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MGRPRPFCPRSLVWSAQALLSHITCVVGPGPPVPGHRCGRPRPSCPGPPVQVIGVVGPGP
SVPGHLCGRPRALLYHVTVEGLALEEGRDLALVGAGFQGVACQQEGAGGMGPGGTQGWGA
TAGDCPEAPPGHLATIAIVAHGHLVPFQGTRGGSDAAGHD

Important features of the protein:

Signal peptide:
Amino acids 1-25

N-myristoylation sites:

Amino acids 109-115;113-119;119-125,148-154;151-157;152-158

(57) Abréegée/Abstract:

The present invention Is directed to novel polypeptides and to nucleic acid molecules encoding those polypeptides. Also provided
herein are vectors and host cells comprising those nucleic acid seguences, chimeric polypeptide molecules comprising the
polypeptides of the present invention fused to heterologous polypeptide sequences, antibodies which bind to the polypeptides of
the present invention and to methods for producing the polypeptides of the present invention.
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CCAACGTGACACAGGAGCACTTCGGCAATTATACTTGTGTGGCTGCCAACAAGCTAGGCACA

ACCAATGCGAGCCTGCCTCTTARCCCTCCAAGTACAGCCCAGTATGGARTTACCGGGAGCHL
TGATGTTCTTTTCTCCTGCTGGTACCTTGTGTTGACACTGTCCTCTTTCACCAGCATATTCT

ACCTGAAGAATGCCATTCTACAATAAATTCAAAGACCCATAAAAGGCTTTTAAGGATTCTCT
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" SECRETED AND TRANSMEMBRANE POLYPEPTIDES AND NUCLEIC ACIDS ENCODING THE
SAME

FIELD OF THE INVENTION
The present invention relates generally to the identification and isolation of novel DNA and to the

recombinant production of novel polypeptides.

BACKGROUND OF THE INVENTION

Extracellular proteins play impof'fant roles in, among other things, the formation, differentiation and
maintenance of multicellular organisms. The fate of many individual cells, e.g., proliferation, migration,
differentiation, or interaction with other cells, is typically governed by information received from other cells
and/or the immediate environment. This information is often transmitted by secreted polypeptides (for instance,
mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and hormones) which
are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins. These secreted
polypeptides or signaling molecules normally pass through the cellular secretory pathway to reach their site of
action in the extracellular environment.

Secreted proteins have various industrial applications, including as pharmaceuticals, diagnostics,
biosensors and bioreactors. Most protein drugs available at present, such as thrombolytic agents, interferons,
interleukins, erythropoietins, colony stimulating factors, and various other cytokines, are secretory proteins.
Their receptors, which are membrane proteins, also have potential as therapeutic or diagnostic agents. Efforts -
are being undertaken by both industry and academia to identify new, native secreted proteins. Many efforts are
focused on the screening of mammalian recombinant DNA libraries to identify the coding sequences for novel
secreted proteins. Examples of screening methods and techniques are described in the literature [see, for
example, Klein et al., Proc. Natl. Acad. Sci. 93:7108-7113 (1996); U.S. Patent No. §,536,637)].

Membrane-bound proteins and receptors can play important roles in, among other things, the formation,
differentiation and mainfenance of multicellular organisms. The fate of many individual cells, e.g., proliferation,
migration, differentiation, or interaction with other cells, is typically governed by information received from other
cells and/or the immediate environment. This information is often transmitted by secreted polypeptides (for
instance, mitogenic factors, survival factors, cytotoxic factors, differentiation factors, neuropeptides, and
hormones) which are, in turn, received and interpreted by diverse cell receptors or membrane-bound proteins.
Such membrane-bound proteins and cell receptors include, but are not limited to, cytokine receptors, receptor
kinases, receptor phosphatases, receptors involved in cell-cell interactions, and cellular adhesin molecules like
selectins and integrins. For instance, transduction of signals that regulate cell growth and differentiation 1s
regulated in part by phosphorylation of various cellular proteins. Protein tyrosine Kinases, enzymes that catalyze'

that process, can also act as growth factor receptors. Examples include fibroblast growth factor receptor and



10

15

20

25

30

335

CA 02591841 2007-03-30

WO 01/093983 PCT/US01/17800

nerve growth factor receptor.

Membrane-bound proteins and receptor molecules have various industrial applications, including as
pharmaceutical and diagnostic agents. Receptor immunoadhesins, for instance, can be employed as therapeutic
agents to block receptor-ligand interactions. The membrane-bound proteins can also be employed for screening
of potential peptide or small molecule inhibitors of the relevant receptor/ligand interaction.

Efforts are being undertaken by both industry and academia to identify nmew, native receptor or
membrane-bound proteins. Many efforts are focused on the screening of mammalian recombinant DNA libraries

to 1dentify the coding sequences for novel receptor or membrane-bound proteins.

SUMMARY OF THE INVENTION

In one embodiment, the invention provides an i1solated nucleic acid molecule comprising a nucleotide
sequence that encodes a PRO polypeptide.

In one aspect, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about
80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively
at least about 82 % nucleic acid sequence identity, alternatively at least about 83 % nucleic acid sequence identity,
alternatively at least about 84% nucleic acid sequence identity, alternatively at least about 85% nucleic acid
sequence identity, alternatively at least about 86 % nucleic acid sequence identity, alternatively at least about 87 %
nucleic acid sequence identity, alternatively at least about 88 % nucleic acid sequence identity, alternatively at least
about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity,
alternatively at least about 91% nucleic acid sequence identity, alternatively at least about 92% nucleic acid
sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94 %
nucleic acid sequence identity, alternatively at least about 95 % nucleic acid sequence identity, alternatively at least
about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity,
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid
sequence identity to (a) a DNA molecule encoding 2 PRO polypeptide having a full-length amino acid sequence
as disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular domain
of a transmembrane protein, with or without the signal peptide, as disciosed herein or any other specifically
defined fragment of the full-length amino acid sequence as disclosed herein, or (b) the complement of the DNA
molecule of (a).

