
505560 Ser Val Arg Gly Arg the Thr Ile Ser Arg Asp Asp Ser Lys Mn Thr
65707580 Val Tyr Leu Gln Met Asn Ser Leu Lys Thr Glu Asp Thr Ala Val Tyr
859095 Tyr cys ser Ala Ser Tyr Tyr Arg Tyr Asp val Gly Ala Trp Phe Ala
100105110 Tyr Trp Gly Gln Gly Thr Leu val Thr Val Ser Ser 115120 <210> 2
<211> 111 <212> PRT <213> Artificial Sequence <220> <223> V domain of K
chain of humanized antibody hB-P5L4M <400> 2 Asp Ile Val met Thr Gln Ser
Pro Asp Ser Leu Ala val Ser Leu Gly 151015  Sequence Listing Giu Arg Ala
Thr lie Mn Cys Arg Ala Ser Lys Ser Val Ser Thr Ser 202530 Gly Tyr Ser Tyr
Ile Tyr Trp Tyr Gin Gin Lys Pro Gly Gin Pro Pro 
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354045 Lys La La Ile Tyr La Ala 5cr Ile La Glu Ser Giy Val Pro Asp 5055GO
Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr La Thr Ile Ser 65707580 Ser
La Gin Ala Giu Asp Val Ala Val Tyr Tyr Cys Gin H 8590 Ser Arg 95  Glu Leu
Pro Trp Thr Phe Gly Gin Gly Thr Lys Val Glu Ile Lys 100105110 <210> 3 <211>
550 <212> DNA <213> Artificial Sequence  <220> <223> Part of plasmid
antibody hB-F5 <400> 3 gaggagctcc aqacaatgtc tgtctccttc ctcatcttcc
tggggtcagt gtcagugaga tgccgtattc acagcagcat cactttgctg tttccttttg
tctccaggtg tcctgtcaga ggggaggctt ggtgaaaccc ggaggttctc tgaggctctc
gtttcagtga ctgccggatg tactgggttc gccaggctcc ttggtgtgat ttcagtcaaa
tctgagaatt atggagcaaa gcagattcac tatttcaaga gatgattcaa aaaacacggt
tgaagaccga agacactgcc gggcctggtt tgcttactgg gccaagcttg  <210> 4 <211> 498
<212> DNA <213> Artificial Sequence 
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<220> <223> Part of plasmid encoding V domain o K chain of humanized
antibody hB-P5 <400> 4 ggaggatcca attatctgct gacttataat actactagaa
agcaaattta aatgacatat60 ttcaattata tctgagacag cgtgtataag tttatgtata
atcattgtcc attcctgact120 Page 2              Sequence Listing cgtgatgacc
cagtctccag aCtCCctggC ctgcagggcc agcaaaagtg tcagtacatc gaaaccagga
cagcctccta agctgctcat ccctgaccga ttcagtggca gcgggtCtgg gCaggCtgaa
gatgtggcag tttattactg cggCcaaggg accaaggtgg aaatcaaacg  <210> 5 <211> 372
<212> DNA <213> mus musculus  <400> 5 caggaatacc tcctgtgtca ccagggaagg
aattatgcag gtctatctgc tcctattata act gtctctg  ttgtggagac cctcgggttt
ggctggagtg agtctgtgag agatgagcag ggtacgaCgt ca  Cgggggaggc cagtttcagt
gattggtgtg gggcagattc attgagagag gggggcctgg  
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ttggtgaggc gactgccgga atttcagtca actatttcaa gaagaCaCtg tttgCttact
ctggaaattc tgtactggct aatctgagaa gagatgattc ccacttatta ggggcCaagg
tctgaaactc60 tcgccagcct120 ttatggagca180 aaaaagcagt240 ttgtagtgcc300
gactctggtc360 372  <210> 6 <211> 383 <212> DNA <213> mus musculus  <400> 6
gacattgtgc atctcatgca caacagatcc ggggtccctg cctgtggagg acgttcggtg
atcttcccac  tgacacagtc gggccagcaa caggacagcc gcaggttcag aggaggatgC
gaggcaccaa catccagtga  tccttcttcc aagtgtcagt acccaaactc tggcagtggg
tgcaacctat gctggagatc gca 
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ttagttgtat acatctggct ctcatctatc tctgggacag tactgtcagc aaacgggctg
ctctggggCa gagggccaCC acagttatat atattggtac ttgcatccat cctagaatct
acttcaccct caacatccat acagtaggga acttccgtgg atgctgcacc aactgtatcc  <210> 7
<211> 124 <212> PRT <213> mus musculus <400> 7 Gin Glu Tyr Leu Val Glu Thr
Gly Gly Gly Leu val Arg Pro Gly Asn 151015 Page 3  Sequence Listing Ser Leu
Lys Leu Ser Cys Val Thr Ser Gly Phe ser Phe ser Asp Cys 202530 Arg met Tyr
Trp Lea Arg Gin Pro Pro Gly Lys Gly Lea Gla Trp Ile 354045 Gly Val Ile Ser
Val Lys Ser Giu Asn Tyr Gly Ala Asn Tyr Ala Gla 505560 Ser Val Arg (fly Arg
Phe Thr Ile Ser Arg Asp Asp Ser Lys Ser Ser 65707580 

