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(57) ABSTRACT

An altered antibody chain is produced in which the CDR’s
of the variable domain of the chain are derived frem a firsl
mammalian species. Fhe framework-encoding regions of
DNA encoding the variable domain of the first species arc
mutated so that the mutated framework-encodiog regions
encode a framework derived from a second different mam-
malian species. The or each constant domain of the antibody
chain, if present, are also derived {rom the second mamma-
lian species.
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Fig. 1

HimdIII

AAGCTTATGAATATGCAAATCCTCTGAATCTACATGGTAAATATAGGTTTGTCTA

ACAAACAGAAAAACATGAGATCACAGTTCTCTCTACAGTTACTGAGCACACAGGAC

M GW S CIIULVFULV A TA AT
CCATGGGATGGAGCTGTATCATCCTCTTCTTGGTAGCAACAGCTACAGGTAAGGGG

CAGTAGCAGGCTTGAGGTCTGGACATATATATGGGTGACAATGACATCCACTTTGC

G VH S D I Q

LT QS PV S L S

CTCTCCACAGGTGTCCACTCCGACATCCAGCTGACCCAGTCTCCAGTTTCCCTGTC

S L G E TV NTIEC

CDR1

L ASEDTIY SD

TCTCTGGGAGAAACTGTCAACATCGAATGTCTAGCAAGTGAGGACATTTACAGTGA
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Fig.
'9- 1A CDR 2

3 AW Y Q Q KP GKSPQLTLTIZY[NTD
360 GCATGGTATCAGCAGAAGCCAGGGAAATCTCCTCAACTCCTGATCTATAATACAGA'

5 L Q N|/G VP S RTPFSGSGSGTOQUY S
420 TTGCAAAATGGGGTCCCTTCACGGTTTAGTGGCAGTGGATCTGGCACACAGTATTC

CDR 3
74 K I NS L QS EDUVATTYT FTC[QqyYN
480 AAAATAAACAGCCTGCAATCTGAAGATGTCGCGACTTATTTCTGTCAACAATATAAC

9 Y P W T|F G G G T K L E I K R
540 TATCCGTGGACGTTCGGTGGAGGGACCAAGCTGGAGATCAAACGTGAGTAGAATTT!

BamH1
600 TTTGCTTCCTCAGTTGGATCC
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Fig. 2
HindIII M G W S
AAGCTTGGCTCTACAGTTACTGAGCACACAGGACCTCACCATGGGATGGAGCT(

I L F LV ATATS GV HSDTIOQMT C
ATCCTCTTCTTGGTAGCAACAGCTACAGGTGTCCACTCCGACATCCAGATGACCC!
CD

P S S L S A S VGDRVTTITC|K A &
CCAAGCAGCCTGAGCGCCAGCGTGGGTGACAGAGTGACCATCACCTGTAAAGCAAC

N I DKUY L N[W Y QQEK PG KA P K I

AATATTGACAAATACTTAAACTGGTACCAGCAGAAGCCAGGTAAGGCTCCAAAGC!
CDR 2

I YN T N NULQT|G V P S R F S G S C

ATCTACAATACAAACAATTTGCAAACGGGTGTGCCAAGCAGATTCAGCGGTAGCG(

G TDFTU FTTISSULQZPETDTIAT?
GGTACCGACTTCACCTTCACCATCAGCAGCCTCCAGCCAGAGGACATCGCCACCT!
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CDR 3 Fig. 2A

C{(L Q H I SRUPRT|FGO QGTI KV ETIHK
TGCTTGCAGCATATAAGTAGGCCGCGCACGTTCGGCCAAGGGACCAAGGTGGAAATCAA

R TV A AP SV FIFPUPSDENZ QL KS
CGAACTGTGGCTGCACCATCTGTCTTCATCTTCCCGCCATCTGATGAGCAGTTGAAATC

G T A S VV CLIULNNTFUYPUREAIKVQ
GGAACTGCCTCTGTTGTGTGCCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACA(

W K VDNALG QS SGNS SO QETSUVTETNGQD
TGGAAGGTGGATAACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGA!

S K DS TyYSULSSTULTULS K ADYE
AGCAAGGACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGA(

K HKV YA CEUVTHA QG GTU LS S PV TK
AAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGTCACAAAI

S F N R G E C Trm HindIII
AGCTTCAACAGGGGAGAGTGTTAGAAGCTT
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