WHAT IS CLAIMED IS:

1. An isolated antibody comprising a heavy chain (HC) immunoglobulin variable
domain sequence and a light chain (LC) immunoglobulin variable domain sequence,

wherein the heavy chain and light chain immunoglobulin variable domain sequences
form an antigen binding site that binds to human FcRn; and wherein the antibody includes one or
more of the following characteristics:

(a) a human CDR or human framework region;

(b) the LC immunoglobulin variable domain sequence comprises one or more
CDRs that are at least 85% identical to a CDR of a LC variable domain of MO171-A03, MOI71-
A01, MO159-A07, MO161-B04, MO0O90-F11 or DX2500;

(c) the HC immunoglobulin variable domain sequence comprises one or more
CDRs that are at least 85% identical to a CDR of a HC variable domain of MO171-A03, MO171-
A0, M0O159-A07, M0161-B04, MO0OS0-F11 or DX2500;

(d) the LC immunoglobulin variable domain sequence is at least 85%
identical to a LC variable domain of MO171-A03, M0171-A01, M0159-A07, MO161-B04,
MOO90-F11 or DX2500;

(e) the HC immunoglobulin varable domain sequence ts at least 85%
identical to a HC variable domam of MO171-A03, MO171-A01, MO159-A07, M0O161-B04
MOO90-F11 or DX2500; and

(t) the antibody binds an epitope that overlaps with an epitope bound by
MO171-A03, MO171-A01, M0O159-A07, M0161-B04, MO090-F11 or DX2500.

2. An isolated antibody that is at least 85% identical to an antibody selected from the
group consisting of MO171-A03, MO171-A01, M(0159-A07, MO161-B04, M0OO90-F11 and
DX2500.

3. An isolated antibody that 1s at least 85% identical to MO161-B04.

4. An isolated antibody that is at feast 85% identical to M0171-A03.



5. An isolated antibody that is at least 85% identical to MO171-A01.

6. An isolated antibody that is at least 85% identical to MO159-A07.

7. An isolated antibody that is at least 85% identical to M0O0O90-F11.

8. An isolated antibody that is at least 85% identical to DX-2500.

9. The antibody of claim 1, wherein the antibody binds to an FcRn epitope bound by

MO171-A03, MO171-A01, MO159-A07, MO161-B04, MOOS0O-F11 or DX2500.

10. The antibody of claim 1, wherein the antibody competes with M0O171-A03,
MO171 AOL, MO159-A07, M0O161-B04, M0090-F11 or DX2500 for binding to FcRn.

11. An isolated antibody, or a fragment thereof, which binds to human FcRn, wherein
the antibody is generated against the heavy chain of human FcRn or a fragment thercof, wherein
the antibody functions as a non-competitive inhibitor of 1gG binding to human FeRn, and

wherein the antibody does not bind f2-microglobulin.

12, An isolated antibody, or fragment thereof, that binds to human FcRn, wherein the
antibody is generated against the heavy chain of human FeRn or a fragment thereof, wherein the
antibody does not bind f2-microglobulin when it is not complexed with FcRuo, and wherein the

antibody is not produced from a FeRn -/- knockout mouse.

3. The antibody of claim 12, wherein the antibody is selected from the group

consisting of 3B3.11, 31.1,4B4.12, and 17D3.

i4. The antibody of any one of ¢laims 1-13, wherein the antibody binds human FcRn

at about pH range 5-7.4 with a dissociation constant (Kp) of less than 100 nM.



15. The antibody of any one of claims 1-13, wherein the antigen binding site

specifically binds to human FcRn.

16. The antibody of any one ot claims 1-13, wherein the antibody binds a stable FeRn

expressing cell line.

17. The antibody of any one of claims 1-13, wherein the antibody modulates FcRn

binding to an antibody/immunoglobulin constant region.

18. The antibody of any one of claims 1-13, wherein the antibody binds to the alpha

subunit of FcRn.

19, The antibody of any one of claims [-13, wherein the antibody binds the al, «2, or

o3 domain of the FcRn alpha chain.

20. The antibody of any one of claims 1-13, wherein the antibody does not bind a beta

subunit of FcRn, i e., the protein only binds an alpha subunit,

21 The antibody of any one of claims 1-13, wherein the antibody binds to a beta

subunit of FcRu, wherein the beta subunit is associated with an alpha subunit.

22, The antibody of any one of claims 1-13, wherein the alpha and beta subunit are

correctly assembled into FcRn.

