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FURTHER INFORMATION CONTINUED FROM  PCTASAS 210

This International Searching. Authority found muitiple {(groups of)
inventions in this international application, as follows:

1. Claims: 1-16 (partially}
Invention 1:

A mutant human B-Raf polypeptide comprising one or more
aming—acid mutations, wherein one of said mutations is
specified by VY599E or Y5290, the complement of a nucleic
acid encoding said B-Raf polypeptide, wherein said
complement comprises one or more point muiations and wherein
ane of said point mutations s specified by T1796A or
TG1796-27AT, a nucleic acid which hybridizes specifically io
a nucleic acid encoding said B-Raf polypeptide comprising
one or mere point mutations, wherein one of the point
mutations is specified by T1796A or TG1796-97AT, a nucleic
acid primer which directs specific amplification of a
nucleic acid encoding said peint mutatien, wherein one of
said point mutatiens s specified by T1796A or TG1796-97AT,
and a 1igand which binds seTectively te a polypeptide
encoding said mutations and methods for the detection of
oncogenic mutations in B-Raf specified by T1796A or
TG1796-97AT, comprising the steps of (a) 1solating a sample
(b) examining nucleic acid material and {c) determing the
presence of one or mere point mutations.

2. Claims: 1-16 (partially)
Invention 2:

A mutant human B-Raf polypeptide comprising one or more
amino—acid mutations, wherein one of said mutations is
specified by Gb9bR, the complement of & nucleic acid
encoding said B-Raf polypeptide, wherein said complement
comprises one ar more point mutations and wherein cne of
said peint mutations is specified by &1783C, a nucleic acid
which hybridizes specifically te a nucleic acid enceding
said B-Raf polypeptide comprising one or more point
mutations, wherein one of the point mutations is specified
by Gl783C, a nucleic acid primer which directs specific
amplification of a nucleic acid encoding said point
mutation, wherein one of said point mutations is specified
by G1783C, and a 1igand which binds seleetively to a
polypeptide encoding said mutatiens and methods for the
detection of oncogenic mutations in B-Raf specified by
G1783C, comprising the steps of {a) {solating a sample {b)
examining nucteic acid material and {c) determing the
presence of one or mere point mutations.

3. Claims: 1-16, 38-42 (partially)

Invention 3:

C
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FURTHER INFORMATION CONTINUER FROM  PCTASA! 21(

A mutant human B-Raf pelypeptide comprising ene or more.
amino—acid mutations, wherein one of said mutations is
specified by G465Y¥, G465E or G465A, the compiement of a
nucteic acid encoding said B-Raf polypeptide, wherein said
complement comprises ane or mere point mutations and wherain
gne of said peoint mutations is specified by G1394C or G1394T
a nucleic acid which hybridizes specifically to a nucleic
acid encoding said B-Raf polypeptide comprising one or more
point mutations, wherein one of the point mutations is
specified by G1394C or GL394T, a nucleic acid primer which
directs specific amplification of a nucieic acid encoding
said point mutatien, wherein one of said point mutations is
specified by 61394C, G13%94A or G1394T, and a Tigand which
binds selectively to a polypeptide encoding said mutations
and a constitutively active kinase comprising a mutation in
the phosphate binding Toop thereof selected from the group
consisting of mutations at position 465 and metheds for the
detection of encogenic mutations in B-Raf specified by
G1394C or GL394T, comprising the steps of (a) isolating a
sampie (b) examining nucleic acid material and (c) determing
the presence of one or more point mutations,

4. Claims: 1-16, 38-42 (partialily)
Invention 4:

A mutant human B-Raf polypeptide comprising one or more
amino-acid mutations, wherein ope of said wutations is
specified by G468A or G468E, the complement of a nucleic
acid encading said B-Raf polypeptide, wherein said
complement comprises one or mere point mutations and wherein
one of said peint mutations is specified by GL403C or
G1403A, a nucleic acid which hybridizes specifically to a
nucleic acid enceding said B-Raf palypeptide comprising one
or more point mutations, wherein ene of the peoint mutations
is specified by G1403C or G1403A, a nucleic acid primer
which directs specific amplification of a nucleic acid
encoding said point mutation, wherein one of said peint
mutations is specified by G1403C or GL403A, and a ligand
which binds selectively to a polypeptide encoding said
mutations and a constitutively active kinase comprising a
mutation in the phosphate binding Toop thereof selected from
the group consisting of mutations at positicn 468 and
methods for the detection of oncogenic mutations in B-Raf
specified by GL1403C or GLAO3A, comprising the steps of ()
isolating a sample (b) examining nuclieic acid material and
{c) determing the presence of one or more point mutations.