In other aspects, the isolated nucleic acid molecule comprises a nucleotide sequence having at least about
80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid sequence identity, alternatively
at least about 82 % nucleic acid sequence identity, alternatively at least about 83 % nucleic acid sequence identity,
alternatively at least about 84 % nucleic acid sequence identity, alternatively at least about 85% nucleic acid
sequence identity, alternatively at least about 86 % nucleic acid sequence identity, alternatively at least about 87 %
nucleic acid sequence identity, alternatively at least about 88 % nucleic acid sequence identity, alternatively at least
about 89% nucleic acid sequence identity, alternatively at least about 90% nucleic acid sequence identity,
alternatively at least about 91% nucleic acid sequence identity, alternatively at least about 92% nucleic acid

sequence identity, alternatively at least about 93 % nucleic acid sequence identity, alternatively at least about 94 %
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nucleic acid sequence identity, alternatively at least about 95 % nucleic acid sequence identity, alternatively at least
about 96% nucleic acid sequence identity, alternatively at least about 97% nucleic acid sequence identity,
alternatively at least about 98% nucleic acid sequence identity and alternatively at least about 99% nucleic acid
sequence identity to (a) a DNA molecule comprising the coding sequence of a full-length PRO polypeptide cDNA
as disclosed herein, the coding sequence of a PRO polypeptide lacking the signal peptide as disclosed herein, the
coding sequence of an extracellular domain of a transmembrane PRO polypeptide, with or without the signal
peptide, as disclosed herein or the coding sequence of any other specifically defined fragment of the full-length
amino acid sequence as disclosed herein, or (b) the complement of the DNA molecule of (a).

In a further aspect, the invention concerns an isolated nucleic acid molecule comprising a nucleotide
sequence having at least about 80% nucleic acid sequence identity, alternatively at least about 81 % nucleic acid
sequence identity, alternatively at least about 82 % nucleic acid sequence identity, alternatively at least about 83 %
nucleic acid sequence identity, alternatively at least about 84 % nucleic acid sequence identity, alternatively at least
about 83% nucleic acid sequence identity, alternatively at least about 86% nucleic acid sequence identity,
alternatively at least about 87% nucleic acid sequence identity, alternatively at least about 88 % nucleic acid
sequence identity, alternatively at least about 89 % nucleic acid sequence identity, alternatively at least about 90%
nucleic acid sequence identity, alternatively at least about 91 % nucleic acid sequence identity, alternatively at least
about 92% nucleic acid sequence identity, alternatively at least about 93% nucleic acid sequence identity,
alternatively at least about 94 % nucleic acid sequence identity, alternatively at least about 95% nucleic acid
sequence identity, alternatively at least about 96 % nucleic acid sequence identity, alternatively at least about 97 %
nucleic acid sequence identity, alternatively at least about 98% nucleic acid sequence identity and alternatively
at least about 99 % nucleic acid sequence identity to (a) a DNA molecule that encodes the same mature polypeptide
encoded by any of the human protein cDNAs deposited with the ATCC as disclosed herein, or (b) the complement
of the DNA molecule of (a).

Another aspect the invention provides an isolated nucleic acid molecule comprising a nucleotide sequence
encoding a PRO polypeptide which is either transtmembrane domain-deleted or transmembrane domain-inactivated,
or is complementary to such encoding nucleotide sequence, wherein the transmembrane domain(s) of such
polypeptide are disclosed herein. Therefore, soluble extracellular domains of the herein described PRO
polypeptides are contemplated.

Another embodiment is directed to fragments of a PRO polypeptide coding sequence, or the complement
thereof, that may find use as, for example, hybridization probes, for encoding fragments of a PRO polypeptide
that may optionally encode a polypeptide comprising a binding site for an anti-PRO antibody or as antisense
oligonucleotide probes. Such nucleic acid fragments are usually at least about 10 nucleotides in length,
alternatively at least about 15 nucleotides in length, alternatively at least about 20 nucleotides in length,
alternatively at least about 30 nucleotides in length, alternatively at least about 40 nucleotides in length,
alternatively at least about 50 nucleotides in length, alternatively at least about 60 nucleotides in length,
alternatively at least about 70 nucleotides in length, alternatively at least about 80 nucleotides in length,
alternatively at least about 90 nucleotides in length, alternatively at least about 100 nucleotides in length,
alternatively at least about 110 nucleotides in length, alternatively at least about 120 nucleotides in length,

3



10

15

20

25

30

35

CA 02591841 2007-03-30

WO 01/093983 PCT/US01/17800

alternatively at least about 130 nucleotides in length, alternatively at least about 140 nucleotides in length,
alternatively at least about 150 nucleotides in length, alternatively at least about 160 nucleotides m length,
alternatively at least about 170 nucleotides in length, alternatively at least about 180 nucleotides in length,
alternatively at least about 190 nucleotides in length, alternatively at least about 200 nucleotides m length,
alternatively at least about 250 nucleotides in length, alternatively at least about 300 nucleotides in length,
alternatively at least about 350 nucleotides in length, alternatively at least about 400 nucleotides in length,
alternatively at least about 450 nucleotides in length, alternatively at least about 500 nucleotides in length,
alternatively at least about 600 nucleotides in length, alternatively at least about 700 nucleotides in length,
alternatively at least about 800 nucleotides in length, alternatively at least about 900 nucleotides in Jength and
alternatively at least about 1000 nucleotides in length, wherein in this context the term "about” means the
referenced nucleotide sequence length plus or minus 10% of that referenced length. It is noted that novel
fragments of a PRO polypeptide-encoding nucleotide sequence may be determined in a routine manner by aligning
the PRO polypeptide-encoding nucleotide sequence with other known nucleotide sequences using any of a number
of well known sequence alignment programs and determining which PRO polypeptide-encoding nucleotide
sequence fragment(s) are novel. All of such PRO polypeptide-encoding nucleotide sequences are contemplated ,
herein. Also contemplated are the PRO polypeptide fragments encoded by these nucleotide molecule fragments,
preferably those PRO polypeptide fragments that comprise a binding site for an anti-PRO antibody.