23. The antibody of any one of claims 1-13, wherein the antibody binds an FcRn that

contains both an alpha subunit and a beta subunit and is correctly assembled.

24, The antibody of any one of claims 1-13, wherein the antibody inhibits the binding

of IgG-Fc with an [Csq of less than about 800 nM, less than about 600 nM, less than about 300
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nM. less than about 100 nM., less than about 50, nM, less than about 25 nM, less than about 10

nM, or less than about 5 nM at about pH 6.

25. The antibody of any one of claims 1-13, wherein the antibody is soluble Fab.

26. The antibody of any one of c¢laims 1-13, wherein the antibody binds to FeRn

through its antigen binding domain and also through its Fc region.

27. The antibody of any one of claims 1-13, wherein the binding of the antibody to

FcRn is substantially pH independent in the range of 2-10.

28. The antibody of any one of claims 1-13, wherein the binding of the antibody to

FcRn is substantially pH independent in the range of 6-8.

29. The antibody of any one of claims 1-13, wherein the antibody has a ko of less

than 0.01, 0.001, 0.0001, 0.00001 5™ at pH 7.5.

30. The antibody of any onc of claims 1-13, wherein the binding of the antibody to

FcRn is substantially pH dependent.

31 The antibody of any one of claims 1-13, wherein the antibody preferentially binds

human FeRn as compared to rat FcRo in a pH-dependent or pH-independent manner.

32 The antibody ot any one of claims 1-13, wherein the antibody binds FeRn in

endosomes or under endosomal conditions.

33. The antibody of any one of claims 1-13, wherein the antibody does not release

FeRn at pH 7.5,



34 The antibody of any one of claims 1-13, wherein the antibody causes an
amelioration of symptoms associated with an autoimmune disorder when administered to a

subject.

35 The antibody ot any one of claims 1-13, wherein the HC and LC variable domain

sequences are components of the same polypeptide chain.

36. The antibody of any one of claims 1-13, wherein the HC and LC variable domain

sequences are components of different polypeptide chains.

37. The antibody of any one of claims 1-13, wherein the antibody is a full-length
antibody.
38. The antibody of any one of claims 1-13, wherein the antibody is a human or

humanized antibody or is non-immunogenic in a human.

39. The antibody of any one of claims 1-13, wherein the antibody comprises a human

antibody tramework region.

40. The antibody of any one of claims [-13, wherein the antibody comprises an Fc
domain.

41. The antibody of any one of claims 1-13, wherein the antibody is a murine
antibody.

42. The antibody of any one of claims 1-13, wherein the antibody is a monoclonal
antibody.

43, The anttbody of any one of claims 1-13. wherein the antibody is chimeric or
humanized.



44. The antibody of any one of claims 1-13, wherein the antibody is selected from the

group consisting of Fab, F(ab)'2, Fv and Sclv.

45. The antibody of any one of claims 1-13, wherein the antibody binding to FcRn 1s

independent of the pH over a pH range 0of 6.0 to 8.0.

46. An isolated nucleic acid comprising a sequence that encodes a polypeptide that
includes a sequence at least 80% identical to the sequence of a variable domain of MO171-A03,

MOP71-A0T, MOI59-A07 or MOT61-B04.

47. Use of the antibody of any one of claims 1-45 in the manutacture of a
medicament for detecting FcRn in a subject, the use comprising:

administration of the medicament, that turther comprises a detectable label, to a subject;
and

detecting the label in the subject, wherein the detecting comprises imaging the subject.

48. A method of modulating an FeRn activity, the method comprising:
contacting an FeRn with the antibody of any one of claims 1-45, thereby modulating the

activity of the FcRn, wherein the antibody prevents binding of the FcRn to an endogenous lg.

49. A method of modulating an FcRn activity, the method comprising:
contacting an FcRn with the antibody of any one of claims 1-45, thereby modulating the

activity of the FcRn, wherein the antibody prevents binding of the FcRn to a therapeutic

antibody.
50. The method of claim 48 or 49, wherein the FcRn is in an epithelial cell endosome,
51. The method of claim 48 or 49, wherein the FcRn 1s 1n an endothelial cell
cndosome.



52. The method of ¢laim 48 or 49, wherein the FeRn is on the cell surface.

53. Use of the antibody of any one of claims 1-45 in the manufacture of a
medicament for treating pemphigus and/or modulating symptoms of pemphigus, , wherein the

pemphigus is pemphigus vulgaris, pemphigus foliaceus or paraneoplastic pemphigus.

