliad 3htn0e0428341C7TABEE the

16 GSEA perforned on T8 dat aset, Pathways_w h L
SeAPRE hetr YBAEIT I tARTORR | §&°0 oS 11€9e ¢ at By Qf tRpsition
£ wgg&ﬁgﬁeﬁ%ﬂ@@t Pl Omdmbathvay, Nede ; Poukeeated by

robe Enrichnent sets Direction

ataoweBhexachl or ocycl ohexane KEGG 5 11C7 degradati on

chol esterol biosynthesis Celera 11 11C7 public

bi osynt hesis of steroids KEGG 14 0.0471 11C7
ThE gB8hhibAgoRabussPaithatlie 4f Or849f1d6@work member 110 and

norvegi cus: di sease: al zheiners:igfl signalling pathwa

sergRadl Fragereriusneerar €49 cﬁ%?gbscqrmmse apertures 160,
r Leus..di —atiherosglierosi-sed | t | i

18 VeI R B RO Sk ML gl ers

1 TABLED Var SSEApecidymmb it oged aratat ivPatbnays dndiher.

enriched genes <ither _in LaG or HC/-treated.after t
B?gé%ks?ﬁ?gtrgg?wgat £820. & enPa?ﬁMafaﬁﬁéﬁi%iqﬁﬁ%?h these
aptpbeset stdvabdaerEnt hehmeame®orkcRebbeeet tanpexiiddbnve -

phosphoryl ati on KEGG 64 8. 76E-09 11C7 Sebasti an 45

4.52E-07 1gG el ectron transport Celera 89 1.03E-05
11041 EoR LA HRO 1G8L ehBp@824R1848105 JGMhe body 111 of

nucl eosi de, nucleotide and nucleic acid Celera 1325
tBe58Ex65 (Fg@mewbalsomicsthdy obll cabenl aekvas Ceberspuk). degree

. 5.67E-Q5, 119G public tion.tran rt ler 0]
2% oEnae AL A% %\?’éesph%llé%hgﬁgggt VEI1CHEE B¢ the body
151 7HYE 08hd ]l Ge poed MRS pwaeas S imagbeel - e140169 In62&s85 the
I gG synaptic transm ssion Celera 8 1 9.62E-05 11C7
£ pr s dIPFBRES eFalt REt MRVEydEa PPFAE QR QAch that edges
n Lgn at i+00 1 0245
oo aster o b1 aynrheel e era 11 0208035 L187P t°
defibhe ctiheafudmevonk mambevagabareoh Sebastivanpegitions.
0.00035 IgG regulation of lipid, fatty acid and
steroid Celera 17 0.000386 11C7 netaboli sm neurona
Tackivitbesappleecaad @haR0FIMICTKe arpleairilesantcording
coaqul ati on cascades KEGG 24 0.000687 |1gG coagul ati on:
EPr gHERSEEY SABYSItdPR 7 MgY00Bb89Y | g heF ver e more
j I, S5k I : 7 MRNA
EETPRrnE (BErRnaTb o] Ghomae o ARA  FaBeE i bt on
regul ation Celera 521 0.00106 1gG bl ood clotting
Cel era 30,0.00194 | ATP t hesi s KEGG 2Q 0.00198 .
RGeSt LR | LEIHDST S Oh) GPa S5b B90639, FELIARLENTT: Bodkich
aber f arinR@ oncddcdat-aselly Pawhvays o t hpeextieled geses this
either in 1gG or 1lIC/-treated after two weeks of |
speehf heatiPa<oln 03I k9™ NatkL Pat ey PRIbd@sion and
ue e Soyr ce i i on Qyruni catil on ;
w@é@éra % 0. 9 ?%BG cc}ga%% aéti o% n%ci‘tccloagul z?t%{o%}: this
sizebhficanién ). GOMR th6 amtnivmagrl afi cnll mswaiht ypapdrs and
def ence Cel era 446 0.00858 %gG,DNQ recanbi nat i on
dReWBPALt Y FHL (HRBRIPGERhRCi PREGIGt BY FRRGHPEYSCel era 15
0. 0109 11C7 protein netabolismand nodification Celera
1420 0.014 1gG prostagl andin and | eukotri ene KEGG 11
0. 015 1gG netabolism stress response Cel era 68 0.0155
I gG bi osynthesis of steroids KEGG 14 0.0173 11C7
coenzyme and prosthetic group Celera 44 0.0173 19gG
met abol i sm nRNA transcription Celera 704 0.0213 1gG
mhcii-medi ated i mmunity Celera 10 0.0218 11C7
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skel etal devel opment Celera 29 3.58E-06 11C7 apoptosis

