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Considerable evidence has been accumulated suggesting that the g-amyiloid peptide — the
major component of senile amyloid plaques — plays a causal role in AD. Successful disease-
modifying therapy for AD is likely to include products that affect the deposition of B-amyloid
in the brain. AB-specific antibodies, actively generated by the immune system or passively
administered, consistently reduce plaque burden in different transgenic mouse models for

Ap-amyloidosis. A first clinical attempt to stimulate the immune system of AD patients to
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kept frozen until shortly before usage. The dosage form is admlmstered preferably by
subcutaneous injection with a syringe to the warm-blooded animal, especially into the
abdomen. For thawing of the dosage form, the dosage form can be kept at ambient
temperature for about between 15 minutes and 45 minutes, e.g. 30 minutes. Preferably,
before withdrawing drug substance, the vials are gently inverted several times for dispersion

of potential sub-visual particles.

The CONSTRUCTS as employed in the present invention are known as such. For example,
WO 00/3227 to Cytos discloses a technology for providing a construct comprising a core-
particle (such as a VLP), a linker and an antigen, all together forming an ordered and
repetitive antigen array. WO 02/056907 to Cytos and Novartis describes constructs
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In a fourth aspect the present invention relates to a method of treatment of dementia in
human patients comprising administering 5 to 1000 pg, preferably 5 to 300 pg, more
preferably about 50 to 200, most preferably 50-150 pg, e.g. 50 pg or 75 ng,100ug, 125ug,
150ug of the CONSTRUCT to human patients in need thereof about every 4 to 8 weeks,
preferably about every 5 to 7 weeks, in particular about every 6 weeks.

Frequency of injection can vary depending on the patient response.
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Extracts from Ginkgo leafs can be administered, e.g., in the form as marketed, e.g. under
the trademark Ginkodilat™ according to the information provided by the package insert.
Cinnarizine can be administered, e.g., in the form as marketed, e.g. under the trademark
Cinnarizin forte-ratiopharm™. Nimodipine can be administered, e.g., in the form as
marketed, e.g. under the trademark Nimotop™. Donepezil hydrochloride can be
administered, e.g., in the form as marketed, e.g. under the trademark Aricept™.
Rivastigmine can be prepared as disclosed in US 5,602,176. It can be administered, e.g., in
the form as marketed, e.g. under the trademark Exelon™. Galantamine hydrobromide can
be administered, e.g., in the form as marketed, e.g. under the trademark Reminyl™.
Dihydroergotoxin can be administered, e.g., in the form as marketed, e.g. under the
trademark Hydergin™. Nicergoline can be administered, e.g., in the form as marketed, e.g.
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antidiabetic treatments such as insulin or metformin, antioxidative treatments such as

selegiline, vitamin E, anti-inflammatory treatments such as NSAIDs, lipid-lowering agents
such as statins, hormone substitution such as estrogens, amyloid lowering agents such as
abeta secretase inhibitors, aggregation inhibitors such as beta-sheet blockers, chelators,
immunomodulatory agents such as glatiramer acetate.

The term “a combined preparation”, as used herein defines especially a “kit of parts” in the
sense that the active ingredients as defined above can be dosed independently or by use of
different fixed combinations with distinguished amounts of the ingredients, i.e., simultane-
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Nimodipine may be administered to a patient in a total daily dosage of between about 60 to
about 120 mg.

Donepezil hydrochloride may be administered to a patient in a total daily dosage of between
about 5 mg and 10 mg.

Rivastigmine may be administered to a patient in a total daily dosage of between about 6
and about 12 mg.
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rochloride to a patient in a total daily dosage of
about 600 ng. Vinpocetin nay be admnistered to a

v ) R BB SRR o

dosage dffabolitB00 mf. memant i ne hydrochloride in a

Vinpocetin may be administered to a patient in a total daily dosage of between about 10 and
15 mg.

Memantine may be administered to a patient in the form of memantine hydrochloride in a
total daily dosage of about 20 mg.

In a further aspect, the present invention provides human monoclonal antibodies against
AB1-42 induced by the CONSTRUCT, preferably A antibodies recognizing the N-terminus
of AB1-42.

