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METHODS OF TREATING PANCREATIC CANCER

CROSS REFERENCE TO RELATED APPLICATIONS
[601] This application claims the priority benefit of U.S. Provisional Application No. 61/794,788,
filed March 15, 2013, which is hereby incorporated by reference herein in its entirety.

FIELD OF THE INVENTION
[002] The field of this invention generally relates to methods of treating pancreatic cancer. In one
embodiment, the method comprises determining NOTCH gene expression levels in pancreatic cancer
cells. In another embodiment, the method further comprises administering to a subject in need thereof

a therapeutically effective dose of a NOTCH antagonist.

BACKGROUND OF THE INVENTION

[003] The NOTCH signaling pathway is one of several critical regulators of embryonic pattern
formation, post-embryonic tissue maintenance, and stem cell biology. Unregulated NOTCH signaling
is-associated with numerous human cancers where it can alter the developmental fate of tumor cells to
maintain them in an undifferentiated and proliferative state (Brennan and Brown, 2003, Breast Cancer
Res. 5:69). Thus, carcinogenesis can proceed by usurping homeostatic mechanisms controlling
normal development and tissue repair by stem cell populations (Beachy et al., 2004, Nature 432:324).
[004] The NOTCH receptor is a single-pass transmembrane receptor containing numerous tandem
epidermal growth factor (EGF)-like repeats and three cysteine-rich NOTCH/LIN-12 repeats within a
large extracellular domain (Wharton et al., 1985, Cell 43:567; Kidd et al., 1986, Mol. Cell Biol.
6:3094; reviewed in -Artavanis et al., 1999, Science 284:770). Four mammalian NOTCH proteins
have been identified (NOTCH1, NOTCH2, NOTCH3, and NOTCH4), and mutations in these
receptors invariably result in developmental abnormalities and human pathologies including several
cancers as described in detail below (Gridley, 1997, Mol. Cell Neurosci. 9:103; Joutel & Tournier-
Lasserve, 1998, Semin. Cell Dev. Biol. 9:619-25).

[005]  Aberrant NOTCH signaling has been implicated in a number of human malignancies, for
example, T-cell acute lymphoblastic leukemia, breast cancer, cervical cancer, renal cell carcinoma,
head and neck squamous cell carcinoma. Aberrant NOTCH signaling has also been implicated in the
development of pancreatic cancer. See, e.g., Mazur et al,, Proc. Natl. Acad. Sci. U S A.
107(30):13438-43 (2010), Wang et al., Cancer Res. 69(6):2400-7 (2009), Doucas et al., J Surg.
Oncol. 97(1):63-8 (2008), Yao and Qian, Med. Oncol. 27(3):1017-22 (2010); and Gungor et al.,
Cancer Res. 7T1(14):5009-19 (2011).
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[006] Pancreatic cancer is the fourth leading cause of cancer deaths with a median survival of 6
months and a dismal 5-year survival rate of 3—5% and this figure has remained relatively unchanged
over the past 25 years (Iovanna et al., Front. Oncol. 2012; 2: 6). Even for patients diagnosed with
local disease, the 5-year survival rate is only 15%. The lethal nature of pancreatic cancer stems from
its propensity to rapidly disseminate to the lymphatic system and distant organs. The presence of
occult or clinical metastases at the time of diagnosis together with the lack of effective
chemotherapies contributes to the high mortality in patients with pancreatic cancer.

[007] Pancreatic cancer is one of the most intrinsically drug-resistant tumors and resistance to
chemotherapeutic agents is a major cause of treatment failure in pancreatic cancer. Gemcitabine is the
standard chemotherapeutic drug for patients with advanced pancreatic cancer (Burris et al., Eur. J.
Cancer 1997, 33:S18-22). Recently, a polychemotherapy regimen combining 5-FU, irinotecan, and
oxaliplatin (FOLFIRINOX) was shown to nearly double overall survival compared to gemcitabine, at
the expense of a manageable but increased toxicity, limiting its use to good performance status
patients. In addition, overall survival was less than 12 months (Conroy et al., N. Engl. J. Med. 2011,
364:1817-25). Therefore, there is a need for designing new and targeted therapeutic strategies that
can overcome the drug-resistance and improve the clinical outcome for patients diagnosed with

pancreatic caneer.

SUMMARY OF THE INVENTION

[008] In one aspect, the invention provides methods for selecting a pancreatic cancer patient for
treatment with a NOTCH inhibitor comprising: (a) determining the level of expression of one or more
biomarkers in tumor cells from said patient, wherein the one or more biomarkers comprise NOTCH3,
and (b) selecting the patient based on the expression level of the one or more biomarkers.

[009] In another aspect, the invention provides methods for determining whether a patient
diagnosed with pancreatic cancer is likely to respond to a NOTCH inhibitor-based therapy comprising
determining the level of expression of one or more biomarkers in tumor cells from said patient,
wherein the one or more biomarkers comprise NOTCH3, and the level of expression of the one or
more biomarkers indicates that the patient is likely to respond to therapy.

[010] In another aspect, the invention provides methods for determining whether a patient
diagnosed with pancreatic cancer should be administered a NOTCH inhibitor, comprising determining
the level of expression of one or more biomarkers in tumor cells from said patient, wherein the one or
more biomarkers comprise NOTCH3, and the level of expression of the one or more biomarkers is
predictive of said patient having a favorable response to treatment with a NOTCH inhibitor.

[011] In another aspect, the invention provides methods to determine whether a patient diagnosed
with pancreatic cancer should continue treatment with a NOTCH inhibitor, comprising determining

the level of expression of one or more biomarkers in tumor cells from said patient, wherein the one or
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more biomarkers comprise NOTCH3, and the level of expression of the one or more biomarkers
indicates that the patient is likely to respond to therapy.

[012] In another aspect, the invention provides methods to determine whether a patient diagnosed
with pancreatic cancer should continue treatment with a NOTCH inhibitor, comprising determining
the level of expression of one or more biomarkers in tumor cells from said patient, wherein the one or
more biomarkers comprise NOTCH3, and the level of expression of the one or more biomarkers is
predictive of said patient having a favorable response to treatment with said NOTCH inhibitor.

[013] In another aspect, the invention provides methods for determining the therapeutic efficacy of
a NOTCH inhibitor for treating pancreatic cancer in a patient comprising determining the level of
expression of one or more biomarkers in tumor cells from said patient, wherein the one or more
biomarkers comprise NOTCH3, and the level of expression of the one or more biomarkers is
indicative of the therapeutic efficacy of said NOTCH inhibitor.

[014] In another aspect, the invention provides methods of treating pancreatic cancer in a patient
comprising: (a) determining the level of expression of one or more biomarkers in tumor cells from
said patient, wherein the one or more biomarkers comprise NOTCH3; and (b) administering to said
patient a therapeutically effective amount of a NOTCH inhibitor.

[015] In another aspect, the invention provides methods for stratifying a pancreatic cancer patient
population for treatment with a NOTCH inhibitor comprising: (a) determining the level of expression
of one or more biomarkers in tumor cells from said patients; wherein the one or more biomarkers
comprise NOTCH3, and (b) stratifying the patient population based on the level of expression of the
one or more biomarkers in the tumor cells.

[016] In certain embodiments, the level of NOTCH3 expression is determined to be above a
reference level for NOTCH3 expression. In certain embodiments, each of the biomarkers is
determined to be expressed at a level above a reference level for the biomarker.

[017] In certain embodiments, the expression level of the one or more biomarkers is determined by
determining the level of the biomarker mRNA or the biomarker protein. In certain embodiments, the
level of NOTCH3 expression is determined by determining the level of NOTCH3 mRNA in the tumor
cells. In certain embodiments, the NOTCH3 mRNA level is determined by quantitative polymerase
chain reaction. In certain embodiments, the NOTCH3 mRNA level is determined using: (a) a forward
primer having a nucleotide sequence selected from the group consisting of SEQ ID NO:35, SEQ ID
NO:38, and SEQ ID NO:41; (b) a reverse primer having a nucleotide sequence selected from the
group consisting of SEQ ID NO:36, SEQ ID NO:39, and SEQ ID NO:42; and/or (c) a probe
comprising an oligonucleotide having a nucleotide sequence selected from the group consisting of
SEQ ID NO:37, SEQ ID NO:40, and SEQ ID NO:43. In certain embodiments, the NOTCH3 mRNA
level is determined using: (a) a forward primer having the sequence of SEQ ID NO:35, a reverse
primer having the sequence of SEQ ID NO:36, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:37; (b) a forward primer having the sequence of SEQ ID NO:38, a reverse
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primer having the sequence of SEQ ID NO:39, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:40; or (c) a forward primer having the sequence of SEQ ID NO:41, a reverse
primer having the sequence of SEQ ID NO:42, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:43. In certain embodiments, the NOTCH3 mRNA level is determined by
array hybridization. In certain embodiments, the level of NOTCH3 expression is determined by
determining the level of NOTCH3 protein expressed by the tumor cells.

[018] In certain embodiments, the one or more biomarkers consist of NOTCH3. In certain
embodiments, the one or more biomarkers further comprise MAML?2 and the level of MAML2
expression is determined to be above a reference level for MAML2 expression. In certain
embodiments, the one or more biomarkers consist of NOTCH3 and MAML2. In certain
embodiments, the level of MAML2 expression is determined by determining the level of MAML2
mRNA in the tumor cells. In certain embodiments, the level of MAML?2 expression is determined by
determining the level of MAML2 protein expressed by the tumor cells.

[019] In another aspect, the invention provides methods of treating pancreatic cancer in a patient
comprising administering to said patient a therapeutically effective amount of a NOTCH inhibitor,
wherein at least some of the pancreatic tumor cells from said patient express each of one or more
biomarkers at a level above a reference level for that biomarker and/or have been previously
determined to express each of one or more biomarkers at a level above a reference level for that
biomarker, wherein the one or more biomarkers comprise NOTCH3. In certain embodiments, the
level of NOTCH3 expression is determined as the level of NOTCH3 mRNA. In certain embodiments,
the level of NOTCH3 expression is determined as the level of NOTCH3 protein. In certain
embodiments, the one or more biomarkers consist of NOTCH3. In certain embodiments, the one or
more biomarkers further comprise MAML2 and the level of MAML2 expression is above a reference
level for MAML?2 expression. In certain embodiments, the one or more biomarkers consist of
NOTCH3 and MAML2.

[020] In certain embodiments of the methods described herein, the reference level of a biomarker is
a predetermined value. In certain embodiments, the reference level of a biomarker is the level of
expression of that biomarker in a control sample. In certain embodiments, the reference level for
NOTCH3 expression is the 25th percentile, the 30th percentile, the 40th percentile, the 50th
percentile, the 60th percentile, the 70th percentile, the 75th percentile, or the 80th percentile for
NOTCH3 expression in pancreatic cancers or a subset of pancreatic cancers. In certain embodiments,
the reference level for NOTCH3 expression is the 75th percentile for NOTCH3 expression in
pancreatic cancers. In certain embodiments, the reference level for NOTCH3 expression is the 50th
percentile for NOTCH3 expression in pancreatic cancers. In certain embodiments, the reference level
for NOTCH3 expression is the 25th percentile for NOTCH3 expression in pancreatic cancers. In
certain embodiments, the reference level for NOTCH3 expression is the 75th percentile for NOTCH3

expression in pancreatic adenocarcinomas, metastatic pancreatic tumors, liver and/or lymph node
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metastatic pancreatic tumors, or chemotherapy-resistant pancreatic cancers. In certain embodiments,
the reference level for NOTCH3 expression is the 50th percentile for NOTCH3 expression in
pancreatic adenocarcinomas, metastatic pancreatic tumors, liver and/or lymph node metastatic
pancreatic tumors or chemotherapy-resistant pancreatic cancers. In certain embodiments, the
reference level for NOTCH3 expression is the 25th percentile for NOTCH3 expression in pancreatic
adenocarcinomas, metastatic pancreatic tumors, liver and/or lymph node metastatic pancreatic tumors
or chemotherapy-resistant pancreatic cancers.

[021] In certain embodiments, a method described herein further comprises obtaining a body
sample from said patient. In certain embodiments, the level of expression of NOTCH3 is the level in
a body sample from the patient. In certain embodiments, the sample is whole blood, plasma, serum,
or tissue. In certain embodiments, the sample is a pancreatic tumor sample. In certain embodiments,
the sample is from a pancreatic tumor that has metastasized to the liver. In certain embodiments, the
sample is formalin-fixed paraffin embedded (FFPE) tissue.

[022] In certain embodiments of the methods described herein, the patient is a human or said patient
population is a human population.

[023] In certain embodiments of the methods described herein, the pancreatic cancer is
adenocarcinoma. In certain embodiments, the pancreatic cancer is chemotherapy-resistant.

[024] In certain embodiments, a method described herein comprises administering the NOTCH
inhibitor to said patient. In certain embodiments, the NOTCH inhibitor is a gamma-secretase
inhibitor. In certain embodiments, the NOTCH inhibitor is an anti-NOTCH antibody.

[025] In certain embodiments, the anti-NOTCH antibody specifically binds to human NOTCH2 or
human NOTCH3. In certain embodiments, the anti-NOTCH antibody specifically binds to human
NOTCH2 and NOTCH3. In certain embodiments, the anti-NOTCH antibody specifically binds to
EGF repeat 10 of human NOTCH2. In certain embodiments, the anti-NOTCH antibody specifically
binds to EGF repeat 9 of human NOTCH3. In certain embodiments, the anti-NOTCH antibody
comprises an antigen-binding site that binds both the EGF repeat 9 of human NOTCH3 and the EGF
repeat 10 of NOTCH2.

[026] In certain embodiments, the NOTCH inhibitor is an antagonist of human NOTCH2 and/or
NOTCH3. In certain embodiments, the NOTCH inhibitor inhibits binding of a ligand to human
NOTCH?2 and/or NOTCH3. In certain embodiments, the NOTCH inhibitor inhibits sigi:aling of
human NOTCH2 and/or NOTCH3.

[027] In certain embodiments, the anti-NOTCH antibody is encoded by the polynucleotide
deposited with ATCC as PTA-9547.

[028] In certain embodiments, the anti-NOTCH antibody specifically binds human NOTCH2 and/or
NOTCHS3, wherein the antibody comprises (a) a heavy chain CDR1 comprising SSSGMS (SEQ ID
NO:3), a heavy chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy
chain CDR3 comprising SIFYTT (SEQ ID NO:9); and (b) a light chain CDRI1 comprising

5



WO 2014/151606 PCT/US2014/026094

RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2 comprising GASSRAT (SEQ ID NO:7), and
a light chain CDR3 comprising QQYSNFPI (SEQ ID NO:8). In certain embodiments, the anti-
NOTCH antibody specifically binds human NOTCH2 and/or NOTCH3, wherein the antibody
comprises: (a) a heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2
comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy chain CDR3 comprising
GIFFAI (SEQ ID NO:5); and (b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6),
a light chain CDR2 comprising GASSRAT (SEQ ID NO:7), and a light chain CDR3 comprising
QQYSNFPI (SEQ ID NO:8).

[029] In certain embodiments, the anti-NOTCH antibody specifically binds human NOTCH2 and/or
NOTCHS3, wherein the antibody comprises: (a) a heavy chain variable region having at least about
90% sequence identity to SEQ ID M0:17, SEQ ID NO:18, or SEQ ID NO:26; and (b) a light chain
variable region having at least about 90% sequence identity to SEQ ID NO:29 or SEQ ID NO:27. In
certain embodiments, the anti-NOTCH antibody comprises: (a) a heavy chain variable region having
at least about 95% sequence identity to SEQ ID NO:17; and (b) a light chain variable region having at
least about 95% sequence identity to SEQ ID NO:29. In certain embodiments, the anti-NOTCH
antibody comprises: (a) a heavy chain variable region having at least about 95% sequence identity to
SEQ ID NO:18; and (b) a light chain variable region having at least about 95% sequence identity to
SEQ ID NO:29. In certain embodiments, the anti-NOTCH antibody comprises: (a) a heavy chain
variable region comprising SEQ ID NO:18; and (b) a light chain variable region comprising SEQ ID
NO:29. In certain embodiments, the anti-NOTCH antibody comprises: (a) a heavy chain variable
region comprising SEQ ID NO:17; and (b) a light chain variable region comprising SEQ 1D NO:29.
[030] In certain embodiments, the anti-NOTCH antibody competes for specific binding to human
NOTCH2 and/or NOTCH3 with an antibody selected from the group consisting of: (a) an antibody
comprising a heavy chain variable region comprising SEQ ID NO:17 or SEQ ID NO:18, and a light
chain variable region comprising SEQ ID NO:29; (b) an antibody comprising a heavy chain CDR1
comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2 comprising VIASSGSNTYYADSVKG
(SEQ ID NO:4), and a heavy chain CDR3 comprising SIFYTT (SEQ ID NO:9), and a light chain
CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2 comprising GASSRAT
(SEQ ID NO:7), and a light chain CDR3 comprising QQYSNFPI (SEQ ID NO:8); and (c) an antibody
encoded by the polynucleotide deposited with ATCC as PTA-9547.

[031] In certain embodiments, the anti-NOTCH antibody is a monoclonal antibody. In certain
embodiments, the anti-NOTCH antibody is a chimeric antibody, a humanized antibody, a human
antibody, or an antibody fragment.

[032] In certain embodiments, a method described herein further comprises administering a second
therapeutic agent. In certain embodiments, the second therapeutic agent is a chemotherapeutic agent.

In certain embodiments, the second therapeutic agent is a nucleoside analogue or a mitotic inhibitor.
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In certain embodiments, the second therapeutic agent is gemcitabine, paclitaxel, albumin-bound
paclitaxel, or combinations thereof.

[033] In another aspect, the invention provides a diagnostic composition comprising an isolated
polynucleotide comprising a sequence selected from the group consisting of SEQ ID NO:35-43. In
certain embodiments, the diagnostic composition comprises: (a) a polynucleotide having the sequence
of SEQ ID NO:35, a polynucleotide having the sequence of SEQ ID NO:36, and a polynucleotide
having the sequence of SEQ ID NO:37; (b) a polynucleotide having the sequence of SEQ ID NO:38, a
polynucleotide having the sequence of SEQ ID NO:39, and a polynucleotide having the sequence of
SEQ ID NO:40; or (c) a polynucleotide having the sequence of SEQ ID NO:41, a polynucleotide
having the sequence of SEQ ID NO:42, and a polynucleotide having the sequence of SEQ ID NO:43.
[034] In another aspect, the invention provides methods of detecting NOTCH3 mRNA in a sample,
comprising contacting the sample with a polynucleotide comprising a sequence selected from the
group consisting of SEQ ID NO:35-43. In certain embodiments, the method comprises contacting the
sample with: (a) a forward primer having the sequence of SEQ ID NO:35, a reverse primer having the
sequence of SEQ ID NO:36, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO:37; (b) a forward primer having the sequence of SEQ ID NO:38, a reverse primer having the
sequence of SEQ ID NO:39, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO:40; or (c) a forward primer having the sequence of SEQ ID NO:41, a reverse primer having
the sequence of SEQ ID NO:42, and a probe comprising an oligonucleotide having the sequence of
SEQ ID NO:43.

[035] In another aspect, the invention provides kits for detecting NOTCH3 mRNA in a sample,
comprising a polynucleotide comprising a sequence selected from the group consisting of SEQ ID
NO:35-43. In certain embodiments, the kit comprises: (a) a polynucleotide having the sequence of
SEQ ID NO:35, a polynucleotide having the sequence of SEQ ID NO:36, and a polynucleotide having
the sequence of SEQ ID NO:37; (b) a polynucleotide having the sequence of SEQ ID NO:38, a
polynucleotide having the sequence of SEQ ID NO:39, and a polynucleotide having the sequence of
SEQ ID NO:40; or (c) a polynucleotide having the sequence of SEQ ID NO:41, a polynucleotide
having the sequence of SEQ ID NO:42, and a polynucleotide having the sequence of SEQ ID NO:43.
[036] In another aspect, the invention provides primers having a sequence selected from the group
consisting of: SEQ ID NO:35, SEQ ID NO:36, SEQ ID NO:38, SEQ ID NO:39, SEQ ID NO:41, and
SEQ ID NO:42.

[037] In another aspect, the invention provides probes comprising an oligonucleotide having a

sequence selected from the group consisting of: SEQ ID NO:37, SEQ ID NO:40, and SEQ ID NO:43.
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BRIEF DESCRIPTIONS OF THE DRAWINGS

[038] Figure 1. Activity of OMP-59R5 as a single agent, or in combination with a
chemotherapeutic agent in (Fig. 1A) PN8 pancreatic tumor cells, (Fig. 1B) PN17 pancreatic tumor
cells, (Fig. 1C) PN11 pancreatic tumor cells, (Fig. 1D) UM-PE13 breast tumor cells, (Fig. 1E) UM-T]1
breast tumor cells, (Fig. 1F) OMP-Lu40 lung tumor cells, and (Fig. 1G) OMP-Lu53 lung tumor cells.
[039] Figure 2. Correlation of NOTCH3 gene expression and OMP-59R5 tumor inhibition. (Fig.
2A) Extent of pancreatic tumor inhibition by the OMP-59RS antibody, in combination with
gemcitabine, significantly correlates with the levels of NOTCH3 gene expression in the pancreatic
tumor cells. (Fig. 2B) Distribution of NOTCH3 gene expression in pancreatic tumors that are
responsive (R) and non-responsive (NR) to OMP-59RS antibody treatment in combination with
gemcitabine. NOTCH3 gene expression distribution is shown as a boxplot depicting the sample
minimum, lower quartile, median, upper quartile and sample maximum.

[040] Figure 3. NOTCH3 gene expression in pancreatic tumors that are responsive and non-
responsive to OMP-59R5 antibody treatment, in combination with gemcitabine, as determined by
RNAseq. NOTCH3 gene expression was measured as RPKM (Reads Per Kilobase of transcript per
Million mapped reads).

[041] Figure 4. Predicted probability of response to OMP-59R5 antibody treatment, in combination
with gemcitabine, in pancreatic tumors based on NOTCH3 gene expression as a predictive indicator.
[042] Figure 5. Predicted probability of response to OMP-59RS antibody treatment, in combination
with gemcitabine, in pancreatic tumors based on NOTCH3 and MAML2 gene expression as a
predictive indicator.

[043] Figure 6. NOTCH3 expression in pancreatic tumors. (Fig. 6A) NOTCH3 gene and protein
expression in pancreatic tumors. (Fig. 6B) Distribution of NOTCH3 protein expression in pancreatic
tumors that are responsive (R) and non-responsive (NR) to OMP-59RS5 antibody treatment in
combination with gemcitabine. NOTCH3 protein expression distribution is shown as a boxplot
depicting the sample minimum, lower quartile, median, upper quartile and sample maximum.

[044] Figure 7. NOTCH3 gene expression in pancreatic cancer metastatic tissues. NOTCH3 gene
expression was measured by RT-PCR. NOTCH3 gene expression distribution is shown as a boxplot
depicting the sample minimum, lower quartile, median, upper quartile and sample maximum observed
within samples of a particular tumor type. Vertical dashed lines represent 10™, 25", 50%, 75™, and 90"
percentile NOTCH3 expression values observed across all metastatic pancreatic tumor samples.

[045] Figure 8. NOTCH3 gene expression in liver and lymph node parncreatic cancer metastatic
tissues, and xenografted tumors. NOTCH3 gene expression was measured by RT-PCR. NOTCH3
gene expression distribution is shown as a boxplot depicting the sample minimum, lower quartile,

median, upper quartile and sample maximum observed within samples of a particular tumor type.
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Vertical dashed lines represent 10 25 50" 75" and 90™ percentile NOTCH3 expression values
observed in the lymph node and liver metastatic pancreatic tumor samples.
[046] Figure 9. OMP-59RS5 is active in combination with gemcitabine and ABRAXANE™ (protein

bound paclitaxel) in pancreatic tumors.

DETAILED DESCRIPTION OF THE INVENTION

{6471 The present invention is broadly directed to methods of {reating pancreatic cancer using a
NOTCH inhibitor. The invention provides methods for stratifying a pancreatic cancer patient
population for treatment with a NOTCH inhibitor, methods for selecting a pancreatic patient for
treatment with a NOTCH inhibitor, methods for determining whether a patient diagnosed with
pancreatic cancer is likely to respond to a NOTCH inhibitor-based therapy, methods for determining
whether a patient diagnosed with pancreatic cancer should be administered a NOTCH inhibitor,
methods to determine whether a patient diagnosed with pancreatic cancer should continue treatment
with a NOTCH inhibitor, and methods for determining the therapeutic efficacy of a NOTCH inhibitor
for treating pancreatic cancer in a patient. In some embodiments, the methods comprise determining
the level of NOTCH3 gene expression in tumor cells from a patient. In some embodiments, the
methods provided herein further comprise determining the level of MAML?2 gene expression in tumor
cells from a patient. In some embodiments, the methods provided herein comprise administering a
NOTCH inhibitor. In some embodiments, the NOTCH inhibitor is an antibody that specifically binds
to one or binds to more than one human NOTCH receptor. In some embodiments, the antibody is
administered in combination with a chemotherapeutic agent. In some embodiments, the

chemotherapeutic agent is a nucleoside analogue or a mitotic inhibitor.

1. Definitions

[048] To facilitate an understanding of the present invention, a number of terms and phrases are
defined below.

[049] "NOTCH" is a membrane-bound transcription factor that regulates many cellular processes,
especially in development. In response to ligand binding, its intracellular domain (ICD) is released by
two proteases. The released intracellular domain enters the nucleus and interacts with a DNA-bound
protein to activate transcription. The extracellular domain of NOTCH and related proteins contains
up to 36 EGF-like domains, followed by three notch (DSL) domains. The intracellular domain (ICD)
contains six ankyrin repeats and a carboxyl-terminal extension that includes a PEST domain. The
NOTCH1 and NOTCH2 ICDs additionally comprise a transactivation domain (TAD). "NOTCH"
encompasses all members of the NOTCH receptor family. A description of the NOTCH signaling
pathway and conditions affected by it can be found, for example, in WO 98/20142 and WO 00/36089.
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[050] There are four members of the NOTCH family in mammals: NOTCH1 (TAN1), NOTCH2,
NOTCH3 and NOTCH4/Int-4. Exemplary sequences for the human NOTCH proteins include, but are
not limited to: human NOTCH1 is encoded by the mRNA sequence set forth as Genbank Acc. No.
NM_017617.3, and has the amino acid sequence set forth as Genbank Acc. No. NP_060087; human
NOTCH2 is encoded by the mRNA sequence set forth as Genbank Acc. No. NM_024408, and has the
amino acid sequence set forth as Genbank Acc. No. NP_077719; human NOTCH3 is encoded by the
mRNA sequence of Genbank Acc. No. NM_000435.2, and has the amino acid sequence of Genbank
Acc. No. NP_000426; and human NOTCH4 is encoded by the mRNA sequence of Genbank Acc. No.
NM_ 004557, and has the amino acid sequence of Genbank Acc. No. NP_004548.

[051] A "NOTCH inhibitor," "NOTCH antagonist," "anti-NOTCH therapeutic agent," or "anti-
NOTCH agent" as used herein includes any compound that partially or fully blocks, inhibits, or
neutralizes a biological activity of the NOTCH pathway. Exemplary NOTCH inhibiting compounds
include, but are not limited to gamma-secretase inhibitors such as, Iii-31-C, N-[N-(3,5-
difluorophenacetyl)-L-alanyl]S-phenylglycine t-butyl ester) (GAPT), compound E, D-helical peptide
294, isocoumarins, BOC-Lys(Cbz)lle-Leu-epoxide, and (Z-LL)2-ketone (see, Kornilova et al., J. Biol.
Chem. 2003, 278:16479-16473); and those compounds described in WO 01/90084, WO 02/30912,
WO 01/70677, WO 03/013506, WO 02/36555, WO 03/093252, WO 03/093264, WO 03/093251, WO
03/093253, WO 2004/039800, WO 2004/039370, WO 2005/030731, WO 2005/014553, WO
2004/089911, WO 02/081435, WO 02/081433, WO 03/018543, WO 2004/031137, WO 2004/031139,
WO 2004/031138, WO 2004/101538, WO 2004/101539 and WO 02/47671 and U.S. Patent
Application No. 2003/0114496. Specific gamma-secretase inhibitor compounds are also described in
U.S. Pat. Nos. 6,984,663 and 7,304,094. Specific antibody NOTCH inhibitors are described herein,
as well as in WO 2010/005566, and WO 2010/005567, all of which are herein incorporated by
reference. NOTCH inhibitors also include NOTCH ligand antagonists.

[052] "NOTCH inhibitors," "NOTCH antagonists," "anti-NOTCH therapeutic agents," or "anti-
NOTCH agents" also encompass antibodies that bind the NOTCH receptor. The term "antibody"
means an immunoglobulin molecule that recognizes and specifically binds to a target, such as a
protein, polypeptide, peptide, carbohydrate, polynucleotide, lipid, or combinations of the foregoing
through at least one antigen recognition site within the variable region of the immunoglobulin
molecule. As used herein, the term "antibody" encompasses intact polyclonal antibodies, intact
monoclonal antibodies, antibody fragments (such as Fab, Fab', F(ab')2, and Fv fragments), single
chain Fv (scFv) mutants, multispecific antibodies such as bispecific antibodies generated from at least
two intact antibodies, chimeric antibodies, humanized antibodies, human antibodies, fusion proteins
comprising an antigen determination portion of an antibody, and any other modified immunoglobulin
molecule comprising an antigen recognition site so long as the antibodies exhibit the desired
biological activity. An antibody can be of any the five major classes of immunoglobulins: IgA, IgD,

IgE, IgG, and IgM, or subclasses (isotypes) thereof (e.g. 1gG1, IgG2, IgG3, 1gG4, IgA1 and [gA2),
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based on the identity of their heavy-chain constant domains referred to as alpha, delta, epsilon,
gamma, and mu, respectively. The different classes of immunoglobulins have different and well
known subunit structures and three-dimensional configurations. Antibodies can be naked or
conjugated to other molecules such as toxins, radioisotopes, etc.

[053] A "variable region" of an antibody refers to the variable region of the antibody light chain or
the variable region of the antibody heavy chain, either alone or in combination. The variable regions
of the heavy and light chain each consist of four framework regions (FR) connected by three
complementarity determining regions (CDRs) also known as hypervariable regions. The CDRs in
each chain are held together in close proximity by the FRs and, with the CDRs from the other chain,
contribute to the formation of the antigen-binding site of antibodies. There are at least two techniques
for determining CDRs: (1) an approach based on cross-species sequence variability (i.e., Kabat et al.
Sequences of Proteins of Immunological Interest, (5th ed., 1991, National Institutes of Health,
Bethesda Md.)); and (2) an approach based on crystallographic studies of antigen-antibody complexes
(Al-lazikani et al., J. Molec. Biol. 1997, 273:927-948)). In addition, combinations of these two
approaches are sometimes used in the art to determine CDRs.

[054] The term "antibody fragment" refers to a portion of an intact antibody and refers to the
antigenic determining variable regions of an intact antibody. Examples of antibody fragments
include, but are not limited to Fab, Fab', F(ab')2, and Fv fragments, linear antibodies, single chain
antibodies, and multispecific antibodies formed from antibody fragments.

[055] A "monoclonal antibody" refers to a homogeneous antibody population involved in the highly
specific recognition and binding of a single antigenic determinant, or epitope. This is in contrast to
polyclonal antibodies that typically include different antibodies directed against different antigenic
determinants. The term "monoclonal antibody" encompasses both intact and full-length monoclonal
antibodies as well as antibody fragments (such as Fab, Fab', F(ab")2, Fv), single chain (scFv) mutants,
fusion proteins comprising an antibody portion, and any other modified immunoglobulin molecule
comprising an antigen recognition site. Furthermore, "monoclonal antibody" refers to such antibodies
made in any number of manners including but not limited to by hybridoma, phage selection,
recombinant expression, and transgenic animals.

[056] The term "humanized antibody" refers to forms of non-human (e.g. murine) antibodies that
are specific immunoglobulin chains, chimeric immunoglobulins, or fragments thereof that contain
minimal non-human (e.g., murine) sequences. Typically, humanized antibodies are human
immunoglobulins in which residues from the complementary determining region (CDR) are replaced
by residues from the CDR of a non-human species (e.g. mouse, rat, rabbit, hamster) that have the
desired specificity, affinity, and capability (Jones et al., 1986, Nature 321:522-525; Riechmann et al.,
1988, Nature 332:323-327; Verhoeyen et al., 1988, Science 239:1534-1536). In some instances, the
Fv framework region (FR) residues of a human immunoglobulin are replaced with the corresponding

residues in an antibody from a non-human species that has the desired specificity, affinity, and
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capability. The humanized antibody can be further modified by the substitution of additional residues
either in the Fv framework region and/or within the replaced non-human residues to refine and
optimize antibody specificity, affinity, and/or capability. In general, the humanized antibody will
comprise substantially all of at least one, and typically two or three, variable domains containing all or
substantially all of the CDR regions that correspond to the non-human immunoglobulin whereas all or
substantially all of the FR regions are those of a human immunoglobulin consensus sequence. The
humanized antibody can also comprise at least a portion of an immunoglobulin constant region or
domain (Fc), typically that of a human immunoglobulin. Examples of methods used to generate
humanized antibodies are described in U.S. Patent 5,225,539.

[057] The term "human antibody" means an antibody produced by a human or an antibody having
an amino acid sequence corresponding to an antibody produced by a human made using any technique
known in the art. This definition of a human antibody includes intact or full-length antibodies,
fragments thereof, and/or antibodies comprising at least one human heavy and/or light chain
polypeptide such as, for example, an antibody comprising murine light chain and human heavy chain
polypeptides.

[058] The term "chimeric antibodies" refers to antibodies wherein the amino acid sequence of the
immunoglobulin molecule is derived from two or more species. Typically, the variable region of both
light and heavy chains corresponds to the variable region of antibodies derived from one species of
mammals (e.g. mouse, rat, rabbit, etc.) with the desired specificity, affinity, and capability while the
constant regions are homologous to the sequences in antibodies derived from another (usually human)
to avoid eliciting an immune response in that species.

[059] The term "epitope" or "antigenic determinant” are used interchangeably herein and refer to
that portion of an antigen capable of being recognized and specifically bound by a particular antibody.
When the antigen is a polypeptide, epitopes can be formed both from contiguous amino acids and
noncontiguous amino acids juxtaposed by tertiary folding of a protein. Epitopes formed from
contiguous amino acids are typically retained upon protein denaturing, whereas epitopes formed by
tertiary folding are typically lost upon protein denaturing. An epitope typically includes at least 3,
and more usually, at least 5 or 8-10 amino acids in a unique spatial conformation.

[060] That a polypeptide or other agent (e.g., antibody or soluble receptor) "specifically binds" to a
protein means that the polypeptide or other agent reacts or associates more frequently, more rapidly,
with greater duration, with greater affinity, or with some combination of the above to the protein than
with alternative substances, including unrelated proteins. In certain embodiments, "specifically binds"
means, for instance, that an agent (e.g., antibody or soluble receptor) binds to a protein with a Kp of
about 0.1mM or less, but more usually less than about 1pM. In certain embodiments, "specifically
binds" means that an agent (e.g., antibody or soluble receptor) binds to a protein at times with a Kp of
at least about 0.1uM or less, at least about 0.01uM or less, and at other times at least about 1nM or

less. Because of the sequence identity between homologous proteins in different species, specific
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binding can include an agent (e.g., antibody or soluble receptor) that recognizes a particular protein
such as a NOTCH receptor in more than one species. Likewise, because of homology between
different paralogues (e.g., the different human NOTCH proteins) in certain regions of their sequences,
specific binding can include a polypeptide or an agent (e.g., antibody or soluble receptor) that
recognizes more than one paralogue (e.g., more than one human NOTCH protein). It is understood
that an agent (e.g., antibody or soluble receptor) that specifically binds to a first target may or may not
specifically bind to a second target. As such, "specific binding" does not necessarily require
(although it can include) exclusive binding, i.e. binding to a single target. Thus, an agent (e.g.,
antibody or soluble receptor) may, in certain embodiments, specifically bind to more than one target
(e.g., multiple different human NOTCH proteins, such as NOTCH1, NOTCH2, NOTCH3 and/or
NOTCH4). In certain embodiments, the multiple targets of an antibody may be bound by the same
antigen-binding site on the antibody. For example, an antibody may, in certain instances, comprise
two identical antigen-binding sites, each of which specifically binds two or more human frizzled
receptors (e.g., human NOTCH1, NOTCH2, NOTCH3 and/or NOTCH4). In certain alternative
embodiments, an antibody may be bispecific and comprise at least two antigen-binding sites with
differing specificities. By way of non-limiting example, a bispecific antibody may comprise one
antigen-binding site that recognizes an epitope on one NOTCH receptor, such as human NOTCH2,
and further comprises a second, different antigen-binding site that recognizes a different epitope on a
second NOTCH receptor, such as human NOTCH3. Generally, but not necessarily, reference to
binding means specific binding.

[061] The terms "cancer" and "cancerous” refer to or describe the physiological condition in
mammals in which a population of cells are characterized by unregulated cell growth. The term
cancer is understood to encompass NOTCH-dependent cancers. Examples of cancer include, but are
not limited to, carcinoma, lymphoma, blastoma, sarcoma, and leukemia.

[062] "Tumor" and "neoplasm" refer to any mass of tissue that result from excessive cell growth or
proliferation, either benign (noncancerous) or malignant (cancerous) including pre-cancerous lesions.
[063] "Metastasis" as used herein refers to the process by which a cancer spreads or transfers from
the site of origin to other regions of the body with the development of a similar cancerous lesion at the
new location. A "metastatic" or "metastasizing”" cell is one that loses adhesive contacts with
neighboring cells and migrates via the bloodstream or lymph from the primary site of disease to
invade neighboring body structures.

[064] The terms "cancer stem cell," "tumor stem cell," or "solid tumor stem cell" are used
interchangeably herein and refer to a population of cells from a solid tumor that: (1) have extensive
proliferative capacity; 2) are capable of asymmetric cell division to generate one or more kinds of
differentiated progeny with reduced proliferative or developmental potential; and (3) are capable of
symmetric cell divisions for self-renewal or self-maintenance. These properties of "cancer stem

cells,” "tumor stem cells," or "solid tumor stem cells" confer on those cancer stem cells the ability to
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form palpable tumors upon serial transplantation into an immunocompromised mouse compared to
the majority of tumor cells that fail to form tumors. Cancer stem cells undergo self-renewal versus
differentiation in a chaotic manner to form tumors with abnormal cell types that can change over time
as mutations oceur.

[065] The terms "cancer cell,” "tumor cell," and grammatical equivalents refer to the total
population of cells derived from a tumor or a pre-cancerous lesion, including both non-tumorigenic
cells, which comprise the bulk of the tumor cell population, and tumorigenic stem cells (cancer stem
cells). As used herein, the term "tumor cell” will be modified by the term "non-tumorigenic™ when
referring solely to those tumor cells lacking the capacity to renew and differentiate to distinguish
those tumor cells from cancer stem cells.

[066] The term "tumorigenic" refers to the functional features of a solid tumor stem cell including
the properties of self-renewal (giving rise to additional tumorigenic cancer stem cells) and
proliferation to generate all other tumor cells (giving rise to differentiated and thus non-tumorigenic
tumor cells) that allow solid tumor stem cells to form a tumor. These properties of self-renewal and
proliferation to generate all other tumor cells confer on cancer stem cells the ability to form palpable
tumors upon serial transplantation into an immunocompromised mouse compared to non-tumorigenic
tumor cells, which are unable to form tumors upon serial transplantation. It has been observed that
non-tumorigenic tumor cells may form a tumor upon primary transplantation into an
immunocompromised mouse after obtaining the tumor cells from a solid tumor, but those non-
tumorigenic tumor cells do not give rise to a tumor upon serial transplantation.

[067] The term "subject” refers to any animal (e.g., a mammal), including, but not limited to
humans, non-human primates, rodents, and the like, which is to be the recipient of a particular
treatment. Typically, the terms "subject" and "patient" are used interchangeably herein in reference to
a human subject. A "normal" subject or sample from a "normal" subject as used herein for
quantitative and qualitative data refers to a subject who has or would be assessed by a physician as not
having pancreatic cancer.

[068] A "control sample” means a separate sample from a control cell. The control cell can be
disease free, or can be a pancreatic cancer cell. The control cell can be from the same subject or from
another subject. The control cell can be from the same tissue or from a different tissue. The control
cell can be from an immortalized cell line.

[069] The term "prognosis" is used herein to refer to the prediction of the likelihood of cancer
attributable to death or progression, including recurrence, metastatic spread, and drug resistance, of a
neoplastic disease, such as pancreatic cancer. As used herein, the term "predicting" or "prediction”
refers to making a finding that a subject has a significantly enhanced or reduced probability of an
outcome--favorable prognosis versus an unfavorable prognosis. It can also include the likelihood that
a NOTCH inhibitor may be therapeutically effective versus one that is not found to be therapeutic.

The term may also be used to refer to the likelihood that a patient will respond either favorably or
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unfavorably to a drug or set of drugs, and also the extent of those responses, or that a patient will
survive, following surgical removal or the primary tumor and/or chemotherapy for a certain period of
time without cancer recurrence. The predictive methods of the present invention can be used
clinically to make treatment decisions by choosing the most appropriate treatment modalities for any
particular patient. Towards this end, the predictive methods of the present invention are valuable
tools in predicting if a patient is likely to respond favorably to a NOTCH-based treatment regimen,
such as anti-NOTCH antibody treatment, chemotherapy with a given drug or drug combination, e.g.
gamma-secretase inhibitor or another NOTCH inhibitor, or whether long-term survival of the patient,
following a treatment protocol with a NOTCH inhibitor and/or termination of chemotherapy or other
treatment modalities is likely.

[070] The term "therapeutically effective amount” refers to an amount of an agent (e.g., antibody,
soluble receptor, polypeptide, polynucleotide, small organic molecule, or other drug) effective to
"treat" a disease or disorder in a subject or mammal. In the case of cancer, the therapeutically
effective amount of the agent can reduce the number of cancer cells; reduce the tumor size; inhibit or
stop cancer cell infiltration into peripheral organs including, for example, the spread of cancer into
soft tissue and bone; inhibit and stop tumor metastasis; inhibit and stop tumor growth; relieve to some
extent one or more of the symptoms associated with the cancer; reduce morbidity and mortality;
improve quality of life; decrease tumorigenicity, tumorigenic frequency, or tumorigenic capacity of a
tumor; reduce the number or frequency of cancer stem cells in a tumor; differentiate tumorigenic cells
to a non-tumorigenic state; or a combination of such effects. To the extent the agent prevents growth
and/or kills existing cancer cells, it can be referred to as cytostatic and/or cytotoxic.

[071] As used herein the term "inhibit tumor growth" refers to any mechanism by which tumor cell
growth can be inhibited. In certain embodiments, tumor cell growth is inhibited by slowing
proliferation of tumor cells. In certain embodiments, tumor cell growth is inhibited by halting
proliferation of tumor cells. In certain embodiments, tumor cell growth is inhibited by killing tumor
cells. In certain embodiments, tumor cell growth is inhibited by inducing apoptosis of tumor cells. In
certain embodiments, tumor cell growth is inhibited by inducing differentiation of tumor cells. In
certain embodiments, tumor cell growth is inhibited by depriving tumor cells of nutrients. In certain
embodiments, tumor cell growth is inhibited by preventing migration of tumor cells. In certain
embodiments, tumor cell growth is inhibited by preventing invasion of tumor cells.

[072] As used herein, the term "stratifying" refers to sorting subjects into different classes or strata
based on the features of a particular disease state or condition. For example, stratifying a population
of subjects with pancreatic cancer involves assigning the subjects based on the NOTCH3 gene
expression levels in the tumor cells and/or on the basis of the severity of the disease (e.g., pre-
malignant, malignant, metastatic etc.).

[073] Terms such as "treating," or "treatment," or "to treat," or "alleviating," or "to alleviate" refer

to both 1) therapeutic measures that cure, slow down, lessen symptoms of, and/or halt progression of a
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diagnosed pathologic condition or disorder and 2) prophylactic or preventative measures that prevent
and/or slow the development of a targeted pathologic condition or disorder. Thus, those in need of
treatment include those already with the disorder; those prone to have the disorder; and those in whom
the disorder is to be prevented. In certain embodiments, a subject is successfully "treated" for cancer
according to the methods of the present invention if the patient shows one or more of the following: a
reduction in the number of or complete absence of cancer cells; a reduction in the tumor size;
inhibition of or an absence of cancer cell infiltration into peripheral organs including, for example, the
spread of cancer into soft tissue and bone; inhibition of or an absence of tumor metastasis; inhibition
or an absence of tumor growth; relief of one or more symptoms associated with the specific cancer;
reduced morbidity and mortality; improvement in quality of life; reduction in tumorigenicity,
tumorigenic frequency, or tumorigenic capacity, of a tumor; reduction in the number or frequency of
cancer stem cells in a tumor; differentiation of tumorigenic cells to a non-tumorigenic: state; or some
combination of effects.

[074] The terms "polypeptide," "peptide," and "protein" are used interchangeably herein to refer to
polymers of amino acids of any length. The polymer may be linear or branched, it may comprise
modified amino acids, and it may be interrupted by non-amino acids. The terms also encompass an
amino acid polymer that has been modified naturally or by intervention; for example, disulfide bond
formation, glycosylation, lipidation, acetylation, phosphorylation, or any other manipulation or
modification, such as conjugation with a labeling component. Also included within the definition are,
for example, polypeptides containing one or more analogs of an amino acid (including, for example,
unnatural amino acids, etc.), as well as other modifications known in the art. It is understood that,
because the polypeptides of this invention are based upon antibodies, in certain embodiments, the
polypeptides can occur as single chains or associated chains.

[075] As‘used herein, the terms "biopsy” or "biopsy tissue" refer to a sample of tissue or fluid that is
removed from a subject for the purpose of determining if the sample contains cancerous tissue. In
some embodiments, biopsy tissue or fluid is obtained because a subject is suspected of having cancer.
The biopsy tissue or fluid is then examined for the presence or absence of cancer.

[676] As used in the present disclosure and claims, the singular forms "a," "an," and "the" include
plural forms unless the context clearly dictates otherwise.

[077] It is understood that wherever embodiments are described herein with the language
"comprising," otherwise analogous embodiments described in terms of "consisting of" and/or
"consisting essentially of™" are also:provided.

[078] The term "and/or" as used in a phrase such as "A and/or B" herein is intended to include both
"A and B," "A or B," "A," and "B." Likewise, the term "and/or" as used in a phrase such as "A, B,
and/or C" is intended to encompass each of the following embodiments: A, B, and C; A, B, or C; A

orC; AorB; BorC; A and C; A and B; B and C; A (alone); B (alone); and C (alone).
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2. NOTCH3 evaluation methods

[079] As shown in detail below, the sensitivity of human pancreatic tumors to the anti-NOTCH2/3
antibody OMP-59R5 significantly correlated with increased NOTCH3 expression. Surprisingly,
while both NOTCH3 mRNA and protein expression correlated with OMP-59RS5 sensitivity in human
pancreatic tumors, the correlation was increased between NOTCH3 mRNA expression and treatment
sensitivity than between NOTCH3 protein expression and treatment sensitivity. These data strikingly
contrast the expression data from human breast, tumor and colon tumors which showed that there was
no significant correlation between either NOTCH2 or NOTCH3 expression and tumor sensitivity to
OMP-59R5 treatment. Similarly, no correlation between OMP-59RS sensitivity and NOTCH2
expression was seen in human pancreatic tumors.

[080] The correlation between increased or elevated NOTCH3 expression (e.g., NOTCH3 over-
expresssion) and sensitivity to OMP-59R5 treatment in pancreatic cancers (therapeutic efficacy) can
be exploited to improve methods of treating pancreatic cancer by selecting pancreatic cancer patients
for OMP-59R5 therapy whose tumor cells are characterized by elevated or increased NOTCH3
expression, NOTCH3 overexpression or NOTCH3 expression at or above a predetermined level. The
terms "elevated NOTCH3 expression,” "increased NOTCH3 expression," and "NOTCH3
overexpression" are, in some instances, used interchangeably herein. Therapeutic efficacy can also be
improved by not selecting pancreatic cancer patients for OMP-59RS therapy whose tumor cells are
characterized by normal or reduced NOTCH3 expression, or NOTCH3 expression below a
predetermined level. In certain embodiments, the predetermined NOTCH3 expression level can be
the level of expression in a control sample, e.g., control cell. In certain embodiments, the
predetermined NOTCH3 expression level can be the median level of NOTCH3 expression in
pancreatic cancers, or the 95%, 90, 80, 75®, 70t 50™ 40" 30% 25% or 10" percentile for NOTCH3
expression in pancreatic cancers.

[081] In certain embodiments, a patient has a pancreatic tumor in which at least some of the tumor
cells demonstrate elevated NOTCH3 expression levels. In one embodiment, elevated NOTCH3
expression level is a level at or above the median level of NOTCH3 expression in pancreatic cancers.
In another embodiment, elevated NOTCH3 expression level is a level that is at or above the 95™ 90®
8o™ 75™ 70 s0™ 40t 30™ 25" or 10™ percentile for NOTCH3 gene expression of pancreatic
cancers. In certain embodiments, the median level of NOTCH3 expression of pancreatic cancers is
the median level of NOTCH3 expression of pancreatic adenocarcinomas, metastatic pancreatic
cancers, liver and/or lymph node metastatic pancreatic cancers, chemotherapy-resistant pancreatic
cancers, or advanced, refractory or recurrent pancreatic cancers. In certain embodiments, the 95t
90™ go™ 75 70" 50™ 40% 30% 25" or 10™ percentile for NOTCH3 expression in pancreatic
cancers is the 957, 90", 80™ 75" 70™ 50%. 40™, 30", 25™ or 10™ percentile for NOTCH3 expression

in pancreatic adenocarcinomas, metastatic pancreatic cancers, liver and/or lymph node metastatic
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pancreatic cancers, chemotherapy-resistant pancreatic cancers, or advanced, refractory or recurrent
pancreatic cancers.

[082] In certain embodiments, elevated NOTCH3 expression level is a level that is at or above a
predetermined standard level, or reference level, or control level. The terms "predetermined
standard," "reference level," and "control level" are, in some instances, used interchangeably herein.
In one embodiment, a predetermined standard demonstrates NOTCH3 expression levels as measured
in a control sample, e.g., a sample containing pancreatic cells that does not comprise pancreatic tumor
or pancreatic cancer cells. In another embodiment, a predetermined standard demonstrates NOTCH3
expression levels as measured in a sample comprising pancreatic tumor cells, e.g., adenocarcinomas,
metastatic tumor cells and liver or lymph node metastatic tumor cells. In a further embodiment, a
predetermined standard demonstrates NOTCH3 expression levels as measured in a sample comprising
pancreatic cancer cells that do not respond to treatment with a NOTCH inhibitor, e.g., OMP-59RS5. In
a further embodiment, a predetermined standard demonstrates NOTCH3 expression levels as
measured in a sample comprising pancreatic cancer cells that respond to treatment with a NOTCH
inhibitor, e.g., OMP-59RS. In another embodiment, a predetermined standard is NOTCH3 expression
levels in an isolated cell line. The cell line can be derived from a pancreatic cancer sample. The cell
line can also be recombinantly manipulated to express NOTCH3. In certain embodiments, a
predetermined standard or reference level for NOTCH3 expression is the 95% 90® 80™ 75® 70%
50™ 40™, 30™ 25" or 10™ percentile for NOTCH3 gene expression in pancreatic cancers, for example,
in pancreatic adenocarcinomas, metastatic pancreatic tumors, liver and/or lymph node metastatic
pancreatic tumors, chemotherapy-resistant pancreatic cancers, or advanced, refractory or recurrent
pancreatic cancers.

