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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
inventive concept under PCT Rule 13.1. In order for all inventions to be examined, the appropriate additional examination fees must
be paid.

Group I, claim(s) 1-5, 7-8, 13-14, drawn in part to a polynucleotide encoding the polypeptide of SEQ ID NO: 2, the polynucleotide
of SEQ ID NO: 1, and a method of use of said polynucleotide in a method to detect a nucleic acid coding for human KSE336.

| Group 11, claim(s) 1-5, 7-8, 13-14, drawn in part to a polynucleotide encoding the polypeptide of SEQ ID NO: 4, the polynucleotide
of SEQ ID NO: 3, and a method of use of said polynucleotide in a method to detect a nucleic acid coding for human KSE336.

Group III, claim(s) 9-12 and 22, drawn in part to the polypeptide of SEQ ID NO: 2 and a method of use of said polypeptide in a
method for identifying an agent that modulates expression of the polypeptide of SEQ ID NO: 2.

Group IV, claim(s) 9-12 and 22, drawn in part to the polypeptide of SEQ ID NO: 4 and a method of use of said polypeptide in a
method for identifying an agent that modulates expression of the polypeptide of SEQ ID NO: 4.

Group V, claim(s) 15-16, drawn in part to a method of treating a pancreas or brain tissue disease by administering a therapeutic agent
effect in the regulation of a polynucleotide which encodes the polypeptide of SEQ ID NO: 2.

Group VI, claim(s) 15-16, drawn in part to a method of treating a pancreas or brain tissue disease by administering a therapeutic
agent effect in the regulation of a polynucleotide encoding the polypeptide of SEQ ID NO: 4.

Group VII, claim(s) 17-20, drawn in part to a method of diagnosing a pancreas or brain tissue disease associated with abnormal
KSE336 expression by assessing the expression of a polynucleotide encoding the polypeptide of SEQ ID NO: 2.

Group VIII, claim(s) 17-20, drawn in part to a method of diagnosing a pancreas or brain tissue disease associated with abnormal
KSE336 expression by assessing the expression of a polynucleotide encoding the polypeptide of SEQ ID NO: 4.

Group IX, ézlaim(s) 21, drawn in part to a method for identifying an agent that modulates the expression of a polynucleotide encoding
the polypeptide of SEQ ID NO: 2.

Group X, claim(s) 21, drawn in part to a method for identifying an agent that modulates the expression of a polymicleotide encoding
the polypeptide of SEQ ID NO: 4.

Group X, claim(s) 23-25, drawn in part to a method for detecting polymorphisms in KSE336 by comparison with the polymucleotide
of SEQID NO: 1.

Group XII, claim(s) 23-25, drawn in part to a method for detecting polymorphisms in KSE336 by comparison with the polynucleotide
of SEQID NO: 3.

Group X111, claim(s) 26-28, drawn in part to a method for identifying a genetic basis for a pancreas or brain tissue disease by
determining the association of disease with a polynucleotide encoding the polypeptide of SEQ ID NO: 2.

Group X1V, claim(s) 26-28, drawn in part to a method for identifying a genetic basis for a pancreas or brain tissue disease by
determining the association of disease with a polynucleotide encoding the polypeptide of SEQ ID NO: 4.

Group XV, claim(s) 29-30, drawn in part to a non-tuman transgenic mammal comprising a functional disruption of a homolog of a
polynucleotide encoding the polypeptide of SEQ ID NO: 2.
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Group XVI, claim(s) 29-30, drawn in part to a non-human transgenic mammal comprising a functional disruption of a homolog of a
polynucleotide encoding the polypeptide of SEQ ID NO: 4.

Group XVII, claim(s) 31, drawn in part to a method of advertising KSE336 for sale by displaying the polynucleotide sequence set
forthin SEQ ID NO: 1.

Group XVIII, claim(s) 31, drawn in part to a method of advertising KSE336 for sale by displaying the polymfcleotide sequence set
forth in SEQ ID NO:3.

Group XIX, claim(s) 32, drawn in part to an antibody which is specific for the polypeptide of SEQ ID NO: 2.
Group XX, claim(s) 32, drawn in part to an antibody which is specific for the polypeptide of SEQ ID NO:4.

Group XXI, claim(s) 33, drawn in part to a method for selecting a polynucleotide sequence coding for KSE336 from a database by
displaying in a computer readable medium the sequence of a polynucleotide encoding the polypeptide of SEQ ID NO: 2.

Group XXII, claim(s) 33, drawn in part to a method for selecting a polynucleotide sequence coding for KSE336 from a database by
displaying in a computer readable medium the sequence of a polynucleotide encoding the polypeptide of SEQ ID NO:4.

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

According to PCT Rule 13.2 and to the guidelines in Section (f)(i)(B)(1) of Annex B of the PCT Administrative Instructions, all
alternatives of a Markush Group must have a common property or activity. Although the polynucleotides of Groups I-l, polypeptides
of Groups III-IV, the non-human transgenic mammals of Groups XV-XVI, and the antibodies of Groups XIX-XX share a common
property within Groups I-II, HII-IV, XV-XVI, and XIX-XX, in that they are either mcleic acids, proteins, or non-human transgenic
mammals, the compounds are not regarded as being of similar nature because all the alternatives do not share a common structure or
function. It is noted that each of the polynucleotides/polypeptides of Groups I-II and III-IV appear to encode/be different KSE336
kinases as indicated in Figure 2A of the specification.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The polynucleotides of Groups I-II, polypeptides of Groups III-IV, the non-luman transgenic mammals of
Groups XV-XVI, and the antibodies of Groups XIX-XX share no special technical feature as the nucleic acid of Groups I-II,
particularly the nucleic acid of claim 5, is not required for the polypeptides of Groups III-IV or the transgenic mammals of Groups
XV-XVI, and therefore does not correspond to the polypeptides of Groups IH-IV. As such, the polynucleotides of Groups I-II encode
proteins which may not elicit the antibodies of Groups XIX-XX. It is noted that claim 5 is directed in part to a polynucleotide of any
size and function which is complementary to any section of a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or the
polypeptide of SEQ ID NO: 4.