An efficient method to make human monoclonal antibodies from B cells isolated from the
blood of a human patient is described by Elisabetta Traggiai, Stephan Becker, Kanta
Subbarao, Larissa Kolesnikova, Yasushi Uematsu, Maria Rita Gismondo, Brian R Murphy,
Rino Rappuoli & Antonio Lanzavecchia in Nature Medicine 10, 871 - 875 (2004), which

publication is included by reference into the present specification.



total daily dosage of about 20 ng. In a further
aspect, the present invention provides human
wonneoksepal anti bodi es agai nst Abl-42 i nduced bQT/EP®05/011788
CONSTRUCT, preferably Ab anti bodi es recogni zing the
N-term nus of Abl-42. An effkcient nethod to nmake
human nonocl onal anti bodies fromB cells isolated from
the bl ood of a hunman patient is described by
El i sabetta Traggi ai, Stephan Becker, Kanta Subbarao,
EXAMILESsa Kol esni kova, Yasushi Uematsu, Maria Rita
G snondo, Brian R Murphy, Rino Rappuoli & Antonio
Lanzavecchia in Nature Medicine 10, 871 - 875 (2004),
In theyfeliowina Exarees bie 4.9nala@nd freele patiente Awrpeudes 3gadrhetween 50 to
80 yQér@S(&F}FI |n°dR%We§ 'vﬁﬁ‘ltﬁwﬁkr‘tow&@%d 8s Eb1irthed b WiNMASE score of 16 to

femal e patients are included
26 (%@mcb’é%é‘ﬁw@?@ patpat»erywrta canegivars (Hang kagether ogiftliying alone, with

dallyrEoln%cE)OB/HQ ﬂ'?ere@ﬁ\% BSMAY cRRRE ifdriRmheMYia 3f Mﬁzlﬁ&ﬁé@ 8be, 1éhd who

I nclusive), who are outpatients wth

satlsaaﬁh@@rltﬁ@as‘or(a eliniosdiegpesiseiprepable AD|aceerdingde SirdNatignghinstitute of
Neurg,?drgea@ Eﬁ’cf‘b?ﬁﬁiumdém%5E8Fde§‘§1§nd3§ll%ﬂev(l\ﬁrﬂtb§[A[§le)R)" Each patient

ntra o el mer d who satisfy the
partigipatesin a 4fweekssceagninacrgriod K@@h itg Dty -k gtbaselineqariod (pre-dose on

Day aqﬁa%ok B¢ tﬁr@e%l?@g i gg@g&mérﬂ@Lha&%matwa%ﬁa.%&ﬁme)ekso 6

mruni cat | ers and Stroke

and 2 (Paysat, i48ni 2Pateniagdrijanal ambylaory vige o tgcﬁoéew wReklydptehgls in

wee»(Pé% 8292118, @@Qz 2&?}30 %nB%&QJ é B N6GY By 5, 29097 850013, 141,
In week ree sing dose treat ments under

155 aﬂ@@uz‘at @;mq/Z%Qin@nq wr%idit!ﬁnwea@wajoryaﬂsaﬁw week $hgrd 32 (i.e. on
Stud? %%& ’anH %@S)a@gfét* 282ksAghY ||rﬁﬁtﬁfe?eﬁb§dl El)ﬁyéld'él Qkazrrcx)lhﬁlons

intervals 1 n weeks
neurg@glcgbexagmnat@ﬁg, P4lepd e@ctrqg@r@pg@wsmggzgsi yltalzaggns5$tanggd clinical

labo% egéé?horéﬁg?Tét%ﬁy 2bl§éd é\ﬂa‘?‘n gtg»glmnél?éis)t ¥¥%bnc?a¢ ﬁ"hrhhl%l@élcal
labon?é% ezelgaém i Biopd asﬁpeneyr%@ébf%fﬁ ) eéfearaémgaﬁ%trcapsonance

g‘?ﬁzk)?(‘l\ﬁﬂ!;) 8X 32l BeLHMISe e bRY 98HEA adtERBINBAt rﬁ&ﬁtormg Further,
|'ead ‘el ectrocardi ogranms (ECGs), vital sig

patientsiarrheareaiversiacainsiragien Aesially 808 Inwkitingh & 'eﬁbfﬁstaay gggxpected
deteﬁbr%ﬂgn RBItR fapus, Ur i nal ysis), special inmmunol ogi cal

aboratory eval uations in blood and cerebrospi nal
AB-antibddy reismise is meadurad bwdgteermnetlcpre@fdhaﬁ@eantlha@{ fitgrs(1gG and IgM) in

serué{/@ é% %?knﬁusﬁﬁ}_e%\ﬁ%rfﬁe 8)}’ ?gﬁgﬁg ))Clgﬁcg g@g%ﬁ%ﬁ%s in serum
and CS§tis Emm@d (by@mbmlhblpgmald'nethodw ort hurgan aod Beanhyldid prewnysor protein
(APIW{ n%gemc mouse brain tissue. The VLP-antibody titer response in serum is measured
to investigate the immune response to the carrier compound in relation to the immune
response to Ag.

