WHAT IS CLAIMED IS: ,
/

An isolated human, humanized, or chimeric antibody, or anfigen-binding

1.
fragment thereof, that specifically binds to an epitope within residues 70-76 of hyffxan amyloid A
peptide. ;"g
/;“‘
2 The antibody or antigen-binding fragment of claim 1, whic;,l'f specifically binds to

/
("{!

an epitope within residues 70-76 of SEQ ID NO: 2.

7
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3. The antibody or antigen-binding fragment of claim 1\;’fwhich specifically binds to

an epitope comprising residues set forth as SEQ ID NOs: 4, 5, 6, 7,8, 9,10,0r11.

4, The antibody or antigen-binding fragment of cla1m 1, which competes for binding

to human amyloid A peptide with antibody 2A4 producesd"i)y ATCC Accession Number PTA-

9662.

5. The antibody or antigen-binding fragg,zi%nt of claim 1, which competes for binding

to human amyloid A peptide with an antibody hg{;ing a light chain variable region set forth as

residues 20-131 of SEQ ID NO: 152 and a hcgffgl chain variable region set forth as residues 20-

7/
¢

138 of SEQ ID NO: 154.
£

£
'
A

6. The antibody or mtiggnflgiﬁding fragment of claim 1, which competes for binding

to human amyloid A peptide with agﬁi)ody 7D8 produced by ATCC Accession Number PTA-

4
7

9468. y

7. The antibody or Aantigen-binding fragment of claim 1, which competes for binding
to human amyloid A pcptid{e"' with an antibody having a light chain variable region set forth as
residues 20-131 of SEQ I‘;D{NO: 153 and a heavy chain variable region set forth as residues 20-

138 of SEQ ID NO: 154/
;‘f

/
8. The #ntibody or antigen-binding fragment of claim 1, which is a humanized or
chimeric versio f/;f antibody 2A4 produced by ATCC Accession Number PTA-9662 or a
humanized or £himeric version of antibody 7D8 produced by ATCC Accession Number PTA-

9468.
/

/
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9. The antibody or antigen-binding fragment of claim 8, which comprises a light
chain variable rcgion comprising onc or morc complementarity rcgions of a 2A4 light chain’;,:”:
variable region set forth as residues 20-131 of SEQ ID NO: 152 or one or more complementagit‘ij
rcgions of a 7D8 light chain variablc region sct forth as residucs 20-131 of SEQ ID NO: 153

10.  The antibody or antigen-binding fragment of claim 9, which compriSés a light
chain variable region comprising three complementarity regions of a 2A4 light cﬂéin variable
region set forth as residues 20-131 of SEQ ID NO: 152 or three complementarify regions of a
7DS8 light chain variable region set forth as residues 20-131 of SEQ ID NO: 153.

11.  The antibody or antigen-binding fragment of claim 10, ‘Which comprises at least
one light chain framework residue selected from the group consistiﬁg of L87 and 190 (Kabat
numbering convention) occupied by Y and F, respectively, wheféin the remainder of the light
chain variable region is occupied by a corresponding »’fesidue in a human acceptor

immunoglobulin light chain variable region.

12. (New)The antibody or antigen-binding fragment of claim 10, which comprises at
least one light chain framework residue selected from the group consisting of +7, +14, +15, +17,
+18, +50, +75, +88, + 92, and +109 (linear ngrﬁbering) occupied by T, S, L, D, Q, K, Y, L, F,
and L, respectively, wherein the remaindel;»t;f the light chain variable region is occupied by a

corresponding residue in a human accept}ior‘ﬂ'immunoglobulin light chain variable region.

13. (New)The antibody_yo’rf antigen-binding fragment of claim 12, which comprises at
least one light chain framewo;k:‘ residue selected from the group consisting of +75 and +92
(linear numbering) occupiedﬂ@b"gl Y and F, respectively, wherein the remainder of the light chain
variable region is occupigd”jby a corresponding residue in a human acceptor immunoglobulin

light chain variable regiﬁﬁ.

;’/i&

14. The antibody or antigen-binding fragment of claim 11, wherein the human
acceptor immgﬁbglobulin light chain variable region is a human kappa subgroup 2 light chain

variable regjé}l (Kabat convention).

/
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15.  The antibody or antigen-binding fragment of claim 14, wherein the hu(néih
subgroup 2 light chain variable region is from human germlinc VKIIA19/A3.

16.  The antibody or antigen-binding fragment of claim 15, wherein tlgc’jhuman Vk

light chain variable region comprises a sequence set forth as SEQ ID NO: 166 orgl“é7 .

17.  The antibody or antigen-binding fragment of claim 8, whe;ein the light chain
variable region comprises an amino acid sequence set forth as residue’s;.20-131 of SEQ ID NO:
152, residues 20-131 of SEQ ID NO: 153, or set forth as SEQ ID NO 155, 156, 157, 158, 159,
160, 174, 175, or 176.