[083] In certain embodiments, a patient is selected for treatment and/or treated with a NOTCH
inhibitor (e.g., OMP-59R5) when at least some of the patient's pancreatic tumor cells express
NOTCHS3 at an elevated level. In certain embodiments, at least some of the patient's pancreatic tumor
cells express NOTCH3 at a level that is at or above a reference level. In certain embodiments, at least
some of the patient's pancreatic tumor cells express NOTCH3 at a level that is at or above the median
level of NOTCH3 expression in pancreatic cancers. In certain embodiments, at least some of the
patient's pancreatic tumor cells express NOTCH3 at a level that is at or above the 95" 90" 80™ 75™,
70 50%, 40™ 30® 25" or 10™ percentile for NOTCH3 gene expression of pancreatic cancers. In
certain embodiments, at least some of the patient's pancreatic tumor cells express NOTCH3 at a level
that is at or above the 25 percentile for NOTCH3 gene expression of pancreatic cancers. In certain
embodiments, at least some of the patient's pancreatic tumor cells also express MAML2 at a level that
is at or above a reference level, or at or above the median level of MAML?2 expression in pancreatic
cancers. In one embodiment, the patient is selected for treatment and/or treated with OMP-59R5. In
another embodiment, the patient is selected for treatment and/or treated with an antibody comprising

the six CDRs and/or the variable regions of OMP-59RS.
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[084] In certain embodiments, a patient is selected for treatment and/or treated with a NOTCH
inhibitor (e.g., OMP-59R5) when at least some of the patient's pancreatic tumor cells comprise a level
of NOTCH3 mRNA at or above (1) a reference level, (2) the median level of NOTCH3 mRNA in
pancreatic cancers; and/or (3) the 95%, 90™, 80™, 75%, 70%, 50", 40™, 30®, 25™ or 10" percentile for
NOTCH3 mRNA level in pancreatic cancers. In a particular embodiment, at least some of the
patient's pancreatic tumor cells comprise a level of NOTCH3 mRNA at or above the 25™ percentile
for NOTCH3 mRNA level in pancreatic cancers, e.g., in liver and/or lymph-node metastatic
pancreatic cancers. In certain embodiments, at least some of the patient's pancreatic tumor cells also
comprise MAML2 mRNA at or above a reference level, or at or above the median level of MAML2
mRNA in pancreatic cancers. In one embodiment, the patient is selected for treatment and/or treated
with OMP-59R5. In another embodiment, the patient is selected for treatment and/or treated with an
antibody comprising the six CDRs and/or the variable regions of OMP-59RS5.

[085] In certain embodiments, a patient is selected for treatment and/or treated with a NOTCH
inhibitor (e.g., OMP-59R5) when at least some of the patient's pancreatic tumor cells comprise a level
of NOTCH3 protein at or above (1) a reference level, (2) the median level of NOTCH3 protein in
pancreatic cancers; and/or (3) the 95%, 90™, 80™, 75, 70", 50™, 40™, 30™, 25" or 10™ percentile for
NOTCH3 protein level in pancreatic cancers. In a particular embodiment, at least some of the
patient's pancreatic tumor cells comprise a level of NOTCH3 protein at or above the 25™ percentile
for NOTCH3 protein level in pancreatic cancers, e.g., in liver and/or lymph-node metastatic
pancreatic cancers. In certain embodiments, at least some of the patient's pancreatic tumor cells also
comprise MAML?2 protein at or above a reference level, or at or above the median level of MAML2
protein in pancreatic cancers. In one embodiment, the patient is selected for treatment and/or treated
with OMP-59R5. In another embodiment, the patient is selected for treatment and/or treated with an
antibody comprising the six CDRs and/or the variable regions of OMP-59R5.

[086] Methods for detecting the level of NOTCHS3 or the expression of another gene/gene product
of interest (e.g., MAML2) comprise any method capable of determining the level of NOTCH3
expression at either the nucleic acid or protein level. Such methods are well known in the art and
include, but are not limited to Western blots, enzyme-linked immunosorbent assay (ELISA),
immunoprecipitation, immunofluorescence, flow cytometry, immunohistochemistry (IHC), nucleic
acid hybridization techniques, nucleic acid reverse transcription methods, nucleic acid amplification
methods such as PCR or gqRT-PCR, RNase protection, microarrays, serial analysis of gene expression
(SAGE), high-throughput mass spectrometry (MS), whole transcriptome shotgun sequencing
(WTSS), massively parallel signature sequencing (MPSS), in situ hybridization, and Northern
blotting.

[087] The median or percentile expression level of NOTCH3 in pancreatic cancers can be
determined at any time relative to measuring NOTCH3 expression in a patient's pancreatic tumor

cells. In certain embodiments, the NOTCH3 expression levels are measured contemporaneously. In
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another embodiment, the median or percentile expression level of NOTCH3 in pancreatic cancers is
determined prior to measurement of the NOTCH3 expression level in a patient's sample.

[088] In one embodiment, NOTCH3 expression is measured in a body sample. The phrase "body
sample" as used herein, is intended any sample comprising a cell, a tissue, or a bodily fluid in which
the level of NOTCH3 expression can be detected. Examples of such body samples include, but are
not limited to, blood, lymph, urine, gynecological fluids, biopsies, amniotic fluid and smears. Body
samples can be obtained from a patient by a variety of techniques. Methods for collecting various
body samples are well known in the art. In certain embodiments, the body sample is a pancreatic
tumor sample. In certain embodiments, the body sample can be a fixed sample, e.g. a formalin fixed,
paraffin-embedded (FFPE) sample, or a frozen sample.

[089] In particular embodiments, the level of NOTCH3 expression is detected at the mRNA level.
Various methods for determining expression of mRNA include, but are not limited to, quantitative
real time PCR (gRT-PCR), microarray analysis, serial analysis of gene expression (SAGE), etc. In
certain embodiments, the mRNA level in pancreatic tumor cells is determined using quantitative real
time PCR (gRT-PCR) or microarray analysis. Many expression detection methods use isolated RNA.
Any RNA isolation technique that does not select against the isolation of mRNA can be utilized for
the purification of RNA from body samples (see, e.g., Ausubel, ed., 1999, Current Protocols in
Molecular Biology (John Wiley & Sons, New York). Additionally, large numbers of tissue samples
can readily be processed using techniques well known to those of skill in the art, such as, for example,
the single-step RNA isolation process of Chomezynski (U.S. Pat. No. 4,843,155).

[096] The term "probe" refers to any molecule that is capable of selectively binding to a specifically
intended target biomolecule, for example, a nucleotide transcript of NOTCH3. Probes can be
synthesized by one of skill in the art using known techniques, or derived from appropriate biological
preparations. Probes can be specifically designed to be labeled with a detectable label. Examples of
molecules that can be used as probes include, but are not limited to, RNA, DNA, proteins (including
peptides), antibodies, and organic molecules.

[091] NOTCH3 mRNA from pancreatic tumor cells can be detected in hybridization or
amplification assays that include, but are not limited to, mRNA sequencing methods, Southern or
Northern analyses, polymerase chain reaction analyses and probe arrays. One method for the
detection of mRNA levels involves contacting the isolated mRNA with a nucleic acid molecule
(probe) that can hybridize to the mRNA encoded by the gene being detected. The nucleic acid probe
can be, for example, a full-length cDNA, or a portion thereof, such as an oligonucleotide of at least 7,
15, 30, 50, 100, 250 or 500 nucleotides in length and sufficient to specifically hybridize under
stringent conditions to an mRNA or genomic DNA encoding NOTCH3. Hybridization of an mRNA
with the probe indicates that the gene in question is being expressed.

[092] In one embodiment, the mRNA is immobilized on a solid surface and contacted with a probe,

for example by running the isolated mRNA on an agarose gel and transferring the mRNA from the gel
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to a membrane, such as nitrocellulose. In an alternative embodiment, the probe(s) are inunobilized on
a solid surface and the mRNA is contacted with the probe(s), for example, in an Affymetrix gene chip
array (Santa Clara, Calif). Known mRNA detection methods can be readily adapted for use in
determining NOTCH3 mRNA in pancreatic tumor cells.
93] An alternative method for determining the fevel of NOTCH3 mRNA iu a sample involves the
process of nucleic acid amplification, e.g., by RT-PCR (the experimental embodiment set forth in
Mullis, 1987, U.S. Pat. No. 4,683,202}, ligase chain reaction (Barany, 1991, Proc. Natl Adcad Sei.
IS4, 88:189 193), self sustained sequence replication (Guatelli, 1990, Proc. Narl. Acad. Sei. US4,
87:1874 1878), tramscriptional amplification system (Kwoh, 1989, Proc. Natl dead Sei. US4,
86:1173 1177, Q-Beta Replicase (Lizardi, 1988, Bio/Technology, 6:1197), rolling circle replication
(Lizardi, U.S. Pat. No. 5,854,033) or any other nucleic acid amplification method, followed by the
detection of the amplified molecules using technigues well known to those of skill in the art. These
detection schemes are especially useful for the detection of nucleic acid molecules if such molscules
are present in very low numbers. In particolar aspects of the investion, the level of NOTCH3 mRNA
is assessed by guantitative fluorogenic RT-PCR (i.e., the TagMan® System). Such methods typically
use pairs of oligonmucleotide primers that flank introns within the NOTCHI gene. Methods for
designing oligonucleotide primers specific for a known sequence are known in the art.
[094] In one embodiment, the present invention provides primer sets that are suitable for
determining the level of NOTCH3 mRNA in 2 sample using gquaptitative RT-PCR. In one
embodiment, the primer set comprises three isolated polynucleotides comprising the sequence of SEQ
ID N335, 36, and 37. In one embodiment, the primer set comprises three isolated polynucleotides
comprising the sequence of SE(Q ID N(:38, 39, and 40. In one embodiment, the primer set comprises
three isolated polynucleotides comprising the sequence of SEQ ID NO:41, 42, and 43. In a further
aspect, the present invention provides a method for detecting the presence of NOTCH3 mRNA n 2
sample comprising contacting the sample with at least one isolated oligonmucleotide comprising the
sequence of SEQ ID NO:35-43. The primer sets provided herein can be used for quantitating
NOTCH3 mRNA levels in a sample following standard qRT-PCR procedures.
[095] In one embodiment of the invention, microarrays are used to determine NOTCH3 mRNA
levels in biological saniples. Microarrays are particularly well suited for this purpose because of their
reproducibility. DNA microarrays provide one method for the simultaneous measurement of the
expression levels of large numbers of genes or a large number of oligonucleotide probes directed to
different parts of a molecule of interest. Each array consists of a reproducible pattern of capture
probes attached to a solid support. Labeled RNA or DNA is hybridized to complementary probes on
the array and then detected by for example, laser scanning. Hybridization intensities for each probe
on the array are determined and converted to a quantitative value representing relative gene

expression levels. See, U.S. Pat. Nos. 6,040,138, 5,800,992 and 6,020,135, 6,033,860, and 6,344,316,
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which are incorporated herein by reference. High-density oligonucleotide arrays are particularly
useful for determining the gene expression profile for a large number of RNAs in a sample.

[096] Techniques for the synthesis of these arrays using mechanical synthesis methods are
described in, e.g., U.S. Pat. No. 5,384,261, incorporated herein by reference in its entirety. Although
a planar array surface is preferred, the array can be fabricated on a surface of virtually any shape or
even a multiplicity of surfaces. Arrays can be peptides or nucleic acids on beads, gels, polymeric
surfaces, fibers such as fiber optics, glass or any other appropriate substrate, see U.S. Pat. Nos.
5,770,358, 5,789,162, 5,708,153, 6,040,193 and 5,800,992, each of which is hereby incorporated in its
entirety. Arrays can be packaged in such a manner as to allow for diagnostics or other manipulation
of an all-inclusive device. See, for example, U.S. Pat. Nos. 5,856,174 and 5,922,591 herein
incorporated by reference.

[097] Methods for detecting the level of NOTCHZ protein in tumor cells can comprise any method
that detects the presence of NOTCHS3 protein in a biological sample. Such methods are well known in
the art and inchide, but are not limited to, Western blots, slot blots, ELISA, immunoprecipitation,
immunofluorescence, flow cytometry, immunocytochemistry, immunchistochemistry (IHC), and
mass spectroscopy.  Such immumoassay methods can be performed manually or in an automated
fashion. Antibodies that bind any region of NOTCH3 are useful in the detection methods described
herein. In one embodiment, the level of NOTUH3 protein in a tumor sample s determined using
IHC.

[098] Techniques for detecting antibody binding are well known in the art. Antibody binding to
NOTCH3 protein can be detected through the use of chemical reagents that generate a delectable
signal that corresponds to the level of antibody binding and, accordingly, to the level of NOTCH3
protein. In one embodiment, antibody binding is detected through the use of a secondary antibody
that is conjugated to a labeled polymer. Examples of labeled polymers include but are not limited to
polymer-enzyme conjugates. The enzymes in these complexes are typically used to catalyze the
deposition of a chromogen at the antigen-antibody binding site, thereby resulting in cell staining that
corresponds to expression level of the mutation of interest. Enzymes of particular interest include
horseradish peroxidase (HRP) and alkaline phosphatase (AP). Commercial antibody detection
systems, such as, for example the Dako Envisiont+ system (Dako North America, Inc., Carpinteria,
Calif.) and Mach 3 system (Biocare Medical, Walnut Creek, Calif.), can be used to practice the
present invention.

[099] Detection of antibody binding can be facilitated by coupling the antibody to a detectable
substance. Examples of detectable substances include various enzymes, prosthetic groups, fluorescent
materials, luminescent materials, bioluminescent materials, and radioactive materials. Examples of
suitable enzymes include horseradish peroxidase, alkaline phosphatase, [-galactosidase, or
acetylcholinesterase; examples of suitable prosthetic group complexes include streptavidin/biotin and

avidin/biotin; examples of suitable fluorescent materials include umbelliferone, fluorescein,
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fluorescein isothiocyanate, rhodamine, dichlorotriazinylamine fluorescein, dansyl chloride or
pliycoerythring an example of & luminescent material includes huminol; examples of bioluminescent
materials include luciferase, luciferin, and aequorin; and examples of suitable radiosctive material
include L P, 7S, or UHL

[9100] In one embodiment, the level of NOTCH3 protein is determined using an agent that
specifically binds to NOTCH3. Any molecular entity that displays specific binding to NOTCH3 can
be employed to determine the level of NOTCH3 protein in a sample. Specific binding agents include,
but are not limited to, antibodies, antibody mimetics, and polynuclectides {(e.g., aptamers). One of
skill understands that the degree of specificity required is determined by the particular assay used to
detect NOTCH3 protein. For example, an agent that specifically binds to both full length NOTCH3
and NOTCH3 ICD can be used in a method that involves the separation of polypeptides based on their
size, e.g. Western blot.

[0101] In one embodiment, the level of NOTCH3 protein is determined using an antibody specific
for NOTCH3. In another embodiment, the antibody is a monoclonal antibody. NOTCH3 specific
antibodies can be generated according to any method known to one of skill in the art. See, e.g.,
Tagami et al., 2008 Mol. Cell. Biol., 28(1):165-176. NOTCH3 specific antibodies are also available
from commercial sources. See, e.g., R&D Systems, Anti-Human NOTCH3 Polyclonal Antibody,
Catalog # BAF1559. The anti-NOTCH3 antibody can be monoclonal antibody, polyclonal antibody,
humanized antibody, human antibody, chimeric antibody or an antigen binding fragment thereof. In a
further embodiment, the antibody specifically binds to NOTCH3 in a fixed and embedded tissue
sample. The tissue sample can be a formalin fixed tissue sample. The tissue sample can be a paraffin

embedded tissue sample.

3. NOTCH inhibitors

[0102] Another aspect of the methods of the invention is the use of a NOTCH inhibitor (e.g., anti-
NOTCH antibody) for treating pancreatic cancer patients whose NOTCH3 expression levels have
been determined. In certain embodiments, the NOTCH inhibitor is an anti-NOTCH antibody. In
certain embodiments, the anti-NOTCH antibody specifically binds to an EGF10 domain (or an
equivalent of an EGF10 domain) of one or more human NOTCH receptors. In certain embodiments,
the anti-NOTCH antibody specifically binds to EGF10 of human NOTCH2 and/or EGF9 of human
NOTCH3. EGF9 is the EGF within human NOTCH3 that is equivalent to EGF10 in the other human
NOTCH receptors NOTCH1, NOTCH2, and NOTCH4. In some embodiments, the anti-NOTCH
antibody specifically binds to EGF10 of NOTCH2. In some embodiments, the anti-NOTCH antibody
specifically binds to EGF10 of NOTCH2 and to EGF9 of NOTCH3. In some embodiments, the anti-
NOTCH antibody specifically binds to EGF9 of NOTCH3. In other embodiments, the anti-NOTCH
antibody binds to at least part of the sequence HKGAL (SEQ ID NO:1) within NOTCH2 EGF10. In
some embodiments, the anti-NOTCH antibody binds to at least part of the sequence HEDAI (SEQ ID
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NO:2) within NOTCH3 EGF9. Exemplary antibodies that bind NOTCH2 and NOTCH3 are
described in U.S. Pat. No. 8,226,943, which is incorporated herein by reference in its entirety.

[0103] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention inhibits binding of a ligand to human NOTCH2 and/or NOTCH3. In some embodiments,
the anti-NOTCH antibody inhibits binding of a ligand to human NOTCH2. In some embodiments,
the anti-NOTCH antibody inhibits binding of a ligand to NOTCH2 and NOTCH3. In other
embodiments, the anti-NOTCH antibody inhibits binding of a ligand to NOTCH3. In certain
embodiments, the ligand is DLL4, JAG1 or JAG2. In other embodiments, the anti-NOTCH antibody
inhibits signaling of human NOTCH2 and/or NOTCH3. In some embodiments, the anti-NOTCH
antibody inhibits signaling of human NOTCH2. In some embodiments, the anti-NOTCH antibody
inhibits signaling of NOTCH2 and NOTCH3. In other embodiments, the anti-NOTCH antibody
inhibits signaling of NOTCH3. In some embodiments NOTCH2 and/or NOTCH3 signaling is
induced by DLL4, JAG1 or JAG2.

[0164] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention specifically binds human NOTCH2 and/or NOTCH3, wherein the antibody comprises (a) a
heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2 comprising
VIASSGSNTYYADSVKG (SEQ ID NO:4), and/or a heavy chain CDR3 comprising SIFYTT (SEQ
ID NO:9); and/or (b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light
chain CDR2 comprising GASSRAT (SEQ ID NO:7), and/or a light chain CDR3 comprising
QQYSNFPI (SEQ ID NO:8). In some embodiments, the antibody comprises (a) a heavy chain CDR1
comprising SSSGMS (SEQ ID NO:3), or a variant thereof comprising 1, 2, 3, or 4 conservative amino
acid substitutions; a heavy chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), or a
variant thereof comprising 1, 2, 3, or 4 conservative amino acid substitutions; and/or a heavy chain
CDR3 comprising SIFYTT (SEQ ID NO:9), or a variant thereof comprising 1, 2, 3, or 4 conservative
amino acid substitutions; and/or (b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID
NO:6), or a variant thereof comprising 1, 2, 3, or 4 conservative amino acid substitutions; a light chain
CDR2 comprising GASSRAT (SEQ ID NO:7), or a variant thereof comprising 1, 2, 3, or 4
conservative amino acid substitutions; and/or a light chain CDR3 comprising QQYSNFPI (SEQ ID
NO:8), or a variant thereof comprising 1, 2, 3, or 4 conservative amino acid substitutions.

[0105] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention specifically binds human NOTCH2 and/or NOTCH3, wherein the antibody comprises (a) a
heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2 comprising
VIASSGSNTYYADSVKG (SEQ ID NO:4), and/or a heavy chain CDR3 comprising GIFFAI (SEQ
ID NO:5); and/or (b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light
chain CDR2 comprising GASSRAT (SEQ ID NO:7), and/or a light chain CDR3 comprising
QQYSNFPI (SEQ ID NO:8). In certain embodiments, the antibody specifically binds NOTCH2. In
some embodiments, the antibody comprises (a) a heavy chain CDR1 comprising SSSGMS (SEQ ID
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NO:3), or a variant thereof comprising 1, 2, 3, or 4 conservative amino acid substitutions; a heavy
chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), or a variant thereof comprising
1, 2, 3, or 4 conservative amino acid substitutions; and/or a heavy chain CDR3 comprising GIFFAI
(SEQ ID NO:5), or a variant thereof comprising 1, 2, 3, or 4 conservative amino acid substitutions;
and/or (b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), or a variant thereof
comprising 1, 2, 3, or 4 conservative amino acid substitutions; a light chain CDR2 comprising
GASSRAT (SEQ ID NO:7), or a variant thereof comprising 1, 2, 3, or 4 conservative amino acid
substitutions; and/or a light chain CDR3 comprising QQYSNFPI (SEQ ID NO:8), or a variant thereof
comprising 1, 2, 3, or 4 conservative amino acid substitutions.

[0106] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention specifically binds human NOTCH2 and/or NOTCH3, wherein the antibody comprises (a) a
heavy chain CDRI1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2 comprising
VIASSGSNTYYADSVKG (SEQ ID NO:4), and/or a heavy chain CDR3 comprising
(G/S)/S)FF/Y)A/PYIT/S/N) (SEQ ID NO:10); and/or (b) a light chain CDRI1 comprising
RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2 comprising GASSRAT (SEQ ID NO:7),
and/or a light chain CDR3 comprising QQYSNFPI (SEQ ID NO:8). In some embodiments, the
antibody comprises a heavy chain CDR3 comprising SIFYPT (SEQ ID NO:11). In some
embodiments, the antibody comprises a heavy chain CDR3 comprising SSSFFAS (SEQ ID NO:12).
In other embodiments, the antibody comprises a heavy chain CDR3 comprising SSFYAS (SEQ ID
NO:13). In certain embodiments, the antibody comprises a heavy chain CDR3 comprising SSFFAT
(SEQ ID NO:14). In some embodiments, the antibody comprises a heavy chain CDR3 comprising
SIFYPS (SEQ ID NO:15). In yet other embodiments, the antibody comprises a heavy chain CDR3
comprising SSFFAN (SEQ ID NO:16).

[0107} In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention comprises: (a) a heavy chain variable region having at least about 80% sequence identity to
SEQ ID NO:17, SEQ ID NO:18, SEQ ID NO:19, SEQ ID NO:20, SEQ ID NO:21, SEQ ID NO:22,
SEQ ID NO:23, SEQ ID NO:24, SEQ ID NO:25, or SEQ ID NO:26 (with or without signal
sequence); and/or (b) a light chain variable region having at least about 80% sequence identity to SEQ
ID NO:29, SEQ ID NO:27 or SEQ ID NO:28 (with or without signal sequence). In certain
embodiments, the anti-NOTCH antibody specifically binds human NOTCH2 and/or NOTCH3. In
some embodiments, the anti-NOTCH antibody specifically binds to human NOTCH2. In some
embodiments, the anti-NOTCH antibody binds to NOTCH2 and NOTCH3. In other embodiments,
the anti-NOTCH antibody binds to NOTCH3. In certain embodiments, the anti-NOTCH antibody
comprises a heavy chain variable region having at least about 85%, at least about 90%, at least about
95%, at least about 98%, or about 100% sequence identity to SEQ ID NO:18 or SEQ ID NO:17. In

certain embodiments, the anti-NOTCH antibody comprises a light chain variable region having at
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ieast about 85%, at least about 90%, at least about 95%, at least about 98%, or about 100% segquence
identity to SEQ 1D NO:29,

[8168] In certain embodiments, an anti-NOTCH antibody that s useful in the methods of the
invention comprises: (a} a heavy chain having at least about 80% sequence identity to SEQ ID NO:36,
SEQ ID NO:31, or SEQ D NO:32 (with or without signal sequence); and/or (b} a light chain having
at least about 80% sequence identity to SEQ ID NO:33, or SEQ 1D N(O:34 (with or without signal
sequence). In certain embodiments, the anti-NOTCH antibody comprises a heavy chain haviag at
feast about §5%, at least about 90%, at least about 95%, at least about 98%, or about 100% sequence
identity to SEQ ID NO:19, and a light chain having at least about 85%, at least about 30%, at least
about 95%, at least about 98%, or about 100% seguence identity to SEQ > NO:28. o certain
embodiments, the anti-NOTCH antibody comprises a heavy chain having at least about 85%, at least
about §0%6, at least abont 95%, at least about 98%, or about 100% sequence ideniity to SEQ ID
N30, and a light chain having at least about 85%, at least about 80%, at least about 95%, at least
about 8%, or abowt 100% sequence identity to SEQ ID NG:28.

[6189] In certain embodiments, an anti-NOTCH antibody that is usefu! in the methods of the
invention comprises: {a) a heavy chain variable region having at least about 8% sequence identity to
SEQ 1D NO:17; and/or {b) a light chain variable region having at least about 80% sequence identity to
SEQ ID NO:29. In certain embodiments, the anti-NOTCH antibody comprises a heavy chain variable
region having at least about 85%, at least about 90%, at Jeast about 95%, at least about 98%, or about
100% sequence identity to SEQ 1D NO:17, and a light chain variable region having at least about
85%, at least about 90%, at Jeast about 95%, at least about 98%, or about 100% sequence identity to
SEQ D NG:29.

[0118) In certain embodiments, an amti-NOTCH antibody that is useful in the methods of the
invention comprises, consists, or consists essentially of a 539R1 IgG2 antibody comprising the heavy
chain and light chain of SE( ID NOs:31 and 33 {with or without signal sequence), respectively, or as
encoded by the DNA deposited with the American Type Culwre Collection (ATCC), 10801
University Boulevard, Manassas, VA, USA, under the conditions of the Budapest Treaty on October
15, 2008, and assigned designation number PTA-8547,

0111} In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention comprises, consists or consists essentially of a 39R5 IgG2 antibody comprising the heavy
chain and light chain of SEQ ID NO:30 and SEQ ID NO:33 (with or without signal sequence),
respectively, or as encoded by the DNA deposited with the ATCC on July 6, 2009, and assigned
designation number PTA-10170. In certain embodiments, the anti-NOTCH antibody useful in the
methods of the invention comprises the heavy chains and light chains of the S9RS IgG2 antibody
(with or without the leader sequence). In certain embodiments, the anti-NOTCH antibody that is
useful in the methods of the invention is the 59R5 IgG2 antibody. The 59RS IgG2 antibody is also
referred to herein as OMP-59RS. Additional information regarding the OMP-59R5 antibody can be
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found, for example, in UK. Patent No. §,226,943, which is incorporated by reference herein in i3
entivety. In U.S. Patent No. 8,226,943, the OMP-39R S antibody is generally referred to as "59R5" or
the "SORS {gG2 antibody.”

0112} In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention competes for specific binding to human NOTCH2 and/or NOTCH3 with an astibody
comnprising a heavy chain variable region comprising SEQ 1D NO:18 and a light chain variable region
comprising SEQ 1D N(:29. In certain embodiments, the antibody competes for specific binding with
a S9R1 IgG2 antibody comprising the heavy chain and light chain of SEQ ID NOs:31 and 33 (with or
without signal sequence), respectively, or as encoded by the DNA deposited with the ATCC on
October 15, 2008, and assigned designation number PTA-9547. In some embodiments, the antibody
competes for binding to human NOTCH2. In some embodiments, the antibody competes for binding
to human NOTCH2 and NOTCH3. In other embodiments, the antibody competes for binding to
human NOTCH3.

[0113] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention competes for specific binding to human NOTCH2 and/or NOTCH3 with an antibody
comprising a heavy chain variable region comprising SEQ ID NO:17 and a light chain variable region
comprising SEQ ID NO:29. In some embodiments, the antibody competes for specific binding with a
59RS antibody comprising the heavy chain and light chain of SEQ ID NOs:30 and 33, respectively, or
as encoded by the DNA deposited with the ATCC on July 6, 2009, and assigned designation number
PTA-10170. In some embodiments, the antibody competes for binding to human NOTCH2. In some
embodiments, the antibody competes for binding to human NOTCH2 and NOTCH3. In other
embodiments, the antibody competes for binding to human NOTCH3.

[0114] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention is an IgG1 antibody or an IgG2 antibody. In certain embodiments, the antibody is a
monoclonal antibody. In certain embodiments, the antibody is a human antibody or a humanized
antibody. In certain embodiments, the antibody is an antibody fragment.

[0115] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention binds to the same epitope as or binds to an epitope that overlaps with the epitope of the
59R1 or 59RS5 antibody.

[0116] Further examples of anti-NOTCH antibodies useful in the methods of the invention are
disclosed in U.S. Patent 8,226,943, which is incorporated by reference herein in its entirety.

[0117] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention is a bispecific antibody that specifically recognizes a human NOTCH receptor. Bispecific
antibodies are antibodies that are capable of specifically recognizing and binding at least two different
epitopes. In one embodiment, the bispecific anti-NOTCH antibody specifically recognizes different

epitopes within the same human NOTCH receptor. In another embodiment, the bispecific anti-
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NOTCH antibody specifically recognizes different epitopes within a human NOTCH receptor or on
different human NOTCH receptors.

[0118] Alternatively, in certain alternative embodiments, an anti-NOTCH antibody that is useful in
the methods of the invention is not a bispecific antibody.

[0119] In certain embodiments, an anti-NOTCH antibody that is useful in the methods of the
invention is monospecific. For example, in certain embodiments, each of the one or more antigen-
binding sites that an antibody contains is capable of binding (or binds) the same one or more human
NOTCH receptors. In certain embodiments, an antigen-binding site of the monospecific anti-NOTCH
antibody is capable of binding (or binds) one, two, three, or four human NOTCH receptors.

[0120] Another aspect of the methods of the invention is the use of a NOTCH inhibitor (e.g., anti-
NOTCH antibody) in the treatment of pancreatic cancer. In certain embodiments, the NOTCH
inhibitors are inhibitors for gamma-secretase. Because gamma-secretase inhibitors are also able to
prevent NOTCH receptor activation, several forms of gamma-secretase inhibitors have been tested for
antitumor effects. First, an original gamma-secretase inhibitor, IL-X (cbz-IL-CHO), was shown to
have NOTCHI-dependent antineoplastic activity in Ras-transformed fibroblasts. A tripeptide
gamma-secretase inhibitor (z-Leu-leu-Nle-CHO) was reported to suppress tumor growth in cell lines
and/or xenografts in mice from melanoma and Kaposi sarcoma (Curry CL et al., Oncogene 24:6333—
44(2005)). Treatment with dipeptide gamma-secretase inhibitor N-[N-(3,5-difluorophenacetyl)-L-
alanyl]-S-phenylglycine t-butyl ester (DAPT) also resulted in a marked reduction in medulloblastoma
growth and induced GO-G1 cell cycle arrest and apoptosis in a T-ALL animal model (O'Neil J. et al.,
Blood 107:781-5 (2006)). Another gamma-secretase inhibitor, dibenzazepine, has been shown to
inhibit epithelial cell proliferation and induce goblet cell differentiation in intestinal adenomas in
Apc—/— (min) mice (van Es JH, et al., Nature 435:959-63 (2005)). More recently, functional
inactivation of NOTCHS3 either by tripeptide gamma-secretase inhibitor or NOTCH3-specific small
interfering RNA results in suppression of cell proliferation and induction of apoptosis in the tumor
cell lines that overexpressed NOTCH3 but not in those with minimal amounts of NOTCH3 expression
(Park JT et al., Cancer Res. 66: 6312-8 (2006)). Furthermore, a phase I clinical trial for a NOTCH
inhibitor, MK0752 (developed by Merck,

hitehouse Station, NJ), has been launched for relapsed or

refractory T-ALL patients and advanced breast cancers.

4, Methods of treatment

[0121] As described above, NOTCH inhibitors (e.g., OMP-59R5) can be used to treat pancreatic
cancer in a patient whose tumor cells have been determined to possess increased levels of NOTCH3
expression (e.g., NOTCH3 mRNA expression), e.g., levels at or above the median level for NOTCH3
expression in pancreatic cancers, levels at or above the 95%, 90, 80™ 75" 70® 50% 40™ 30" 25" or
10" percentile for NOTCH3 expression of pancreatic cancers, or levels at or above the level of

NOTCHS3 expression of a control sample. In certain embodiments, the tumor cells have also been
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determined to possess increased levels of MAML?2 expression (e.g., MAML2 mRNA expression), for
example, levels at or above the median level for MAML?2 expression in pancreatic cancers, or levels
at or above the level of MAML?2 expression of a control sample. In certain embodiments, the
NOTCH inhibitors (e.g., OMP-59R5) are useful in inhibiting tumor growth, inducing differentiation,
and/or reducing tumor volume. In addition, the invention provides a method of reducing the
tumorigenicity of a pancreatic tumor in a subject, comprising administering a therapeutically effective
amount of a NOTCH inhibitor (e.g., OMP-59RS5) to a patient whose tumor celis have been determined
to express increased levels of NOTCH3 as described herein. In certain embodiments, the tumor
comprises cancer stem cells. In certain embodiments, the frequency of cancer stem cells in the tumor
is reduced by administration of the NOTCH inhibitor (e.g., OMP-59R5).

[0122] In one embodiment, NOTCH inhibitors (e.g., OMP-59R5) can be used to treat a pancreatic
cancer whose tumor cells are characterized by having a level of NOTCH3 expression at or above the
level of NOTCH3 expression in a control sample or cell. In one embodiment, NOTCH inhibitors
(e.g., OMP-59R5) can be used to treat a pancreatic cancer whose tumor cells are characterized by
having a level of NOTCH3 gene expression at or above the median level of NOTCH3 expression of
pancreatic cancers. In certain embodiments, the pancreatic cancer treated comprises tumor cells
characterized by having a level of NOTCH3 expression at or above the 957, 90®, 80", 75", 70", 50™,
40™, 30™ 25" or 10™ percentile for NOTCH3 expression in pancreatic cancers. In certain
embodiments, the median level of NOTCH3 expression of pancreatic cancers is the median level of
NOTCH3 expression of pancreatic adenocarcinomas, metastatic pancreatic cancers, or liver and/or
lymph node metastatic pancreatic cancers. In certain embodiments, the 95, 90™, 80", 75", 70™ 50™,
40™, 30™ 25" or 10™ percentile for NOTCH3 expression in pancreatic cancers is the 95%, 90", 80",
750 70" 50 40%, 30" 25" or 10" percentile for NOTCH3 expression in pancreatic
adenocarcinomas, metastatic pancreatic cancers, or liver and/or lymph node metastatic pancreatic
cancers. In certain embodiments, NOTCH3 expression level is determined using qRT-PCR. In
certain embodiments, NOTCH3 expression level is determined using the probes described herein, for
example, using a polynucleotide comprising a nucleotide sequence selected from the group consisting
of SEQ ID NO:35-43.

[0123] In one embodiment, NOTCH inhibitors (e.g., OMP-59R5) can be used to treat a pancreatic
cancer that comprises tumor cells at least some of which demonstrate a level of MAML2 expression
at or above the level of MAML2 expression in a control cell. In one embodiment, NOTCH inhibitors
(e.g., OMP-59RS) can be used to treat a pancreatic cancer that comprises tumor cells at least some of
which demonstrate a level of MAML2 expression at or above the median level of MAML?2 expression
of pancreatic cancers. In certain embodiments, the pancreatic cancer treated comprises tumor cells at
least some of which demonstrate a level of MAML2 expression at or above the 95" 9ot 8o™. 75%
70%, 50%, 40™, 30" 25™ or 10" percentile for MAML?2 expression in pancreatic cancers. In certain

embodiments, the median level of MAML?2 expression of pancreatic cancers is the median level of
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MAML?2 expression of pancreatic adenocarcinomas, metastatic pancreatic cancers, or liver and/or
lymph node metastatic pancreatic cancers. In certain embodiments, the 95" 90 80™, 75% 70, 50t
40" 30", 25™ or 10" percentile for MAML?2 expression in pancreatic cancers is the 957, 90", 80",
75% 70" 50" 40" 30™ 25" or 10™ percentile for MAML2 expression in pancreatic
adenocarcinomas, metastatic pancreatic cancers, or liver and/or lymph node metastatic pancreatic
cancers. In certain embodiments, MAML2 expression level is determined using qRT-PCR.

[0124] In certain embodiments, the pancreatic cancer that is treated with a NOTCH inhibitor (e.g.,
OMP-59RS) is an exocrine fumor of the pancreas. In certain embodiments, the pancreatic cancer
treated is acinar cell carcinoma, adenocarcinoma, adenosguamous carcinoma, giant cell tumor,
intraductal papillary-mucinous neoplasm (IPMN), mucinous cystadenocarcinoma, pancreatoblastoma,
serous cystadenocarcinoma, or solid and pseudopapillary tumor. In certain embodiments, the
pancreatic cancer treated is adencearcinoma.  In certain embodiments, the pancreatic cancer treated is
a neurcendocrine tumor.  In certain embodiments, the pancreatic neurcendocrine tumor 1S a
gastrinoma, glucagonoma, insulinoma, nonfunctional islet cell tumor, ViPoma, or somatostatinoma.
In certain embodiments, the pancreatic cancer treated is not a neuroendocrine tumor.

{8125} In certain embodiments, the pancreatic cancer that is treated with a NOTCH inhibitor {e.g.,
OMP-59R3) 1s resectable tumor, Jocally advanced cancer, or metastatic pancreatic cancer. fn certain
smbodiments, the pancreatic cancer is a grade 1, 2, 3 or 4 cancer as determined according to the
AJCC TNM system.

{8126} In one embodiment, the NOTCH inhibitors (e.g., OMP-59R35} are particolarly useful in
treating pancreatic cancer patients that have already undergone some form of treatment. In another
embodiment, the NOQTCH inhibitors {e.g.,, OMP-59R S} are used to treat a pancreatic cancer patient
that previously failed with a cancer therapy. Failed cancer therapies can include, but are not limited
to, chemotherapy, adjuvant therapy, nevadjuvant therapy, and combinations thereof. In one
embodiment, ‘the NOTCH inhibitors (e.g., OMP-59RS5) are used to treat chemotherapy resistant
tumors. In another embodiment, the NOTCH inhibitors (e.g., OMP-59R5) are used to treat
chemotherapy resistant pancreatic cancer.

[0127] In one embodiment, the treatment method involves first testing a biological sample containing
pancreatic cancer cells from a patient to determine whether they express the NOTCH3 gene at or
above a predetermined standard, e.g., at or above the median level for NOTCH3 expression in
pancreatic cancer. Patients whose samples demonstrate elevated level of NOTCH3 expression would
then be treated using a NOTCH inhibitor (e.g., OMP-59R5) that interferes with NOTCH receptor
activity. The dosage administered will depend upon the particular condition being treated, the route
of administration and clinical considerations that are well known in the art. Dosages can be gradually
increased until a beneficial effect, e.g., a slowing of tumor growth, is detected. The NOTCH
inhibitors (e.g., OMP-59R5) can then be provided in either single or multiple dosage regimens and

can be given either alone or in conjunction with other therapeutic agents.
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[0128] Treatment of pancreatic cancers with increased NOTCH3 expression is compatible with any
route of administration and dosage form. Depending upon the particular condition being treated,
certain dosage forms will tend to be more convenient or effective than others. For example, NOTCH
inhibitors can be administered parenterally, topically, orally, perorally, internally, intranasally,
rectally, vaginally, lingually and transdermally. Specific dosage forms include tablets, pills, capsules,
powders, aerosols, suppositories, skin patches, parenterals and oral liquids including suspensions,
solutions and emulsions. Sustained release dosage forms can also be used. All dosage forms can be
prepared using methods that are standard in the art (see, e.g., Remington's Pharmaceutical Sciences,
16th ed., Easton, Pa. (1980)).

[0129] In certain embodiments, the administration of a NOTCH inhibitor (e.g., OMP-59R5) can be
by intravenous injection or intravenously. In some embodiments, the administration is by intravenous
infusion. In some embodiments, the administration of the NOTCH inhibitor (e.g., OMP-59RS5) can be
by a non-intravenous route.

[0130] The appropriate dosage of a NOTCH inhibitor (e.g., OMP-59R5) therapeutic agent depends
on the severity and course of the disease, the responsiveness of the disease, whether the antibody or
NOTCH inhibitor is administered for therapeutic or preventative purposes, previous therapy, patient's
clinical history, and so on all at the discretion of the treating physician. The antibody or other
NOTCH inhibitor can be administered one time or over a series of treatments lasting from several
days to several months, or until a cure is effected or a diminution of the disease state is achieved (e.g.
reduction in tumor size). Optimal dosing schedules can be calculated from measurements of drug
accumulation in the body of the patient and will vary depending on the relative potency of an
individual antibody or other NOTCH inhibitor. The administering physician can easily determine
optimum dosages, dosing methodologies and repetition rates. In general, dosage of an anti-NOTCH
antibody (e.g., OMP-59R5) is from 0.01 pg to 100 mg per kg of body weight, and can be given once
or more daily, weekly, monthly or yearly. The treating physician can estimate repetition rates for
dosing based on measured residence times and concentrations of the antibody or agent in bodily fluids
or tissues.

[0131] As is known by those of skill in the art, doses used will vary depending on the clinical goals
to be achieved. In some embodiments, each dose of the anti-NOTCH antibody (e.g., OMP-59R5) is
about 0.25mg/kg to about 15mg/kg. In some embodiments, each dose is about 0.25, 0.5, 1, 2, 3, 4,5,
6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, or 20 mg/kg. In certain embodiments, each dose is
about 0.5mg/kg. In certain embodiments, each dose is about 1mg/kg. In certain embodiments, each
dose is about 2.5mg/kg. In certain embodiments, each dose is about Smg/kg. In certain embodiments,
each dose is about 7.5mg/kg. In certain embodiments, each dose is about 10mg/kg. In certain
embodiments, each dose is about 12.5 mg/kg. In certain embodiments, each dose is about 15mg/kg.
[0132] In certain embodiments, the NOTCH inhibitor (e.g., OMP-59RS5) used in the methods

described herein is administered to the patient using an intermittent dosing regimen, which may in
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some instances reduce side effects and/or toxicities associated with administration of the NOTCH
inhibitor (e.g., OMP-59R5). As used herein, "intermittent dosing" refers to a dosing regimen using a
dosing interval of more than once a week, e.g., dosing once every 2 weeks, once every 3 weeks, once
every 4 weeks, etc. In some embodiments, a method for treating pancreatic cancer in a human patient
comprises administering to the patient an effective dose of a NOTCH inhibitor (e.g., OMP-59R5)
according to an intermittent dosing regimen. In some embodiments, a method for treating pancreatic
cancer in a human patient comprises administering to the patient an effective dose of a NOTCH
inhibitor (e.g., OMP-59RS) according to an intermittent dosing regimen, and increasing the
therapeutic index of the NOTCH inhibitor (e.g., OMP-59RS5). In some embodiments, the intermittent
dosing regimen comprises administering an initial dose of a NOTCH inhibitor (e.g., OMP-59R5) to
the patient, and administering subsequent doses of the NOTCH inhibitor (e.g., OMP-59R5) about
once every 2 weeks. In some embodiments, the intermittent dosing regimen comprises administering
an initial dose of a NOTCH inhibitor (e.g., OMP-59R5) to the patient, and administering subsequent
doses of the NOTCH inhibitor (e.g., OMP-59RS5) about once every 3 weeks. In some embodiments,
the intermittent dosing regimen comprises administering an initial dose of a NOTCH inhibitor (e.g.,
OMP-59R5) to the patient, and administering subsequent doses of the NOTCH inhibitor (e.g., OMP-
59R5) about once every 4 weeks.

[0133] In some alternative embodiments, the anti-NOTCH antibody used in the methods is OMP-
59RS5, or an antibody comprising the six CDRs and/or the variable regions of OMP-59RS, and the
antibody is administered to subjects intravenously at a dosage of about 2.5 mg/kg to about 7.5 mg/kg
(e.g., about 2.5 mg/kg, about 5 mg/kg, or about 7.5 mg/kg) approximately every two to three weeks.
[0134] In certain embodiments, in addition to administering a NOTCH inhibitor (e.g., OMP-59R5),
the method or treatment further comprises administering at least one additional therapeutic agent or
therapy. An additional therapeutic agent or therapy can be administered prior to, concurrently with,
and/or subsequently to, administration of the anti-NOTCH therapeutic agent. In some embodiments,
the at least one additional therapeutic agent or therapy comprises 1, 2, 3, or more additional
therapeutic agents or therapies.

[0135] Combination therapy with at least two therapeutic agents often uses agents that work by
different mechanisms of action, although this is not required. Combination therapy using agents with
different mechanisms of action may result in additive or synergetic effects. Combination therapy may
allow for a lower dose of each agent than is used in monotherapy, thereby reducing toxic side effects.
Combination therapy may decrease the likelihood that resistant cancer cells will develop.

[0136] It will be appreciated that the combination of a NOTCH inhibitor (e.g., OMP-59RS) and an
additional therapeutic agent or therapy can be administered in any order or concurrently. In some
embodiments, the NOTCH inhibitor (e.g., OMP-59R5) will be administered to patients that have
previously undergone treatment with a second therapeutic agent or therapy. In certain other

embodiments, the NOTCH inhibitor (e.g., OMP-59R5) and a second therapeutic agent or therapy will
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be administered substantially simultaneously or concurrently. For example, a subject can be given the
NOTCH inhibitor (e.g., OMP-59R5) agent while undergoing a course of treatment with a second
therapeutic agent (e.g., chemotherapy). In certain embodiments, the NOTCH inhibitor (e.g., OMP-
59RS) will be administered within 1 year of the treatment with a second therapeutic agent. In certain
alternative embodiments, the NOTCH inhibitor (e.g., OMP-59R5) will be administered within 10, 8,
6, 4, or 2 months of any treatment with a second therapeutic agent. In certain other embodiments, the
NOTCH inhibitor (e.g., OMP-59RS5) will be administered within 4, 3, 2, or 1 weeks of any treatment
with a second therapeutic agent. In some embodiments, the NOTCH inhibitor (e.g., OMP-59R5) will
be administered within 5, 4, 3, 2, or 1 days of any treatment with a second therapeutic agent. It will
further be appreciated that the two (or more) agents or treatments can be administered to the subject
within a matter of hours or minutes (i.e., substantially simultaneously).

[0137] As is known by those of skill in the art, doses used will vary depending on the clinical goals
to be achieved. In some embodiments, each dose of an anti-NOTCH antibody (e.g., OMP-59R5) is
about 0.25 mg/kg to about 15 mg/kg. In some embodiments, each dose is about 0.25, 0.5, 1,2, 3,4, 5,
6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, or 20 mg/kg. In certain embodiments, each dose is
about 0.5 mg/kg. In certain embodiments, each dose is about 1 mg/kg. In certain embodiments, each
dose is about 2.5 mg/kg. In certain embodiments, each dose is about 5 mg/kg. In certain
embodiments, each dose is about 7.5 mg/kg. In certain embodiments, each dose is about 10 mg/kg.
In certain embodiments, each dose is about 12.5 mg/kg. In certain embodiments, each dose is about
15 mg/kg. .

[0138] In certain embodiments, a method treating pancreatic cancer described herein comprises the
administration of a NOTCH inhibitor (e.g., OMP-59R5) in combination with one or more
chemotherapeutic agents. Thus, in some embodiments, the method or treatment involves the
combined administration of a NOTCH inhibitor (e.g., OMP-59R5) and a chemotherapeutic agent or
cocktail of multiple different chemotherapeutic agents. In certain embodiments, a method described
herein comprises administering to a pancreatic cancer patient a therapeutically effective amount of the
OMP-59R5 antibody in combination with gemcitabine and ABRAXANE™ (protein bound
paclitaxel). Treatment with a NOTCH inhibitor (e.g., OMP-59R5) can occur prior to, concurrently
with, or subsequent to administration of chemotherapies. Combined administration can include co-
administration, either in a single pharmaceutical formulation or using separate formulations, or
consecutive administration in either order but generally within a time period such that all active agents
can exert their biological activities simultaneously. Preparation and dosing schedules for such
chemotherapeutic agents can be used according to manufacturers' instructions or as determined
empirically by the skilled practitioner. Preparation and dosing schedules for such chemotherapy are
also described in Chemotherapy Service Editor M. C. Perry, Williams & Wilkins, Baltimore, MD
(1992).
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[0139] Chemotherapeutic agents useful in the instant invention include, but are not limited to,
alkylating agents such as thiotepa and cyclophosphamide; alkyl sulfonates such as busulfan,
improsulfan and piposulfan; aziridines such as benzodopa, carboquone, meturedopa, and uredopa;
ethylenimines and methylamelamines including altretamine, triethylenemelamine,
trietylenephosphoramide, triethylenethiophosphaoramide and trimethylolomelamime; nitrogen
mustards such as chlorambucil, chlornaphazine, cholophosphamide, estramustine, ifosfamide,
mechlorethamine, mechlorethamine oxide hydrochloride, melphalan, novembichin, phenesterine,
prednimustine, trofosfamide, uracil mustard; nitrosureas such as carmustine, chlorozotocin,
fotemustine, lomustine, nimustine, ranimustine; antibiotics such as aclacinomysins, actinomycin,
authramycin, azaserine, bleomycins, cactinomycin, calicheamicin, carabicin, caminomycin,
carzinophilin, chromomycins, dactinomycin, daunorubicin, detorubicin, 6-diazo-5-oxo-L-norleucine,
doxorubicin, epirabicin, esorubicin, idarubicin, marcellomycin, mitomycins, mycophenolic acid,
nogalamycin, olivomycins, peplomycin, potfiromycin, puromycin, quelamycin, rodorubicin,
streptonigrin, streptozocin, tubercidin, ubenimex, zinostatin, zorubicin; anti-metabolites such -as
methotrexate and S5-fluorouracil (5-FU); folic acid analogues such as denopterin, methotrexate,
pteropterin, trimetrexate; purine analogs such as fludarabine, 6-mercaptopurine, thiamiprine,
thioguanine; pyrimidine analogs such as ancitabine, azacitidine, 6-azauridine, carmofur, cytosine
arabinoside, dideoxyuridine, doxifluridine, enocitabine, floxuridine, 5-FU; androgens such as
calusterone, dromostanolone propionate, epitiostanol, mepitiostane, testolactone; anti-adrenals such as
aminoglutethimide, mitotane, trilostane; folic acid replenishers such as folinic acid; aceglatone;
aldophosphamide glycoside; aminolevulinic acid; amsacrine; bestrabucil; bisantrene; edatraxate;
defofamine; demecolcine; diaziquone; elformithine; elliptinium acetate; etoglucid; gallium nitrate;
hydroxyurea; lentinan; lonidamine; mitoguazone; mitoxantrone; mopidamol; nitracrine; pentostatin;
phenamet; pirarubicin; podophyllinic acid; 2-ethythydrazide; procarbazine; PSK; razoxane; sizofuran;
spirogermanium; tenuazonic acid; triaziquone; 2,2',2"-trichlorotriethylamine; urethan; vindesine;
dacarbazine; mannomustine; mitobronitol; mitolactol; pipobroman; gacytosine; arabinoside (Ara-C);
taxoids, e.g. paclitaxel and docetaxel; chlorambucil; gemcitabine; 6-thioguanine; mercaptopurine;
platinum analogs such as cisplatin and carboplatin; vinblastine; platinum; etoposide; ifosfamide;
mitomycin C; mitoxantrone; vincristine; vinorelbine; navelbine; novantrone; teniposide; daunomycin;
aminopterin;  xeloda; ibandronate; CPT11; topoisomerase inhibitor =~ RFS  2000;
difluoromethylornithine; retinoic acid; esperamicins; capecitabine; and pharmaceutically acceptable
salts, acids or derivatives of any of the above. Chemotherapeutic agents also include anti-hormonal
agents that act to regulate or inhibit hormone action on tumors such as anti-estrogens including for
example tamoxifen, raloxifene, aromatase inhibiting 4(5)-imidazoles, 4-hydroxytamoxifen, trioxifene;
keoxifene, LY117018, onapristone, and toremifene (Fareston); and anti-androgens such as flutamide,
nilutamide, bicalutamide, leuprolide, and goserelin; and pharmaceutically acceptable salts, acids or

derivatives of any of the above.
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[0140] In certain embodiments, the chemotherapeutic agent is a topoisomerase inhibitor.
Topoisomerase inhibitors are chemotherapy agents that interfere with the action of a topoisomerase
enzyme (e.g., topoisomerase I or II). Topoisomerase inhibitors include, but are not limited to,
doxorubicin HCl, daunorubicin citrate, mitoxantrone HCI, actinomycin D, etoposide, topotecan HCI,
teniposide, and irinotecan, as well as pharmaceutically acceptable salts, acids, or derivatives of any of
these.