signal ling pathway Celera 46 3.59E-06 11C7 public
wapotossi7s Cel era 228 3. 59E-06 11C7 nerve- ner veCT/GB2006/003979

synaptic transm ssion Celera 26 5.35E-06 |1gG

conpl enent - medi ated i mmunity Celera 15 5.53E-06 11C7

i nterferon-nedi at ed |nnun|tf‘CeIera 29 6. 32E-06 11C7

devel opnent al processes Celera 507 1.46E-05 11C7
A@ﬁcog@ne§h§ Cdleaxtarrzgy KisE ©Bd 1010 ottHets SPelelcatlon

ccharl nmet a5 E- 05
Rg‘ﬁégﬁon Imedi glyed %%gﬁ "ﬁgnsgr&l er%l%i%sﬁ’& 07#%”??[% and
dfaeehbshedi ah@doir-mmabi t yofleltﬁtéi &e@s’%SE—fOSaiang?method or
neur onal act|V|t|es Cel era 230 4, 35E-05 1gG
PREEPESsiSPe, i RRRd deMaYdDRUEPEPAEE: d metboF PR nation,
o£ebera c28s AAIEOS AL cel hSlducldng 08l e SEatures
E-05 11C7 toll receptor signalling pathway Celera
ahd/6r44EeDBs 21€7mpakild Yl iegaddisivdi.at ed signal |ing
Celera 131 9.47E-05 11C7 sianallina: Rattus
nor veai cus: Dhvsi ol oav :arom h and Pathart 33 0.000135
E4¢E7 thdderendiatblondNGRisi gnald | pgepathway TABLE( 2Rcluding
GSEA performed on L1-5 dataset. Pathways with enriched
a@@ne%C%ﬁmE@ﬁY%melgﬁ#akﬁsrlle#stFﬁssteﬂﬂ%fﬁ%ﬁaWﬁﬂﬂ Heekay be
r@{:l%&@ﬁt MRt (9r0e PRt PRENWaL Najre JPat Buay; REODeIRI S same,
gval ue Enrichment Source Direction signalling: Rattus
eqoivedeobs: @hyamﬂg}}r growriesend Palksast ¢8pocesly48stated

Cr differ ntlat Lan TGF eta si-gnalling.pa
o RSB RE ot oc PGP AL O B | Bt 5900 Bohg oy creach
faagu@geﬂle%b&o@%kiemas 5ond. ORNEBe 1d8TyvpoilEl iaC qepkric series
si gnal | i at hway KEGG 90 0.000246 11C7 TGF-beta
0§|@ﬁHFVPﬁ@nEaPHwﬁgmééﬁgrge?§u6?500249 11C7 public b
cell activation Celera 26 0.000257 11C7 public
signal li ng: Rattus norvegi cus: physi ol ogy: skel et al
TRat hiarter?0i gn 00@28ﬂ0u1@‘kmﬁe¢m¥ﬁmiﬁp Fare sidataddishgof - the.

at hwa 0 difLcati ra 558 0.0003 11C7 ‘
BB DO aR L PhRbAuEAL (515 oggﬁo4bﬁviﬁgﬁoﬁ|3e§$%§§% any
npatiweyn&el esm 2my0. 0R433 tdmbipublibe, of :the features

signal | i_ng: Rat tus Pathart 16 0.000439 11C7
dhgFvegrtus: dseasEhdBesi tSPTFPERG WA genddncluding  any
28L0RBhL R LM PR Mlde A 0. 004 uddilngs) . ox b0 any

nor vegi tus’ di sease: at her oscl erosi s: signalfin
npaehw@meunkhanﬂmrlDQVﬁémqmmhiH@¢1chenUkﬁnéhanﬁteps of any

