WO 2013/174003 PCT/CN2012/076012

What is claimed is:
1. An isolated antibody that binds to rabies virus glycoprotein wherein:

a.

CLAIMS

the antibody comprises one or more heavy chain CDR amino acid sequénces
selected from the group consisting of DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG (SEQ ID NO:57), QGGDGNYVLFE
NO:58), GFAMS (SEQ ID NO:59), TISSGGTYTYSPDS
and RLRRNYYSMDY (SEQ ID NO:61); and

(SEQ ID
(SEQ ID NO:60),

the antibody comprises one or more light chain CDR amino acid sequences
selected from the group consisting of KASQNVGTTVA (SEQ ID NO:62),
SASYRYS (SEQ ID NO:63), QQYNSYPFT (SEQ ID NO:64),
KSTKSLLNSDGFTYLD (SEQ ID NO:65), EVSNRFS (SEQ ID NO:66), and

FQSNYLPFT (SEQ ID NO:67).

2, The isolated antibody of claim 1, whereir’the antibody comprises heavy chain CDR

sequences; DYIML (SEQ ID NO:56)

IYPYYGSTSYNLKFKG (SEQ ID NO:57),

and QGGDGNYVLFDY (SEQ ID NO:58) and comprises light chain CDR sequences:
KASQNVGTTVA (SEQ ID N(¥62), SASYRYS (SEQ ID NO:63), and
QQYNSYPFT (SEQ ID NO;84).

3. The isolated antibody o

laim 1, wherein the antibody comprises heavy chain CDR

sequences: GFAMS (8EQ ID NC:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60),

KSTKSLLNjP

Y (SEQ ID NO:61) and comprises light chain CDR sequences:
FTYLD (SEQ ID NO:65), LVSNRFS (SEQ ID NO:66), and

FQSNYI7 (SEQ ID NO:67).

the sdme antigen binding specificity as an antibody produced by a hybridoma cell line

4. An ? ed antibody that binds to rabies virus glycoprotein, wherein the antibody has

selected from the group consisting of CGMCC Accession Nos. 4805 and 4806.

5. The isolated antibody of any one of claims 1-4, wherein the antibody is capable of

reducing the infectivity of rabies virus and does not interfere with the immunogenicity

of a rabies vaccine.
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10.

11.

12.

13.
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The isolated antibody of any one of claims 1-5, wherein the antibody is selected from
a group consisting of a monoclonal antibody, a murine antibody, a chimeric antibody

and a humanized antibody.

A pharmaceutical composition comprising one or more antibodies of any of cldims 1-

6 and a pharmaceutically acceptable carrier.

The pharmaceutical composition of claim 7 comprising a cocktail of agtibodies
wherein a first antibody comprises heavy chain CDR sequences: D (SEQ ID
NQO:56), DIYPYYGSTSYNLKFKG (SEQ ID NO:57), and QGGDGNYVLFDY
(SEQ ID NO:58) and comprises light chain CDR sequences: KASQNVGTTVA (SEQ
ID NO:62), SASYRYS (SEQ ID NO:63), and QQYNSYPFT (SEQ ID NO:64); and
wherein a second antibody comprises heavy chain CDR/sequences: GFAMS (SEQ ID
NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:604, and RLRRNYYSMDY (SEQ
ID NO:61) and comprises light chain CDR sequeptes: KSTKSLLNSDGFTYLD
(SEQ ID NO:65), LVSNRES (SEQ ID NO:66)/and FQSNYLPFT (SEQ ID NO:67).

The use of the antibody of any one of claipis 1-6 in the manufacture of a medicament

for treating rabies infection in a subjecy/in need thereof.

The use of claim 9, wherein the antibody reduces the infectivity of rabies virus but

does not interfere with the im

nogenicity of a rabies vaccine.

infection in a subject in need thereof comprising

A method for treating rabi
cht an effective amount of one or more of the antibodies of

administering to the su

any one of claims 1-¢

The method of ¢laim 11, wherein the antibody is selected from a group consisting of a
monoclonal gftibody, a murine antibody, a chimeric antibody, and a humanized

antibody.

The piethod of claim 11, wherein the antibody is administered to the subject before,

a e{ or simultaneously with a rabies vaccine.