18.  The antibody or antigen-binding fragment Qf’élaim 8, which comprises a heavy
chain variable region comprising one or more compleméhtarity regions of a 2A4 heavy chain
variable region set forth as residues 20-138 of SEQ ID NO: 154.

19.  The antibody or antigen-binding{,;‘,fffagment of claim 18, which comprises a heavy
chain variable region comprising two complémentarity regions of a 2A4 heavy chain variable
region set forth as residues 20-138 of SEQ 1D NO: 154,

20.  The antibody or antigé;—bmding fragment of claim 19, which comprises a heavy
chain variable region comprising’fﬁree complementarity regions of a 2A4 heavy chain variable
region set forth as residues 20;138 of SEQ ID NO: 154.

21. The anti‘t}ﬁféy or antigen-binding fragment of claim 20, which comprises at least
one heavy chain fra@éiwork residue selected from the group consisting of H37, H49, H70, and
H93 (Kabat nump‘é;ing convention) occupied by I, A, F, or V, respectively, wherein the
remainder of tI}gﬁ;/fleavy chain variable region is occupied by a corresponding residue in a human
acceptor imgﬁimglobulin heavy chain variable region.

) ;22 The antibody or antigen-binding fragment of claim 20, which comprises at least
on;c/fﬁeavy chain framework residue selected from the group consisting of +10, +15, +19, + 37,
-b’ﬁ9, +73, +78, +79, +80, +87, +95, +99, +119 (linear numbering) occupied by R, K, K, I, A, F,
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Q. S, M, N, M, V, or A, respectively, wherein the remainder of the heavy chain variable region is
occupicd by a corresponding residuc in a human acceptor immunoglobulin heavy chain variable

region.

23.  (New)The antibody or antigen-binding fragment of claim 22, which compriscs at
lcast onc heavy chain framework residuc sclected from the group consisting of +37, +49, +73,
and +99 (linear numbering) occupied by I, A, F, or V, respectively, wherein the remainder of the
heavy chain variable region is occupied by a corresponding residue in a human acceptor

immunoglobulin heavy chain variable region.

24.  The antibody or antigen-binding fragment of claim 21, wherein the human
acceptor immunoglobulin heavy chain variable region is a human gamma subgroup 3 heavy

chain variable region (Kabat convention).

25.  The antibody or antigen-binding fragment of claim 24, wherein the human gamma

subgroup 3 heavy chain variable region comprises a sequence set forth as SEQ ID NO: 165.

26.  The antibody or antigen-binding fragment of claim 8, wherein the heavy chain
variable region comprises an amino acid sequence set forth as residues 20-138 of SEQ ID NO:

154 or set forth as SEQ ID NO: 161, 162, or 163.

27.  The antibody or antigen-binding fragment of claim 8, which comprises a light
chain variable region comprisingthfree complementarity determining regions of a 2A4 light chain
variable region set forth as r,es‘idues 20-131 of SEQ ID NO: 152 or three complementarity
regions of a 7D8 light chain variable region set forth as residues 20-131 of SEQ ID NO: 153, and
a heavy chain variable re‘éion comprising three complementarity regions of a 2A4 heavy chain
variable region set fogjth as residues 20-138 of SEQ ID NO: 154.

28. Th/e antibody or antigen-binding fragment of claim 8, which comprises a light
chain variable N‘;egion comprising three complementarity determining regions set forth as SEQ ID
NOs: 16%,:‘”169, and 170, and a heavy chain variable region comprising three complementarity

regions et forth as SEQ ID NOs: 171, 172, and 173,

/
/
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29.  (New)The antibody or antigen-binding fragment of claim 8, which comg;:i(si;es a
light chain variable region comprising three complementarity determining regions seffc’orth as
SEQ ID NOs: 177, 169, and 170, and a hecavy chain variable region comgﬁging three

7/
£

complementarity regions set forth as SEQ ID NOs: 171, 172, and 173.

30.  The antibody or antigen-binding fragment of claim 27, Wthh comprises a light
chain variable region comprising an amino acid sequence set forth as re§ifiiles 20-131 of SEQ ID
NO: 152 or residues 20-131 of SEQ ID NO: 153, and a heavy chain Yaﬁable region comprises an
amino acid sequence set forth as residues 20-138 of SEQ ID NO: 154

31.  The antibody or antigen-binding fragment qﬁfélaim 27, which comprises a light
chain variable region comprising an amino acid sequencéf set forth as SEQ ID NO: 155, 156,
157, 158, 159, 160, 174, 175, or 176; and a heavy cham variable region comprising an amino
acid sequence set forth as SEQ ID NO: 161, 162, ot I 63

32.  The antibody or anngen—bmdmg fragment of claim 31, wherein the light chain
variable region comprises an amino acid sequcnce set forth as SEQ ID NO: 155, and the heavy
chain variable region comprises an amlno acid sequence set forth as SEQ ID NO: 161.