ine Celera 4 1C7 signal ling pat hway

mﬁ%%?g CFoPtorTKe rgcggggﬁgglénalllng pat hway KEGG 27

0. 000552 11C7 henmat opoesis Celera 48 0.00056 11C7

signalling: Rattus Pathart 20 0.000686 11C7

nor vegi cus: physi ol ogy: apopt osi s: TG-F beta i nduced

apoptosis Jak-stat signalling pathway Celera 6

0. 000768 11C7 public nRNA transcription regul ation

Cel era 480 0.000768 11C7 natural killer cell nedi ated

imunity Celera 11 0.00086 11C7 growth factor

honmeostasis Celera 7 0.001 15 11C7 signalling: Rattus

norvegi cus: physi ol ogy: cell Pathart 18 0.00128 11C7

adhesion:integrin signalling pathway TG+ beta

signal li ng pathway KEGG 25 0.0015 11C7

signal li ng: Rattus norvegi cus: di sease: di abetes type

Pat hart 9 0.0015 11C7 ii:il1b signalling pathway

signal | i ng: Rattus norvegi cus: di sease: Par ki nsons

Pathart 26 0.00156 11C7 di sease: dopam ne signalling

pat hway i nhi bition of apoptosis Celera 54 0.00159 11C7

MRNA transcription Celera 660 0.00173 11C7

signalling: Rattus Pathart 12 0.00173 11C7

nor vegi cus: physi ol ogy: ot hers:fcerl signalling pathway

coagul ation: anticoagul ati on Sebastian 13 0. 00203 11C7

signalling: Rattus Pathart 19 0.00254 11C7

norvegi cus: di sease: al zhei ners: anyl oi dbet apepti de

S|gnaII|ng pathmayTABLE 20 GSEA perforned on L1 5

I T ey



dent at or ubr opal | i dol uysi an atrophy (drpla) KEGG 8
0. 0404 11C7 oxidative phosphoryl ation Cel era 56 0.0404
wog®7msgptal |1 i ng: Rattus Pathart 2 0.0404 11C7 PCT/GB2006/003979
nor vegi cus: physi ol ogy:i nflammation:il 1 signalling
pat hway ot her protein netabﬁlisn1celera 27 0.0404 196G
EGF receptor signalling pat y Celera 36 0.0405 11C7
public signalling: Rattus norvegi cus: di sease: di abet es
Cladyes Pat hart 16 0.0423 11C7 ii: hexosam ne nedi at ed
pat hway gamma- hexachl orocycl ohexane degradati on KEGG 4
0.0429 11C7 netabotropic glutamate receptor group i
1 pat Aivayu Ced fid Fr@n@4airkl 168spubllyc phagetyiogi sfirst and
Celera 16 0.0443 11C7 signallin us Pathart .7
0. 0238084 CE GIRYFi e u@e %ﬁm%(g%Rgﬁ OaﬁFlng means,
S' LELDE RMAIBYCSE 8R! kieRgisRal 4 Uﬁrgahgéﬁt th 0488de the
norvegi cus: di sease” at heroscl erosi s: i f ngamma
SI gﬁn&Mewgr}gatrm@;ensedEpt@r Cpﬂ@?@tﬁdsmﬂﬂé?mﬂeoﬁﬁ nene is

Ki nase signal |i Iera 28 04 hy

resp 8%?% virR R Rati h %Elega 1 %§§&£%61T07%H&falng
pubkigmeweiRi n&nandhaitehnnEhﬁeuaabaltua@ KEGR20 0.Auhb that
11C7 glycolysis, Celera 32 0.0465 1{%%

S| ghil CRRg:fefiatls PAeh4FEMSwWe L faeHagys substantially in
\ g%@?]iﬁyéndkéﬁéﬁ.@v@l gBeLprr anbehesl, gnal I i ng pat hway

sighalling: Rattus Pathart 0.0473 11C7

norvegi cus: di sease: al zhei ner s: |canﬁ S|gnalling

pat TABLE 2 1 GSEA.perfar a
thIgﬁaé ﬁpgﬁyeﬁf 8ﬁ8&8 e%gsngg h% %g&l%ﬁ%i&fcatlng
tr epégdsaf tempileeweelss O:foﬁrteiﬂidﬁﬁntma&ﬂs O5pfPattinsay first

Nane Pat hway Probesets gval ue Enri chnent Sour.ce
Di r BERTBHOF TReBnd &HelCOREEEOT er §°3898 OOFgCFhe second
eprféxﬁéQonc°ﬂ@ﬁEé§ Lhat aapgidBamshgBed to a gsea 6794
NA NA pat hway cell communi Cation Celera 350 5.49E-1 1
I gG synaptic transn1SS|on Celera 84 1.15E-10 11C7
rojein_netaboli |f| 0 I 3

