METHOD FOR USING GENE EXPRESSION TO DETERMINE PROGNOSIS
OF PROSTATE CANCER

[0001] This application claims the benefit of priority to U.S. Provisional Application
Nos. 61/368,217, filed July 27, 2010; 61/414,310, filed November 16, 2010; and 61/485,536,
filed May 12, 2011, all of which are hereby incorporated by reference.

TECHNICAL FIELD
[0002] The present disclosure relates to molecular diagnostic assays that provide
information concerning methods to use gene expression profiles to determine prognostic
information for cancer patients. Specifically, the present disclosure provides genes and
microRNAs, the expression levels of which may be used to determine the likelihood that a
prostate cancer patient will experience a local or distant cancer recurrence.

INTRODUCTION

[0003] Prostate cancer is the most common solid malignancy in men and the second most

common cause of cancer-related death in men in North America and the European Union (EU).
In 2008, over 180,000 patients will be diagnosed with prostate cancer in the United States alone
and nearly 30,000 will die of this disease. Age is the single most important risk factor for the
development of prostate cancer, and applies across all racial groups that have been studied. With
the aging of the U.S. population, it is projected that the annual incidence of prostate cancer will
double by 2025 to near]jy 400,000 cases per year.

[0004] Since the introduction of prostate-specific antigen (PSA) screening in the 1990’s,
the proportion of patients presenting with clinically evident disease has fallen dramatically such
that patients categorized as “low risk” now constitute half of new diagnoses today. PSA is used
as a tumor marker to determine the presence of prostate cancer as high PSA levels are associated
with prostate cancer. Despite a growing proportion of localized prostate cancer patients
presenting with low-risk features such as low stage (T1) disease, greater than 90% of patients in
the US still undergo definitive therapy, including prostatectomy or radiation. Only about 15% of
these patients would develop metastatic disease and die from their prostate cancer, even in the

absence of definitive therapy. A. Bill-Axelson, et al., J Nat’l Cancer Inst. 100(16):1144-1154

(2008). Therefore, the majority of prostate cancer patients are being over-treated.



[0005] Estimates of recurrence risk and treatment decisions in prostate cancer are
currently based primarily on PSA levels and/or tumor stage. Although tumor stage has been
demonstrated to have significant association with outcome sufficient to be included in pathology
reports, the College of American Pathologists Consensus Statement noted that variations in
approach to the acquisition, interpretation, reporting, and analysis of this information exist. C.
Compton, et al., Arch Pathol Lab Med 124:979-992 (2000). As a consequence, existing
pathologic staging methods have been criticized as lacking reproducibility and therefore may
provide imprecise estimates of individual patient risk.

SUMMARY
[0006] This application discloses molecular assays that involve measurement of
expression level(s) of one or more genes, gene subsets, microRNAs, or one or more microRNAs
in combination with one or more genes or gene subsets, from a biological sample obtained from
a prostate cancer patient, and analysis of the measured expression levels to provide information
concerning the likelihood of cancer recurrence. For example, the likelihood of cancer recurrence
could be described in terms of a score based on clinical or biochemical recurrence-free interval.
[0007] In addition, this application discloses molecular assays that involve measurement
of expression level(s) of one or more genes, gene subsets, microRNAs, or one or more
microRNAs in combination with one or more genes or gene subsets, from a biological sample
obtained to identify a risk classification for a prostate cancer patient, For example, patients may
be stratified using expression level(s) of one or more genes or microRNAs associated, positively
or negatively, with cancer recurrence or death from cancer, or with a prognostic factor. In an
exemplary embodiment, the prognostic factor is Gleason pattern.
[0008] The biological sample may be obtained from standard methods, including surgery,
biopsy, or bodily fluids. It may comprise tumor tissue or cancer cells, and, in some cases,
histologically normal tissue, e.g., histologically normal tissue adjacent the tumor tissue. In
exemplary embodiments, the biological sample is positive or negative for a TMPRSS2 fusion.
[0009] In exemplary embodiments, expression level(s) of one or more genes and/or
microRNAs that are associated, positively or negatively, with a particular clinical outcome in
prostate cancer are used to determine prognosis and appropriate therapy. The genes disclosed
herein may be used alone or arranged in functional gene subsets, such as cell adhesion/migration,

immediate-early stress response, and extracellular matrix-associated. Each gene subset comprises
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the genes disclosed herein, as well as genes that are co-expressed with one or more of the
disclosed genes. The calculation may be performed on a computer, programmed to execute the
gene expression analysis. The microRNAs disclosed herein may also be used alone or in
combination with any one or more of the microRNAs and/or genes disclosed.

[0010] In exemplary embodiments, the molecular assay may involve expression levels
for at least two genes. The genes, or gene subsets, may be weighted according to strength of
association with prognosis or tumor microenvironment. In another exemplary embodiment, the
molecular assay may involve expression levels of at least one gene and at least one microRNA.
The gene-microRNA combination may be selected based on the likelihood that the gene-

microRNA combination functionally interact.

BRIEF DESCRIPTION OF THE DRAWING
[0011] Figure 1 shows the distribution of clinical and pathology assessments of biopsy

Gleason score, baseline PSA level, and clinical T-stage.

DEFINITIONS

[0012] Unless defined otherwise, technical and scientific terms used herein have the

same meaning as commonly understood by one of ordinary skill in the art to which this invention
belongs. Singleton et al., Dictionary of Microbiology and Molecular Biology 2nd ed., J. Wiley &
Sons (New York, NY 1994), and March, Advanced Organic Chemistry Reactions, Mechanisms
and Structure 4th ed., John Wiley & Sons (New York, NY 1992), provide one skilled in the art
with a general guide to many of the terms used in the present application.

[0013] One skilled in the art will recognize many methods and materials similar or
equivalent to those described herein, which could be used in the practice of the present invention.
Indeed, the present invention is in no way limited to the methods and materials described herein.
For purposes of the invention, the following terms are defined below.

[0014] The terms “tumor” and “lesion” as used herein, refer to all neoplastic cell growth
and proliferation, whether malignant or benign, and all pre-cancerous and cancerous cells and
tissues. Those skilled in the art will realize that a tumor tissue sample may comprise multiple

biological elements, such as one or more cancer cells, partial or fragmented cells, tumors in



various stages, surrounding histologically normal-appearing tissue, and/or macro or micro-
dissected tissue.

[0015] The terms “cancer” and “cancerous” refer to or describe the physiological
condition in mammals that is typically characterized by unregulated cell growth. Examples of
cancer in the present disclosure include cancer of the urogenital tract, such as prostate cancer.
[0016] The “pathology” of cancer includes all phenomena that compromise the well-
being of the patient. This includes, without limitation, abnormal or uncontrollable cell growth,
metastasis, interference with the normal functioning of neighboring cells, release of cytokines or
other secretory products at abnormal levels, suppression or aggravation of inflammatory or
immunological response, neoplasia, premalignancy, malignancy, invasion of surrounding or
distant tissues or organs, such as lymph nodes, etc.

[0017] As used herein, the term “prostate cancer” is used interchangeably and in the
broadest sense refers to all stages and all forms of cancer arising from the tissue of the prostate
gland.