Exploratory pharmacodynamic assessments include the following assessments: 1)
determination of disease related markers in CSF (AB peptides and its isoforms, tau protein
and its isoforms, phospho-tau) and plasma (A peptides and isoforms); 2) volumetric MRlIs,
and 3) neuropsychological test battery, mini-mental state examination (MMSE), clinical
dementia rating (CDR) and Alzheimer's Disease Cooperative Study - Activities of Daily Living
(ADCS-ADL), 4) Positron emission tomography (PET) with ''C-Pittsburgh Compound-B (*'C-
PIB) which is a novel beta-amyloid selective tracer developed for in vivo detection of 8-

amyloid plaques in the brain and "®F-fluorodeoxyglucose (**FDG)



deterioration in health status. Ab-antibody response
is nmeasured by determ nation of the Ab-antibody titer
w@ by@ossnos | gM) i n serum and CSF using ELI SA nepdiDEB2005/011788

The ex vivo Ab-anti body binding properties in serum

and CSF is explored by inmmupgl.ogi cal methods on hunman

and b-anyl oid precursor protein (APP) transgenic nouse
brain tissue. The VLP-antibody titer response in serum

is nmeasured to investigate the i mune response to the
carrier conmpound in relation to the inmune response to

Res&éﬁge@% ety ¥s hBaE aémwmmm §@§mﬁ1t..$créa§a 3 B-specific

foll ow ng assessnents: ) determ nation of disease

antibody fitessiabrverasslinerandsrhq siewipentipedy isatypeswitels pwrighd, to IgG in
seru%ﬂ% IQE&taﬂggtsr%a"ﬁrj]rg lﬁjec‘cn#)ﬁ Oé@%ﬂ&éf MPB&;@; ttretl%ggr @ﬁnéﬁaﬁtﬂgss above
lowen droit opsgamlﬁtai@nc{hll.OQegna yriidated )enzymerimkeeintrmur@isqbent assay

(euSHREER LBt Yol RS AGORTS il A P
Dai l'y Living (ADCS- ADL) 4) Positron em ssion

Exarh@gquasﬂ{bYe &rP r'r:1Tm c er, rgn&m? Eé& %QHBIQ[&IIF;@ rm&léﬂg cgm('cllled study in

WIITTIT TS TOVET UEl d Ol Se ECI_I ve L IadcC

;)_Mpﬂtd [mgdenate/A het'sE B ; lBpep _~,. jections
d 18F- fluorodeoxyglucose

ﬂ(‘@%‘é@&é@%"l@rs are defined as those patients who

show a significant increase of Ab-specific antibody

i
A tolg| PRI, BAPBIIARS SRetea M. ilbcbhe DO CofsimeBeT or
placélyad 2¢ patients melvAkths pdmefdr@g ERNIGRUCT and:6 patierds thskivagiacebo
f l.o | HegH eRid !7%

unde?%ohbleeqhﬁ%g e%t%nﬁZ%els Jlnie&%rr\régm nos%é Eent T‘g{;léé'lL cebo are
admipistdreAyo a&ztegatldatle(v\teehgo.s@end fie.c antibodies relative

to a standard serumas calibrator. Exanple 1: A single

or multi center random zed doubl e bl i nd

P ; =
fSQ)Qg GOCQNSTM i's random zed to rece| ve three S.cC.
i njections of the CONSTRUCT or placebo. 24 patients

recei ve the active drug CONSTRUCT and 6 patients
A tonalemfeao\mtiphadstamdqnﬂm:i tol crdeive-thiee sct. dyeniions ohtbe CONSERUCT or

o258 5L e R0 BUSEYBTETL0 ol e one s

under double blind conditions. Three s.c. injections of 50 pg CONSTRUCT or placebo are

administered to each patient in weeks 0, 6 and 18.