3 0 b8 J6RRURrE P ERRR T Par et A By oF il the, Jocating
SiQMQéhbngbﬁpkeéaSSQ bdﬂﬂé(HbdmﬁB@@uoneabfachanﬂraﬂework
Cel era 230 1.89E-09 11C7 signal transduction Cel era
1338ePP9BE: 08 | gG B-cel | - and anti body- medi at ed
immunity Celera 30 5.37E-08 | gG nmacr ophage- nedi at ed
i mmunity Celera 52 5. 72E-08 1gG T-cel|l nediated

4 4 mmmu ay‘sseelbéya a4gordEaR P | &Y bPeededinst icAgite| éfprein

2" Sl 6! FLSHELDE el Line, PaLie 0 kel oo

casgéd@ﬁdKE@enﬂezvo&w&Eer@BetgGcon@argeﬁelgo(ammt 54na. Zlecond
E-06 1gG cation transport CEI ra 197 4.01 E-06 11C7
onc%@’éﬂ%F@rC@PéPé P86DECEAECAE W& G i%?gtpme of said
Oe' f{‘céméézrﬁ 9RENHR6 s 1 LEARA Qi 86 ¥iiSieCalcai 3 ifherein: the
E- 05 1 gG Sebasti an 3? 2.017E-05 1gG cy t oki ne and
cheﬁmksnefureduearpe:ét giegired i i @elr@m@egstg beEigstpadded to

pat wa neu ot rans I, relea 4QE- 05
5%0?31r %dl fgl}:1 tt’tg%rl? [er awggg %)%éé% 3‘? 058 second;

apo’@h@S@ﬁu@é emaadd8 Hs 85kr@hgkdC el lguide the connector

adhesi on-nedi ated signalling Celera 120 9. 26E- 05 ng%

neuR®aBei vECKREERAd- Pec EPRBECERfer SOPTIIWIEGE Y (Viddb1 one
c t oW1 o

IgG%%§%hg§ % ?ggg?%aggggﬁgg?gﬁx\|sn1cgmé?§9%99%¥%%§ThiI¢

| gC‘posmtéosl deelaml:*ireotucojetémad fidckei;c anfd plee abwdringntor

Cel era_1255 0.000191 L.gGn fve. synapt |
t r afiSATSsi T C@FEPnggg %]518% &&"% ' Ene  connected

conpl erent - medi ated i mmunity Cel era 15 0.000245 19gG
ionotropi c glutamate receptor pathway Cel era 24

0. 000245 11C7 public T-cell activation Celera 29

0. 000245 1gG public ligand-nedi ated signalling Cel era
131 0.000245 1gG skel etal devel opnent Cel era 29

0. 000282 1gG nesoder m devel opnent Cel era 161 0. 000296
IgG apopt03|s S|gnaII|ng pathmay Celera 46 O 000296
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GSEA perforned on L1-5 dataset. Pathways with enriched
genes either in IgG or 11C7- treated after two weeks

wohodrsst7ment (g<0. 05) Pat hway Nanme Pat hway Pr 80E&B2606/003979

gval ue Enrichmer Source Direction signalling:Rattus
Pat hart 7 0.0327 1gG

nor vegi cus: di sease: at her oscl*érosis:insulin si gnal | i ng
pat hway i nduction of apoptosis Celera 97 0.0332 1gG

benzoatﬁegde’gltadat miireyu Fagoarttgani mha(E@samgwgrﬁssuembers

(o]} . ell_sur
 aceResEeRbarTed, Th BRBteN aRAT YR &Y o ilfther.
0. 0351 19gG si gnal I | ng Rattus Pat hart 3 0.0356 1gG

nor vegi cusi di seasei at heroscl erosi silinol eic aC|d
5si ghal FPRGSFACKWaRSESERIYat iToF  pIcodtiitat idon:Pody  of