54. Use of the antibody of any one of claims 1-45 in the manufacture of a
medicament for treating an autoimmune disorder and/or modulating symptoms of an

autoimmune disorder, wherein the antibody decreases the half-life of endogenous IgG.

55. A method of modulating the half-life/levels of circulating IgG, the method
comprising:

identifying a subject in need of modulated circulating 1gG half life/levels; and

administration of the antibody of any one of claims 1-45 to the subject in an amount
effective to modulate the half life/levels of circulating [gG in the subject, wherein the method

reduces circulating 1gG half life/levels.

56. The method of claim 55, wherein the antibody i1s administered to decrease the half
life/levels of circulating [g(G and in combination with an anti-autoimmune disorder agent or

therapy that is not the antibody of any one of claims [-45.

57. Use of the antibody of any one of claims 1-45 in the manufacture of a
medicament for treating or preventing an autoimmune disorder, the use comprising:
administration of the medicament to a subject having the disorder or at risk of developing the

disorder.

58. The use of claim 57, wherein the autoimmune disorder is characterized by

unwanted circulating 1gG.



59. The use of claim 57, wherein the antibody decreases the half-life of endogenous

leG

60. The use of claim 57, wherein the autoimmune disorder is a disorder selected from
rheumatoid arthritis (RA), systemic lupus erythematosus (SLE), Myasthenia Gravis (MG),
Graves Disease, Idiopathic Thrombocytopema Purpura (ITP), Guillain-Barre Syndrome,
autoimimune myocarditis, Membrane Glomerulonephritis, diabetes mellitus, Type T or Type 1l
diabetes, multiple scierosis, Reynaud’s syndrome. autoimmune thyroiditis, gastritis, Celiac
Disease, Vitiligo, Hepatitis, primary biliary cirrhosis, inflammatory bowel disease,
spondyloarthropathies, experimental autotmmune encephalomyelitis, immune neutropenia,
juvenile onset diabetes, and immune responses associated with delayed hypersensitivity
mediated by cytokines, T-lymphocytes typically found in tuberculosis. sarcoidosis, and
polymyositis. polyarteritis, cutaneous vasculitis, pemphigus, pemphigold. Goodpasture’s
syndrome, Kawasaki’s disease, systemic sclerosis, anti-phospholipid syndrome, and Sjogren’s

syndrome.

61. The use of claim 60, wherein the pemphigus is pemphigus vulgaris, pemphigus

foliaceus or paraneoplastic pemphigus.

62. Use of the antibody of any one of claims 1-45 in the manufacture of a
medicament for treating or preventing an autoimmune disorder. the use comprising:
administration of the medicament, in combination with a second therapy for treating or

preventing the disorder to a subject having the disorder or at risk of developing the disorder.

63. The use of claim 62, wherein the second therapy comprises intravenous lg
therapy; nonsteroidal anti-inflammatory drugs (NSAID): corticosteroids; cyclosporins,
rapamycins, ascomycins, or their immunosuppressive analogs, e.g., cyclosporin A, cyclosporin
G, FK-506, rapamycin, 40-O-(2-hydroxy)ethyl-rapamycin; cyclophosphamide; azathioprene;
methotrexate; brequinar; FTY 720, leflunomide; mnizoribine; mycophenolic acid;

mycophenolate mofetil; 15-deoxyspergualine; immunosuppressive monoclonal antibodies, ¢.g.,



monoclonal antibodies to leukocyte receptors, e.g.. MHC, CD2, CD3, CD4, CD7, CD25, CD28,

B7, CD45, or CDAR or their ligands; other immunomodulatory compounds, e.g. CTLA4lg: or

selectin antagonists and VLA-4 antagonists.

64. Use of an antibody or a fragment thereof according to any one of claims 1-45 in
the manufacture of a medicament for reducing the concentration of undesired antibodies in an
individual, wherein the medicament is to be administered in a pharmaceutically acceptable

carrier.

65. Use of an antibody or a fragment thereof according to any one of claims 1-45 in
the manufacture of a medicament for reducing the concentration of undesired antibodies in an

individual, wherein the medicament is to be administered with an adjuvant.

66. Use of an antibody or a fragment thercof according to any one of claims [-45 in
the manufacture of a medicament for reducing the concentration of undesired antibodies in an

individual, wherein the undesired antibody is non-self Human Leukocyte Antigen.

67. The use of claim 66, wherein the administered antibody or fragment thereot 1s to

be administered in connection with organ transplant.