33.  The antibody or ant;gen-bmdmg fragment of claim 31, wherein the light chain
variable region comprises an afmno acid sequence set forth as SEQ ID NO: 156, and the heavy
chain variable region comgyises an amino acid sequence set forth as SEQ ID NO: 162.

f'ff

34. The anﬁbody or antigen-binding fragment of claim 31, wherein the light chain

variable region comprlses an amino acid sequence set forth as SEQ ID NO: 157, and the heavy

chain variable r,éfglon comprises an amino acid sequence set forth as SEQ ID NO: 163.

/
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35.

An isolated antibody, or antigen-binding fragment thercof, which specifically

binds to an cpitopc comprising X, EDX; in an aggregated amyloid protein, wherein X and X; arc

any amino acid.

36.

The antibody or antigen-binding fragment of claim 35, wherein X; is H, T, F, S,

P,AL,C,Q,R,E,K,D,G,V, Y, I, or W, and whercin X;is T, S, E,R, I, V,F, D, A, G, M, L,
N,P,C, K, Y,or Q.

37.  The antibody or antigen-binding fragment of claim 36, wherein X, is H, T, F, or
A.

38, The antibody or antigen-binding fragment of claifn 36, wherein X;is T, S, E, D,
orA.

39.  The antibody or antigen-binding fragment of claim 37, wherein X; is H or A and
X;is T, S, or A.

40.  The antibody or antigen-binding fragment of claim 37, wherein X; is T and X; is
E.

41.  The antibody or antigen-binding fragment of claim 37, wherein X; is F and X; is
D. "

42.  The antibody or antigen-binding fragment of claim 36, wherein X, is S and X; is
E,ForA.

43. The ﬁaﬁtibody or antigen-binding fragment of claim 36, wherein X; is P and X; is
E,1orF.
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44.  The antibody or antigen-binding fragment of claim 36, wherein the epitoﬁé
consists of an amino acid scquence sclected from the group consisting of GHEDT (SEQ ID NO:
3), HEDT (SEQ ID NO: 12), AEDS (SEQ ID NO: 13), AEDT (SEQ ID NO: 14), HEDA (SEQ
ID NO: 15), and TEDE (SEQ ID NO: 16). "

45.  The antibody or antigen-binding fragment of claim 44, which quciﬁcally binds to
an aggregated amyloid protein at an epitope comprising an amino acid sequénce GHGAEDS
(SEQ ID NO:4).

46.  The antibody or antigen-binding fragment of claim 35, wherein the antibody binds

to the amyloid protein in monomeric form with an affinity of less thén about 10’ M,

47.  The antibody or antigen-binding fragment of claim 35, wherein the amyloid

protein is serum amyloid A protein (SAA).

48.  The antibody or antigen-binding fra}g"inent of claim 35, wherein the amyloid
protein is selected from the group consisting of imrﬁunoglobulin light chain protein, human islet

amyloid precursor polypeptide (IAPP), beta amyloid peptide, transthyretin (TTR) and ApoAl.

49,  The antibody or antigenfbﬁiding fragment of claim 48, wherein the amyloid

protein is immunoglobulin light chain Er‘étein.

50. The antibody or antigen-binding fragment of claim 49, wherein the
immunoglobulin light chain prgt'éin is VA6 Wil.

51.  The antit;éiiy or antigen-binding fragment of claim 49, wherein the

immunoglobulin light cham protein is VK.
/

,f

52. Thc antibody or antigen-binding fragment of claim 48, wherein the amyloid
protein is humg% islet amyloid precursor polypeptide (IAPP).

;‘f,
7
/f

/
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53.  The antibody or antigen-binding fragment of claim 48, wherein the amyloid

protcin is beta amyloid peptide.

54.  The antibody or antigen-binding fragment of claim 48, whercin the amyloid
protein is transthyretin (TTR).

55.  The antibody or antigen-binding fragment of claim 48, wherein the amyloid

protein is ApoAl.

56.  The antibody or antigen-binding fragment of claim 35, which is a human,

humanized, or chimeric antibody or antigen-binding fragment.

57.  The antibody or antigen-binding fragment of claim 56, which specifically binds to
an epitope within residues 70-76 of human amyloid A peptide.

58. A method of therapeutically treating a subject having AA amyloidosis,
comprising administering to the subject an effective dosage of the antibody or antigen-binding

fragment of claim 1 to thereby treat AA amyloidosis in the subject.
59.  The method of claim 58, wherein the subject is a human.

60.  The method of claim 58, wherein therapeutically treating comprises slowing the

progression of AA amyloidosis.

61.  The method of claim 58, wherein therapeutically treating comprising inhibiting

deposition of AA amyloid fibril aggregates.

62.  The method of claim 58, wherein therapeutically treating comprises clearing of

AA amyloid Vﬁf)rﬂ aggregates.