a

pOS%Ph@wB%' t lm\é%b%%baStM?é‘ré”nQ 0884 | gGnRdHlAt Ol sembly

pl atel'et aggr. coagul’ation: procoagul ation: synt hesi's

anchmpassean &3 Ooﬂﬁ@@tbgGmemp(ﬁpt st raniRat wash a

Pat 2_0.040

o DR Ba By SROE, 1%t RoRIFFYCE, Rk member

pat BW@M phesphalHei eolaboll si&aker@an?2 b 0403ckaG in a

signal li ng Ratt us norvegi cus; physi ol ogy: growt h and
Pat Rernegtedo e figu Rt} et i HPLER: dtSHedrat ggtain
Dat Ry EXANPRE A PATHINYS MY TH, ! G EL CONT BN SEToc
RI'CHVENT | N THREE OR E TI SSUES TABLE 22 Pat hways
WI tb,nél ng‘neaanttlg@neogeJBCéwm ciggntbin fhrebeyr ammmei
tissue.. Path éehvvay ssue Engochrrent Squr ce
Di rggf’fiSnmﬁBBlSt g? T%hﬁ AK1IT
11Céokaketadl cdnbidur 1367 whehe el EFran2widek ¢embers
apoptosi s signalling pathway Celera public T8 1 wk
11Crovefer 47paAbl PESEL1OR 1HR1EEEYSCeltSr a Pbl iBRAtheay 2
WK &,ﬁgﬁ@lﬁe' bncand santibady- ogdhatedy] ”%ﬁ'ft @@%&%ﬁ
T8 1 11C7 Celera L 1-5 1 wk 11C7 Cel era
| gGebhpnedtokot meaysCekena tetadnl \whellCraBeivenrk L megnb
publ i I enent
coaﬁﬂ#%if?gﬁl%%gg aespﬂﬁégl?é‘ fev\,%%lgaPatoh\%le a%OQher
Pat hway Ti ssue Enrichment Source Direction KEGG L 1-5
1 wk 11C7 KEGG L1-5 2 wk 1gG cytoki ne and chenoki ne
6 nedPBt @ESEMGAY BICFTEEINET d:orsaliy WRTEEEF1Bdt Ry Mee MEYSF
L1 1 | & Wk racgl | I
mat ;Clﬁf(3 pyg{lé%gzr?eggl at eéls; gna |%€g&§§ia %’% 7%%%\;\,{?1{196
Cel EramewdxB mememCIinCpbenalpll- Buzh/vlthagc‘agrﬂmwﬂﬂ deg
fact r_h ost asi aT171 gG Celera L 1-5 1
g(ﬁ @%"Fé}’s Tivgcgngklﬁggeff%un fiy and defence
CeI era Blood 2wk 1gG Celera T8 1 wk 11C7 Celera L 1-5
1 wk 11C7 Celera L1-5 2 wk IgGlnterferon medi at ed
7§ miRi BySeBPera aBCBEEIPI 1% WY CBrergdFRI1 ol 1y cher
Cel | p [ ff
Col P2 EERa he Y e P 2 e
1 wgraimiyJakssiatts ca:smadalwaerra TBeth wknlldye Calcgreec
L 1-5 % %C? Cel era h e%G C(%Irc;:reac ubl |oc 'Elo
1 wROREEFIERFLPR BHGRI & hgvy) %Vfwlﬁ fcf 19y
macyephageenedi ahedahsueirty Celera T8 1 wk 11C7
Celera L 1-5 1 wk 11C7 Celera L1-5 2 wk 1gG
nerve-nerve synaptic transm ssion Celera T8 2 wk 11C7

Cel a : -5 7 n
B ot S0 APEETRLY, Ao H& dny Pofetladill ARl Anex
Cel eha totnbetowk meg@sCelret aylildd Beaks 14€2 arranged s
nucl eosi de, nucl eoti de an% nucl ei ¢ aci,d Cel era_Bl o

2wkt metBboPPEm CBFEVATYs £k EEF el &fa 15

| 9G-Lehekgok dednd WK LHE7 Cahetdcllvon? iWark@Gon.
oncogenesis Celera Bl ood 2wk 1gG Celera L 1-5 1 wk
11C7 Celera L1-5 2 wk 1gG oxidative phosphoryl ation
KEGG T8 2 wk 11C7 Celera T8 2 wk 11C7 KEGG L1-5 2 wk
11C7 KEGG MCx 1wk |1 gG protein netabolism and

nodi fication Cel era Bl ood 2wk | gGPat hway Nanme Pat hway
Ti ssue Enr| chrrent Sour ce D| rection CeI era T8 1 Wk 11C7
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This can be a sonmewhat | aborious and potentially

hazardous process and it is undesirable for a
woaotosoti on worker to be in close proximty POT/GB20/003979

whil st they are located into position. There is thus a

need for alternative neansfor connecting beans to one

another or to colums and fd® safer and nore efficient

nmet hods of construction. Accordingly, the present

invention ainms to address at | east one di sadvant age

assgciated wi.th the prior art_whether di.scus er el .
Sor OPhERRS ?Xmﬁﬁﬁ%#) QOQ% ?Pysprgggggﬁgbfﬁgﬁgn Widkein
presgat £k peentrirameideke reniyro\doigs-isdulid diddy comprising
f ramewor k assenblg conprising first and second )