In another embodiment, the invention provides isolated PRO polypeptide encoded by any of the isolated
nucleic acid sequences hereinabove identified.

In a certain aspect, the invention concerns an isolated PRO polypeptide, comprising an amino acid
sequence having at least about 80% amino acid sequence identity, alternatively at least about 81% amino acid
sequence identity, alternatively at least about 82 % amino acid sequence identity, alternatively at least about 83 %
amino acid sequence identity, alternatively at least about 84 % amino acid sequence identity, alternatively at least
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity,
alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90%

amino acid sequence identity, alternatively at least about 91% amino acid sequence identity, alternatively at least

about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity,
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid
sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97 %
amino acid sequence identity, alternatively at least about 98% amino acld sequence identity and alternatively at
least about 99% amino acid sequence identity to a PRO polypeptide having a full-length amino acid sequence as
disclosed herein, an amino acid sequence lacking the signal peptide as disclosed herein, an extracellular domain
of a transmembrane protein, with or without the signal peptide, as disclosed herein or any other specifically
defined fragment of the full-length amino acid sequence as disclosed herein.

In a further aspect, the mvention concerns an isolated PRO polypeptide comprising an amino acid
sequence having at least about 80% amino acid sequence identity, alternatively at least about 81 % amino acid

sequence identity, alternatively at least about 82 % amino acid sequence identity, alternatively at least about 83 %
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amino acid sequence identity, alternatively at least about 84 % amino acid sequence identity, alternatively at least
about 85% amino acid sequence identity, alternatively at least about 86% amino acid sequence identity,
alternatively at least about 87% amino acid sequence identity, alternatively at least about 88% amino acid
sequence identity, alternatively at least about 89% amino acid sequence identity, alternatively at least about 90%
amino acid sequence identity, alternatively at least about 91% amino acid sequence identity, alternatively at least
about 92% amino acid sequence identity, alternatively at least about 93% amino acid sequence identity,
alternatively at least about 94% amino acid sequence identity, alternatively at least about 95% amino acid
sequence identity, alternatively at least about 96% amino acid sequence identity, alternatively at least about 97 %
amino acid sequence identity, alternatively at least about 98% amino acid sequence identity and alternatively at
least about 99% amino acid sequence identity to an amino acid sequence encoded by any of the human protein
CDNAs deposited with the ATCC as disclosed herein.

In a specific aspect, the invention provides an isolated PRO polypeptide without the N-terminal signal
sequence and/or the Initiating methionine and is encoded by a nucleotide sequence that encodes such an amino acid
sequence as hereinbefore described. Processes for producing the same are also herein described, wherein those
processes comprise culturing a host cell comprising a vector which comprises the appropriate encoding nucleic
acid molecule under conditions suitable for expression of the PRO polypeptide and recovering the PRO
polypeptide from the cell culture.

Another aspect the invention provides an isolated PRO polypeptide which is either transmembrane
domain-deleted or transmembrane domain-inactivated. Processes for producing the same are also herein
described, wherein those processes comprise culturing a host cell comprising a vector which comprises the
appropriate encoding nucleic acid molecule under conditions suitable for expression of the PRO polypeptide and
recovering the PRO polypeptide from the cell culture.

In yet another embodiment, the invention concerns agonists and antagonists of a native PRO polypeptide
as defined herein. In a particular embodiment, the agonist or antagonist is an anti-PRO antibody or a small
molecule.

In a further embodiment, the invention concerns a method of identifying agonists or antagonists to a PRO
polypeptide which comprise contacting the PRO polypeptide with a candidate molecule and monitoring a biological
activity mediated by said PRO polypeptide. Preferably, the PRO polypeptide is a native PRO polypeptide.

In a still further embodiment, the invention concerns a composition of matter comprising a PRO
polypeptide, or an agonist or antagonist of 2 PRO polypeptide as herein described, or an anti-PRO antibody, in
combination with a carrier. Optionally, the carrier is a pharmaceutically acceptable carrier.

Another embodiment of the present invention is directed to the use of a PRO polypeptide, or an agonist
or antagonist thereof as hereinbefore described, or an anti-PRO antibody, for the preparation of a medicament
useful in the treatment of a condition which is responsive to the PRO polypeptide, an agonist or antagonist thereof
or an anti-PRO antibody.

In other embodiments of the present invention, the invention provides vectors comprising DNA encoding
any of the herein described polypeptides. Host cell comprising any such vector are also provided. By way of

example, the host cells may be CHO cells, E. coli, or yeast. A process for producing any of the herein described
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polypeptides is further provided and comprises culturing host cells under conditions suitable for expression of the

desired polypeptide and recovering the desired polypeptide from the cell culture.
In other embodiments, the invention provides chimeric molecules comprising any of the herein described

polypeptides fused to a heterologous polypeptide or amino acid sequence. Example of such chimeric molecules
comprise any of the herein described polypeptides fused to an epitope tag sequence or a Fc region of an
immunoglobulin.