Example 3: A single or multicenter, randomized, double-blind, placebo-controlled study in

patients with mild to moderate Alzheimer's Disease (AD) with three subcutaneous injections
of 100 yqg of CONSTRUCT

A total of 30 patients is randomized te receive three s.c. injections of the CONSTRUCT or
placebo. 24 patients receive the active drug CONSTRUCT and 6 patients receive placebo
under double-blind conditions. Three s.c. injections of 100 pg CONSTRUCT or placebo are
administered to each patient in weeks 0, 6 and 18.



Exanple 2: A single or nulticenter, random zed,

doubl e-bl i nd, placebo-controlled study in patients
wowdok/oss2bd t o noderate Al zheinmer's Di sease ( ADYCTEP1IV05/011788

t hree subcutaneous injections of 50 uo of CONSTRUCT A

total of 30 patients is randgu zed to receive three

s.c. injections of the CONSTRUCT or placebo. 24

patients receive the active drug CONSTRUCT and 6

patients receive I%ngq undegr doubl e-bl i nd
MM%MMMMM 50 my CONSTRUCT

or placebo are adm nistered to each patient in weeks
BlooH ,saﬁlpﬂa'@darégakeﬁbglmb& @hipnétureg Adotar ofmd il wendusrblood is collected
0

random zed, d | e-blin cebo-con |l ed stud
in plgja pARie bt i e ame e B RS R 3T i Hin temperature
and {h@Q)ce\Mrl edibEeRn ﬁm%taﬁgpmlmmd}I?QBO@gSS@ﬁnﬂiﬂﬂesmredfozen within
A total of 30 patien i s random zed to
60 rmreefé%»@nmf‘@féf%a"cd keph LT 19 6&#189’6?”9{ ARANSISNSTRUCT or
pl acebo. 24 patients receive the active drug CONSTRUCT

and 6 patients receive placebo u ,dou Ie-bll d

Exarpplg & A sipgle orpmulligenter, randomized; doub glacebo~cay Re-S

atigPs \Dﬁt@ﬁﬁ@% ﬁib@e@%l&h&ﬁ@?’@@de@s@ ﬁi ﬂhﬁﬁ sUbﬁutﬁﬁ@ckB injections
0, 6 and 18 Exanple 4. Determ nation of Antibody

MMM Bl ood sanpl es are taken by direct

veni puncture. A total of 10 ml _ venous blood is

col |l ected in rrier . tupes. | e ar
Ao aRAteptscs BAndamiasa o Ieie nes s o iNe ok PLIBSRNSTRUCT or
pIacéESHJI 2T4rb%ﬂerﬁ3c§ RédeivieltB§ dctiverdrdd CONBIRSC R ind P patkitsedoeivi placebo

Serum t ubes are froz 6
undq;@,qpblgrgypg, ,cgnddp@sk'gtbrleegtc guefg@p%g {H gpﬁﬁj‘g’i&eor placebo are
admipisiérel @ 8achpatieRdinGvekks OU6 bheeat er. r andom zed,
doubl e- bl i nd, pl acebo- controlled study in patients

with mld to noderate Al zheiner's Disease (AD) with
Exaﬁwbl@@ A&M@bﬁﬂﬁﬁldéntémr&(dohm abubleBlinth pw‘cemm stydy in

of s I.s random zed to. r celv {1
itk I fae 8 AR NS828 it ansous injections

of36[ﬁl§d| sn(c@leqRQJor[e the active dr ug CO\ISTRUCT and 6
patients receive placebo under doubl e-blind

conditions. Three s.c. injections of 150 ng CONSTRUCT
A tot‘é( oﬁ%(ﬁ;%ii%ﬂtsaﬁ ?arﬂj@mliéd&b escRileltAre@acd) iflédtiofs bf the CEEETRUCT or

i o o B g AT a0l g st

under double-blind conditions. Three s.c. injections of 300 ug CONSTRUCT or placebo are

administered to each patient in weeks 0, 6 and 18.