f r afewWolRIe st sEBA Seermty FERBRYHGS nBERSSTWRGTET 5es 2
t hepbAgalng TRANY 1 AELAR0PdLLanILLde Heh e A B Hework
menbers to - connected position, as one Is noved

t owaedbetrheouplréseto ap bodiyc ecnduiididiong focimsagr Kheam, and
and wherein the locating neans.is such that it can

r et PR th%e??%%emméﬁﬁqﬁgﬁﬁg$s TR § SPFP RSSosi ti on?°YY

rel ébhﬁﬁ%ib@nﬁné aaebhekry Beahabl y, the -locating
means 1s such that, in use, the framework nenbers are

automatically located in a connected position as one

15S ARpved steﬂ)rmg/d Sac?&?rc?f&f Mto Sﬁhgaglr)éceﬁliﬁ | QGalid wherein
means conprises a connector neans of the first _
f r anreoE Mmirberirst candestopndeapsneft tohfe meegEndcomprises

f ramewor k er _and. a gui de neans. Suitabl t he .
| oc&t Fﬁﬁeﬁggggec& itz’fs i &eo%ea%sorofmeo of eSS @
frapewaekeBRMO&SSrt PaehemaRly, tbe NWdatiang #isnewnor ksaid
assenbly conprises first and second franmework nenbers
conpersPhgcferst and second connector neans
respectively with at | east one of said franework
menbers conpri sing gui de neans, wherein: the first

“1ir ameworksepiller isccrrdined to- belepwmt-allled tihexgimp the

part. of a buil di framewor k. pri to the second: .
the%ﬁ?@@wﬁﬁgn?Qdﬁéﬁr%ﬁﬁﬁ%ﬁ? %ugé% Fﬁgnggnﬁng%?nS which
Meapsmpewakds 8héonmeedsthenal ifgirtaidoncetblriere a guide
anot her when the second franmework nenber is noved into
posiMEPBf-rel ative to the first; and the connector

means are arranged such that once in the connected
configuration they can retain the framework nenbers
18ubahanrtsiseiblvi rmposidingn tel atyverecedingadidiar, wherein

Sui bly,, the connector ans _are, arra S hat | .
onc%%Fn%Pﬁétc&Hﬁgc?%EP%%ngaﬂ?g?anWeFﬁgggcéh%EE%gg% first
t he ghranrwsra b8t S Hhistfddal Fyspacposelyoartanded to
the framework nenbers are secured to one another at a

| at 8Puti neneThanesheact s 9featd'd hdHaISHE Kray"Y IR De aTe
suc ey do not rigidly secure the franmework
nenggbgg%gggﬁe anot her but ,-form-a sufficiently

rigid connection to resist tenporary construction

| oads such Wi nd or.gravjty forces . .Suitahly, in .
13seAng S rEhare REpcheide: shati o WieFein
another yuidle SeRURAITERE NEars ke EXaaPhérkoisnbd® and a
forma substantially rigid structure. Suitably, the
conpeshnecteFaneans amsmufEdtas r dhEnewiid: f repptge two
menmbers i 0Si.t i h I e of :

ol SEPOECRo dth BlaCHS ] artngtED afEOhES % xeceptacte,
may whild® becampatiged t ogaanesghbgat ervanufsicdpedng channel,
tol erances . Accordin in use, connected frapework

Ly,
nenﬁ@@§eFﬁywﬁ§nab?%dtgﬂﬁ%vgoFEeFﬁQFf PEHRAP i +PgnsSecond
as hey abeks fietied Aothelonid @bl pard Neomprising
connector neans are arranged such that, in use,
gravity assists to maintain themin the
connect edconfi gurati on once they have been correctly
positioned relative to one another. The franmework
assenbly may further conprise retaining neans for
retai ning the framework nmenbers in position until they

o o o o o s . o s



wal | of the cone section of the funnel as the

framework nmenber is |owered into place. The bolt may
woherr/idiop i nto place in the stem secti on suchpCimaB20d6/003979

retains the framework nenbers in position. Once

connected the framework nmenbers may be secured to one

another with bolts to forn1a%pernanent bui | di ng

structure.In either enbodinent the "l oose" connection

for he hivworeatdbly sexEenfasgalliesd Qfay? beaghf Qici e sgcond
hol @d_th r@pggg@h nbers in position such that they
can%EEH%@%1tlone gﬂg | eft whilst other conponents are
positioned and do not need to be imMmediately bolted to