68. Use of an antibody or a fragment thereof according to any one of claims 1-45 in
the manufacture of a medicament for reducing the binding of IgG to FeRn in an individual
comprising the steps of

providing an antibody or a fragment thereot which binds to human FeRn, is generated
against the heavy chain of human FcRn or a fragment thereof, is a non-competitive inhibitor of
l¢gG binding to human FcRn and does not bind B2-microglobulin; and

administration of the medicament to an individual in an amount sufficient to reduce the

binding of IgG to FcRn in the individual.
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69, The use of claim 68, wherein the individual has an autoimmune or alloimmune

disease.

70.  The use of claim 68, wherein the mdividual 1s an organ transplant recipient.

71.  The use of claim 68, wherein the individual has been administered a therapeutic
antibody.

72, The use of claim 08, wheremn the autoimmune discase 1S immune

thrombocytopenia.

73.  The use of claim 68, wherein the antoimmune disease 18 immune pemphigus.

74. The use of claim 68, wherein the antibody is to be administered at a dosage of 1

meg/kg to 2 g/kg.

75. The use of claim 68, wherein the antibody is to be administered at a dosage of'1

mg/kg to 200 mg/ke.

76. Use of an antibody or a fragment thereof which binds to human FcRn for the
manufacture of a medicament for suppressing the level of an IgG antibody in an individual
comprising the steps of

providing an antibody or a fragment thereof which binds to human FeRn, is generated
against the heavy chain of human FcRn or a fragment thercof, is a non-competitive inhibitor of
g binding to human FcRn and does not bind 2-microglobulin; and

administration of the medicament to an individual in an amount sufficient to suppress the

level of an IgG antibody in an individual.

77. The use of claim 76, wherein the IgG antibody is a therapeutic 1gG antibody.



78.

79.

Antigen.

80.

step.

The use of claim 76, whereimn the therapeutic IgG antibody is natalizumab.

The use of claim 76, wherein the 1gG antibody is non-self Human Leukocyte

The use of claim 76, wherein the method further comprises a plasma exchange
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e~ WHATIS CLATMED 18

/

. An isolated antibody comprising a heavy chain (HC) immunogiobulin variable _//

domain sequence and a light chain (LC) immunoglobulin variable domain sequence, f/

5 wherein the heavy chain and light chain immunoglobulin variabie domain sequengé's
g

form an antigen binding site that binds to human FcRn; and wherein the antibody inclgdés

rd
-
ra

one or more of the following characteristics:
{a} & human CDR or human framework region; /
(b} the LC immunoglobulin variable domain sequence comprige’é one or more
10 - CDRs that are at least 85% identical to a CDR of & LC variable do;n‘éin of M0171-
AD3, MO171-A01, MO159-A07, MO161-B04, M0OOS0-F1lor DXE’%OO;
(c) the HC immunogiobulin variable domain sequeng/e“(/:omprises one or more
CDRs that are at least 85% identical to a CDR of a HC Vg;-i’éble domain of MO171-
A03, MO171-A01, M01359-A07, MO161-B04, MOOQO/}F’II or DX2500;
15 (d) the LC immunoglobulin variable domgi:}/éequcnce is at Jeast 85% identical
to a LC variable domain of M0171-A03, MO]?I;_A/OL M0O159-A07, M0161-B04,
MOO90-F11 or DX2500;
(e) the HC immunoglobulin variablg’ domain sequence is at feast 85% identical
o 2 HC variable domain ofMQI'?l-AOS;.sf"g/IOI’/I -A01, MO159-A07, M0161-B04

P
20 MO090-F 11 or DXX2500; and y

K
S

(f) the antibody binds an ep‘fiope that overlaps with an epitope bound by
J
MO171-A03, MOT71-AD], MO_}-S9-AO7, MO161-B04, MO090-F11 oF DX2500,

2. An isolated ant_%bpd/y that is at Jeast 85% identical to an antibody selected from
25 the group consisting of MOI’{}'{AOB, MO171-AD1, M0159-A07, MO161-B04, MC090-F11 and
DX2500,
S
3. An isgléted antibody, wherein the antibody is selected from the group

consisting of M0 /1?7/; -A03, M0171-A01, M0159-A07, MO161-B04, MOO9O-F11 and DX2504.
30 /
4. / Anisolated antibody comprising the CDRs of M0161-B04,

/5. An isolated antibody that is at least 85% identical to M0161-B04.
o/
/
//

/

127




10

20

25

Ky

6. An isolated antibody comprising the CDRs of M0171-A03.
7. An isolated antibody that is at least 85% identical to M0171-A03.
8. An isolated antibody comprising the CDRs of M0171-A01,

9. An isolated antibody that is at least 85% identicai to M0171-A0 11./

. /
Vi

10.  Anisolated antibody comprising the CDRs of MO;SQ*AO‘fo/
s
o f/
11, Anisolated antibody that is at least 85% identical to M0159-A07.