[0018] According to the tumor, node, metastasis (TNM) staging system of the American
Joint Committee on Cancer (AJCC), AJCC Cancer Staging Manual (7th Ed., 2010), the various
stages of prostate cancer are defined as follows: Tumor: TI: clinically inapparent tumor not
palpable or visible by imaging, T1a: tumor incidental histological finding in 5% or less of tissue
resected, T1b: tumor incidental histological finding in more than 5% of tissue resected, Tlc:
tumor identified by needle biopsy; T2: tumor confined within prostate, T2a: tumor involves one
half of one lobe or less, T2b: tumor involves more than half of one lobe, but not both lobes, T2¢:
tumor involves both lobes; T3: tumor extends through the prostatic capsule, T3a: extracapsular
extension (unilateral or bilateral), T3b: tumor invades seminal vesicle(s); T4: tumor is fixed or
invades adjacent structures other than seminal vesicles (bladder neck, external sphincter, rectum,
levator muscles, or pelvic wall). Node: NO: no regional lymph node metastasis; N1: metastasis in
regional lymph nodes. Metastasis: M0: no distant metastasis; Ml: distant metastasis present.
[0019] The Gleason Grading system is used to help evaluate the prognosis of men with
prostate cancer. Together with other parameters, it is incorporated into a strategy of prostate
cancer staging, which predicts prognosis and helps guide therapy. A Gleason “score” or “grade”
is given to prostate cancer based upon its microscopic appearance. Tumors with a low Gleason

score typically grow slowly enough that they may not pose a significant threat to the patients in
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their lifetimes. These patients are monitored (“watchful waiting” or “active surveillance”) over
time. Cancers with a higher Gleason score are more aggressive and have a worse prognosis, and
these patients are generally treated with surgery (e.g., radical prostectomy) and, in some cases,
therapy (e.g., radiation, hormone, ultrasound, chemotherapy). Gleason scores (or sums) comprise
grades of the two most common tumor patterns. These patterns are referred to as Gleason
patterns 1-5, with pattern 1 being the most well-differentiated. Most have a mixture of patterns.
To obtain a Gleason score or grade, the dominant pattern is added to the second most prevalent
pattern to obtain a number between 2 and10. The Gleason Grades include: G1: well
differentiated (slight anaplasia) (Gleason 2-4); G2: moderately differentiated (moderate
anaplasia) (Gleason 5-6); G3-4: poorly differentiated/undifferentiated (marked anaplasia)
(Gleason 7-10).

[0020] Stage groupings: Stage I Tla NO MO G1; Stage II: (T1la NO M0 G2-4) or (T1b, ¢,
T1, T2, NO MO Any G); Stage III: T3 NO MO Any G; Stage IV: (T4 NO M0 Any G) or (Any T
N1 MO Any G) or (Any T Any N M1 Any G).

[0021] As used herein, the term “tumor tissue” refers to a biological sample containing
one or more cancer cells, or a fraction of one or more cancer cells. Those skilled in the art will
recognize that such biological sample may additionally comprise other biological components,
such as histologically appearing normal cells (e.g., adjacent the tumor), depending upon the
method used to obtain the tumor tissue, such as surgical resection, biopsy, or bodily fluids.
[0022] As used herein, the term “AUA risk group” refers to the 2007 updated American
Urological Association (AUA) guidelines for management of clinically localized prostate cancer,
which clinicians use to determine whether a patient is at low, intermediate, or high risk of
biochemical (PSA) relapse after local therapy.

[0023] As used herein, the term “adjacent tissue (AT)” refers to histologically “normal”
cells that are adjacent a tumor. For example, the AT expression profile may be associated with
disease recurrence and survival.

[0024] As used herein “non-tumor prostate tissue” refers to histologically normal-
appearing tissue adjacent a prostate tumor.

[0025] Prognostic factors are those variables related to the natural history of' cancer,
which influence the recurrence rates and outcome of patients once they have developed cancer.

Clinical parameters that have been associated with a worse prognosis include, for example,
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increased tumor stage, PSA level at presentation, and Gleason grade or pattern. Prognostic
factors are frequently used to categorize patients into subgroups with different baseline relapse
risks.

[0026] The term “prognosis” is used herein to refer to the likelihood that a cancer patient
will have a cancer-attributable death or progression, including recurrence, metastatic spread, and
drug resistance, of a neoplastic disease, such as prostate cancer. For example, a “good prognosis”
would include long term survival without recurrence and a *“bad prognosis” would include cancer
recurrence.

[0027] As used herein, the term “expression level” as applied to a gene refers to the
normalized level of a gene product, e.g. the normalized value determined for the RNA
expression level of a gene or for the polypeptide expression level of a gene.

[0028] The term “gene product” or “expression product” are used herein to refer to the
RNA (ribonucleic acid) transcription products (transcripts) of the gene, including mRNA, and
the polypeptide translation products of such RNA transcripts. A gene product can be, for
example, an unspliced RNA, an mRNA, a splice variant mRNA, a microRNA, a fragmented
RNA, a polypeptide, a post-translationally modified polypeptide, a splice variant polypeptide,
etc.

[0029] The term “RNA transcript” as used herein refers to the RNA transcription
products of a gene, including, for example, mRNA, an unspliced RNA, a splice variant mRNA, a
microRNA, and a fragmented RNA.

[0030] The term “microRNA” is used herein to refer to a small, non-coding, single-
stranded RNA of ~18 — 25 nucleotides that may regulate gene expression. For example, when
associated with the RNA-induced silencing complex (RISC), the complex binds to specific
mRNA targets and causes translation repression or cleavage of these mRNA sequences.

[0031] Unless indicated otherwise, each gene name used herein corresponds to the
Official Symbol assigned to the gene and provided by Entrez Gene (URL:
www.ncbi.nlm.nih.gov/sites/entrez) as of the filing date of this application.

[0032] The terms “correlated” and “associated” are used interchangeably herein to refer
to the association between two measurements (or measured entities). The disclosure provides
genes,gene subsets, microRNAs, or microRNAs in combination with genes or gene subsets, the

expression levels of which are associated with tumor stage. For example, the increased
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expression level of a gene or microRNA may be positively correlated (positively associated)
with a good or positive prognosis. Such a positive correlation may be demonstrated statistically
in various ways, e.g. by a cancer recurrence hazard ratio less than one. In another example, the
increased expression level of a gene or microRNA may be negatively correlated (negatively
associated) with a good or positive prognosis. In that case, for example, the patient may
experience a cancer recurrence.

[0033] The terms “good prognosis™ or “positive prognosis’ as used herein refer to a
beneficial clinical outcome, such as long-term survival without recurrence. The terms “bad
prognosis” or “negative prognosis” as used herein refer to a negative clinical outcome, such as
cancer recurrence.

[0034] The term “risk classification” means a grouping of subjects by the level of risk (or
likelihood) that the subject will experience a particular clinical outcome. A subject may be
classified into a risk group or classified at a level of risk based on the methods of the present
disclosure, e.g. high, medium, or low risk. A “risk group” is a group of subjects or individuals
with a similar level of risk for a particular clinical outcome.

[0035] The term “long-term” survival is used herein to refer to survival for a particular
time period, e.g., for at least 5 years, or for at least 10 years.

[0036] The term “recurrence” is used herein to refer to local or distant recurrence (i.e.,
metastasis) of cancer. For example, prostate cancer can recur locally in the tissue next to the
prostate or in the seminal vesicles. The cancer may also affect the surrounding lymph nodes in
the pelvis or lymph nodes outside this area. Prostate cancer can also spread to tissues next to the
prostate, such as pelvic muscles, bones, or other organs. Recurrence can be determined by
clinical recurrence detected by, for example, imaging study or biopsy, or biochemical recurrence
detected by, for example, sustained follow-up prostate-specific antigen (PSA) levels > 0.4 ng/mL
or the initiation of salvage therapy as a result of a rising PSA level.