In another embodiment, the invention provides an antibody which binds, preferably specifically, to any
of the above or below described polypeptides. Optionally, the antibody is a monoclonal antibody, humanized
antibody, antibody fragment or single-chain antibody.

In yet other embodiments, the invention provides oligonucleotide probes which may be useful for

isolating genomic and cDNA nucleotide sequences, measuring or detecting expression of an associated gene or

as antisense probes, wherein those probes may be derived from any of the above or below described nucleotide

sequences. Preferred probe lengths are described above.
In yet other embodiments, the present invention is directed to methods of using the PRO polypeptides

of the present invention for a variety of uses based upon the functional biological assay data presented in the

Examples below.

BRIEF DESCRIPTION OF THE DRAWINGS
Figures 1A-1B show a nucleotide sequence (SEQ ID NO:1) of a native sequence PRO6004 cDNA,

wherein SEQ ID NO:1 is a clone designated herein as "DNA92259".

Figure 2 shows the amino acid sequence (SEQ ID NO:2) derived from the coding sequence of SEQ ID
NO:1 shown in Figures 1A-1B.

Figure 3 shows a nucleotide sequence (SEQ ID NO:3) of a native sequence PRO4981 cDNA, wherein
SEQ ID NO:3 is a clone designated herein as "DNA94849-2960".

Figure 4 shows the amino acid sequence (SEQ ID NO:4) derived from the coding sequence of SEQ ID
NO:3 shown in Figure 3.

Figure 5 shows a mucleotide sequence (SEQ ID NO:5) of a native sequence PRO7174 ¢cDNA, wherein
SEQ ID NO:5 is a clone designated herein as "DNA96883-2745".

Figure 6 shows the amino acid sequence (SEQ ID NO:6) derived from the coding sequence of SEQ ID
NO:5 shown in Figure §.

Figure 7 shows a nucleotide sequence (SEQ ID NO:7) of a native sequence PRO5778 ¢cDNA, wherein
SEQ ID NO:7 is a clone designated herein as "DNA96894-2675".

Figure 8 shows the amino acid sequence (SEQ ID NO:8) derived from the coding sequence of SEQ ID
NO:7 shown in Figure 7.

Figure 9 shows a nucleotide sequence (SEQ ID NO:9) of a native sequence PRO4332 cDNA, wherein
SEQ ID NO:9 is a clone designated herein as "DNA 100272-2969".

Figure 10 shows the amino acid sequence (SEQ ID NO:10) derived from the coding sequence of SEQ

ID NO:9 shown in Figure 9.
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Figure 11 shows a nucleotide sequence (SEQ ID NO:11) of a native sequence PRO9799 cDNA, wherein
SEQ ID NO:11 is a clone designated herein as "DNA108696-2966".

Figure 12 shows the amino acid sequence (SEQ ID NO:12) derived from the coding sequence of SEQ
ID NO:11 shown in Figure 11.

Figure 13 shows a nucleotide sequence (SEQ ID NO:13) of a native sequence PRO9909 cDNA, wherein
SEQ ID NO:13 is a clone designated herein as "DNA117935-2801".

Figure 14 shows the amino acid sequence (SEQ ID NO:14) derived from the coding sequence of SEQ
ID NO:13 shown in Figure 13.

Figure 15 shows a nucleotide sequence (SEQ ID NO:15) of a native sequence PR0O9917 cDNA, wherein
SEQ ID NO:15 is a clone designated herein as "DNA119474-2803".

Figure 16 shows the amino acid sequence (SEQ ID NO:16) derived from the coding sequence of SEQ
ID NO:15 shown in Figure 15.

Figure 17 shows a nucleotide sequence (SEQ ID NO:17) of a native sequence PR0O9771 cDNA, wherein
SEQ ID NO:17 is a clone designated herein as "DNA119498-2965".

Figure 18 shows the amino acid sequence (SEQ ID NO:18) derived from the coding sequence of SEQ
ID NO:17 shown in Figure 17.

Figure 19 shows a nucleotide sequence (SEQ ID NO:19) of a native sequence PRO9877 cDNA, wherein
SEQ ID NO:19 is a clone designated herein as "DNA119502-2789",

Figure 20 shows the amino acid sequence (SEQ ID NO:20) derived from the coding sequence of SEQ
ID NO:19 shown in Figure 19,

Figure 21 shows a nucleotide sequence (SEQ ID NO:21) of a native sequence PRO9903 cDNA, wherein
SEQ ID NO:21 is a clone designated herein as "DNA119516-2797",

Figure 22 shows the amino acid sequence (SEQ ID NO:22) derived from the coding sequence of SEQ
ID NO:21 shown in Figure 21.

Figure 23 shows a nucleotide sequence (SEQ ID NO:23) of a native sequence PRO9830 cDNA, wherein
SEQ ID NO:23 is a clone designated herein as "DNA119530-2068",

Figure 24 shows the amino acid sequence (SEQ ID NO:24) derived from the coding sequence of SEQ
ID NO:23 shown in Figure 23.

Figure 25 shows a nucleotide sequence (SEQ ID NO:25) of a native sequence PRO7155 cDNA, wherein
SEQ ID NO:25 is a clone designated herein as "DNA121772-2741".

Figure 26 shows the amino acid sequence (SEQ ID NO:26) derived from the coding sequence of SEQ
ID NO:25 shown in Figure 25.

Figure 27 shows a nucleotide sequence (SEQ ID NQ:27) of a native sequence PRO9862 cDNA, wherein
SEQ ID NO:27 is a clone designated herein as "DNA125148-2782".