[0141] In certain embodiments, the chemotherapeutic agent is an anti-metabolite. An anti-metabolite
is a chemical with a structure that is similar to a metabolite required for normal biochemical reactions,
yet different enough to interfere with one or more normal functions of cells, such as cell division.
Anti-metabolites include, but are not limited to, gemcitabine, fluorouracil, capecitabine, methotrexate
sodium, ralitrexed, pemetrexed, tegafur, cytosine arabinoside, thioguanine, 5-azacytidine, 6-
mercaptopurine, azathioprine, 6-thioguanine, pentostatin, fludarabine phosphate, and cladribine, as
well as pharmaceutically acceptable salts, acids, or derivatives of any of these. In certain
embodiments, a method described herein comprises administering to a pancreatic cancer patient a
therapeutically effective amount of the OMP-59R5 antibody in combination with an anti-metabolite.
In certain embodiments, the anti-metabolite is a nucleoside analogue. In certain embodiments, a
method described herein comprises administering to a pancreatic cancer patient a therapeutically
effective amount of the OMP-59R 5 antibody in combination with gemcitabine.

[0142] In certain embodiments, the chemotherapeutic agent is an antimitotic agent, including, but not
limited to, agents that bind tubulin. In some embodiments, the agent is a taxane. In certain
embodiments, the agent is paclitaxel or docetaxel, or a pharmaceutically acceptable salt, acid, or
derivative of paclitaxel or docetaxel. In certain alternative embodiments, the antimitotic agent
comprises a vinca alkaloid, such as vincristine, binblastine, vinorelbine, or vindesine, or
pharmaceutically acceptable salts, acids, or derivatives thereof. In certain embodiments, a method
described herein comprises administering to a pancreatic cancer patient a therapeutically effective
amount of the OMP-59RS5 antibody in combination with an antimitotic agent. In certain
embodiments, the anti-metabolite is a taxane. In certain embodiments, a method described herein
comprises administering to a pancreatic cancer patient a therapeutically effective amount of the OMP-
59RS antibody in combination with ABRAXANE™ (protein bound paclitaxel).

[0143] In certain embodiments, the treatment involves the combined administration of an NOTCH
inhibitor (e.g., OMP-59RS5) and radiation therapy. Treatment with the NOTCH inhibitor (e.g., OMP-
5S9RS) can occur prior to, concurrently with, or subsequent to administration of radiation therapy.
Dosing schedules for such radiation therapy can be determined by the skilled medical practitioner. In
some embodiments, the NOTCH inhibitor (e.g., OMP-59R5) is administered after radiation treatment.
In some embodiments, the NOTCH inhibitor (e.g., OMP-59R5) is administered with radiation

therapy.
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[0144] In some embodiments, a second therapeutic agent comprises an antibody. Thus, treatment
can involve the combined administration of an anti-NOTCH antibody (e.g., OMP-59R5) or other
NOTCH inhibitor with other antibodies against additional tumor-associated antigens including, but
not limited to, antibodies that bind to EGFR, ErbB2, DLL4, or NF-kB. Exemplary anti-DLL4
antibodies are described, for example, in U.S. Patent No. 7,750,124. Additional anti-DLL4 antibodies
are described in, e.g., International Patent Pub. Nos. WO 2008/091222 and WO 2008/0793326, and
U.S. Patent Application Pub. Nos. 2008/0014196; 2008/0175847; 2008/0181899; and 2008/0107648.
Combined administration can include co-administration, either in a single pharmaceutical formulation
or using separate formulations, or consecutive administration in either order but generally within a
time period such that all active agents can exert their biological activities simultaneously.

[0145] Furthermore, treatment with the NOTCH inhibitor (e.g., OMP-59R5) can include
combination treatment with one or more cytokines (e.g., lymphokines, interleukins, tumor necrosis
factors, and/or growth factors) or can be accompanied by surgical removal of tumors, cancer cells or

any other therapy deemed necessary by a treating physician.

5. Antibodies and production thereof

[0146} Additional antibodies useful in the methods of the invention can be produced by any suitable
method known in the art. Polyclonal antibodies can be prepared by any known method. Polyclonal
antibodies are raised by immunizing an animal (e.g. a rabbit, rat, mouse, donkey, etc.) by multiple
subcutaneous or intraperitoneal injections of the relevant antigen (a purified peptide fragment, full-
length recombinant protein, fusion protein, etc.) optionally conjugated to keyhole limpet hemocyanin
(KLH), serum albumin, etc. diluted in sterile saline and combined with an adjuvant (e.g. Complete or
Incomplete Freund's Adjuvant) to form a stable emulsion. The polyclonal antibody is then recovered
from blood, ascites and the like, of an animal so immunized. Collected blood is clotted, and the
serum decanted, clarified by centrifugation, and assayed for antibody titer. The polyclonal antibodies
can be purified from serum or ascites according to standard methods in the art including affinity
chromatography, ion-exchange chromatography, gel electrophoresis, dialysis, etc.

[0147] Monoclonal antibodies can be prepared using hybridoma methods, such as those described by
Kohler and Milstein (1975) Nature 256:495. Using the hybridoma method, a mouse, hamster, or
other appropriate host animal, is immunized as described above to elicit the production by
lymphocytes of antibodies that will specifically bind to an immunizing antigen. Lymphocytes can
also be immunized in vitro. Following immunization, the lymphocytes are isolated and fused with a
suitable myeloma cell line using, for example, polyethylene glycol, to form hybridoma cells that can
then be selected away from unfused lymphocytes and myeloma cells. Hybridomas that produce
monoclonal antibodies directed specifically against a chosen antigen as determined by
immunoprecipitation, immunoblotting, or by an in vitro binding assay (e.g. radioimmunoassay (RIA);

enzyme-linked immunosorbent assay (ELISA)) can then be propagated either in vitro culture using
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standard methods (Goding, Monoclonal Antibodies: Principles and Practice, Academic Press, 1986)
or in vivo as ascites tumors in an animal. The monoclonal antibodies can then be purified from the
culture medium or ascites fluid as described for polyclonal antibodies above.

[0148] Alternatively monoclonal antibodies can also be made using recombinant DNA methods as
described in U.S. Patent 4,816,567. The polynucleotides encoding a monoclonal antibody are isolated
from mature B-cells or hybridoma cell, such as by RT-PCR using oligonucleotide primers that
specifically amplify the genes encoding the heavy and light chains of the antibody, and their sequence
is determined using conventional procedures. The isolated polynucleotides encoding the heavy and
light chains are then cloned into suitable expression vectors, which when transfected into host cells
such as E. coli cells, simian COS cells, Chinese hamster ovary (CHO) cells, or myeloma cells that do
not otherwise produce immunoglobulin protein, monoclonal antibodies are generated by the host
cells. Also, recombinant monoclonal antibodies or fragments thereof of the desired species can be
isolated from phage display libraries expressing CDRs of the desired species as described
(McCafferty et al., 1990, Nature, 348:552-554; Clackson et al., 1991, Nature, 352:624-628; and
Marks et al., 1991, J. Mol. Biol., 222:581-597).

[0149] The polynucleotide(s) encoding a monoclonal antibody can furtier be modified in a number
of different manners using recombinant DNA technology to generate alternative antibodies. In some
embodiments, the constant domains of the light and heavy chains of, for example, a mouse
monoclonal antibody can be substituted 1) for those regions of, for example, a human antibody to
generate a chimeric antibody or 2) for a non-immunoglobulin polypeptide to generate a fusion
antibody. In some embodiments, the constant regions are truncated or removed to generate the
desired antibody fragment of a monoclonal antibody. Site-directed or high-density mutagenesis of the
variable region can be used to optimize specificity, affinity, etc. of a monoclonal antibody.

[0150] In some embodiments, the monoclonal antibody useful in the methods of the invention is a
humanized antibody. In certain embodiments, such antibodies are used therapeutically to reduce
antigeniéity and HAMA (human anti-mouse antibody) responses when administered to a human
subject. Humanized antibodies can be produced using various techniques known in the art. In certain
alternative embodiments, the antibody useful in the methods of the invention is a human antibody.
[0151] Human antibodies can be directly prepared using various techniques known in the art.
Immortalized human B lymphocytes immunized in vitro or isolated from an immunized individual
that produce an antibody directed against a target antigen can be generated (See, e.g., Cole et al.,
Monoclonal Antibodies and Cancer Therapy, Alan R. Liss, p. 77 (1985); Boemer et al., 1991, J
Immunol., 147 (1):86-95; and U.S. Patent 5,750,373). Also, the human antibody can be selected from
a phage library, where that phage library expresses human antibodies, as described, for example, in
Vaughan et al., 1996, Nat. Biotech., 14:309-314, Sheets et al., 1998, Proc. Nat'l. Acad. Sci., 95:6157-
6162, Hoogenboom and Winter, 1991, J. Mol. Biol., 227:381, and Marks et al., 1991, J. Mol. Biol,

222:581). Techniques for the generation and use of antibody phage libraries are also described in
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U.S. Patent Nos. 5,969,108, 6,172,197, 5,885,793, 6,521,404; 6,544,731; 6,555,313; 6,582,915;
6,593,081; 6,300,064; 6,653,068; 6,706,484; and 7,264,963; and Rothe et al., 2007, J. Mol. Bio.,
doi:10.1016/j.jmb.2007.12.018 (each of which is incorporated by reference in its entirety). Affinity
maturation strategies and chain shuffling strategies (Marks et al., 1992, Bio/Technology 10:779-783,
incorporated by reference in its entirety) are known in the art and can be employed to generate high
affinity human antibodies.

[0152] Humanized antibodies can also be made in transgenic mice containing human
immunoglobulin loci that are capable upon immunization of producing the full repertoire of human
antibodies in the absence of endogenous immunoglobulin production. This approach is described in
U.S. Patents 5,545,807; 5,545,806; 5,569,825; 5,625,126; 5,633,425; and 5,661,016.

[0153] In certain embodiments, the antibody useful in the methods of the invention is a bispecific
antibody that specifically recognizes a human NOTCH receptor. Bispecific antibodies are antibodies
that are capable of specifically recognizing and binding at least two different epitopes. The different
epitopes can either be within the same molecule (e.g. the same human NOTCH receptor) or on
different molecules. Bispecific antibodies can be intact antibodies or antibody fragments.

[0154] Alternatively, in certain alternative embodiments, antibodies useful for the invention are not
bispecific antibodies.

[0155] In certain embodiments, the antibodies useful for the invention are monospecific. For
example, in certain embodiments, each of the one or more antigen-binding sites that an antibody
contains is capable of binding (or binds) the same human NOTCH receptor. In certain embodiments,
an antigen-binding site of a monospecific antibody is capable of binding (or binds) one, two, three, or
four human NOTCH receptors.

[0156] In certain embodiments, an antibody useful for the methods of the invention is an antibody
fragment. Antibody fragments can display increased tumor penetration relative to a full antibody.
Various techniques are known for the production of antibody fragments. Traditionally, these
fragments are derived via proteolytic digestion of intact antibodies (for example Morimoto e al.,
1993, Journal of Biochemical and Biophysical Methods 24:107-117; Brennan et al., 1985, Science,
229:81). In certain embodiments, antibody fragments are produced recombinantly. Fab, Fv, and scFv
antibody fragments can all be expressed in and secreted from E. coli or other host cells, thus allowing
the production of large amounts of these fragments. Such antibody fragments can also be isolated
from the antibody phage libraries discussed above. The antibody fragment can also be linear
antibodies as described in U.S. Patent 5,641,870, for example, and can be monospecific or bispecific.
Single-chain antibodies useful in the methods of the invention can be prepared as described, for
example, in U.S. Pat. No. 4,946,778. In addition, methods can be adapted for the construction of Fab
expression libraries (Huse, et al., Science 246:1275-1281 (1989)) to allow rapid and effective
identification of monoclonal Fab fragments with the desired specificity for a NOTCH receptor.

Antibody fragments can be produced by techniques in the art including, but not limited to: (a) a
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F(ab'), fragment produced by pepsin digestion of an antibody molecule; (b) a Fab fragment generated
by reducing the disulfide bridges of an F(ab'), fragment, (c) a Fab fragment generated by the treatment
of the antibody molecule with papain and a reducing agent, and (d) Fv fragments. Other techniques
for the production of antibody fragments will be apparent to the skilled practitioner.

[0157] It can further be desirable, especially in the case of antibody fragments, to modify an antibody
in order to increase its serum half-life. This can be achieved, for example, by incorporation of a
salvage receptor binding epitope into the antibody fragment by mutation of the appropriate region in
the antibody fragment or by incorporating the epitope into a peptide tag that is then fused to the
antibody fragment at either end or in the middle (e.g., by DNA or peptide synthesis).

[0158] In certain embodiments, an antibody useful for the methods of the invention is a
heteroconjugate antibody. Heteroconjugate antibodies are composed of two covalently joined
antibodies. Such antibodies have, for example, been proposed to target immune cells to unwanted
cells (U.S. Pat. No. 4,676,980). It is contemplated that the antibodies can be prepared in vitro using
known methods in synthetic protein chemistry, including those involving crosslinking agents. For
example, immunotoxins can be constructed using a disulfide exchange reaction or by forming a
thioether bond. Examples of suitable reagents for this purpose include iminothiolate and methyl-4-
mercaptobutyrimidate.

[0159] It is known in the art that the constant Fc region mediates several effector functions. For
example, binding of the C1 component of complement to antibodies activates the complement system.
Activation of complement is important in the opsonisation and lysis of cell pathogens. The activation
of complement also stimulates the inflammatory response and can also be involved in autoimmune
hypersensitivity. Further, antibodies or soluble receptors can bind to cells via the Fc region, with a Fc
receptor site on the antibody Fc region binding to a Fc receptor (FcR) on a cell. There are a number
of Fe receptors which are specific for different classes of antibody, including IgG (gamma receptors),
IgE (epsilon receptors), IgA (alpha receptors) and IgM (mu receptors). Binding of antibody to Fc
receptors on cell surfaces triggers a number of important and diverse biological responses including
engulfment and destruction of antibody-coated particles, clearance of immune complexes, lysis of
antibody-coated target cells by killer cells (called antibody-dependent cell-mediated cytotoxicity, or
ADCC), release of inflammatory mediators, placental transfer and control of immunoglobulin
production.

[0160] In certain embodiments, the NOTCH antagonist polypeptides (antibodies and Fc comprising
soluble receptors) useful for the methods of the invention provide for altered effector functions that, in
turn, affect the biological profile of the administered polypeptides. For example, the deletion or
inactivation (through point mutations or other means) of a constant region domain may reduce Fc
receptor binding of the circulating modified antibody thereby increasing tumor localization. In other
cases it may be that constant region modifications moderate complement binding and thus reduce the

serum half-life and nonspecific association of a conjugated cytotoxin. Yet other modifications of the
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constant region may be used to eliminate disulfide linkages or oligosaccharide moieties that allow for
enhanced localization due to increased antigen specificity or antibody flexibility. Similarly,
modifications to the constant region can easily be made using well known biochemical or molecular
engineering techniques well within the purview of the skilled artisan.

[0161] In certain embodiments, a NOTCH antagonist polypeptide comprising an Fc region
(antibodies and Fc comprising soluble receptors) useful for the methods of the invention does not
have one or more effector functions. For instance, in some embodiments, the polypeptide has no
antibody-dependent cellular cytotoxicity (ADCC) activity and/or no complement-dependent
cytotoxicity (CDC) activity. In certain embodiments, the polypeptide does not bind to an Fc receptor
and/or complement factors. In certain embodiments, the antibody has no effector function.

[0162] The invention also pertains to the use of immunoconjugates comprising a NOTCH antagonist
polypeptide (e.g., anti-NOTCH antibody) conjugated to a cytotoxic agent. Cytotoxic agents include
chemotherapeutic agents, growth inhibitory agents, toxins (e.g., an enzymatically active toxin of
bacterial, fungal, plant, or animal origin, or fragments thereof), radioactive isotopes (i.c., a
radioconjugate), etc. Chemotherapeutic agents useful in the generation of such immunoconjugates
include, for example, methotrexate, adriamicin, doxorubicin, melphalan, mitomycin C, chlorambucil,
daunorubicin or other intercalating agents. Enzymatically active toxins and fragments thereof that can
be used include diphtheria A chain, nonbinding active fragments of diphtheria toxin, exotoxin A
chain, ricin A chain, abrin A chain, modeccin A chain, alpha-sarcin, Aleurites fordii proteins, dianthin
proteins, Phytolaca americana proteins (PAPI, PAPII, and PAP-S), momordica charantia inhibitor,
curcin, crotin, sapaonaria officinalis inhibitor, gelonin, mitogellin, restrictocin, phenomycin,
enomycin, and the tricothecenes. A variety of radionuclides are available for the production of
radioconjugated antibodies including 22g; B By %Y and '"Re. Conjugates of the antibody and
cytotoxic agent are made using a variety of bifunctional protein-coupling agents such as N-
succinimidyl-3-(2-pyridyidithiol) propionate (SPDP), iminothiolane (IT), bifunctional derivatives of
imidoesters (such as dimethyl adipimidate HCL), active esters (such as disuccinimidyl suberate),
aldehydes (such as glutareldehyde), bis-azido compounds (such as bis(p-azidobenzoyl)
hexanediamine), bis-diazonium derivatives (such as bis-(p-diazoniumbenzoyl)-ethylenediamine),
diisocyanates (such as tolyene 2,6-diisocyanate), and bis-active fluorine compounds (such as 1,5-
difluoro-2,4-dinitrobenzene). Conjugates of an antibody and one or more small molecule toxins, such
as a calicheamicin, maytansinoids, a trichothene, and CC1065, and the derivatives of these toxins that
have toxin activity, can also be used.

[0163] Conjugate antibodies are composed of two covalently joined antibodies. Such antibodies
have, for example, been proposed to target immune cells to unwanted cells (U.S. Pat. No. 4,676,980).
It is contemplated that the antibodies can be prepared in vitro using known methods in synthetic

protein chemistry, including those involving crosslinking agents. For example, immunotoxins can be
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constructed using a disulfide exchange reaction or by forming a thioether bond. Examples of suitable
reagents for this purpose include iminothiolate and methyl-4-mercaptobutyrimidate.

[0164] Regardless of how useful quantities are obtained, the NOTCH antagonists polypeptides (e.g.,
antibodies and soluble receptors) useful in the methods of the invention can be used in any one of a
number of conjugated (i.e. an immunoconjugate) or unconjugated forms. Alternatively, the
polypeptides can be used in a nonconjugated or "naked" form. In certain embodiments, the
polypeptides are used in nonconjugated form to harness the subject's natural defense mechanisms
including complement-dependent cytotoxicity (CDC) and antibody dependent cellular toxicity
(ADCC) to eliminate the malignant cells. In some embodiments, the polypeptides can be conjugated
to radioisotopes, such as S0y 125 B 1231 My 1R, 18Sm, ’Cu, “Ga, %o, "Ly, "*Re and 188Re
using anyone of a number of well-known chelators or direct labeling. In other embodiments, the
compositions can comprise NOTCH antagonist polypeptides coupled to drugs, prodrugs or biological
response modifiers such as methotrexate, adriamycin, and lymphokines such as interferon. Still other
embodiments comprise the use of NOTCH antagonist polypeptides conjugated to specific biotoxins
such as ricin or diptheria toxin. In yet other embodiments the NOTCH antagonist polypeptides can be
complexed with other immunologically active ligands (e.g. antibodies or fragments thereof) wherein
the resulting molecule binds to both the neoplastic cell and an effector cell such as a T cell. The
selection of which conjugated or unconjugated NOTCH antagonist polypeptides to use will depend of
the type and stage of neuroendocrine tumor, use of adjunct treatment (e.g., chemotherapy or external
radiation) and patient condition. It will be appreciated that one skilled in the art could readily make
such a selection in view of the teachings herein.

[0165] The polypeptides and analogs can be further modified to contain additional chemical moieties
not normally part of the protein. Those derivatized moieties can improve the solubility, the biological
half-life or absorption of the protein. The moieties can also reduce or eliminate any desirable side
effects of the proteins and the like. An overview for those moieties can be found in REMINGTON'S
PHARMACEUTICAL SCIENCES, 20th ed., Mack Publishing Co., Easton, PA (2000).

[0166] The chemical moieties most suitable for derivatization include water soluble polymers. A
water soluble polymer is desirable because the protein to which it is attached does not precipitate in an
aqueous environment, such as a physiological environment. In some embodiments, the polymer will
be pharmaceutically acceptable for the preparation of a therapeutic product or composition. One
skilled in the art will be able to select the desired polymer based on such considerations as whether
the polymer/protein conjugate will be used therapeutically, and if so, the desired dosage, circulation
time, resistance to proteolysis, and other considerations. The effectiveness of the derivatization can
be ascertained by administering the derivative, in the desired form (i.e., by osmotic pump, or by
injection or infusion, or, further formulated for oral, pulmonary or other delivery routes), and
determining its effectiveness. Suitable water soluble polymers include, but are not limited to,

polyethylene glycol (PEG), copolymers of ethylene glycol/propylene glycol, carboxymethylcellulose,
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dextran, polyvinyl alcohol, polyvinyl pyrrolidone, poly-1,3-dioxolane, poly-1,3,6-trioxane,
ethylene/maleic anhydride copolymer, polyaminoacids (either homopolymers or random copolymers),
dextran, poly(n-vinyl pyrrolidone)-polyethylene glycol, propropylene glycol homopolymers,
prolypropylene oxide/ethylene oxide co-polymers, polyoxyethylated polyols (e.g., glycerol),
polyvinyl alcohol, and mixtures thereof. Polyethylene glycol propionaldehyde can have advantages in
manufacturing due to its stability in water.

[06167] The isolated polypeptides (e.g., antibodies and soluble receptors) useful in the methods of the
invention can be produced by any suitable method known in the art. Such methods range from direct
protein synthetic methods to constructing a DNA sequence encoding isolated polypeptide sequences
and expressing those sequences in a suitable transformed host. In some embodiments, a DNA
sequence is constructed using recombinant technology by isolating or synthesizing a DNA sequence
encoding a wild-type protein of interest. Optionally, the sequence can be mutagenized by site-specific
mutagenesis to provide functional analogs thereof. See, e.g. Zoeller et al., Proc. Nat'l. Acad. Sci. USA
81:5662-5066 (1984) and U.S. Pat. No. 4,588,585.

[0168] In some embodiments a DNA sequence encoding a polypeptide of interest would be
constructed by chemical synthesis using an oligonucleotide synthesizer. Such oligonucleotides can be
designed based on the amino acid sequence of the desired polypeptide and selecting those codons that
are favored in the host cell in which the recombinant polypeptidevof interest will be produced.
Standard methods can be applied to synthesize an isolated polynucleotide sequence encoding an
isolated polypeptide of interest. For example, a complete amino acid sequence can be used to
construct a back-translated gene. Further, a DNA oligomer containing a nucleotide sequence coding
for the particular isolated polypeptide can be synthesized. — For example, several small
oligonucleotides coding for portions of the desired polypeptide can be synthesized and then ligated.
The individual oligonucleotides typically contain 5' or 3' overhangs for complementary assembly.
[0169] Once assembled (by synthesis, site-directed mutagenesis or another method), the
polynucleotide sequences encoding a particular isolated polypeptide of interest will be inserted into an
expression vector and operatively linked to an expression control sequence appropriate for expression
of the protein in a desired host. Proper assembly can be confirmed by nucleotide sequencing,
restriction mapping, and expression of a biologically active polypeptide in a suitable host. As is well
known in the art, in order to obtain high expression levels of a transfected gene in a host, the gene
must be operatively linked to transcriptional and translational expression control sequences that are
functional in the chosen expression host.

[0170] In certain embodiments, recombinant expression vectors are used to amplify and express
NOTCH antagonist polypeptides (e.g., antibodies or soluble receptors). Recombinant expression
vectors are replicable DNA constructs which have synthetic or ¢cDNA-derived DNA fragments
encoding a polypeptide of interest operatively linked to suitable transcriptional or translational

regulatory elements derived from mammalian, microbial, viral or insect genes. A transcriptional unit
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generally comprises an assembly of (1) a genetic element or elements having a regulatory role in gene
expression, for example, transcriptional promoters or enhancers, (2) a structural or coding sequence
which is transcribed into mRNA and translated into protein, and (3) appropriate transcription and
translation initiation and termination sequences, as described in detail below. Such regulatory
elements can include an operator sequence to control transcription. The ability to replicate in a host,
usually conferred by an origin of replication, and a selection gene to facilitate recognition of
transformants can additionally be incorporated. DNA regions are operatively linked when they are
functionally related to each other. For example, DNA for a signal peptide (secretory leader) is
operatively linked to DNA for a polypeptide if it is expressed as a precursor which participates in the
secretion of the polypeptide; a promoter is operatively linked to a coding sequence if it controls the
transcription: of the sequence; or a ribosome binding site is operatively linked to a coding sequence if
it is positioned so as to permit translation. Structural elements intended for use in yeast expression
systems include a leader sequence enabling extracellular secretion of translated protein by a host cell.
Alternatively, where recombinant protein is expressed without a leader or transport sequence, it can
include an N-terminal methionine residue. This residue can optionally be subsequently cleaved from
the expressed recombinant protein to provide a final product.

[0171] The choice of expression control sequence and expression vector will depend upon the choice
of host. A wide variety of expression host/vector combinations can be employed. Useful expression
vectors for eukaryotic hosts, include, for example, vectors comprising expression control sequences
from SV40, bovine papilloma virus, adenovirus and cytomegalovirus. Useful expression vectors for
bacterial hosts include known bacterial plasmids, such as plasmids from Escherichia coli, including
pCR 1, pBR322, pMB9 and their derivatives, wider host range plasmids, such as M13 and
filamentous single-stranded DNA phages.

[0172] Suitable host cells for expression of a NOTCH antagonist polypeptide (e.g., antibody or
soluble receptor) include prokaryotes, yeast, insect or higher eukaryotic cells under the control of
appropriate promoters. Prokaryotes include gram negative or gram positive organisms, for example
E. coli or bacilli. Higher eukaryotic cells include established cell lines of mammalian origin as
described below. Cell-free translation systems could also be employed. Appropriate cloning and
expression vectors for use with bacterial, fungal, yeast, and mammalian cellular hosts are described by
Pouwels et al. (Cloning Vectors: A Laboratory Manual, Elsevier, N.Y., 1985), the relevant disclosure
of which is hereby incorporated by reference. Additional information regarding methods of protein
production, including antibody production, can be found, e.g., in U.S. Patent Publication No.
2008/0187954, U.S. Patent Nos. 6,413,746 and 6,660,501, and International Patent Publication No.
WO 04009823, each of which is hereby incorporated by reference herein in its entirety.

[0173] Various mammalian or insect cell culture systems are also advantageously employed to
express recombinant protein. Expression of recombinant proteins in mammalian cells can be

performed because such proteins are generally correctly folded, appropriately modified and
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completely functional. Examples of suitable mammalian host cell lines include the COS-7 lines of
monkey kidney cells, described by Gluzman (Cell 23:175, 1981), and other cell lines capable of
expressing an appropriate vector including, for example, L cells, C127, 3T3, Chinese hamster ovary
(CHO), HeLa and BHK cell lines. Mammalian expression vectors can comprise nontranscribed
elements such as an origin of replication, a suitable promoter and enhancer linked to the gene to be
expressed, and other 5' or 3' flanking nontranscribed sequences, and 5' or 3' nontranslated sequences,
such as necessary ribosome binding sites, a polyadenylation site, splice donor and acceptor sites, and
transcriptional termination sequences. Baculovirus systems for production of heterologous proteins in
insect cells are reviewed by Luckow and Summers, Bio/Technology 6:47 (1988).

[0174] The proteins produced by a transformed host can be purified according to any suitable
method. Such standard methods include chromatography (e.g., ion exchange, affinity and sizing
column chromatography), centrifugation, differential solubility, or by any other standard technique for
protein purification. Affinity tags such as hexahistidine, maltose binding domain, influenza coat
sequence and glutathione-S-transferase can be attached to the protein to allow easy purification by
passage over an appropriate affinity column. Isolated proteins can also be physically characterized
using such techniques as proteolysis, nuclear magnetic resonance and x-ray crystallography.

[0175] For example, supernatants from systems which secrete recombinant protein into culture media
can be first concentrated using a commercially available protein concentration filter, for example, an
Amicon or Millipore Pellicon ultrafiltration unit. Following the concentration step, the concentrate
can be applied to a suitable purification matrix. Alternatively, an anion exchange resin can be
employed, for example, a matrix or substrate having pendant diethylaminoethyl (DEAE) groups. The
matrices can be acrylamide, agarose, dextran, cellulose or other types commonly employed in protein
purification. Alternatively, a cation exchange step can be employed. Suitable cation exchangers
include various insoluble matrices comprising sulfopropyl or carboxymethyl groups. Finally, one or
more reversed-phase high performance liquid chromatography (RP-HPLC) steps employing
hydrophobic RP-HPLC media, e.g., silica gel having pendant methyl or other aliphatic groups, can be
employed to further purify a NOTCH antagonist polypeptide (e.g., antibody or soluble receptor).
Some or all of the foregoing purification steps, in various combinations, can also be employed to
provide a homogeneous recombinant protein.

[0176] Recombinant protein produced in bacterial culture can be isolated, for example, by initial
extraction from cell pellets, followed by one or more concentration, salting-out, aqueous ion exchange
or size exclusion chromatography steps. High performance liquid chromatography (HPLC) can be
employed for final purification steps. Microbial cells employed in expression of a recombinant
protein can be disrupted by any convenient method, including freeze-thaw cycling, sonication,
mechanical disruption, or use of cell lysing agents.

[0177] Methods knows in the art for purifying a NOTCH antagonist polypeptide (e.g., antibody or

soluble receptor) also include, for example, those described in U.S. Patent Publication No.
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2008/0312425, 2008/0177048, and 2009/0187005, each of which is hereby incorporated by reference

herein in its entirety.

6. Pharmaceutical compositions

[0178] The NOTCH antagonist polypeptides (e.g., anti-NOTCH antibodies) can be formulated into a
pharmaceutical composition by any suitable method known in the art. In certain embodiments, the
pharmaceutical compositions comprise a pharmaceutically acceptable vehicle. The pharmaceutical
compositions find use in inhibiting neuroendocrine tumor growth and treating neuroendocrine tumor
in human patients.

[0179] In certain embodiments, formulations are prepared for storage and use by combining a
purified NOTCH antagonist (e.g., an anti-NOTCH antibody) with a pharmaceutically acceptable
vehicle (e.g. carrier, excipient) (Remington, The Science and Practice of Pharmacy 20th Edition Mack
Publishing, 2000). Suitable pharmaceutically acceptable vehicles include, but are not limited to,
nontoxic buffers such as phosphate, citrate, and other organic acids; salts such as sodium chloride;
antioxidants including ascorbic acid and methionine; preservatives (e.g. octadecyldimethylbenzyl
ammonium chloride; hexamethonium chloride; benzalkonium chloride; benzethonium chloride;
phenol, butyl or benzyl alcohol; alkyl parabens, such as methyl or propyl paraben; catechol;
resorcinol; cyclohexanol; 3-pentanol; and m-cresol); low molecular weight polypeptides (e.g. less
than about 10 amino acid residues); proteins such as serum albumin, gelatin, or immunoglobulins;
hydrophilic polymers such as polyvinylpyrrolidone; amino acids such as glycine, glutamine,
asparagine, histidine, arginine, or lysine; carbohydrates such as monosaccharides, disaccharides,
glucose, mannose, or dextrins; chelating agents such as EDTA; sugars such as sucrose, mannitol,
trehalose or sorbitol; salt-forming counter-ions such as sodium; metal complexes (e.g. Zn-protein
complexes); and non-ionic surfactants such as TWEEN or polyethylene glycol (PEG).

[0180] In certain embodiments, the pharmaceutical composition is frozen. In certain alternative
embodiments, the pharmaceutical composition is lyophilized.

[0181] The pharmaceutical compositions of the present invention can be administered in any number
of ways for either local or systemic treatment. Administration can be topical (such as to mucous
membranes including vaginal and rectal delivery) such as transdermal patches, ointments, lotions,
creams, gels, drops, suppositories, sprays, liquids and powders; pulmonary (e.g., by inhalation or
insufflation of powders or aerosols, including by nebulizer; intratracheal, intranasal, epidermal and
transdermal); oral; or parenteral including intravenous, intraarierial, subcutaneous, intraperitoneal or
intramuscuiar injection or infusion; or intracranial {e.g., intrathecal or intraventricular) administration.
10182} The therapeutic formulation can be in unit dosage form. Such formulations include tablets,
pills, capsules, powders, granules, solutions or suspensions in water or non-aqueous media, or

suppositories for oral, parenteral, or rectal administration or for administration by inhalation. In solid
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compositions such as tablets the principal active ingredient is mixed with a pharmaceutical carrier.
Conventional tableting ingredients include corn starch, lactose, sucrose, sorbitol, tale, stearic acid,
magnesium stearate, dicalcium phosphate or gums, and other diluents (e.g. water) to form a solid
preformulation composition containing a homogeneous mixture of a compound of the present
invention, or a non-toxic pharmaceutically acceptable salt thereof. The solid preformulation
composition is then subdivided into unit dosage forms of the type described above. The tablets, pills,
etc. of the novel composition can be coated or otherwise compounded to provide a dosage form
affording the advantage of prolonged action. For example, the tablet or pill can comprise an inner
composition covered by an outer component. Furthermore, the two components can be separated by
an enteric layer that serves to resist disintegration and permits the inner component to pass intact
through the stomach or to be delayed in release. A variety of materials can be used for such enteric
layers or coatings, such materials including a number of polymeric acids and mixtures of polymeric
acids with such materials as shellac, cetyl alcohol and cellulose acetate.

[0183] The NOTCH antagonists (e.g., anti-NOTCH antibodies) can also be entrapped in
microcapsules. Such microcapsules are prepared, for example, by coacervation techniques or by
interfacial polymerization, for example, hydroxymethylcellulose or gelatin-microcapsules and poly-
(methylmethacylate) microcapsules, respectively, in colloidal drug delivery systems (for example,
liposomes, albumin microspheres, microemulsions, nano-particles and nanocapsules) or in
macroemulsions as described in Remington, The Science and Practice of Pharmacy 20th Ed. Mack
Publishing (2000).

[0184} In certain embodiments, pharmaceutical formulations include the NOTCH antagonists (e.g.,
anti-NOTCH antibodies) complexed with liposomes (Epstein, et al., 1985, Proc. Natl. Acad. Sci. USA
82:3688; Hwang, et al., 1980, Proc. Natl. Acad. Sci. USA 77:4030; and U.S. Patent 4,485,045 and
4,544,545). Liposomes with enhanced circulation time are disclosed in U.S. Patent 5,013,556. Some
liposomes can be generated by the reverse phase evaporation with a lipid composition comprising
phosphatidylcholine, cholesterol, and PEG-derivatized phosphatidylethanolamine (PEG-PE).
Liposomes are extruded through filters of defined pore size to yield liposomes with the desired
diameter.

[0185] In addition sustained-release preparations can be prepared. Suitable examples of sustained-
release preparations include semipermeable matrices of solid hydrophobic polymers containing the
antibody, which matrices are in the form of shaped articles (e.g. films, or microcapsules). Examples
of sustained-release matrices include polyesters, hydrogels such as poly(2-hydroxyethyl-methacrylate)
or poly(v nylalcohol), polylactides (U.S. Patent 3,773,919), copolymers of L-glutamic acid and 7
ethyl-L-glutamate, non-degradable ethylene-vinyl acetate, degradable lactic acid-glycolic acid
copolymers such as the LUPRON DEPOT TM (injectable microspheres composed of lactic acid-
glycolic acid copolymer and leuprolide acetate), sucrose acetate isobutyrate, and poly-D-(-)-3-

hydroxybutyric acid.
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7. Kits

[0186] Kits for practicing the methods of the invention are further provided. By "kit" is intended any
manufacture (e.g., a package or a container) comprising at least one reagent, e.g., a nucleic acid probe,
etc. for specifically detecting the level of NOTCH3 gene expression in a sample, e.g., cell, cell line,
tumor, or tissue. The kit can be promoted, distributed, or sold as a unit for performing the methods of
the present invention. Additionally, the kits can contain a package insert describing the kit and
including instructional material for its use.

[0187] In one ¢mbodiment, kits for practicing the methods of the invention are provided. Such kits
are compatible with both manual and automated screening. For qRT-PCR assays, the kits comprise at
least the probes disclosed herein for the detection of NOTCH3 gene expression. The kits can further
comprise reagents for RNA extraction, reverse transcription, and/or PCR amplifications. In certain
embodiments, a kit according to the present invention comprises at least one oligonucleotide
comprising a nucleotide sequence selected from the group consisting of SEQ ID NO:35-43.

[0188] Positive and/or negative controls can be included in the kits to validate the activity and correct
usage of reagents employed in accordance with the invention. Controls can include samples, such as
RNA preparations, formalin fixed tissues, etc., known to be either positive or negative for the
presence of NOTCH3 mRNA. The design and use of controls is standard and well within the routine
capabilities of those in the art.

[0189] It will be further appreciated that any or all steps in the methods of the invention could be
implemented by personnel or, alternatively, performed in an automated fashion. Thus, the steps of
body sample preparation, sample freezing or fixing, RNA extraction, and/or detection of NOTCH3

transcript level can be automated.

EXAMPLES

[0190] It is understood that the examples and embodiments described herein are for illustrative
purposes only and that various modifications or changes in light thereof will be suggested to persons

skilled in the art and are to be included within the spirit and purview of this application.

Example 1

In vivo prevention of tumor growth using the OMP-59RS5 anti-NOTCH2/3 receptor antibody as a
single agent and in combination with a chemotherapeutic agent.

[0191] 20,000 OMP-PN8 tumor cells were injected into NOD-SCID mice. Tumors were allowed to
grow 22 days until they had reached an average volume of 125 mm’. Tumor bearing mice were
randomized into 4 groups and treated with control antibody, OMP-59R5 (anti-NOTCH2/3),
gemcitabine, or the combination of OMP-59R5 and gemcitabine. Antibodies were dosed every other

week at 40 mg/kg. Gemcitabine was dosed at 20 mg/kg weekly. Tumor volumes were measured on

47



WO 2014/151606 PCT/US2014/026094

the indicated days post-treatment. OMP-59K5 strongly inhibited OMP-PN8 tumor growth as a single
agent or in combination with gemcitabine (Figure 1A).

[0192] The ability of anti-NOTCH2/3 OMP-59RS5 antibody to inhibit the in vivo growth of OMP-
PN17 pancreatic tumor was determined using substantially identical methods. As shown in Figure
1B, OMP-59RS5 strongly inhibited OMP-PN17 tumor growth as a single agent or in combination with
gemcitabine.

[0193] 50,000 OMP-PN11 tumor cells were injected into NOD-SCID mice. Tumors were allowed to
grow 21 days until they had reached an average volume of 120 mm®. Tumor bearing mice were
randomized into 4 groups and treated with control antibody, OMP-59R5 (anti-NOTCH2/3),
gemcitabine, or the combination of OMP-59R5 and gemcitabine. Antibodies were dosed every other
week at 40 mg/kg. Gemcitabine was dosed at 20 mg/kg weekly. Tumor volumes were measured on
the indicated days post-treatment. As shown in Figure 1C, OMP-59RS5 had no effect on OMP-PN11
tumor growth either as a single agent or in combination with gemcitabine.

[0194] 20,000 UM-PE13 breast (NOTCH3 high expressing) tumor cells were injected into NOD-
SCID mice. Tumors were allowed to grow 37 days until they had reached an average volume of 140
mm’. Tumor bearing mice were randomized into 4 groups and treated with control antibody, OMP-
59RS5, taxol, or the combination of OMP-59R5 and taxol. Antibodies were dosed weekly at 20 mg/kg.
Taxol was dosed at 10 mg/kg weekly. Tumor volumes were measured on the indicated days post-
treatment. As shown in Figure 1D, OMP-59RS5 strongly inhibited UM-PE13 tumor growth as a single
agent or in combination with taxol.

[0195] 20,000 UM-T1 breast (NOTCH3 high expressing) tumor cells were injected into NOD-SCID
mice. Tumors were allowed to grow 28 days until they had reached an average volume of 120 mm’.
Tumor bearing mice were randomized into 4 groups and treated with either control antibody, OMP-
59RS5 anti-NOTCH2/3 antibody, taxol, or the combination of OMP-59R5 and taxol. Antibodies were
dosed weekly at 20 mg/kg. Taxol was dosed at 10 mg/kg weekly. Tumor volumes were measured on
the indicated days post-treatment. As shown in Figure 1E, OMP-59RS5 had no effect on UM-T1
tumor growth as a single agent or in combination with taxol.

[0196] 50,000 OMP-Lu40 lung (NOTCH3 low expressing) tumor cells were injected into NOD-
SCID mice. Tumors were allowed to grow 33 days until they had reached an average volume of 140
mm°. Tumor bearing mice were randomized into 4 groups and treated with either control antibody,
OMP-59RS5 anti-NOTCH2/3 antibody, taxol, or the combination of OMP-59RS and taxol. Antibodies
were dosed weekly at 20 mg/kg. Taxol was dosed at 10 mg/kg weekly. Tumor volumes were
measured on the indicated days post-treatment. As shown in Figure 1F, OMP-59RS5 strongly inhibited
OMP-Lu40 tumor growth in combination with taxol.

[0197] 50,000 OMP-Lu53 lung (NOTCH3 high expressing) tumor cells were injected into NOD-
SCID mice. Tumors were allowed to grow 33 days until they had reached an average volume of 120

mm°’, Tumor bearing mice were randomized into 4 groups and treated with control antibody, OMP-
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59R5 anti-NOTCH2/3 antibody, taxol, or the combination of OMP-59R5 and taxol. Antibodies were
dosed every other week at 40 mg/kg. Taxol was dosed at 10 mg/kg weekly. Tumor volumes were
measured on the indicated days post-treatment. As shown in Figure 1G, OMP-59RS had no effect on
OMP-Lu53 tumor growth in combination with taxol.

Example 2

Tumor growth inhibition by OMP-59RS5 in combination with gemcitabine significantly correlates with
the levels of NOTCH3 gene expression in pancreatic tumors, but not in breast or lung tumors
[0198] NOTCH2 and NOTCH3 gene expression levels were determined in pancreatic, breast and
lung tumors assayed in the in vivo xenograft assay described in Example 1 using standard microarray
technology. Expression data was obtained using Affymetrix® U133 plus 2 arrays according to the
manufacturer's instractions. The results are shown in Tables 1-3 below. The Tables also include data
on the responsiveness of the particular tumor to treatment with OMP-59R5 anti-NOTCH2/3 antibody
in combination with a chemotherapeutic agent in the in vivo xenograft assay described in Example 1.
The analyses of NOTCH2 and 3 gene expression levels shown in the Tables were based on a cut-off
value of 500. However, the overall conclusion from the analyses remained the same when the cut-off
value was varied between 300 and 1000. No correlation between NOTCH3 expression and in vivo
treatment efficacy was observed in the breast tumor and lung tumor samples: only 5 out of 14 breast
or lung tumors with high NOTCH3 gene expression were responsive. Further, no correlation between
NOTCH?2 expression and in vivo efficacy was observed in breast, lung, or pancreatic tumor samples.
Surprisingly, in pancreatic tumors there was a very strong correlation between high levels of
NOTCH3 gene expression and the in vivo efficacy of OMP-59R5/gemcitabine treatment: 9 out of the
10 pancreatic tumors with high NOTCH3 gene expression were responsive in vivo to treatment with

OMP-59R5 and gemcitabine.

Table 1. NOTCH2 and NOTCH3 gene expression levels in pancreatic tumors.

Efficacy
Tumor (OMP-59RS + N3 expression N2 expression
gemcitabine 7

_PN4 + 1. Hizh(1802) High (4637)
PN7 - Low {274} High (2140}

__PN8 + High (2484) High (6909)

PN S Low(141) Hizh (4576)
PN13 - Low (23) High (6848)
PN16 + High (3318) "High ¢3812)
PN17 | + __ High(6106) High (5904)
PN21 | L High(2776) |  High{6203)
PN23 | - Hizh (2978) High (5166)
PN25 | + Hizh (6600) High (4383)

Table 2. NOTCH2 and NOTCHS3 gene expression levels in breast tumors.
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Efficacy
Tumer {OMP-59R5 + N3 expression N2 expression
,,,,,,,, taxel} ) )
PE13 + b High (5616) ___High (6283)
TI | High {11708) ‘High (7551}
..B37 + High (10217) High (3231)
B40 { - High (11615) High {10999)

Table 3. NOTCH2 and NOTCH3 gene expression levels in lung tumors. NSCLC - non-

small cell lung cancer; SCLC — small cell lung cancer.

Efficacy
Tumor (OMP-59RS + N3 expression N2 expression
taxo) .o
NSCLC | Lul5 - Low {440) ‘High {1995)
NSCLC | Lu24 High (5430) High (3105)
NSCLC | Lu25 - High (9768) High (3225)
NSCLC | Lu53 - i High (12294) High (7828)
SCLC Lu40_ + Low (423) High (1040)
SCLC Lu61 + High 11732 | High (1500}
SCLC Lu65 + Low (269) Hizh (514)
SCLC Lu66 + Low {9} Low {12}
SCLC Lu67 - High (682) High (2214)
SCLC Lu68 | + High {838) High (3519)

[0199] The surprising correlation between high levels of NOTCH3 gene expression and the in vivo
efficacy of OMP-59R5/gemcitabine combination treatment in pancreatic tumors was further analyzed.
NOTCH3 gene expression levels were determined in the PN11, PN13, PN23, PN04, PNO8, PNI6,
PN17, PN21, and PN25 pancreatic tumor cells using standard multiplex transcript sequencing (e.g.,
RNASeq).

according to the manufacturer's instructions.

RNASeq was performed using the Illumina® HiSeq™ 2000 Sequencing System
Figure 2A shows that increased NOTCH3 gene
expression significantly correlated (0.823; p<0.021) with in vivo tumor inhibition by OMP-
59R5/gemcitabine combination treatment in human pancreatic xenograft models. Figure 3 further
shows that NOTCH3 gene expression detected in responsive pancreatic tumors was significantly
higher than the expréssion level detected in non-responsive pancreatic tumors.

[0200] Figure 2B shows the distribution of NOTCH3 gene expression detected in human pancreatic
tumors which were responsive to treatment with OMP-59R5 anti-NOTCH2/3 antibody in combination
with gemcitabine (R=responders: pval <0.05 compared to gemcitabine treatment alone) and for those
xenografts which were found to be non-responsive to treatment with OMP-59RS anti-NOTCH2/3
antibody in combination with gemcitabine (NR=non-responders: pval >0.05 compared to gemcitabine
treatment alone). The distribution of NOTCH3 gene expression levels in non-responsive pancreatic
tumors showed a clear separation from the distribution of NOTCH3 gene expression levels in

responsive pancreatic tumors.
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[0201] Logistic regression, a standard statistical model was used to predict the in vivo responsiveness
of particular pancreatic cancers to treatment with OMP-59RS in combination with a chemotherapeutic
agent, e.g., gemcitabine, based on the NOTCH3 gene expression level detected in the pancreatic
cancer by RNASeq. Alan Agresti: An Introduction to Categorical Data Analysis, John Wiley and
Sons, Inc. (1996). Results of the analysis are shown in Figure 4. The positive predictive value (PPV),
negative predictive value (NPV), sensitivity (SENS) and specificity (SPEC) of the NOTCH3 gene
expression data set was 83%, 75%, 83%, and 75%, respectively.

[0202] The accuracy of the prediction of in vivo responsiveness of pancreatic cancers to treatment
with OMP-59RS in combination with gemcitabine was further improved by including in the statistical
analysis MAML2 gene expression data from the pancreatic cancers. The results obtained by applying
logistic regression to the NOTCH3 and MAML?2 gene expression data set are shown in Figure 5. The
positive predictive value (PPV), negative predictive value (NPV), sensitivity (SENS) and specificity
(SPEC) of the NOTCH3 and MAML2 gene expression data set was 100%. The experiment was

cross-validated using gene expression data obtained by standard RNASeq methods.

Example 3
NOTCHS3 protein expression in pancreatic tumor samples

[0203] NOTCH3 Western blot analysis was performed to determine the expression of NOTCH3
protein in human pancreatic tumors (Figure 6A). The anti-NOTCH3 antibody (Cell signaling #5276)
used in this analysis detected both full length NOTCH3 (FL: ~250kDa), and the transmembrane and
intracellular regions of NOTCH3 (TM=~98kDa).