The polynucleotides of Groups I-II do not have umty of invention with the methods of Groups VII-XIV according to 37 CFR
1.475(b)(c) since Groups I-II already contain one method of use/manufacture and the methods of Groups VII-XIV are additional
methods of use.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The proteins of Groups ITI-IV and the methods of Groups V-XIV, XVII-XVIII, XXI-XXII do share the same or
corresponding special technical feature. The special technical feature of Groups III-IV is a protein comprising the amino acid
sequences of SEQ ID NO: 2 or 4. The special technical feature of Groups V-VI is being a method of treating a disease with an agent
effective in regulating a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. Each of the special technical features of
Groups VII-XIV is being a different method of use of the polynucleotide of Groups I-II. The special technical feature of Groups
XVII-XVIII is being a method of advertising KSE336 by displaying the sequence of SEQ ID NO: 1 or SEQ ID NO: 3. The special
technical feature of Groups XXI-XXII is being a method for selecting a sequence from a database which contains the sequence of a
polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. Therefore each of the groups have a different special techmical
feature not shared by the remaining groups.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The non-human transgenic animals of Groups XV-XVI and the methods of Groups V-XIV, XVII-XVIII, XXI-
XXII do share the same or corresponding special technical feature. The special technical feature of Groups XV-XVI is a non-human
transgenic mammal comprising a polynucleotide encoding the polypeptides of SEQ ID NO: 2 or 4. The special technical feature of
Groups V-VI is being a method of treating a disease with an agent effective in regulating a polymcleotide encoding the polypeptide of
SEQ ID NO: 2 or 4. Each of the special technical features of Groups VII-XIV is being a different method of use of the
polynucleotide of Groups I-II. The special technical feature of Groups XVII-XVIII is being a method of advertising KSE336 by
displaying the sequence of SEQ ID NO: 1 or SEQ ID NO: 3. The special technical feature of Groups XXI-XXII is being a method

Form PCT/ISA/210 (second sheet) (July 1998)




PCT/US02/26129
INTERNATIONAL SEARCH REPORT

for selecting a-sequence from a database which contains the sequence of a polynucleotide encoding the polypeptide of SEQ ID NO: 2
or 4. Therefore each of the groups have a different special technical feature not shared by the remaining groups.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The antibodies of Groups XIX-XX and the methods of Groups V-XIV, XVII-XVIII, XXI-XXII do share the same
or corresponding special technical feature. The special technical feature of Groups XIX-XX is a protein which can bind specifically
to the polypeptides of SEQ ID NO: 2 or 4. The special technical feature of Groups V-VI is being a method of treating a disease with
an agent effective in regulating a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. Each of the special technical
features of Groups VII-XIV is being a different method of use of the polynucleotide of Groups I-1I. The special technical feature of
Groups XVII-XVIII is being a method of advertising KSE336 by displaying the sequence of SEQ ID NO: 1 or SEQ ID NO: 3. The
special technical feature of Groups XXI-XXII is being a method for selecting a sequence from a database which contains the sequence
of a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. Therefore each of the groups have a different special technical
feature not shared by the remaining groups.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The polynucleotide of Groups I-II and the methods of Groups V-VI, XVII-XVIII, XXI-XXII do share the same
or corresponding special technical feature. The special technical feature of Groups I-II is a nucleic acid encoding the polypeptides of
SEQ ID NO: 2 or 4, the special technical feature of Groups V-VI is being a method of treating a disease with an agent effective in
regulating a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4, the special technical feature of Groups XVII-XVIII is
being a method of advertising 1725336 by displaying the sequence of SEQ ID NO: 1 or SEQ ID NO: 3, and the sp..ial technical
feature of Groups XXI-XXII is being a method for selecting a sequence from a database which contains the sequence of a
polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. Therefore each of the groups have a different special technical
feature not shared by the remaining groups.

According to PCT Rule 13.2, unity of invention exists only when there is a share same or corresponding technical feature among the
claimed inventions. The methods of Groups V-XIV, XVII-XVIII, and XXI-XXII do share the same or corresponding special
technical feature. The special technical feature of Groups V-VI is being a method of treatment a disease with an agent which
regulates a polynucleotide encoding the polypeptide of SEQ ID NO: 2 or 4. The special technical feature of Groups VII-VIII is
being a method for diagnosing a disease by assessing the expression of a polynucleotide encoding the polypeptide of SEQ ID NO: 2
or 4. The special technical feature of Groups IX-X is being a method for identifying an agent which modulates the expression of a
polynucleotide encoding the polypeptides of SEQ ID NO: 2 or 4. The special technical feature of Groups XI-XII is being a method
for detecting polymorphisms by comparison with the polynucleotide of SEQ ID NO: 1 or 3. The special technical feature of Groups
XIII-XIV is being a method for identifying a genetic basis for a disease by determining association with a polymcleotide encoding the
polypeptide of SEQ ID NO: 2 or 4. The special technical feature of Groups XVII-XVIII is being a method of advertising KSE336 by
displaying the sequence of SEQID NO: 1 or SEQID NO: 3. The special technical feature of Groups XXI-XXII is being a method
for selecting a sequence from a database which contains the sequence of a polynucleotide encoding the polypeptide of SEQ ID NO: 2
or 4. Therefore each of the groups have a different special technical feature not shared by the remaining groups.
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