63 The method of claim 58, wherein the subject suffers from an amyloid disease

selegtéd from the group consisting of rheumatoid arthritis, juvenile chronic arthritis, ankylosing
s
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"i
spondylitis, psoriasis, psoriatic arthropathy, Reiter’s syndrome, Adult Still’s disease, Bgl{cet’s
syndrome, Crohn’s discasc, leprosy, tuberculosis, bronchicctasis, decubitus ulccrs,ﬁ/ chronic
pyelonephritis, osteomyelitis, Whipple’s disease, Hodgkin’s lymphoma, renal ,_c‘%rcinoma,

/
carcinomas of gut, lung and urogenital tract, basal cell carcinoma, hairy cell 1euk9ﬁ1ia, Familial
Mediterranean Fever, and Castleman’s Disease.

64. A method of prophylactically treating a subject susceptiblg:"’;o AA amyloidosis,
comprising administering to the subject an effective dosage of the antipi;dy or antigen-binding

fragment of claim 1 to thereby effect prophylaxis of AA amyloidosis in"fthe subject.
65.  The method of claim 64, wherein the subject is a human

66.  The method of claim 64, wherein prophylagtfcally treating is delaying onset of
AA amyloidosis.

67.  The method of claim 64, wherein pl;gfiihylactically treating is reducing a risk of

AA amyloidosis.

68. A method of therapeuticallyff;eating a subject suffering from an amyloidosis
associated with an aggregated amyloidﬁ;rotein comprising the amino acid sequence ED,
comprising administering to the subject/an antibody or antigen-binding fragment of claim 30 to

thereby treat the amyloidosis.

69.  The method of claim 68, wherein the subject is a human.
70.  The method, fof claim 68, wherein therapeutically treating comprises slowing the

progression of amyloidosis.
{!f

e

71.  The method of claim 68, wherein therapeutically treating comprises inhibiting
deposition of amyfdid fibril aggregates.

/

4
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72. The method of claim 68, wherein therapeutically treating comprises clearing of”

amyloid fibril aggrcgatcs.

&
A

7
r

73.  The mcthod of claim 68, wherein the amyloid protcin compriscs thcﬁs‘équcncc
AEDV (SEQ ID NO: 23), and the amyloidogenic disease is AA amyloidosis, AL ‘gfi;yloidosis,
amyloid polyncuropathy, Mcditcrrancan fever, Muckle-Wells syndromc, I‘C{IJC{;VC systcmic
amyloidosis associated with systemic inflammatory diseases, myeloma or rpééroglobulinenn’a
associated amyloidosis, amyloidosis associated with immunocyte d}{sé;asia, monoclonal
gammopathy, occult dyscrasia, and local nodular amyloidosis as.séciated with chronic
inflammatory diseases.

74. A method of prophylactically treating a subjec&t""‘fsusceptible to an amyloidosis
associated with an aggregated amyloid protein comprisir‘;g"‘r the amino acid sequence ED,
comprising administering to the subject an antibody or ar}tiéen-binding fragment of claim 30 to

thereby treat the amyloidosis.

75. A method of detecting an amyloi;iﬁeposit associated with AA amyloidosis in a
subject comprising administering to the subject,a;l antibody or antigen-binding fragment of claim
1 bound to a detectable label, and detecting the detectable label in the subject.

S/

76.  The method of claim 7§§fgvherein the subject is a human.

77.  The method of claial 75, wherein the subject suffers from or is susceptible to an
amyloid disease selected from the group consisting of rheumatoid arthritis, juvenile chronic
arthritis, ankylosing spondyfifis, psoriasis, psoriatic arthropathy, Reiter’s syndrome, Adult Still’s
disecase, Behcet’s synd;ﬁégle, Crohn’s disease, leprosy, tuberculosis; bronchiectasis, decubitus
ulcers, chronic pyelgﬂ;phﬁtis, osteomyelitis, Whipple’s disease, Hodgkin’s lymphoma, renal
carcinoma, carci{}dilas of gut, lung and urogenital tract, basal cell carcinoma, hairy cell

leukemia, F amijl«ihl Mediterranean Fever, and Castleman’s Disease.
7
i

/

787  The method of claim 75, wherein the detectable label is a radiolabel.

I
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79.  The method of claim 78, wherein the radiolabel is 1.

80.  The method of claim 75, wherein the detecting is performed by SPE(;,T?CT
&

imaging. /
/
v
[f

7
81. The mecthod of claim 75, wherein the detecting is perfonge’a by NMR
Spectroscopy. ’

/
:f{

82. A method of detecting an amyloid deposit in a subject cog;ai;ﬁsing administering
to the subject the antibody or antigen-binding fragment of claim 30 thq}tfiﬁs bound to a detectable
label and detecting the detectable label.