[0037] The term “clinical recurrence-free interval (¢cRFI)” is used herein as time (in
months) from surgery to first clinical recurrence or death due to clinical recurrence of prostate
cancer, Losses due to incomplete follow-up, other primary cancers or death prior to clinical
recurrence are considered censoring events; when these occur, the only information known is
that up through the censoring time, clinical recurrence has not occurred in this subject.

Biochemical recurrences are ignored for the purposes of calculating cRFI.
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[0038] The term ‘“‘biochemical recurrence-free interval (bRFI)” is used herein to mean the
time (in months) from surgery to first biochemical recurrence of prostate cancer. Clinical
recurrences, losses due to incomplete follow-up, other primary cancers, or death prior to
biochemical recurrence are considered censoring events.

[0039] The term “Overall Survival (0S)” is used herein to refer to the time (in months)
from surgery to death from any cause. Losses due to incomplete follow-up are considered
censoring events. Biochemical recurrence and clinical recurrence are ignored for the purposes of
calculating OS.

[0040] The term ‘“Prostate Cancer-Specific Survival (PCSS)” is used herein to describe
the time (in years) from surgery to death from prostate cancer. Losses due to incomplete follow-
up or deaths from other causes are considered censoring events. Clinical recurrence and
biochemical recurrence are ignored for the purposes of calculating PCSS.

[0041] The term “upgrading” or “upstaging” as used herein refers to a change in Gleason
grade from 3+3 at the time of biopsy to 3+4 or greater at the time of radical prostatectomy (RP),
or Gleason grade 3+4 at the time of biopsy to 4+3 or greater at the time of RP, or seminal
vessical involvement (SVI1), or extracapsular involvement (ECE) at the time of RP.

[0042] In practice, the calculation of the measures listed above may vary from study to
study depending on the definition of events to be considered censored.

[0043] The term “microarray” refers to an ordered arrangement of hybridizable array
elements, e.g. oligonucleotide or polynucleotide probes, on a substrate.

[0044] The term “polynucleotide” generally refers to any polyribonucleotide or
polydeoxribonucleotide, which may be unmodified RNA or DNA or modified RNA or DNA.
Thus, for instance, polynucleotides as defined herein include, without limitation, single- and
double-stranded DNA, DNA including single- and double-stranded regions, single- and double-
stranded RNA, and RNA including single- and double-stranded regions, hybrid molecules
comprising DNA and RNA that may be single-stranded or, more typically, double-stranded or
include single- and double-stranded regions. In addition, the term “polynucleotide” as used
herein refers to triple-stranded regions comprising RNA or DNA or both RNA and DNA. The
strands in such regions may be from the same molecule or from different molecules. The regions
may include all of one or more of the molecules, but more typically involve only a region of

some of the molecules. One of the molecules of a triple-helical region often is an
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oligonucleotide. The term “polynucleotide” specifically includes cDNAs. The term includes
DNAg (including cDNAs) and RNAs that contain one or more modified bases. Thus, DNAs or
RNAs with backbones modified for stability or for other reasons, are “polynucleotides” as that
term is intended herein. Moreover, DNAs or RNAs comprising unusual bases, such as inosine, or
modified bases, such as tritiated bases, are included within the term “polynucleotides” as defined
herein. In general, the term “polynucleotide” embraces all chemically, enzymatically and/or
metabolically modified forms of unmodified polynucleotides, as well as the chemical forms of
DNA and RNA characteristic of viruses and cells, including simple and complex cells.

[0045] The term “oligonucleotide” refers to a relatively short polynucleotide, including,
without limitation, single-stranded deoxyribonucleotides, single- or double-stranded
ribonucleotides, RNArDNA hybrids and double-stranded DNAs. Oligonucleotides, such as
single-stranded DNA probe oligonucleotides, are often synthesized by chemical methods, for
example using automated oligonucleotide synthesizers that are commercially available.
However, oligonucleotides can be made by a variety of other methods, including in vitro
recombinant DNA-mediated techniques and by expression of DNAs in cells and organisms.
[0046] The term “Ct” as used herein refers to threshold cycle, the cycle number in
quantitative polymerase chain reaction (qQPCR) at which the fluorescence generated within a
reaction well exceeds the defined threshold, i.e. the point during the reaction at which a sufficient
number of amplicons have accumulated to meet the defined threshold.

[0047] The term “Cp” as used herein refers to “crossing point.” The Cp value is
calculated by determining the second derivatives of entire gPCR amplification curves and their
maximum value. The Cp value represents the cycle at which the increase of fluorescence is
highest and where the logarithmic phase of a PCR begins.

[0048] The terms “threshold” or “thresholding” refer to a procedure used to account for
non-linear relationships between gene expression measurements and clinical response as well as
to further reduce variation in reported patient scores. When thresholding is applied, all
measurements below or above a threshold are set to that threshold value. Non-linear relationship
between gene expression and outcome could be examined using smoothers or cubic splines to
model gene expression in Cox PH regression on recurrence free interval or logistic regression on

recurrence status. D. Cox, Journal of the Royal Statistical Society, Series B 34:187-220 (1972),



Variation in reported patient scores could be examined as a function of variability in gene
expression at the limit of quantitation and/or detection for a particular gene.

[0049] As used herein, the term “amplicon,” refers to pieces of DNA that have been
synthesized using amplification techniques, such as polymerase chain reactions (PCR) and ligase
chain reactions.

[0050] “Stringency” of hybridization reactions is readily determinable by one of ordinary
skill in the art, and generally is an empirical calculation dependent upon probe length, washing
temperature, and salt concentration. In general, longer probes require higher temperatures for
proper annealing, while shorter probes need lower temperatures. Hybridization generally
depends on the ability of denatured DNA to re-anneal when complementary strands are present
in an environment below their melting temperature. The higher the degree of desired homology
between the probe and hybridizable sequence, the higher the relative temperature which can be
used. As a result, it follows that higher relative temperatures would tend to make the reaction
conditions more stringent, while lower temperatures less so. For additional details and
explanation of stringency of hybridization reactions, see Ausubel et al., Current Protocols in
Molecular Biology (Wiley Interscience Publishers, 1995).

[0051] “Stringent conditions” or “high stringency conditions”, as defined herein,
typically: (1) employ low ionic strength and high temperature for washing, for example 0.015 M
sodium chloride/0.0015 M sodium citrate/0.1% sodium dodecyl sulfate at 50°C; (2) employ
during hybridization a denaturing agent, such as formamide, for example, 50% (v/v) formamide
with 0.1% bovine serum albumin/0.1% Ficoll/0.1% polyvinylpyrrolidone/50mM sodium
phosphate buffer at pH 6.5 with 750 mM sodium chloride, 75 mM sodium citrate at 42°C; or (3)
employ 50% formamide, 5 x SSC (0.75 M NaCl, 0.075 M sodium citrate), 50 mM sodium
phosphate (pH 6.8), 0.1% sodium pyrophosphate, 5 x Denhardt's solution, sonicated salmon
sperm DNA (50 pg/ml), 0.1% SDS, and 10% dextran sulfate at 42°C, with washes at 42°Cin 0.2
x SSC (sodium chloride/sodium citrate) and 50% formamide, followed by a high-stringency
wash consisting of 0.1 x SSC containing EDTA at 55°C.