patients with mld to noderate Al zheiner's Di sease

(AD) with three subcutaneous injections of 300 ug of
WEONEVRIGT A total of 30 patients is randon zepCT/BP2005/011788
- receive three s.c. injections of the CONSTRUCT or

pl acebo. 24 patients receiveqthe active drug CONSTRUCT

and 6 patients receive placebo under doubl e-blind

conditions. Three s.c. injections of 300 ng CONSTRUCT

or pl.acebo are adm nistered to each patient in weeks
_@_&_@ﬁﬁ_ﬁWha IS AINRAISig What is clained is: 1. The use of a
construct consisting of a virus-like particle (VLP)
structure chenically caoupled to a, fr nt of the
1. ThRySE.0f 5 DERL A COBTSNE! g BRHIERI P e Shmically

cUplddtoladFadment BRiHel A1 W%eﬁﬁd@oﬂﬁ?iﬁ@ﬁﬁﬁt&édti@éﬂy acceptable salts for
conposition for the treatnent of denentia

thetTeaniiaciie Af@ Aharmacautical copRas el ihedimatieRt R Semeste.

cﬁa?a&?r‘i'ﬂe@'iﬂl'?aﬁ 8 sHibqHtaIRAUDbosition ENRINIRStePELSIbELGeously.
to claim1 wherein the denentia is denentia of the ‘
Al zhei ner's type or vascul ar denentia with anyloid

2. THNHPRBMiIngo EmUSEh&emahé iabehtd i§lddhénda bPthe tAheimer's type or
manufacture of a pharmaceutical conposition for the
vascelgr Aementis wighamyleidsanginethyi ncr eased Ab- | evel
including but not limted to patients with denentia

associ ated with Parkinson's di sease, Lewy BOOQ/ .
3. Thgewe aerding torplainy 4 dordbe sraaufagture oba AhaRmeacedlical gmposition for the

tré‘&%ﬁﬁﬁ;}éﬁism@fwiﬁ iRbRLSERCAMIVER N Blttrlo® imft&d tof fifients with
prophylactic treatment of subjects at risk of
derpertiaogsispgataid witki Paskingos disease, Lewy: Body @mentia. not
limted to subjects with mld cognitive inpairnent
subj ects with genotypes known to be associated with
4.Theluse eceasding torigismd 6or the emanyfachyse pha pEapjaseuticahpemposition for the
prEphyIBEN toatmBior BURCR0 o 1 G R Upp R Ru R Soase, including but
netdistitedite gubiecta wjtb meildgiogaitive impRIMMeNY., sWhigcs with genotypes known to
b Sitd \/ r I &1 ' i
o QR W RBh eIl ey NS Y55 St itomy 21 and
siuhjedts v sursegate markess ildicaing rigelondizheimssigtDiseass. 175 ny
/| 4 to 8 weeks. 6. The use according to any one of
clainme 1 or 5 wherein the construct consists of capsid
5. Ther dsecdhassordinig e RPN akelaim bishhgdesain thesepssirustagnsipling of a VLP
[ V. t { Caliy f i
S EnBEBIT Cofies &' VR o B T s at 2
total dose between about 5 to 175 ug / 4 to 8 weeks.

6. The use according to any one of claims 1 or 5 wherein the construct consists of capsid
proteins of a RNA bacteriophage self-assembled into a highly ordered VLP structure
chemically coupled with a bivalent linker to a fragment of the AB1-42 peptide.

7. The use according to claim 6 wherein the capsid proteins are taken from the RNA

bacteriophage Q.

8. The use according to claim 6 or 7 wherein the fragment of the AB1-42 peptide is AB-1-6.



7. The use according to claim®6 wherein the capsid

proteins are taken fromthe RNA bacteriophage Qb. 8.
wdbmensomccording to claim6 or 7 wherein thepdT/BRIUBH011788

of the Abl-42 peptide is Ab-1-6.9. A nethod of

treatment of dementia in hungn patients conprising

adm nistering 5 to 300ng of a construct consisting of

a VLP structure chemcally coupled to a fragnment of

9. A TR o1gT e S el MRS E KB oD SBBABTETR e t

300LPofEedrBtrudtGondiBtiIsFROVSP SPhdtire@ie t&upNel oo &@ftent of
O@Zg'goand 0.75 rr_gﬁ/grrL of a VLP structure c erriﬂc%lly
Fi

theofpll 42 reptide pr i phaimassuticRlly aQsertale sgtpiq kemat patieats in need
t FEBEGUVERAL lovs AeelpPt abl e sal ts and phosphate buffer

sal1ne. 11. "A conbi nation conprising at | east one
construct consisting of a VLP structure chemcally