83.  The method of claim 82, wherein the subject is @zf{uman.

84.  The method of claim 82, wherein the yéfaf;nyloidosis is AA amyloidosis, AL
amyloidosis, Alzheimer’s disease, Mild Cognitivg,;f’impairrnent, amyloid polyneuropathy,
Mediterranean fever, Muckle-Wells syndrome, regﬁfcﬁive systemic amyloidosis associated with
systemic inflammatory diseases, myeloma ojr,,,f’/;macroglobulinemia associated amyloidosis,
amyloidosis associated with immunocyte dysgfgsia, monoclonal gammopathy, occult dyscrasia,

or local nodular amyloidosis associated wit};r’”k:hronic inflammatory discases.
g“‘;ﬁ

85.  The method of claim 8{2“fjwherein the detectable label is a radiolabel.

86.  The method of cLafin 85, wherein the radiolabel is ‘1.

/£
7z
¢

87. The methogi’éjbf claim 82, wherein the detecting is performed by SPECT/CT

imaging. /f '

/

/
88.  The’ method of claim 82, wherein the detecting is performed by NMR
spectroscopy.
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89. A method of therapcutically treating a subject having AA arnyloido}si’éf,
comprising administcring an agent that induces an immunc rcsponsc to residucs 70~76 of
amyloid A peptide effective to induce an immune response comprising antibo@iég against

residucs 70-76 of an amyloid A peptide and thereby trcat AA amyloidosis in the s};bjéct.

90. A mcthod of prophylactically trcating a subjcct susccptiblc‘ﬁto AA amyloidosis,
comprising administering an agent that induces an immune response to residues 70-76 of
amyloid A peptide effective to induce an immune response comprising antibodies against
residues 70-76 of an amyloid A peptide to thereby effect prophylaxis of AA amyloidosis in the

subject.
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Claims

1. A chimeric or humanized antibody or antigen-binding fragment thereof,
which is a humanized or chimeric version of antibody 2A4 (ATCC Accession No. 9662) or
a humanized or chimeric version of antibody 7D8 (ATCC Accession No. 9468);

wherein the humanized version of the antibody has light chain complementarity
determining regions and heavy chain complementarity determining regions from either
antibody 2A4 or 7D8 of a first species and light chain framework regions, a light chain
constant region, heavy chain framework regions, and a heavy chain constant region from
either antibody 2A4 or 7D8 of a second species; and
wherein the chimeric version of the antibody has a light chain variable region
and a heavy chain variable region from either antibody 2A4 or 7D8 of a first species and a
light chain constant region and a heavy chain constant region from either antibody 2A4 or

7D8 of a second species.

2. The antibody or antigen-binding fragment of claim 1, wherein the humanized
or chimeric version of antibody 2A4 comprises a light chain variable region comprising
three complementarity determining regions of a 2A4 light chain variable region set forth as
residues 20-131 of SEQ ID NO: 152 and wherein the humanized or chimeric version of
antibody 7D8 comprises a light chain variable region comprising three complementarity
determining regions of a 7D8 light chain variable region set forth as residues 20-131 of SEQ
ID NO: 153.

3. The antibody or antigen-binding fragment of claim 2, which comprises at
least one light chain framework residue selected from the group consisting of L87 and L90
(Kabat numbering convention) occupied by Y and F, respectively, wherein the remainder of
the light chain variable region is occupied by a corresponding residue in a human acceptor

immunoglobulin light chain variable region.

4, The antibody or antigen-binding fragment of claim 2, which comprises at

least one light chain framework residue selected from the group consisting of +7, +14, +15,
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+17, +18, +50, +75, +88, + 92, and +109 (linear numbering) occupied by T, S, L, D, Q, K,
Y, L, F, and L, respectively, wherein the remainder of the light chain variable region is
occupied by a corresponding residue in a human acceptor immunoglobulin light chain

variable region.

5. The antibody or antigen-binding fragment of claim 4, which comprises at
least one light chain framework residue selected from the group consisting of +75 and +92
(linear numbering) occupied by Y and F, respectively, wherein the remainder of the light
chain variable region is occupied by a corresponding residue in a human acceptor

immunoglobulin light chain variable region.

6. The antibody or antigen-binding fragment of claim 3, wherein the human
acceptor immunoglobulin light chain variable region is a human kappa subgroup 2 light

chain variable region (Kabat convention).

7. The antibody or antigen-binding fragment of claim 6, wherein the human

subgroup 2 light chain variable region is from human germline VKIIA19/A3.

8. The antibody or antigen-binding fragment of claim 7, wherein the human
subgroup 2 light chain variable region from human germline VKIIA19/A3 comprises a
sequence set forth as SEQ ID NO: 166 or 167.

9. The antibody or antigen-binding fragment of claim 2, wherein the light chain
variable region comprises an amino acid sequence set forth as residues 20-131 of SEQ ID
NO: 152, residues 20-131 of SEQ ID NO: 153, or set forth as SEQ ID NO: 155, 156, 157,
158,159, 160, 174, 175, or 176.