12, An isolated antibody comprising the CDRs of M0030-F11,
13, Anisolated antibody that is at least 83% }demicai to MOOYO-F11,
/CéRs of DX.2500,

14.  An isolated antibody comprising y

15.  An isolated antibody that is ajdeast 85% identical to DX-2500,

16.  The antibody of claim 1'wherein the HC variable domain sequence comprises
a variable domain sequence of M(0161-B04 and the LC variable domain sequence comprises
a variable domain sequence of MG161-B04.

17.  The antib? of claim !, wherein the HC variable domain sequence comprises
a variable domain seynce of M0171-A03 and the LC variable domain sequence comprises

a variable domain seguence of M0171-A03.
8. e antibody of claim 1, wherein the HC variable domain sequence comprises

a variable dgmain sequence of M0171-A01 and the LC variable domain ssguence comprises

a variablg’domiain sequence of MO171-A01,
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19.  The antibody of claim 1, wherein the HC variable domain sequence comprises
a variable domain sequence of M0159-A07 and the LC variable domain sequence compriges

a variabie domain sequence of M0159-A07.

20.  Theantibody of claim 1, wherein the HC variable domain sequence compfises
a variable domain sequence of M00G9)-F1! and the LC variable domain sequence cowgises 8
variable domain sequence of M0090-F11. /

21.  The antibody of claim 1, wherein the HC variable domain scﬁ_éz somprises
a variable domain sequence of DX2500 and the LC variable domain sequerce comprises a

varitable domain sequence of DX2500.

22, The antibody of claim 1, wherein the antibody binds to an FcRn epitope bound
by MO171-A03, M0O171-A01, M0O15%-A07, MO161-B04, M0€}90<F}.1 or DX2500.

23, The antibody of claim 1, wherein the anti}xody competes with MOL71-A03,
MO171 AD1, MO159-AG7, M0161-B04, M0090-F11 opDX 2560 for binding to FcRn,

24, Anisolated antibody, or a fragment thereof, which binds to human FcRa,
wherein the antibody is generated against the hélvy chain of human FcRn or a fragment
thereof, wherein the antibody functions as a’'nen-competitive inhibitor of IgG binding fo
human Feln, and wherein the antibody :}o/:s not bind 2-microgiobulin.

25.  Anisolated antibody, or fragment thereof, that binds to human FcRn, wherein
the antibody is generated against'the heavy chain of human FcRn or a fragment thereof,

wherein the antibody does j/bind B2-microgiobulin when it is not complexed with FoRua,
and wherein the antibody i€ not produced from a FcRn -/~ knockout mouse.

26,  The aptibody of claim 25, wherein the antibody is selected from the group
consisting of 3B3.41, 31.1, 4B4.12, and 17D3.

27. / The antibody of any one of claims 1-26, wherein the antibody binds human
FcRa at about pH range 3-7.4 with a dissociation constant (Kp) of less than 100 nM.
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28.  The antibody of any one of claims 1-26, wherein the antigen binding site
specificaily binds to human FeRn.

29.  The antibody of any one of claims 1-26, wherein the antibody binds a stabie
FcRn expressing cell line.

30.  The antibody of any one of claims 1-26, wherein the antibody mgziuiatcs FcRn

7
binding to an antibody/immunogiobulin constant region. /
.—‘/}:.

31.  The antibody of any one of claims 1-26, wherein the anti’éody binds to the

alpha subunit of FcRn. ' ,//
/

32.  The antibody of any one of claims 1-26, wher?n the antibody binds the &1,

o2, or o3 domain of the FeRn alpha chain. /,

33.  The antibody of any one of ¢laims 1-26/ wherein the antibody does not bind a

beta subunit of FcRn, i.e., the protein only binds 7é/¢ha subunit,

34.  The antibody of any one of 0;7’45 1-26, wherein the antibody binds 1o a beta

subunit of FcRn, wherein the beta subunit i'associated with an alpha subunit,

35, The antibody of any oné of claims 1-26, wherein the alpha and beta subunit

are correctly assembled into FcRn.