fcml
Line



Val Tyr Lea Gin met Ser Arg Lea Arg cia Gla Asp Thr Ala Thr Tyr 659095 Tyr
Cys Ser Ala Ser Tyr Tyr Arg Tyr Asp Val Gly Ala Trp Phe Ala 100105110 Tyr
Trp Giy Gin Giy Thr Lea Val Thr Val Ser Ala 115120 <210> 8 <211> 111 <212>
PRT <213> Mus masculas <400> 8 Asp Ile Val Lea Thr Gin Ser Pro Ser Ser Lea
Val Val Ser Lea Gly 1510/5 Gin Arg Ala Thr Ile Ser Cys Arg Ala Ser Lys Ser
Val Ser Thr Ser 202530 Giy Tyr Ser Tyr Ile Tyr Trp Tyr Gin Gin Ile Pro (fly
Gin Pro Pro 354045 Lys Lea Lea Ile Tyr Lea Ala 5cr lie Lea Chi Ser Gly Val
Pro Gly 505560 Arg Phe ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Lea Asn Ile
His 65707580 Pro val cia Gla Glu Asp Ala Ala Thr Tyr Tyr Cys Gin His Ser
Arg 859095 
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Claims:

1. Use of a humanized anti-CD4 antibody capable of activating CD4+CD25+ regulatory

T cells for the manufacture of a medicament for treating an autoimmune disease in a subject,

wherein the humanized anti-CD4 antibody comprises an H chain V domain, an L chain V

domain, and an IgG1 constant domain wherein:

(a) the H chain V domain comprises the sequences DCRMY,

VISVKSENYGANYAESVRG and SYYRYDVGAWFAY, and the L chain V

domain comprises the sequences RASKSVSTSGYSYIY, LASILES and

QHSRELPWT; and/or

(b) the H chain V domain has at least 80% sequence identity with SEQ ID No: 1 and

the L chain V domain has at least 80% sequence identity with SEQ ID No: 2,

wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 20 to 200 mg.

2. Use of a humanized anti-CD4 antibody for the manufacture of a medicament for

treating an autoimmune disease in a subject, wherein the humanized anti-CD4 antibody

comprises an H chain V domain, an L chain V domain, and an IgG1 constant domain,

wherein the H chain V domain has SEQ ID No: 1, and the L chain V domain has SEQ ID

NO: 2,

wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 20 to 200 mg.

3. Use according to claim 1 or claim 2 wherein the dose of the humanized anti-CD4

antibody is from 20 to 100 mg.

4. Use of a humanized anti-CD4 antibody capable of activating CD4+CD25+ regulatory

T cells for the manufacture of a medicament for treating an autoimmune disease in a subject,

wherein the humanized anti-CD4 antibody comprises an H chain V domain, an L chain V

domain, and an IgG1 constant domain wherein:
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(a) the H chain V domain comprises the sequences DCRMY,

VISVKSENYGANYAESVRG and SYYRYDVGAWFAY, and the L chain V

domain comprises the sequences RASKSVSTSGYSYIY, LASILES and

QHSRELPWT; and/or

(b) the H chain V domain has at least 80% sequence identity with SEQ ID No: 1 and

the L chain V domain has at least 80% sequence identity with SEQ ID No: 2,

wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 8 to 60 mg/m2 body surface area of the subject.

5. Use of a humanized anti-CD4 antibody for the manufacture of a medicament for

treating an autoimmune disease in a subject, wherein the humanized anti-CD4 antibody

comprises an H chain V domain, an L chain V domain, and an IgG1 constant domain,

wherein the H chain V domain has SEQ ID No: 1, and the L chain V domain has SEQ ID

NO: 2,

wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 8 to 60 mg/m2 body surface area of the subject.

