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241 AGACTCT

80 R L

301 CCTGTGCAGCCTCTGGAAGCATCTTCAGTATCAATGCCATGGGCTGGTACCGCCAGGCTC
100S CAASGSTFSITNAMGW¥YRQA
361 CAGGGAAGCAGCGCGAGTTGGTCGCAGCTATTACTAGTGGTGGTAGCACAAGGTATGCAG
1200P 6 K Q RELVAAITTSGGSTRYA
421 ACTCCGTGAAGGGCCGATTCACCATCTCCAGAGACAACGCCAAGAACACGGTGTATCTGC
1400 S VX G RFTTITSRDNAKNTVYL
481 AAATGAACAGCCTGAAACCTGAGGACACGGCCGTCTATTACTGTTTGATCTCTATGGTTC
160¢ M N S L KPEDTAVYYCLTISMV
541 GGGGAGCCCGTTTTGACTACTGGGGCCAGGGAACCCTGGTCACCGTCTCCTCAGAGCTCA
I80R GARFDYWGQGTLVTVS S ETL
601 AAACCCCACTT
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VDJgH [eACACGOCCBTGTAGTATCRGTRACECAGATE. ..o v e GEMGTACTHIGETC. . . .GEGR. LCR
VDig?2 BTICCCATIECGATC. .1, ... 1 HS1,2
VDJg'3 |GACRCGGCCETCTATTACTGPANTGCCACTACE. ATATITICACTGGITAT, . . TATA, VH (1-n)D( ) J(1n) HS3 | HS4
VDJg*4 [GRCACGECCOTCCRATCOBREACAB. . ..ouvsvvrs ceveenniieevininaanees 'GGTTACGTACTTT Ert
VDJg'5 (GACRCGO008TCTATAC TG TATGCACATE TR TTACTAT G T ICA06SACCCTATACCCTTACAC TACTACGGTATG.
J CHt C B/
VDl \TCAGCCTCCACCAAGGRCCCATCGRECTTCC
Dig*2 BOUPCAGCCTOCAC CARCGRCCEATCRSTCTTCCd
Dig'3 POOTCAGCCTOCET CARGGGCCCATCORTCTTCC]
VDlg4 IO CAGCCTCCACCARGGGCCCATCBATCTTCLC] H CH2 CH3 M1 M2
VDlg'5 FCCTCAGCCTCORCCARGGECCCATCAETCTTCCC] T
Cu
VDt [CTeRCaCCCTGCTCARGAGTACC T CCAGAECACAGCCGCCCTGRGCTGCCIGRTCRAGGAC TACTICCCCRRACCEE ey
VDJg*2 [CTeRCEC0CTGoNCCARGASCALC TCCRACA ACAGCGRCCCTROGCTECCTGRTCARGRACTACTICCCCRARCE RS #2600 ) FEETOEEOMH A DY
VDJg*3 £CPEeCaCOCTBCICCAGEASCACCTCORACAGCACAGCSRCCCTB0ECTCCTORTCAACGACTACEICCCCOAACCEE #:Cy
Vg4 (CT6GCaCCCTGCTCCARGAGCACTTCCGACABCATACCG3CCCTERECTGCCTCRTCARGEATACTICCCCRRACCES #11Ce
VDIg'5 LCTGECECCCTOCTCCAGGASCACCECCGAGAGCACAGCGECCCTGEGCTGLCRGETCARGGACTACTTCCCCGRACCG