36, The antibody of any one of claims 1-26, wherein the aniibody binds an FcRn

that contains both an alpha $ubunit and a beta subunit and is correctly assembled.

37.  The antibody of any one of claims 1-26, wherein the antibody inhibits the
binding of IgG-Fc vith an 1Csg of less than about 800 nM, less than about 600 nM, less than
about 300 nM, lg5s than about 100 ni, less than about 50, nM, less than about 25 nM, less
than about 10/nM, or tess than about 5 nM at about pH 6.
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through its antigen binding domain and aiso through its Fc region.

38.  The antibody of any one of claims 1-26, wherein the antibody is soluble Fab,

39.  The antibody of any one of claims [-26, wherein the antibody binds to F¢

40.  The antibody of any one of claims 1-26, wherein the binding of ti}g antibody
to FeRn is substantially pH independent in the range of 2-10. /

41.  The antibody of any one of claims 1-26, wherein the bind};fé of the antibody
to FeRn is substantiajly pH independent in the range of 6-8. /

;

42.  The antibody of any one of claims 1-26, wherein { ¢ antibody has a korof less
Y Y

‘than 001, 0.001, 0.0001, 0.00001 5 at pH 7.5. /

/

43.  The antibody of any one of claims 1-26, wherein the binding of the antibody
1o FeRn is substantially pH dependent.

44.  The antibody of any one of claims ¥-26, wherein the antibody preferentially

binds hurnan FcRn as compared to rat FcRn in @ pH-dependent or pH-independent manner.

45.  The antibody of any one of, 4;15 1-26, wherein the antibody binds FeRn in

endosomes or under endosomal conditi

46,  The antibody of any one of claims 1-26, wherein the antibody does not release
FeRn at pH 7.5.

47. The antibo

amelioration of symptoms associated with an autoimmune disorder when administered to a

of any one of claims 1-26, wherein the antibody causes an

subject.

48,

domain sequegnces are components of the same polypeptide chain.

e antibody of any one of claims 1-26, wherein the BC and 1.C variable
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49, The antibody of any one of claims 1-26, wherein the HC and LC variable

domain sequences are components of different polypeptide chains.

50.  The antibody of any one of claims 1-26, wherein the antibody s a full-lergth
antibody.

51.  The antibody of any one of claims 1-26, wherein the antibody is 4 human or

humanized antibody or is non-immunogenic in a human.

52.  The antibody of any one of claims 1-26, wherein the ant; ody comprises a

human antibody framework region.

53.  The antibody of any one of claims 1-26,wherein the antibody comprises an Fc

domain.

54.  The antibody of any one of claims 1.26, herein the antibody is a murine

antibody.

55.  The antibody of any one of claimgs 1-26, wherein the antibody is 2 monoclonal

antibody.

56.  The antibody of any ong,/6f claims 1-26, wherein the antibody is chimeric or

humanized.

57.  The antibody of dny one of claims 1-26, wherein the antibody is selected from

the group consisting of Fab, F{ab)2, Fv and ScFv.

58, The anti¥ody of any one of claims 1-26, wherein the antibody binding to FcRn
is independent of the/pH over a pH range of 6.0 to 8.0,

59, pharmaceutical composition comprising the antibody of any one of claims

armaceutically acceptabie carrier.
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60.  Anisolated nucleic acid comprising a sequence that encodes a polypeptide
that includes a sequence at least 80% identical {o the sequence of a variable domain of
MO171-A03, M0171-A01, M0159-A07 or M0O161-B04.

5 ' 61.  Anisolated nucleic acid comprising a sequence that encodes a polypeptide
comprising the first and/or the second immunoglobulin variable domain of an anti/t/;/ddy of any

one of claims 1-38, /

62. A vector comprising the nucleic acid sequence of claim 61 /gf 62.
10 /

63.  Ahcst cell comprising the nucleic acid of claim 6] or 62.
. /

/
64.  Amethod of detecting an FcRn in 4 sample, the fgn’/emod comprising:
contacting the sample with the antibody of any one of clairri_s"/i-SS;

15 ard detecting an interaction between the antibody afhd the FcRn if present,

65.  The method of claim 64, wherein the antibody further comprises a deteciable
label.

20 66. A method of detecting FcRn i a subject, the method comprising:
administering the antibody 0f any one of claims 1-58, that further comprises a

detectable label, to a subject; and

detecting the label in the subject,
25 67.  The method of plaim 66, wherein the detecting comprises imaging the subject.
68. A method ¢f modulating an FcRn activity, the method comprising:

contactifig an FcRn with the antibody of any one of claims 1-58, thereby .
modulating the actiyity of the FeRn,

i

he method of claim 68, wherein the FcRn is in a human subject,

The method of claim 68, wherein the antibody prevents binding of the FcRn 1o

an engogenous g,
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Tl

The method of claim 68, wherein the antibody prevents binding of the FcRn 1o

a therapeutic antibody.

