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is restricted to the invention first mentioned in the claims; it is covered by claims Nos.: Please See Continuation
Sheet
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Form PCT/ISA/210 (continuation of first sheet(1)) (July 1998)



PCT/US02/03553
INTERNATIONAL SEARCH REPORT

BOXII. OBSERVATIONS WHERE UNITY OF INVENTION IS LACKING
This application contains the following inventions or groups of inventions which are not so linked as to form a single general
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Group I, claim(s) 1-5, 10-12, 19-27, 32-34, and 88-90, insofar as the claims are drawn to a nucleic acid molecule encoding a
polypeptide comprising an amino acid sequence of SEQ ID NO: 13 or composition thereof, wherein said polypeptide binds an
Inhibitor of Apoptosis Protein (IAP), an expression vector comprising said nucleic acid molecule or composition thereof, a host cell
containing said vector, a polypeptide comprising an amino acid sequence of SEQ ID NO: 13 or composition thereof, wherein said
polypeptide binds an Inhibitor of Apoptosis Protein (IAP).

Group 11, claim(s) 6, 19-22, 28, and 88-90. insofar as the claims are drawn to a nucleic acid molecule consisting essentially of
polynucleotide sequence encoding at least an N-terminus sequence-0f SEQ ID NO: 11 or a composition thereof, an expression vector
comprising said nucleic acid molecule or composition thereof, a host cell containing said vector, and a polypeptide or composition
thereof, wherein said polypeptide comprises the amino acid sequence of SEQ ID NO: 11 or a varjant thereof and binds IAP.

Group III, claim(s) 7, 19-22, 29, and 88-90, insofar as the claims are drawn to a nucleic acid molecule consisting essentially of
polynucleotide sequence encoding at least an N-terminus sequence of SEQ ID NO: 15 or a composition thereof, an expression vector
comprising said nucleic acid molecule or composition thereof, a host cell containing said vector, and a polypeptide or composition
thereof, wherein said polypeptide comprises the amino acid sequence of SEQ ID NO: 15 or a variant thereof and binds IAP.

Group IV, claim(s) 8, 19-22, 30, and 88-90, insofar as the claims are drawn to a nucleic acid molecule consisting essentially of
polynucleotide sequence encoding at least an N-terminus sequence of SEQ ID NO: 12 or a composition thereof, an expression vector
comprising said nucleic acid molecule or composition thereof, a host cell containing said vector, and a polypeptide or composition
thereof, wherein said polypeptide comprises the amino acid sequence of SEQ ID NO: 12 or a variant thereof and binds IAP.

Group V, claim(s) 9, 19-22, 31, and 88-90, insofar as the claims are drawn to a mucleic acid molecule having a polynucleotide
sequence encoding a polypeptide or a composition thereof, an expression vector comprising said nuclejc acid molecule or composition
thereof, a host cell containing said vector, and a polypeptide or composition thereof, wherein said polypeptide comprises a first
portion of a procaspase-9 that specifically binds IAP and a second portion of a procaspase-9 containing a mntated active site and
lacking cysteine protease activity.

Group VI, claim(s) 13-22, 35-39, and 88-90, insofar as the claims are drawn to a nucleic acid molecule having a polynucleotide
sequence encoding a polypeptide comprising a portion of a mutated procaspase-9 or a composition thereof, wherein said portion fails
to undergo normal processing and possesses wild-type caspase-9 activity, an expression vector comprising said mucleic acid molecule
or composition thereof, a host cell containing said vector, and a polypeptide or composition thereof, wherein said polypeptide
comprises a portion of a mutated procaspase-9, wherein said portion fails to undergo normal processing and possesses wild-type
caspase-9 activity.

Group VII, claim(s) 40, 41, 44-47, aund 91, insofar as the claims are drawn to an antibody that specifically binds a polypeptide set
forth in SEQ ID NO: 13 or a composition thereof, wherein said polypeptide binds an IAP.

Group VIII, claim(s) 42-48 and 91, insofar as the claims are drawn to an antibody that specifically binds an epitope of the N-termimus
of a caspase-9-p12 or a composition thereof.

Group IX, claim(s) 66, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell
containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an IAP with a cand’date inhibitor or enhancer and detecting cell viability.

Group X, claim(s) 67, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell containing
a vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to undergo normal
processing and possesses wild-type caspase-9 activity, and detecting cell viability.

Group XI, claim(s) 68 and 69, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell
containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an IAP with a candidate inhibitor or enhancer and detecting the presence of large and small caspase subumnits.

Group XII, claim(s) 70 and 71, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell
containing a vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to undergo
normal processing and possesses wild-type caspase-9 activity, and detecting the presence of large and small caspase subunits.

