3. A cloning or expression vector containing the isolated
Q! ynucl eotide of claim7 encoding thﬁgfirst and second heavy chai ns.
5N 9. A host cell transfornmed with an expression vector of claim8.
10.\A nethod for the production of a binding polypeptide conpl ex of
any \e lainms 1 to 6, conprising culturing the host cell of claim
9 and\ t he pol ypeptide conplex. 11. A conposition
conpri S\ng the binding pol ypeptide conplex of any one of clains 1-6
and a ph§rnacol ogically appropriate carrier, for the treatment of
wound hegN ngg bﬁt%irﬂg ;Rﬂﬁieb{l@é 8drhpiex dbRALiAE LS RHED0PE MEORPS Thain and a
mel anoma, ng, colorectal, osteosarcoma, rectal, ovarian, ‘sarcona,
cer vi calsecy@ ‘uyha@eahﬂwnneast pancreas, bl adder, head and neck and
ot gerHO;g'k: d NP PHERy sl QB Bl St WYeuilingT S8k s AYEN B o Sikedl Ay
IeukopemqmﬁﬂNC)nocytopenla angi ogenesi sdi sor der, Kaposi ssar cons;

aut oi mmune/ i nf |, aNN t rders, such
ool | 01 seasdnd S esation &irbih St ofleatiy Ehi Gt e antibody chnstant

i nf | amTedonfihs st HIN 1asgmmm&%dmﬁeaapdhmgaﬁ transplant rejection;
cardi ovascul ar and v\scul ar disorders, such as hypert ensi on, oedenm,

angi na, atherosclerosNg, thronbosis, sepsis, shock, reperfusion
injury, ,and 'ASQJ}ﬁ‘m pol) éHtRl'eOQJngﬁxl; %tsc@znﬂteﬁsw%@em %§c11°‘3{?ﬁér%hudheﬂ¥ﬂh'iﬁ
system di sease, ' S di sease, brain injury, anyotr IC

| at er al 0901})65@55‘3:54 Clatnblaltt Ay colissyait dpmemts dtondamyorldesr of; Ilm*emxwgmb'uh'm heavy
disordenﬁ g@g@ as di abetes\el litus, osteoporosis, and obesity, AIDS
and rena i"sease; infectio such as viral infection, bacterial

i nfection, fungal infection ad parasitic infection, pathological
condi ti gns asspci.ated w t th- pl a nta and ot I ca

condi t1 ohs: - nAFBE SO e RS OFGF by here (o e g fgneins present at

pol ypeptihelemaehsni of tWﬁrs@@ﬁd@ ont ey Ehdin ateordehm} i dhdtthe Vi binding
treatment of wound healing; cell Xoliferative dlsorders such as

neopl asrACMFHIS RFFSHH 2t the ﬁgbmé)é fesmis oANe et padsesprbhavy Flainsaire idggtige] an,
sarcoma, cervical, oesophageal, brea t, pancreas, bl adder, head and

neck and other solid t unours; nyelopr\ iferative dlsorders such as

| eukeni d; ruwﬁbmdgmnﬂmwmwhmﬂwphxm&@p; iamﬂdndwﬁﬁcymdmgMQmmnsm%%e
angi oge 0 a Ut ol mungf i

di sor de?]gmezdugijﬁﬁjaégtg{all Vi %%%n?% fjgl%amg mc “6%\6?'“8.‘?@" gp’?hé?rﬁll&’ or
psor i asinsodafied V}ebtpdmgtiomyms fractanywéitemmtl Rn, asthma, i munodi sor der s
and organ transplant rejection; cardi ovascuNar and vascul ar

di sorders, such as hypertension, oederma, angi\ga, atherosclerosis,
thronbosis, gRpDilingSPageptiieRempML I0@R1aiM] UWhdNGN thd SHBRM @omains of the
neurologlcal di sorders such as central nervous stem di sease,

Al zhei nefimerisgtieedaipaingre plterechprnagtially epitadophi ¢ I\teral sclerosis, and
pai n; devel opnmental disorders; netabolic disorder} such as dlabetes
mel litus, osteoporosis, and obesity, Al DS and renal\ di sease;

i nfecti dns sbh bindingi poditpepble domipdet dfotgimbla sthereirathe iV dobdimgre humgralVu
|nfect|QB|%pg parasitic infection, pathol ogical condi\i ons associ ated
with the Tﬁacenta and ot her pathologlcal conditions; aNd for use in
|nnDnotherapy 13. The bi ndi ng pol ypepti de conplex of an\ one of

claims 1-6, for n di agn und alin cel] prd |ferat|ve
di sor der’s, st’?d’h‘sﬁ eR%Y%@ U‘?FEF%W byt ﬁ'@a"yc adjpseeh 4| polyNgptide binding

OSteosarcﬁﬁlﬁﬁxaE@@&ﬁ#to&MQ}hb@ﬂelalﬁérlC@%ﬁ, cervical, oesophagey|,
breast, pancreas adder, head and neck and other solid tun®rs;

nyelopro!iferative di sorders, such as |eukem a, non-Hodgkin | -hona,
| eukopery a, LCRARGCH! OREALE 20AL QURBARISHY SALEP bol KANORIE FNGRM™:
aut oi mmune/in tory di sorders, suc § ergy, -

bowel dlesmmaftsmnctsesqnddsevy @mirs. and espl ratory t r act


ip-temp
Line


59

A host cell transformed with an expression vector of claim 8.