10. &rﬂH@Le%@stseluﬁorﬁ F&QH@HQ 95%55‘@0. 'a?ad‘b%fpﬁn?ﬁrﬁLde SULPsBucture
pharmaceutically acceptable salts and af | east one
cheroinallysesiuplet do affragmenhef the &83-bf2 peptisteraspts ehageaneytically

ag?e{ﬁ?%qé gﬁts ai?{c]téhggc fSBARLSafieh as SSRIs, SNRI's, NRI's,

ant1 psychot1 ¢ as risperidone, antidiabetic
treatnments such as netformn, antioxidative treatnents

11 LR ) B8 By ST e sy, hemicly
caplad tata fnragmérdofithecA B0 neptidé onitsplemmasewisallyoapsaptable salts and
l,oid | i . C :
ST HH G SBP LRGP FURF cPPBRE MeRE o8, proressams
sidhoak®8R|s, ENRIs NS, antipsyehotinsduich e rigpergione sargid@betisstreatments

| - A y
< AR 30y BPGHRER08 YIS i o SRR 0 90 B85 6l
"?Ir?guﬁ ag@egst:'onsielpibitcas eu?‘r as&i&eh&@atajl?qu:sesr}grfzﬁﬁlca; i/\,iqi o
ir?rgur&o&gcgcgfl%g&fag%l tﬁ%ﬁlggg%g?ag%mg%g? {raE%t u?e chem cal |y
ciogpl gd :_o a fragtmsnt gf the Ab-1-42 pegoti de vvitlh a
12 Y B3 R SHE e QR A8y B AR e o
theareatmertdf ldgmentia.

13. A commercial package comprising a combination according to claim 11 together with
instructions for simultaneous, separate or sequential use thereof in the treatment of

dementia

14. A binding molecule which is capable of binding to a VLP structure chemically coupled to

a fragment of the AB-1-42 peptide with a dissociation constant < 1000nM.

15. A binding molecule which is a monoclonal human antibody against AB1-42 generated by
the immune system of a human in response to the administration of a VLP structure
chemically coupled to a fragment of the AB-1-42 peptide or its pharmaceutically
acceptable salts, which is capable of binding to AB1-42 with a dissociation constant <
1000nM.



t he i mmune systemof a human in response to the
adm nistration of a VLP structure chem cally coupl ed
wo ooos/ofs2agnment of the Ab-1-42 peptide or its PCI/EP2005/011788
pharmaceutically acceptable salts, which is capabl e of
bi nding to Abl-42 with a dist®ciation constant <
1000nM 16. A binding nol ecul e according to claim 14 or
15, recognizing the N-term nus of Abl-42. 17. A nethod
of isolating inmmune cells producing human anti bodi es
agai nst Ab in response to the adm nistration of a VLP
16. A bindinpunaealeacaadihy tacdaipl Btlort 15, aedogaigimgribe diFtetrhiaus of AB1-42.
Ab- 1-42 peptide or its pharmaceutically acceptable
salts. 18. A nethod of isolating nonocl onal human

17. RRigtHchf esol£tpgiimfiundléigizrogediey aireah bytitodiesiagalnsEAR in response
stem of a human in response to the administratijo

K
(R RT 065 Y RIS CRTUEREFOUBEY 1 FAGREIRN BinS AB-1-42

péme%htégﬂammhh&ﬂw QEcdptbldbasmaceut i cal |y accept abl e
salts A pol ynucl eoti de conprising pol ynucl eoti des

encodi ng a bi nding nol ecul e or fragnment thereof

18. RARH S dfgsdléllngri'b{orﬁﬁ%ngfhtﬁﬁaﬂ éﬁhbé&e&@ difst AP-4PFenerated by the
expressi on vector conprising pol %{[g‘n Peot i des accor d

inprouRe system of a pumariireraggenssftohepdianisgaien elcul kP structure”
cﬁﬂﬁ% o Pfeg at\t?ﬁXra@ﬂ%nPBf thé AR 42 feptRiel R i Phdrmaceutically

acceptable salts.

19. A polynucleotide comprising polynucleotides encoding a binding molecule or fragment

thereof according to any one of claims 1_4 to 16.
20. An expression vector comprising polynucleotides according to claim 19.

21. The use of a binding molecule according to any one of claims 14 to 16 as a

pharmaceutical.