[0052] “Moderately stringent conditions” may be identified as described by Sambrook et
al., Molecular Cloning: A Laboratory Manual, New York: Cold Spring Harbor Press, 1989, and
include the use of washing solution and hybridization conditions (e.g., temperature, ionic

strength and %SDS) less stringent that those described above. An example of moderately
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stringent conditions is overnight incubation at 37°C in a solution comprising: 20% formamide, 5
x SSC (150 mM NaCl, 15 mM trisodium citrate), 50 mM sodium phosphate (pH 7.6), 5 x
Denhardt's solution, 10% dextran sulfate, and 20 mg/ml denatured sheared salmon sperm DNA,
followed by washing the filters in 1 x SSC at about 37-500C. The skilled artisan will recognize
how to adjust the temperature, ionic strength, etc. as necessary to accommodate factors such as
probe length and the like, _

[0053] The terms “splicing” and “RNA splicing” are used interchangeably and refer to
RNA processing that removes introns and joins exons to produce mature mRNA with continuous
coding sequence that moves into the cytoplasm of an eukaryotic cell.

[0054] The terms “co-express” and “co-expressed”, as used herein, refer to a statistical
correlation between the amounts of different transcript sequences across a population of different
patients. Pairwise co-expression may be calculated by various methods known in the art, e.g., by
calculating Pearson correlation coefficients or Spearman correlation coefficients. Co-expressed
gene cliques may also be identified using graph theory. An analysis of co-expression may be
calculated using normalized expression data. A gene is said to be co-expressed with a particular
disclosed gene when the expression level of the gene exhibits a Pearson correlation coefficient
greater than or equal to 0.6.

[0055] A “computer-based system” refers to a system of hardware, software, and data
storage medium used to analyze information. The minimum hardware of a patient computer-
based system comprises a central processing unit (CPU), and hardware for data input, data output
(e.g., display), and data storage. An ordinarily skilled artisan can readily appreciate that any
currently available computer-based systems and/or components thereof are suitable for use in
connection with the methods of the present disclosure. The data storage medium may comprise
any manufacture comprising a recording of the present information as described above, or a
memory access device that can access such a manufacture.

[0056] To “record” data, programming or other information on a computer readable
medium refers to a process for storing information, using any such methods as known in the art.
Any convenient data storage structure may be chosen, based on the means used to access the
stored information. A variety of data processor programs and formats can be used for storage,

e.g. word processing text file, database format, etc.
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[0057] A “processor” or “computing means” references any hardware and/or software
combination that will perform the functions required of it. For example, a suitable processor may
be a programmable digital microprocessor such as available in the form of an electronic
controller, mainframe, server or personal computer (desktop or portable). Where the processor is
programmable, suitable programming can be communicated from a remote location to the
processor, or previously saved in a computer program product (such as a portable or fixed
computer readable storage medium, whether magnetic, optical or solid state device based). For
example, a magnetic medium or optical disk may carry the programming, and can be read by a
suitable reader communicating with each processor at its corresponding station.

[0058] As used herein, the terms “active surveillance” and “watchful waiting” mean
closely monitoring a patient’s condition without giving any treatment until symptoms appear or
change. For example, in prostate cancer, watchful waiting is usually used in older men with other
medical problems and early-stage disease.

[0059] As used herein, the term “surgery” applies to surgical methods undertaken for
removal of cancerous tissue, including pelvic lymphadenectomy, radical prostatectomy,
transurethral resection of the prostate (TURP), excision, dissection, and tumor biopsy/removal.
The tumor tissue or sections used for gene expression analysis may have been obtained from any
of these methods.

[0060] As used herein, the term “therapy” includes radiation, hormonal therapy,
cryosurgery, chemotherapy, biologic therapy, and high-intensity focused ultrasound.

[0061] As used herein, the term “TMPRSS fusion” and “TMPRSS2 fusion™ are used
interchangeably and refer to a fusion of the androgen-driven TMPRSS2 gene with the ERG
oncogene, which has been demonstrated to have a significant association with prostate cancer. S.
Perner, et al., Urologe A. 46(7):754-760 (2007); S.A. Narod, et al., Br J Cancer 99(6):847-851
(2008). As used herein, positive TMPRSS fusion status indicates that the TMPRSS fusion is
present in a tissue sample, whereas negative TMPRSS fusion status indicates that the TMPRSS
fusion is not present in a tissue sample. Experts skilled in the art will recognize that there are
numerous ways to determine TMPRSS fusion status, such as real-time, quantitative PCR or high-
throughput sequencing. See, e.g., K. Mertz, et al., Neoplasis 9(3):200-206 (2007); C. Maher,
Nature 458(7234):97-101 (2009).
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GENE EXPRESSION METHODS USING GENES, GENE SUBSETS, AND MICRORNAS

[0062] The present disclosure provides molecular assays that involve measurement of
expression level(s) of one or more genes, gene subsets, microRNAs, or one or more microRNAs
in combination with one or more genes or gene subsets, from a biological sample obtained from
a prostate cancer patient, and analysis of the measured expression levels to provide information
concerning the likelihood of cancer recurrence.

[0063] The present disclosure further provides methods to classify a prostate tumor based
on expression level(s) of one or more genes and/or microRNAs. The disclosure further provides
genes and/or microRNAs that are associated, positively or negatively, with a particular
prognostic outcome. In exemplary embodiments, the clinical outcomes include cRFI and bRFI.
In another embodiment, patients may be classified in risk groups based on the expression level(s)
of one or more genes and/or microRNAs that are associated, positively or negatively, with a
prognostic factor, In an exemplary embodiment, that prognostic factor is Gleason pattern.

[0064] Various technological approaches for determination of expression levels of the
disclosed genes and microRNAs are set forth in this specification, including, without limitation,
RT-PCR, microarrays, high-throughput sequencing, serial analysis of gene expression (SAGE)
and Digital Gene Expression (DGE), which will be discussed in detail below. In particular
aspects, the expression level of each gene or microRNA may be determined in relation to various
features of the expression products of the gene including exons, introns, protein epitopes and
protein activity.

[0065] The expression level(s) of one or more genes and/or microRNAs may be
measured in tumor tissue. For example, the tumor tissue may obtained upon surgical removal or
resection of the tumor, or by tumor biopsy. The tumor tissue may be or include histologically
“normal” tissue, for example histologically “normal” tissue adjacent to a tumor. The expression
level of genes and/or microRNAs may also be measured in tumor cells recovered from sites
distant from the tumor, for example circulating tumor cells, body fluid (e.g., urine, blood, blood
fraction, etc.).

[0066] The expression product that is assayed can be, for example, RNA or a
polypeptide. The expression product may be fragmented. For example, the assay may use

primers that are complementary to target sequences of an expression product and could thus



measure full transcripts as well as those fragmented expression products containing the target
sequence. Further information is provided in Table A (inserted in specification prior to claims).
[0067] The RNA expression product may be assayed directly or by detection of a cDNA
product resulting from a PCR-based amplification method, e.g., quantitative reverse transcription
polymerase chain reaction (QRT-PCR). (See e.g., U.S. Patent No. 7,587,279). Polypeptide
expression product may be assayed using immunohistochemistry (IHC). Further, both RNA and
polypeptide expression products may also be is assayed using microarrays.

CLINICAL UTILITY

[0068] Prostate cancer is currently diagnosed using a digital rectal exam (DRE) and

Prostate-specific antigen (PSA) test. If PSA results are high, patients will generally undergo a
prostate tissue biopsy. The pathologist will review the biopsy samples to check for cancer cells
and determine a Gleason score. Based on the Gleason score, PSA, clinical stage, and other
factors, the physician must make a decision whether to monitor the patient, or treat the patient
with surgery and therapy.