[0204] Figure 6B shows the distribution of NOTCH3 protein expression in human pancreatic tumors
which were responsive to treatment with OMP-59R5 in combination with gemcitabine (R=responders:
pval <0.05 compared to gemcitabine treatment alone) and for those xenografts which were found to
be non-responsive to treatment with OMP-59R5 in combination with gemcitabine (NR=non-
responders: pval >0.05 compared to Gemcitabine treatment alone) in the xenograft assay described in
Example 1. The separation in the distribution of NOTCH3 protein expression between responders
and non-responders was less pronounced than the separation in the distribution of NOTCH3 gene
expression. Logistic regression was applied to the NOTCH3 protein expression data in pancreatic
cancers to predict the sensitivity of particular pancreatic cancers to treatment with OMP-59RS5 in
combination with gemcitabine. The NOTCH3 protein expression data generated similar performance
in predicting the response to OMP-39R5 plus gemcitabine treatment to the performance of the

NOTCH3 gene expression data discussed above.
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Example 4
NOTCH3 gene expression in metastatic pancreatic tumor samples measured by qRT-PCR

[0205] NOTCH3 gene expression was determined in metastatic pancreatic tumor samples using
standard quantitative qRT-PCR. The assay probes were designed using the NOTCH3 RefSeq mRNA
sequence NM_000435.2. NOTCH3_A7 detects one of the two potential transcripts while
NOTCH3 A1 detects both transcripts predicted by the Ensembl database. The probes and qRT-PCR
assay were verified using human fresh frozen (FF) and formalin-fixed paraffin-embedded (FFPE)

human tissue samples.

Table 3. Nucleotide sequence of probes used in NOTCH3 qRT-PCR assays.
NOTCH3 Al | Forward | AGGCAGAGTGGCGACCTC (SEQIDNO:35)

Reverse CGTCCACGTTCACTTCACAATTC {SEQ IDNO:36)

Probe "AACCCAGGAAGACAGGCACAGTCGT {SEQ ID NO:37)

NOTCH3_A9  Forward | CTGGGTTTGAGGGTCAGAAT {SEQ ID NO:38)

 NOTCH3 A7 | Forward | TGCAGGATAGCAAGGAGGAGAC (SEQ ID NO:41)

[0206] Approximately 100 formalin-fixed paraffin embedded (FFPE) metastatic tumor tissues from
first-line pancreatic cancer patients were sourced to determine the levels and distribution of NOTCH3
expression in this cohort (Figure 7). NOTCH3 gene expression was determined with the
NOTCH3_ A7 primer/probe set using a standard quantitative RT-PCR protocol. ANOVA statistical
analysis was performed to determine if the levels of NOTCH3 correlated with factors including
sample age, sex, patient age etc. NOTCH3 levels were not found to be correlated with any of these
factors except for site of metastasis with liver showing significance and a wider NOTCH3 gene
expression distribution. Figure 7 displays the 10", 25%, 50", 75", and 90" percentile for NOTCH3
gene expression across all metastatic tumor samples examined.

[0207] NOTCH3 gene expression levels from the sourced human liver and lymph node metastatic
pancreatic cancer tissues and the primary human pancreatic tumors used in the xenograft assays were
normalized in order to compare the data. The mean of data was subtracted and divided by the
standard deviation in each data set. The grey (Light) dots represent the human pancreatic tumors that
were non-responsive to treatment with OMP-59R5 in combination with gemcitabine in the xenograft
assay described in Example 1, and the black (Dark) dots represent the human pancreatic tumors that
were responsive in the xenograft assay (Figure 8). The responsive tumors showed higher levels of
NOTCH3 gene expression than the non-responsive ones, indicating that NOTCH3 gene expression
can be used to predict in vivo responsiveness of pancreatic tumors to treatment with, for example,

OMP-59RS5 in combination with a chemotherapeutic agent. Figure 8 also displays the 10% 25%, 50®,
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75" and 90™ percentile for NOTCH3 gene expression in the human liver and lymph node metastatic

pancreatic cancer tissues examined.

Example 6

The OMP-59R35 anti-NOTCH2/3 antibody in combination with gemcitabine and ABRAXANE™
inhibits in vitro growth of pancreatic tumors
[0208] 20,000 OMP-PN8 (NOTCH3 high expressing) tumor cells were injected into NOD-SCID
mice. Tumors were allowed to grow 26 days until they had reached an average volume of 110 mm’.
Tumor bearing mice were randomized into 3 groups (n =9 mice per group) and treated with control
antibody, gemcitabine plus ABRAXANE™ (albumin bound paclitaxel), or the combination of OMP-
59R5 anti-NOTCH?2/3 antibody and gemcitabine plus ABRAXANE™. OMP-59R5 was dosed every
other week at 40 mg/kg. Gemcitabine was dosed at 10 mg/kg weekly and ABRAXANE™ at 30
mg/kg weekly. Tumor volumes were measured on the indicated days post-treatment. OMP-59R5
strongly inhibited OMP-PN8 tumor growth in combination with gemcitabine plus ABRAXANE™,
and was more active than gemcitabine plus ABRAXANE™ alone (Figure 9). The top and bottom
graphs show data obtained from the same experiment on different scales. The bottom graph shows
data obtained from the active treatment groups only, but not data obtained from control treated
animals. The results indicate that NOTCH3 expression levels can be used to predict in vivo
responsiveness of pancreatic tumors to treatment with OMP-59R5 antibody in combination with

various chemotherapeutic agents.

[0209] All publications, patents, patent applications, internet sites, and accession numbers/database
sequences (including both polynucleotide and polypeptide sequences) cited herein are hereby
incorporated by reference in their entirety for all purposes to the same extent as if each individual
publication, patent, patent application, internet site, or accession number/database sequence were

specifically and individually indicated to be so incorporated by reference.

SEQUENCES

SEQ ID NO:1
HKGAL

SEQ ID NO:1
HEDAT

SEQ ID NO:3: 59R1Heavy chain CDR1
SSSGMS

SEQ ID NO:4: 59R1Heavy chain CDR2
VIASSGSNTYY&DSVKG
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SEQ ID NO:5: 59R1Heavy chain CDR3
GIFFAI

SEQ ID NO:6: 59R1 Light chain CDR1
RASQSVRSNYLA

SEQ D NG:T: 539R1 Light chain CDR2
GASSRAT

SEQ ID NO:8: 5S9R1 Light chain CDR3
QOYSNFPT

SEQ ID NO:9: 59R5 Heavy chain CDR3
SIFYTT

SEQ ID NO:10 (heavy chain CDR3 consensus sequence):
(G/S) (I/S)F(F/Y) (A/P) (I/T/S/N)

SEQ ID NO:11 (alternative heavy chain CDR3)
SIFYPT

SEQ I NOn 12 {alternative heavy chain CDR3)

SSEPAS

SEQ ID NO:13 (alternative heavy chain CDR3)
SSEFYAS

SEQ ID NO:14 (alternative heavy chain CDR3)
SSFFEAT

SEQ ID NO:15 (alternative heavy chain CDR3)
SIFYPS

SEQ ID NO:16 (alternative heavy chain CDR3)
SSEFAN

SEQ ID NO:17: 59R5 Heavy chain variable region
EVOLVESGGGLVQPGGSLRLSCAASGEFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYY
ADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARSIEYTTWGQGTLVTVSSAST

SEQ ID NO:18: 59R1 Heavy chain VH of 59R1 IgG antibody
OVOLVESGGGLVQOPGGSLRISCAASGFTFSSSGMSWVRGAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLOMNSLRAEDTAVYYCARGIFFAIWGQGTLVTVSSA

SEQ ID NO:19: 59R1 heavy chain VH plus mammalian signal sequence (underlined)
MKHLWEFLLLVAAPRWVLSQVQOLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAP

GKGLEWVSVIASSGSNTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARGIF
FAIWGQGTLVTVSSA

SEQ ID NO:20: Variant 59R1 Heavy chain variable region
QVQLVESGGGLVQPGGSLRLSCAASGETFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYPTWGQGTLVTVSSA

SEQ ID NO:21: Variant 59R1 Heavy chain variable region
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QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLOMNSLRAEDTAVYYCARSSFFASWGQGTLVTVSSA

SEQ ID NO:22: Variant 59R1 Heavy chain variable region
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLOMNSLRAEDTAVYYCARSSFYASWGQGTLVTVSSA

SEQ ID NO:23: Variant 59R1 Heavy chain variable region
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVROAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLOMNSLRAEDTAVYYCARSSFFATWGQGTLVTVSSA

SEQ ID NO:24: Variant 59R1 Heavy chain variable region
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYPSWGQGTLVTVSSA

SEQ ID NO:25: Variant 59R1 Heavy chain variable region
QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLOMNSLRAEDTAVYYCARSSFFANWGOGTLVIVSSA

SEQID NO:26: 59R1 Heavy chain VH of 59RGV antibody (germlined variant of 59R1)
EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRE
TISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFATWGQGTLVTVSSA

SEQ IDNO:27: 59R1 Light chain VL of 59RGV antibody (germlined variant of 59R1)
EIVLTQSPATLSLSPGERATLSCRRASQSVRSNYLAWYQQKPGQAPRLLIYGASSRATGIPARFSGSG
SGTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKR

SEQ ID NO:28: 59RI1 light chain VL plus mammalian signal sequence (underlined)
MVLQTQVFISLLILWISGAYGDIVLTQSPATLSLSPGERATLSCRASQSVRSNYLAWYQQK
PGQAPRLLIYGASSRATGVPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQYSNFPITFG
QGTKVEIKR

SEQ ID NO:29: 59R1 Light chain VL of 59R1 IgG antibody
DIVLTOSPATLSLSPGERATLSCRASQSVRSNYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGS
GTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKR

SEQ ID NO:30: 59RS5 Heavy chain
EVOLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYY
ADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARSIFYTTWGQGTLVTIVSSASTKG
PSVFPLAPCSRSTSESTAALGCLVKDYFPERPVTVSWNSGALTSGVHTFPAVLQSSGLYSL
SSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPK
PKDTLMISRTPEVICVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQENSTERVVSVL
TVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFELYSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

SEQ ID NO:31: Predicted protein sequence of anti-NOTCH2/3 59R1 IgG2 heavy chain, plus signal
sequence. The signal sequence is underlined.
MKHLWFFLLLVAAPRWVLSQVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVS
VIASSGSNTYYADSVKGRETISRDNSKNTLYLQMNSLRAEDTAVYYCARGTIFFATWGQGTLVTVSSAS
TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSNEGT@TYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKG
LPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPENNYKTTP
PML,DSDGSFFLYSKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK
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SEQ ID NO:32: Predicted protein sequence of the heavy chain of anti-NOTCH2/3 59RGV (germlined
variant of 59R1), plus signal sequence. The signal sequence is underlined.
MKHLWFFLLLVAAPRWVLSEVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVS
VIASSGSNTYYADSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCARGIFFATWGQGTLVTVSSAS
TKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVT
VPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEV
TCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHODWLNGKEYKCKVSNKG
LPAPIEKTISKTKGOPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP

PMLDSDGSFFLYSKLTVDKSRWQQOGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:33: Predicted protein sequence of anti-NOTCH2/3 59R1 light chain, plus signal
sequence. The signal sequence is underlined.
MVLQTQVFISLLLWISGA¥GDIVLTQSPATLSLSPGERATLSCRASQSVRSNYLAWYQQKPGQAPRLL
IYGASSRATGVPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKRTVAAPSV
FIFPPSDEQLKSGTASVVCLLNNEFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSK
ADYEKHKVYACEVTHQGLSSPVTKSENRGEC

SEQ ID NO:34: Predicted protein sequence of the light chain of anti-NOTCH2/3 59RGV antibody
(germlined variant of 59R1), plus signal sequence. The signal sequence is underlined.
MVLOTOVEISLLEWISGAYGEY VLTQSPATLSLSPGERATLSCRRASQSVRSNYLAWYQQKPGQAPRL

VFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHRVYACEVTHQGLSSPVTKSENRGEC

SEQ ID NO:35
AGGCAGAGTGGCGACCTC

SEQ ID NO:36
CGTCCACGTTCACTTCACAATTC

SEQ ID NO:37
ADCCCAGGAAGACAGGCACAGTCGT

SEQ ID NO:38
CTGGGTTTGAGGGTCAGAAT

SEQ ID NO:39
GGGCACTGGCAGTTATAGGT

SEQ ID'NO:40
TGACGCCATCCACGCATGTC

SEQ ID NO:41
TGCAGGATAGCAAGGAGGAGAC

SEQ ID NO:42
GCAGCTTGGCAGCCTCATAG

SEQ ID NO:43
CTCGCGGGCGGCCAGGAATAGGG
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What we claim is:

1. A method for selecting a pancreatic cancer patient for treatment with a NOTCH
inhibitor comprising: (a) determining the level of expression of one or more biomarkers in tumor cells
from said patient, wherein the one or more biomarkers comprise NOTCH3, and (b) selecting the

patient based on the expression level of the one or more biomarkers.

2. A method for determining whether a patient diagnosed with pancreatic cancer is
likely to respond to a NOTCH inhibitor-based therapy comprising determining the level of expression
of one or more biomarkers in tumor cells from said patient, wherein the one or more biomarkers
comprise NOTCH3, and the level of expression of the one or more biomarkers indicates that the

patient is likely to respond to therapy.

3. A method for determining whether a patient diagnosed with pancreatic cancer should
be administered a NOTCH inhibitor, comprising determining the level of expression of one or more
biomarkers in tumor cells from said patient, wherein the one or more kiomarkers comprise NOTCH3,
and the level of expression of the one or more biomarkers is predictive of said patient having a

favorable response to treatment with-a NOTCH inhibitor.

4. A method to determine whether a patient diagnosed with pancreatic cancer should
continue treatment with a NOTCH inhibitor, comprising determining the level of expression of one or
more biomarkers in tumor cells from said patient, wherein the one or more biomarkers comprise
NOTCH3, and the level of expression of the one or more biomarkers indicates that the patient is likely

to respond to therapy.

5. A method to determine whether a patient diagnosed with pancreatic cancer should
continue treatment with a NOTCH inhibitor, comprising determining the level of expression of one or
more biomarkers in tumor cells from said patient, wherein the one or more biomarkers comprise
NOTCH3, and the level of expression of the one or more biomarkers is predictive of said patient

having a favorable response to treatment with said NOTCH inhibitor.

6. A method for determining the therapeutic efficacy of a NOTCH inhibitor for treating
pancreatic cancer in a patient comprising determining the level of expression of one or more
biomarkers in tumor cells from said patient, wherein the one or more biomarkers comprise NOTCH3,
and the level of expression of the one or more biomarkers is indicative of the therapeutic efficacy of

said NOTCH inhibitor.

W
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7. A method of treating pancreatic cancer in a patient comprising:

(a) determining the level of expression of one or more biomarkers in tumor cells from
said patient, wherein the one or more biomarkers comprise NOTCH3; and

(b) administering to said patient a therapeutically effective amount of a NOTCH

inhibitor.

8. A method for stratifying a pancreatic cancer patient population for treatment with a
NOTCH inhibitor comprising:

(a) determining the level of expression of one or more biomarkers in tumor cells from said
patients, wherein the one or more biomarkers comprise NOTCH3, and

(b) stratifying the patient population based on the level of expression of the one or more

biomarkers in the tumor cells.

9. The method of any one of claims 1-8, wherein the level of NOTCH3 expression is

determined to be above a reference level for NOTCH3 expression.

10. The method of any one of claims 1-9, wherein each of the biomarkers is determined

to be expressed at a level above a reference level for the biomarker.

11 The method of any one of claims 1-10, wherein the expression level of the one or
more biomarkers is determined by determining the level of the biomarker mRNA or the biomarker

protein.

12. The method of any one of claims 1-11, wherein the level of NOTCH3 expression is
determined by determining the level of NOTCH3 mRNA in the tumor cells.

13. The method of claim 12, wherein the NOTCH3 mRNA level is determined by

quantitative polymerase chain reaction.

14. The method of claim 13, wherein the NOTCH3 mRNA level is determined using: (a)
a forward primer having a nucleotide sequence selected from the group consisting of SEQ ID NO: 35,
SEQ ID NO: 38, and SEQ ID NO: 41; (b) a reverse primer having a nucleotide sequence selected
from the group consisting of SEQ ID NO: 36, SEQ ID NO: 39, and SEQ ID NO: 42; and/or (c) a
probe comprising an oligonucleotide having a nucleotide sequence selected from the group consisting

of SEQ ID NO: 37, SEQ ID NO: 40, and SEQ ID NO: 43.
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15. The method of claim 14, wherein the NOTCH3 mRNA level is determined using: (a)
a forward primer having the sequence of SEQ ID NO: 35, a reverse primer having the sequence of
SEQ ID NO: 36, and a probe comprising an oligonucleotide having the sequence of SEQ ID NO: 37;

(b) a forward primer having the sequence of SEQ ID NO: 38, a reverse primer having the
sequence of SEQ ID NO: 39, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO: 40; or

(c) a forward primer having the sequence of SEQ ID NO: 41, a reverse primer having the
sequence of SEQ ID NO: 42, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO: 43.

16. The method of claim 12, wherein the NOTCH3 mRNA level is determined by array

hybridization.

17. The method of any one of claims 1-11, wherein the level of NOTCH3 expression is
determined by determining the level of NOTCH3 protein expressed by the tumor cells.

18. The method of any one of claims 1-17, wherein the one or more biomarkers consist.of
NOTCHS3.
19. The method of any one of the claims 1-17, wherein the one or more biomarkers

further comprise MAML2 and the level of MAML?2 expression is determined to be above a reference
level for MAML2 expression.

20. The method of ¢laim. 19 wherein the one or more biomarkers consist of NOTCH3 and

MAML2.

21. The method of claim 19 or 20, wherein the level of MAML2 expression is determined
by determining the level of MAML2 mRNA in the tumor cells.

22, The method of claim 19 or 20, wherein the level of MAML2 expression is determined
by determining the level of MAML2 protein expressed by the tumor cells.

23. A method of treating pancreatic cancer in a patient comprising administering to said
patient a therapeutically effective amount of a NOTCH inhibitor, wherein at least some of the
pancreatic tumor cells from said patient express each of one or more biomarkers at a level above a

reference level for that biomarker and/or have been previously determined to express each of one or
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more biomarkers at a level above a reference level for that biomarker, wherein the one or more

biomarkers comprise NOTCH3.

24, The method of claim 23, wherein the level of NOTCH3 expression is determined as
the level of NOTCH3 mRNA.

25. The method of claim 23, wherein the level of NOTCH3 expression is determined as
the level of NOTCH3 protein.

26. The method of any one of claims 23-25, wherein the one or more biomarkers consist
of NOTCH3.
27. The method of any one of the claims 23-25, wherein the one or more biomarkers

further comprise MAML.2 and the level of MAML?2 expression is above a reference level for MAML2

expression.

28. The method of claim 27 wherein the one or more biomarkers consist of NOTCHS3 arnd

MAML?2.

29. The method of any one of claims 1-28, wherein the reference level of a biomarker is a

predetermined value.

30. The method of any one of claims 1-29, wherein the reference level of a biomarker is the

level of expression of that biomarker in a control sample.

31. The method of any one of the claims 1-29, wherein the reference level for NOTCH3
expression is the 25t percentile, the 30™ percentile, the 40™ percentile, the 50t percentile, the 60™
percentile, the 70" percentile, the 75™ percentile, or the 80™ percentile for NOTCH3 expression in

pancreatic cancers or a subset of pancreatic cancers.

32. The method of any one of the claims 1-29, wherein the reference level for NOTCH3

expression is the 75" percentile for NOTCH3 expression in pancreatic cancers.

33. The method of any one of the claims 1-29, wherein the reference level for NOTCH3

expression is the 50" percentile for NOTCH3 expression in pancreatic cancers.
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34. The method of any one of the claims 1-29, wherein the reference level for NOTCH3

expression is the 25™ percentile for NOTCH3 expression in pancreatic cancers.

35. The method of any one of claims 1-29, wherein the reference level for NOTCH3
expression is the 75 percentile for NOTCH3 expression in pancreatic adenocarcinomas, metastatic
pancreatic tumors, liver and/or lymph node metastatic pancreatic tumors, or chemotherapy-resistant

pancreatic cancers.

36. The method of any one of claims 1-29, wherein the reference level for NOTCH3
expression is the 50™ percentile for NOTCH3 expression in pancreatic adenocarcinomas, metastatic
pancreatic tumors, liver and/or lymph node metastatic pancreatic tumors or chemotherapy-resistant

pancreatic cancers.

37. The method of any one of claims 1-29, wherein the reference level for NOTCH3
expression is the 25" percentile for NOTCH3 expression in pancreatic adenocarcinomas, metastatic
pancreatic tumors, liver and/or lymph node metastatic pancreatic tumors or chemotherapy-resistant

pancreatic cancers.

38. The method of any of claims 1-22, or 29-37, further comprising obtaining a body

sample from said patient.

39. The method of any of claims 1-38, wherein the level of expression of NOTCH3 is the

level in a body sample from the patient.

40. The method of claim 38 or 39, wherein said sample is whole blood, plasma, serum, or
tissue.

41. The method of claim 38, 39, or 40, wherein said sample is a pancreatic tumor sample.

42. The method of claim 41, wherein the sample is from a pancreatic tumor that has

metastasized to-the liver.

43, The method of any one of claims 38-42, wherein the sample is formalin-fixed paraffin
embedded (FFPE) tissue.
44, The method of any of claims 1-43, wherein said patient is a human or said patient

population is a human population.
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45. The method of any of claims 1-44, wherein said pancreatic cancer is adenocarcinoma.

46. The methods of any one of claims 1-45, wherein the pancreatic cancer is

chemotherapy-resistant.

47. The method of any of claims 1-6, 8-22, or 29-46, further comprising administering
the NOTCH inhibitor to said patient.

48. The method of any of claims 1-47, wherein said NOTCH inhibitor is a gamma-

secretase inhibitor.

49, The method of any of claims 1-47, wherein said NOTCH iphibitor is an anti-NOTCH
antibody.

50. The method of claim 49, wherein said anti-NOTCH antibody is a monoclonal
antibody.

51. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
to human NOTCH2 or human NOTCHS3.

52. The method of claim 51, wherein said anti-NOTCH antibody specifically binds to
human NOTCH2 and NOTCHS3.

53. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
to EGF repeat 10 of human NOTCH2.

54. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
to EGF repeat 9 of human NOTCH3.

55. The method of any claim 52, wherein said anti-NOTCH antibody comprises an
antigen-binding site that binds both the EGF repeat 9 of human NOTCH3 and the EGF repeat 10 of
NOTCH2.

56. The method of any one of claims 1-55, wherein said NOTCH inhibitor is an
antagonist of human NOTCH2 and/or NOTCH3.
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57. The method of any one of claims 1-56, wherein said NOTCH inhibitor inhibits
binding of a ligand to human NOTCH2 and/or NOTCH3.

58 The method of any one of claims 1-57, wherein said NOTCH inhibitor inhibits
signaling of human NOTCH2 and/or NOTCH3.

59. The method of claim 52, wherein said anti-NOTCH antibody is encoded by the
polynucleotide deposited with ATCC as PTA-9547.

60. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
human NOTCH2 and/or NOTCH3, wherein the antibody comprises

(a) a heavy chain CDRI comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2
comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy chain CDR3 comprising
SIFYTT (SEQ-ID NO:9); and

(b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2
comprising GASSRAT (SEQ ID NO:7), and a light chain CDR3 comprising QQYSNFPI (SEQ ID
NO:8).

61. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
human NOTCH2 and/or NOTCH3, wherein the antibody comprises:

(a) a heavy chain CDRI1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2
comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy chain CDR3 comprising
GIFFAI (SEQ ID NO:5); and

(b) a light chain CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2
comprising GASSRAT (SEQ ID NO:7), and a light chain CDR3 comprising QQYSNFPI (SEQ ID
NO:8).

62. The method of claim 49 or 50, wherein said anti-NOTCH antibody specifically binds
human NOTCH2 and/or NOTCH3, wherein the antibody comprises:

(a) a heavy chain variable region having at least about 90% sequence identity to SEQ ID
NO:17, SEQ ID NO:18, or SEQ ID NO:26; and

(b) a light chain variable region having at least about 90% sequence identity to SEQ ID
NO:29 or SEQ ID NO:27.

63. The method of claim 49 or 50, wherein said anti-NOTCH antibody comprises:
(a) a heavy chain variable region having at least about 95% sequence identity to SEQ ID
NO:17; and
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(b) a light chain variable region having at least about 95% sequence identity to SEQ ID
NO:29.

64. The method of claim 49 or 50, wherein said anti-NOTCH antibody comprises:

(a) a heavy chain variable region having at least about 95% sequence identity to SEQ ID
NO:18; and

(b) a light chain variable region having at least about 95% sequence identity to SEQ ID
NO:29.

65. The methiod of claim 49 or 50, wherein said anti-NOTCH antibody comprises:
(a) a heavy chain variable region comprising SEQ ID NO:18; and
(b) a light chain variable region comprising SEQ ID NO:29.

66. The method of claim 49 or 50, wherein said anti-NOTCH antibody comprises:
(a) a heavy chain variable region comprising SEQ ID NO:17; and
(b) a light chain variable region comprising SEQ 1D NO:29.

67. The method of claim 49 or 50, wherein said anti-NOTCH antibody competes for
specific binding to human NOTCH2 and/or NOTCH3 with an antibody selected from the group
consisting of:

(@) an antibody comprising a heavy chain variable region comprising SEQ ID NO:17 or
SEQ ID NO:18, and a light chain variable region comprising SEQ ID NO:29;

(b) an antibody comprising a heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a
heavy chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy chain CDR3
comprising SIFYTT (SEQ ID NO:9), and a light chain CDR1 comprising RASQSVRSNYLA (SEQ
ID NO:6), a light chain CDR2 comprising GASSRAT (SEQ ID NO:7), and a light chain CDR3
comprising QQYSNFPI (SEQ ID NO:8); and

(©) an antibody encoded by the polynucleotide deposited with ATCC as PTA-9547.

68. The method of any one of claims 49-67, wherein said anti-NOTCH antibody is a

chimeric antibody, a humanized antibody, a human antibody, or an antibody fragment.

69. The method of any one of claims 7, 23-28, or 47-68, further comprising administering

a second therapeutic agent.

70. The method of claim 69, wherein the second therapeutic agent is a chemotherapeutic

agent.
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71. The method of claim 70, wherein the second therapeutic agent is a nucleoside

analogue or a mitotic inhibitor.

72. The method of claim 69, wherein the second therapeutic agent is gemcitabine,

paclitaxel, albumin-bound paclitaxel, or combinations thereof.

73. A diagnostic composition comprising an isolated polynucleotide comprising a

sequence selected from the group consisting of SEQ ID NO: 35-43.

74. The diagnostic composition of claim 73, which comprises:

(a) a polynucleotide having the sequence of SEQ ID NO: 35, a polynucleotide having the
sequence of SEQ ID NO: 36, and a polynucleotide having the sequence of SEQ ID NO: 37;

(b) a polynucleotide having the sequence of SEQ ID NO: 38, a polynucleotide having the
sequence of SEQ ID NO: 39, and a polynucleotide having the sequence of SEQ ID NO: 40; or

(¢) a polynucleotide having the sequence of SEQ ID NO: 41, a polynucleotide having the
sequence of SEQ ID NO: 42, and a polynucleotide having the sequence of SEQ ID NO: 43.

75. A method of detecting NOTCH3 mRNA in a sample, comprising contacting the
sample with a polynucleotide comprising a sequence selected from the group consisting of SEQ ID

NO:35-43,

76. The method of claim 75, which comprises contacting the sample with:

(a) a forward primer having the sequence of SEQ ID NO: 35, a reverse primer having the
sequence of SEQ ID NO: 36, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO: 37;

(b) a forward primer having the sequence of SEQ ID NO: 38, a reverse primer having the
sequence of SEQ ID NO: 39, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO:40; or

(¢) a forward primer having the sequence of SEQ ID NO: 41, a reverse primer having the
sequence of SEQ ID NO: 42, and a probe comprising an oligonucleotide having the sequence of SEQ
ID NO: 43.

77. A kit for detecting NOTCH3 mRNA in a sample, comprising a polynucleotide
comprising a sequence selected from the group consisting of SEQ ID NO: 35-43.

78. The kit of claim 77, which comprises:
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(a) a polynucleotide having the sequence of SEQ ID NO: 35, a polynucleotide having the
sequence of SEQ ID NO: 36, and a polynucleotide having the sequence of SEQ ID NO: 37,

(b) a polynucleotide having the sequence of SEQ ID NO: 38, a polynucleotide having the
sequence of SEQ ID NO: 39, and a polynucleotide having the sequence of SEQ ID NO: 40; or

(c) a polynucleotide having the sequence of SEQ ID NO: 41, a polynucleotide having the
sequence of SEQ ID NO: 42, and a polynucleotide having the sequence of SEQ ID NO: 43.

79. A primer having a sequence selected from the group consisting of: SEQ ID NO: 35,
SEQ ID NO: 36, SEQ ID NO: 38, SEQ ID NO: 39, SEQ ID NO: 41, and SEQ ID NO: 42.

80. A probe comprising an oligonucleotide having a sequence selected from the group

consisting of: SEQ ID NO: 37, SEQ ID NO: 40, and SEQ ID NO: 43.
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What we claim is:

1. A method for selecting a pancreatic cancer patient for treatment with a NOTCH inhibitor
comprising:
(a) determining the level of expression of one or more biomarkers in tumor cells from the
patient, wherein the one or more biomarkers comprise NOTCH3, and

(b) selecting the patient based on the expression level of the one or more biomarkers.

2. A method for determining whether a patient diagnosed with pancreatic cancer is likely to
respond to a NOTCH inhibitor-based therapy or should continue treatment with a NOTCH
inhibitor, the method comprising determining the level of expression of one or more
biomarkers in tumor cells from the patient, wherein the one or more biomarkers comprise
NOTCH3, and the level of expression of the one or more biomarkers indicates that the patient

is likely to respond to therapy.

3. A method of treating pancreatic cancer in a patient comprising:
(a) determining the level of expression of one or more biomarkers in tumor cells from the
patient, wherein the one or more biomarkers comprise NOTCH3; and

(b) administering to the patient a therapeutically effective amount of a NOTCH inhibitor.

4, The method of any one of claims 1-3, wherein each of the biomarkers is determined to be

expressed at a level above a reference level for the biomarker.

5. The method of any one of claims 1-4, wherein the expression level of the one or more
biomarkers is determined by determining the level of the biomarker mRNA or the biomarker

protein.

6. The method of claim 5, wherein the biomarker mRNA level is determined by quantitative

polymerase chain reaction or by array hybridization.

. The method of claim 6, wherein the biomarker is NOTCH3 and the mRNA level is
determined using:
(a) a forward primer having a nucleotide sequence selected from the group consisting of
SEQ ID NO:35, SEQ ID NO:38, and SEQ ID NO:41;
(b) a reverse primer having a nucleotide sequence selected from the group consisting of

SEQ ID NO:36, SEQ ID NO:39, and SEQ ID NO:42; and/or
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11..

12.

13.

14.

15.

16.
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() a probe comprising an oligonucleotide having a nucleotide sequence selected from

the group consisting of SEQ ID NO:37, SEQ ID NO:40, and SEQ ID NO:43.

The method of claim 7, wherein the NOTCH3 mRNA level is determined using:

(a) a forward primer having the sequence of SEQ ID NO:35, a reverse primer having the
sequence of SEQ ID NO:36, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:37;

(b) a forward primer having the sequence of SEQ ID NO:38, a reverse primer having the
sequence of SEQ ID NO:39, and a probe comprising an oligonucieotide having the
sequence of SEQ ID NO:40; or

(©) a forward primer having the sequence of SEQ ID NO:41, a reverse primer having the
sequence of SEQ ID NO:42, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:43.

The method of any one of claims 1-8, wherein the one or more biomarkers further comprise
MAML2 and the level of MAML2 expression is determined to be above a reference level for

MAML?2 expression.

The method of any one of claims 1-9, wherein the reference level of a biomarker is a

predetermined value or is the level of expression of that biomarker in a control sample.

The method of any one of claims 1-10, wherein the reference level for NOTCH3 expression is
the 25" percentile, the 30" percentile, the 40™ percentile, the 50" percentile, the 60"
percentile, the 70" percentile, the 75" percentile, or the 80™ percentile for NOTCH3
expression in pancreatic cancers or a subset of pancreatic cancers.

The method of any one of claims 1-11, comprising obtaining a sample from the patient.

The method of claim 12, wherein the sample is whole blood, plasma, serum, or tissue.

The method of claim 12 or claim 13, wherein the sample is a pancreatic tumor sample.

The method of any one of claims 12-14, wherein the sample is formalin-fixed paraffin

embedded (FFPE) tissue.

The method of any one of claims 1, 2, or 4-15, further comprising administering the NOTCH

inhibitor to the patient.
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17.

18.

19.

20.

21

22

The method of any one of claims 1-16, wherein the NOTCH inhibitor is a gamma-secretase

inhibitor or an anti-NOTCH antibody.

The method of claim 17, wherein the anti-NOTCH antibody specifically binds to human
NOTCH2 and/or human NOTCH3.

The method of claim 18, wherein the anti-NOTCH antibody is encoded by the polynucleotide
deposited with ATCC as PTA-9547.

The method of claim 17, wherein the anti-NOTCH antibody speciﬁcally binds human

NOTCH2 and/or NOTCHS3, wherein the antibody comprises:

(a) a heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a heavy chain CDR2 -
comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a heavy chain CDR3
comprising SIFYTT (SEQ ID NO:9) or GIFFAI (SEQ ID NO:5); and a light chain
CDR1 comprising RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2
comprising GASSRAT (SEQ ID NO:7), and a light chain CDR3 comprising
QQYSNFPI (SEQ ID NO:8); or

(b) a heavy chain variable region having at least about 90% seq.uence identity to SEQ ID
NO:17, SEQ ID NO:18, or SEQ ID NO:26; and a light chain variable region having
at least about 90% sequence identity to SEQ ID NO:29 or SEQ ID NO:27.

The method of claim 17, wherein the anti-NOTCH antibody competes for specific binding to

human NOTCH2 and/or NOTCH3 with an antibody selected from the group consisting of:

(a) an antibody comprising a heavy chain variable region comprising SEQ ID NO:17 or
SEQ ID NO:18, and a light chain variable region comprising SEQ ID NO:29;

(b) an antibody comprising a heavy chain CDR1 comprising SSSGMS (SEQ ID NO:3), a
heavy chain CDR2 comprising VIASSGSNTYYADSVKG (SEQ ID NO:4), and a
heavy chain CDR3 comprising SIFYTT (SEQ ID NO:9), and a light chain CDR1
comprising RASQSVRSNYLA (SEQ ID NO:6), a light chain CDR2 comprising
GASSRAT (SEQ ID NO:7), and a light chain CDR3 comprising QQYSNFPI (SEQ
ID NO:8); and

(c) an antibody encoded by the polynucleotide deposited with ATCC as PTA-9547.

The method of any one of claims 17-21, wherein the anti-NOTCH antibody is a monoclonal
antibody, a chimeric antibody, a humanized antibody, a human antibody, or an antibody

fragment.
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23.

24.

25.

26.

27.

28.

The method of any one of claims 3 or 16-22, further comprising administering a second
therapeutic agent; optionally where the second therapeutic agent is a chemotherapeutic agent,

a nucleoside analogue, or a mitotic inhibitor.

A diagnostic composition comprising an isolated polynucleotide comprising a sequence

selected from the group consisting of SEQ ID NO:35-43,

The diagnostic composition of claim 24, which comprises:

(a) a polynucleotide having the sequence of SEQ ID NO:35, a polynucleotide having the
sequence of SEQ ID NO:36, and a polynucleotide having the sequence of SEQ ID
NO:37;

(b) a polynucleotide having the sequence of SEQ ID NO:38, a polynucleotide having the
sequence of SEQ ID NO:39, and a polynucleotide having the sequence of SEQ [D
NO:40; or

(c) a polynucleotide having the sequence of SEQ [D NO:41, a polynucleotide having the
sequence of SEQ ID NO:42, and a polynucleotide having the sequence of SEQ ID
NO:43.

A method of detecting NOTCH3 mRNA in a sample, comprising contacting the sample with
a polynucleotide comprising a sequence selected from the group consisting of SEQ ID

NO:35-43.

The method of claim 26, which comprises contacting the sample with:

(a) a forward primer having the sequence of SEQ ID NO:35, a reverse primer having the
sequence.of SEQ ID NO:36, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:37,

(b) a forward primer having the sequence of SEQ ID NO:38, a reverse primer having the
sequence of SEQ ID NO:39, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:40; or

(© a forward primer having the sequence of SEQ ID NO:41, a reverse primer having the |
sequence of SEQ ID NO:42, and a probe comprising an oligonucleotide having the
sequence of SEQ ID NO:43.

A kit for detecting NOTCH3 mRNA in a sample, comprising a polynucleotide comprising a

sequence selected from the group consisting of SEQ ID NO:35-43.
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29.

30.

31.

The kit of claim 28, which comprises:

(a) a polynucleotide having the sequence of SEQ ID NO:35, a polynucleotide having the
sequence of SEQ ID NO:36, and a polynucleotide having the sequence of SEQ ID
NO:37; .

(b) a polynucleotide having the sequence of SEQ ID NO:38, a polynucleotide having the
sequence of SEQ ID NO:39, and a polynucleotide having the sequence of SEQ ID
NO:40; or

() a polynucleotide having the sequence of SEQ ID NO:41, a polynucleotide having the
sequence of SEQ ID NO:42, and a polynucleotide having the sequence of SEQ ID
NO:43.

A primer having a sequence selected from the group consisting of: SEQ ID NO:35, SEQ ID
NO:36, SEQ ID NO:38, SEQ ID NO:39, SEQ ID NO:41, and SEQ ID NO:42.

A probe comprising an oligonucleotide having a sequence selected from the group consisting

of: SEQ ID NO:37, SEQ ID NO:40, and SEQ ID NO:43.
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1. — kA 1 FH NOTCH #5503 AT 16 97 T e #e g e £B 25 1 5 4%, BTk 726046« (a)
E K H BT i 1 R 4 B R ) — R B 2 Bl AR bR B R IR KR, Ko, TR —FhE 2
FhAEDbR EWEL A NOTCH3, A1 (b) FE T Frid— P 2 M A MIbr SV RIS KIS R .

2. —Fff 2 W g SE A T i 1 A R 15 R RN 3 T NOTCH #1177 7 v 7= A i
L7925, BT T 2 B0 4 <A e SR 1 BT I R85 1 i Jeg 44t g 1) — Pl 2 Bl AR AR A 3R
IEIKE, Hodr, Bk —FP e 2 F AR Yo S LS NOTCH3, 3+ H TR —FP a2 Fh A= ¥nhs £ 1)
FIR K2 B R3S ] BE T AR I

3. — P 2 15 N4 W2 W A TR i 1 S5 NOTCH Il 550 4 7 3%, BT ik 7
EALTE T R B AT S ) R 40 P ) — P E R AR AR S SRk KR, Hod, Bk
—FhELZ M A YIbR B S NOTCHS, 3 H FTid — Pl 2 M A M br & IR I8 7K P il7s Frid
BT NOTCH I F5YE 7 B A A I e 97

4. — T 7 w2 W R SR g e 1) R R 15 R 24 4k 4 F NOTCH #5147 ¥R 97 i
i, T 7R e SRk E AT IA B3 I R 4 ) — a2 B AR AR E M I R IE K
Horp, FriR — FhER 2 R Ak kR B A6 NOTCHS, I H TR — Pk 2 Fh A= Wohs £ () 22148 7K
P2 BH B AT BEXT T VAR AR IR N

5. — Pl 2 W o ST T i 1 A O 15 R 24 4k 4 NOTCH # il FRlE 47 ¥R y7 i
5, T 7R e SRk B AT IA B3 R 4 i ) — a2 B AR AR E M IR R IE K
Horp, FriR — FhER 2 R Ak W kR B A6 NOTCHS, FF H TR — Pk 2 Fh A= Wnhs £ () 22148 7K
ST AT 2 6 ik NOTCH 70 5VA YT B A A5 1) B Wi S

6. —Fhf & NOTCH #0155 7E 76 97 £ 35 1 JR it o R VR T DA 7 4, BTk 7 A0
iff 3 R BT S 140 e 8 4 P 1 — Fh B B AR AR A (R R IE KT, Horp, BT iR — ik
Z A YIbR BV NOTCH3, I HL AT IR — Fh Bl 2 P A= Mnhs A 2214 7K 158 B B ik NOTCH
IR T DR

7. — MR T B B SRR I TV, BT IR A

(a) M >R H ik 5535 1 i sg 4t e o 1) — Pl 2 F AR bR B 2Rk /K1, Hodr, Bk
—FhELZ M A bR B S NOTCHS s /1

(b) 17 BT ik 58 35 it FH V6 97 A7 R 1) NOTCH i) 551

8. — M4 1 Fd NOTCH il 7 2E 47 V6 97 1T W Jok M K8 85 BEAA 20 B IR 7 4%, P iR 7 56
}ﬁt

(a) T >R H i 5535 1) Jeg 4 i b 1) — Pl 2 F AR s B 2Rk /K1, Hodr, Bk
— P A YIbR B ALS NOTCHS, 1

(b) 3T Pk Ji g 44 . 1) Bk — Pl 22 P AR WA G D PRI 3028 KP4 B o B8 35 A
B

9. WIALREE R 1 ~ 8 AL — T BT i (1) 5 7%, Fo o, NOTCH3 ) 3Rk /K ¥ & 1 e = T
NOTCH3 K& )2 Ko

10. ACRIEESR 1 ~ 9 HAE—TUAT R 1) 515, Forh, BERhAE bR S # UL s T 1%
YR E S KK RIE .

11, QBRI EESR 1~ 10 AT AT R () 751, Horh, —Fh a2 B A Wbs EW R IE K
T LA e A bR A mRNA BRAE PR B KT OR A E

2
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12. WIRRIZESR 1~ 11 R —TUAT IR B J77%, oA, NOTCH3 3R 1A 7K P it iy e i yed
4 A ) NOTCH3 mRNA 7K-F 3R 72

13. SRR EESR 12 Airad (1 5325, Ferb, BTiA NOTCH3 mRNA /K Pl it e & 5 A Witk o e
I E -

14. WIAUCHEESR 13 BT i 5325, Horr, Bk NOTCH3 mRNA ZK-~FAE FHEL R (a) « (b) A1/ B
(c) kWasE : (a) #ZERREH% E 1 SEQ ID NO:35.SEQ ID NO:38 A1 SEQ ID NO:41 £H M)
MR E G4 5 (b) #Z%EFRFF A% H i1 SEQ ID NO:36.SEQ ID NO:39 F1SEQ ID NO:42 4,
RIZEI S I 514 A/ B (o) B B IR ARED, IR B R A% 1 IR /7 41118 H B SEQ
ID NO:37.SEQ ID NO:40 A1 SEQ ID NO:43 ZH 20 .

15. GnAUR)EE SR 14 Firk (9754, Horbr, Ak NOTCH3 mRNA /KL R (a)  (b) B (c)

(a) 419 SEQ 1D NO:35 HYIER 514, FF4119 SEQ 1D NO:36 f] /[ 514, AL 5 551
N SEQ ID NO:37 MR IRET

(b) J¥%1y SEQ ID NO:38 ik R 514, FF 312y SEQ ID NO:39 f A 540, Fts & Fr 3l
N SEQ 1D NO:40 IZZE R IERED ;5L

(c) #3175 SEQ ID NO:41 HJiEm 514, FF 31248 SEQ 1D NO:42 i A 5140, Pt & Fr 3l
4 SEQ 1D NO:43 I BR IR

16. WIRLRIELSR 12 Brid /97732, Forfr, ATid NOTCH3 mRNA 7K V-8 i B4 41 4258 SRAff 5

17 WRRIZESR 1~ 11 R —TUAT IR B J77%, oA, NOTCH3 3R 1A 7K P it iy e i yed
Y I 26355 14 NOTCHS 85 1 7K PSR 1 1

18. WIALRNESR 1 ~ 17 AL — TR IR ) 7 v, Fordr, Bk —Fh a2 Fh A0 bs £V
NOTCHS3 #4 ik o

19, IBCRIEESR 1~ 17 AR — AT R 1) 751, Hoir, BTid —Fh el 2 Fh AR s S 10 45
MAML2, 5 H. MAML2 Y ZRIE /K-8 5E = T MAML2 RIE IS HEK P

20. GOBCREER 19 Prak i 773%, Horr, Frid —Fhal 2 B A= Y045 E4) B NOTCH3 1 MAML2
P

21. GOBCRE SR 19 B 20 BTk 7795, Hordr, Frik MAML2 (193528 7K~ 38 1o 1 5 ik Jed 40 P
HH T MAML2 mRNA 7K S-SR 5 -

22. GOBCRE SR 19 B 20 BTk 7795, Hordr, Frik MAML2 {93528 7K~ 38 1o 1 5 ik Jed 40 P
T 221K 1) MAML2 & (A 7K1 KA 5

23. — MR T A BRI I 7 vk, B 7 A M AR B R R B E N
NOTCH 11 351, Forbr, > E FTid 8 2 1) 22 20— b it Jlg b 8 4 g 08— b B0 22 b 2 Wb E 4
(B —Fh AP B T AT iR A= bR EV RIS UK, R/ 8 2l T i e 3Rk — Fhal & Fl
AR B A R — R KT T TR AR RR B 2 RO s Hodr, Bk — Rl 2 fp A
Yiks EW & NOTCH3 .

24. HIBUFEL SR 23 BTk () 5425, Hor, NOTCH3 [ 2238 K P-4 52 & NOTCH3 mRNA 7K~

25. AR EE SR 23 Pk 771, Horhb, NOTCH3 (3635 7K -4 A 72 9 NOTCH3 & F17K .

26. WIALFIELSR 23 ~ 25 AT — TRk 1 5325, oA, AR — Fhak 2 Fh A= ks S0
NOTCH3 #4 ik o
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27. WIBUR) LR 23 ~ 25 FUE—TRTIR I 77, Hodr, Frik —Fel 2 f A s 08
5 MAMLZ, 3 H. MAML2 FIZRIE7KF 5T MAML2 Rk [ 2 HEK-

28. GIRCRIEER 27 Prak i 773%, Horr, Firid — Fh el 2 Fh A= Y04 E4) B NOTCH3 1 MAML2
R %o

29. WIALRIZELR 1 ~ 28 AT —TRTIR 77325, For, AEWnhs W0 2 UK P TUE (8

30. WAL RIZELR 1 ~ 29 AT — TR 7 7%, Jorb, LEWIRR EW IS K & Z A Pbs
BTN R S R R IA K

3L WIALRIZELR 1 ~ 29 PR —TFTIR I 7772, Forh, NOTCH3 3RIA 1S K42 fgi i
o e it 7 2K 1) NOTCH3 63 1485 2555 30445 4055 50,55 60,5 70,45 75 B4 80 H 4>
PLEL

32. WIALRIZELR 1 ~ 29 PR —TFTIR I 7732, Forb, NOTCH3 3RIA 1S K42 fgi i des
HH ) NOTCH3 RIS EE 75 H i 2

33, WIALRIELR 1 ~ 29 PR —TFTIR I 7772, Forb, NOTCH3 3RIA (IS K42 fgi i
HH ¥ NOTCH3 FRIAHIEE 50 H 7028

34, WIALRIELR 1 ~ 29 PR —TFTIR I 7732, Forb, NOTCH3 RIA 1S K42 fgi g
HH ¥ NOTCH3 RIS EE 25 H i 2K

35. WIALRIZELR 1 ~ 29 AT —TFTIR I 7778, Forh, NOTCH3 FRIA 15 MK 1A Jik i i
I W SRR R  THE RN/ Bk O 85 2 A e g B Ay i Ji g 1) NOTCH3 Rk [ 56
75 BN

36. WIALRIZLR 1 ~ 29 AT —TFTIR I 7778, Forh, NOTCH3 FRIA 15 MK T Jk i A
I W SRR R  TFF AR/ Bk O 85 2 A Mg g B Ay i Ji g 1) NOTCH3 Rk 1) 56
50 F L.

37. WIALRIZELR 1 ~ 29 AT —TFTIR I 7778, Forh, NOTCH3 FRIA 15 MK 1 Jk i A
I e SRR IR  THE AR/ Bk O 85 2 A Mg I g B Ay i Ji g 1) NOTCH3 Rk 1) 56
25 Hr i

38. WIBCHEL SR 1 ~ 22 8 29 ~ 37 AL —ITAT IR 177 7%, BTk 7208 G 46 Tk fE 35
AT RFE

39. WIALRIZELR 1 ~ 38 FE—TFTIR I 777, Forh, NOTCH3 fERIA /KPR 3 B EH T
SRR S B K

40. GOALRIEER 38 B 39 ik 771, Hor, FIrads i it 4 I il 2% | 137 B2 27

41, WIAUR)ELSR 38,39 BY, 40 Frid 1777, Horbr, BT IR it A JoR I I e A it

42. BRI E SR A1 ik (77325, o, Frads i i A2 oKk B O A% 2 JFFIE 10 i g e e ()

43, GIRLRIELR 38 ~ 42 AL —TIFTIR ) 5, Hodr, BTl i o2 48 /R S AR I 5 1A i
fut# (FFPE) 441,

44, IR LR 1 ~ 43 FAE—TFTIR 7772, Hodr, Frid 52 N, BOFTR B3 A 2
PN

45, WAL EESR 1 ~ 44 FAE— TR 7%, Horb, Frid J e e 2 e -

46. WIALRIZEESR 1 ~ 45 FUE— TR A 7%, Forb, Brid JoR e 2 Py 7 1

4
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47, WIRCRER 1~ 6.8 ~ 22 8% 29 ~ 46 HAT—IUFTIR I 7 ¥, Bk 75 ik 46 1a) fir
I 58 it ) NOTCH 4131 751 o

A8, YRR ELR 1 ~ 47 AT — TR 1) 7732, Forp, Birid NOTCH #iF2 v 2 Wb B
i35 .