Figure 28 shows the amino acid sequence (SEQ ID NO:28) derived from the coding sequence of SEQ
ID NO:27 shown in Figure 27.

Figure 29 shows a nucleotide sequence (SEQ ID NO:29) of a native sequence PRO9882 cDNA, wherein

SEQ ID NO:29 is a clone designated herein as "DNA125150-2793".
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Figure 30 shows the amino acid sequence (SEQ ID NO:30) derived from the coding sequence of SEQ
ID NO:29 shown in Figure 29.

Figure 31 shows a nucleotide sequence (SEQ ID NO:31) of a native sequence PRO9864 cDNA, wherein
SEQ ID NO:31 is a clone designated herein as "DNA125151-2784".

Figure 32 shows the amino acid sequence (SEQ ID NO:32) derived from the coding sequence of SEQ
ID NO:31 shown in Figure 31. |

Figure 33 shows a nucleotide sequence (SEQ ID NO:33) of a native sequence PRO10013 ¢cDNA, wherein
SEQ ID NO:33 is a clone designated herein as "DNA125181-2804".

Figure 34 shows the amino acid sequence (SEQ ID NO:34) derived from the coding sequence of SEQ
ID NO:33 shown in Figure 33.

Figure 35 shows a nucleotide sequence (SEQ ID NO:35) of a native sequence PRO9885 cDNA, wherein
SEQ ID NO:35 is a clope designated herein as "DNA125192-2794".

Figure 36 shows the amino acid sequence (SEQ ID NO:36) derived from the coding sequence of SEQ
ID NO:35 shown in Figure 35.

Figure 37 shows a nucleotide sequence (SEQ ID NO:37) of a native sequence PRO9879 cDNA, wherein
SEQ ID NO:37 is a clone designated herein as "DNA125196-2792".

Figure 38 shows the amino acid sequence (SEQ ID NO:38) derived from the coding sequence of SEQ
ID NO:37 shown in Figure 37.

Figure 39 shows a nucleotide sequence (SEQ ID NO:39) of a native sequence PRO10111 ¢cDNA, wherein
SEQ ID NO:39 is a clone designated herein as "DNA125200-2810".

Figure 40 shows the amino acid sequence (SEQ ID NO:40) derived from the coding sequence of SEQ
ID NO:39 shown in Figure 39.

Figure 41 shows a nucleotide sequence (SEQ ID NO:41) of a native sequence PR0O9925 cDNA, wherein
SEQ ID NO:41 is a clone designated herein as "DNA125214-2814".

Figure 42 shows the amino acid sequence (SEQ ID NO:42) derived from the coding sequence of SEQ
ID NO:41 shown in Figure 41.

Figure 43 shows a nucleotide sequence (SEQ ID NO:43) of a native sequence PRO9905 cDNA, wherein
SEQ ID NO:43 s a clone designated herein as "DNA125219-2799".

Figure 44 shows the amino acid sequence (SEQ ID NO:44) derived from the coding sequence of SEQ
ID NO:43 shown in Figure 43.

Figure 45 shows a nucleotide sequence (SEQ ID NO:45) of a native sequence PRO10276 cDNA, wherein
SEQ ID NO:435 is a clone designated herein as "DNA128309-2825".

Figure 46 shows the amino acid sequence (SEQ ID NO:46) derived from the coding sequence of SEQ
ID NO:45 shown in Figure 45.

Figure 47 shows a nucleotide sequence (SEQ ID NO:47) of a native sequence PRO9898 cDNA, wherein
SEQ ID NO:47 is a clone designated herein as "DNA129535-2796".

Figure 48 shows the amino acid sequence (SEQ ID NO:48) derived from the coding sequence of SEQ
ID NO:47 shown in Figure 47.
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Figure 49 shows a nucleotide sequence (SEQ ID NO:49) of a native sequence PRO9904 cDNA, wherein
SEQ ID NO:49 is a clone designated herein as "DNA129549-2798".

Figure 50 shows the amino acid sequence (SEQ ID NO:50) derived from the coding sequence of SEQ
ID NO:49 shown in Figure 49.

Figure 51 shows a nucleotide sequence (SEQ ID NO:51) of a native sequence PRO19632 cDNA, wherein
SEQ ID NO:51 is a clone designated herein as "DNA129580-2863".

Figure 52 shows the amino acid sequence (SEQ ID NO:52) derived from the coding sequence of SEQ
ID NO:51 shown in Figure 51.

Figure 53 shows a nucleotide sequence (SEQ ID NO:53) of a native sequence PRO19672 cDNA, wherein
SEQ ID NO:53 is a clone designated herein as "DNA129794-2967". '

Figure 54 shows the amino acid sequence (SEQ ID NO:54) derived from the coding sequence of SEQ
ID NO:53 shown 1n Figure 53.

Figure 55 shows a nucleotide sequence (SEQ ID NO:55) of a native sequence PRO9783 cDNA, wherein
SEQ ID NO:55 is a clone designated herein as "DNA131590-2962".

Figure 56 shows the amino acid sequence (SEQ ID NO:56) derived from the coding sequence of SEQ
ID NO:55 shown in Figure 55.

Figure 57 shows a nucleotide sequence (SEQ ID NO:57) of a native sequence PRO10112 cDNA, wherein
SEQ ID NO:57 is a clone designated hereiﬁ as "DNA135173-2811".

Figure 58 shows the amino acid sequence (SEQ ID NO:58) derived from the coding sequence of SEQ
ID NO:57 shown in Figure 57.

Figures 59A-59B show a nucleotide sequence (SEQ ID NO:59) of a native sequence PRO10284 cDNA,
wherein SEQ ID NO:59 is a clone designated herein as "DNA138039-2828".