10.  The antibody or antigen-binding fragment of claim 1, wherein the humanized
or chimeric version of antibody 2A4 or the humanized or chimeric version of antibody 7D8
comprises a heavy chain variable region comprising three complementarity determining

regions of a heavy chain variable region set forth as residues 20-138 of SEQ ID NO: 154,
134



11.  The antibody or antigen-binding fragment of claim 10, which comprises at
least one heavy chain framework residue selected from the group consisting of H37, H49,
H70, and H93 (Kabat numbering convention) occupied by I, A, F, or V, respectively,
wherein the remainder of the heavy chain variable region is occupied by a corresponding

residue in a human acceptor immunoglobulin heavy chain variable region.

12.  The antibody or antigen-binding fragment of claim 3, characterized by
comprising at least one heavy chain framework residue selected from the group consisting of
H37, H49, H70, and H93 (Kabat numbering convention) occupied by I, A, F, or V,
respectively, wherein the remainder of the heavy chain variable region is occupied by a

corresponding residue in a human acceptor immunoglobulin heavy chain variable region.

13.  The antibody or antigen-binding fragment of claim 10, which comprises at
least one heavy chain framework residue selected from the group consisting of +10, +15,
+19, + 37, +49, +73, +78, +79, +80, +87, +95, +99, +119 (linear numbering) occupied by R,
K, K, I, A,F,Q, S, M, N, M, V, or A, respectively, wherein the remainder of the heavy
chain variable region is occupied by a corresponding residue in a human acceptor

immunoglobulin heavy chain variable region.

14.  The antibody or antigen-binding fragment of claim 13, which comprises at
least one heavy chain framework residue selected from the group consisting of +37, +49,
+73, and +99 (linear numbering) occupied by I, A, F, or V, respectively, wherein the
remainder of the heavy chain variable region is occupied by a corresponding residue in a

human acceptor immunoglobulin heavy chain variable region.

15. The antibody or antigen-binding fragment of claim 4 characterized by
comprising at least one heavy chain framework residue selected from the group consisting of
+10, +15, +19, +37, +49, +73, +78, +79, +80, +87, +95, +99, +119 (linear numbering)
occupied by R, K, K, I, A, F, Q, S, M, N, M, V, or A, respectively, wherein the remainder of
the heavy chain variable region is occupied by a corresponding residue in a human acceptor

immunoglobulin heavy chain variable region.
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16.  The antibody or antigen-binding fragment of claim 8, wherein the human
acceptor immunoglobulin heavy chain variable region is a human gamma subgroup 3 heavy

chain variable region (Kabat convention).

17.  The antibody or antigen-binding fragment of claim 16, wherein the human
gamma subgroup 3 heavy chain variable region comprises a sequence set forth as SEQ ID

NO: 165.

18.  The antibody or antigen-binding fragment of claim 10, wherein the heavy
chain variable region comprises an amino acid sequence set forth as residues 20-138 of SEQ

ID NO: 154 or set forth as SEQ ID NO: 161, 162, or 163.

19.  The antibody or antigen-binding fragment of claim 1, wherein the humanized
or chimeric version of antibody 2A4 comprises a light chain variable region comprising
three complementarity determining regions of a 2A4 light chain variable region set forth as
residues 20-131 of SEQ ID NO: 152 and a heavy chain variable region comprising three
complementarity determining regions of a heavy chain variable region set forth as residues
20-138 of SEQ ID NO: 154 and wherein the humanized or chimeric version of antibody 7D8
comprises a light chain variable region comprising three complementarity determining
regions of a 7D8 light chain variable region set forth as residues 20-131 of SEQ ID NO: 153
and a heavy chain variable region comprising three complementarity determining regions of

a heavy chain variable region set forth as residues 20-138 of SEQ ID NO: 154.

20.  The antibody or antigen-binding fragment of claim 1, which comprises a light
chain variable region comprising three complementarity determining regions set forth as
SEQ ID NOs: 168, 169, and 170, and a heavy chain variable region comprising three
complementarity determining regions set forth as SEQ ID NOs: 171, 172, and 173.

21.  The antibody or antigen-binding fragment of claim 1, which comprises a light

chain variable region comprising three complementarity determining regions set forth as
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SEQ ID NOs: 177, 169, and 170, and a heavy chain variable region comprising three
complementarity determining regions set forth as SEQ ID NOs: 171, 172, and 173.

22.  The antibody or antigen-binding fragment of claim 19, which comprises a
light chain variable region comprising an amino acid sequence set forth as residues 20-131
of SEQ ID NO: 152 or residues 20-131 of SEQ ID NO: 153, and a heavy chain variable
region comprising an amino acid sequence set forth as residues 20-138 of SEQ ID NO: 154.