49. WIALRIZER 1 ~ A7 FAE—TiFT IR I 77, Horb, Birid NOTCH 1] 571 /& $it NOTCH #7t
(NS

50. GOACHIE SR 49 Frik 7715, Hodr, Bkt NOTCH Hifd & o w FEHL4 .

51. GOACHIEL K 49 81 50 Frik i 773%, Horhr, Frid$it NOTCH $ifd s e Mt 45 & A\ NOTCH2
g A\ NOTCH3.

52. ABURIE SR 51 Bk 1777, Horb, Brid$t NOTCH Hufidr = 455 A\ NOTCH2 AT A
NOTCH3.

53. GIACHIEL K 49 8 50 Frik i 777%, Horhr, Frid$it NOTCH $ifa s m Mt 45 & A\ NOTCH2
] EGF & 10,

54. GOACHIEL K 49 81 50 Pk i 777%, Horhr, Frid$it NOTCH $ifa s m Mt 45 & A\ NOTCH3
f*) EGF FEH 9.

55. GIACHIE K 52 Frik 7714, Hordr, Firid$t NOTCH 401 5 A\ NOTCH3 | EGF EH &
9 F1 A\ NOTCH2 ] EGF B & 10 # 45 & KPR S S 2

56. UWIBCH)ELSR 1 ~ 55 AL —T TR 1) 512, Hodr, firids NOTCH i 712 A NOTCH2 Al
/ 8% A\ NOTCH3 HIF5 307

57. WIALRNELR 1 ~ 56 HAT—ILRTIR (1) 7%, oA, Firad NOTCH i) 55040 1 B Ak 5 N
NOTCH2 A1 / B A\ NOTCH3 [ 5 »

58. WIALFNELR 1 ~ 57 HFAL—TURTIR 1) 532, Fo b, BiiR NOTCH #1554 1] X NOTCH2
A1/ B A NOTCH3 (15 51% 5.

59. UIBUH)ELSR 52 Frik i 514, Hodr, Fridd 1 NOTCH $if4 i BA PTA-9547 fR77E ATCC [
2R P dmty .

60. GIAHIELR 49 B8 50 Pk i 777%, Horr, Frid it NOTCH Hiid s r Mt 45 & A\ NOTCH2
A/ BN NOTCH3, Ho A, FridHifa & -

(a) % SSSGMS (SEQ ID NO:3) HJEESE CDR1, £ VIASSGSNTYYADSVKG (SEQ ID NO:4)
ff) B %% CDR2, A1 SIFYTT (SEQ ID NO:9) FEE4% CDR3 ; Al

(b) £47 RASQSVRSNYLA (SEQ 1D NO:6) HJ%2%E CDR1, 27 GASSRAT (SEQ 1D NO:7) %%
%% CDR2, A4 QQYSNFPI (SEQ ID NO:8) f{J%%2/%% CDR3.

61. GIALHIELR 49 B8 50 PR i 777%, Horr, Frid it NOTCH Hiid s r Mt 45 & A\ NOTCH2
A/ BN NOTCH3, Ho A, FridHifa & -

(a) % SSSGMS (SEQ ID NO:3) HJEESE CDR1, £ VIASSGSNTYYADSVKG (SEQ ID NO:4)
ff) B %% CDR2, A4 GIFFATI (SEQ ID NO:5) FEE4% CDR3 ; Al

(b) £47% RASQSVRSNYLA (SEQ 1D NO:6) [J%2%E CDR1, 97 GASSRAT (SEQ 1D NO:7) %%
%% CDR2, A4 QQYSNFPI (SEQ ID NO:8) f{J#%/%% CDR3.

62. TIALRIBESR 49 BE 50 BTk )53, Hi NOTCH A4 St 45 & A\ NOTCH2 i1 / 5 A
NOTCH3, ., il Hifffu & -



N 105051215 A W F ZE Kk B 5/6 T

(a) 5 SEQ ID NO:17. SEQ ID NO:18 m{ SEQ ID N0:26 HA5 &%) 90 % 541 [5]— P i
HEE AR X
(b) 5 SEQ ID NO:29 8% SEQ ID NO:27 B #0490 % ¥4 [A]— M K fE ] A2 X .
63. GIALRIELR 49 B 50 Fridk it 51, Hdr, Brids T NOTCH Hiih 4 -
(a) 5 SEQ ID NO:17 B /%) 95% 41 [F)— M ) B4 vl AR X o
(b) 5 SEQ ID NO:29 HAE /%) 95% 75| [F— MR T A X
64. GIALRIELR 49 B 50 Bkt 51, Hdr, Brids T NOTCH Hiih 4 -
(a) 5 SEQ ID NO:18 B /%) 95% 41 [F]— M () B4 vl AR X o F
(b) 5 SEQ ID NO:29 HAE /%) 95% 75| [F— MR T A X
65. AR ELR 49 B 50 Fridk () 51, Hdr, Brids T NOTCH Hiih 4 -
(a) £47 SEQ ID NO:18 fEAEFI AR [X Al
(b) f1% SEQ ID NO:29 [y44 il 4% [X .
66. GIALRIELR 49 B 50 Fridk i) 51, Hdr, Brids$t NOTCH Hiih 4 -
(a) £47 SEQ ID NO:17 MyEAETI AR [X Al
(b) f1% SEQ ID NO:29 [y44 il 4% [X .
67. GIALRIEER 49 8L 50 Frik 771, Hordr, Bk T NOTCH Hifk 51k B B UL T Hiik 4 ik
R PR 55 4% N NOTCH2 1/ 5\ NOTCH3 %R 454 -
(a) FU& &4 SEQ ID NO: 17 B SEQ ID NO: 18 [ EE 45 7 4% [X A4 SEQ ID NO:29 %
FEN AR X PP
(b) 7 %4 SSSGMS(SEQ ID NO:3) FJE4E CDR1. %4 VIASSGSNTYYADSVKG (SEQ 1D
NO:4) W %HE CDR2 F14 45 SIFYTT(SEQ ID NO:9) (4% CDR3 LA & 2 RASQSVRSNYLA (SEQ
ID NO:6) F%%% CDR1. & GASSRAT (SEQ ID NO:7) HI%2%% CDR2 A&7 QQYSNFPI (SEQ 1D
NO:8) HI%2%E CDR3 FIHiLiA 1
(c) H1LL PTA-9547 {#5KAE ATCC )22 R IR T 4w B (R A
68. UIALFIELR 49 ~ 67 HH AT — Tk 1) 77v2:, Forb, B $t NOTCH B2 ik & Pufk . A
TP NPUIRBTIA B
69. WIAUF|ELR 7,23 ~ 28 8L 47 ~ 68 HHAE— i Frids 17775, Birid 77 200 B0 4 e FH 26 —
TBIT
70. WIALRIELR 69 FTid 1771, Hodr, FTid 28 —ya 7 2t sr 7.
71 WIACRIEE SR 70 Brid 19773, Forf, BT 28 3697 A% B AU B 22 5 2440 )
o
72, WALRIEESR 69 BTk ) 7532, Forb, BTl 28 367 AR & At VA2 I . R A 45
BRIV ER A E .
B.—MES BN ZZETRACEHASY, Frid 2 &% H A &% B B SEQ 1D
NO:35 ~ 43 BRI 751
T4, WIRLRIELR 73 FTiR B2 A &9, Fridie b A &P 5
(a) FFFINSEQ 1D NO:35 K12 H IR, J¥ 418 SEQ 1D NO: 36 [ Z A% H R, F1 71128 SEQ
ID NO:37 M2 HIE ;
(b) FFFI2NSEQ 1D NO:38 K12 H IR, J¥ 48 SEQ 1D NO: 39 [ Z A% H IR, F1 71128 SEQ
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ID NO:40 HIZ IR ;8L

(c) FFFIPNSEQ 1D NO:41 K12 H IR, JF 518 SEQ 1D NO:42 [ Z A% H IR, F1 551128 SEQ
ID NO:43 2 HIR .

75. — PRI ARE i A ) NOTCH3 mRNA [ 77925, AT i 75 vk A6 A8 ik b i Bef B ik B
B SEQ ID NO:35 ~ 43 A FIF 5 2 IR -

76. WIRURIZESR 75 FTiR B 77325, BTk 77 V2 60 4648 B il o o 4 ik

(a) 419 SEQ 1D NO:35 HYIER 514, FF4119 SEQ 1D NO:36 f) [ 514, A5 551
N SEQ ID NO:37 [ H IR MRET

(b) FF413 SEQ 1D NO:38 HIIE 514, FF41I9 SEQ 1D NO:39 ) [ 514, AL 5 551
N SEQ 1D NO:40 MIFEZE R IRED ;5L

(c) #3175 SEQ ID NO:41 HyiEm 514, FF 3128 SEQ ID NO:42 i) IA 5140, Pt & Fr 3l
4 SEQ 1D NO:43 LB IR

77, — TR IAE 5 A ) NOTCH3 mRNA ARG &, Frid il & & A& 1% 5 B SEQ
ID NO:35 ~ 43 H R R T HI I 2 R -

78. WAL RIELR 77 FTid finl &, prid il A e -

(a) FFFI2NSEQ 1D NO:35 K12 H IR, J¥ 48 SEQ 1D NO: 36 [ Z A% H IR, F1F 1128 SEQ
ID NO:37 M2 HIE ;

(b) FFFI2NSEQ 1D NO:38 12 H IR, J¥ 44 SEQ 1D NO: 39 [ Z A% H IR, F1F 41128 SEQ
ID NO:40 HIZ IR ;8L

(c) FFFIPNSEQ 1D NO:41 K12 H IR, JF 718 SEQ 1D NO:42 [ Z A% H IR, F1 751128 SEQ
ID NO:43 2 HIR .

79. —Fh514, H A% E i SEQ ID NO:35. SEQ ID NO:36. SEQ ID NO:38. SEQ ID
NO:39.SEQ ID NO:41 1 SEQ ID NO:42 ZH S f4H

80. — MU & FZ EH IR IRED, TR F% H IR 411 H B SEQ ID NO:37. SEQ 1D
NO:40 F1 SEQ ID NO:43 ZH i fr)4H. .
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AT RIRER A

[0001]  XFAHICHRIE I AE X 5] H
[0002]  AHFEENRT 2013 4 3 H 15 HIBEA L EEE G5 61/794, 788 5 HIMLSEAL,
Pz i I B I PR 5] e B IR A AR S

RARGUE

[0003] 7 WA ATHSUE RIS SR )T IR IR i o A2 — NSt 5 2, i U5 2 1
5 MR JE 8 240 L F) NOTCH ik PR R AR Ko A8 55— A Sty s, Frid I ik ie A i A /5 2
5200 B it FH ¥ 7 A 4RI R ¥ NOTCH 5470511 o

BREA
[0004]  NOTCH {5 5 1% ik 42 /& IR AR A 2T 1 I Jim 309 2L 23 4 o5 R 2 i A= 0 22 1 o 1

Pl oG R 4% 12— R NOTCH {5 51 3 5 2 B N S0 0E AH O, 781X 289 iE b
RE % 2072 i 98 20 B 1) K i ig DLRE X e A1 i (R K AE R o AL RS JE RS (Brennan and
Brown, 2003, Breast Cancer Res.5:69). [Kitt, 8 /EH T LB 516 E W A 8 Mk
T4 MR I A UE S A N AR HLEI T #ET (Beachy 45,2004, Nature 432:324) .

[0005]  Notch 524472 IR %5 6 52 A4, 76 K M A0 S5 A 38 & VF 22 Hh I 3R 2 AR K IR 1
(EGF) FEEE M =/E &AM Noteh/LIN-12 FH (Wharton %%,1985,Cell 43 :567 ;
Kidd %,1986, Mol. Cell.Biol. 6 :3094 ;Artavanis £5 ] 2% iR, 1999, Science 284 :770)
CA % 4 M A3 Notch 25 (Notchl. Notch2. Notch3 il Notch4) , X 85z /K 1]
RBBRZFHRE R EMNERE, Prik &K G 55 N0 22 0HE DU 48 U0 B LR
J& (Gridley, 1997, Mol. Cell Neurosci.9 :103 ;Joutel&Tournier-Lasserve, 1998, Semin.
Cell Dev.Biol.9:619-25).

[0006] S & Notch & 5 /& T K ¥ 2 N 2R Ve Mg, ) o, T 40 i = 1 ok 2 B
90 B o e LR R S S A0 P R Sk S EE R b 4 M. 7 Notch f3
SEFREESMERENKEFR XK. £ 0 H# W Mazur 5, Proc. Natl. Acad. Sci. U S
A.107(30) :13438-43(2010), Wang %%, Cancer Res.69(6):2400-7(2009), Doucas %%,
J. Surg. Oncol. 97 (1) :63-8(2008), Yao F Qian, Med. Oncol.27(3) :1017-22(2010) ; FH
Gungor %%, Cancer Res. 71(14) :5009-19(2011) .

[0007] Bk R g o 5 e hE 0 T 1 56 DU K DR L, A7 3% R AL 08 6 AN H L B A7 I A
SEHN 3% ~ 5%, f] HiX — 87 1E it 2 25 E— H AR FF A X A2 (Tovanna 45, Front.
Oncol. 2012 :2:6) » RIEXT T-H2 Wy 8GR a0 1 8, ILEAE R B 15%. B
I (M ECOE AR PRI T FE PR B bk O R G s g 2 B O ) o ZE A2 TN B e PR 2 2 Bl IR
R AR AE A AT sk Z L R i 1 JR M 2 (R = AR T 3R

[0008] ik i et A B A L 24 1k e v 1) JMORE 2 — R AT R AR B e R TR I 6 9T R TR
() 32 B R 3 1 AtV 2 R I R R e RR R 0 AR v K 9T R (Burris &%, Eur. J. Cancer
1997, 33:518-22) « HRIT TR, 57 PUAR A EE, B 5-FU AR SZE B A BLyb F B0 1) 2 B
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I7 77 %€ (FOLFIRINOX) JU-F- {50 S A4 7 0 2 B A%, A 2 T 42 (E 0 m i) 25 42, 3% 3 97
FREI/E T RIGFRICRE R EE . HAh, BARLEER /N 12 A~ H (Conroy %%, N. Engl.
J. Med. 2011, 364:1817-25) . [AlIHt, 75 ZEUHHT U HE VG 7 S, e BR % 50 Ipi 25 1 FF i
W2 W BB IR e 1 R I PR 5 R

b

[0009]  7E—J5 T8, A A R AL 9 T FH NOTCH 41 #h1] 7711336 AT VA 7 1T 36 F56 Jh B e BB 385 1D 7 V2%,
FITIR 77 A4 = (a) #E 2R AT I 28 25 1 i Jee 44t B o 1) — e B8 22 i 2R Wb A 1) R 38 K
S, Hor, BER — PR 22 B AE AR £ AE NOTCHS, F (b) 25T Bk —Fhak 2 Fi Ak b £
RIB KPR

[0010]  7E 55— J5 I, A WA R AR 5 Bl 12 Wt g BB AT TR e 177 28 2 2 75 T RE XS 251 NOTCH
R SR R 2 7= A i L 1R 7925, IR 7 V2 B0 4 < o R BT I A D g 4t e 1 —
Z R AEYINR BV RIE K, For, Brid —Fpel 2 A A= Yobs EP0 L7 NOTCH3, I H iR —Fb
BUZ P A WIS S R IE K- B 38 T Re T TV = AR e B

[0011]  7E 53— J7 I, AR BH R AL 5 A2 75 024 [m) 912 Wy g KB T M e 17%) A6 & I NOTCH
PO 795, il i A0 FE e Sk B BT R8I e g 4 i v 1) — Fh L 2 A A b B
[ERIE K, Forp, Brid — el 22 A A= Y0bs £ 6L NOTCH3, I B TR —Fh el 2 Fp A= Mbr &
W 22325 7K TR Tk B3 b NOTCH 401311 70134 97 5 A A ) IR 87

[0012]  7E 55— J5 T, A% WA R AR 5 Bl 12 Wt g BB AT TR e 1100 28 8 75 . 24 4k 22 NOTCH
PO FIHATIBIT B 732, BT 7726046 <A i >R E BT B 14 g 440 i v 1) — ol 22 o 2
Yibs EDIIFIE K, Forr, BTk — el 2 Fh 2L bs B4 L5 NOTCH3, Hf B FTid —FP a2 Fh
bR BRI KT 2 B B T BRI A i

[0013]  7E 55— J5 I, A& WA R A6 5 B 12 Wt g BB AT TR e 1100 28 8 75 . 24 4k 22 NOTCH
PO FIHEATIBIT B 732, BT 7726046 <A i >R E BT B 14 g 440 e 1) — ol 22 o 2
Yibs EDIIFIE K, Forr, BTk — el 2 Fh AL s B4 L5 NOTCH3, Hf B FTid —FP a2 Fh
A WbR EWI R IE KPR BT 836 BT ik NOTCH 1 77076 97 5 A A R v B, o

[0014]  7EY%— 51, A< & B4R AL & NOTCH 00 77 £E 16 97 2 i 5 e vh 38 97 Th Rk i
T35, TR 726G < R B BT IR B (1) R 20 e v 1 — B 2 R AR AR SR A I 3Rk K
S, Hor, BER — MR 22 B AR WbE A S NOTCHS, 3 BT IR — el 22 M A= Mbs £ 34
ISP W ik NOTCH #0750 FIVE 7 Zh 3%

[0015]  7E 55— 4TI, AR B SR AR Y7 38 A 1 5 15, Fnid 7 15604 « (a) Wk E
FIT I £ 225 1) FvJ8 440 o 1) — o B0 2 A AR b B I R IE K, o, i — Fh e 2 Fi A=)
PrEY)E S NOTCH3 s F1 (b) [ ol ads 2 25 Tt FH V6 97 A & 1) NOTCH #dfil57) .

[0016]  7EA— 5T, AR B4R 7 B NOTCH $ 81 550335 AT VA 7 10 14 Mo Jit e 56 % A 40 oy
(stratify) W77k, Bk J7 kA4 « (a) e R B IR 5825 10 Jiosg 48 i o () — Fh el 2 M A:
VbR EDIIFIE K, Fordr, BTk — el 2 FhAE Dbs B4 L5 NOTCH3, £l (b) F&1 BTk i g
2 T ) T I — PR 22 b A W RS B e TR KT BT I S AR 2 B

[0017]  fER:sbs) 5 R, NOTCH3 HIRIA/K T4 5E 5 T NOTCH3 i IR KL K. 1E
St Ty o, R A YRR S A E F UL TR AR S S K KRk
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[0018]  FERELLsii 7 =0, —FhEl 2 P A MpAs WD I 28 KT8 I i o AR W 4 mRNA
AR PR KR E . 7R SR e s 77 3, NOTCH3 22k 7K~ Ji st ff e firJed 4
Jd A 7Y NOTCH3mRNA 7K PSR i o AF HE LSt 75 20, NOTCH3mRNA 7K~ i it e 1 5 A g ik =X
SN KA E . AE RSz 7 g, NOTCH3mRNA ZK-FAEFI AT (a) . (b) A1/ B () RHfisE -
(a) HMRFEA%E E H SEQ ID NO:35. SEQ ID NO:38 Al SEQ ID NO:41 ZH B4l i 1E [\ 5]
Y 5 (b) BFEER 3% E H SEQ 1D NO:36.SEQ ID NO:39 F1 SEQ ID NO:42 ZH B4 1) % ]
519 A0/ B (o) B FERZ TR NERE, TR B TR IR T 411 5 B SEQ 1D NO:37.
SEQ ID NO:40 1 SEQ ID NO:43 AHpkf4H . 7R 77 =0, NOTCH3mRNA 7K~ F LA~
(a). (b) 8% (c) KHIE : (a) FFHI A SEQ ID NO:35 FIE[H 514, 414 SEQ 1D NO:36
[m] 514, AL & P41 9 SEQ ID NO:37 WL H IR FIPR4EL ; (b) #1108 SEQ ID NO: 38 [ 1E [
519, FP %129 SEQ 1D NO:39 1) 171 5|4, M5 7214 SEQ 1D NO:40 MZER B IIRET
8¢ (¢) #4179 SEQ ID NO:41 HIIE[R 5147, FF 41249 SEQ ID NO:42 [ Bl 514, A& F 31
SEQ ID NO:43 fZEAZ R IREr o 7EHELL ST 77 2, NOTCH3mRNA 7K~ 38 ek B 41) 44 52 KA
JE o TEFRELES T A, NOTCH3 )22k 7K 1~ 18 ok A a2 Ji e 4 A B 2% 528 119 NOTCH3 & H 7K~
KA E -

[0019]  FERELLSjE 7y Kb, — FhE 2 A YA £ B NOTCH3 #a a7 JE 26 S 77 =
— P el 2 R AR Wb B DA AL FE MAML2,, 3 H MAML2 (36 3k K2 52 B T MAML2 )3 I &k
Ko FEFEEE S Ty SN, — Pl 2 M AP bR A B NOTCH3 A MAML2 A4 i 7 2 8 S 75
o, MAML2 R 28 7K 1~ 388 i A Jie e 241 A Hh 7 MAML2mRNA 7K SR fifi g« 7F e s 77 =X
W, MAMLZ [ 5R08 7K P38 o A e iy 4 At i 228 (19 MAML2 2 7K PSR A i o

[0020]  7E 7 —7J7 10, AR SRR AL YGTT 8 35 B TR e (1) 5 15, BTk 72 B0 48 < ) BT il 26 35 i
F6TT A R 1) NOTCH #Ri| 551), Forb, >R B i 835 1 2/ — L Jo i fr g 40 P - 308 — ik
Z P AEYIbR BV TR — P B RE K & T TR A AR S 2 UK, B/ siE g it
W€ NARIE — P ELZ B A WIAR S iR — A HARIA K T i AE b E M 2 oK
S Hodr, iR — A e Rl A MR B S NOTCH3 . 78 3t s sizjifi 7 Iy, NOTCH3 21k 7K
SF-LL NOTCH3mRNA 7KKl i o 7EFe L85t 77 :UH, NOTCH3 {1218 7K~ LA NOTCH3 & H 7K
Kt o AERELL STy A, —PhEl 2 R AE bR B NOTCH3 A4 i, 7 3 e s 77 =0,
— PP e 2 R AR Wb B DG LG MAML2, 3 H MAML2 (936K 7K~F 5 T MAML2 3 B £ ik /K F.
FEFL e st 77 o, —Fh ek 2 Fh A Yrbs &4 B NOTCH3 A1 MAML2 #4 it o

[0021]  FEASCHTIR 1772 i S e st 7 =0, AE bR EV I S REOKF R TE . 7R 2L
S g K, AR B S K R % A s S AE R AR R SRR K. AR SR e s
Jiti 77 A, NOTCH3 11 2 HR 258 7K T 72 i Mo e B0 e 3728+ /) NOTCH3 R34 1) 28 25,3040
50.60.70.75 8% 80 FI 3% (percentile) . 7EJE65iti /7 H, NOTCH3 )5 R IA KT
e R R HF A NOTCHS RIAHISE 75 B i 8. 7835t /7 20, NOTCH3 [ 2 I Rk /K1
e R AR HF A NOTCHS RIAHISE 50 B i 8. 785 Le st /7 204, NOTCH3 [ 2 I8 Rk /K
e R R HF A NOTCHS RIAHISE 25 B0 8. 765 eesifi /7 20, NOTCH3 [ 2 I Rk /K
JE JoR J R B A e M PR  FFF IR/ Bk L 5 % g B g B e Ak o7 JEE A R 1) NOTCH3
FIEMEE 75 G, fER st J7 200, NOTCHS ()2 I8 ik 7K 1 2 i R B L 4 7% figi fi
JI IR HEAE RN/ B E 4 2 4 ok i e B A JR e v 1) NOTCH3 RIA 38 50 1 7 4K
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FEHE L ST 77 A, NOTCH3 {2 HE R /K V2 JR M e 2 # JR e g  IHFAE AR/ Btk T
T R i e e B A T R e A ) NOTCHS 2RIk [ 26 25 ‘B i 2

[0022]  FERELLsif Ty =0, AR SCREIA I 7 iR B FE MR B RS SRR . TR sr
Tt 77 2, NOTCH3 [ 358 7K1 R H B B SRR i h 7K 7R e St 77 =0rp, A
FEAIL M MIF B 2R AR st 77 b, A a2 IR IR IR 1 ot o A 28 st 77 =,
B i A2 R E O RS 28 1T A J e 8 O o 7 R S S =, B A R S AR 5 1
At A1 (FFPE) HIZHZH.

[0023]  FEA AR 177 V2 ) B e st 5 A, R R N, BB S A NI
[0024]  FEA SRR [ 7 5 ) Rt szt 77 =, TR e 2 e o 7 e sty =X, i
SEPIT I

[0025]  7EHEdb s 7y UH, AR SCHEIR I 5 v B 4 1) B I 28 35 it NOTCH i) 1) 7 e e
St 7 S, NOTCH #1220 WA 7] o 76 HE £ S 75 =X, NOTCH #1161 1) 2 $t NOTCH
EIREN

[0026]  FERELUsLt /7 20H , $t NOTCH Hifay S b 45 & A NOTCH2 B A\ NOTCH3 . 7E F=4851
Wit 77 T, FT NOTCH i fdc s S Mk 45 & A NOTCH2 11 NOTCH3. 7 -t sizjifi 5 2+, 4% NOTCH
PUAREE 45 A N NOTCH2 1) EGF B 10, 765252 5 20 A, T NOTCH Fifddy = 1 Hh 4%
# N NOTCH3 1 EGF & 9. #EHELesiti 77 b, $t NOTCH Hiff £ 5 A\ NOTCH3 1) EGF B &
9 F1\ NOTCH2 ] EGF B & 10 # 45 & HIPTIR S S0 2

[0027]  FER:LLsji 77 20, NOTCH i 71 4& A\ NOTCH2 A1 / B NOTCH3 [FEHI7]. £ LY
S 75 A, NOTCH #1730 #1 it 5 N\ NOTCH2 H1 / BE NOTCH3 f4s & . 78 S e szt 77 =X
rh, NOTCH k1) 7731 A NOTCH2 F1 / 8 NOTCH3 (142 516 5.,

[0028]  7EHtesijfJy =0, $t NOTCH $ipA B LA PTA-9547 £R3EAE ATCC 12 A% H R gt .
[0029]  FER:eesti 77 =0, $t NOTCH Hufd s 5 14 #h 45 & A NOTCH2 A1 / B NOTCH3, H 1,
Frid iR 2 : (a) B SSSGMS (SEQ ID NO:3) FJEE4%E CDR1, & VIASSGSNTYYADSVKG (SEQ
ID NO:4) ff) E %% CDR2, Al f1 & SIFYTT(SEQ ID NO:9) K | %% CDR3; A1 (b) f4 &
RASQSVRSNYLA (SEQ ID NO:6) HI%2%E CDR1, fl7 GASSRAT (SEQ 1D NO:7) [%2%E CDR2, Al
7 QQYSNFPI (SEQ ID NO:8) F#2/E CDR3. 7E - L85 77 U, HTNOTCH Hifd iy m At th 45 &
NOTCH2 A1 / 8% NOTCH3, H:Hr, Fridfufi % : (a) 7% SSSGMS (SEQ 1D NO:3) K %E CDRI,
£9,7% VIASSGSNTYYADSVKG (SEQ ID NO:4) ()= 4% CDR2, A5 7 GIFFAT (SEQ 1D NO:5) HYH
CDR3 ;1 (b) 17 RASQSVRSNYLA (SEQ ID NO:6) FK#2%% CDR1, f3 7 GASSRAT (SEQ ID NO:7)
[ %% %% CDR2, AI4L7 QQYSNFPI (SEQ 1D NO:8) fJ#%%% CDR3.

[0030]  FER:eesiti 77 U, $t NOTCH Hufd s 5 14 #h 45 & A NOTCH2 A / B NOTCH3, H 1,
Frid ik 2 - (a) 5 SEQ ID NO:17. SEQ ID NO:18 B SEQ ID NO:26 HA ZE/DHZ 90% %
F[E— e E AT AR X oA (b) 5 SEQ ID NO:29 By SEQ ID NO:27 HAF ZE/b#) 90% 7 %1 [6
— PR BT AR X . AEREL S 7 20, T NOTCH HifA 7y : (a) 5 SEQ ID NO:17 Af5 &£
b2y 95% ARl — M EEERTAZ X A1 (b) 5 SEQ ID NO:29 HA 2/b2) 95% 741 [F— 1
R BE R AR X . 7ERE LS 5 20, T NOTCH Hiik L4 - (a) 5 SEQ 1D NO:18 A ZE/DZ
95% 751 [A] — M EEE AT AR X ;A1 (b) 5 SEQ 1D NO:29 B £/b%) 95% 41 Al —PE R4
FERARX . FEHELe s A, Bt NOTCH HiAR B 7« (a) 47 SEQ 1D NO: 18 M E & AR [X ;
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A1 (b) B4 SEQ 1D NO:29 Ryipskn] A8 [X . 7E R e syt /7 0, $t NOTCH A B & : (a) &
4 SEQ ID NO:17 [JEBERTARX A1 (b) 4 SEQ ID NO:29 e 48 X,

[0031]  7E R Esif 77 X, BT NOTCH Pidk 5 3% B B DL Prid 4 e (1) 41 i Hi 4k 38 4 54 A
NOTCH2 #1 / B NOTCH3 [ tE4s & : () B& 3 SEQ ID NO:17 B{ SEQ ID NO:18 [fJH
NS XRS5 A SEQ 1D NO: 29 Ak ] AF X itk s (b) B8 &4 SSSGMS (SEQ ID NO:3)
f{) B 5% CDR1. &4 VIASSGSNTYYADSVKG (SEQ ID NO:4) fJ =% CDR2 A4 SIFYTT (SEQ 1D
NO:9) HJEE#E CDR3 LA A2 &4 RASQSVRSNYLA (SEQ ID NO:6) F%2%% CDR1. &7 GASSRAT (SEQ
ID NO:7) HJ%:%8E CDR2 &4 QQYSNFPI (SEQ ID NO:8) Ay#2%% CDR3 AUk Al (c) HibA
PTA-9547 fRFEAE ATCC [ 2 1% 1 B dni B5 B A

[0032]  FEIELLsiE 5 XA, Ft NOTCH Hifd & s s FE Hiih . 783 st 77 =X, $t NOTCH $t
A PR NIRAPTER NPT BT 7 B

[0033]  FEIELLsf /5 A, A SCHEIR TR B i 28 iR R . AR st T A,
5 IRIT A RATT R o AR LS STt T TR, B IR YT R AL E AU B 22 43 244N . £E
Sl sty B, B IR R AR VR AEAS SN SRS,

[0034]  FEHR—J7 1, AKHRMEE &S E N2 ERMN S HAEY, iid 2 Z HRE
i H H SEQ ID NO:35 ~ 43 HRMA P fEFLestiiyr U, fridiz i HA &
© :(a) PHINSEQ ID NO:35 HIZAZH IR, 7414 SEQ 1D NO:36 2% H L, M7 414 SEQ
ID NO:37 A% 1 ; (b) F%14 SEQ ID NO:38 [ £ ¥ L, 4124 SEQ 1D NO:39 f1£#%
g, FF %18 SEQ 1D NO:40 M ZAZH IR ;8¢ (¢) JFFI4 SEQ 1D NO:41 2L HIR, 751
9 SEQ ID NO:42 [ Z B, FF 48 SEQ 1D NO:43 FIZ A% H L .

[0035] 75— [, A4 K B4R HEAS DU & o 7Y NOTCH3mRNA F1777%, BT ik 7 ik G prid
FE SR & 3% i SEQ 1D NO:35 ~ 43 4RI 2 51 ) 2 AZ AT R o /F JE 26 St 77 3
o, BTIR 7 VR A RE AR S i - (@) 42 SEQ 1D NO:35 FIIE [ 514, F# 518 SEQ 1D NO: 36
(PR A 514, FEL S 7 418 SEQ 1D NO: 37 IS H R IERET 5 (b) J¥5128 SEQ 1D NO:38 [
1EM 5190, 751029 SEQ 1D NO:39 ) ml 51470, A8 75 7 %129 SEQ 1D NO: 40 i) SE 4% R IR
B85 (¢) /7408 SEQ 1D NO:41 WIIER 514, [F 41245 SEQ 1D NO:42 /a1 51 4, Fe 75 )%
HIA SEQ 1D NO:43 I FEAZEH R IREL

[0036]  7£ 75 —TJ7 1, A A A Ak F TR A o v %) NOTCH3mRNA F a7 &, ik 1ol 77
A% H B SEQ 1D NO:35 ~ 43 R I 75 [ 2 A% H R » 7588l 7 b, firid
AT (@) FFI8 SEQ 1D NO:35 2L, J¥41°8 SEQ 1D NO:36 2% H IR, Fl
J¥%128 SEQ 1D NO:37 I ZAZH IR 5 (b) J¥41I 8 SEQ 1D NO:38 W Z %k, 744 SEQ 1D
NO:39 P Z A% L, AT HI28 SEQ 1D NO:40 P2 A% L ;84 (¢) /¥4 SEQ 1D NO:41 £
WHER, 79120 SEQ 1D NO:42 (K% B ER, AT 5104 SEQ 1D NO:43 [ Z 4 H R .

[0037]  FE 55— 71, AR MR AL 51 Y, Hop21i% H B SEQ ID NO:35.SEQ ID NO:36.SEQ ID
NO:38.SEQ ID NO:39.SEQ ID NO:41 1 SEQ ID NO:42 ZH 2 .

[0038]  fE S — 71, A K SR L0 & AL IR AR ET, I IR EAZ H IR 1 /7 4103k B SEQ
ID NO:37.SEQ ID NO:40 F11 SEQ ID NO:43 ZH 520 .

B =5 R
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(00391 P& 1. RN H—5f s 5 4k 97 7756 F i) OMP—59R5 £ PN8 & it Jeg 4t i ( & 1A) .
PN17 JERRR R 4 He (& 1B) JPN11 R 4 A (&l 10) JUM-PEL3 FLAR Mz i ( & 1D) .
UM-T1 FLARAr e 4a e ( & 1E) \OMP-Lu40 fiifgg 4t s ( & 1F) A1 OMP-Lu53 fiifeg4n i ( &
1G) e

[0040] & 2. NOTCH3 R % ik 5 OMP-59R5 Rl /e FH A S (Bl 2A) 535 Phthis
I5C FH ] OMP—59RS F7t 7 tof o i e e Ay 00 it P2 55 5 ki 9 400 e = 1) NOTCH3 5k PRI 3R 7K 1 {2
EHHE. (B 2B) XF OMP-59R5 Hifk 5 & PHAMIE I & V67 A M S, (R) FAJCHE 2 (NR) (1) g
JUR b8 H ) NOTCHS 35 [R1 335 43 A « NOTCHS 5 [R 223K 40 A LLAR T R, ot 1R L i
AME R VS AT BT oA BRI B B KA

[0041]  [&] 3. X} OMP-59R5 $ifk 5 & Pl Athyse A Ik G v 7 A Ml 82 RH J6 i S Py Jie Jig 9 o 1)
NOTCH3 %K% 1A, il it RNAseq i i€ « NOTCH3 %:[FI 33k LA RPKM( 5 1 1 /5 /MULEC B ik 7
FI g 1 TR M AR F szt e 210 80) D& .

[0042] &1 4. JERMR IR ho6r OMP-59R5 HidA 5 35 PUARIE B V697 BT i B A 22, Bk 1
NOTCH3 PRI ZR XA N Tt F 5 o

[0043] &I 5. JER MR ho6r OMP-59R5 Hidk 5 35 PUARIE B A V697 BTl i B A 22, Bk 1
NOTCH3 A1 MAML2 J& PRI 3k A A Tl FE A7 o

[0044] P& 6. JER IR/ A ) NOTCH3 3RiE8. (&1 6A) JRJIR M A 1Y NOTCH3 22 [RI A1 By I 3%
i5. (&l 6B) XF OMP-59R5 Hifk 5 & A RIS VR T AR, (R) AT R (NR) Fé Jik i i
Jo R NOTCH3 28 (383K 40 Aii . NOTCH3 2R [ 323K 20 A AFE T R H, H 22 1 R i i B /s
=R NN Ve S e S L AR A G E = S N =

[0045] &1 7. FEARIE L FZ AHZUrR 1) NOTCHS JE[K 75 . NOTCH3 3 K ki@t RT-PCR kil
o NOTCH3 JE (R IA 70 A1 LAFE T s Y, A4 1 Sl i e /ML T DY o7 3, A A 3, DY
A3 BRVRE i B AL, FH R e IIRg SR A R b AT W88 . T LI R 2R s 7 BT B 8 T i
8 2 it b 00 82 B 1) NOTCH3 FIAE A5 10428 25455 505 75 FIEE 90 H - hi %,

[0046] P& 8. HF RN bk E2 & Jiok A e %% 7% 2H 23 DA K S B RS A b 98+ 1) NOTCH3 2 [R] R 1A
NOTCHS3 3 [K %14 3@ i RT-PCR il & - NOTCH3 3 K] 23k /0 A LASE I R e, FLAi 28 T RE Sh I
5 /ME I I Rr I AR AT E DY o ORI ot e R AL, FH R s g R AL A AT LR
HE LI B8 42 32 7 15 I0 UL 45 0 P 7% i P e A6 ot U 2 281 7Y NOTCH3 FRIA(E I 26 104238 25,
5 50,55 75 FIEE 90 H i

[0047] P 9. 7EMRARMIE 1, OMP-59R5 7F 55 % P fh s Al ABRAXANE™ ( 45 & 28 I I B2 )
I FH I B T 1

Bt/

[0048] A WS AR K A% A NOTCH 4101 i1l 571 ¥ o R e 1) U vk . AR W3t 7 o8 1T
NOTCH 1l I 2EAT 63 97 T R et £ A 7B 1K 57925, 9 77 FH8 NOTCH ) 77 3R 4736 7 T
SRR B BB T B 8 B2 Wi oh BB TR e 1) S8 3 15 W RENS 6T+ NOTCH 1) 771 )
J7E 7 I N R 75 9% T A 15 N 2 [ 1 12 W g R i e £ 56 2t ] NOTCH 4901 751 #) 77
125, W A8 W12 Wi O BB TR s ) S8 R A I 24 4 82 ] NOTCH $10 1) 77 HEAT V6 97 B 736 A
5 NOTCH #HIFIAE IR T (3 H BRI P VR T DI T . AR — 28t 5 s, i 752

13
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AL HERf 5 R E R AR R 41 B AR 9 NOTCHS & R 3Rk /K P E— B85 7 A, A SCER LAY
D7 VE AL B 5 SR 1 R PR R 4 B o ) MAML2 R TA K P . 78—t st 7 i, AR
FEALY) 5 V2B 4 e B NOTCH #7178 — 22 syt 77 5, NOTCH #5512 5 —Fh ek 2 Fh A
NOTCH SZ /A& et 25 A ik . 78— 288 77 s, Pk 57 ARG i o 76— L8ty
A, AT AL B AU B 22 53 244M 1 771 o
[00491 1. X
[0050] [ fET-BRMFEACK I, T 30E X T Z2MRIEMFLTE .
[0051]  “NOTCH” J& &l & i sk R 1, HAREVr 2 A Mgk AR, JCHRAE R G 1« 1L B
TRCAR S A B, AR N S5 1438 (1CD) J8 sk P Fp 2 I BRI, I REE B0 P 400 L Py 465 R 3t N
YHREAZ 5 DNA 456 & A BAE A, N B0OE #5356 . NOTCH S AH DG J i 4 i 41 485 #4038
% 36 /N EGF HEG5 I8, HG & = notch (DSL) 454438 4R 45838 (1CD) U2
6 MR B BREOR IR B8 ( AL PEST 454438 ) . NOTCH1 A1 NOTCH2 f) ICD #i4h
B I RIE 45 38, (TAD) « “NOTCH” i1 1 NOTCH S 44 S 1 (BT A B i . %o NOTCH 15 5 4%
FIRAL S ALIEAT TR R L B IR T L5040 WO 98/20142 AT WO 00/36089.
[0052]  WEFLBHHH H NOTCH S D94 & &2 :NOTCH1 (TAN1) - NOTCH2, NOTCH3 F11 NOTCH4/
Int-4, A NOTCH & H By~ 14 7 ZI 45 H AR T : B Genbank & 3%'5 NM_017617. 3 #1181
mRNA 5 51 4 5 i N NOTCH1 , L& FE /L /7 51 4l Genbank % 3¢5 NP_060087 fTid ; i Genbank
x5 NML024408 $ 348 (1) mRNA J¥ 51 9 A5 1) N\ NOTCH2, H: 28 5 8 /7 %1l i Genbank % 5% 5
NP 077719 T3k s Genbank 355 NM 000435. 2 #iA (] mRNA J7 %14 A5 (K] A\ NOTCH3, &
FEBR T 40 Genbank % 5x5 NP_000426 firid F1H Genbank 3% 5 NM_004557 i 1) mRNA
75 9wt i N NOTCH4, H 2 B B2 /7 #1141 Genbank % 3% 5 NP_004548 Frik
[0053] < 3¢ AiF A B9 “NOTCH #1141 71 7L “NOTCH #5455 771 7. “ 47t NOTCH ¥4 97 7] ” B “#7i NOTCH
FI7 A0, 5 35 43 B 4 0 BEL T 300 1) B 0 A Noteh 38 42 10 28 W03 VE AR (T AL & . = 1 1k
() NOTCH #l itk & P A AEEABR T« v 0 Wb B0 57, 491 40 T11-31-C. N-[N-(3, 5— 98
KO ) -L- A BEIE JS- ZRIEHZA BT BE ) (DAPT) \ fk.& 9 E. D- 182 JIk 294. 5
7 H % . BOC-Lys (Cbz) [1e-Leu~ 3 EH AL W A1 (Z-LL) 2- Bl ( 2 W. Kornilova 4§, J. Biol.
Chem. 2003, 278:16479-16473) s AILL T 3CER R iR 4L&4 WO 01/90084. WO 02/30912,
WO 01/70677.WO0 03/013506. WO 02/36555. W0 03/093252. WO 03/093264. WO 03/093251.
WO 03/093253, WO 2004/039800. WO 2004/039370. WO 2005/030731. WO 2005/014553.
WO 2004/089911. WO 02/081435. WO 02/081433. WO 03/018543. WO 2004/031137. WO
2004/031139. WO 2004/031138, WO 2004/101538. WO 2004/101539 F1 WO 02/47671 LA
Jo 5 [ & ) I B B 28 2003/0114496 5 BRI v 4 Wb 30 61 5740 B ik 7R 35
L] 6,984, 663 F1 7,304, 094 HH A5 Fr i i&. B A& 1Y Ht A& NOTCH 11 ] 71 7E 4 3 BA f&& WO
2010/005566 A1 WO 2010/005567 (i 51 F A3 - AASC ) A Frffiik . NOTCH #fi]
FIEAL 4% NOTCH FCARAE 17
[0054]  “NOTCH #1417 7. “NOTCH $&5 455 . “ & NOTCH ¥8 77 7] ” 5L “4% NOTCH 7] ” itk 15 5
NOTCH Sz A& 45 & I Pifk . AT “Piig” fRdd 20— M T sk E H 4 T AR X
P BB SR TR A7 s SR TR R AR S 1 5 v B 1 22 K IR RO AL S 0 2 A% P IR I o B
FIRFIH G S AR B ERE A AR SO ARTE “Piik” AFE 588 2 s Sk
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SERE B PR Uk B B (B0 Fab, Fab’ < F(ab’ ) ,fl1 Fv B ) B 4% Fv (scFv) 848
T2 D PR SEEEHLAR™ A2 11 WOUURE S PR B 55 2 R S MEBUAR L ik S PiA . NG HT
P NP B B BRI PR PeE 384 R E B AR S AL B PR IR AL s 2 A2 A
e Bk E 151, REFTR PR B B & A EERIRT . JuismT DU o> 2285
TS BRE H P HIAE—Fh :TgA. IgD. IgE. IgG A1 IgM, B3R ([FAY ) (i, TGl 1gG2,
1gG3.1gG4TgAl F 1gA2) , Jk I B HEE & G5 A A [R) — 1%, 20l FR 9 a v 8 e vy F1 b
ANTRIZE ) B G e 2R B B AT AN [R) (9 A% BT ] 2R 1R SV 5 A A = AE R B o PeARmT DL BR TR El
H5igmna g  su A RS TRk

[0055]  PUAAH) “AIARIX 7 R ABPUARBEI AT AR XA/ BUPTIA BB T AR X . EHBE AR
[RIAT AR X & B Ha e =Ry s 22 X BN E X (CDR) SEFE I MEZE X (FR) ZH K
3 2%k 1) COR @ I FR 48 LS ML ORFFAE— S, FF H 5 R B 75— 2651 CDR — 22 Rk 1 it
REIBUIR &5 S0 R R A71E 2/ IR 2 CDR BIHAR < (1) T B Mp iy 51748 e 1 77
% (Bf, Kabat %, Sequences of Proteins of Immunological Interest, ( 28 5 Jix, 1991,
National Institutes of Health, Bethesda Md.)) ;#1 (2) ETHiJRE - Pl E EWH) ahE
ST (Al-lazikani 25,1997, J. Molec. Biol. 273 :927-948) . 541, A4k A i i
FHIX P05 12 ) 2 AR 7 72 CDR.

[0056]  Rif “Hifk v B ” R e BRI — 77, MR R e B PR B HTR P duE T A2 X .
Bk B S A 5B ARPE T FabFab’ JF(ab’ ) 1 Fv Fr Bt R Mk . Bak i i fifd
B R 2 R e A

[0057]  “RRGCFREHUR” 248 Jom R e MR N g & ot R v ik (BERAL ) I IRUR
PEHUARE . X 55 EHEEE AN R PR JE R A R PUAR I 22 e FESUR A I . R1E “Ho
PR AdE 0 B K R FE DA DL Puik v BL (9140, Fab, Fab’ | F(ab’ ), Fv) . F4E
Fv (scFv) RAZE A B HURE 7 i Rh-& 8 B AR H B E PR AL S A2 T Y Fe
BEIREE T Aok, “HREDUA” 248 LORMEA R T8 1 580 W AR I Ik L A AR
IR TR LRI SN AE N 1 22 07 249 R 2R P

[0058]  Rif “ NFALPLAR” 23RN (Flan i) ik, Ko &F &R
FENZE (B FFAIRRE Rt e Bk B ik & R ERE HElH B WIS,
NIE TR Horb ok B BAMRE X (CDR) BIARAEEROR HAE AR A (140 /N B KBRS B
CR) MEARRE R RIS S T CDR 5k B e i) N K5k E 1 (Jones
£ ,1986, Nature, 321:522-525 ;Riechmann 2%, 1988, Nature, 332:323-327 ;Verhoeyen %%,
1988, Science, 239:1534-1536) » fERLEENHIL T, NRGEEBRE FIH Fv HEZRIX (FR) Skt
>k B AE N YA HTAR R B BT R SRR AN S T A N AR I B e . JEIE X By
FEZE X A A/ BlAE OB e i 3R N B ik v ) oAt Al SR 30 AT B 8, WT DAE — 2421 N4k BT
A, MRS BRI AL BUAR R e Ve SR R 0/ BREh & . @, NI PUR A o E
20— HidH A=A AT AR X i 48, AR % AT AR X A, CDR X H [ A el A b4
ERHOT BT AE N S BR B 1 FR X iR e AR 4l e T N ek E a3t iy
Flo NIEALHUARIE VT DAL 55 S BR R 1 1E € X BE € X (Fe) # 2/ —#84), % A
T BREE B NER 7o 77 A NIRAL TR IR 7 v i el ks 136 [ L R 28 5, 225, 539

T o
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[0059]  RiE “ NPudk” 245 NS AL B P A e ol 45 FH AR 43k 260 R A ArT 52 A i 2% 1)
BA 5 BN U B 2 BB 7 4 P . NPUik i)z SCELHE e B s Kt
PRGH BRI/ BB A B — A NSRERER / BRI EE 2 IR R A, i, BB R SRR BE AT N
FEHEZ KA.

[0060]  ARiE “fRAPUAR” RIBIH PR ERE (9 TR R T FYE 3 R LRt
o B, AN AE Y T AR X R B TR E — R FLsh R (a0 BOR BR SE)
B B R RS PE R AR / B & I BRI AR X, TiE € X S5 3 75—k CGEH 2
N B 7 F1 2 R, AT EE G 5] A iz Fh o 1 S g% BL 2

[0061]  RAE “ AL 5L “ HUlR th 8 7% AE AR m] B A8 F, $i7 () A2 e 08 rid o Be % 13
FHHr T e 25 A FIPURIE o AP R 2 IR, AL AT DL SR R ER A R, R mT DA £
B AW =R S I B A E L IE R A IS LR U R ALE H e R
AR A5 DUR B, SR T @ I = 5 M3 8 T R SR A 08 0 78 B AR PR B2k . RALEH A
PR R 2> 3 A HEE W E D 5 A8 8 ~ 10 NMEIER .

[0062]1  ZBKECHADELT (HlnbiiksinrdtEsz k) SEARE RS IEEE, 5
BRI (BFEAMIKRED ) M, %2 IKEH AR5 1% 8 E 0 RN B L A
PO RS B B K SR A S B R IR ORI SEFNA FE R sy =, R
Hh 2 A7 R, BN, ) (iR s T2k ) 5EA8SE 1 K82 0. 1nM BT, H
B WN/NT2) 1 uMe FEREEESt 77 S, “Re i g & 7 248, 50 (flanduissonT
PR ) 5EASESH KGR EAZEDL 0.1 uM BTN, /%5 0.01 uM BTN, H 4k
— LR D2 IaM BCE /N . TS AR R RNR R A 8 B F A R — R e R A
A VB HE AR I — MR R O RE e BR D (0 Noteh 5244 ) {5 (9 an oA Bl n] ¥ 14
AR ) o AL, T H R F R E X TR AN E 55 R REY) (BIanASEIR A Notech EH ) 2
) B TR, 5 e 1 5 6 v LB UM R i — Fh 5% R FEY) (Bl 2 T —FF ANOTCHZE )
TR (BB BT i P32 44 ) o NAZBRMR, 7E4r E Seiti 7 Sk, 528 — bR R g A
IR TR (BN B AT TS24 ) AT DL S 58 R bR et g S AN e A B . IXRE, 4
SVELE AT FEARZ ((HRT LAVEHE ) HEfhh4s &, B, 5o —S0brat &, R, 78 B 2o st
77 20, W (I PTiARBRTE EZAR ) AT LS i — AN AR (9, 2 FPAS R # N NOTCH
% A, 01 NOTCH1 . NOTCH2. NOTCH3 #1 / B{ NOTCH4) 451tk 454 . A Fesb s 7 R, Hiik
R REIPUR S S A AT LA B BRI 2 PR EERR . a0, FERELSTE LR, AR T BLEL S A
FHE BT R &5 G 0, Forp g — N RS A A DL AN 2836 il 24k (f14n, A NOTCHL .
NOTCH2. NOTCH3 A1 / B¢ NOTCH4) o fEF=LeF AR St 77 2y, HiAkmT LU XURs % 1, IF HL
&2/ DWR AR R PR SS A0 . BT AR H 1 S2 51, XURy S ik mT
PAELE — AN T —Fh NOTCH 5244 (4540 A\ NOTCH2) - [rJR AL T S5 45 & 47 £, Ak
ERAL T 25— NOTCH 224K (541 A\ NOTCH3) b HIAIEZRALI S —PrIR &5 AL . 5 1M
5o HA R UM, “S5E7 R1E R RIS,

[0063] ARG “JahE ” B R R ACEAE IR I FL B0 B AR 3 O, A B 4R B I AREAE N
RIARIIIRAE K . RIE “JiE” N ELAR AR &5 NOTCH AR B PE R AE o 88 E 1Y) SE 60 HE (B A PR
T bR CRE B2 AR L PRYRE A 1 I

[0064] iR ” AN B A S TR AT AR Hh 3k B O A4 i A K B 5 T B A 2R [ B, L mT L2
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RYER (AR ) BORER (), GFERm TR .