A method for the production of a binding polypeptide complex of any one of claims 1

mprising culturing the host cell of claim 9 and isolating the polypeptide complex.

position comprising the binding polypeptide complex of any one of claims 1-6
and a pharmiologically appropriate carrier, for the treatment of wound healing; cell
proliferative disoNJers, such as neoplasm, melanoma, lung, colorectal, osteosarcoma, rectal,
ovarian, sarcoma, ceyical, oesophageal, breast, pancreas, bladder, head and neck and other
solid tumours; myelopépliferative disorders, such as leukemia, non-Hodgkin lymphoma,
leukopenia, thromboc¥ppenia, angiogenesis disorder, Kaposis' sarcoma;
autoimmune/inflammatory diérders, such as allergy, inflammatory bowel disease, arthritis,
psoriasis and respiratory tract itfNlammation, asthma, immunodisorders and organ transplant
rejection; cardiovascular and vas3lar disorders, such as hypertension, oedema, angina,
atherosclerosis, thrombosis, sepsis, sSNock, reperfusion injury, and ischemia; neurological
disorders such as central nervous syXem disease, Alzheimer's disease, brain injury,
amyotrophic lateral sclerosis, and pain; dev&Ngopmental disorders; metabolic disorders such as
diabetes mellitus, osteoporosis, and obesity, ANQS and renal disease; infections such as viral
infection, bacterial infection, fungal infection and\arasitic infection, pathological conditions
associated with the placenta and other pathological conditions; and for use in immonotherapy.
12.  The binding polypeptide complex of any one of claNgs 1-6, for use in the treatment of
wound healing; cell proliferative disorders, such as neoplast\ melanoma, lung, colorectal,
osteosarcoma, rectal, ovarian, sarcoma, cervical, oesophageal, brdgst, pancreas, bladder, head
and neck and other solid tumours; myeloproliferative disorders, \uch as leukemia, non-
Hodgkin lymphoma, leukopenia, thrombocytopenia, angiogenesis disorNer, Kaposis' sarcoma;
autoimmune/inflammatory disorders, such as allergy, inflammatory bow disease, arthritis,

psoriasis and respiratory tract inflammation, asthma, immunodisorders and Wgan transplant

disorders such as central nervous system disease, Alzheimer's disease, brain \njury,
amyotrophic lateral sclerosis, and pain; developmental disorders; metabolic disorders sudq as

diabetes mellitus, osteoporosis, and obesity, AIDS and renal disease; infections such as vir
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infection, bacterial infection, fungal infection and parasitic infection, pathological conditions

associated with the placenta and other pathological conditions; and for use in immonotherapy.

13.\, The binding polypeptide complex of any one of claims 1-6, for use in diagnosing
wound Yealing; cell proliferative disorders, such as neoplasm, melanoma, lung, colorectal,
osteosarcoyga, rectal, ovarian, sarcoma, cervical, oesophageal, breast, pancreas, bladder, head
and neck an other solid tumours; myeloproliferative disorders, such as leukemia, non-
Hodgkin lymphdypa, leukopenia, thrombocytopenia, angiogenesis disorder, Kaposis' sarcoma;
autoimmune/inflan¥gatory disorders, such as allergy, inflammatory bowel disease, arthritis,
psoriasis and respiratdyy tract inflammation, asthma, immunodisorders and organ transplant
rejection; cardiovascularNand vascular disorders, such as hypertension, oedema, angina,
atherosclerosis, thrombosis,\sepsis, shock, reperfusion injury, and ischemia; neurclogical
disorders such as central néWyous system disease, Alzheimer's disease, brain injury,
amyotrophic lateral sclerosis, and Nain; developmental disorders; metabolic disorders such as
diabetes meilitus, osteoporosis, and o€gsity, AIDS and renal disease; infections such as viral
infection, bacterial infection, fungal inféNtion and parasitic infection, pathological conditions

associated with the placenta and other patho¥ggical conditions.
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THE CLAIMSDEFINING THE INVENTION ARE ASFOLLOWS:

1 A binding polypeptide complex consisting of a dimer of a first heavy chain and a
second heavy chain wherein:

each heavy chain comprises two Vy binding domains linked by a dimerisation
domain;

and each dimerisation domain comprises a least Cy2, Cy3 and optionaly Cu4

antibody constant domains from any class of immunoglobulin heavy chain gene.

2. A binding polypeptide complex of claim 1 wherein the Vy binding domains present at
the amino termini of the first and second heavy chain are identical, and the V4 binding

domains present at the carboxyl termini of the first and second heavy chains are identical.

3. A binding polypeptide complex of claim 1 or claim 2 wherein the V binding domains
are derived from natural Vy binding domains including camelid Vyy binding domains, or

modified V binding domains from any vertebrate.

4. The binding polypeptide complex of any one of the preceding claims, wherein the V

domains are human Vy domains.

5. An isolated polynucleotide encoding both heavy chains of a polypeptide binding
complex according to any one of clams 1 to 4.

6. A cloning or expression vector containing the isolated polynucleotide of clam 5

encoding the first and second heavy chains.

7. A host cell transformed with an expression vector of claim 6.
8. A method for the production of a binding polypeptide complex of any one of claims 1

to 4, comprising culturing the host cell of clam 7 and isolating the binding polypeptide

complex.
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9. A composition comprising the binding polypeptide complex of any one of claims 1 to

4 and a pharmacol ogically appropriate carrier.

10.  The binding polypeptide complex of any one of claims 1 to 4 or the composition of

clam 9, for usein therapy.

11.  The binding polypeptide complex of any one of claims 1 to 4, for use in diagnosing a

disease.
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