72. The method of claim 68, wherein the FcRn is in an epithelial cell endosge.
//i
73.  The method of ciaim 68, wherein the FcRn is in an endothelial cc}i’éndoseme.
74.  The method of claim 68, wherein the FeRn is on the cell m;(a/ce.
//
75. A method of ireating an autoimmune disorder and/or mddulating symptoms of
an autoimmune disorder, the method comprising: /

administering the antibody of any one of claims 1-58 in /aﬂ arnount sufficient to

modulate the symptoms. . /

76.

The method of claim 75, wherein the autginmmune disorder is a disorder

selected from the group consisting of: rheumatoid arthritis (RA), systemic lupus

erythematosus (SLE), Myasthenia Gravis (M), Gfaves Disease, Idiopathic

Thrombocytopenia Purpura (ITP), Guiliain-Barre Syndrome, autoimmune myocarditis, -

Membrane Glomerulonephritis, diabetes mellitus; Type I or Type IT diabetes, multiple

sclerosis, Reynaud's syndrome, autoirmzré thyroiditis, gastritis, Celiac Disease, Vitiligo,

Hepatitis, primary biliary cirrhosis, ;12
experimental autoimmone encephal

and immune responses associat

matory bowel disease, spondyloarthropathies,
yelitis, immune neutropenia, juvenile onset diabetes,

with delayed hypersensitivity mediated by cytokines, T-

lymphocytes typically found in'tuberculosis, sarcoidosis, and polymyositis, polyarteritis,

cutaneous vasculitis, pemphigus, pemphigold, Goodpasture's syndrome, Kawasaki's disease,

systemic sclerosis, anti-pHospholipid syndrome, and Sjogren's syndrome.

77

The method of claim 76, wherein the pemphigus is pemphigus vulgaris,

pemphigus foliageus or paraneoplastic pemphigus.

endoge
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79. A method of modulating the half life/levels of circulating IgG the method
comprising:

identifying a subject in need of modufated circulating 1gG half life/levels; and

administering the antibody of any one of ¢claims 1-38 to the subject in amount

effective to modulate the half life/levels of circulating Ig(3 in the subject.

80.  The method of claim 79, wherein the method reduces circulating IgG half

lifefievels.
81.  The methed of claim 79, wherein the subjectis a humap./

82.  The method of claim 79, wherein the antibody is aAﬁstered to decrease the

half lifeflevels of circulating 1gG and in combination with an afti-autoimmune disorder agent

or therapy that is not the antibody of any one of claims 1-58

83. A method of treating or preventing an adtoimmune disorder, the method
comprising: administering the antibody of any one }) claims 1-58 to a subject having the

disorder or at risk of deveioping the disorder.

84,  The method of claim 83, whefein the autoimmune disorder is characterized by

unwanied circulating IgG.

85.  The method of claim é/B, wherein the antibody decreases the half-life of

endogenous IgG

6. The method gof claim 83, wherein the autoimmune disorder is a disorder
selected from rheumatoidgrthritis (RA), systernic lupus ervthematosus (SLEY, Myasthenia
Gravis (MQ), Graves D’i/sease, idiopathic Thrombocytopenia Purpura (ITP), Guillain-Barre
Syndrome, autoimr? ne myocarditis, Membrane Glomerulonephritis, diabetes meliitus, Type
For Type 11 diabctés, multiple sclerosis, Reynaud's syndrome, autoimmune thyroiditis,
gastritis, Ceiiae/é)isease, Vitiligo, Hepatitis, primary biliary cirrhosis, inflammatory bowel
disease, spori{i/yioarthropathiem experimental autoimmune encephalomyelitis, immune
neutropenia, juvenile onset diabetes, and immune responses associated with delayed

hypersénsitivity mediated by cytokines, T-lymphocytes typically found in tuberculosis,
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sarcoidosis, and polymyositis, polyarteritis, cutaneous vasculitis, pemphigus, pemphigold,
Goodpasture's syndrome, Kawasaki's disease, systemic sclerosis, anti-phospholipid
syndrome, and Sjogren's syndrome.