Group XIII, claim(s) 72-74, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell
containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an IAP with a candidate inhibitor or enhancer and detecting caspase activity.
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Group XIV, claim(s) 76-79, drawn to a method for identifying an inhibitor or enhancer of apoptosis comprising contacting a cell
containing a vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to undergo
normal processing and possesses wild-type caspase-9 activity, and detecting caspase activity.

Group XV, claim(s) 80-82, drawn to a method for identifying a compound that inhibits a polypeptide comprising an amino acid
sequence set forth in SEQ ID NO: 13, wherein said polypeptide specifically binds an IAP, wherein said method comprises contacting
a candidate compound with said polypeptide in the presence of an IAP and detecting displacement of said IAP from said polypeptide.

Group XVI, claim(s) 83-87, drawn to a method for identifying a compound that inhibits a polypeptide comprising an amino acid
sequence set forth in SEQ ID NO: 13, wherein said polypeptide specifically binds an IAP, wherein said method comprises contacting
a candidate compound with said polypeptide in the presence of an IAP and performing a functional assay.

This application contains claims directed to more than one species of the generic invention. These species are deemed to lack unity of
invention because they are not so linked as to form a single general inventive concept under PCT Rule 13.1.

In order for more than one species to be examined, the appropriate additional examination fees must be paid. The species are as
follows:

Claim 1 is generic to a plurality of inventions, wherein said mucleic acid molecules encodes a polypeptide comprising an amino acid
sequence selected from the group consisting of the first four amino acids of (a) SEQ ID NO: 2, (b) SEQ ID NO: 3, (¢) SEQ ID NO:
4, (d) SEQ ID NO: 5, (e) SEQ ID NO: 6, (f) SEQ ID NO: 7, (g) SEQ ID NO: 8, (h) SEQ ID NO: 9, and (i) SEQ ID NO: 10,
according to claim 5.

Claim 10 is generic to a plurality of inventions, wherein said nucleic acid molecule encodes a polypeptide selected from the group
consisting of (a) a polypeptide consisting essentially of a caspase-3 in which the amino acid residnes corresponding to the amino
terminal two residues of p12 are substituted with alanine-valine and (b) a polypeptide consisting essentially of a caspase-3 in which
the amino acid residues corresponding to the amino terminal four residues of p12 are substituted with residues set forth in SEQ ID
NO: 13, as set forth in claims 11 and 12, respectively.

Claim 13 is generic to a plurality of inventions, wherein said nucleic acid molecule encodes a polypeptide comprising a portion of a
mutated procapase-9 selected from the group consisting of () a portion corresponding to SEQ ID NO: 1 with amino acid residue 315
substitited by alanine, (b) a portion corresponding to SEQ ID NO: 1 with amino acid residues 315 and 330 substituted by alanine, (c)
a portion corresponding to SEQ ID NO: 1 with amino acid residues 306, 315, and 330 substituted by alanine, and (d) a portion
corresponding to SEQ ID NO: 1 with amino acid residues 316-330 deleted, as set forth in claims 15, 16, 17, and 18, respectively.

Claim 23 is generic to a plurality of inventions, wherein said polypeptide comprises an amino acid sequence selected from the group
consisting of the first four amino acids of (a) SEQ ID NO: 2, (b) SEQ ID NO: 3, (c) SEQ ID NO: 4, (d) SEQ ID NO: 5, (¢) SEQ ID
NO: 6, (f) SEQ ID NO: 7, (f) SEQ ID NO: 8, (g) SEQ ID NO: 9, and (h) SEQ ID NO: 10, according to claim 27.

Claim 32 is generic to a plurality of inventions, wherein said polypeptide is selected from the group consisting of (a) a polypeptide
comprising a caspase-3 or variant thereof in which the amino acid residues corresponding to the amino terminal two residues of p12
are substituted with alanine-valine and (b) a polypeptide consisting essentially of a caspase-3 in which the amino acid residues
corresponding to the amino terminal four residues of p12 are substituted with residues set forth in SEQ ID NO: 13, as set forth in
claims 33 and 34, respectively.

Claim 35 is generic to a plurality of inventions, wherein said polypeptide comprises a portion of a mutated procapase-9 or variant
thereof selected from the group consisting of (a) a portion corresponding to SEQ ID NO: 1 with amino acid residue 315 substituted by
alanine, (b) a portion corresponding to SEQ ID NO: 1 with amino acid residues 315 and 330 substituted by alanine, (c) a portion
corresponding to SEQ ID NO: 1 with amino acid residues 306, 315, and 330 substituted by alanine, and (d) a portion corresponding
to SEQ ID NO: 1 with amino acid residues 316-330 deleted, as set forth in claims 36, 37, 38, and 39, respectively.