The method of claim 11, wherein the antibody is administered to the subject before,

after, or simultaneously with an anti-rabies immunoglobulin.
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15. A kit for treating rabies infection in a subject in need thereof comprising one or more
antibodies that bind to rabies virus glycoprotein and instructions for use of the

antibody, wherein:

a. the antibody comprises one or more heavy chain CDR amino acid sequengés
selected from the group consisting of DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG (SEQ ID NO:57), QGGDGNYVLFDY ¢SEQ ID
NO:58), GFAMS (SEQ ID NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60),
and RLRRNYYSMDY (SEQ ID NO:61), and

b. the antibody comprises one or more light chain CDR amigo acid sequences
selected from the group consisting of KASQNVGTTVA (SEQ ID NO:62),
SASYRYS (SEQ ID NO:63), QQYNSYPFT (SE NO:64),
KSTKSLLNSDGFTYLD (SEQ ID NO:65), LV, S (SEQ ID NO:66), and
FQSNYLPFT (SEQ ID NO:67).

16. A kit for detecting rabies virus in a sample ¢cdmprising an antibody that binds to rabies

virus glycoprotein and instructions for usg of the antibody, wherein:

a. the antibody comprises one or mgre heavy chain CDR amino acid sequences
selected from the group consisting of DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG/(SEQ 1D NO:57), QGGDGNYVLFDY (SEQ ID
NO:58), GFAMS (SE NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60),

and RLRRNYYSMDY (SEQ ID NO:61); and

b. the antibody comprises one or more light chain CDR amino acid sequences
selected fromy'the group consisting of KASQNVGTTVA (SEQ ID NQ:62),
SASYRYS (SEQ ID NO:63), QQYNSYPFT (SEQ ID NO:64),
KSTKSLLNSDGFTYLD (SEQ ID NO:65), LVSNRFS (SEQ ID NO:66), and
FQ 'lé’LPFT (SEQ ID NO:67).

17.  The'kit of claim 16, wherein the antibody is coupled to one or more detectable labels.

18. /' The kit of claim 16, further comprising a secondary antibody that binds specifically to

the rabies virus glycoprotein antibody.

An isolated nucleic acid encoding the antibody of any one of claims 1-6.
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20. A host cell comprising the isolated nucleic acid of claim 19.




CLAIMS

An isolated antibody that binds to rabies virus glycoprotein wherein:

a. the antibody comprises one or more heavy chain CDR amino acid sequences
selected from the group consisting of DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG (SEQ ID NO:57), QGGDGNYVLFDY (SEQ ID NO:58),
GFAMS (SEQ ID NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60), and
RLRRNYYSMDY (SEQ ID NO:61); and

b. the antibody comprises one or more light chain CDR amino acid sequences
selected from the group consisting of KASQNVGTTVA (SEQ ID NO:62), SASYRYS
(SEQ ID NO:63), QQYNSYPFT (SEQ ID NO:64), KSTKSLLNSDGFTYLD (SEQ ID
NO:65), LVSNRFS (SEQ ID NO:66), and FQSNYLPFT (SEQ ID NO:67).

The isolated antibody of claim 1, wherein the antibody comprises heavy chain CDR
sequences: DYIML (SEQ ID NO:56), DIYPYYGSTSYNLKFKG (SEQ ID NO:57), and
QGGDGNYVLFDY (SEQ ID NO:58) and comprises light chain CDR sequences:
KASQNVGTTVA (SEQ ID NO:62), SASYRYS (SEQ ID NO:63), and QQYNSYPFT
(SEQ ID NO:64).

The isolated antibody of claim 1, wherein the antibody comprises heavy chain CDR
sequences: GFAMS (SEQ ID NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60), and
RLRRNYYSMDY (SEQ ID NO:61) and comprises light chain CDR sequences:
KSTKSLLNSDGFTYLD (SEQ ID NO:65), LVSNRFS (SEQ ID NO:66), and
FQSNYLPFT (SEQ ID NO:67).

An isolated antibody that binds to rabies virus glycoprotein, wherein the antibody has the
same antigen binding specificity as an antibody produced by a hybridoma cell line

selected from the group consisting of CGMCC Accession Nos. 4805 and 4806.