CHt

VDIgH  MGACCETCTCCTGGAACTCAGRCOCTCIGACCAGCGECGTGCACACCTRCCCAGCTGICCTACACTCCTCAGEACTCTAL)
VDIg'2  GACGETRTCaGoARCTCAGRCACCTGACCARCEECOTGCACACCTTCCCARCTGTCCTACAGTCCTCAGRACTCTA
VDIg"3  MGACGETETCOTGRAACTCAGGCECTCTCACCAGCRGCGTORACACCTECCCAGCTGTCCIACAGTCCICAGGACTCTAC
VDIg*  meACGATGTCOTGGAACTCAGGCECTCTGACCAGCGRCOTGCACACCTTCCCAGCTERCCTACAGTCCTCAGGACTCTAC
VDIg"S  [TGACETGTComoGARCTCAGGCACTCTCACCARTBeCaTCACACCTTCLCACCTEICCIACAGTCCICAGEACTCTA]

CH1

VDJgH [FCCCTCAGCAGCT6ETEACCTGCCCOCARCAAC TR GCCACCCAGACC TACACC TGCRACGTAGATCACARSCCCAG]
VDIg"? [COCTCAGCAGC BTGEIGALCETGCCCICCACAAC PTCOACACCCAGACCACACC TGCAACGTACAICACARGCCCA
VDlg'3 [RCCCTCAGCAGCSGSTEACCSTGCCCRCEACAACTICOACACCCACACC TACACC IGCAAC TAGAICACARGECCAG)
VDlg*4 TC0CTCACCAGE CROGTEACCIGOCCTCCACAACTICOACACCCACACC FACACCTGCARCOTAGRPCACAAGCCAG
VDJg'5 JCCCTCARCAGCGTRTEACCRTSCCCICCARCAAC T TCGGCACCCAGACCTACACCTCCARCGTAGATCACARGCCCAG

o § e
Dig' (CCAMGAGCECARNTGIETGHCEAG)
VDIg'2 [CARCACCARGACOGCRARR
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This International Searching Authority found muitip]e (groups of)
inventiens in this international application, as follows:

1. claims: 1-40 (entirely)

Method for the production of a VH heavy chain-only antibody
in a transgenic mammal comprising the step of expressing a
heterclogous VH heavy chain locus in that mammal, wherein
the VH heavy chain Tocus comprises a heavy chain constant
region which does not encede a CH1 domain and which locus
when expressed, is capabie of forming heavy chain-only
antibodies of a defined class or classes; antibodies
produced by this method, uses thereaf, pharmaceutical
composition. .

2. claims: 41-43 {entirely); 64-73 (partiai?y)

Binding polypeptide complex comprising a dimer of a first
heavy chain and a second heavy chain wherein: each heavy
chain comprises a binding domain, an effector molety and a
dimerisation domain; the binding domain in the first heavy
chain may be of the same specificity as, or of a different
specificty from, the specificity of the binding domain in
the second heavy chain; the effector moiety in the first
heavy chain may have the same or different function from the
effector moiety on the second heavy chain; embodiments
thereof.

3. clatms: 44-51 (entirely); 62-73 (partialiy)

A polypeptide complex comprising a pair of heavy chains and
a pair of effector (light) chains, wherein: the pair of
heavy chains are associated with each other; one of the
effector (1ight) chains is associated with one of the heavy
chains and the other of the effector (1ight) chains is
associated with the other of the heavy chains; each heavy
chain comprises a binding domain, a dimerisation domain and
an effector moiety; the effector (1ight) chain comprises a
complementary assembly domain having attached to it an
effector moiety; and the effector domain of the heavy chain
and the complementary assembly domain of the effector
(1ight) chain associate with one another through
non—covalent interactions; embodiments thereof.

4. claims: 52-62 (entirely); 62-73 (partially)




(59) JP 2008-512987 A 2008.5.1

intemational Application Mo. PCT/GB2005 /002892

1
FURTHER INFORMATION CONTINUED FROM PCT/SA! 21

A binding polypeptide complex comprising a plurality of
heavy chain dimers and a J chain, wherein: the plurality of
heavy chain dimers are assembled by the J chain; each heavy
chain comprises a soluble binding domain and identical mu
CHZ , CH3 and CH4 domain; and there are at Teast two soluble
binding domains having different specificities in the
binding polypeptide complex; embodiments thereof.
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