6. Use according to claim 4 or claim 5 wherein the dose of the humanized anti-CD4

antibody is from 8 to 50 mg/m2.

7. Use of a humanized anti-CD4 antibody capable of activating CD4+CD25+ regulatory

T cells for the manufacture of a medicament for treating an autoimmune disease in a subject,

wherein the humanized anti-CD4 antibody comprises an H chain V domain, an L chain V

domain, and an IgG1 constant domain wherein:

(a) the H chain V domain comprises the sequences DCRMY,

VISVKSENYGANYAESVRG and SYYRYDVGAWFAY, and the L chain V

domain comprises the sequences RASKSVSTSGYSYIY, LASILES and

QHSRELPWT; and/or

(b) the H chain V domain has at least 80% sequence identity with SEQ ID No: 1 and

the L chain V domain has at least 80% sequence identity with SEQ ID No: 2,
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wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 0.2 to 2 mg/kg.

8. Use of a humanized anti-CD4 antibody for the manufacture of a medicament for

treating an autoimmune disease in a subject, wherein the humanized anti-CD4 antibody

comprises an H chain V domain, an L chain V domain, and an IgG1 constant domain,

wherein the H chain V domain has SEQ ID No: 1, and the L chain V domain has SEQ ID

NO: 2,

wherein the medicament is to be administered to the subject from every week to every 31

days,

and wherein the medicament is to be administered to the subject in a dose of the humanized

anti-CD4 antibody of from 0.2 to 2 mg/kg.

9. Use according to claim 7 or claim 8 wherein the dose of the humanized anti-CD4

antibody is from 0.2 to 1.5 mg/kg.

10. Use according to any preceding claim wherein the medicament is to be administered

every week, every 10 days, every four weeks or every calendar month.

11. Use according to any preceding claim wherein the medicament is to be administered

intramuscularly, intravenously or subcutaneously.

12. Use according to any preceding claim wherein the autoimmune disease is selected

from psoriasis, rheumatoid arthritis, multiple sclerosis, type-1 diabetes, inflammatory bowel

diseases, Crohn's disease, autoimmune thyroiditis, autoimmune myasthenia gravis, systemic

lupus erythematosus and transplantation-related diseases.

13. Use according to claim 12, wherein the transplantation-related disease is graft-versus-

host or general organ tolerance issues.

14. Use according to claim 12, wherein the disease is psoriasis or rheumatoid arthritis.
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15. A kit when used for treating an autoimmune disease, wherein the kit comprises a

plurality of doses of a pharmaceutical composition, the pharmaceutical composition

comprising a humanized anti-CD4 antibody capable of activating CD4+CD25+ regulatory T

cells and a pharmaceutically acceptable carrier, the pharmaceutical composition of each dose

comprising from 20 to 200 mg of the humanized anti-CD4 antibody, wherein the humanized

anti-CD4 antibody comprises an H chain V domain, an L chain V domain, and an IgG1

constant domain, wherein:

(a) the H chain V domain comprises the sequences DCRMY, VISVKSENYGANYAESVRG

and SYYRYDVGAWFAY, and the L chain V domain comprises the sequences

RASKSVSTSGYSYIY, LASILES and QHSRELPWT; and/or

(b) the H chain V domain has at least 80% sequence identity with SEQ ID No: 1 and the L

chain V domain has at least 80% sequence identity with SEQ ID No: 2.

16. A kit according to claim 15 wherein the humanized anti-CD4 antibody has V domains

defined by the following polypeptide sequences:

- H chain V domain:

EEQLVESGGGLVKPGGSLRLSCAASGFSFSDCRMYWLRQAPGKGLEWIGVISVKSEN

YGANYAESVRGRFTISRDDSKNTVYLQMNSLKTEDTAVYYCSASYYRYDVGAWFA

YWGQGTLVTVSS (SEQ ID NO: 1)

- L chain V domain:

DIVMTQSPDSLAVSLGERATINCRASKSVSTSGYSYIYWYQQKPGQPPKLLIYLASILE

SGVPDRFSGSGSGTDFTLTISSLQAEDVAVYYCQHSRELPWTFGQGTKVEIK (SEQ ID

NO: 2),

or V domains comprising polypeptide sequences having at least 90% sequence identity with

SEQ ID NO: 1 and SEQ ID NO: 2.
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