Claims 40 and 42 are generic to a plurality of inventions, wherein said antibody inhibits binding of the protein to which the antibody
binds to a portion of an IAP selected from the group consisting of (a) BIR1, (b) BIR2, and (c) BIR3, as set forth in claims 45, 46, and
47, respectively.

Claims 68 and 70 are generic to a plurality of inventions, wherein said method comprises detecting the small and large subunits of a
caspase selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9, according to claim 69 or 71.

Claims 72 and 76 are generic to a plurality of inventions, wherein said'method comprises detecting the enzymatic activity of a caspase
selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9, according to claim 73 or 77.
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Claim 83 is generic to a plurality of inventions, wherein said method comprises functionally assaying a caspase selected from the
group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9, according to claim 85.

The inventions listed as Groups I-XVI do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT
Rule 13.2, they lack the same or corresponding special technical features for the following reasons:

Form PCT/ISA/210 (second sheet) (July 1998)
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The special technical feature of Group I is a nucleic acid molecule encoding a polypeptide comprising an amino acid sequence of SEQ
ID NO: 13 and inducing or stimulating apoptosis in a cell by a process comprising contacting the cell with said nucleic acid molecule.

The special technical feature of Group II is a nucleic acid molecule consisting essentially of polynucleotide sequence encoding at least
an N-terminus sequence of SEQ ID NO: 11.

The special technical feamre of Group III is a nucleic acid molecule consisting essentially of polynucleotide sequence encoding at
least an N-terminus sequence of SEQ ID NO: 15.

The special technical feature of Group IV is a nucleic acid molecule consisting essentially of polynucleotide sequence encoding at
least an N-terminus sequence of SEQ ID NO: 12.

{ The special technical feature of Group V is a nucleic acid molecule having a polynucleotide sequence encoding a polypeptide
comprising a first portion of a procaspase-9 that specifically binds IAP and a second portion of a procaspase-9 containing a mutated
active site and lacking cysteine protease activity.

The special technical feature of Group VI is a nucleic acid molecule having a polymicleotide sequence encoding a polypeptide
comprising a portion of a mutated procaspase-9, wherein said portion fails to undergo normal processing and possesses wild-type
caspase-9 activity.

The special technical feature of Group VII is an antibody that specifically binds a polypeptide set forth in SEQ ID NO: 13 or a
composition thereof, wherein said polypeptide binds an IAP.

The special technical feature of Group VIII is an antibody that specifically binds an epitope of the N-terminus of a caspase-9-p12 or a
composition thereof.

The special technical feature of Group IX is identifying an inhibitor or enhancer of apoptosis by a process comprising confacting a
cell containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an TAP with a candidate inhibitor or enhancer and detecting cell viability.

The special technical feature of Group X is identifying an inhibitor or enhancer of apoptosis by a process comprising containing a
vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to undergo normal
processing and possesses wild-type caspase-9 activity, and detecting cell viability.

The special technical feature of Group XI is identifying an inhibitor or enhancer of apoptosis by a process comprising contacting a
cell containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an IAP with a candidate inhibitor or enhancer and detecting the presence of large and small caspase subunits.

The special technical feature of Group XII is identifying an inhibitor or enhancer of apaptosis by a process comprising contacting a
cell containing a vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to
undergo normal processing and possesses wild-type caspase-9 activity, and detecting the presence of large and small caspase subunits.

The special technical feature of Group XIII is identifying an inhibitor or enhancer of apoptosis by a process comprising contacting a
cell containing a vector expressing a polypeptide comprising an amino acid sequence set forth in SEQ ID NO: 13 that is capable of
specifically binding an IAP with a candidate inhibitor or enhancer and detecting caspase activity.

The special technical feature of Group XIV is identifying an inhibitor or enhancer of apoptosis by a process comprising contacting a
cell containing a vector expressing a polypeptide comprising a portion of a mutated procaspase-9, wherein said portion fails to
undergo normal processing and possesses wild-type caspase-9 activity, and detecting caspase activity.

The special technical feature of Group XV is identifying a compound that inhibits a polypeptide comprising an amino acid sequence
set forth in SEQ ID NO: 13, wherein said polypeptide specifically binds an IAP by a process comprising contacting a candidate
compound with said polypeptide in the presence of an JAP and detecting displacement of said JIAP from said polypeptide.

The special technical feature of Group XVI is identifying a compound that inhibits a polypeptide comprising an amino acid sequence
set forth in SEQ ID NO: 13, wherein said polypeptide specifically binds an JAP by a process comprising contacting a candidate
compound with said polypeptide in the presence of an IAP and performing a functional assay.