5 87.  The method of claim 86, wherein the pemphigus is pemphigus vulgaris,
pemphigus foliaceus or paraneoplastic pemphigus. ' /

88. A method of treating or preventing an autoimmune disorder, t}énethod
comprising:
10 administering the antibody of any one of claims 1-58, in combinétion with a second

therapy for treating or preventing the disorder to 2 subject having the/disorder or at risk of
developing the disorder. /

/

89.  The method of claim 88, wherzin the second t{’;erapy comprises intravenous Ig

15 therapy; nonsteroidal anti-inflammatory drugs (NSAID); gorticosteroids; cyclosporins,
rapamycins, ascomyecins, or their immunosuppressive afialogs, e.g., cyciosporin A,
eyclosporin G FK-506, rapamycin, 40*0-(2uhydroxjﬁethyhrapamycin; cyclophosphamide;
azathioprene; methotrexate; brequinar; FTY 720; feflunomide; mnizoribine; mycophenolic
acid; mycophenolate mofetil; 15-deoxyspergu lée; immunosuppressive monoclonal

2z antibodies, e.g., moenoclonal antibodies to ledkecyte receptors, e.g., MHC, CD2, CD3, CPM4,
CD7, CD25, CD28, B7, CD4S, or CD58 ¢r their lipands; other immunomodulatory
compounds, e.g. CTLA4Ig; or other adhesion molecule inhibitors, e,g.; mAbs or low

molecutar weight inhibitors includifp selectin antagonists and VLLA-4 antagonists.

25 90. A method of7 ucing the concentration of undesired antibodies in an

individual comprising the steps of administrating to the individual a therapeutically effective

dose of an antibody or a ﬁ/‘ggment thereof according o any one of claims 1-38.

1.  Themethod of claim 90, wherein the antibody or a fragment thereof is

30 administered in 4 pharmaceutically acceptable carrier.

The method of claim 90, wherein the individual is a human.
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§3.  The method of claim 90, wherein the antibody or fragment thereof is

administered with an adjuvant,
94, The method of claim 90, wherein the undesired antibody is natalizumab/

9s. The method of ciaim 90, wherein the undesired antibody is non-seif Human

Leukocyte Antigen,
06. The method of claim 95, wherein the administered antibody or fragment
thereof is administered in connection with organ transplant. /

/

s
97. A method for reducing the binding of IgG to FcR /i/rf1 an individual comprising

the steps of
_ prdviding an antibody or a fragment thereof which bihds to human Fth, is generated
against the heavy chain of human FcRn or a fragment thefeof, 15 a non-competitive inhibitor
of IgG binding to human FcRn and does not bind P2-idicroglobulin; and

administering the antibody or the fragment thereof to an individual in an amount
sufficient to reduce the binding of 1gG to FcRn ixé:t individual,

98.  The method of claim 97, whé}jl the individual has an autoimmune or

alloimmune disease,

99,  The method of claird 97, wherein the individual is an organ transplant

recipient,

100. The method/of claim 97, wherein the individual has been administered a

therapeutic antibody.

101, The'method of claim 97, wherein the autoimmune disease is immune

thrombocytopepia.

102,

The method of claim 67, wherein the antoimmune disease is immune
pemph’és.
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163. The method of claim 97, wherein the individual is a human.

i04. The method of claim 97, wherein the antibody is administered at a dosage of,

mg/kg to 2 g/kg.

105.  The method of claim 97, wherein the antibody is administered at a ddsage of |
mg/kg 10 200 mg/ke. /

s

7

106, A method for suppressing the level ofan IgG antibody in ap/individual
comprising the steps of

providing an antibody or a fragment thereof which binds to hyman FcRur, is generated
against the heavy chain of human FcRn or a fragment thereof, isz té)mcompetit%ve inhibitor
of IgG binding to human FcRn and does not bind B2-microgiobalin; and

administering the antibody or the fragment thereoy an individual in an arnount

sufficient to suppress the level of an IgG antibody in an ipdividual.

107. The method of claim 106, wherein t
antibody.

IgG antibody is a therapeutic [gG

108.  The method of claim 107, wherein the therapeutic IgG antibody is

natalizumab.

109. The method of claiyd 106, wherein the IgG antibody is non-self Human

Leukocyte Antigén.

110." The method of claim 106, wherein the method further comprises a plasma

exchange step.
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