‘The isolated antibody of any one of claims 1-4, wherein the antibody is capable of
reducing the infectivity of rabies virus and does not interfere with the immunogenicity of

a rabies vaccine.
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10.

11.

12.

13,

The isolated antibody of any one of claims 1-5, wherein the antibody is selected from a
group consisting of a monoclonal antibody, a murine antibody, a chimeric antibody, and a

humanized antibody.

A pharmaceutical composition comprising one or more antibodies of any of claims 1-6

and a pharmaceutically acceptable carrier.

The pharmaceutical composition of claim 7 comprising a cocktail of antibodies wherein a
first antibody comprises heavy chain CDR sequences: DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG (SEQ ID NO:57), and QGGDGNY VLFDY (SEQ ID NO:58)
and comprises light chain CDR sequences: KASQNVGTTVA (SEQ ID NO:62),
SASYRYS (SEQ ID NO:63), and QQYNSYPFT (SEQ ID NO:64); and wherein a second
antibody comprises heavy chain CDR sequences: GFAMS (SEQ ID NO:59),
TISSGGTYTYSPDSVMG (SEQ ID NO:60), and RLRRNYYSMDY (SEQ ID NO:61)
and comprises light chain CDR sequences: KSTKSLLNSDGFTYLD (SEQ ID NO:65),
LVSNRES (SEQ ID NQ:66), and FQSNYLPFT (SEQ ID NO:67).

The use of the antibody of any one of claims 1-6 in the manufacture of a medicament for

treating rabies infection in a subject in need thereof.

The use of claim 9, wherein the antibody reduces the infectivity of rabies virus but does

not interfere with the immunogenicity of a rabies vaccine.

The use of claim 9, wherein the antibody is administered to the subject before, after, or

simultaneously with a rabies vaccine.

The use of claim 9, wherein the antibody is administered to the subject before, after, or

simultaneously with an anti-rabies immunoglobulin.

A kit for treating rabies infection in a subject in need thereof comprising one or more
antibodies that bind to rabies virus glycoprotein and instructions for use of the antibody,
wherein:

a. the antibody comprises one or more heavy chain CDR amino acid sequences

selected from the group consisting of DYIML (SEQ ID NO:56),
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14.

15.

16.

17.

18.

DIYPYYGSTSYNLKFKG (SEQ ID NO:57), QGGDGNYVLFDY (SEQ ID NO:58),
GFAMS (SEQ ID NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60), and
RLRRNYYSMDY (SEQ ID NO:61); and

b. the antibody comprises one or more light chain CDR amino acid sequences
selected from the group consisting of KASQNVGTTVA (SEQ ID NO:62), SASYRYS
(SEQ ID NO:63), QQYNSYPFT (SEQ ID NO:64), KSTKSLLNSDGFTYLD (SEQ ID
NO:65), LVSNRFS (SEQ ID NO:66), and FQSNYLPFT (SEQ ID NO:67).

A kit for detecting rabies virus in a sample comprising an antibody that binds to rabies
virus glycoprotein and instructions for use of the antibody, wherein:

a. the antibody comprises one or more heavy chain CDR amino acid sequences
selected from the group consisting of DYIML (SEQ ID NO:56),
DIYPYYGSTSYNLKFKG (SEQ ID NO:57), QGGDGNYVLFDY (SEQ ID NO:58),
GFAMS (SEQ ID NO:59), TISSGGTYTYSPDSVMG (SEQ ID NO:60), and
RLRRNYYSMDY (SEQ ID NO:61); and

b. the antibody comprises one or more light chain CDR amino acid sequences
selected from the group consisting of KASQNVGTTVA (SEQ ID NO:62), SASYRYS
(SEQ ID NO:63), QQYNSYPFT (SEQ ID NO:64), KSTKSLLNSDGFTYLD (SEQ ID
NO:65), LVSNRFS (SEQ ID NO:66), and FQSNYLPFT (SEQ ID NO:67).

The kit of claim 14, wherein the antibody is coupled to one or more detectable labels.

The kit of claim 14, further comprising a secondary antibody that binds specifically to the

rabies virus glycoprotein antibody.
An isolated nucleic acid encoding the antibody of any one of claims 1-6.

A host cell comprising the isolated nucleic acid of claim 17.
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