[0065]1  ASCHTHM“HH” 2 e MR AN B Y BEE R 21 5 R i He XK r g 72, 3F A
TEFAL B R AP AL . “He %7 B e vE” i 2R 25 5 AH AT A0 B IR AL & H2 Al
28 H 100 3 bR EL Y M98 ) JER Ao B S A AT N AR BRI 1) B A 235 g ) 2

[0066]  AAE “Jei T-4HAL " “JHRg T-4H AR B SEARTE T4 72 A o] B, I H g
K H A DL 0 SEAAR I — B4R - (1) BAAT 2 RIBERE 7T 52) Refe AT A X FR A
Ff A ST = A — Fh DL )38 B EOR B R 1 a1 A (3) BREEHEAT XS AR 43 LA
T BT A g dr . & SR B S 2 240 1/ B 5 AN BT B 8 110 K 22 2
JeE 2 BRLAE L, s A ML R T4 AR B SRR T A R e A X e T 4 A A
AT BT i R0 B R IR RE 7o T i AT O AT B 3R EE T AN 2 4k AT TR R
A SR AN IS T B g, 22 AR SR AR I T IS S 4 B 28 28w DA N ] 17 AR

(00671 RAE“Jm 4B M. “ Ml JeE A0 AEVE SR ROME 2 TR VR B e Bl /i A2 1Y) 4= 4 i
TR, CLFE M) R P 9 200 0 A e 1) A 508 PR 4 P RN B0 1 40 40P ) » U FR s =
SEE AN AL e 7 1 8 L i g 4 BB, AR SC R RS “ I 4 i o L ARE “ AR B0 Sk
i, MEH 59 T4ai X 4 .

[0068]  ARAE “HUR " ST T8 SR T 41 B I DI REARHAIE , A48 B FREH (P AERA B EoR T
T4 ) B PG SE DL A e e I A AR A S I IR R B0 1
JEANPL ) BIPER, X oV SEARTE T AR O . S AESUR MR A i ( AR RS S
ANBETE B ) AH b, 3 8 [ 85 S S 4 B = A P A H A g A4 A ) P R e e T A B A 0
SRR B S 5210 B/ B S RERE T B AT i R0 B R . ©OWEZE, 78 M SR IRE SR 15 iR 4
5 B IR A AE B e 128 524508 BR AR B A 50T 1 e e 4 Pt o DA B Rg , (L 3K A S 350 12k g
YHMTE SR J5 FEA = R R

[0069]  ARAB“SZARE "R IRATM Y (Flan, WELshY ) , BFEAR T A JEAN R K
VIREE, HOM R R e i T a2 . I8, B NSRRI, AR5 2387 F1“ B35 " AL
R DLEE A . fEAR SO H T35 e | Eoe AR I« IER 7 2N REck B “IER T %
TG SRR 2 0 B0Ks B 22 I VA v A B A B e (1) 23800 4

[0070]  “XJHEAE 7 A T >R BT B A O () SR Rt o X RELAH R ] RS TR 1Y), B RT LA
JR I A . T AR AH B AT LR B [F]— 3200 By — 32l R o 6 R g v] LAk 3 [/ — 21
2y —HZ . XA AT LK B K AL A AR

[0071] RSO R TE “ il f5 7 SRHE X JaiE ol S B 0 T Bl e i o] Btk i Tl , 0455 i eg
g (BanfERseE ) MR R BT BAZGYhut:. ASCHTH RARE “Tm” 248 1E H 52
BT R fE R EA BER SR BFERTREM (BRPTESRARIKTIE ) ke, e
PAELFE NOTCH $abilF7 mf LA VR I7 A 3 I 8RR I B A YR T ge e . i ARE G A T8
DL A5 DL AT BE 1 < 2 X 25 W B 2 W A 7 A R BSOAS R e e o7 DA Ik e 187 () R B 5 B
BEEFARERZ RN/ S I0TT G A E — i ) s iEA 21K . AR KRBT
Tt P 77 V2 AT ARG PR b T 38 A ] B A BB S A B e a2 iR T R ST R H BT TR E
BRI LM, 76 T £ 2 2 75 1T B A i 3 25T NOTCH 13697 77 %€ (1 it NOTCH HLARIGY7
% € e iMA G (Blan v 4B ) m) s At NOTCH #iil57) ) mI2=i697 ) I,
BYLE TN A NOTCH #HI I T 697 77 R S5 M / B b4k 2367 B AR I 7 5 e 7

17



CN 105051215 A W OB P 11/41 7

AR, AR B A AR A I E R TR

[0072]  Rifs “Vayr A RCE " 2R (BN, s tE ik, 2 k. 2 2 H R A IV
T EGHARLGFR ) X “IRTT 7 52 R e S S R SORE A R . 6 TR E 1
Ol 16T RO IR T B a2 8 200 6 50, /IS R RS, 41 24 L 40 B 1 i 32 s
BRI (CEAEEI IR B R SURE ), S0 B b iR 5652, ] B2 1k iR AR
K, A2 — B R L b — i B2 e S AR SRR L PRAR A R ASE T 36, $R i AR TG o,
RSk J6 PR BSORE P  FSCJRE A9 B RSLJRA RE 7 5 i/ 1 240 MR P g o B B B9, A B8O T
Mo A AR SR PRI, BUX SRR A S RERR 2 B AR KA/ BRBE CAELE
A, HER] CARRZ i 40 AL RO AT/ s a3 R

[0073] A SCHITHIRIARTE “ i iR 25 7 f& 48 RE % 30l iR g AR A= A AR AT LB . A2
St 7y 3 G A5 AR 4 I ) 8 A e R AR R A I A o A SRR St g 3,
A5k R 200 6 1 8 B A2 L SR R A M A A o AR ES S it 5 3, S 2% A 7R 4 R 310
R A A A . AR S Uy A I 3 R A B R TR R A AR . AR
et 7y 3 S8 R A A o A R IR R A A o RS S T A B I RIS
I TR A PR PR T R SR AT PR A A o AR SR B STt U 3, B B R A S A SR A
AR A o RS Sty A, S By L R 2 A5 SR Rl e TR 2 R 2

[0074]  ASCHTHIBIARIE “20 B (stratifying) " FERIERE 2 HIBRIR S BOIR DL B RFEFS
AR R 73 AN R IS0 B 2 o 50, of f6 A e s 10 32 100 RBFREEAT B S 5 T
Jii 75 240 £ NOTCH3 255 PR R 7K P AT/ Bk -0 i)™ B (91 ansB AL Al Al e R2 5% )
K&l 7 5 B

[0075]  ARiE“IRT7” BLCALEE” B BRI B R BB AR 1) IR IR R
2 W P 9 B 95 00 BSOS FRRE R AN/ B 12 T 0 S 95 100 s ) Jr A5 L RV T
Jiti s A0 2) [ AN/ B 2 B R R BRI D B ) AR B T 1 B R P . R
it ZER YT I SN RALHE C 28 BT B I 52 R A7 01 1 SR ) 52 10 SR AN 3 B e
T 321300 R o FEF e s 7 A, R R s DU A DR — M A, R A< A )
IR “IR 9T 7 T 32 R e A S BCR J8D B e S ANAEAE R RS b T 4 i
[ S 28 B KR (CRLAE s BRI ) 2 BRI B AELE s #5234
B (PR RS2 B BUANAFAE 5 — B2 b 5 5 5 e A DR R RE R 5 00 6
MBIEZ AR A0 U DG - MR B BURI A iR P 22 BRI B8 0 PRAI <o 1 4 L2 b e
HH R B LD s ORI AR A S AR EUR PIRGES  BOX SRR A 5

[0076]  ARIE “ZZBR”RE” AN HE 7 FEARSCH AT EERAE R, ST KRR R S
ZRE YT LU EAE R BCAL I, Hoal LB & B R R IR, JF H AT AR IR IR A A
PR IG I ORIV BN TR RS R GV 010, R e w24l a4k Bt
P TR A AT ] AR N BRAB 1, B o S5 A ic AL B K . 120 SOE B RE B I & — 4 el
MR (BB RAR IR ) ASAS S A HA A I ) 2 k. 3
R T AR W 0 22 RS TR, DR e AE R 28 st 7 3, B adt 22 mT BAAE Dy L sl A
HIRAS R BEAFAE

[0077] ARSI FH AR TR “Uf ke Bl R 21 207 A2 g NS et R ERCHS ) 2 2L B R i 5
FIF- W b ke e B A S A . A2 — LSty s, FREUT A 2 2R it 142 IR D 321
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X GG R R RE o B e A 12 v A 2H 2R B AR DA S S IE SR TS AT AE

[0078]  FRIE_L N ST A HRARLE , A SCRIBUR) LSk A it B B B0 28« — AN 7« —Fp” A
“Brid” & S HOE A

[0079] MM PRAAMZ, B TR SCH T RE RS R St 77 A, PR L DL« | - oo 2
B A/ B CHEAR e R A I e RS T 5K

[0080]  ARTCAERGEVE A A AOARTE “Ail / 87 (Flan“AF1 / B B”) MAEALFE A FIB =
A B B ;A 31 Bo 28R, 75 K15 A OARLE “A1 / 807 (Ban“A. B A/ B C”) MR
DA st 7 s 4 —F A BRI C;AVB B C ;A B C ;A BYB ;B BE C ;A F1C ;A FITB;BAIC;
ACHEp ) sBCEM) ;A1 CCHM) .

[0081]1 2. NOTCH3 ¥4 /7%

[0082] " SCVESH A H ), A JBR R it 983 % 0 NOTCH2/3 Hidgk OMP-59R5 F BBUR % 5 184
[#) NOTCH3 KI5 B F K. 2 N & i 72, RE NOTCH3mRNA i [ Rk 35 5 N g i i e
) OMP—-59R5 #URK 1M A 3¢, (E 2, #H EL T NOTCH3 25 [ 33 5 VA J7 BU M 22 1] i +H S 1
NOTCH3mRNA 1k 5 VA J7 0B 22 T8) R 6 P 38 0 . 3 e 04 5 5k B3 N 7L gt i 9 AR 55 g e o
) 2838 B I A\ HBAH B2, J5 3 27, 7€ NOTCH2 B, NOTCH3 ik 5 it % OMP-59R5 597
S 2 A BB AR . ALl 7R N JHRR MR b, R W22 2] OMP-59R5 BUE A% 55 NOTCH2
FIE Z AAFAEAR A

[0083]  JE it 36 33 PR 400 it LA i B 1 ) NOTCH3 2R3 . NOTCHS3 ik 3832k 5 7 s 7K T LA
R NOTCH3 232k A AE 1y fik fi e BB 3 34T OMP—59R5 7 ¥4, W LA FH 48 i =% 7+ 735 ) NOTCH3
Fik (I NOTCH3 i 3Ri5 ) 5 fipse dht OMP-59R5 ¥a97 FIBURME (I8ITIhR) Z IR 5%
ek et BT IR I 1 7V . AE—SEIE LR, RTE “ A1) NOTCH3 3844 7, “ B4 hn (1) NOTCH3
FIR” FI“NOTCH3 it Rk ” FEA SR AT AT o 3B m] LLd I DL 7 VR 3R SR TT DRl
AN 45 L ed 4 B DA IE 5 5002 (1) NOTCHS 2R 38 B T~ T € 7K ~F- 1Y NOTCH3 3k A RFAIE [ ik
Jidee B AT OMP-59R5 J7vk . 7E e syt /7 s, T E ) NOTCH3 ik 7K~F- 1] BAJE X HERE
an (o BRAR AL ) AR SRR KT . FEREE st )7 =, T i NOTCH3 ZR% 7K1 1T LAJE il
JigE ) NOTCH3 1 R A7 B2k 7K, B3 A2 g i i+ 1 NOTCH3 2Rk 7K~ [ 56 95,9080
75.70.50.40.30.25 8% 10 F 7%,

[0084] 7 B8k S 7 2 A, 75 B8 3 1 TR JIR i R s 2R /b — oG i A1 g SR I A
NOTCH3 ZRIE/KFo FE—A5Lit 7 X, F+ 5 1) NOTCH3 3Rk 7K ¥ & 56 T 85 a1 Ji i w11
NOTCH3 H A5 i ik KT (R K - o 7 53— Szt 77 sUH, i 1 NOTCH3 ik /K- 2 46 T8l T
il B vF 1) NOTCH3 22 Rl 363 K S 19 45 95.90.80.75.70.50.40+30~25 B 10 B 401 £ 17K
o 7RSI Ty 2, BRI %) NOTCHS FR A B3R IA 7K 1 A2 g i i ee 4 7% i e « AU
HIT /BRI EL 4 2 B Figges AT FE R TR 1 S XV 1k B R A B e %) NOTCH3 HR AL
BERIEK- o 7EF st 7y 20, B ARIE A 1 NOTCH3 FRIE /KI5 95.90.80.75.70.50.
403025 B 10 7 430 B2 JoR I e e A B J e« IFFJUE RN/ B0bk O & e % i Jld e . oAy
Ji e B e 30 L M A B R M e o ) NOTCH3 2234 7K P %8 95.90.80.75.70.50.40-
30.25 8% 10 & i .

[0085] -2k siifi 7 A, T ) NOTCH3 RIA /K P A& 25 T 8 i T Pl e A i /K 505 1R
ACPEOT BT K o 7E— S5 00T, ARG “TUE FRifE 7 S REIKP 7 F0 X B 7K 77E 2R 3¢
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HR] DLE A A o AE— ANt 7 sH, THE AR e s L0 BEARE i (910, 075 i e 4t o )
it ELZRE Sl AN 2 TR i e e S i 4 ) 45 1) NOTCH3 RIA /K- o 75 53— S 7 3K
T A R T TR L B TR R R A P (A8, JBRE A R A AR R IR/ Bk B &
AR AN ) FORE S A5 9 NOTCH3 RIAIK o 78 X — 31 77 20, TE An il R s e
B M e g &4 AR AR A ot A5 1 NOTCH3 R IA KT, Forbr, Fiv I i i Jie 78 20 Pt % NOTCH 41737
#1) (41201 OMP—-59R5) Y& 97 TG . o 7F X — St 7 CH, T Ao 1 R 7 706 75 e e 4 P 1)
FF fit 45 8 NOTCH3 232k 7K1, Horpr, Jir 3 JER Mg fif g 4 A % NOTCH 47| 5%1) (47 71 OMP-59R5)
BIT AW AE 55— St 77 2, T bR e 2 20 3 A M Z A 1) NOTCH3 RIAIKF o BTl 4
L AR AT R RE S o BT 0 i AR I W] DAZE B 2H R AR 1T R IA NOTCH3 . 7 JE 26 ST 77 =0
H, NOTCH3 2128 i 90l b 14 B 2 RE /K P 2 SR e vh - (80, i JU s A R I o g Ok
FI /B E 2 e A P M g P A Tk e e A ) 1k B R R 1 SR R R ) (1) NOTCH3
FLR IR KI5 95.90.80.75.70.50.40.30.25 B¢ 10 F /- Hi k.

[0086]  7E 25t 77 3K A, 2 15 35 10 2 2 — SR JU v R 44t g DA T v 1 7K P 3R 8 NOTCH3
i, % B 1% B LLBEAT NOTCH #H1575) (540 OMP-59R5) 577 Xt % £ & 147 NOTCH i 71
({5l OMP-59R5) ¥A97 . 7EHEEEs 7 S rp, B35 1 2 /b — SE R IR i Je 40 i LA S5 T8l T
SRR 7K 2R IA NOTCH3 o 78 Bl 5 5 2, R85 110 22 /0 — S ol g g &4 g DA 55 T B
i T JE s H i NOTCH3 A o7 23R 18 7K1 (1) 7K~ 3898 NOTCHS . 7E JE e s it 5 =, i 35 11
22 /D — S i i Jir e 4 A DA S T B T g e R ) NOTCH3 JE R Rk (1) 36 95,9080, 75,70,
50.40.30.25 8% 10 F 1 #7K 38148 NOTCH3 . 7EFE8e st 75 s, B 3 1 25 /0 — B i i
JIr R A4 A DA S5 T B T R s H ) NOTCH3 ZE PRI 3R 156 25 B /AL 2 /K~ 38 3% NOTCH3.
TE RS szt 77 20, BRI 28 /b — S ik it e B 4 Bk DA S 8 m T S UK P E & T El s T
Fi A g AR MAML2 A A2 B3R IE 7K P B 7K -3 T8 MAML2 . 7 — AN St 77 30k, d 35 3 DAt
1T OMP-59R5 A7 BN & 3E 4T OMP-59R5 69T o 1E 55— Sty =N, 18 i 35 L AT Hidk
YRIT BN B AT HURIR T, Frid Bk 2 OMP-59R5 (1] 6 A4~ CDR Al / B AT AF[X .

[0087]  7E 2Lt 7 U H, 24 B 38 1) A8 /b — S Je JUg 8 48 i B B9 7% (19 NOTCH3mRNA 7K ~F
SFEET (D) K. (2) B J ) NOTCH3mRNA FHAZBUK - F1 / 8% (3) fif fige
f¥) NOTCH3mRNA 7K ~F ) 55 95.90.80.75.70.50.40.30.25 B} 10 B 20 A7 Bk, %1% 5 3 DA
BEAT NOTCH #0175 (5121 OMP-59R5) ¥4 YT BXT 1% & 347 NOTCH #1157 (5141 OMP-59R5)
16T o TEFRE St T =, B B &b — SRR R 4R A L A S T s T s R (o,
JHFFD / Bk 0 48 2 A% J i v ) (%) NOTCH3mRNA 7K SV (1) 585 25 T 457 £ 1) NOTCH3mRNA 7K
TE RS st 77 20, BB T A8 2 — S R R P 4 & &5 T El s T S UK SR T S
T i i 8 T ) MAML2mRNA A7 507K 7 i) MAML2mRNA . 7E — 4SSzt 7 2, i 356 i DLk AT
OMP-59R5 ¥4 77 A f8 38 HE4T OMP-59R5 7697 « 1E 7 — STt 7 =0, 1 8 8 Dt AT fuiiia Ir
B B FH AT PURIGYT, TR PR L8 OMP-59R5 1) 6 /™ CDR Al / B AT AR [X

[0088] 7 bkt 77 3, 24 A I A8 b — st e R 40 I  # 19 NOTCH3 25 1 /K
ST uET (1) SRR (2) B ) NOTCH3 & A AL BUK T A / 8t (3) i b
f¥) NOTCH3 2& 4 7K~F 55 95.90.80.75.70.50.40.30.25 B, 10 A7 i, e i% i DLidk
47 NOTCH $#il55) (540 OMP-59R5) R JT BX 1% 8 & 34T NOTCH #4171 ( 51401 OMP-59R5) VA
JT o FEAFE STt 77 T, A 1Y) 2 D — S i e g A e 6, 45 T Bl T IR e v (g, I
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FIEFR / Bk T 5 3 A Tl ) %) NOTCH3 8 /KPR 28 25 1 4367 £ NOTCH3 & 7K
TE RS st 77 20, BB T A8 2 — S R R PR A i & &5 T El s T S UK S T B0m
T B i v 1) MAML2 25 13 A 3K S MAML2 B 1 . 78— NSty 0, i 33 5 3 DA AT
OMP-59R5 ¥4 77 A 838 HE4T OMP-59R5 7697 « 1E 7 — STt 7 =0, 1 38 DLt AT fuiiia Ir
O B FH AT HURIGYT, FriR PR L8 OMP-59R5 1) 6 /™ CDR Al / B AT AR [X

[0089] A& NOTCH3 7K~F Bl HoAth Fir Sy (I 3 1R / ZE R =4 (51 1 MAML2) (R IE 7K (1) T
RALFE BENS AEAZ IR B AR 1 /K P B € NOTCH3 FRIE KT IR J7 i ML 07 v AE A 45t 2
BHNHT, FE HALFEE AR T8 5T B0 2 | BRI S % I B e (ELTSA) « S8 Ui vE - Sl e e
WA A e Ak (THC) ZBR Z% SZ HR KL BRI 4% 5 7 0 LB 16 7732 (45 PCR B
qRT-PCR) \RNA B LR TUBES  FE R KL R0 73 #fr (SAGE) i@ & i il (MS) ¥k 9t
EMRY (WTSS) K472 4 M7 (MPSS) | JR A7 2 5 F1 RNA E[IE

[0090]  JBk e A ) NOTCH3 (1) A 57 i B 71 4357 30 7K1 1T DAAE AT A B A S 300 & i
1R R i R824 i ) NOTCHS R SR i o« 7E 25zt 7 30, NOTCHS 1) 2 4> IA K F
[ I o 7E 53— s 2, R e oK) NOTCHS F#) A 57 5Bl 1 A7 B0 ik /K 1 78 i i
F BRI NOTCH3 i /K ~F 2 B 5E -

[0091]  FE— ANt 7 =0, 76 B AR 5 Al & NOTCH3 RIA o A By FH IR AE “ S AR i
JE 4B AT LU tH H A ) NOTCH3 FRIA 7K P BAEARTAE it , B HE AR A AL 2R Bl . b 2R B A4 E
) S A FE AR AN R T I 0K E23 PR SRR (gynecological fluid) EAE FKFIER Fr o
SRR AT DL IS 2 MR B TRAT . WO B AL il I 7 52 ARSI A R o RS
e Sy U, B AARE R R MR R A 7R e Sy =R, B AR R DU [ E R
it 900, AR Sh AR E A SR (FFPE) #Fdh, B REE

[0092]  7EA4F e St /7 A, NOTCH3 [ IA 7K F7E mRNA 7KF A, i 2 mRNA Rk 1) #%
Fh A FEAE AR T 52 B SERF PCR (qRT-PCR) B4 51 43 BT 3[R 3k & 5143 1 (SAGE) 4%,
7 e szt Uy 3QA U 8 4 A A Y mRNA 7K F 52 & S PCR (qRT-PCR) B AR 51 43
MrsRHfE o« VF 22 2 IAK I 7 V245 FH 43 5 1 RNA . B DA AR AT A mRNA £ 43 55 33047 16 5%
1) RNA 73 B H AR R M\ B A it 4l 4k RNA (2 W51 T Ausubel %, 1999, Current Protocols
in Molecular Biology(John Wiley&Sons, New York)). H4b, n] DA B A A4 AR N G
PRI E AR LR 5 A PR = 20 230 I, 10 Chomezynski Fi—20 RNA 73 8578 (S LH 26
4,843,155 5 ),

[0093]  ARAE “HRER7ETa Be Wik Vet 5 45 ) 48 i I BEAR ) 70+ (40, NOTCH3 %
PRI SEA ) S G WHEM ¥ o TREF W HARSUSE AR N ST H S ARG R 80F H 6
A o PT DL R R B vt i A AT A AR . AT FAEERET (143 1 10 Se g e ds(H
ANBRT- RNALDNALEE i (BLFE K ) SRR AL+

[0094] K E Jig Mg Jie J88 201 9 1) NOTCH3mRNA W] DLAE 24 A2 5y 48 0 5 vk 00, Fir 3 0 5 A 45
{HASFR T mRNA I /5772 - DNA B RNA B335 73 B 585 B XS N 7 B AR BB 41 FH Al
mRNA 7K [ — A J7 V2 A0 45487 23 25 1 mRNA 422 i B& 6% 5 458 o ) 265 AT Pfr 24 13 7 mRNA 2% 52 [P A% R
P CERER) o IR RZERIREN 7T LG B 4= cDNA B H:— 384y, Bl tn K oy &/ 7.15.30,
50100250 Y 500 MZE R 1) A% TR, I H 2 DAFE ™ 2644 5 9% 55% NOTCH3 1] mRNA B,
BRI 2 DNA 5 e Pt 22 52 . mRNA 5 4R 8T 1 458 38 BH BT DGR B B R IEAE 3Rk
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[0095]  7E—Siiti /7 =, K mRNA [ 2 75 [ AH R T b 35 PR e, 45 2, J8 e A5 40 29
1) mRNA 7E B JE B B s b FLIK, FR45 1% mRNA MBS #6 42 BB RS BR 4T 4 RS . 7EBAR
PRSI 77 20, K BRAE] 2 7E [E AH 2 T _E IR mRNA 5 EREF A, 51 W15 Af fymetrix J A
FrBE%) (Santa Clara, Calif.) A 4REN M. T DAZE 2 Husxt LT mRNA R A BE T8 24
DA o 00 ke Ji 9 4 B HH 1) NOTCH3mRNA
[0096]1  FH 4 I AF & B 19 NOTCH3mRNA 7K ~F 1) & AR 1 77 Wk B FE R R ¥ 16 1 72, 1
8 3 RT-PCR (Mullis - 1987 4F 7€ 36 [H % F| 28 4, 683, 202 5 1 42 (1) 55 5 S i 77
X ). i B W 5% X Ik W (Barany, 1991, Proc. Natl. Acad. Sci. USA, 88:189193) . [ 4 ¥F
¥ %1 & ] (Guatelli, 1990, Proc. Natl. Acad. Sci. USA, 87:18741878) . ¥ 5 ¥ ¥ & 4;
(Kwoh, 1989, Proc. Nat1. Acad. Sci. USA, 86:11731177) . Q- B 4 il B (Lizardi, 1988, Bio/
Technology, 6:1197) JEZNIHAE | (Lizardi, EEEF] 5, 854, 033) BALT HAMAZERY 1 77
ERBAT B B AR AR5 A A AR N A R AR AT B 1 . 0 SRR
3 F ULAE TR B EARAE , WX LRI 77 S0 T il 1X LeAZ 1R 43+ 10 & el A H o AEA K B
(R4 2 7 T, 38 I 5 1 K ¢ ' RT-PCR ( Bl TaqMan® System) >R PEAd NOTCH3mRNA 7K~F- o
J7 V8 A FEAZ R 5 0, Z B WX AL T NOTCH3 R N 16 PN &5 - I o 1155 40
FI B e I AL T R 5 WD B 7 ¥ A A AN
[0097]  FE—/SLiti 7 s, A8k B R AL IE & T FH € & RT-PCR i & A% it 7 1) NOTCH3mRNA
KFHI B . i)y b, SIAEE =My B2 ERR, 74 SEQ 1D
NO:35.36 Fll 37, 7E—/NSZjifi 7 A, SIWA S =Fhor B0 2 %8R, B35 55 SEQ 1D
NO:38.39 Al 40, 7E—Asiti /7 X, SIA B S =Moo B2 ZER, B4 F %) SEQ 1D
NO:41.42 Fl1 43, 75 55— 5 T, A & BHFE A ML 5 A 1) NOTCH3mRNA FRIA7AE 515, Firid J7 7%
A5 BT R AL S £ 5 SEQ 1D NO:35 ~ 43 H I FHI 2D — M B 2R A
FEALRI 5 P AT T 32 AR IE qRT-PCR F2 7 XS K i+ 9 NOTCH3mRNA 7K-~F-3E47 7€ &
[0098]  FEASJ B — AN st 77 = A, A8 F AR 41 SR A o 2B P i o 39 NOTCH3mRNA 7KF-
T LT B, W B A S T 1% H R DNA A% 27 A — o [ sk 008 k8 2 PR et
X BT RV B 43 A [RIERAZ 1K B A% IR R SRR K I 7 v o AN PRSI I 2
] A 28k 1 1) S22 ] P IR S ) 4 SRR T 2 . A 28 hm 1 Y RNA B DNA 7ERE 1) I 5 B AMRE IR
225 SR JE 1B I B WO SR A I o B 2 B S b SR B AR A SR, ks L A A R A X
FERFIAKFHEREM. ZWEEEFE 6,040, 138.5, 800, 992 1 6, 020, 135.6, 033, 860
DL 6, 344, 316, MR 51 EAT IR 0% B A% BR B X T e S K &
RNA F¢) 35 [R) 0k 18 11 5 4 0 6
[00991  ASF LI G BT V2 6 X e B 3] PR 4 A 3R T4 o 26 |E R 28 5, 384, 261 51,
AR S A SRS BRI ST 1 PR A1 R 10, {H 0T ULE J LA AT R 1 2 T 3%
PR 2 ERM EHIERES . FEFITT DR T ER VB R AR A4 (BIanJesr ) (B
BT AR A 18 5 B IKEZ IR, 2 036 [E LR 56 5, 770, 358.5, 789, 162.5, 708, 153,
6, 040, 193 1 5, 800, 992 5, 7E il I 7 5 ¥ HAg — IR #B 2 3IE AL 7] LLUAZE &2 iy
Fa I (all-inclusive) 36 B M HAREAE R 7 XRALLFES . 2 WL an 38 [ L) 2
5,856, 174 A1 5, 922, 591 =, i@ iT$& 51K HIF AL,
[0100] N9 4 AL o NOTCH3 2 11 7K1 1) 75325 ] DAL G A il AR P04 i NOTCH3 25
22
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WIAFTE FEAT T i BEER TV RIS A J1 0, I BAAFE(HANBR F 25 11 53 EaZE SR G BN 325
ELTSA S PUIE s 5 T sNAN PR L e 4 g b 2% L g i ik (THC) A o e Fass
W5 73k LFshdi T s UL B 34k 7 Rt 47 . 456 NOTCH3 [RAT AT IX 3k ) p A T FH A5
I3 B Aar il 77 vk o AE— ANt 7 2, 48 THC A 7€ b A i A %) NOTCH3 28 7K.
(01011 A TR HTAR L A AR R A SR A F . 5 NOTCH3 & 1 45 A I Hi g nl BAfE
FAAR 23R A I, B i Ak 2 350 72 AR A S 5, 145 5 06 BT Bk 45 & /K, FF R
X RLT NOTCH3 & I HI7KF o AE— AN St 7 =0, 8 5 3 An id i SR SR B R — Pk
Myithds G WA EAEVN LB EFEEAR TR EY - AKXy . XREEE5YH
(1) B T AL TR — PR g A 3L A ) B R BR UTRL, Bl = AR 5 Bl GV E I R AR 1 3R
TR TP XS L A0 B G o R Sl OV PRI A 5 R I S A 0 (HRP) R BBV W BRI (AP)
Al DA R T B o AR R R G ke S it AR R BH K U7 ¥, 49 Wl Dako  Envisiont R4t (Dako
North America, Inc., Carpinteria, Calif.) Fl Mach 3 & 4t (Biocare Medical, Walnut
Creek, Calif.).

[0102]  Hifdah &l vl DU Sk S ml A i 4 B AR IR A it o A D47 ot 1) S 491 0 4%
SR A SOCARE RO R AV RO IR RTBUR AR o i ) i ) S 41 B FE R AR
S EAL VI I B ER . B — - FLNE TR B £ R EE A 5 A I8 B4 2 R S S A FE
PUAEEATER R/ AR ULRPVEMRED /AR 5 1R S5 655 <P T i |
WHEFRFEIR KN R D P R G R B EER L E A s R B RS
B AFEEKTE AV RO EA BB LG R B BB R AR B R GE B 5 A& R
PR RS EE T TS B3C°H,

[0103]  7E— Nzt 77 20, NOTCH3 25 [ (1 7K P58 F 4 7 P 45 & NOTCH3 FIAR 71k A 5
AR J 73~ Hi S0 NOTCH3 FEIARE SR 25 1 49— SIS AR TS ] LU SR e A5 o+ | NOTCH3 & 1 17K
Vo FrRMEAEFIOIEEARTHUE PUERM M Z TR (FlanEds ) o ARSUIRE AR
N GRER A, 3@k F TG NOTCHS 85 11 R 5 I 5 R A 2 P 75 (AR S MR . i, 7R3 K
BT 2R RaE 2 hn 77 (Gl e B epds ) &, v BLE A BE 5 424 NOTCH3 X 5
NOTCH3ICD ¢ 45 & k) .

[0104]  7E—/Nsiiti /7 =0, NOTCH3 85 [ /K P8 F %5 NOTCH3 £ 4 S 14 1 B A ke o2
185 —SEiti 7 R, PR SR BT AR . NOTCHS 4% S M AR v UM A St R A 5 &
SRR 77 A . 2 WG H0 Tagami 25, 2008Mol. Cell. Biol. 28(1) : 165-176. NOTCH3 %
SEMEPUARIE T LLSR E Sk IR . 2 0L R&D Systems, Fi A NOTCH3 £ wif#Hifk, Hat 'S
BAF1559. 1t NOTCH3 Ui nl LS B 5w BE Uik« 2 v B PR« NVRAL Bk . A PUiR & Bk sk
HpulRds& R B £ X —9uiti )7 20 &bk 5 e A 4200 5 1) NOTCH3 455 7
GhE . LSRR T DUR AR R DR S B L ZRE o 1% AL SR S T D A i R L R
[0105] 3. NOTCH #5151

[0106] A W) 7 4L 53 — J5 THI /& NOTCH # 57 ( 51 4t NOTCH $i4A ) fE35 77 NOTCH3
FIEIKT OS2I 5 1) B e BB 8 PR O SN o 8 R 2 S 5 5 HR, NOTCH 11571 /2 371 NOTCH
Puik. (EFELe STt 7 20, $T NOTCH Huid iy s 1t Hh 45 & — Fh ek 2 F0 A NOTCH 32 {4 1) EGF10
Shir i (B EGF10 S5 M3 IS0 ) o« 78 e st 5 20, HT NOTCH HiAARRs = 1 Hh 45 &
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NOTCH2 f#) EGF10 A1 / B{ A\ NOTCH3 f] EGF9. EGF9 /& A NOTCH3 P f¥] EGF, J: 2% [7] T Hifih A
NOTCH %%44& NOTCH1 .NOTCH2 #1 NOTCH4 71 ff] EGF10. 7E— 652 jti J5 1, 47t NOTCH Fifd i Sk
i 254 NOTCH2 [ EGF10. £ —2657ti 77 30 b, $it NOTCH Hifa s = 1 Hh 45 & NOTCH2 [ EGF10
A1 NOTCH3 fJ EGF9. 7E— b5z 77 2, 1 NOTCH Hifdchs 7 h 454 NOTCH3 ) EGF9. 7E H:
fib 52t 77 20, Bt NOTCH Bt A5 & NOTCH2EGF10 P4 [¥1)7 41 HKGAL (SEQ 1D NO: 1) %&b —#
Gy FE—LE52E 75 e, T NOTCH U445 4 NOTCH3EGF9 P[]/ 41 HEDAI (SEQ 1D NO:2) [
/by 454 NOTCHZ FI NOTCH3 H7s Bl PEGT ik T 26 [ A 8, 226, 943 7, L 4%
T4 HAEEAR IS

[0107]  FERELest 7 =0, ml AT AR B (1) 7 R it NOTCH Hiia s B4 5 A\ NOTCH2
A1/ B, NOTCH3 fI&h & o 7E— st 77 20, 1 NOTCH HpAR M H| B iA 5 A NOTCH2 4 & . 18
— b5t 5 2, HT NOTCH FiAA #1445 NOTCH2 A1 NOTCH3 By 4h & . fE Hoth szt 7 20,
Pt NOTCH HLikfi B fA 5 NOTCH3 HI4h & . 7EHR sty =, B4 2 DLL4. JAGL B JAG2,
78 HoAth Szt 77 2 H, $70 NOTCH FoAR i A NOTCH2 A1 / B NOTCH3 FIf5 545 5. 7 —LesTiii
75 20, $t NOTCH $iA4 4] A NOTCH2 HIfE 4% 5o 1285277 20, $it NOTCH Hif i)
NOTCH2 H11 NOTCH3 HI{E 5 4% T o 7E HARSL 77 20, HT NOTCH HiiA 4] NOTCH3 {5 ‘5 1% F .
7E— 265t 5 A4, NOTCH2 A1/ B NOTCH3 {5 S4% S5 il DLL4. JAGL BY JAG2 i 5.

[0108]  7E 365t 77 b, ] FH T AR & B 1 07 5 R B Pt NOTCH i 4455 = 1t b 25 &
NOTCH2 1 / B NOTCH3, Herr, frid Hifa 5 : (a) £47 SSSGMS (SEQ ID NO:3) HJ=EE%E CDRI,
£9,7% VIASSGSNTYYADSVKG (SEQ ID NO:4) )= %% CDR2, A1 / B0 STFYTT (SEQ ID NO:9) 1)
4 CDR3 ;A1 / 5 (b) 4 RASQSVRSNYLA (SEQ ID NO:6) f%2%% CDR1, £, 2 GASSRAT (SEQ
ID NO:7) (%2 %E CDR2, A1 / B A2 QQYSNFPI (SEQ 1D NO:8) %4k CDR3. 7E—L&sijif /7 5
o PR < (a) A8 SSSGMS (SEQ 1D NO:3) [ EE 4 CDR1 BRI & 1.2.3 B 4 MEF R
B M (A8 A, 405 VIASSGSNTYYADSVKG (SEQ 1D NO:4) ) # %% CDR2 B HA 7 1.2.3 8§
4 ANy LR B e AR AR, A/ B0 & STFYTT (SEQ ID NO:9) K EE 4% CDR3 B H AL 1.
2.3 B 4 MR RS AR R A/ B (b) 7% RASQSVRSNYLA (SEQ 1D NO:6) [1#2
% CDR1 BRHAULE 1.2.3 B 4 MRSF ISR B #1244, 192 GASSRAT (SEQ ID NO:7) [
1255 CDR2 B AL 7 1.2.3 B 4 MRS R LR B 4 AR 44, A/ B2 QQYSNFPI (SEQ 1D
NO:8) [%%E CDR3 B H AL 2 1.2.3 B 4 AMESF I L B B e (K A8 1 .

[0109]  7E 3 25t 77 b, o] A T 4% & B 19 77 3 o0 B9 Pt NOTCH i A4 455 = 1t b 25 &
NOTCH2 1 / B, NOTCH3, A, Frid ARt & : (a) £17% SSSGMS (SEQ 1D NO:3) ) Hf# CDR1, 4
& VIASSGSNTYYADSVKG (SEQ ID NO:4) ffjEE4%% CDR2, I / B4 GIFFAL (SEQ ID NO:5) [
‘% CDR3 ;A1 / 5 (b) 17 RASQSVRSNYLA (SEQ ID NO:6) ffJ%2%% CDR1, £ 2 GASSRAT (SEQ ID
NO:7) frI%2 %% CDR2, F1 / BUAL 2 QQYSNFPI (SEQ ID NO:8) fr)%4% CDR3 . 78 F e s i 5 R, #71
e bS5 & NOTCH2 o £E— 28 st 77 20, Ak (a) A7 SSSGMS (SEQ ID NO:3) K]
HHE CDRIL B A5 1.2.3 B 4 MRS AR B e A2 44, 415 VIASSGSNTYYADSVKG (SEQ
ID NO:4) [y 55 %% CDR2 B H A0 & 1.2.3 8% 4 MR 7 ME & L R & e i A8 44, A1/ B &
GIFFAT (SEQ ID NO:5) fEHE CDR3 BRI AL S 1.2.3 B 4 MRFPER LB S e A8k F0 /
g (b) 7% RASQSVRSNYLA(SEQ ID NO:6) M4 CDR1 B H AR 1.2.3 8L 4 MRSF 2 IE
FR &5 ¥ A5 4, 3,5 GASSRAT (SEQ 1D NO:7) [M%2%E CDR2 BRI AL & 1.2.3 B 4 MRFHEE
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LW B B (AR 1A, AT/ BA 4 QQYSNFPT (SEQ 1D NO:8) [#84E CDR3 sy HAU & 1.2.3 8k 4 4
TRSF VR LR B 4 AR A

[0110]  7E 325yt 77 b, o] FH T AR & B 1 07 5 R B P NOTCH i A4 455 = 1t b 25 &
NOTCH2 A1 / B, NOTCH3, HH, Frid ARt & : (a) £17% SSSGMS (SEQ 1D NO:3) ) HfE CDR1, 4
& VIASSGSNTYYADSVKG (SEQ ID NO:4) f¥) 4 CDR2, Al / 5 (G/S) (1/S)F(F/Y) (A/P) (1/
T/S/N) (SEQ ID NO:10) fJE %% CDR3 ;41 / 8L (b) 97 RASQSVRSNYLA (SEQ ID NO:6) )#2%E
CDRI, £ GASSRAT (SEQ ID NO:7) fJ%2%% CDR2, Al / Bif0 4 QQYSNFPI (SEQ ID NO:8) A%z
4% CDR3 ., fE—tbsijifi 7 sy, Pk & 44 SIFYPT (SEQ ID NO:11) fJEE#% CDR3. 7E—Lbsk
Wi 75 A, FUREL &5 SSSFFAS (SEQ 1D NO:12) 4k CDR3. 78 HoAth siziiti 7 s, ik
& & SSFYAS (SEQ 1D NO:13) FEE4E CDR3 . 7F H 2651t /7 s rh , JiAARE & & SSFFAT (SEQ
ID NO:14) HE%HE CDR3. 7E—L&sLji 7 X, HUiR & &4 SIFYPS (SEQ ID NO:15) By HE
CDR3. fEHAth st 77 s, PLiR B &4 SSFFAN(SEQ 1D NO:16) [ E %% CDR3.

(01111 FEHLL sy =0, v T AR B 73 R 4T NOTCH Jifs % : (a) 5 SEQ 1D
NO:17.SEQ ID NO:18.SEQ ID NO:19.SEQ ID NO:20.SEQ ID NO:21.SEQ ID NO:22.SEQ ID
NO:23.SEQ ID NO:24.SEQ ID NO:25 B¢ SEQ ID NO:26 E.A % /%) 80% 41 A — 1t frt) BE 4%
X (BAESAREESF) M/ 80 (b) 5 SEQ 1D NO:29,SEQ ID NO:27 8¢ SEQ 1D
N0:28 B Z/02) 80% 74 A — iR aEn A X (AFSARAESTH) . (ERLLSE
772, 1 NOTCH Hifacdr F 1 45 & A NOTCH2 A / B( NOTCH3 . 7E— L85 J5 .1, 37t NOTCH
PUARE 4 A N NOTCHZ . 7F — 28576 77 :UHP, 31 NOTCH #4445 & NOTCH2 A1 NOTCH3 . 7E
HoAth Szt 77 20H, $T NOTCH PufAc 4 & NOTCH3 . 7E F- 25t 7 20, 71 NOTCH Fiii & 5 SEQ
ID NO:18 B¢ SEQ ID NO:17 B £ /%) 85% & /041 90%  E /D% 95% . £ /b #) 98% B4
100 % 741 [F] — MR S m] AR [X . 7E 3L st 77 x0H, BT NOTCH $itfA &5 SEQ 1D NO:29
HABEE/DZ85% 2 /0%4190% 2 /0Z195% /027 98 % 8K ) 100 % 741 | — 1 ) 42 B v] A8
X

[0112]  FEHLLsf )y =0, v T AR B 73 A 4T NOTCH Jifs % : (a) 5 SEQ 1D
NO:30.SEQ ID NO:31 & SEQ ID NO:32 B %/ D% 80% FHFE—MHERE (AEHAEE
S5 F4]) /8 (b) 5 SEQ ID NO:33 B¢ SEQ ID NO:34 Ef5 & /0% 80% K4 [F— i
BEE (HARAEAESFH) . fEREszE 77 00, HTNOTCH Pk & 5 SEQ 1D NO: 19
HABE /DY 85% . 2/0%)90% 2= /0%) 95% . /0 %) 98 % 8K %) 100 % 741 [R]— 1 ) T 5 , A1
55 SEQ 1D NO:28 H A FE /%) 85% E /D% 90% . /0 #) 95% . F /0 %) 98% 5 %) 100% 751
A —PE R . e e sty 20, T NOTCH JiiA 4 5 SEQ 1D NO:30 B £/ 85%.
F/bY190% FE DY) 95%  FE /D2 98 % ) 100% 741 [F]— M B 4%, Al 5 SEQ 1D NO:28
B E /DY) 85% /%) 90% /04 95% L /4 98 % BT 100 % J 41 [7]— 1k i 48 4t
[0113]  FEHELL sy =0, v T AR BRI 7% HR 4T NOTCH Hifs % : (a) 5 SEQ 1D
NO: 17 B 2 /02180% 74| Al — R BHEE R A2 X ;A1 (b) 5 SEQ 1D NO:29 BA5 £/b#180%
JEA Rl — PR AR s nT AR X, E R s 77 =0, Bt NOTCH $ifa s -5 SEQ 1D NO: 17 BAf
/2 85% F /D21 90% B2 95% ( F /02 98 % 5L 100 % /7 51 [R] — 1 i L T AR X
L SEQ ID NO:29 HAHZE /D% 85% . &/0%) 90% . 2/0 %) 95% /0% 98 % 5% 100% 7
HI A — 1 R v AR X
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[0114]  FEFELestE 7 b, T T A B 7 Fh 40 NOTCH HiA 15 59R1 162 Fufak .
H 59R1 TgG2 Pl s B IEA HH 59RT TgG2 P ik, Ak 59R1 1gG2 HLid L 437 B SEQ
ID NO:31 #1133 R/RHIEEEM S (AFHRARAESTH) , B3 AR AR AT 2291
2T 2008 45 10 H 15 H ARy B LAY BE 72 R 0 (ATCC) (32 9525 Je W 5 44
B BT K220 10801) FE4e PRy 5 PTA-9547 1 DNA Zwfid .

[0115]  FERLLLsE 5 X, w4 K B B 77325 1930 NOTCH AL 59R51gG2 Hifh.
FH 59R51gG2 P4 i B A 59RE1gG2 P pl, Frid 59R51gG2 HLA AL & 437l i SEQ 1D
NO:30 f1 33 KR EFEM RS (A AEARAESTFH]), 83 H T 2009 4 7 H 6 HIRE
£ ATCC F:4 4 & Rk ‘5 PTA-10170 [ DNA Zifid . £E =St 77 =0, v R AR B 1 77 12
WP NOTCH HTiR A& 59R51gG2 Pk B EE M e ( AA ARG ESTS) o 7EHELEsE
Jiti 5 AR, BT T AR & B 1 5 3 FR 4T NOTCH 44 2 59R51G2 Fifh« 5IR51gG2 HiilfE AL
HIEFR )y OMP-59R5. 5T OMP-59R5 Hifds i) HoAth A3 8 /] I T3 a5 [ & ] 8, 226, 943 v,
W 51 H AR IR ANA R . fEEE LR 8, 226, 943 1, OMP-59R5 HUAAIE % FR N “ 59R5”
8% “59R51gG2 Hifk”,

[0116]  FER: e )7 S, v FH AR BB 77 4 B4t NOTCH $itik 55 & SEQ 1D
NO:18 W EFE AT AR X A1 SEQ 1D NO:29 W24 T 47 [X i hiik 5 4+ 5 N NOTCH2 1 / 8%
NOTCH3 [HRE St 4 & . R e sy =Uh, Pk 5 59R1 1g62 PrikfERe it s & s,
Frik 59R1 162 Hifkfu 4435t SEQ ID NO:31 fil 33 KB A MZsE ( AGNAES
G FH), B T 2008 4F 10 H 15 HARJEAE ATCC H-# $i5 2 {5 PTA-9547 [#) DNA %
B, 7F—esiti gy S, Pk 54 5 A NOTCH2 454 . fE—Ssuifi s b, Piihmd 5 A
NOTCH2 A1 NOTCH3 45 - 7EHAh S 77 N, Ak 54+ 5 N\ NOTCH3 (U456 -

[0117] AR et J7 s, v] FH AR BB 77 3 B 4T NOTCH $itik 55 & SEQ 1D
NO: 17 W EFE AT AR X A1 SEQ 1D NO:29 iy 24 T 47 [X i hiik 5e 4+ 5 N NOTCH2 A1 / 8%
NOTCH3 HRESF e & . fE—Lesi )7 =, Pufk 5 59R61g62 PR/ Rtk 5 A s dr, B
I 59R51gG2 HiAR M 43 B H SEQ 1D NO:30 A1 33 /s i S M0 4% , B i T 2009 4 7
H 6 BRGAE ATCC FE4 46 72 585 PTA-10170 ] DNA Zfi. 78 —2esiiti /7 S, Pk s 4
5 N NOTCH2 145G o 7E 25y U, Hifk5a 4+ 5 A\ NOTCH2 #1 NOTCH3 HI4h& . £ HAh
S 77 =, Bk sE 4+ 5 N\ NOTCH3 HI45 4

[0118]  FEHELL sy sH, v F T AR B 7 HR 4T NOTCH fifd /g 1961 Hufiel 1962
Pofk. 7EREEEsTiE T b, PridoR Borg BEPUIA . 7R R s 77 U, ko A PUiRs N E L
Pudk. FEHEEEST T A, PrigkE ik A B

[01191  FERELLsi 7 =0, nf A T A BH (1) 5 HR BT NOTCH i pir & & 1R A7 5 59R1
8 59R5 HLAK RN A R EA HS .

[0120] ] FH-F A & BH 4 5 32 v 1) 50 NOTCH HodAk ity e Ath Sz £ 55 | & 1) 8, 226, 943 R 28
FE, AR TR AR IR AR

(01211 7E RS 7 XA, v F T A% A B 5 32 R Bt NOTCH i 44 =2 45 53 M b 15U A
NOTCH SZ AR I RURs St pifd o XURE S E DU BRI R S ME R B 45 & 2 DM AN [ 3R
REIPUAR . FE—A szt 7 20, OURR S 3% NOTCH Hi A S 1 #8931 7] — A NOTCH 2244 4
WA RAL . 75— A5 7 3R, XURE S PE BT NOTCH F R4 S iR 53 A NOTCH 524k Y
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(R [F) AL AR [ i) N NOTCH 3244 _E R [F iz

[0122] B, 76 F e B AR St 77 s rp, w1 A T 4% I B 19 77 92 H 4T NOTCH HrofA A & X
KSR

[0123]  FERLLLsE 77 Kb, v T A B 1) 5 4 A 4T NOTCH fofds & Bss st idd . 9l
i, e S 7y S, Uik T & i — AN NP S G AL S S A R A5 S A RN —
FhEl 2 Fp N NOTCH 5244, 75 F s 7y X, JLRe 5T NOTCH Hiik Bt 45 A 47 4 &
BCRENS 45 & — b B RR . =Fh U AF A NOTCH 2244,

[0124] 2% B K J7 92 1K) 53 — J7 THi /& NOTCH 155 (5 andt NOTCH $i4k ) 7616 77 Jik i
R . 7R st 7 SR, NOTCH # Fl2 v /BRI dI . T v — 0 WA B4
il 55 B % 7 1 NOTCH 32440, PR it Ll ik 1 H0M e sy — 43 S8 1300 1) 551 140 e e
RN, 5, BRI Y — WA BN H ) IL-X (cbz—1L-CHO) 7E Ras 4k it 5l £ 4k 41 i 2
7 B A NOTCHL A 58 P4 Bt RSO T8  1 o 408 H00E, 76 R B /0 B AR 28 2589 R0 1= I 18 A 9 7 4
MR A/ B M EY S, =K v - 5 B 655 (z—Leu—leu-N1e—CHO) 1 il Ji g A= K
(Curry CL %%, Oncogene 24:6333-44(2005)) . FH =k v — 43 WA B0 75 N-[N— (3, 5—- —
AR OB ) -L- N R B S- KRR H R B BUT 2 EE (DAPT) #EAT ¥R 7 B 7E T-ALL )
W A o G BB B 4 B R AR G B 3 kD 15 T GO-G1 4 A ] BA BEL A AN T2 (07 Neil
J. % ,Blood 107:781-5(2006)). 55 —# v — 75 WAEGEHIHI 7 — K IFHE L4 Bos
7 Apc—/—(min) /I 5 7 38 JiR v J0 k) 1 Bz 40 i 386 4 9155 S AR T 41 i 404k (van Bs JH,
% ,Nature 435:959 - 63(2005)) . IR, B =k v — 0 W4 B #0771 2% NOTCH3 4% 57 1 /)N
T RNA 38 1) NOTCH3 Thy B M 2% 3 75 3 38 18 NOTCH3 11 Ji 988 41 . 2 5 B 441 i 18 B 52 11
HlH75 FR T, (HAE B A /N E ) NOTCH3 Rk fI4i it &b #19E itk (Park JT %%, Cancer
Res., 66:6312-8(2006) ) . LAk, &% & & M EHE A 1 T-ALL 5835 A BA LR 1) NOTCH #11
#1177 MK0752 ( HI Merck, Whitehouse Station, NJ JF& ) H) I #ilE R C 4 H5).