23.  The antibody or antigen-binding fragment of claim 19, which comprises a
light chain variable region comprising an amino acid sequence set forth as SEQ ID NO: 155,
156, 157, 158, 159, 160, 174, 175, or 176; and a heavy chain variable region comprising an
amino acid sequence set forth as SEQ ID NO: 161, 162, or 163.

24.  The antibody or antigen-binding fragment of claim 23, wherein the light
chain variable region comprises an amino acid sequence set forth as SEQ ID NO: 157, and
the heavy chain variable region comprises an amino acid sequence set forth as SEQ ID NO:

163.

25. A composition for therapeutically treating a subject having AA amyloidosis
or AL amyloidosis comprising an effective dosage of the antibody or antigen-binding
fragment of any one of claims 1-24, characterized in that the composition is administered to

the subject to thereby treat AA amyloidosis or AL amyloidosis in the subject.

26.  The composition of claim 25, wherein the subject is a human.

27. A composition for prophylaxis in a subject susceptible to AA amyloidosis or
AL amyloidosis comprising an effective dosage of the antibody or antigen-binding fragment
of any one of claims 1-24, characterized in that the composition is administered to the

subject to thereby effect prophylaxis of AA amyloidosis or AL amyloidosis in the subject.

28.  The composition of claim 27, wherein the subject is a human.
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29. A composition for treating AA amyloidosis or AL amyloidosis in a subject
comprising an antibody or antigen-binding fragment that is a humanized or chimeric version
of antibody 2A4 (ATCC Accession Number PTA-9662) or a humanized or chimeric version
of antibody 7D8 (ATCC Accession Number PTA-9468) to treat the amyloidosis;

wherein the humanized version of the antibody has light chain
complementarity determining regions and heavy chain complementarity determining regions
from either antibody 2A4 or 7D8 of a first species and light chain framework regions, a light
chain constant region, heavy chain framework regions, and a heavy chain constant region
from either antibody 2A4 or 7D8 of a second species; and

wherein the chimeric version of the antibody has a light chain variable region
and a heavy chain variable region from either antibody 2A4 or 7D8 of a first species and a
light chain constant region and a heavy chain constant region from either antibody 2A4 or

7D8 of a second species.

30.  The composition of claim 29, wherein the subject is a human.

31. A composition for prophylaxis of AA amyloidosis or AL amyloidosis in a
human subject comprising an antibody or antigen-binding fragment that is a humanized or
chimeric version of antibody 2A4 (ATCC Accession Number PTA-9662) or a humanized or
chimeric version of antibody 7D8 (ATCC Accession Number PTA-9468) to treat the
amyloidosis;

wherein the humanized version of the antibody has light chain
complementarity determining regions and heavy chain complementarity determining regions
from either antibody 2A4 or 7D8 of a first species and light chain framework regions, a light
chain constant region, heavy chain framework regions, and a heavy chain constant region
from either antibody 2A4 or 7D8 of a second species; and

wherein the chimeric version of the antibody has a light chain variable region
and a heavy chain variable region from either antibody 2A4 or 7D8 of a first species and a
light chain constant region and a heavy chain constant region from either antibody 2A4 or

7D8 of a second species.
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32. A composition for detecting an amyloid deposit associated with AA
amyloidosis in a subject comprising an antibody or antigen-binding fragment of any one of
claims 1-24 bound to a detectable label, characterized in that the composition is

administered to the subject and the detectable label is detected in the subject.

33.  The composition of claim 32, wherein the subject is a human.

34.  The composition of claim 32, wherein the detectable label is a radiolabel.

35.  The composition of claim 34, wherein the radiolabel is '*°I.

36. A composition for detecting an amyloid deposit characterized by an
aggregation of AA amyloid protein or AL amyloid protein in a human subject comprising an
antibody or antigen-binding fragment that is a humanized or chimeric version of antibody
2A4 (ATCC Accession Number PTA-9662) or a humanized or chimeric version of antibody
7D8 (ATCC Accession Number PTA-9468), which antibody or antigen-binding fragment is
bound to a detectable label;

wherein the humanized version of the antibody has light chain complementarity
determining regions and heavy chain complementarity determining regions from either
antibody 2A4 or 7D8 of a first species and light chain framework regions, a light chain
constant region, heavy chain framework regions, and a heavy chain constant region from
either antibody 2A4 or 7D8 of a second species; and

wherein the chimeric version of the antibody has a light chain variable region
and a heavy chain variable region from either antibody 2A4 or 7D8 of a first species and a
light chain constant region and a heavy chain constant region from either antibody 2A4 or

7D8 of a second species.

37.  The composition of claim 36, wherein the detectable label is a radiolabel.

38.  The composition of claim 37, wherein the radiolabel is '*I.
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39. A method of making an antibody or antigen-binding fragment comprising
synthesizing or recombinantly expressing an antibody or antigen-binding fragment of any

one of claims 1-24, and recovering the antibody.