B. Claims: 1-16 (partially)

Invention 5:

C
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FURTHER INFORMATION CONTINUED FROM  PCTASA/ 21(

A mutant human B-Raf polypeptide comprising one or more
amino-acid mutations, wherein one of said mutations is
specified by EbB5K, the complement of & nucleic acid
encoding said B-Raf polypeplide, wherein said complement
comprises one or more peint mutations and wherein ane of
said point mutations is specified by GL753A, a nucleic acid
which hybridizes specifically to a nuclteic acid encoding
said B-Raf polypeptide camprising one or more point
mutations, wherein ane of the point mutations is specified
by GL753A, a nucleic acid primer which directs specific
amplification of a nucleic acid enceding said point
mutation, wherein one of safd point mutations is specified
by GL1753A, and a ligand which binds selectively to a
pelypeptide encoding satd mutations and methods for the
detection of oncagenic mutatiens in B-Raf specified by
G1753A, comprising the steps of (a)} isolating a sample (b}
examining nucleic acid material and (¢) determing the
presence of gne or more point mutations.

6. Claims: 1-16 (partially)
Invention &:

A mutant human B-Raf polypeptide comprising one or more
amino-acid mutations, wherein one of said mutations is
specified by Fh94l, the complement of a nucleic acid
encoding said B-Raf polypeptide, wherein said complement
comprises one or more point mutations and wherein one of
said point mutations is specified by T1782G, a nuclieic acid
which hybridizes specifically to a nucleic acid encoding
said B-Raf polypeptide comprising one or more point
mutations, wherein one of the poini mutations is specified
by T1782G, a nucleic acid primer which directs specific
amplification of a nucleic acid encading said peint
mutation, wherein one of said point mutations is specified
by T1782G, and a 1igand which binds selectively to a
polypeptide encoding said mutations and methads for the
detection of oncogenic mutations in B-Raf specified by
T1782G, comprising the steps of (a) isolating a sample (b)
examining nucleic acid material and (¢} determing the
presence of one or more point mutations.

7. Claims: 1-16 (partially)
Invention 7:

A mutant human B-Raf polypeptide comprising one or more
amino-acid mutations, wherein one of said wutations is
specified by 596V or LBI6R, the complement of a nucleic
acid encoding said B-Raf polypeptide, wherein said
complement comprises one or more point mutations and wherein
one of said point mutations is specified by C17866 or
T1787G, a nucleic acid which hybridizes specifically to a
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nucleic acid encoding said B-Raf polypeptide comprising one
or more point mutations, wherein ane of the point mutations
is specified by C1786& or T1787G, a nuclelc acid primer
which directs specific amplification of & nucieic acid
encoding said-point mutation,- wherein one of said point
mutaticons s specified by Ci1786G or T17878, and a Tigand
which binds selectively to a pelypeptide encoding said
mutations and methods for the detection of oncogenic
mutations in B-Raf specified by C1786G or T1787G, comprising
the steps of (a) isolating a sample (b) examining nucleic
acid material and (c) determing the prasence of ane ar more
point mutations.

8. Clajms: 1-16, 38-42 {partially)
Invention 8:

A mutant human B-Raf polypeptide comprising one or more
amino~acid mutations, wherein one of said mutations is
specified by G463E, the complement of a nucleic acid
encoding said B-Raf polypeptide, wherein said complement
comprises one or more point mutations and wherein aone of
said point mutations is specified by G1388A, a puclejc acid
which hybridizes specifically to & nuclelc acid encoding
said B-Raf polypeptide comprising one or more point
mutations, wherein one of the point mutations is specified
by G1388A, a nuclieic acid primer which directs specific
amplification of a nucleic acid encoding said point
mutatien, wherein one of said point mutations is specified
by G1388A, and a ligand which binds seiectively to a
polypeptide encoding said mutations and a constitutively
active kinase comprising a mutatien in the phosphate binding
loop thereof selected from the greup consisting of mutations
at position 463 and methods for the detection of oncoegenic
mutations in B-Raf specified by Gl388A, comprising the steps
of {a) isolating a sample (b} examining nucieic acid
material and (c) determing the presence af one or more point
mutations.

9. Claims: 17-19 {completely)
Invention 9:
Apparatus for detecting a mutation at a target sequence
position in a nucleic acid encoding a B-Raf polypeptide.
10. Claims: 20, 30 {completely)
Invention 10:

Automated methods for detecting a mutation / single aming
acid mutation at a target seguence position in a nucieic

C
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acid encoding a B-Raf polypeptide.

11. Claims: 21-29 (completely)
Invention 11: i
Apparatus for detecting a single amino acid mutation in a
B-Raf polypeptide.
12. Claims: 31-37 (completely)
Tnvention 12:
A methed and an assay for identifying one or more compounds
having anti-proliferative activity.
13. Claim : 43 (completely)
Invention 13:

A method for screening ope or more compounds for an
tnhibitory effect on a kinase.
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