one _anot her. The gui de, neapns and connecj.or ns e .
131 s BT ARSEHNG 17 SnRRGHRI nERDEY #6 e Higthect ot Wherein
substantd fldaerat apethsabky cyherithe franmweik Beess and
are noved toward one another . According to a second
aspéte ofuitdee Meessemsyoniaiiedihenswilils ¢empried a funnel
connect or, assenbl y for ' a a WO
ronBEPP hof BERERS oo dis: o s cehificlbrs HERBICbE  che
congeciaid NEgamselvoi-kcomepeeat icugnwtides faur thanector part
connect or neans of a further franmework nmenber such

t hat'PiRE COTREAHS fediRfcan be placed in a connected

configuration in which they can retain the franework
menbers in position relative to one anot her and

leheReinetthed cofinectsembdssent? yorilehes dammawesk guvgerein
nmeans for idin C ec t
cohﬁ%@tegm%%h |gg¥%&$%ﬁ£%£eﬁ&%ﬁé'?ra%%mofﬁ %%ng%?% a?%cond

MoV €a-aimaind 10 Shé hiosr & e kabiet@etro wsenagndbhet iagd means such
wherein once in the connected configuration th

contréétort e ahE2BEHOFEL AISTRHE 1 PAfe RO S s Y tocated

SUb%tnargdk%da\hﬂ.irh]%iEﬂl@ncbglrééi:y9o'{s@_t9.@ﬁ andtdeilve to one
The connector assernbly naé conprise any feature as
des@ndséer res ethevoret¥® Rrevghbcttovwaiaendng smather and

first _aspect.Accordid [ .d: t : '

pr eSEnt %l%n\%r en ‘Ellcf%ne hl(rﬁJ eg}?ast?&%(;ogvjf%e‘%%%%lﬁ%di %?atlng means
assenfeliilnghayb widedigsgdreadrevmordg ciwhsirledm. 't he et hod

conpri ses connecting first and second franmework

menbers together using |ocating neans such that 5 the

1kr aREWL S NDEES -8k BgaPrmtd Gl 1y, | @edkedn the locating
substantially the correct position relative to one _
anotiie@nsas adwesr B8 brdughenReREPds 8gargnotter B first
can r Lhed i at _positi tﬁg%# catd n a

unt ifll% “}?g{/&g{eq‘se@%&%gd fo ée%%ﬂﬁ@%%(ﬁ%r. 1 é%u?{fablg'{/lget ﬁécond
cor fecingpesild | arrifert heankr agevwdek mesbers cofuispbhgs the
to a connected position. Suitabl t he conne&tion

f or HOF A SheMPBEE! | FYIEEIRS | g‘%gesﬂ?‘—i‘r&? eft yOREr Sy the
to W hstangd Jdearary construction ' | oads. The
framewor k nmenbers may. -thus be held connected until
such tinme that permanent and nore robust connections

an _be in r ki vi.ronpgent, . 2 y
12uifhb?§?H$ﬁe*?%%a |%dgﬁg§hsgg%ﬁ%rﬁégsg§ ég%he8F§FEln' the
meargtefod heoiprsded r aimuoakl trgber £ iastonfistevorie ansmber
of the second frapework nenber and gui de neans .
Sui CABIRF 1SRG | DCALFRE FORRSCEORMISEY gl d&OTBame st of 2
one yof: 116 r APENONK-RBMRARR S ng %0 SHELAB! Yerdnit@rd®é Nember
conprises: Tinstalling a first framework nenber o
conpomgpimicgimd | astsecmnbctonngehos e niphet af pgsition

bui |_di I , [ d .f
oAy EBCOIE COMRBEL oFt TRARCA nlbTa0% Raan Bre 2

rel iR tRedhe U sénérafewiiHk AeahewosKCmdidrsal engages
gui de nmeans of one of the framework nenbers engages

the connector neans of the other and guides it towards

a connected configuration, in which the connector
neansretai ns the franework nenbers in position

rel ative to one another; and wherein the nethod is

such that the framework nenbers are automatically

e . g o, e . -



10

15

20

25

sections 131 conprise the guide neans 13 0 . The

connect or neans 150 of the second franework nenber 140
woaoqvassgs an end part of the body 141. A part pof/GB2006/003979

| oner wall section of the body 141 is renoved such

that the body 141 conprises "T" rather than an "1"