Figure 60 shows the amino acid sequence (SEQ ID NO:60) derived from the coding sequence of SEQ
ID NO:59 shown in Figures S9A-59B.

Figure 61 shows a nucleotide sequence (SEQ ID NO:61) of a native sequence PRO10100 cDNA, wherein
SEQ ID NO:61 is a clone designated herein as "DNA139540-2807".

Figure 62 shows the amino acid sequence (SEQ ID NO:62) derived from the coding sequence of SEQ

ID NO:61 shown in Figure 61.

Figure 63 shows a nucleotide sequence (SEQ ID NO:63) of a native sequence PRO19628 cDNA, wherein
SEQ ID NO:63 is a clone designated herein as "DNA139602-2859".

Figure 64 shows the amino acid sequence (SEQ ID NO:64) derived from the coding sequence of SEQ

ID NO:63 shown in Figure 63.
Figure 65 shows a nucleotide sequence (SEQ ID NO:65) of a native sequence PRO19684 cDNA, wherein

SEQ ID NO:65 is a clone designated herein as "DNA139632-2880".
Figure 66 shows the amino acid sequence (SEQ ID NO:66) derived from the coding sequence of SEQ

ID NO:65 shown in Figure 65.
Figure 67 shows a nucleotide sequence (SEQ ID NO:67) of a native sequence PRO10274 cDNA, wheremn

SEQ ID NO:67 is a clone designated herein as "DNA139686-2823".

9



10

15

20

23

30

35

CA 02591841 2007-03-30

WO 01/093983 PCT/US01/17800

Figure 68 shows the amino acid sequence (SEQ ID NO:68) derived from the coding sequence of SEQ
ID NO:67 shown in Figure 67.

Figure 69 shows a nucleotide sequence (SEQ ID NO:69) of a native sequence PRO9907 cDNA, wherein
SEQ ID NO:69 is a clone designated herein as "DNA142392-2800".

Figure 70 shows the amino acid sequence (SEQ ID NO:70) derived from the coding sequence of SEQ
iD NO:69 shown in Figure 69.

Figure 71 shows a nucleotide sequence (SEQ ID NO:71) of a native sequence PRO9873 cDNA, wherein
SEQ ID NO:71 is a clone designated herein as "DNA143076-2787".

Figure 72 shows the amino acid sequence (SEQ ID NO:72) derived from the coding sequence of SEQ
ID NO:71 shown in Figure 71.

Figure 73 shows a nucleotide sequence (SEQ ID NO:73) of a native sequence PRO10201 cDNA, wherein
SEQ ID NO:73 is a clone designated herein as "DNA143294-2818".

Figure 74 shows the amino acid sequence (SEQ ID NO:74) derived from the coding sequence of SEQ
ID NO:73 shown in Figure 73.

Figure 75 shows a nucleotide sequence (SEQ ID NO:75) of a native sequence PRO10200 cDNA, wherein
SEQ ID NO:75 1s a clone designaied herein as "DNA143514-2817".

Figure 76 shows the amino acid sequence (SEQ ID NO:76) derived from the coding sequence of SEQ
ID NO:75 shown in Figure 75.

Figure 77 shows a nucleotide sequence (SEQ ID NO:77) of a native sequence PRO10196 cDNA, wherein
SEQ ID NO:77 is a clone designated herein as "DNA144841-2816".

Figure 78 shows the amino acid sequence (SEQ ID NO:78) derived from the coding sequence of SEQ
ID NO:77 shown in Figure 77.

Figure 79 shows a nucleotide sequence (SEQ ID NO:79) of a native sequence PRO10282 cDNA, wherein
SEQ ID NO:79 1s a clone designated herein as "DNA148380-2827",

Figure 80 shows the amino acid sequence (SEQ ID NO:80) derived from the coding sequence of SEQ
ID NO:79 shown in Figure 79.

Figure 81 shows a nucleotide sequence (SEQ ID NO:81) of a native sequence PRO19650 cDNA, wherein
SEQ ID NO:81 1s a clone designated herein as "DNA149995-2871".

Figure 82 shows the amino acid sequence (SEQ ID NO:82) derived from the coding sequence of SEQ
ID NO:81 shown in Figure 81.

Figure 83 shows a nucleotide sequence (SEQ ID NO:83) of a native sequence PRO21184 cDNA,, wherein
SEQ ID NO:83 is a clone designated herein as "DNA167678-2963".

Figure 84 shows the amino acid sequence (SEQ ID NO:84) derived from the coding sequence of SEQ

ID NO:83 shown in Figure 83.

Figure 85 shows a nucleotide sequence (SEQ ID NO:85) of a native sequence PRO21201 ¢cDNA, wherein
SEQ ID NO:85 is a clone designated herein as "DNA168028-2956".

Figure 86 shows the amino acid sequence (SEQ ID NO:86) derived from the coding sequence of SEQ

ID NO:85 shown in Figure 85.
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Figure 87 shows a nucleotide sequence (SEQ ID NO:87) of a native sequence PRO21175 cDNA, wherein
SEQ ID NO:87 is a clone designated herein as "DNA173894-2947".

Figure 88 shows the amino acid sequence (SEQ ID NO:88) derived from the coding sequence of SEQ
ID NO:87 shown in Figure 87.

Figure 89 shows a nucleotide sequence (SEQ ID NO:89) of a native sequence PRO21340 cDNA, wherein
SEQ ID NO:89 is a clone designated herein as "DNA176775-2957".

Figure 90 shows the amino acid sequence (SEQ ID NO:90) derived from the coding sequence of SEQ
ID NO:89 shown in Figure 89.

Figure 91 shows a nucleotide sequence (SEQ ID NO:91) of a native sequence PRO21384 cDNA, wherein
SEQ ID NO:91 is a clone designated herein as "DNA177313-2982".