[0069] At present, clinical decision-making in early stage prostate cancer is governed by
certain histopathologic and clinical factors. These include: (1) tumor factors, such as clinical
stage (e.g. T1, T2), PSA level at presentation, and Gleason grade, that are very strong prognostic
factors in determining outcome; and (2) host factors, such as age at diagnosis and co-morbidity.
Because of these factors, the most clinically useful means of stratifying patients with localized
disease according to prognosis has been through multifactorial staging, using the clinical stage,
the serum PSA level, and tumor grade (Gleason grade) together. In the 2007 updated American
Urological Association (AUA) guidelines for management of clinically localized prostate cancer,
these parameters have been grouped to determine whether a patient is at low, intermediate, or
high risk of biochemical (PSA) relapse after local therapy. I. Thompson, et al., Guideline for the
management of clinically localized prostate cancer, J Urol. 177(6):2106-31 (2007).

[0070] Although such classifications have proven to be helpful in distinguishing patients
with localized disease who may need adjuvant therapy after surgery/radiation, they have less
ability to discriminate between indolent cancers, which do not need to be treated with local
therapy, and aggressive tumors, which require local therapy. In fact, these algorithms are of

increasingly limited use for deciding between conservative management and definitive therapy
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because the bulk of prostate cancers diagnosed in the PSA screening era now present with
clinical stage T1lc and PSA <10 ng/mlL..

[6071] Patients with T1 prostate cancer have disease that is not clinically apparent but is
discovered either at transurethral resection of the prostate (TURP, Tla, T1b) or at biopsy
performed because of an elevated PSA (> 4 ng/mL, Tlc). Approximately 80% of the cases
presenting in 2007 are clinical T1 at diagnosis. In a Scandinavian trial, OS at 10 years was 85%
for patients with early stage prostate cancer (T1/T2) and Gleason score < 7, after radical
prostatectomy.

[0072] Patients with T2 prostate cancer have disease that is clinically evident and is
organ confined; patients with T3 tumors have disease that has penetrated the prostatic capsule
and/or has invaded the seminal vesicles. It is known from surgical series that clinical staging
underestimates pathological stage, so that about 20% of patients who are clinically T2 will be
pT3 after prostatectomy. Most of patients with T2 or T3 prostate cancer are treated with local
therapy, either prostatectomy or radiation. The data from the Scandinavian trial suggest that for
T2 patients with Gleason grade <7, the effect of prostatectomy on survival is at most 5% at 10
years; the majority of patients do not benefit from surgical treatment at the time of diagnosis. For
T2 patients with Gleason > 7 or for T3 patients, the treatment effect of prostatectomy is assumed
to be significant but has not been determined in randomized trials. It is known that these patients
have a significant risk (10-30%) of recurrence at 10 years after local treatment, however, there
are no prospective randomized trials that define the optimal local treatment (radical
prostatectomy, radiation) at diagnosis, which patients are likely to benefit from neo-
adjuvant/adjuvant androgen deprivation therapy, and whether treatment (androgen deprivation,
chemotherapy) at the time of biochemical failure (elevated PSA) has any clinical benefit.

[0073] Accurately determining Gleason scores from needle biopsies presents several
technical challenges. First, interpreting histology that is "borderline” between Gleason pattern is
highly subjective, even for urologic pathologists. Second, incomplete biopsy sampling is yet
another reason why the “predicted” Gleason score on biopsy does not always correlate with the
actual “observed” Gleason score of the prostate cancer in the gland itself. Hence, the accuracy of
Gleason scoring is dependent upon not only the expertise of the pathologist reading the slides,
but also on the completeness and adequacy of the prostate biopsy sampling strategy. T. Stamey,

Urology 45:2-12 (1995). The gene/microRNA expression assay and associated information
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provided by the practice of the methods disclosed herein provide a molecular assay method to
facilitate optimal treatment decision-making in early stage prostate cancer. An exemplary
embodiment provides genes and microRNAsS, the expression levels of which are associated
(positively or negatively) with prostate cancer recurrence. For example, such a clinical tool
would enable physicians to identify T2/T3 patients who are likely to recur following definitive
therapy and need adjuvant treatment.

[0074] In addition, the methods disclosed herein may allow physicians to classify tumors,
at a molecular level, based on expression level(s) of one or more genes and/or microRNAs that
are significantly associated with prognostic factors, such as Gleason pattern and TMPRSS fusion
status. These methods would not be impacted by the technical difficulties of intra-patient
variability, histologically determining Gleason pattern in biopsy samples, or inclusion of
histologically normal appearing tissue adjacent to tumor tissue. Multi-analyte gene/microRNA
expression tests can be used to measure the expression level of one or more genes and/or
microRNAs involved in each of several relevant physiologic processes or component cellular
characteristics. The methods disclosed herein may group the genes and/or microRNAs. The
grouping of genes and microRNAs may be performed at least in part based on knowledge of the
contribution of those genes and/or microRNAs according to physiologic functions or component
cellular characteristics, such as in the groups discussed above. Furthermore, one or more
microRNAs may be combined with one or moregenes. The gene-microRNA combination may
be selected based on the likelihood that the gene-microRNA combination functionally interact.
The formation of groups (or gene subsets), in addition, can facilitate the mathematical weighting
of the contribution of various expression levels to cancer recurrence. The weighting of a
gene/microRNA group representing a physiological process or component cellular characteristic
can reflect the contribution of that process or characteristic to the pathology of the cancer and
clinical outcome.

[06075] Optionally, the methods disclosed may be used to classify patients by risk, for
example risk of recurrence. Patients can be partitioned into subgroups (e.g., tertiles or quartiles)
and the values chosen will define subgroups of patients with respectively greater or lesser risk.
[0076] The utility of a disclosed gene marker in predicting prognosis may not be unique
to that marker. An alternative marker having an expression pattern that is parallel to that of a

disclosed gene may be substituted for, or used in addition to, that co-expressed gene or
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microRNA. Due to the co-expression of such genes or microRNAs, substitution of expression
level values should have little impact on the overall utility of the test. The closely similar
expression patterns of two genes or microRNAs may result from involvement of both genes or
microRNAs in the same process and/or being under common regulatory control in prostate tumor
cells. The present disclosure thus contemplates the use of such co-expressed genes,gene subsets,
or microRNAs as substitutes for, or in addition to, genes of the present disclosure.

METHODS OF ASSAYING EXPRESSION LEVELS OF A GENE PRODUCT

[0077] The methods and compositions of the present disclosure will employ, unless
otherwise indicated, conventional techniques of molecular biology (including recombinant
techniques), microbiology, cell biology, and biochemistry, which are within the skill of the art.
Exemplary techniques are explained fully in the literature, such as, “Molecular Cloning: A
Laboratory Manual”, 2nd edition (Sambrook et al., 1989); “Oligonucleotide Synthesis” (M.J.
Gait, ed., 1984); “Animal Cell Culture” (R.I. Freshney, ed., 1987); “Methods in Enzymology”
(Academic Press, Inc.); “Handbook of Experimental Immunology”, 4th edition (D.M. Weir &
C.C. Blackwell, eds., Blackwell Science Inc., 1987); “Gene Transfer Vectors for Mammalian
Cells” (JM. Miller & M.P. Calos, eds., 1987); “Current Protocols in Molecular Biology” (F.M.
Ausubel et al., eds., 1987); and “PCR: The Polymerase Chain Reaction”, (Mullis et al., eds.,
1994).