[0125] 4. YQIT 715

[0126] 11 b SCAlF IR, NOTCH #3475 (451 21 OMP-59R5) AJ FH T~ ¥4 7 H: JifJ8d 40 o O 7 o2 LA %
JN) NOTCH3 #I& (451201 NOTCH3mRNA 32 ) 7K~V (1) 25 35 ) J Mg, BT 3R 386 I () 7Kk P SR gl
251 5l T B e Hh i NOTCHS 1 R A B0k /K 7K, 5 B8 T R e = 1) NOTCH3
FIE M 95.90.80.75.70.50.40.30.25 8% 10 B 20 B /K, BUEE T 58 T 06 FERE 5 1
NOTCH3 ZRIEZK-F 7K F o 75 e s 77 3K A, 38 T e i 40 Al FL A 38 00 i MAML2 &k
({540, MAML2mRNA 2328 ) 7KV, 48 a1, 45 T B8 v T J e A 1100 MAML2 7 R A7 03 7K - (1)
KAV, B T B T HERE S ) MAML2 R 7K 7K o 8 e 5t 77 =G A, NOTCH 411 i) 771
({51 OMP-59R5) 1] Tl Mgg A= 175 S A/ B/ NI AR . A, Ak B A
— P A 52 T S H A e i g P 8088 12 1) 92, P T v A ) L o FL R gl B R A
ARSI IR B3 07K~ () NOTCH3 (1) £ 2 it FH VA 7 76 20 9 NOTCH #1571 (45140 OMP-59R5)
FEHE e st g XA, R e Tl A . B e sty =0, @ s it A NOTCH #isil57) ( 451 4n
OMP-59R5) ke & A 1 44 o 7 i g v 1 B A7)

(01271 FE— st 77 =, NOTCH #ial57) ( 414 OMP-59R5) mJ FH 1697 Wi , HAZ ki
e (1) /928 240 PR ) R A1 AE T 3 NOTCH3 238 7K T 55 T B85y T 0 HEAE it B4 A H 1) NOTCH3 3Rk
Ko FE—ANSEit 77 2, NOTCH #3177 (451140 OMP-59R5) W FH T-¥6 97 Il , FLAZ ok e
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(%) it Je 210 B AR R I 7E T 3 NOTCH3 285 PRI R0 7K 145 T B sy T JBR i 1) NOTCH3 w7 £ 3R 7K
o B ST 7 A, BRI IR i 1 R 24 Y AR AR 7E T NOTCH3 3RaA 7K P55 T 81
i T e o A NOTCH3 34 55 95.90.80.75.70.50.40.30.25 B 10 B 407 $ . 78 HEtb s
it 77 A, JR e A NOTCH3 AR AT R 1A 7K ST A2 Mg g M e 7% g it 80 FHFAIE AN/ B8tk
E 45 54 7% Jig Ji e o ) NOTCHS FR AL B3Rk 7K P o 8 S e Sy 5 rp , Jig Ji e 7 ) NOTCH3 3Rk
1125 95.90.80.75.70.50.40.30.25 B 10 T 737 5 J g e e A% g it 80 AR AR/
ol Uk 2 4 4 A4 ik Fi g vh ) NOTCHS 235 I 5 95.90.80.75.70.50.40.30.25 8% 10 F 77 %k
7E R 5 A, NOTCH3 263k 7K P i qRT-PCR SKHE . (E st 7 2, NOTCH3 £
B TKPAS AR ST IR R R e, 9l a0, 15346 E H SEQ 1D NO: 35 ~ 43 2H plt 1) 40 A%
(eI NE2 =] 78

[0128]  FE— sty =, NOTCH #ial57) ( 45141 OMP-59R5) mJ FH TG 7 Ml , HiZ Sk i
Jegs 1) 22 /b — S i 1 S B L A B T R B R MAML2 3R 1A 7K P 1 MAML2 3RIA 7K
o FE—sitE 7 b, NOTCH #8079 ({511 OMP-59R5) A] FH-F-vA )7 e , H A% i e 1)
22 /D — S g 40 i 2 Bt S5 T B T e TR MAML2 AR A7 B3R 1A 7K 7 1 MAML2 ZR1A 7K
o RSt 2 A, BRI R B IR ) 25 20— S bR 4 B R B T B s T e
K] MAML2 223555 95.90.80.75.70.50.40.30.25 BY 10 B 417 ) MAML2 ik /K F. 84
e szt 7 R, BB R R MAML2. w2 250 TA 7K 1 2 Bk A i e 3 8 ok i ess « 503 D /
ol K 2 4 4 A R e v P MAML2 A2 B0 Rk /Ko 78 8 st 7 =0, i i vh 1Y) MAML2
FIEMIH 95.90.80.75.70.50.40.30.25 8K 10 1 7o KA Mot ip Flgt e 6 % g e« 3 A
A1/ Bk B 5 5 R g e v 1 MAML2 35 1) 5 95.90.80.75.70.50.40.30.25 B¢ 10 F 4L
o FEREEE 5 A, MAML2 Fik 7K P gRT-PCR SKHf7E -

[0129]  FER:LLsjE 7 A, F NOTCH #1771 (45141 OMP-59R5) ¥ 7 P Jike JltJed 2 A1 70l Jig
PR IR o AE e ST 7 T, BTV T ) g e 2 RV 2 e e IR - B g L 3
B LSRRGSR (TPMN) R v 2R i « i Jit B 24 g R 3 e B S A R LSk . TR
Se st 77 SR, BITVR T ) MR A2 e o 7R St g X, BTV 9T B SR e 2 AR 2 P 0 b
JIRT o AE SR St g S, R IR 2 P 20T IR S 15 WA R L IR s IR R L IR 2R e
REJi 5 41 IR &7 UE i 08 (VIPoma) BRAEK IR . R HE e syt 7 =UH, Frif I i J i
S AN TR AHZE P J3 A R

[0130]  FER:LLsjE 75 A, F NOTCH #ifil77) ( 45140 OMP-59R5) V& ¥7 I Jik it 2 ] IR i
IR Je S e B P e B B 1 PR e o E SR STt =, AR AJCC TNM R G Al e o » JER IR
JEONE 1.2.3 B8 4 40

[0131]  FE— s J7 2Urh, NOTCH #idfil55) ({514n OMP-59R5) H¢al vl FH Ti6y7 e & i —
Se TR IR YT B e . AE 5 — Sty =, NOTCH #idl 7) ( 45140 OMP-59R5) H -6
I7 2 BT R T T IR IR T SR ) B e JB 3 o AR MU R T VR v B R BN R T 407 4 Bl
ESEHBTIEREN I A S . £ 7 20H, NOTCH #0551 (451 41 OMP-59R5) F 176
7 AT B . A6 5 — 92t 7 s, NOTCH #4157 (414 OMP-59R5) F T-i6 77 A
HALIT PO R R AR -

[0132]  FE—ANsita 7 sHp, 697 7R HE B e A Ak 1B A 2 %) s e 4 B ) AR 0
it > AT 23X LA A 73 TR 56 T B T e bl (9] 55 1 3 T J i+ NOTCH3 11
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WA R R /K ) 1 NOTCH3 (Rl SR, % - FOAE it v R 3 S T w51 1) NOTCH3 Rk 7K~F- [
A, A T4 NOTCH 32443 14 1) NOTCH #1551 ( 45121 OMP-59R5) SK@EATIRYT . it FH A=
B BT P T B B A O it FH IR AR FUA I A RN Im R B R 2= o 7B AT LR 15
LRI B4 25 2505, 5t R A K 2% - NOTCH 41 71 (451 61 OMP—-59R5) 4R Jim AT LA LA A 571)
w7 R E T e, I BT DL 25 24, 50 5 HAmE 7RI G 4a 2

[0133] X EATHE N NOTCH3 214 B R e 1 VR 7 S AT it S A AR B AR 2 . A
I iE T 1) B AR D, S 2 70 BB A ] - B HAth 770 28 B D75 (S B B A 3. 510 4m, NOTCH 441 fi] 751 mT
CLE A Bl MR 0 N &2 B P IE S S AE B« BARR 7 A4
Tl LT S B A R A B K TR BRI s B W AR O IRBAR (B FE TR T TR L
W) o BT DL R R BY . P ) B S AT DAASE P AR S A o DT R Il A (2 WL G
Remington’ s Pharmaceutical Sciences, & 16 it , Easton, Pa. (1980)) .

[0134]  FEFELEstE 77 =X, NOTCH #id| 571) (451 21 OMP—-59R5) Fy i FH W LA s 36 ek e ik P 332 53
SRt FH BRIk A i o AR — LSt 7 S, T DR ik N . 7B SRS 7 =, NOTCH
FeFR] (540 OMP-59R5) [ F v LA it JE# ik N i 42

[0135]  NOTCH #1551 (45141 OMP—-59R5) ¥ 47 771 ) A 3 7] B B e T35 0 1 P B MR AE AR L 9
T3 FR WD LA it FH 47044 B NOTCH I 7502 O 1R B RYIE 2 Tils H ) Z BT a7 25 i
PR SR 555, A IR LR R T R MR BE o P sl At NOTCH i 771) it FH T B — K, 8.
FHALME— RPN IT BT, ik — RPN IT R e 8OR 280, BUE 2 SE IV B0 i IR
AW CElan, s RN ) ke MO 25 7E 838 4R N B 250 R R 1 & T A
THE R E B4 2511, 9F Bzt R 2R 3 5 A oAk s - A NOTCH 7] 77 (-9 A% 28 77 i
BRI it R RE U 25 5 i 8 SR & e A A 7 VA E R Z ., @%, It NOTCH $t
& ({510 OMP-59R5) &N 0. 01 u g ~ 100mg/ Ty Ak s, I H T &FR VA3 A B H BUREE 4
25— IR IR 19T BRI RE 8 AR 4 A4 B R 76 A T e 4E 23 v B IS 1 £ B I 1) R i >R
B E R AMEE R,

[0136]  TOAANEHIAR N 51 SN, Fir F 8957 S 0 I S I I PR B bR 284k . 76— 48
St 77 30, HUNOTCH A& (51 4 OMP-59R5) [4REF &%) 0. 25mg/kg ~#) 15mg/kg . 7F— L&
St =, AN E AL 0. 25mg/kg 0. bmg/kg- Img/kg+2mg/kg~ 3mg/kg4mg/kg~5mg/kg-
6mg/kg.7mg/kg.8mg/kg.9mg/kg.10mg/kg11mg/kg. 12mg/kg. 13mg/kg. 14mg/kg. 15mg/kg-
16mg/kg+17mg/kg- 18mg/kg~19mg/kg B 20mg/kg. 7EHELL ST 75 A, TR AL 0. Smg/
kgo TEILLsz 7 0, B RN Ing/kg. 1E L6577 b, BANFE AL 2. 5me/
kgo TEIRLLsz 7720, BN R ONZ) bmeg/kg. 1E -SSR, BN E AL 7. Sme/
kgo TEHLESTi 7 S, AN IR N Y 10mg/kgo 78 FE L8505 5 2, AN & N2 12. 5mg/
kgo FEFR:LLSTHTT U, BN HIE N 15mg/kg.

[0137]  FERELL sy Jy =0, 1 FH R a8k e B 45 24 77 52 1) A8 35 it FH A SO R 1) 77 320 i
() NOTCH 1 71 ({51 %1 OMP-59R5) , 1% /7 S AL HELE 1% 5 & AT LAYk 2D 5575t FH ik NOTCH 4111 #]
7 (540 OMP-59R5) AHIRHIRIME AN / BiEEtE. AR SCRr I “ I a e e 287 2 Fa 1
LA 1 IR 4G 2 RIRR I E B 4n 24577 58, Blinds 2 i@ e 25— IR B: 3 /) 1 IR Bk 4
Ji 1 IREEEE . AE— et 7 b, Ye T N AR R ) O v e S fa IR R B e B4 AT
2 n) K5 it P A 8GR B NOTCH #5551 40 OMP-59R5) o £ — 28527t 77 X, a7 N i
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T PR e 1 7 9 B e L ) i o e R 24 2 1) R it FH A 28 R 1 NOTCH il 71) (431
1 OMP-59R5) , I H38 infyr ik NOTCH 41| 75 (45140 OMP-59R5) HIVAYT 485, ££— L5 77 =
Hh T e 5 24 7 22 0465 ) A8 25 e FH A2 4 771 2 1 NOTCH ) 751) (451 ln OMP-59R5) , 3 H.
2985 2 JA 1 it i 2257 & 1 NOTCH #0157 (41 41 OMP-59R5) o 7E— ezt 7 =, [a) B
SE A P TT R0 1) B i PR 46 7 B i NOTCH #4157 (5114m OMP-59R5) , 3 H 24145 3 J& 1
YRt FH 5 28708 () NOTCH k1 351 (4540 OMP-59R5) «» 7 — st 7 R, () &kt e e 25 7
ZEAHE [r) B e FH A 46 77 & %) NOTCH #1457 (45170 OMP-59R5) , I H2) % 4 JH 1 ¥t H Jim ¢
7B NOTCH #5745 OMP-59R5) o

[0138]  7E—Le &AM st 7y =N, B Brid 7732 o Bt NOTCH Bufd & OMP-59R5, 56 7
OMP-59R5 ] 6 > CDR A1 / B AJ A% [X B fA, 3 H AR 2 ~ 3 JA] [m) 32 126k 5 i Jhk P4 Tt FH 24
2. 5mg/kg ~#] 7. 5mg/kg (%) 2. 5mg/kg. %) 5mg/kg BLZ) 7. 5mg/kg) HIFF)E K ATIR Pk .
[0139]  fE-sbsziifi )y Ry, B3 7 it F NOTCH #0157 (45140 OMP-59R5) 2 4k, Frik J7 1804
7 IR &> — MRS R T BT V. BAEYE T SR BT VR AT BAYE e Bt NOTCH ¥4
ST AT ERE A/ B2 JE R . fE— sty S, B0 — R IR YT A ST IR 1
il 2 Ffr 3 FhELFE 2 M EAMIRTT ST .

[0140] 1 B ARG T 70 I A7 V2  A FH JE AN [ () A WLk RS A A k), 2
XATE D2 o it EA AN R LA Al A BT V2 mT A= AR IRl b R 8 . B
72 AT LRV B 5 57 VR A BRI = S AR, s B RIER . BRI IETT
DABEARG A 8 H P 1 6 40 B A T RE

[0141]  RIZEE R B )S&, NOTCH #7451 OMP-59R5) S&4MAIG YT FIBT LA &
A DA AT 20003 it B B R B it FH o 7 — e Szt 7 3 H, R 22 BT © & D0 56 iRy BT
VBT 1 55 2 it B NOTCH #1517 (4541 OMP-59R5) o 7 e 5 77 5, NOTCH 43461 1) ( 451l
U1 OMP-59R5) 128 iR 7RI Tk S AR LRI s FE it . o, v LA IEAE 477 56 —
BITH (BT ) YT R R A2 it B NOTCH #il5) ( 4514 OMP-59R5) o 7F - dksj:
Wi 5 R, 28 5 VAT FIG YT 1 4E A NOTCH #1175 (94 OMP-59R5) » 7B JE L6 # 4
St 7 R, A8 A G T BT AR ATIA YT 10,8644 BE 2 AN H it A NOTCH 141155 (4914
OMP-59R5) o 71 Ht £ o Ath S 77 =X, 78 38 697 AEATAR AT 4 8.3 JH.2 B 1 A
P Bt FE NOTCH #1751 (451 &l OMP—-59R5) o #F — 245t 77 20 rF , 78 58 ¥R 7 R TG 97
5 R4 K3 K2 KB 1 KA TEFH NOTCH #7551 41 OMP-59R5) o I M. 1% s iR B 1) 42, Y
Bl (B Z M) WGIEIG 7 7] DAFE K LB BB B g (BPZEAR LRI ) it A T 32300t
%o

[0142]  GnARAREE AN G2 RN, BT FH AR 700 2 A0 B 2 S IR R E AR T A8k . 7 — 28
S 77 2, Ht NOTCH A (451 40 OMP-59R5) () &A™ 7 & N 29 0. 25mg/kg ~ 2] 15mg/kg.
1 — 25 77 S, B F)ENZ) 0. 26mg/kg. 0. bmg/kg. Img/kg. 2mg/kg- 3mg/kg.4mg/kg-
bmg/kg.6mg/kg.Tmg/kg.8mg/kg.9mg/kg. 10mg/kg.11mg/kg.12mg/kg. 13mg/kg. 14mg/kg-
15mg/kg 16mg/kg-17mg/kg~ 18mg/kg- 19mg/kg 8 20mg/kg. 7EHLLS 77 X, A= N
£) 0. 5mg/kg. TEHLLs 77 A, AT NL Ing/kgo TEHELESTHE 77 04, AFIR A
#) 2. 5mg/kg. TERLLst 77 A, AN IS NL) Smg/kgo TEHELE ST 77 U, AFIR A
29 7. 5mg/kg. TEHELESTE 7 XA, BN NZ) 10mg/kgo TEF-LLst 77 X, BAFIR A
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2] 12. bmg/kg. FEHRLLSE T 2, RN E AL 15mg/kg.

[0143]  7E R EE S 77 3K A, A SCRT IR 13RI B e 1 7 2 A K6 164 it FH NOTCH 4171 1) 551)
(f1 OMP-59R5) 5 —Hpel Z Fifbyr i, BRI, 75— 2 s 77 =0, Frid 77 R a6 7 B 36 Bk
it FH NOTCH 471|551 (451 21 OMP—59R5) ALY T 71 5L 2 FpAS [R] A7 TR &4 FE R LE s
it 77 2, A SRl B J7 VR R ) JR e S TG T FH YR T A AR 1 OMP-59R5 A+
PuAih i 5 ABRAXANE™ ( 2 (1 45 & iR AZEE ) o F NOTCH 4177 (51201 OMP-59R5) HEAT VA
7 0T A IAE Tt A7 7 2 B RIS Bl 5 o A i A T DA < DL — 25157 7 XA
FHMST 1) 22 A 1 570 0 S i P 5 386 DI AT N0 {8 5 0 A58 B A 3 ek R e % [ e i #E HL AR
S PR R I A P AT B St o T DAASE FH g R A R A 0 B i 1) BR 2SR B ML
UG I LR AT TR 1] 8 FE B 2n 25 TH Rl o BRI AR T I ] 28 F e T 45 24 1 H RIIEAE
Chemotherapy Service M.C.Perry %, Williams&Wilkins, Baltimore, Md. (1992) H4 fi#
[0144] AT A & B AT R HE AR AN PR T~ < e B A 771, 497) ot s 325 R P A Bl Pt e e ik
TR &k, 451 2 1 9 22 S I R PLARIIIR VA &7 ML s B IE , 9 o A B IR R B 96 % B R AN 5
IR s O E RN AL E %2R (methylamelamines) , Wi /SHEK =M E L =4
BRI i = SRR AR e i A =2 B e (trimethylolomelamine) ;05T 28, i A
TREITEEZIT FACHEEE % (cholophosphamide)  MEZ T F A BEREIZ . BT th IR A AL
BT FVEC IR AT IE S B TR JE BT MBIk L R s g 7T 5 I AH B MRS, 45 R 32
AT SR R R SR VT I SR VT S RVT VB SR shuA 2, 9 o) v 17 2 2R L 2k
MR ZHER ERLAR R ER L E R COINAEER. RALA (carabicin) .
HFARR BEFER OFER L E R D FAFR It A 6- ERE 5 A M -L- 1k
SRR L RIE RFUWE KRLE HAME RAYER ZYUER . EMR.GINE
R MM EREERER HIEERVERER . UM ER. P Z2HE BEEER BIRE
R ANGEZH R GRER] R R T LR U2, 1]l B RS R 5 R I g
(5-FU) M- ERANy, ] fn — HH IR . R M4 L R 25 0 L = FR il b S WA ZRABIA) , 491 Gn Rk
PV 6— BN A | AL DK MR 0 | B MRS 5 R i SIS ALL A 91 22 D A L BT LR ER 6 BT LR
AR ZEE BB A OSSR 2 SR T O s SR B W 5-FU s R 2, il R
B 52 P PR JE A R A B AR L SR MERE . S R s PUE B2 (anti-adrenals) , 5 402
KR RFEIE | & w3 B AR 78 7, 51 ST R 5 I T N B s I I SR 5 R R
IR ;22 WY g 5 DR AR & (bestrabucil) s ELAEHE KA M YD B IENZ (defofamine) ;FK
A RZ Y R KA S Z R (elfornithine) ;K FIBEHE s IKFEME & sIHERER s 224K s &
4 2 W EUB R ORFEMUER K FE R s SEORIA R A& AT BE s WE e T s B BT It
FHE RAMR :2- CEME AR EWE PSK s NN VIR AEIRIL s B DU IR s = W%
fig 52,2 2" - Z@ = Ol SR s KERSE A REG HBERETT ; R H B ;
R DI WRIEIR K 3% % (gacytosine) ;FTBEMIE (Ara—C) A2 LEK, BlUnE 21T
M2 PuAh 8 2K T IRETT 5 7 VU ;6— B SRS SZRIERS SEHSRAA), B gE AR K
B0 A0 S RFEVA s RIABEIE NG s 2B R C OKFEREME s KEI ; KEIE ;548K ;i
HR BRI B R ;AWM AP YRR 2L sCPT-11 ;30 b = A B 1) 551 RES
2000 ; o L SRR LB IR s IR R s R0 s DU BIRAE— M 2455 B ATz
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(R ER BRBRAT A o AT 70030 B0 5 F 1 R 15 B R 0 e i 4 B B Beisices 77, 45 an e
W, BLRE) WAt B 25 L BRI 28 5 B B 4 (5) — R 4- R IAh S T L R
75 g4y (keoxifene) \ LY117018 S a] fAIFEEG K S (Fareston) ;s AR FuiERE 71, 41
WAt i B BRI LR B L e A B AR A B bk LR e — P 255 Erl 32 iy
R VIREATAED

[0145]  FE—L5jta 77 K rp, Bl AT RS $h 4 e A B0 . Fh A B ) 7R T4
W FAEE (EIanda A e T e 1) ME R AT . P T A B ) 55 a0 R (AN R T
R Z WA BRI AE R EOKTCER . BU E & DKL BRITIAE .5 e
THEF R SRR, DL X S Fp AR — P 2525 B nT 3252 B 38 IR BT AR

[0146]  7E—&5ji 7 s, Frd A7 AR ST 2. JuARI 2 R 451 5 1R 5 A4 OB
Jr 7 AR D AL AL 22 o, H A HE X ) 2 DA P04 B i) — i 22 o 15 1) R, 49 n 24
Mooy %d . PUARE 25 W AR AR T - 75 PO AR &R WS | - 55 A e L BRSNS 499, B % il 28
(ralitrexed) 5% 3 i1 ZE . W 00 | 1% g o] 7 4708 EF L B S5 24 L5 U M0 6 S 2R IEERs
i PR PEE 4 | 6— it 1% PR A (I ) AT Bl R I8 o Y2 AR e i R VR, DA R 3K 4 e A ] — o 1) 24
TR I L ER BT AR o AE e ST T 20, AR SO () 77 92 [ g i R TR e
FHI6 9745 2R [ OMP-59R5 JUAR AN PiAC 24 . 78R sii 5 20, ARt 25 2 i 2R
FE B e S 77 3, A P 1 77 3 AL T g i e i BB e V6 9T A A Y OMP-59R5
U R P At

[0147]  FE—2sTyt 7 b, Brid b7 FDR A 2 0 2457, A EAR T4 a6 M E & AN
W 7E—2esi =, TR AR R bt 78— s 5 =0, iR il 1) & R A B 5.
Z A28, BUR IS I B 2 P FE R 255 Ll 32 i 3h VIR BT AE ) . 7E — e B AL T X
W PR 225 R R AL A, 1 KR B KR KRR B K L, B H 24
b RT 2 R R R BT AR . AR SRS Ty A, A SO TR 1) 75 v A v e R
A it G TT A R I OMP-59R5 HUAAFNHIA 22 93 2457 . 1EF e syt 77 b, iy 22 50 57
eI, AR S Ty A, A SC R 1 07 V2L e R e A A I it VAR T R AR )
OMP-59R5 HifA&FI1 ABRAXANE™ ( B A 45 & LA ) .

[0148]  7EF-dbsije 7y X, ¥R 7 B GG it A NOTCH #0551 ({51 1 OMP—59R5) Ak S 7
%o NOTCH #dfil77) ( 45140 OMP-59R5) BEAT HIVA T AT LASE it F TS 7 ¥ 2 11 < Rl B2 5
KA SRR VR B B 7 28 0T B 2GR B B 2 ML R e o 7R — S st )7 =, 7R
WHATT 2 J5 it FH NOTCH 47141157 (45140 OMP-59R5) o 7E—S6 St 77 2, 5 0ty vk — e i
NOTCH #1571 (5140 OMP-59R5) -

[0149]  FE—usijii 7 =0, 58 iR IT e DUIA. BRI, ¥ 7 T LR IS it H $t NOTCH
Prgk ({51 OMP-59R5) B H At NOTCH i) 751 5 £t%F 55 40 g AH SS P J i oAb pidgk (G
AR AR T454 EGFR.ErbB2.DLL4 B NF- x B FIHA4 ) o 7= M [ 4T DLLA it T4
F LR 7,750, 124 5. 5 AMNHT DLLA Bk id T an [ b L R A H W02008/091222
A1 W02008/0793326 LA I 32 H %L F H i A FF 28 2008/0014196.2008,/0175847.2008,/0181899
F12008/0107648 H o & it A AT LAELHE - LB — 245 77 5 B A F Bk 37 1) 22 /> ) 5 e
Jiti FH 5 B8 DA A ML 3@ 5 2 A8 A v M R B 0% [0 ) R 8 L AR A 2 VR R ) B N AT 1Y
A
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[0150] b4k, A NOTCH #7) ( 450 OMP-59R5) BEAT 1A YT AT LLALHE 55— bl 2 Fi 4 iy
Rl (o, bR R VA B 3R MR SR SR IR 11/ B AR R 7 ) BIBRE VR YT, BORT BAAE:
BEAT T A0 B SR8 e A 0 75 9 B2 A S 0 75 B HABAR AT 7%

[0151] 5. Piff Je ol 2%

[0152] W] DA AU A0 AT r] &3 (0 5 = AR T AR B I 5 ik b i oA ik . 2
SEBEPUATT AR A7 i 4 o 18I 22 OB T T S BRI AV SR AR e Pt ) ( AliAk Bk
B EKEHAEA MEEAS) RESH (G1nd KRNI ) 5%, N2
SeREGUMAR, Forb, Bk bR A g S B R A LI E SR T (KLM) < I35 1 85 4%, MR o B 3k
K, FEEEFR] (a0 58 A AN 5e 4 30 IR 7R ) 16 DUR R € B 7L . Bl fa A FH I 5 %
A BB A ) L 7K S5 (W 22 v e bidds o sl i e B ) I R s &6, B s AT LB LY, 0
IR, HWE PUATE . 2 wRESUARnT DA AR SIS bR dE 7 (AFESEm et 51
A A BRI PR RE AT A ) AIILIE BB K 4fifl

[0153]  # d [ Pt A& W LA E 2% 22 8 U VA i %%, 91 W0 Kohler Al Milstein (1975)
Nature256:495 H1 4k () 4 S8 J7 1% ¥ 2% 38 I v 4% BTl A/ B A B Bl HL Ath
B HITE F A, CA S| Rk A i 7 AR AR S A S S TR P . IR LS A AT LA
FEARSN Al . A 2 I, 70 B bk E2 0 i, I 4 A ) an 58 & — s FL 508 & 1) B E TR
Y A Z Rl A, AT T 1 e 18 B i AN A Rl 40 IR E2 24 R 15 88 4 A 07 3 1 1 2 58 98 4
Mo 77 A o e P A e PR ) B e R HUAA (I I S R DT | G B B A 4 A
€ (BIWTBCH e el € (RIA) < Bl HR S B2 W BN 5  (ELISA)) SKWffisE ) A A vl LABE =
FHRRE T VEEARAN S T2 P K K598 (Goding, Monoclonal Antibodies:Principles and
Practice, Academic Press, 1986) iAE Az G K MR EAR N KRG 5+7 . Bl 5, Wi B3
BE X 22 v BEGUAAR BITIR £, AT DA% 57 25k BRI 7K A Fh 4l Ak HY B s B A

[0154] BN oy —ik %, 8w [ P d o w] DUAd F 4o 36 [ & R 28 4, 816, 567 5 Hr 4 1A [
HZH DNA J7 vkl o a9 an s P AR e MR 9 3 g A A B EE AR BE I SR E IR 91 )
RT-PCR, 1 % £ H. 5 B HUAA () 22 A% 1 R A\ B 24 B 4 i B0 2% 52 9 40 i vh 40 9 Hh S A FH
AR Y 0 € FF 9. B Jo R 9 A 25 B A0 0 B 1) 0 B9 1) 20 0% IR v B 220 & () 3R TR A
o, AR R TA AR G B 1E 40 M (4 40 K i AT R A4 i = COS 4B i A AR B O L
(CHO) #H il BRAN 73 Ab 7™ A= S e BR B 1 ) By R 40 ) PR s, P a1 = 4 i ™ A B e B T
o S34bh, e s b i =5 20 50 v B BT AR B BT BLAZ S 1) 77 7k SR IK I 75 ) i )
CDR HI W B AR FE 7= SCEH 70 B85 Y (McCafferty %5, Nature, 348:552-554(1990) ;Clackson
%5 Nature, 352:624-628 (1991) ;Marks %%, J. Mol. Biol., 222:581-597(1991) ) .

[0155] W] LAA% FH H 20 DNA £0R LA 2 FhoAS [A] 1 77 2k — A2 A8 g b B0 o B A4 1) 2 %
1R, LA B AR E AR o A2 — 28 S 7 2, 490 a0 B B0 o B 4 1 e R SR 1) 1 X
A =1) 5285 i B an N FoAzs o0t B2 DX DL AR ik & HiAA, B 2) #0E #  dR e e BRER 1 2 1K
PP A= b B A o A — L8t 7 20, 1E 2 DRl bR 25 DL AR B s R LA I P /5 A
B AT LM e RO AR B 3 15 AR SR AN A B T R B AR F) A S IR AT S A ) 55

[0156]  fE—85jti 77 A rh, TR T AR W IR 07 6 T i B s B A 2 NV pifd . 7R 2
St 75 =R AR R 25 N 320 RS, va 97 B AS e SR BT AR SR 8D Pt R A HAMA ( NPT/
R4 ) MR o T DASE FH AR Aida b O 0 B AP AR SR i N IR Bidd o 72 3L st 77
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A T AR R 7R P NPk,

(01571 W] DA FH A< 4535 A O %0 1 & b5 R OR B4 g N Bidd . mT DL o A4 A S %
4 0 B8 7= AR 6 B T TR R B AR B S A AN R B K AR N B IR R i (=
5 40 Cole 2%, Monoclonal Antibodies and Cancer Therapy,Alan R.Liss, Z 77 71
(1985) ;Boemer %%, 1991, J. Tmmunol. , 147 (1) :86-95 ; 12 [H & F] 4 5, 750,373 5 ). #
Abs NPT AT LM T8 4 SC e Hp ade 5, L b 12 g A SC B Rk N Po AR, gl dn LR SRk
B BT iR :Vaughan 28 |, 1996, Nat. Biotech., 14:309-314 ;Sheets %% , 1998, Proc. Nat’ 1.
Acad. Sci., 95:6157-6162 ;Hoogenboom # Winter, 1991, J. Mol. Biol., 227:381 ;Marks
55,1991, J. Mol. Biol., 222:581. F T 7= A= A8 A oA Wik i 4 S 28 1 B2 R b 38 135 [
+ F] 5,969, 108.6, 172, 197.5, 885, 793.6, 521, 404.6, 544, 731.6, 555, 313.6, 582, 915.
6, 593, 081.6, 300, 0646, 653, 068.6, 706, 484 FlI 7, 264, 963 LI K Rothe %%,2007, J. Mol.
Bio., doi:10. 1016/ j. jmb. 2007. 12. 018 (¥ H AN ERE L $ 5 BEAR T ANARTL ) o SEFN ST R
SNSRI AN BE DAL 5% (Marks 25,1992, Bio/Technology 10:779-783 oK Huilid 48 5] 572 ¥ 3f:
NI ) FEAASIEE T, 7T LU T 72 AL s A N i

[0158] & W] DATE & A3 N Fo 2 3Kk d 1 25 PR i 11 2 Rk BT /DS BRHp ) o VR AR P4, BT ik /s
FRTE B0 0% A0 B BE B8 76 A P AR IR e S B3R B B 0 F = AR A N Pudk. 7R E & R 2R
5, 545, 807.5, 545, 806.5, 569, 825.5, 625, 126.5, 633, 425 1 5,661, 016 5 F1 i ik T 1% J7
%o

[0159]  FERELL s 7y =0, W T 4% B 7 v B A 2 45 Stk b R i) N NOTCH 3244
[RISURE S TR . OURE 7 PR B R 8 4R S 1 R 1) I 25 6 22 /D R AS [R R 3R A6 I e A
FriR AR B A n Az T [F]— 23 (45, [5]— A NOTCH 324k ) Wakfs T AFE5 ¥ Fo X
FE S PUATT L2 Se B H iR sk v B

[0160]  BYF, 78 HE L B AR St 77 =0, AT A B v B4R A 2 OBURE S P A4
[0161]  FEHELesty 77 b, o A T 28 Ok B HR PO 2 SR RE S 1t 1o 910, 7 it A S it Ty
A, PR TR S — AN a2 A PR S A AL S 45 S SRS 45 A A R 9 N NOTCH 3244, 7E
e s 7 S, B S BRI PR 45 A s S5 S ERRE IS 45 S — Fh A L =R E DU RN
NOTCH %244

[0162]  FEH- o5t 77 Uk, AT T AR I 7B ik 2 duik B Pudk h Beets
F DL A 52 GRS B0 R E . B R AR PR B B S R RR R A
(. A4t b, i 0 58 B BRI AT B B KR VE AR 15 21X 28y B (45 40 Morimoto &%,
1993, Journal of Biochemical and Biophysical Methods 24:107-117 ;Brennan %%,
1985, Science, 229:81) » {EFH LS 7 2Urh, 18 1 8 4 F Bk & Hifk 7 B, Fab. Fv Al
scFv Fuik i BB AT CATE K AT o Bl Ath 7 32 40 A 308 I3 AT 445 T DLOK 2 b 1) 3
XL B 3B T] DU B S8 I P AR R B A4 SCRE Hh 43 B9 ISR B B Pudds i Bk T
DL 91 4n 35 B 1) 28 5, 641, 870 5 H BT iR I 26 TR il , I HLnT DL e e 1 BOOUR: 7 1
(R AT FH A R B 7 2 v 1 S A4 mT DU A% R 451 dn 56 [ 5 R 4, 946, 778 i 4 8 SR o
%o BEAN, AT LR 7ok 4 8 Fab RIASCE (Huse 4%, Science 246:1275-1281(1989)),
DIAEAS AT DAPRE B A 2 4 et HAA B 75 &L XS NOTCH B2 44 (1) 45 S M 11 5. 5 B Fab F B
o B BT DU i A AU ) B AR R 72 A, BEE EARBR T : () @I Pk 110 B & AR
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B AR A F (ab’ ) 2 B 5 (b) JEITIEJE F(ab’) 2 F BLI A= 2E 11 Fab H B 5 (c) J@id
FAA TICEE (1 AL S5 70 A B 7 F 7= A2 1) Fab B R (d) Fv v Bre SR N R & il
EHUR Fr BUK) HAl B AR /& 0 11 5 UL o

[0163] &R REELAEIAE , K5l A2 X T Duid i Be R DL, B VR TR LASR vy L i = e . 3
A LEE 0N iR 7 HORSEEL Al A PTR A B i@ 2 X R AR, Bl i ke R A B 5
AR A I B A R 12 bn R il 5 E DU BURAE — R b & (1l il i DNA £ sk &
1), A5 Rl =244 (salvage receptor) 5 &3ROS BIPUIE T BIH .

[0164]  #E K& 28 5 it J7 3 s wf T AR R BT 7 R R BT AR G2 S IR A BB T AR
(heteroconjugate antibody). FUEMEIBCHUAR RSB IPTATI . Fl10, QAR
BESRBUIARE IS R e B AN L 17 A TR LA (32 LR 4, 676, 980) o INNIXEESTIA AT LAfE
W R AR R TR R S 25, A8 RSB IK T3 Bilhn, mT BAAE A s ag
e e S B T A o A P R SR AL S e R B A . F I F R 3 5 A 1 S0 B A T R B
BEALY) (iminothiolate) FHFHEE —4- SELIA T LM

[0165]  FEAAIR A CHRIMEE Fo XA SR RN T DhRe. B, +MAR C1 Hor 5Pk
ZEE IS AMAR R ST o MR RS 7 A AR A P R B RN S P2 B o AMA RIS
BRI SORE NI H AR 2 5 H B fOiE . teAt, PUARB AT PRS2 AR I8 I Fe X 45
EHAE, Hr, PR Fe X B Fe 200 4 & 2 _ER Fe 3248 (FeR) o FHAAEVFZ X T
ANFEZEAIPUARA R e Fe 520k, B4 1g6(y 324k ) \IgE(e 324K ) \IgA(a 324K ) F
IeM(u 3248) o Pk SRR LK Fe 2R M S Sk 7112 BEH SR AED RN, 2
FEGUIAELAE ) RIUREL FF) A g AR A S 5 2 6 W (R0 Bk 245 0 A PR X (A0 P 8 4 i g 288
i CRRAE TR 0 4 A B 40 L B4 T B ADCC) + 28RS BT BRI JIG HE 5 % A 6 e 3K
B A R

[0166]  FERLLELSCE T 3, AT A WK 53 R ¥ NOTCH $5t7) 2 ik ( fiia & Fe
FIRIEVESZ AR ) SRAL T S RO 7 DI g, IX HE M2 1 it FH 10 22 BRI A= 0 A4k 1)
n, 1B E X R (I8 s RAR BCH A 7RI R ) SRR BRE AT LU/ B34 o i) 2218
WPtk s Fo 2RSS &, IS i R e L A2 AR B0 T T AR, 18 52 XAB 1 15 4hMA
2567 5 IR I P L 375 4 3 0 9 i/ P AR B P A R 53 2 (R AR RS S PRI & o ) DARE A RHEE X
I FLABAB R B — i B B2 W 3 70, AX A6 A5 RE DR DU IR S 1k B AR S P ) 2 vy i 3 5
o KA, 3 H 58 AEBOR N SRFTRTVEE N I 2 RAEVIC 2 800 1 TR ROR, w] LUA 5 3t
i H XHE E X A 1

[0167]  FERLELSCE 7 3, AT T AR I 5 A A5 Fe X NOTCH 353071 2 Ak (47t
RS Fe BYRETER AR ) ABEAT e A7 Dhfg. B, £S5 50, prig
ZIRAS BA PUARRR ) 40 A S AR BB R 1% (ADCC) W& AN / BN A A MA R ) 40 i 75
P (CDC) it . FEIRLESLHETT S, PR 2 IG5 Fe SRR/ BAMAR A 7. 72 2L S
Ji 3, PUARA B A RN T DI RE

[0168] A B b A & 55 4 53 1B X AR NOTCH #5577 22 Ik (B 4ndt NOTCH Hidk ) #J
G B AR 40 M 350 B4 A7 AR AR AR R R (B, YT 4R L O A
BN ) AT B 1 15 R B R B BUMPERIAL R CRUBCH R ) 5. ATH T4
PESE S PR IR AL T R A G I TR e P 8 R 2 SRR SRIA S AR ER COR T
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PRETT  IE € B 2 B AR R N GRAGR  AT DU A0 5 A i s MR ) B 2 S BBl 4% e A
AR ERMIEESHEEE R BV R A ERSER A HEE TR A ERSER
AfE. a-FliERGERES ATREDEMERE S (PAPT. PAPTT #1 PAP-S) | & /R4
BRI R L EF R EEEME A AW ER 2R EZR (nitogellin) JmMR Ml E
R MERKEERMN LIRS RIEER. Z2MBCHEZZ T T2 A REHE TR, 1
FE 2B P I Y R Re o AR A PR B 7 P 8 B A2 2 A ) 22 B 0L i B 1 AR A
FSCET, 4540 N- BREIBE Y i —3- (2— BRARHERE ) IIRER (SPDP) Lz ke (IT) W2 RER 1)
MINRERTAY) (FIan i =R = e ) iEPERS (B a-F IR Rl v = s ) %
(Bl =) S EEY (B (SRR BE ) D) EEATED (4
WA (W EFFERREBI ) 4 70%) R RN (Bl 2, 4- — &R RN ) FsuE T
FAEY (Bl 1, 5- 25 -2, 4- ZAHEEOR ) . ] MERHPUAR —FE 2 F/ N TEER
(Blank&HER LG i fF G CC1065) MixX Hedy 2 1) B A B =i M F AT A0 ) 8
.

(01691  fEEXPUIARH P ILA B2 G PR . B1a0, T3 B IR HUAR BE 0815 e % 241 Al 4
] AN T EE A (36 B L 4, 676, 980) o A NIXEEHTART] LU & Bl A2 b S A 7
ER A A%, QTG SKASFI T o 5140, W DA FH -t B 58 46 s B Bl 3l I s T ok
MRS . T H B S ) 5 SEA9) A0 45 W 2 SR B AL M A s —4- SRR T
P IV %

[0170]  ANBIRMS T afrA B &, 7T BLLAZ Mo 20 (R, S I ) BRI 0
R A AT —Fepo =R A FH T F A % B 89 77 3 R 1) NOTCH 45 9077 2 Ik ( oA mT 4 14 52
&) o RN 1%, Z kAT LLRURABOE Ua BRI U o AR SRSt 77 =0, AARAS
DI AR AT R AR 2 BH 1) 22 i, I T 328 1) 32400 S B R SR BT ARATL A (A M4 A 5 1 48 e =
YEH (CDC) AT 40 p /- T ZH B 25 E H (ADCC) ) SRIG B4l i o 75— LSy
A, AR 2 0 A B G R R AR, B BB InAR 2, T DAY 2 JIK S RO R A 2
,f]%ﬁéé’ 1§uﬁn 90Y‘125:[\131:[\123:[‘lllln‘105Rh\1538m\67cu‘67Ga\166HO\177LU‘186Re ﬂ‘:l] 188Reo ?:E;H;/fmiﬁ@
77 20 AT DL 5 25400 1 24 B AR P 2 TR T R (A9 G 2 A | T R 2 AR 2 A
+ (BT )) MBI NOTCH #H A 2 k. Hoha s 7 N SR e EmER (Bl
ERE AR ) A NOTCH F5 5177 2 KB R H o 78 53 4h— 2652 7 20H, NOTCH 45
Pt 2 kAT DL S oAt oA S i M Bk (Bl indifask R By ) B4, B, s 895+
AT ARG AR (a0 T 4088 ) o 3k AT PR A IR EICR (R IDE Y NOTCH #5977 2 ik
o BT 28 PN 23 Y i e ) SR BN B Y B A A B T s . (9, b7 B4R S ) A
FHPROL. BRI, BT AR CHIBS:, A E AR N G AT AZE 5 AR X puk £ .
(01711 A] DL — 24810 22 ORI AL LA 25 38 5 AN i T 8 1 1 — 358 49 R 80 1 A 22 38
e IXREEHTAE R HR 2 mT DA B BV TR AR A o S I BRI . X Ry ik T]
CLJs /D B 9H BR B 1 AT AT B 75 B9 B R &5 o0 T 3X B2 358 70 i 3R 7T UL T Remington’ s
Pharmaceutical Sciences (25 20 Jix ) , Mack Publishing Company, Easton, PA, 2000,
[0172]  Ho& & TATAENRAEE B KR &Y. KIBEHEREMREFHEN,
RNEHIEZ R E AR (IS ) hAYIE. £y U, Frid R &
Yok T 26 T P e AT S A 2 BT . FE T LR B R, AU EAR N R
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REG ISR s R &) A, B8R G / EE Y& S/ H Ti697, Wk 2, W% &
JIr 5 B B O BN TR] 6 B A0 A A, B I8 AR T T . iR AT AR A i 25 T LLid
UL kR E N DU R A AT AEY) (/Y @IS y2E 2, BUE I 8 8, sl —
A BRI R T E IR R B A sk s 4 ), FEiE oA . & & FKE R S aFEH
ART RO (PEG) L / W IR R R PR 4R A eERt R O aiE R &
IR LR B (1, 3- —8URIF ) VBB (1, 3, 6- =MEke ) . 0% / Lok EF LB Y. BRI R
(YIRDSTCIERY) ) A TERERT VB (n— LGRS 5e i ) - 56 4 1 BT B3 Y
REMW / At IR RY) . RA L Z ol (FlanH ) RO LR EY . 5
0 I DN I DR LA 7K Hp R A MR T AE i i el DU R 3

[0173]  AJ LAJE I A 3a O 60 B A & 3d B 7 32 AR AT AR B 7 v R i 43 B 1) 22
Ik (BRI AT RS2 ) o XT3 BB B & BT 2, B el 7 2 1 2 JTK 7 31
(1) DNA J3° 51 FEAE & 18 A fE R SRR X e 1) o A — L s 77 b, {8 A BoRdE i
53 B EE R S B A2 H B R ) DNA R 21 SRR 8 DNA P8, AT i, AT DA 47
ST AR KA T HBEAT F A NS (L Dh e R . 2 WAl 4n Zoeller %5, Proc. Nat” 1.
Acad. Sci. USA 81:5662-5066(1984) F13E[E % F] 4, 588, 585,

[0174] 7 —Lsji 77 X, gwhd H 1Y 22 Ik DNA 7 #1PKs I8 I 48 H A% 0 R & A 4 2
B R . TTLABE T 5 2 IR R Y S A B AE 2 AR FLAH H I 2 Ik 1 4 rh
i 1 O IS L 2 1R B T X SE SR IR - 1T LA AR HE T V2R & gt 70 25 1 H 1 22 IR 1)
B ZZEIRIT A Flhn, n] LA A e B IR R A i R R . Ak, AT RL A G
B i € 4 85 1) 2 Bk B A% R 7 51 i DNA 325890, B, o] LA R LR 9wl BT 75 22 iKY
— I NEZEH IR R G . S EZEIRE T A 57803 i F LU T B AMA S
[0175]  — Hit4T 7% (il &l s A s AR 7V ), WP g RS e o2 1 20 25 1 H 1)
Z K 2% BT A3 N R IA AR T B E B R S AT R E TP RIEATRE AW
FakyEtlrH. ] CLE A% BRI« R i 1 B U e 7 A7 & 3E 18 R P RIE WS IR
KA LR B2 o anA S b A B A FN i, A T FEAE 5 R4S e Ge i DR (1) =y 2R A 7K,
IR 1238 R ] 4 A e 42 28 A T Ie 00 1 3 B D R ) e S AN B R SRk J5 il FP 971
[0176]  FERELL STy 20, A A 20 3 # Ak i3 A1 Rk NOTCH #5177 2 ik (st
REC AT IEVESZAR ) o TR AL FRIAFR A 1T 42 il i) DNA A 244, H HLA gmtid H 1 22 BRBE A )
Bl cDNA SR DNA Jv B, Biridk DNA v B 535 B W L300 A= 40 - s 7 BB HL R AT )5 3 )
s BRI A% o T R IR . sk R Tl R S DL AR R A e - (1) RN AR
ik R B AT A o, a0, sk R 31 a1, (2) Fso mRNA IF HE R
H B 450 Fe B B i e 710, F0(3) & B e s AR IR S 46 e P A 26 1E e 1), IR BB AE R S0
TEAFIA o ST o E v] DLAFE H T 6l s KRR P21 . 7218 2 dh T 2 H i Re
JJI8 % AR AT, IF BT RLAS A 5 AT R 4% A A ()i Fe L R . =4 DNA X IE7E T
A L AH A R, I 88 DNA [X 382 “ T B R E R "/ . B, R 5 5 ik (war S /%))
[¥) DNA R 15 NS 5 % K WA BT, W12 DNA 51% 22 IR 1) DNA AT $/E Hb 2 32 S o 31 A 2l 4%
il 2 f 1y 51 () 3 55, W JE Bl 52 9 b5 e 21 AT 45 A e 432 5 s SRAZ MR AR 45 & A A T 0
VFRIPERIOL B, WAL AR S -G 00 i 5 s 7 &) T BV E b 32 . e AR R R IR R Rl
FH B 45 R oA GG Be % i g = A M B PR 0 B B o W B AN T S e . RN o — 1%,
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HRIEA BAAH T PP B s e A A B E T, AT DLEL S N o AR 2z iR ik ik . W] LARE
Ja AT N FRIA I 2 B 1 )R iR AR R A R

[0177] SR FE i Fp B AN TA B4 () e Bk B g T 18 % . AT LICR FH 2 Fhakikfa &=
[ BARAE N T B A AR EUR B e & ok B SV40. 242U SOIRE R 5
B P B3 ) R AR FR 1) e A AR o X 1 48 B 1 32 FH 1 3R B A B 5 O R R 4 1
Ki, B0 45 pCR1 pBR322. pMB9 S HATAMIZEAE N IR B KA B B ks, DL R 4n M3
HT22 R BU5E DNA W AR5 B 18 3 YO L ) B

[0178]  FHT-3%1& NOTCH F5 407 2 ik (Bl ik s il i PE 3244 ) 15 18 11 35 40 i A0 4
b 2 A B AR R B R AR AR B RE BB R BN AR ) 5 22 K
PR A= W A4 B 22 PR RH 1t AR A, 91 40 K P A e B A . s 2 R A3 a0 T B id
RN FLEh YRR ) O ST I 5 o v DA e i itk 2. BT 1A B B
AN AL S P A M i 3 ) ) S BE TR IE 3K I Pouwels S U4 1A (Cloning Vectors:A
Laboratory Manual, Elsevier, N. Y., 1985), il %5 ¥ A HIAHR AT N B IFALR L F,
KPEAME (ARFmPURSE ) J77% R HARE B r 036 H L H] A JF 2008/0187954 . 36 [H
A6, 413, 746 16, 660, 501 LA [ FR L H AT WO 04009823, K HAF AL 4% 51 76 # I
AA

(01791 &G FHbfd A - Rl FLah P ek B AN iU 5 9% R Gk RIA EH L K. 7T ATEIRFL3)
IR RIS EAE A, ROAFTIR R HIEF IEf i & SEm B mit B A 2 e . 48
PRI L300 T E 40 2 (0 S AL 4G Gluzman A A B 40 i & COS-7 (Cell123:175, 1981)
A R 21 6 3 A 4804 1) LAt 4 i &%, A0 4549 0 L 48 C127 . 3T3 A B IR 8L (CHO) «
HeLa #1 BHK 400 58 o Wi FLANYIRIA AR UL & R4 sk oot (14051 3k 1) i PR I 2 1
S R G &R E B A s, DU E 57 8 37 MR 5] ) LA 57 8L 37 JE#]
B A (1an b 75 WA BEAR 45 & A i SR IRE R AL AT R B AR RN 32 A4 7 R DL S s 24
1EPH)) o 78 B A g i rp o= A= e B 1 AR 55 22 48 L 2R3 Luckow AT Summers, Bio/
Technology, 6:47 (1988) .