Accordingly, groups I-XVI do not share the same or a corresponding special technical feature and therefore do not form a single
general inventive concept. Moreover, PCT Rules 13.1 and 13.2 only provide for the unification of claims drawn to the first claimed
product and claims drawn. to the first claimed methods for making and using said product.
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The species listed above do not relate to a single general inventive concept under PCT Rule 13.1 because, under PCT Rule 13.2, the
species lack the same or corresponding special technical features for the following reasons:

The special technical features of the species of invention encompassed by claim 1 are nucleic acid molecules that encode a polypeptide
comprising an amino acid sequence selected from the group consisting of the first four amino acids of (a) SEQ ID NO: 2, (b) SEQ ID
NO: 3, (c) SEQ ID NO: 4, (d) SEQ ID NO: 5, (e) SEQ ID NO: 6, (f) SEQ ID NO: 7, (f) SEQ ID NO: 8, (g) SEQ ID NO: 9, and (h)
SEQ ID NO: 10.

The special technical features of the species of invention encompassed by claim 10 are nucleic acid molecules that encode a
polypeptide selected from the group consisting of (a) a polypeptide consisting essentially of a caspase-3 in which the amino acid
residues corresponding to the amino terminal two residues of p12 are substituted with alanine-valine and (b) a polypeptide consisting
essentially of a caspase-3 in which the amino acid residues corresponding to the amino terminal four residues of p12 are substituted
with residues set forth in SEQ ID NO: 13.

The special technical features of the species of invention encompassed by claim 13 are nucleic acid molecules that encode a
polypeptide comprising a portion of a mutated procapase-9 selected from the group consisting of (a) a portion corresponding to SEQ
ID NO: 1 with amino acid residue 315 substituted by alanine, (b) a portion corresponding to SEQ ID NO: 1 with amino acid residues
315 and 330 substituted by alanine, (c) a portion corresponding to SEQ ID NO: 1 with amino acid residues 306, 315, and 330
substituted by alanine, and (d) a portion corresponding to SEQ ID NO: 1 with amino acid residues 316-330 deleted.

The special technical features of the species of invention encompassed by claim 23 are polypeptides comprising an amino acid
sequence selected from the group consisting of the first four amino acids of (a) SEQ ID NO: 2, (b) SEQ ID NO: 3, (c) SEQ ID NO:
4, (d) SEQID NO: 5, (e) SEQ ID NO: 6, (f) SEQID NO: 7, (f) SEQ ID NO: 8, (g) SEQ ID NO: 9, and (h) SEQ ID NO: 10.

The special technical features of the species of invention encompassed by claim 32 are (a) a polypeptide comprising a caspase-3 or
variant thereof in which the amino acid residues corresponding to the amino terminal two residues of p12 are substituted with alanine-
valine and (b) a polypeptide consisting essentially of a caspase-3 in which the amino acid residues corresponding to the amino
terminal four residues of p12 are substituted with residues set forth in SEQ ID NO: 13.

The special technical features of the species of invention encompassed by claim 35 are polypeptides comprising a portion of a mutated
procapase-9 or varjant thereof selected from the group consisting of (a) a portion corresponding to SEQ ID NO: 1 with amino acid
residue 315 substituted by alanine, (b) a portion corresponding to SEQ ID NO: 1 with amino acid residues 315 and 330 substituted by
alanine, (c) a portion corresponding to SEQ ID NO: 1 with amino acid residues 306, 315, and 330 substituted by alanine, and (d) a
portion corresponding to SEQ ID NO: 1 with amino acid residues 316-330 deleted.

The special technical features of the species of invention encompassed by claim 40 are an antibody that inhibits binding of the protein
to which the antibody binds to (a) BIR1, (b) BIR2, or (c) BIR3.

The special technical features of the species of invention encompassed by claim 42 are an antibody that inhibits binding of the protein
to which the antibody binds (a) BIR1, (b) BIR2, or (c) BIR3.

The special technical features of the species of invention encompassed by claim 68 are detecting the small and large subunits of a
caspase selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9.

The special technical features of the species of invention encompassed by claim 70 are detecting the small and large subunits of a
caspase selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9.

The special technical features of the species of invention encompassed by claim 72 are detecting the enzymatic activity of a caspase
selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9.

The special technical features of the species of invention encompassed by claim 76 are detecting the enzymatic activity of a caspase
selected from the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9.

The special technical features of the species of invention encompassed by claim 83 are functionally assaying a caspase selected from
the group consisting of (a) caspase-3, (b) caspase-7, and (c) caspase-9.

Accordingly, each species of invention lacks the same or corresponding special technical feature as any other, and therefore do not
related to a single general inventive concept.
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Continuation of Box I Item 4:
1-5, 10-12, 19-27, 32-34, and 88-90 insofar as the clajms are drawn to the first named species of invention
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