Figure 92 shows the amino acid sequence (SEQ ID NO:92) derived from the coding sequence of SEQ
ID NO:91 shown in Figure 91.

Figure 93 shows a nucleotide sequence (SEQ ID NO:93) of a native sequence PRO982 cDNA, wherein
SEQ ID NO:93 is a clone designated herein as "DNAS7700-1408".

Figure 94 shows the amino acid sequence (SEQ ID NO:94) derived from the coding sequence of SEQ
ID NO:93 shown in Figure 93,

Figure 95 shows a nucleotide sequence (SEQ ID NQ:95) of a native sequence PRO1160 cDNA, wherein
SEQ ID NO:95 is a clone designated herein as "DNA62872-1509".

Figure 96 shows the amino acid sequence (SEQ ID NO:96) derived from the coding sequence of SEQ
ID NO:95 shown in Figure 95.

Figure 97 shows a nucleotide sequence (SEQ ID NO:97) of a native sequence PRO1187 cDNA, wherein
SEQ ID NO:97 is a clone designated herein as "DNA62876-1517". |

Figure 98 shows the amino acid sequence (SEQ ID NO:98) derived from the coding sequence of SEQ
ID NO:97 shown in Figure 97.

Figure 99 shows a nucleotide sequence (SEQ ID NO:99) of a native sequence PRO1329 cDNA, wherein
SEQ ID NO:99 is a clone designated herein as "DNA66660-1585".

Figure 100 shows the amino acid sequence (SEQ ID NO:100) derived from the coding sequence of SEQ

ID NO:99 shown in Figure 99.
Figure 101 shows a nucleotide sequence (SEQ ID NO:101) of a native sequence PRO231 cDNA, wherein

SEQ ID NO:101 is a clone designated herein as "DNA34434-1139",

Figure 102 shows the amino acid sequence (SEQ ID NO:102) derived from the coding sequence of SEQ
[D NO:101 shown in Figure 101.

Figure 103 shows a nucleotide sequence (SEQ ID NO:103) of a native sequence PRO357 cDNA, wherein
SEQ ID NO:103 is a clone designated herein as "DNA44804-1248".

Figure 104 shows the amino acid sequence (SEQ ID NO:104) derived from the coding sequence of SEQ
ID NO:103 shown in Figure 103.

Figure 105 shows a nucleotide sequence (SEQ ID NO:105) of a native sequence PRO725 cDNA, wherein
SEQ ID NO:105 is a clone designated herein as "DNA52758-1399".
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Figure 106 shows the amino acid sequence (SEQ ID NO:106) derived from the coding sequence of SEQ
ID NO:105 shown in Figure 105.

Figure 107 shows a nucleotide sequence (SEQ ID NO:107) of a native sequence PRO1155 ¢cDNA,
wherein SEQ ID NO:107 is a clone designated herein as "DNA59849-1504".

Figure 108 shows the amino acid sequence (SEQ ID NO:108) derived from the coding sequence of SEQ
ID NO:107 shown in Figure 107.

Figure 109 shows a nucleotide sequence (SEQ ID NO:109) of a native sequence PRO1306 cDNA,
wherein SEQ ID NO:109 is a clone designated herein as "DNA65410-1569".

Figure 110 shows the amino acid sequence (SEQ ID NO:110) derived from the coding sequence of SEQ
ID NO:109 shown in Figure 109.

Figure 111 shows a nucleotide sequence (SEQ ID NO:111) of a native sequence PRO1419 cDNA,
wherein SEQ ID NO:111 is a clone designated herein as "DNA71290-1630".

Figure 112 shows the amino acid sequence (SEQ ID NO:112) derived from the coding sequence of SEQ
ID NO:111 shown in Figure 111,

Figure 113 shows a nucleotide sequence (SEQ ID NO:113) of a native sequence PRO229 cDNA, wherein
SEQ ID NO:113 1s a clone designated herein as "DNA33100-1159".

Figure 114 shows the amino acid sequence (SEQ ID NO:114) derived from the coding sequence of SEQ
ID NO:113 shown in Figure 113.

Figure 115 shows a nucleotide sequence (SEQ ID NO:115) of a native sequence PRO1272 cDNA,
wherein SEQ ID NO:115 is a clone designated herein as "DNA64896-1539",

Figure 116 shows the amino acid sequence (SEQ ID NO:116) derived from the coding sequence of SEQ
ID NO:115 shown in Figure 115,

Figure 117 shows a nucleotide sequence (SEQ ID NO:117) of a native sequence PRO4405 cDNA,
wherein SEQ ID NO:117 is a clone designated herein as "DNA84920-2614".

Figure 118 shows the amino acid sequence (SEQ ID NO:118) derived from the coding sequence of SEQ
ID NO:117 shown in Figure 117.

Figure 119 shows a nucleotide sequence (SEQ ID NO:119) of a native sequence PRO181 cDNA, wherein
SEQ ID NO:119 is a clone designated herein as "DNA23330-1390".

Figure 120 shows the amino acid sequence (SEQ ID NO:120) derived from the coding sequence of SEQ
ID NO:119 shown in Figure 119.

Figure 121 shows a nucleotide sequence (SEQ ID NO:121) of a native sequence PRO214 cDNA, wherein
SEQ ID NO:121 is a clone designated herein as "DNA32286-1191".

Figure 122 shows the amino acid sequence (SEQ ID NO:122) derived from the coding sequence of SEQ

ID NO:121 shown in Figure 121.

Figure 123 shows a nucleotide sequence (SEQ ID NO:123) of a native sequence PRO247 cDNA, wherein
SEQ ID NO:123 is a clone designated herein as "DNA35673-1201".