40. A composition for treating AA amyloidosis or AL amyloidosis in a human
subject comprising an antibody or antigen-binding fragment comprising a light chain
variable region comprising an amino acid sequence set forth as SEQ ID NO: 157, and a
heavy chain variable region comprising an amino acid sequence set forth as SEQ ID NO:

163.

41. A composition for prophylaxis of AA amyloidosis or AL amyloidosis in a
human subject comprising an antibody or antigen-binding fragment comprising a light chain
variable region comprising an amino acid sequence set forth as SEQ ID NO: 157, and a
heavy chain variable region comprising an amino acid sequence set forth as SEQ ID NO:

163.

42. A composition for detecting an amyloid deposit characterized by an
aggregation of AA amyloid protein or AL amyloid protein in a human subject comprising an
antibody or antigen-binding fragment comprising a light chain variable region comprising an
amino acid sequence set forth as SEQ ID NO: 157, and a heavy chain variable region
comprising an amino acid sequence set forth as SEQ ID NO: 163, which antibody or
antigen-binding fragment is bound to a detectable label. ‘

43. A pharmaceutical composition comprising an antibody or antigen-binding

fragment of any one of claims 1-24 and a pharmaceutically acceptable carrier.

44. A pharmaceutical composition comprising a humanized or chimeric antibody
comprising a humanized or chimeric version of antibody 2A4 (ATCC Accession Number
PTA-9662), or a humanized or chimeric version of antibody 7D8 (ATCC Accession Number
PTA-9468), and a pharmaceutically acceptable carrier;
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wherein the humanized version of the antibody has light chain
complementarity determining regions and heavy chain complementarity determining regions
from either antibody 2A4 or 7D8 of a first species and light chain framework regions, a light
chain constant region, heavy chain framework regions, and a heavy chain constant region
from either antibody 2A4 or 7D8 of a second species; and

wherein the chimeric version of the antibody has a light chain variable region
and a heavy chain variable region from either antibody 2A4 or 7D8 of a first species and a
light chain constant region and a heavy chain constant region from either antibody 2A4 or

7D8 of a second species.

45. A pharmaceutical composition comprising a humanized antibody comprising
a light chain variable region comprising an amino acid sequence set forth as SEQ ID NO:
157, a heavy chain variable region comprising an amino acid sequence set forth as SEQ ID

NO: 163, and a pharmaceutically acceptable carrier.

46.  The pharmaceutical composition of claim 44 or 45, which is formulated for

parenteral administration.

47. A nucleic acid encoding the amino acid sequence set forth as SEQ ID NO:
157.

48. A nucleic acid encoding the amino acid sequence set forth as SEQ ID NO:
163.

49. A host cell comprising a nucleic acid encoding the amino acid sequence set

forth as SEQ ID NO: 157.

50.  The host cell of claim 49, which is a mammalian cell selected from the group

consisting of CHO cells, HEK-293 cells, HeLa cells, CV-1 cells, and COS cells.
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51.  The host cell of claim 49, wherein the host cell is expressing an antibody
light chain variable region comprising the amino acid sequence set forth as SEQ ID NO:

157.

52. A host cell comprising a nucleic acid encoding the amino acid sequence set

forth as SEQ ID NO: 163.

53.  The host cell of claim 52, which is a mammalian cell selected from the group

consisting of CHO cells, HEK-293 cells, HeLa cells, CV-1 cells, and COS cells.

54.  The host cell of claim 52, wherein the host cell is expressing an antibody
heavy chain variable region comprising the amino acid sequence set forth as SEQ ID NO:

163.

55. A CHO cell comprising at least one nucleic acid encoding the amino acid
sequence set forth as SEQ ID NO: 157 and the amino acid sequence set forth as SEQ ID
NO: 163.

56.  The CHO cell of claim 55, wherein the host cell is expressing an antibody
comprising a light chain variable region comprising an amino acid sequence set forth as
SEQ ID NO: 157 and a heavy chain variable region comprising an amino acid sequence set

forth as SEQ ID NO: 163.

57. A hybridoma expressing murine monoclonal antibody 2A4 (ATCC
Accession Number PTA-9662).

58. A hybridoma expressing murine monoclonal antibody 7D8 (ATCC
Accession Number PTA-9468).

59. A composition for detecting an amyloid deposit associated with AA or AL

amyloidosis in a subject comprising an antibody or antigen-binding fragment of any one of
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claims 1-24, which is bound to a detectable label, characterized in that the composition is

administered to the subject and the detectable label is detected in the subject.

60.  Use of an antibody or antigen-binding fragment of any one of claims 1-24 for
preparation of a medicament for therapeutically or prophylactically treating a subject having

AA or AL amyloidosis.
61. A pharmaceutical composition comprising an antibody or antigen-binding

fragment of any one of claims 1-24 for therapeutically or prophylactically treating a subject
having AA or AL amyloidosis.
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