[0078] Methods of gene expression profiling include methods based on hybridization
analysis of polynucleotides, methods based on sequencing of polynucleotides, and proteomics-
based methods. Exemplary methods known in the art for the quantification of RNA expression in
a sample include northern blotting and in situ hybridization (Parker & Barnes, Methods in
Molecular Biology 106:247-283 (1999)); RNAse protection assays (Hod, Biotechniques 13:852-
854 (1992)); and PCR-based methods, such as reverse transcription PCT (RT-PCR) (Weis et al.,
Trends in Genetics 8:263-264 (1992)). Antibodies may be employed that can recognize
sequence-specific duplexes, including DNA duplexes, RNA duplexes, and DNA-RNA hybrid
duplexes or DNA-protein duplexes. Representative methods for sequencing-based gene
expression analysis include Serial Analysis of Gene Expression (SAGE), and gene expression

analysis by massively parallel signature sequencing (MPSS).
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Reverse Transcriptase PCR (RT-PCR)
[0079] Typically, mRNA or microRNA is isolated from a test sample. The starting
material is typically total RNA isolated from a human tumor, usually from a primary tumor,
Optionally, normal tissues from the same patient can be used as an internal control. Such normal
tissue can be histologically-appearing normal tissue adjacent a tumor. mRNA or microRNA can
be extracted from a tissue sample, e.g., from a sample that is fresh, frozen (e.g. fresh frozen), or
paraffin-embedded and fixed (e.g. formalin-fixed).
[0080] General methods for mRNA and microRNA extraction are well known in the art
and are disclosed in standard textbooks of molecular biology, including Ausubel et al., Current
Protocols of Molecular Biology, John Wiley and Sons (1997). Methods for RNA extraction from
paraffin embedded tissues are disclosed, for example, in Rupp and Locker, Lab Invest. 56:A67
(1987), and De Andrés et al., BioTechniques 18:42044 (1995). In particular, RNA isolation can
be performed using a purification kit, buffer set and protease from commercial manufacturers,
such as Qiagen, according to the manufacturer’s instructions. For example, total RNA from cells
in culture can be isolated using Qiagen RNeasy mini-columns. Other commercially available
RNA isolation kits include MasterPure™ Complete DNA and RNA Purification Kit
(EPICENTRE®, Madison, WI), and Paraffin Block RNA Isolation Kit (Ambion, Inc.). Total
RNA from tissue samples can be isolated using RNA Stat-60 (Tel-Test). RNA prepared from
tumor can be isolated, for example, by cesium chloride density gradient centrifugation.
[0081] The sample containing the RNA is then subjected to reverse transcription to
produce cDNA from the RNA template, followed by exponential amplification in a PCR
reaction. The two most commonly used reverse transcriptases are avilo myeloblastosis virus
reverse transcriptase (AMV-RT) and Moloney murine leukemia virus reverse transcriptase
(MMLV-RT). The reverse transcription step is typically primed using specific primers, random
hexamers, or oligo-dT primers, depending on the circumstances and the goal of expression
profiling. For example, extracted RNA can be reverse-transcribed using a GeneAmp RNA PCR
kit (Perkin Elmer, CA, USA), following the manufacturer’s instructions. The derived cDNA can
then be used as a template in the subsequent PCR reaction.
[0082] PCR-based methods use a thermostable DNA-dependent DNA polymerase, such
as a Taq DNA polymerase. For example, TagMan® PCR typically utilizes the 5’-nuclease
activity of Taq or Tth polymerase to hydrolyze a hybridization probe bound to its target
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amplicon, but any enzyme with equivalent 5° nuclease activity can be used. Two oligonucleotide
primers are used to generate an amplicon typical of a PCR reaction product. A third
oligonucleotide, or probe, can be designed to facilitate detection of a nucleotide sequence of the
amplicon located between the hybridization sites the two PCR primers. The probe can be
detectably labeled, e.g., with a reporter dye, and can further be provided with both a fluorescent
dye, and a quencher fluorescent dye, as in a Tagman® probe configuration. Where a Tagman®
probe is used, during the amplification reaction, the Tag DNA polymerase enzyme cleaves the
probe in a template-dependent manner. The resultant probe fragments disassociate in solution,
and signal from the released reporter dye is free from the Quenching effect of the second
fluorophore. One molecule of reporter dye is liberated for each new molecule synthesized, and
detection of the unquenched reporter dye provides the basis for quantitative interpretation of the
data.

[0083] TagMan® RT-PCR can be performed using commercially available equipment,
such as, for example, high-throughput platforms such as the ABI PRISM 7700 Sequence
Detection System® (Perkin-Elmer-Applied Biosystems, Foster City, CA, USA), or Lightcycler
(Roche Molecular Biochemicals, Mannheim, Germany). In a preferred embodiment, the
procedure is run on a LightCycler® 480 (Roche Diagnostics) real-time PCR system, which is a
microwell plate-based cycler platform.

[0084] 5'-Nuclease assay data are commonly initially expressed as a threshold cycle
(“Cy”). Fluorescence values are recorded during every cycle and represent the amount of product
amplified to that point in the amplification reaction. The threshold cycle (Cy) is generally
described as the point when the fluorescent signal is first recorded as statistically significant.
Alternatively, data may be expressed as a crossing point ( “Cp””). The Cp value is calculated by
determining the second derivatives of entire gPCR amplification curves and their maximum
value. The Cp value represents the cycle at which the increase of fluorescence is highest and
where the logarithmic phase of a PCR begins.

[0085] To minimize errors and the effect of sample-to-sample variation, RT-PCR is
usually performed using an internal standard. The ideal internal standard gene (also referred to as
a reference gene) is expressed at a quite constant level among cancerous and non-cancerous
tissue of the same origin (i.e., a level that is not significantly different among normal and

cancerous tissues), and is not significantly affected by the experimental treatment (i.e., does not
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exhibit a significant difference in expression level in the relevant tissue as a result of exposure to
chemotherapy), and expressed at a quite constant level among the same tissue taken from
different patients. For example, reference genes useful in the methods disclosed herein should
not exhibit significantly different expression levels in cancerous prostate as compared to normal
prostate tissue. RNAs frequently used to normalize patterns of gene expression are mRNAs for
the housekeeping genes glyceraldehyde-3-phosphate-dehydrogenase (GAPDH) and B-actin.
Exemplary reference genes used for normalization comprise one or more of the following genes:
AAMP, ARF1, ATP5E, CLTC, GPS1, and PGK1. Gene expression measurements can be
normalized relative to the mean of one or more (e.g., 2, 3, 4, 5, or more) reference genes.
Reference-normalized expression measurements can range from 2 to 15, where a one unit
increase generally reflects a 2-fold increase in RNA quantity.
[0086] Real time PCR is compatible both with quantitative competitive PCR, where
internal competitor for each target sequence is used for normalization, and with quantitative
comparative PCR using a normalization gene contained within the sample, or a housekeeping
gene for RT-PCR. For further details see, e.g. Held et al., Genome Research 6:986-994 (1996).
[0087] The steps of a representative protocol for use in the methods of the present
disclosure use fixed, paraffin-embedded tissues as the RNA source. For example, mRNA
isolation, purification, primer extension and amplification can be performed according to
methods available in the art. (see, e.g., Godfrey et al. J. Molec. Diagnostics 2: 84-91 (2000);
Specht et al., Am. J. Pathol. 158: 419-29 (2001)). Briefly, a representative process starts with
cutting about 10 pm thick sections of paraffin-embedded tumor tissue samples. The RNA is then
extracted, and protein and DNA depleted from the RNA-containing sample. After analysis of the
RNA concentration, RNA is reverse transcribed using gene specific primers followed by RT-
PCR to provide for cDNA amplification products.