Cross section at it's end. fhe downwar dl y dependlng

wal | section 153 thus serves as a connector, part

usethehgonactagc fegis PF1 ther &hisrelanhduides %n‘h%‘«’ards
gU| in I ft f
rOehieeiR RERELODCITeAl |18 SRt ERE tlnectos

secm&dnbran&ﬁumkmnemﬁﬂe 1ﬁﬁamSWbUMErmdmb@m® pdgitippeition
t owar he first framewo aS|H strate
byaFﬁgﬁkéve Th 6%ﬁhe%?8€§ﬁﬁan§uﬁ% YHE I Pst ?aﬁEMgPQ is
”E'T‘@%hllghaed speondrinenevRr knompdes 140e eaglcomatically

ngrlse apertures 160, 170 which are arranged to

li

Roalen tie StbareRGTie Lidhtidiss cPRY oo RR%l Enn dealative
F’OSU&;' aned a%%'t%%' V% L he 3)“%1%”%6%{ ntBY S A toph WD ther -
can then be rough these a rtures to secure
theahdamﬁmoﬂkamﬁﬂhfxmednlmoshatoposhnlbnliwenﬂuﬂ|¢mnnector

t he upper wall 2 of the bo 1 of he fIrSt
fraﬂ‘@ﬁgﬁskuﬁﬁﬁ'&ert Y0 3FS &S é‘nﬁ‘%é%%f’ SUtee as a

gui de neans as does the upper wall 152 of -the body

141 of the second franmework nenber 140. |In use, the
18 aﬁsemtqu%m%rcbw beO neRBdoE nChadmei ¢ SR -1 hatherein -

CA028 0l ARRe MBldrier IdomdAPa it L HOALRSL QARG the
p ine t fra wor ers correct

r el @atravewpask tnemh:@rsl ttowidnle lbacdgyereci at ed t hat

framewor k assenblies according to the present

invention may all ow safer and/or nore efficient

. 160nat 'Hﬁqtlldi&gffcckhhﬁﬂﬁéﬂgg Sih UsEYEeEB1yAbteidahgl o any of

directed to papers_and docunents which are filed

conedpidst |y Wt Adornl/en dusiceh i sossdqUatest i rrering
conpacthan it s a]%;'gzp'o'fc%tl'a":l‘}hsaﬁ% Wy.gfg.are open to
publi'c T nspection wt his Spécification, and the
contents of all such papers and docunents are

incorporated herein b ef eren of the ature .
201 <81 360 e hFE=BEUEFE: CRAeah I Ry SaPRacaRG? e herein

accgepaRyibed Glidhnee f%&‘éhrcﬁzc ttoaﬂtiﬂled RWAgSEnyimNdwings.

all of the steps of any method or process so

di scl osed, may be conbi ned in any conbi nati on, except
zfon‘% %%hh%%o%%rs%e%]]ye%ﬁbs%%%J.%ﬂclls}‘%ré fl’?é"ltéjfr?sdescrlbed

and/ or steps are excl usi ve. "Each feature

di setiakedeifleremcs $pemhb e&doopafiyriciou sy iargs -

acconpanyi ng cl ai ns, abstract and draw ngs) nmay be

repl aced by alternative features serving the sane,
28quipval gRELBH Si BE| ar 2 fuERESEngUNl £5S BXPI@BS8GY framework

.stated otherw se. Thus, unless expressly stated

ot hevhistentigddly faat dex edins ciesedipgdorel tdx agEersRrg to

of e lent or simlar features.

The%P%vgﬁt E%E&H%%'%ﬁ?§§#¥¥%ted to the details :of

.the. foregoing, enbodinment (s) . The invention

extends to any novel '- one,- or any novel

conbi nation, of the- features disclosed in this

specification (including any acconpanyi ng cl ai ns,

abstract and drawi ngs) , or to any novel one, or any

novel conbination, of the steps of any nethod or

process so disclosed.Clainms 1 . A building framework

assenbly conprising first and second franework nenbers

and having | ocating neans, wherein the |ocating means

is arranged to guide the franmework nenbers to a

connected position, as one is noved towards the other

to produce a building framework, and wherein the

| ocating neans is such that it can retain the

framewor k menbers substantially in position relative

to one another. 2 . Am assenbly accordlng to claim1l

. o s o o .