Figure 124 shows the amino acid sequence (SEQ ID NO:124) derived from the coding sequence of SEQ
ID NO:123 shown in Figure 123.
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Figure 125 shows a nucleotide sequence (SEQ ID NO:125) of a native sequence PRO337 cDNA, wherein

SEQ ID NO:125 is a clone designated herein as "DNA43316-1237".

Figure 126 shows the amino acid sequence (SEQ ID NO:126) derived from the coding sequence of SEQ
ID NO:125 shown in Figure 123.

Figure 127 shows a nucleotide sequence (SEQ ID NO: 127) of a native sequence PRO526 cDNA, wherein
SEQ ID NO:127 is a clone designated herein as "DNA44184-1319".

Figure 128 shows the amino acid sequence (SEQ ID NO:128) derived from the coding sequence of SEQ
ID NO: 127 shown in Figure 127.

Figure 129 shows a nucleotide sequence (SEQ ID NO:129) of a native sequence PRO363 cDNA, wherein
SEQ ID NO:129 is a clone designated herein as "DNA45419-1252",

Figure 130 shows the amino acid sequence (SEQ ID NO:130) derived from the coding sequence of SEQ
ID NO:129 shown in Figure 129.

Figure 131 shows a nucleotide sequence (SEQ ID NO:131) of a native sequence PROS31 cDNA, wherein
SEQ ID NO:131 is a clone designated herein as "DNA48314-1320°.

Figure 132 shows the amino acid sequence (SEQ ID NO:132) derived from the coding sequence of SEQ
ID NO:131 shown in Figure 131.

Figure 133 shows a nucleotide sequence (SEQ ID NO:133) of a native sequence PRO1083 cDNA,
wherein SEQ ID NO:133 is a clone designated herein as "DNAS50921-1458".

Figure 134 shows the amino acid sequence (SEQ ID NO:134) derived from the coding sequence of SEQ
ID NO:133 shown m Figure 133.

Figure 135 shows a nucleotide sequence (SEQ ID NO:135) of a native sequence PRO840 cDNA, wherein
SEQ ID NO:135 is a clone designated herein as "DNAS3987",

Figure 136 shows the amino acid sequence (SEQ ID NO:136) derived from the coding sequence of SEQ

ID NO:135 shown in Figure 135.
Figure 137 shows a nucleotide sequence (SEQ ID NO:137) of a native sequence PRO1080 cDNA,

wherein SEQ ID NO:137 is a clone designated herein as "DNAS56047-1456".
Figure 138 shows the amino acid sequence (SEQ ID NO:138) derived from the coding sequence of SEQ

ID NO:137 shown in Figure 137.
Figure 139 shows a nucleotide sequence (SEQ ID NO:139) of a native sequence PRO788 cDNA, wherein

SEQ ID NO:139 is a clone designated herein as "DNAS56405-1357".
Figure 140 shows the amino acid sequence (SEQ ID NO:140) derived from the coding sequence of SEQ

ID NO:139 shown in Figure 139.
Figure 141 shows a nucleotide sequence (SEQ ID NO:141) of a native sequence PRO14738 cDNA,

wherein SEQ ID NO:141 is a clone designated herein as "DNAS56531-1648".
Figure 142 shows the amino acid sequence (SEQ ID NO:142) derived from the coding sequence of SEQ

ID NO:141 shown in Figure 141.
Figure 143 shows a nucleotide sequence (SEQ ID NO:143) of a native sequence PRO1134 cDNA,

wherein SEQ ID NO:143 is a clone designated herein as "DNA56865-1491".
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Figure 144 shows the amino acid sequence (SEQ ID NO:144) derived from the coding sequence of SEQ
ID NO:143 shown in Figure 143.

Figure 145 shows a nucleotide sequence (SEQ ID NO:145) of a native sequence PRO826 cDNA, wherein
SEQ ID NO:145 1s a clone designated herein as "DNAS57694-1341".

Figure 146 shows the amino acid sequence (SEQ ID NO:146) derived from the coding sequence of SEQ
ID NO:145 shown in Figure 145.

Figure 147 shows a nucleotide sequence (SEQ ID NO:147) of a native sequence PRO1005 cDNA,
wherein SEQ ID NO:147 is a clone designated herein as "DNA57708-1411".

Figure 148 shows the amino acid sequence (SEQ ID NO:148) derived from the coding sequence of SEQ
ID NO:147 shown in Figure 147. |

Figure 149 shows a nucleotide sequence (SEQ ID NO:149) of a native sequence PRO809 cDNA, wherein
SEQ ID NO:149 is a clone designated heremn as "DNAS7836-1338".

Figure 150 shows the amino acid sequence (SEQ ID NO:150) derived from the coding sequence of SEQ
ID NO:149 shown in Figure 149.

Figure 151 shows a nucleotide sequence (SEQ ID NO:151) of a native sequence PRO1194 cDNA,
wherein SEQ ID NO:151 is a cloﬁe designated herein as "DNAS5S7841-1522".

Figure 152 shows the amino acid sequence (SEQ ID NO:152) derived from the coding sequence of SEQ
1D NO:151 shown in Figure 151.

Figure 153 shows a nucleotide sequence (SEQ ID NO:153) of a native sequence PRO1071 ¢cDNA,
wherein SEQ ID NO:1353 is a clone designated herein as "DNAS8847-1383".

Figure 154 shows the amino acid sequence (SEQ ID NO:154) derived from the coding sequence of SEQ
ID NO:153 shown in Figure 153.

Figure 155 shows a nucleotide sequence (SEQ ID NO:155) of a native sequence PRO1411 cDNA,
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