Design of Intron-Based PCR Primers and Probes
[0088] PCR primers and probes can be designed based upon exon or intron sequences
present in the mRNA transcript of the gene of interest. Primer/probe design can be performed
using publicly available software, such as the DNA BLAT software developed by Kent, W.J,,
Genome Res. 12(4):656-64 (2002), or by the BLAST software including its variations.
[0089] Where necessary or desired, repetitive sequences of the target sequence can be

masked to mitigate non-specific signals. Exemplary tools to accomplish this include the Repeat
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Masker program available on-line through the Baylor College of Medicine, which screens DNA
sequences against a library of repetitive elements and returns a query sequence in which the
repetitive elements are masked. The masked intron sequences can then be used to design primer
and probe sequences using any commercially or otherwise publicly available primer/probe
design packages, such as Primer Express (Applied Biosystems); MGB assay-by-design (Applied
Biosystems); Primer3 (Steve Rozen and Helen J. Skaletsky (2000) Primer3 on the WWW for
general users and for biologist programmers. See S. Rrawetz, S. Misener, Bioinformatics
Methods and Protocols: Methods in Molecular Biology, pp. 365-386 (Humana Press).
[0090] Other factors that can influence PCR primer design include primer length, melting
temperature (Tm), and G/C content, specificity, complementary primer sequences, and 3 "-end
sequence. In general, optimal PCR primers are generally 17-30 bases in length, and contain
about 20-80%, such as, for example, about 50-60% G+C bases, and exhibit Tm's between 50 and
80 0C, e.g. about 50 to 70 OC.
[0091] For further guidelines for PCR primer and probe design see, e.g. Dieffenbach,
CW. et al, “General Concepts for PCR Primer Design” in: PCR Primer, A Laboratory Manual,
Cold Spring Harbor Laboratory Press,. New York, 1995, pp. 133-155; Innis and Gelfand,
“Optimization of PCRs” in: PCR Protocols, A Guide to Methods and Applications, CRC Press,
London, 1994, pp. 5-11; and Plasterer, T.N. Primerselect: Primer and probe design. Methods
Mol. Biol. 70:520-527 (1997), the entire disclosures of which are hereby expressly incorporated
by reference.
[0092] Table A provides further information concerning the primer, probe, and amplicon
sequences associated with the Examples disclosed herein.

MassARRAY® System
[0093] In MassARRAY-based methods, such as the exemplary method developed by
Sequenom, Inc. (San Diego, CA) following the isolation of RNA and reverse transcription, the
obtained cDNA is spiked with a synthetic DNA molecule (competitor), which matches the
targeted cDNA region in all positions, except a single base, and serves as an internal standard.
The cDNA/competitor mixture is PCR amplified and is subjected to a post-PCR shrimp alkaline
phosphatase (SAP) enzyme treatment, which results in the dephosphorylation of the remaining
nucleotides. After inactivarion of the alkaline phosphatase, the PCR products from the

competitor and cDNA are subjected to primer extension, which generates distinct mass signals
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for the competitor- and cDNA-derives PCR products. After purification, these products are
dispensed on a chip array, which is pre-loaded with components needed for analysis with matrix-
assisted laser desorption ionization time-of-flight mass spectrometry (MALDI-TOF MS)
analysis, The cDNA present in the reaction is then quantified by analyzing the ratios of the peak
areas in the mass spectrum generated. For further details see, e.g. Ding and Cantor, Proc. Natl.
Acad. Sci. USA 100:3059-3064 (2003).

Other PCR-based Methods
[0094] Further PCR-based techniques that can find use in the methods disclosed herein
include, for example, BeadArray® technology (Illumina, San Diego, CA; Oliphant et al.,
Discovery of Markers for Disease (Supplement to Biotechniques), June 2002; Ferguson et al.,
Analytical Chemistry 72:5618 (2000)); BeadsArray for Detection of Gene Expression®
(BADGE), using the commercially available LuminexlOO LabMAP® system and multiple
color-coded microspheres (Luminex Corp., Austin, TX) in a rapid assay for gene expression
(Yang et al., Genome Res. 11:1888-1898 (2001)); and high coverage expression profiling
(HiCEP) analysis (Fukumura et al., Nucl. Acids. Res. 31(16) €94 (2003).

Microarrays
[0095] Expression levels of a gene or microArray of interest can also be assessed using
the microarray technique. In this method, polynucleotide sequences of interest (including cDNAs
and oligonucleotides) are arrayed on a substrate. The arrayed sequences are then contacted under
conditions suitable for specific hybridization with detectably labeled cDNA generated from RNA
of a test sample. As in the RT-PCR method, the source of RNA typically is total RNA isolated
from a tumor sample, and optionally from normal tissue of the same patient as an internal control
or cell lines. RNA can be extracted, for example, from frozen or archived paraffin-embedded and
fixed (e.g. formalin-fixed) tissue samples.
[0096] For example, PCR amplified inserts of cDNA clones of a gene to be assayed are
applied to a substrate in a dense array. Usually at least 10,000 nucleotide sequences are applied
to the substrate. For example, the microarrayed genes, immobilized on the microchip at 10,000
elements each, are suitable for hybridization under stringent conditions. Fluorescently labeled
cDNA probes may be generated through incorporation of fluorescent nucleotides by reverse
transcription of RNA extracted from tissues of interest. Labeled cDNA probes applied to the chip
hybridize with specificity to each spot of DNA on the array. After washing under stringent
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conditions to remove non-specifically bound probes, the chip is scanned by confocal laser
microscopy or by another detection method, such as a CCD camera. Quantitation of
hybridization of each arrayed element allows for assessment of corresponding RNA abundance.
[0097] With dual color fluorescence, separately labeled cDNA probes generated from
two sources of RNA are hybridized pair wise to the array. The relative abundance of the
transcripts from the two sources corresponding to each specified gene is thus determined
simultaneously. The miniaturized scale of the hybridization affords a convenient and rapid
evaluation of the expression pattern for large numbers of genes. Such methods have been shown
to have the sensitivity required to detect rare transcripts, which are expressed at a few copies per
cell, and to reproducibly detect at least approximately two-fold differences in the expression
levels (Schena et at, Proc. Natl. Acad. ScL. USA 93(2):106-149 (1996)). Microarray analysis can
be performed by commercially available equipment, following manufacturer's protocols, such as
by using the Affymetrix GenChip® technology, or Incyte's microarray technology.

Serial Analysis of Gene Expression (SAGE)
[0098] Serial analysis of gene expression (SAGE) is a method that allows the
simultaneous and quantitative analysis of a large number of gene transcripts, without the need of
providing an individual hybridization probe for each transcript. First, a short sequence tag (about
10-14 bp) is generated that contains sufficient information to uniquely identify a transcript,
provided that the tag is obtained from a unique position within each transcript. Then, many
transcripts are linked together to form long serial molecules, that can be sequenced, revealing the
identity of the multiple tags simultaneously. The expression‘ pattern of any population of
transcripts can be quantitatively evaluated by determining the abundance of individual tags, and
identifying the gene corresponding to each tag. For more details see, e.g. Velculescu et al.,
Science 270:484-487 (1995); and Velculescu et al., Cell 88:243-51 (1997).

Gene Expression Analysis by Nucleic Acid Sequencing
[0099] Nucleic acid sequencing technologies are suitable methods for analysis of gene
expression. The principle underlying these methods is that the number of times a cDNA
sequence is detected in a sample is directly related to the relative expression of the RNA
corresponding to that sequence. These methods are sometimes referred to by the term Digital
Gene Expression (DGE) to reflect the discrete numeric property of the resulting data. Early
methods applying this principle were Serial Analysis of Gene Expression (SAGE) and Massively
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Parallel Signature Sequencing (MPSS). See, e.g., S. Brenner, et al., Nature Biotechnology
18(6):630-634 (2000). More recently, the advent of “next-generation” sequencing technologies
has made DGE simpler, higher throughput, and more affordable. As a result, more laboratories
are able to utilize DGE to screen the expression of more genes in more individual patient
samples than previously possible. See, e.g., J. Marioni, Genome Research 18(9):1509-1517
(2008); R. Morin, Genome Research 18(4):610-621 (2008); A. Mortazavi, Nature Methods
5(7):621-628 (2008); N. Cloonan, Nature Methods 5(7):613-619 (2008).