[0180] I LAMRAEALA A1 ) J7 10t H & 3 A 5 r= AR i AT Ak o IR SE bRt i
FEElE (a0 e 28 He el S AN R AN RS HERE AT €l ) L850 22 0l VA P 2 B o
THEAAFET H EARER AR . N RARIR 22 F LG8 TR AR T T A RIS
EH K —S— $ A2 RS SR bR T LS B e, AT 7o Vil e 6 0& 1) 558 PO 25 ) Hh gk A7 4l
o 3B AT FH 1 G0 B KA A B SRR AN X5 2 i A 2 SRR RN 20 & B B B AT M B R AR
(01811 {5, my LA S Ad FH s I 1) B ik i i 2% (91140 Amicon B¢ Millipore Pellicon
HEUEREE ) Wdik B A E B - B R R AT RIL RGN BB IRFP R )G, "R
WeAa Yt 2 E&E A L BT VR ) — a4, v LA FH B B8 12 e g, 4 dn B &R )
TSRO (DEAE) SR (1) AR ot B i o BI85 T DA PR M T Fe 3 I 0 o SR D L AR 4
FEE O AL E M. EA R — B, WU S AP iR, SIEnIHE
T AR G &P B A WA A BOR H R AN . &, AT DAV — AN e A ol v
RO 3 (RP-HPLC) 5 B3k ik — 5 4lifk, NOTCH $5 517 2 Bk ( BltnPiik sl il is 224k ) ,
JIri& RP-HPLC 25 K FH i /K 1% RP—HPLC A1 J51 , 48] a1 FL AT sk HHY 2 HL B s 7 M 22 LA R R 2
T LS AP A4 R 2l 2 3R v i — e a4 30, ety — M EHE .
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[0182]  ZHEA 37 P AR R B A & s an DU R 07 S 5 - A i A e it AT )20
PEEL, ARG A — IR B Z MR A  Eh T KM B 2 B RS HERH G20 3R . X T i i 4k
A IR AT DA iy G AE €3l (HPLC) o o] DB AR ART 55 FU7 VAR T3R8 S 41 2 1 Ak
W2 B, B35 VR B AEIA  B A AT W UBR B A P 4 P S A 7

[0183] A4S A1) A T4k NOTCH #5977 2 Ik (BlandiiasinliE 24k ) ket
F545 40 35 [ R A A1 2008/0312425.2008/0177048 F12009/0187005 33k it AT L, i H: &%
HE IS 5| AR IR A AR

[0184] 6. Z4WIH &Y

[o185] W] DA AR 4idek o © N (AR AT & A 19 77 720K NOTCH #5977 2 Ik (91 andt NOTCH it
&) Bol G o AR ST Kb, IR 254 G0 & 24527 B nT ez i . i
2L AW T3 4 28 P 23 e PR 1 AR KRR TN SR A 48 PN 20 A RS

[0186]  FEH-Lbsiiti 5 =, il i 44k it NOTCH 45 H1 75 (9114t NOTCH Fidk ) 52452
ATz s (B, BRI ) &9, 6l T T A 77 (Remington, The
Science and Practice of Pharmacy ( 2 20 fix ), Mack Publishing, 2000) . i&& H)Z52%
A2 B BFREABR T JREE 22 A, ] B IR R Fr i R Sh AN A G HLER 25, 45
AN s AT, B PUIR MR A R AR 2R s B R (- )\ e — B R L Sl A B
SR EA bR SR SR R T B BRI R IR IR R R e B I, 451 40
X 328 5 O HH R HR R Bl SR B R FE R T B 5 L2 Iy s (R0 -l A U 53— TR AR FR Y ) 5
KoFEZK (Flan, /NT2 10 NMEIERR R ) 5 E, Flan g B & R E R E Bk E
F SRR AW, B W5 G Mg el SRR, B a0 H 2R - A NG R AT i 4 20K
W Z R B Z R Tk A, 9 an B b . W RN L H R B ORI RS 57, 91 Wl EDTA 5
PEIS, B e B | H SR i i A B L ALY s R O T, Bl s & B S (Bl Zn- &
F48E ) sAEER 3R g A, a0 TWEEN 8058 2 % (PEG) »

[0187]  FEFELLStE Ty Sk, FriR 25 AR S 12 14 VR IF) o A L B AR St 77 =0, ik 24
WIH AW R T 1

[o188] W] LALAHH TR &6 97 B A & iR y7 1 2 Fh o7 Kok it H A K B 25 &4 . it
AL R ERE T (Bt , 2R A, (045 B 18 A0 B Rk ) , 12 B G B e LB
FRE S 7R AR ) 55 IR A R s I A (g, JE s RN B N R R B S 7
EHAm S8 SE N BN REME R ) s AR 505 Mokt A, GLFE 5K A S 3Bk P
B IR P BUULPA A 9 S B B e (i, S O = ) .

(01891 VAJT PRI AT LU BLAL AL o e A4S < 7 7] AR B3 H oR kL L /K B
A5 P VA TR B B T R B R, DU D IRE < B ot A B R it A sl N it
Mo fEE WA RS BARE SV, FEEME R S AMBGNRE . W RO 7o
FOKVER  FLRE R L (LA VBRI A T R L BRI A O AT AR AR R ) (45
w7k ) AT R B A R B A & W) B0 B () 3 24 W T 422 52 10 26 (1) 35 o Vg A0 1) [ s 3
HFIHAY . B JERAZ E AR T LA a0 o o R R s m) B . B B ZH A i B 51 AL
A5 A] A2 i 78 B DA H A 7 B S iR At B A KA AR s 8 . 5, 12 7R Bk
AT DAL & AN A o A B SR A o e, IX R 2E 20 AT 4% i v 2 0 5, 2 i 2
FH RS M 5 70V N 3 AH 2 e B ad ok 1 BB IR RS TS P 22 PR T I 2R 1 T2 B0
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W2, ik A R4S 2 PSS VIR AN R GRS v o e | el e A 2 R 41 o 2= TR S5 A )
PIIREH) -

[0190] &AW LLKE NOTCH #5471 (517040 NOTCH $ifd ) BH3EAEmR Ferh o it 4 anist 5 £
AR BEIE  F 3R A R i 2% e SRR B, 1, 23 il N, FEIRAR 2 idtis gt (51, i Bk
AR AEsRAR BT KR oK e 3 ) BAEAHFL5F) (40 Remington, The Science and
Practice of Pharmacy 2 20 Jiix, Mack Publishing(2000) " ffriR ) i 5e B 3L 2 4t & 5l Bl
IR AR ( HEET IR IR R ) Tk e

(01911 FEREeL syt 77 2, 254155005 5 g ik 2 & 1) NOTCH 45 4t57 ({5 4n$t NOTCH
Pt & ) (Epstein %, 1985, Proc. Natl. Acad. Sci USA 82:3688 ;Hwang %%, 1980, Proc.
Natl.Acad. Sci USA 77:4030 ; H13& [H & F % 4, 485, 045 HI 4, 544, 545 5 ) . FH LR
5,013, 556 ‘5 A 1 2 A G 9 G AT (8] (R 15 BT 44« — LS8 o 44 mT LA & ol R e E
JIE [ 5 F0 PEG A7 2E Ak TS IS W 2.2 (PEG-PE) (WAL &Yt Wi AH 28 ke 2k . g
AR o B A e fLAR eSS , A= A48 B B s BRI T A4

[0192]  WeAb, AT LA A RSB AL il 77 o RESRE IR 150 0 & SE A9 B0 4 & B4 i ik
EBK RGBT, %L PN E IR (B, JEEIRFE ) o Frae it 5 i
sl R E IR (FRAGR 2- H 48 ) 8UR OmBESKER . B ls (EE%
FIEF 3,773,919 5 ) . L- BWREBA 7- 2.3 —L- BEEIEI IR AT BEIE 205 — LR
)7 R 1 0 LUPRON  DEPOTTM ( FHFLIR — LM IR 3L SR AN IR 5 DA il MRS B8 FR T 32 Sl B
) ERTIEMBIILIR - ORISR R BRI 7 T RRBEAI R D-(-) -3- BRI T IR
(01931 7. F&

[0194]  I&42HE T H TS A K B 7 A & “aR &2 e 6 & 2 — R TR e
HAST AL & (a0 4 f A A 2R IR BRZH 23) ) NOTCH3 ik PR FR A 7K P a7 (4 i
FRIRETSE ) BARATH S (a2 s as ) o o7& T AR N H Sk St A & B I 7 V5 1)
BRI EBEE . SAh, wRE T LA R 1%l S ELA S A B TR
2yt Ui A

[0195]1  FE— sty =0, 34t 1 TSl AS i B 7 ik il & Rl & S 3l i
A H BT IRHFELS . 0T aRT-PCRMZE I 5 , 7 & 2 /0 &5 F TRl NOTCH3 & (R 3%
K BIASCA T BIEREr o ik ik &k vl LA 2 BT RNA SR L 10 65 A / B3 PCR 9734 14k
7o 7E R szt 7 A, AR HPRF BB & 20— M EZ TR, TR S E R S % E B
SEQ 1D NO:35 ~ 43 HpR M H I H R T 51

[01961  HX5F) & nl LLELHE BHEFN / B P %o HE R B0 11F 4 B A i BAASE R 1 7 10 i 1 R
ERRAE R . P RETET LALFE - %t NOTCH3mRNA F 7778 52 SH 4 B3 BH 4 I RE &, 451 B RNA 1) %
Y p R SRR E A 2355 o % IR BB RIS FH R bR iE ), I HL 582 AR AR GURE AR N 2 H
R SITG N .

[0197] &R ER BN A2, AR B T7 A AR A 20 SR B A A8 SR AT L E N STt B PA H 3
7 BT o DRI, B AR il P 1) 5 A o ) YA B8 5 RNA $2ECRN / BRAG N NOTCH3 % 3%
AR B EAT UAAE H 3.

[0198]  sjafs]

(01991 SR A , AR SCHE IR 1) STt 451 F0 S it 77 ZUAN HH T B B MR B Y, A8 RN 53

40




CN 105051215 A W OB P 34/41 7

P AT DUAR B 22 P el o AR, FLIX A5 pOR U3 B B 7R AR FRE 10 3 B RIS
[0200]  SEjiifs 1
[0201] i AR B —3R 550 A0 54k 07 77 41 & ) OMP-59R5 $7t NOTCH2/3 SZARHLAARZE A4 4 [ 1
g AR
[0202] K5 20, 000 > OMP—PNS fifiJd 41 B y-E 5 22 NOD-SCID /N N o (I A K 22 K, HE'E
ATEE] 125mm’ (P AFR o A5 5 IR /N BRBE AL 2 4 41, 3 F X6 & B4 OMP-59R5 ( i
NOTCH2/3) - % Ph i . B OMP-59R5 5 7% Py (4 & BEATV6 YT - AFF— i LA 40mg/kg 157
it YU . T AR DA 20mg/keg FIFRSRHEH o 75 BT R s 697 5 R0 =2 i 8 AR A4
Vg B — R 75 855 2 P A e 4H 4 () OMP—-59R5 53 2 #4117 OMP-PNS g it A=K (& 1A>
[0203]  #{ NOTCH2/30MP-59R5 Hi 44 141461 OMP—PN 17 i Jit b Jeg A7k PN 2 K- (1 68 3 4 FH B A< AH
[F 7R E . W 1B Fros, 7 v — iR Bl 35 P AV 4 & 1 OMP-59R5 5 24 b i
7 OMP-PN17 R HI2E K .
[0204] ¥4 50, 000 /> OMP-PN11 Jif 83 £ Jfg £ 5 &5 NOD-SCID /N N o {3 g 4B K 21 R,
HE AR R 120mm’ S AR KA G R /N BB ML A D 4 4, I R R B A
OMP-59R5 ( T NOTCH2/3) « 75 PUAhVE . BY, OMP-59R5 5 7 PUAIE 40L& HE4T VR YT « SR — A L
40mg/kg FIFE I PUA . 5 P9 LA 20me/ke OGS . 7EFTTE R AIGYT G K3k
M E R AR . il 1C B, AR A8 — i Bl S 7 P Al 4 & 1) OMP-59R5 34567 OMP-PN11
g 1 A K B RO
[0205] ¥4 20, 000 4> UM-PE13 FLAR (NOTCH3 1Ry %15 ) iR 41 ffg vE 5 25 NOD-SCID /NS N o
fERE A K 37 K, HECATAR] 140mm’ K F AR . A IR /N R BENL R 4 41, 3F
FA X HUAAR . OMP-59R5 L 5 A2 % . 5 OMP-59R5 5 A2 WL (20 & HEAT 7697« B Ll 20mg/ke H
A& PR . EARE utﬂ 10mg/kg HIF &t FH o« 76 BT 7~ BIVETT I R EC &= i AR
W 1D Fros, 1 5 — 35 8 5 LA B4 & 1) OMP-59R5 5 24l 7 UM-PE13 EEPEE{’]EE
K,
[0206] ¥ 20, 000 /> UM-T1 FLJ® (NOTCH3 f=53R3L ) Ffed 40 gy 4% %2 NOD-SCID /MR - {3
MR AE K 28 K, BEEEATEE] 120mm’ (PR, K55 R /N BRBEAL 2 4 41, 3
X HEHTAAR L OMP-59R5 1t NOTCH2/3 Hifhk EAZIE L B OMP-59R5 582 BEM A & AT IRYT . &
JA LA 20mg/kg HIFT S FH A . HAZEELLEE 10mg/ke IIFIEHIH . fEFTHRRINGST G R
o B b AR . Wil LE B, A 8 — il Bl A2 B 415 1) OMP-59R5 X UM-T1 Jif &
A KB R
[0207] % 50, 000 > OMP-Lu40 fili (NOTCH3 iG55 ) filJ8d 4 g3 5 22 NOD-SCID /MR P o il
PR A K 33 K, HETATAR] 140mm’ () TR . K056 s /N RN LA 4 40, I H
X HEHTAAR . OMP-59R5 1t NOTCH2/3 Hifhk EEAZE L B OMP-59R5 582 BEM A & AT I6YT . &
JA LA 20mg/kg HIF S FH A . HAZEELLEE 10mg/keg IIFIEHIH . EFTHRRNGIT G R
o & R AR . Wil 1R Fiow, 582 IR A i OMP-59R5 53 24 ] 7 OMP-Lu40 Jif e (1)
EK,
[0208] K 50, 000 4~ OMP-Lu53 fiti (NOTCH3 fi3R3A ) Ji IR 41 oy & 22 NOD-SCID /N o« £
A=K 33 K, HETATAR] 120mm’ (TR, K4 PR i/ BRBENL A 4 41, J‘#H
X HEHTAAR L OMP-59R5 it NOTCH2/3 Hifhk EEAZIE L B OMP-59R5 5 A2 ME A & AT I6RYT -
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f%— & LA 40mg/kg M7 E N FHPUA . SAZEELLREE 10mg/kg HIFIEMH . TR =G
Ja REDE MR . B 16 Fras, 58204 A 1) OMP-59R5 X} OMP-Lub3 i it A= K i
FERE

[0209]  sjiafsl 2

[0210]1 57 PUfthyi2H A 1 OMP-59R5 F iR A8 A A kil 48 FH -5 F i Jie 8 o i) NOTCH3 2[RI 5%
IR 7KV i 3 AH O, (R L g B i g A A Gt

(02111 S R ARSI BB R, T8 SR 1 BTk (1) 44 A S P A% A0 s o 11%) ke A e e 7L
ik 988 01T fiJRg A R 5 T NOTCH2 A1 NOTCH3 35 [RI 3R ik 7K ~F- o R 38 1) ik 7 Ay 48 46 i B, 56 A
Affymetrix® U133 plus 2 FEFISAS T KA. &SRR T TIR 123, XERLEE
T ORTAESLIAF] 1 P I A4 A e b R A U e 45 iR 0 5 4 9 SRR & 7Y OMP—59R5 47t
NOTCH2/3 HLAA a7 o) o 37 M 1 B o X ax 2658 o7 H 1 NOTCH2 11 NOTCH3 2t [T 2 3k 7K -
[P o3HT 2 T 500 AT ERIME . ASid, AW RELE 300 ~ 1000 Z [HAZfLET, >k H X L)
BT AR ZE TR TR 2 A AR TR o 70 2L e AR e P A5 o o, R 0 %2 1) NOTCH3 R IA 54Kk NG
T DR T AFAE AR A < E NOTCH3 385 [ 1y B 2Rk 1) 14 A FL IR st Jgg o, A 5 AN
R o A, 78 L I SR R 5 i v, RO 21 NOTCH2 2Rk 544 P Dh R 2 T A7 AEAH 5%
PEo A NIEAT B2, IR i, 78 5 7K1 (1) NOTCH3 ZE [F 314 5 OMP-59R5/ 5 Ph i va
7 FRAA P Th 2k 2 [ AEAE R SR A AR SE P 78 NOTCHS3 JE K] w5 & 3 1 10 AN I ibgg o, 9 A
HX4T OMP—-59RS 75 PhAth ¥ (1 ¥E 7 A 1k P i 244

[0212] 3 1. JAEMRMRE ) NOTCH2 A1 NOTCH3 Ht Rl ik 7K

[0213]
hak : N
e (OMP-59RS5 +75 PG £iiiE) N RS N s
PN4 + =(1802) F(4637)
PN7 . (274) H(2140)
PN8 + F(2484) =(6909)
PN11 . fik(141) H(4576)
PN13 . fi£(23) TH(6848)
PN16 + =(3318) =(3812)
PN17 + =(6106) =1(5904)
PN21 + =(2776) =(6203)
PN23 . 1(2978) F1(5166)
PN25 ¥ #3(6600) #3(4383)
[0214]1 3 2. FLARPIRE A ) NOTCH2 A1 NOTCH3 & K ik 7K
[0215]
3k ; .
i (OMP-59RS -+ 458 N3 F®ik N2 ik
PE13 + =(5616) =(6283)
Tl . =(11708) = (7551)
B37 + #=1(10217) =(3231)
B40 . F(11615) #1(10999)

[0216] & 3. fili 83 v (1) NOTCH2 A NOTCHS 2[Rl 223K 7K~ - NSCLC— /N4 i it s SCLC— 7>
1 o A9
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[0217]
hak . ,
BB | oMPp-soRS + IR N3 Ri& N2 Rik
NSCLC | Lul5 - {i(440) E1(1995)
NSCLC | Lu24 =(5430) #=(3105)
NSCLC | Lu25 (9768) F(3225)
NSCLC | Lu53 - =1(12294) (7828)
SCLC Lu40 I fi£(423) (1040)
SCLC Lu61 + & 11732 =(1500)
SCLC Lu65 4 fi£(269) R(514)
SCLC Lu66 + fi%(9) fK(12)
SCLC Lu67 - =(682) F(2214)
SCLC Lu68 + =(838) =(3519)

[0218] X g Mg fifrRd vy 7K S 19 NOTCH3 [R5 1A 5 OMP-59R5/ 5 P Ath i K & 75 97 B4R Y
Dz (B X Fh A N & A G EIEAT Tt — 2240t AT R b 2 S Al iy (540
RNASeq) , 7E PN11. PN13. PN23. PNO4. PNOS. PN16. PN17. PN21 Al PN25 Ji i fis Jeg £ ita o 7y o2
1 NOTCH R ik /Ko MR 4 il it 7 (K04 AR Ui B, 456 ) Tllumina® HiSeq™ 2000 JUJ7 R4tk
1T RNASeq. P& 2A 27, 76 N SRR S FhAZ AR DAY vhr, 39 N NOTCH3 JE [N 214 5 OMP-59R5/
B PEAE DA VR YT I AR A IRg S 4 B B35 AE G (0. 823 5p<0. 021) » B 3 it — P IR, 7
i) 7 A e i g R 00 381 ) NOTCHI3 S [R] 2k S 25 v 7 ) I 4 fg Ji P g e 0 281 1)
B

[0219] & 2B 7R 1 {EXF OMP-59R5 i NOTCH2/3 Hidk — 25 VG fth Vi It & VA 97 A Wi 37 i A\
SRR (R = B35 5 b5 75 PO AR S pYE J7 AH LIS p i <0. 05) FNZR R ILGT OMP-59R5 Ft
NOTCH2/3 Hifhk — 5 VARV IR A V6 7 o B S MRS AR (NR = Jom 3% 5 55 75 7 fth i€
MG T A EC IS p 4B >0. 05) FR I 3] 1t NOTCHS 5 PR 22 34 1R 3 A o i 7 48 i Jit Ffr 9 v 1)
NOTCH3 2 PRI 2 35 7K ~F- 43+ A3 i 7t 5 00 82 24 gt i 9 (%) NOTCH 2 [R] 3 528 7K ~1- 43+ A1 ) B
I

[0220]  Z&-Fidid RNASeq 7E i s ARG 0 L 1) NOTCHS 22 [RI 1A /K%, 245 1S (A
YEGE T AR ) SR TN A S e Jlgt e f OMP—59R5 54k 7 771 (5 fn 25 PEARIE ) IBE&va T AR
WHE N E (Alan Agresti:An Introduction to Categorical Data Analysis, John Wiley
and Sons, Inc. (1996)) . 2> #7145 Fox T & 4 tf. NOTCH3 3 [K 36 145 H 4 25 1 BH 4 ) 48
(PPV) \ IPEFIMIME (NPV)  REKE (SENS) FEF44E (SPEC) 437N 83%.75% 83 % F1 75% .
[0221]  JEIEEGE T4 i OINR B e 1) MAML2 & (R Raa £ , i3k — 42 mr 1 il
iR Hi e % OMP—59R5 15 75 PEARYE (565 ¥ 7 0 4% P i 2 A 1) T2 44 1 P o % NOTCH3 A1 MAML2
5 DRI A 4 20 55t 32 4[] U B A 21 0 25 SR T 181 5 R o NOTCH3 A MAML2 J2 PR 5 Hir i 4.
() BH A FRUIAEL (PPV) I FRUMIEL (NPV) R &SR (SENS) FgE 44 (SPEC) 4 100% . {118
It FRAE RNASeq V5 3R1G 0 2 IR R IR H i X SEE0 AT 17 28 EEE

[0222]  sEjfafsl 3

[0223]  JER IR MBI A b A 1 NOTCH3 8% H 3RiA

[0224]  #F47 1 NOTCH3 & )5t BV 28 43 B LA e N TR g o 7 NOTCH3 2 1 3Rk (&1 6A) o
Z A M A BT T NOTCHS i (AP f5 5 1% 5 #5276) Kl 2 7 454K NOTCH3 (FL £ 250kDa)
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DA A2 NOTCH3 F) 5 JEE AN 2 L PN [X 35k (TM 92 98kDa) .

[0225] &1 6B S~ 1 AESEHtf 1 Ak () e AP A A0 2 h % OMP-59R5 5 7 DA Ath i€ IR
HRTT A RPN R AEE (R =ma B2 55 3 PU AR MR IT A8 LUES p {E <0. 05) FI& K
BT OMP-59R5 5 7 PaAEE PRI DEA ¥R T 0 e B2 PR S RS A A) (NR =T B3 5 5 35 P Ath e 5
MG ST A ELE p E >0. 05) FRASIINF ) NOTCH3 25 [ R TA I 40 A o i N 3 5 TE IR N o 22 [ )
NOTCH3 25 [ 1k 20 A b 1843 B85 B AN NOTCH3 J PR 238 40 A b 140 BS BE R IE. o o6 ok e o
() NOTCH3 & [ SRk Hfm 647 1 3@ 85 B, DLRTIN AR e i Jl e o OMP—59R5 15 5 7 Ath ¥ Fr 1E¢
EVEYT BIBURAE . FE TN OMP-59R5+ 5 PHAIEE VG T H MR B 77 1T, NOTCH3 &5 [ 3Rk Hdh ™
AT 5 ik NOTCH3 25 PR 3R 18 B4 I 2 A A 2R 20

[0226]  SEjifsl 4

[0227]  FH qRT-PCR Wl 5 i 4% 4 Ji i I8 A & 1) NOTCH3 JE (R 3R 1A

[0228]  FHFRiER & & gRT-PCR 7E % # g I I 88 8 i 8 1 NOTCH3 B[R 3Rk . fi H
NOTCH3RefSeq mRNA J¥1 NM_000435. 2 B¢t 7l e 484t NOTCH3_ A7 ALl 2 1 9 A 75 1
B S AT [ —F, T NOTCH3 A1 #6393 T Ensembl e e BT 50 (1) 45 3508 W5 Fe i S A< . i
NHFTEA TR (FF) N ZIRE i R FIAE 7R B AR [ 5 A S G (FFPE) B9 N ZAFE bR 46 1 K
EFF11 qRT-PCR 1 5E .

[0229] 3 3. 7E NOTCH3qRT-PCR 5 AR5 FH FIHRET IR H R 7 1)

[0230]

1E [ AGGCAGAGTGGCGACCTC (SEQ ID NO:35)
NOTCH3 Al | ) CGTCCACGTTCACTTCACAATTC (SEQ ID NO:36)

P AACCCAGGAAGACAGGCACAGTCGT (SEQ ID NO:37)

1E [1] CTGGGTTTGAGGGTCAGAAT (SEQ ID NO:38)
NOTCH3 A9 | [ GGGCACTGGCAGTTATAGGT (SEQ ID NO:39)

e TGACGCCATCCACGCATGTC (SEQ ID NO:40)

1E [) TGCAGGATAGCAAGGAGGAGAC (SEQ ID NO:41)
NOTCH3 A7 | &I GCAGCTTGGCAGCCTCATAG (SEQ ID NO:42)

BEr CTCGCGGGCGGCCAGGAATAGGG (SEQ ID NO:43)

[0231]  RAE T2 100 3>k H — & IR e 25 2 B4R /R B AR [ e i i E0 38 (FFPE) #4682
JZH Y, DA e 1220 1 NOTCH3 RIB AR A (B 7) o Al FRAERT 2 2 RT-PCR #4E M
T2, FI NOTCH3 A7 BI#y / #R%F 40/ 2 T NOTCH3 2R HiL . HH47 T ANOVA Seit-22 4007 LAH 2
NOTCH3 7K~V-J& &5 5 AFEHE fh 08 ol R E R SR N AH G B T IR A
S HH 2 2 1 R B 1 NOTCH3 25 [R5k 73 A7 A1, AR A& 3 NOTCH3 7K~ 5 AT AAT 3 e PR 25 40 Ok
K7 SR T TR I A BTG R ORI AR B ) NOTCHS JE PR 263 565 1056 25,55 50,58 75 F1 %8
90 A .

[0232] SR E A AR AE SRR I N RN ok B &85 2 8 il i e 2L 21 DL ROk B = MR A 4 D
S H AT FE B DR R PR N BB B RE () NOTCH3 2 [RI R IA HEAT T 03— 4k, DA B b AT e 78
BB A A, B IE, FERR DR ZE . K (3R ) SRR S 1 RTiR
1) 57 Fh AZ AR DI 22 H %S OMP-59R5 5 75 Uz (B Ava T e B N AR e, SR (IR
) i ZRINTE RIS AR I 52 A T S P N R AR RE (11 8) o i A g\ 7 HA 1) NOTCH3
R 2 3K 7K T 1 1 A i S R, 3X 2% B NOTCHS 3k PR 22 3 A FH 1 900 g i ek 98 5 487)
OMP-59R5 54697 7 IS A Y6 7 HAA P i 7 1 o PR 8 38 S 7 IR B6 1) AT R A B2 45 5 %
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i Fes 2L 2 1 NOTCH3 JE PR 228 146 1045 25,45 50,55 75 FI4E 90 H Zrhr 3.

[0233]  SLJiEfs) 6

[0234] 55 Pty AT ABRAXANE B¢ FH 1) OMP—59R5 i NOTCH2/3 4 AR F101 sl Jik Fit Fofr 96 £y 42 411
EERIS

[0235] K 20, 000 > OMP-PN8 (NOTCH3 /=i 3R 1A ) i ed 4H Ay 5% 22 NOD-SCID /MR o A i
FAK 26 K, HETATEE] 110mn’ (PR K6 PR i/ N R BENL A 3 4 (40 n
=9 HUNR) , I F B FLA | 25 DU At I +ABRAXANE™ ( (928 1 45 & (R 42 A2 8% ) L B OMP-59R5 i
NOTCH2/3 PifA 5 7% P Athi5E +ABRAXANE™ 4L &34 TR )T - &R — & LA 40mg/ke )77 & it
OMP-59R5 . 45 Jf LA 10mg/kg 77 &t A 75 P Athise , L4 DL 30mg/kg FAF7 5 ft FH ABRAXANE™,
TEFTHR 7N YA TT JE R A0 S s AR A . 55 5 P A ¥ +ABRAXANE B¢ FH 1) OMP—-59R5 5% 21 Hh 417
il 7 OMP-PN8 8 () A= 4, FF HLEL A 5 P Ath i +ABRAXANE™RHE MR & (- 9) . 3K
AT EBE s 1 N [E]— S i vh A I B AN R B B R & e . T B S 7 ANE YRR
7 2 IRAT B EHE , AN 2 IR T S W3R 1S I8 e . 45 SRR B, NOTCH3 Kk /K~ T
U FR Fi e 983 6F OMP—59R5 $i44 5 22 Mk 77 R A V68 97 B0 44 PR i J82 42

[0236]  tHT-FrA B B AR B 5| B A WA LR L FR A ELIEC R 9 anl R 6 5
5/ BIEETY (OEZZERMZ AT ) #5758 B IE AR, HARFE an[F]
LA i B2 B AN BB HS R s B R B R ER U L LI R A S/ B T A
HIXFEFFAAR

[0237] 7%

[0238] SEQ ID NO:1

[0239]  HKGAL

[0240] SEQ ID NO:1

[0241]  HEDAI

[0242] SEQ ID NO:3:59R1 EE’%% CDR1

[0243]  SSSGMS

[0244]  SEQ ID NO:4:59R1 H‘% CDR2

[0245]  VIASSGSNTYYADSVKG

[0246]  SEQ ID NO:5:59R1 EE’#% CDR3

[0247]  GIFFAI

[0248]  SEQ ID NO:6:59R1 %% CDR1

[0249]  RASQSVRSNYLA

[0250]  SEQ ID NO:7:59R1 %%% CDR2

[0251]  GASSRAT

[0252]  SEQ ID NO:8:59R1 %% CDR3

[0253]  QQYSNFPI

[0254]  SEQ ID NO:9:59R5 H’#% CDR3

[0255]  SIFYTT

[0256]  SEQ ID NO:10( ZE4% CDR3 I 41 ) :

02571  (G/S) (1/S)F(F/Y) (A/P) (1/T/S/N)
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[0258]  SEQ ID NO:11( #fRit:#E %% CDR3)
[0259]  SIFYPT
[0260]  SEQ ID NO:12( #fRit # %% CDR3)
[0261]  SSFFAS
[0262]  SEQ ID NO:13( # {1t H %% CDR3)
[0263]  SSFYAS
[0264]  SEQ ID NO:14 ( #f{t#E %% CDR3)
[0265]  SSFFAT
[0266]  SEQ ID NO:15( #fRit# %% CDR3)
[0267]  SIFYPS
[0268]  SEQ ID NO:16 ( # {1t # %% CDR3)

[0269]  SSFFAN

[0270]  SEQ ID NO:17:59R5 4% A[ A% [X

[0271]  EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYTTWGQGTLVTVSSAST

[0272]  SEQ ID NO:18:59R1 IgG $ifAkfr) 59R1 F 4k VH

[0273]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFAIWGQGTLVTVSSA

[0274]  SEQ ID NO:19:59R1 #H4% VH+ W FLahi(E 5741 ( TRIZE)

[0275]  MKHLWFFLLLVAAPRWVLSQVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVY
TASSGSNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFATWGQGTLVTVSSA

[0276]  SEQ ID NO:20: A8k 59R1 EEBEAJ AR X

[0277]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYPTWGQGTLVTVSSA

[0278]  SEQ ID NO:21: A8k 59R1 EBEAJ AR X

[0279]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSSFFASWGQGTLVTVSSA

[0280]  SEQ ID NO:22: A8k 59R1 EEEAJ AR [X

[0281]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSSFYASWGQGTLVTVSSA

[0282]  SEQ ID NO:23: A8k 59R1 EBEAJ AR X

[0283]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSSFFATWGQGTLVTVSSA

[0284]  SEQ ID NO:24: A8k 59R1 EBEAJ AR X

[0285]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYPSWGQGTLVTVSSA

[0286]  SEQ ID NO:25: A8k 59R1 EEBEAJ AR X

[0287]  QVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSSFFANWGQGTLVTVSSA
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[0288]  SEQ ID NO:26:59RGV fifk (59R1 Ak RAEfA ) ) 59R1 HEEE VH

[0289]  EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFAIWGQGTLVTVSSA

[0290]1  SEQ ID NO:27:59RGV Hifd (59R1 HIFh RAZMKR ) 1) 59R1 4k VL

[0291]  EIVLTQSPATLSLSPGERATLSCRRASQSVRSNYLAWYQQKPGQAPRLLIYGASSRATGIPARFSGSGS
GTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKR

[0292]  SEQ ID NO:28:59R1 4% VL+ W FLahifE 54 ( FRIZR)

[0293]  MVLQTQVFISLLLWISGAYGDIVLTQSPATLSLSPGERATLSCRASQSVRSNYLAWYQQKPGQAPRLLI
YGASSRATGVPARFSGSGSGTDETLTISSLEPEDFAVYYCQQYSNFPTTFGQGTKVEIKR

[0294]  SEQ ID NO:29:59R1 IgG $Hifkf#) 59R1 #%E VL

[0295]  DIVLTQSPATLSLSPGERATLSCRASQSVRSNYLAWYQQKPGQAPRLLIYGASSRATGVPARFSGSGSG
TDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKR

[02961  SEQ ID NO:30:59R5 HE%%

[0297]  EVQLVESGGGLVQPGGSLRLSCAASGFTFSSSGMSWVRQAPGKGLEWVSVIASSGSNTYYADSVKGRET
ISRDNSKNTLYLQMNSLRAEDTAVYYCARSIFYTTWGQGTLVTVSSASTKGPSVEPLAPCSRSTSESTAALGCLVKD
YEPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKCCVECPP
CPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTFRVVSVL
TVVHQDWLNGKEYKCKVSNKGLPAPTEKT I SKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

[0298] SEQ ID NO:31: $i NOTCH2/3 59R1 IgG2 EHERITHINE A4 + 155 %4, 5 5%
a0 R s

[0299]  MKHLWFFLLLVAAPRWVLSQVQLVESGGGLVQPGGSLRLSCAASGETFSSSGMSWVRQAPGKGLEW
VSVIASSGSNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFAIWGQGTLVTVSSASTKGP
SVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNEGTQTY
TCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCYVVDVSHEDPEVQENW
YVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCSV
MHEALHNHYTQKSLSLSPGK

[0300] SEQ ID NO:32: #i NOTCH2/3 59RGV (59R1 Fff AR ) f) B 5% i T 55 1 /7 1) +
S5 A5 S A T &R

[0301]  MKHLWFFLLLVAAPRWVLSEVQLVESGGGLVQPGGSLRLSCAASGETFSSSGMSWVRQAPGKGLEW
VSVIASSGSNTYYADSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCARGIFFAIWGQGTLVTVSSASTKGP
SVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNEGTQTY
TCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCYVVDVSHEDPEVQENW
YVDGVEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPTEKTISKTKGQPREPQVYTLP
PSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVESCSY
MHEALHNHYTQKSLSLSPGK

[0302]1  SEQ ID NO:33: HTUNOTCH2/3 59R1 85I TN & H /7 41 + 15 5 741, 5 57 51 W~
RIZE PR
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[0303] MVLQTQVFISLLLWISGAYGDIVLTQSPATLSLSPGERATLSCRASQSVRSNYLAWYQQKPGQAPRLLI
YGASSRATGVPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKRTVAAPSVFIFPPSDEQL
KSGTASVVCLLNNEFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLS
SPVTKSFNRGEC

[0304]  SEQ ID NO:34: $tNOTCH2/3 59RGV Hufd (59R1 HIFh RAZMAR ) B4 HE R TN & A 7
I+ 155G 5 I N RIZ

[0305] MVLQTQVFISLLLWISGAYGEIVLTQSPATLSLSPGERATLSCRRASQSVRSNYLAWYQQKPGQAPRLL
TYGASSRATGIPARFSGSGSGTDFTLTISSLEPEDFAVYYCQQYSNFPITFGQGTKVEIKRTVAAPSVET FPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

[0306] SEQ ID NO:35

[0307]  AGGCAGAGTGGCGACCTC

[0308] SEQ ID NO:36

[0309] CGTCCACGTTCACTTCACAATTC

[0310] SEQ ID NO:37

[0311]  AACCCAGGAAGACAGGCACAGTCGT

[0312]  SEQ ID NO:38

[0313]  CTGGGTTTGAGGGTCAGAAT

[0314]  SEQ ID NO:39

[0315]  GGGCACTGGCAGTTATAGGT

[0316]  SEQ ID NO:40

[0317]  TGACGCCATCCACGCATGTC

[0318]  SEQ ID NO:41

[0319]  TGCAGGATAGCAAGGAGGAGAC

[0320]  SEQ ID NO:42

[0321]  GCAGCTTGGCAGCCTCATAG

[0322] SEQ ID NO:43

[0323] CTCGCGGGCGGCCAGGAATAGGG

48



N 105051215 A PCT/R0/134% 1/2 7

[0001]
TR Y R g i R
HiE AR ARSI ZE S 2293.102PCO01 HE 7 BiES PCT/US2014/026094
T B IR R
(ERIEVESL LRI 13 2 2)
Tl A RS 15 B
AT _6 T, B 4.5 1T Bkl SRR E Y s HAth 2R Mk i B
B. {0 L R i B [

TR AL AL FRATCC 56 [ St LR IR Y ORse ol

5%, Ay
CE IR B gL E 42)
SRR L A 9575 JE A (20110-2209) 5 445 17 k2% 5% 10801

R H M 2008-10-15 [ (R  PTA-9547
CAPEUER] CLEI) e aE it [
e

DA A T AFa 5 EAER G R A 8 B i e B AR
pifiteE

EAM7EHEH] CLEER)
AR RE S ) E R R PR OB U, Biln. LRI 5 )

x

H1 32 3RS H [ o JR S
O] AT gNE br HiE i) I EREIEYS e RN =R
BRE R BRE Gy
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[0002]

TEEVIIRR (2)
ASULHIFEE 27 B, 55_8.9 AT PIAH) CARUI A B HA A= A R 35 B
B. {7 1 S M ORFEAE B DT BER [

TR B FRATCC 35 15 #L Y B = o0

TR LAy H ki
CELFEHRE R AL RN [ 42 )
2 REr A o 75 R T AM(20110-2209) T 445 i 1T K22 B 10801

R H 0 2009-7-6 | 75 PTA-10170
CAbFE UL LI ) B2 A5 RAER s [
y

DAL T AR E EARR Chn SRy AN Br A 95 € [ AR D
prateeRE

EAh78 B CLEIN)
AR B 1 E R R AR (B RS, Bl ORI S )
7
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1. —Fh>A 7 F NOTCH #7134 T¥6 97 T de £ e e i 5 1%, Frid 7 L4 -

(a) T >R H i 5535 1) J e 4t i b 1) — Pl 22 F AR s B 2Rk /K1, Hodr, Bk
— P A YIbR B LS NOTCHS, 1

(b) J&T ik — P al 22 P AR WA B I SRR KT B i

2. —Fff W2 W g SE A T i 1 A R 15 R R 3 T NOTCH #1751 7 v 7= A i
I B A A B 2 gk 22 I NOTCH $ A BB AT ¥ 97 B9 U775, B 7 v 046 < e ok E v ik BB 3
(1) 988 4 B o 1) — e B 2 P AR bR B I R I OKT, Hod, Bk — Fh a2 R AE U0bR
B NOTCH3, H H iR — Pl 2 P A M0bs WD R 208 7K T 2R BH B 38 1] REXTI7 V27 A M

3. — MR T B B SRR I TV, BT IR A

(a) T >R H i 5535 1) J s 4t i 1) — Pl 22 F AR s B Rk /K1, Hodr, Bk
—FhEZ M A bR B S NOTCHS s /1

(b) 7] BT ik 5635 it FH ¥ 97 A7 R 1) NOTCH i) 5]

4. WBCREE SR 1~ 3 AR —T TR I 0732, Hodr, S pp A b B & e A1 LA s Tk
Wibs EPI S IR T B KPRk

5. WIAURIEER 1 ~ 4 AT —TURTIR B 7732, Hodr, — Pl 2 M A bs BRI R IE KT @
A e AR AR A mRNA B P0AR W ER KPR E

6. IR EESR 5 Bl (1) 51, b, BTl 2E s £ 470 mRNA 7K i e & 5 A i oXUR
87 BSCIE Jak BE 271 2 A8 KA E

7. WBURIEE SR 6 Frid 7792, Hodr, Frid A= Wpbn &4 72 NOTCH3 HLBT ik mRNA 7K~F-A5 F LA
T (a). (b) F1 /88 () SRHgE -

(a) ZFIRFH%EH H SEQ 1D NO:35. SEQ ID NO:38 A1 SEQ ID NO:41 ZH &4 1k
EEIEZE

(b) ZFIRFHi%E H H SEQ 1D NO:36. SEQ ID NO:39 Al SEQ ID NO:42 ZH a2 i)
] 514 s A/ BR

(c) BLE&FEZEHRRMIRE, TR A B R A% IR 7 43 H tH SEQ 1D NO:37. SEQ 1D
NO:40 F1 SEQ ID NO:43 ZH i fr)4H. .

8. WIRLRIZESR 7 Bk B 77 %, b, BTIR NOTCH3 mRNA ZKEAF LR (a) .« (b) 8 (¢) 3k
E%I'E H

(a) J¥%19 SEQ ID NO:35 1k 514, FF 3124 SEQ ID NO:36 F & IF 54, Pt & Fr 7l
N SEQ ID NO:37 MR MIRET

(b) J¥%1y SEQ ID NO:38 ik 514, FF 3124y SEQ ID NO:39 f A 5|40, Mt & Fr 3l
N SEQ 1D NO:40 MIFAZE R IERED ;5

(c) J¥%15 SEQ ID NO:41 HJiEm 514, FF 3124 SEQ ID NO:42 i) IF 540, Fes & 3
4 SEQ 1D NO:43 LB IR

9. AR EESR 1 ~ 8 AL —T TR (1) 5 ¥, Hodr, Frik —Fh el 2 P A W bs S0 (45
MAML2, 5 H. MAML2 FZRIE/K -8 5E = T MAML2 RIE IS IR K

10. WIRLRIZEER 1 ~ 9 FAE—TURTIR B 7%, Horr, AL Whs SV B S BRKF & e E B8
%A YIbR BT XS REAE S P IR IE K

11, QBRI SR 1~ 10 AT TR 9 7575, Forf, NOTCH3 12 JR 3R IR /K - e i e
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o e e 7 2K 1) NOTCH3 63 )45 2545 30445 4055 50,55 605 70,4 75 B4 80 H 4>
PLEL

12. WRRIZESR 1~ 11 FAE—TURTIR B 77 7%, Bk 77 V08 B 46 Tl i 5 SR A5 R i o

13, GnBCRIEE SR 12 Fridk 77 3%, Horb, B R dl e A I I i B gl 41

14, WBURIEESR 12 B 13 BTl (1) 5325, Forb, BITads A5 & 2 FR R i TR A s

15. WIRLRIZEER 12 ~ 14 AT —THTR (1) 532, Horb, BTl i o 4 /R S AR I 5 10 A e
18 (FFPE) fRZLEA,

16. IBCRIEER 1.2 8% 4 ~ 15 FAE— IRl (1) 51, Bk 75 1530 00 4 1) B i 28 3% it
NOTCH $1#1]57) o

17. WIRRIZESR 1~ 16 AR — IR IR B 77 7%, o, BTIR NOTCH #5712 v 23 ihEgH
57 5L T NOTCH $HifA

18. WnBURIE SR 17 BTk i 7732, Horpr, B 1 NOTCH P44 J v 45 & A\ NOTCH2 i1 /
g A\ NOTCH3.

19. WAL R 18 Firid 19 7732, Forf, BTt NOTCH 44 Hi LA PTA-9547 {RjE1E ATCC 1]
2 TR P dmty .

20. WIAURIZESR 17 Frdk ()51, Hodr, Frid$it NOTCH $iia s = 1 th 255 A\ NOTCH2 F1 /
g N\ NOTCH3, H:Hh, Fridpifatu & -

(a) % SSSGMS (SEQ ID NO:3) A% CDR1, £ VIASSGSNTYYADSVKG (SEQ ID NO:4)
ff) EE 4% CDR2, A4, 2 SIFYTT (SEQ ID NO:9) B{ GIFFAI(SEQ ID NO:5) [KJEE %% CDR3 ;LK £,
£ RASQSVRSNYLA (SEQ ID NO:6) [J%2%5E CDR1, £5,2 GASSRAT (SEQ 1D NO:7) fJ%:4% CDR2, I
£3,47 QQYSNFPI (SEQ ID NO:8) fj%%% CDRS ;

(b) 5 SEQ ID NO:17. SEQ ID NO:18 Bl SEQ ID N0:26 HA5 & /%) 90 % 541 [F]— P i
EREA[ARX ;DL K5 SEQ ID NO:29 B¢ SEQ ID NO:27 HA & /b#) 90% ¢ 41 [F)— 1 i) 52 55 ]

21. WIRURIZESR 17 Bk 7732, Hodr, BT $T NOTCH Hifk 5 16 B B DA o fA 4 i i 417
Pk TE S0 A NOTCH2 A1 / B NOTCH3 HIFF R4 -

(a) FU& &4 SEQ ID NO:17 B SEQ ID NO: 18 i EE 45 7] 4% [X A4 SEQ ID NO:29 %
HE AR X PP

(b) % 4 SSSGMS(SEQ ID NO:3) FJEE 4% CDR1. %4 VIASSGSNTYYADSVKG (SEQ 1D
NO:4) W %HE CDR2 F14 45 SIFYTT (SEQ ID NO:9) (4% CDR3 LA K& 2 RASQSVRSNYLA (SEQ
ID NO:6) F%%% CDR1. & GASSRAT (SEQ ID NO:7) HI%%%% CDR2 147 QQYSNFPI (SEQ 1D
NO:8) HI%2%E CDR3 fIHi4A (1

(c) H1LA PTA-9547 {#5KAE ATCC )22 R IR T 4w B (R oA

22. WIBURELSR 17 ~ 21 AL —TFTIR ) 51, Hodr, Brd 5t NOTCH Jufd 2k & Pk A
TP NPT BTIA B

23. WIRLRIZESR 3 B 16 ~ 22 FUE—THTR 7%, Frid ki B4 i 58 — 169757
Al A, FoA B 55 IR IT RRATT  AE RAUA E A 22 53 R 5D

24. —MAES B ZZ TR CKEHASY, rid 2 &% H A &% B B SEQ 1D
NO:35 ~ 43 dH R I 751
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25. WIRLRIELR 24 FTiR 2 A &9, Fridie b A &P 5

(a) FFFIZNSEQ 1D NO:35 K12 H IR, J¥ 54 SEQ 1D NO: 36 [ Z A% H R, F17 1128 SEQ
ID NO:37 M2 HIE ;

(b) FFZI2NSEQ 1D NO:38 I 2 H IR, J¥ 48 SEQ 1D NO: 39 [ Z A% H IR, F1 71128 SEQ
ID NO:40 HIZ IR ;8L

(c) IFFIPNSEQ 1D NO:41 K12 H IR, JF 518 SEQ 1D NO:42 [ Z A% H IR, F1 551128 SEQ
ID NO:43 2 HIR .

26. —FRR AL & 7 NOTCH3 - mRNA #1532, BT IR 7 VA AL 6 A8 B i i 0. 5 3k B
B SEQ ID NO:35 ~ 43 A 752 IR -

27. WIRLRIZESR 26 FTIR 177325, BTk 77 V2 60 4648 B il o i 4 ik

(a) 419 SEQ 1D NO:35 HYIER 514, FF4119 SEQ 1D NO:36 f] [ 514, AL 5 551
N SEQ ID NO:37 MR IRET

(b) J¥%1y SEQ ID NO:38 ik 514, FF 312y SEQ ID NO:39 f A 54, Fts & Fr 3l
N SEQ 1D NO:40 IFZE R IERED ;5

(c) #3175 SEQ ID NO:41 HJiEm 514, FF 31248 SEQ 1D NO:42 i A 5140, Pt & Fr 3l
4 SEQ 1D NO:43 I BR IR

28. — TR IAE 5 A ) NOTCH3 mRNA AR &, Frid ki & & &% 5 B SEQ
ID NO:35 ~ 43 H R IH R T HI I 2 TR -

29. WIRLRIELR 28 FTid Fs &, prid il S e -

(a) FFFINSEQ 1D NO:35 K12 H IR, J¥ 418 SEQ 1D NO: 36 [N Z A% H IR, F17 1128 SEQ
ID NO:37 M2 HIE ;

(b) FFZI2NSEQ 1D NO:38 K12 H IR, J¥ 48 SEQ 1D NO: 39 [ Z A% H IR, F1 71128 SEQ
ID NO:40 HIZ IR ;8L

(c) IFFINSEQ 1D NO:41 K12 H IR, JF 518 SEQ 1D NO:42 [ Z A% H IR, F1 751128 SEQ
ID NO:43 2 HIR .

30. —Fh514, A% E i SEQ ID NO:35. SEQ ID NO:36. SEQ ID NO:38. SEQ ID
NO:39.SEQ ID NO:41 £ SEQ ID NO:42 ZH S f4H .

3L — P& FEZE R AREL, TR BRI F ¥4k H H SEQ ID NO:37. SEQ ID
NO:40 F1 SEQ ID NO:43 ZH i fr)4H. .
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Abstract

Novel methods of treating pancreatic cancer are provided. In one
embodiment, the method comprises determining NOTCH mRNA
expression levels in pancreatic cancer cells.  In another embodiment, the
method further comprises administering to a subject in need thercof a

therapeutically effective dose of a NOTCH antagonist..
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