Isolating RNA from Body Fluids
[00100] Methods of isolating RNA for expression analysis from blood, plasma and serum
(see, e.g., K. Enders, et al., Clin Chem 48,1647-53 (2002) (and references cited therein) and from
urine (see, e.g., R. Boom, et al., J Clin Microbiol. 28, 495-503 (1990) and references cited
therein) have been described.

Immunohistochemistrv
[00101] Immunohistochemistry methods are also suitable for detecting the expression
levels of genes and applied to the method disclosed herein. Antibodies (e.g., monoclonal
antibodies) that specifically bind a gene product of a gene of interest can be used in such
methods. The antibodies can be detected by direct labeling of the antibodies themselves, for
example, with radioactive labels, fluorescent labels, hapten' labels such as, biotin, or an enzyme
such as horse radish peroxidase or alkaline phosphatase. Alternatively, unlabeled primary
antibody can be used in conjunction with a labeled secondary antibody specific for the primary
antibody. Immunohistochemistry protocols and kits are well known in the art and are
commercially available.

Proteomics

[00102] The term “proteome” is defined as the totality of the proteins present in a sample
(e.g. tissue, organism, or cell culture) at a certain point of time. Proteomics includes, among
other things, study of the global changes of protein expression in a sample (also referred to as
“expression proteomics’). Proteomics typically includes the following steps: (1) separation of
individual proteins in a sample by 2-D gel electrophoresis (2-D PAGE); (2) identification of the
individual proteins recovered from the gel, e.g. my mass spectrometry or N- terminal

sequencing, and (3) analysis of the data using bioinformatics.
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General Description of the mRNA/microRNA Isolation, Purification and

Amplification
[00103] The steps of a representative protocol for profiling gene expression using fixed,
paraffin-embedded tissues as the RNA source, including mRNA or microRNA isolation,
purification, primer extension and amplification are provided in various published journal
articles. (See, e.g., T.E. Godfrey, et al,. J. Molec. Diagnostics 2: 84-91 (2000); K. Specht et al.,
Am. J. Pathol. 158: 419-29 (2001), M. Cronin, et al., Am J Pathol 164:35-42 (2004)). Briefly, a
representative process starts with cutting a tissue sample section (e.g.about 10 um thick sections
of a paraffin-embedded tumor tissue sample). The RNA is then extracted, and protein and DNA
are removed. After analysis of the RNA concentration, RNA repair is performed if desired. The
sample can then be subjected to analysis, e.g., by reverse transcribed using gene specific
promoters followed by RT-PCR.
STATISTICAL ANALYSIS OF EXPRESSION LEVELS IN IDENTIFICATION OF GENES AND

MICRORNAS
[00104] One skilled in the art will recognize that there are many statistical methods that

may be used to determine whether there is a significant relationship between a parameter of
interest (e.g., recurtence) and expression levels of a marker gene/microRNA as described here.
In an exemplary embodiment, the present invention provides a stratified cohort sampling design
(a form of case-control sampling) using tissue and data from prostate cancer patients. Selection
of specimens was stratified by T stage (T1, T2), year cohort (<1993, >1993), and prostatectomy
Gleason Score (low/intermediate, high). All patients with clinical recurrence were selected and a
sample of patients who did not experience a clinical recurrence was selected. For each patient, up
to two enriched tumor specimens and one normal-appearing tissue sample was assayed.

[00105] All hypothesis tests were reported using two-sided p-values. To investigate if
there is a significant relationship of outcomes (clinical recurrence-free interval (cRFI),
biochemical recurrence-free interval (bRFI), prostate cancer-specific survival (PCSS), and
overall survival (OS)) with individual genes and/or microRNAs, demographic or clinical
covariates Cox Proportional Hazards (PH) models using maximum weighted pseudo partial-
likelihood estimators were used and p-values from Wald tests of the null hypothesis that the
hazard ratio (HR) is one are reported. To investigate if there is a significant relationship between

individual genes and/or microRNAs and Gleason pattern of a particular sample, ordinal logistic
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regression models using maximum weighted likelihood methods were used and p-values from
Wald tests of the null hypothesis that the odds ratio (OR) is one are reported.

COEXPRESSION ANALYSIS

[00106] The present disclosure provides a method to determine tumor stage based on the

expression of staging genes, or genes that co-express with particular staging genes. To perform
particular biological processes, genes often work together in a concerted way, i.e. they are co-
expressed. Co-expressed gene groups identified for a disease process like cancer can serve as
biomarkers for tumor status and disease progression. Such co-expressed genes can be assayed in
lieu of, or in addition to, assaying of the staging gene with which they are co-expressed.

[00107] In an exemplary embodiment, the joint correlation of gene expression levels
among prostate cancer specimens under study may be assessed. For this purpose, the correlation
structures among genes and specimens may be examined through hierarchical cluster methods.
This information may be used to confirm that genes that are known to be highly correlated in
prostate cancer specimens cluster together as expected. Only genes exhibiting a nominally
significant (unadjusted p < 0.05) relationship with cRFI in the univariate Cox PH regression
analysis will be included in these analyses.

[00108] One skilled in the art will recognize that many co-expression analysis methods
now known or later developed will fall within the scope and spirit of the present invention. These
methods may incorporate, for example, correlation coefficients, co-expression network analysis,
clique analysis, etc., and may be based on expression data from RT-PCR, microarrays,
sequencing, and other similar technologies. For example, gene expression clusters can be
identified using pair-wise analysis of correlation based on Pearson or Spearman correlation
coefficients. (See, e.g., Pearson K. and Lee A., Biometrika 2, 357 (1902); C. Spearman, Amer. J.
Psychol 15:72-101 (1904); J. Myers, A. Well, Research Design and Statistical Analysis, p. 508
(2nd Ed., 2003).)

NORMALIZATION OF EXPRESSTON LEVELS

[00109] The expression data used in the methods disclosed herein can be normalized.

Normalization refers to a process to correct for (normalize away), for example, differences in the
amount of RNA assayed and variability in the quality of the RNA used, to remove unwanted
sources of systematic variation in Ct or Cp measurements, and the like. With respect to RT-PCR

experiments involving archived fixed paraffin embedded tissue samples, sources of systematic
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variation are known to include the degree of RNA degradation relative to the age of the patient
sample and the type of fixative used to store the sample. Other sources of systematic variation
are attributable to laboratory processing conditions.

[00110] Assays can provide for normalization by incorporating the expression of certain
normalizing genes, which do not significantly differ in expression levels under the relevant
conditions. Exemplary normalization genes disclosed herein include housekeeping genes. (See,
e.g., E. Eisenberg, et al., Trends in Genetics 19(7):362-365 (2003).) Normalization can be based
on the mean or median signal (Ct or Cp) of all of the assayed genes or a large subset thereof
(global normalization approach). In general, the normalizing genes, also referred to as reference
genes should be genes that are known not to exhibit significantly different expression in prostate
cancer as compared to non-cancerous prostate tissue, and are not significantly affected by
various sample and process conditions, thus provide for normalizing away extraneous effects.
[00111] In exemplary embodiments, one or more of the following genes are used as
references by which the mRNA or microRNA expression data is normalized: AAMP, ARF1,
ATPSE, CLTC, GPS1, and PGK1. In another exemplary embodiment, one or more of the
following microRNAs are used as references by which the expression data of microRNAs are
normalized: hsa-miR-106a; hsa-miR-146b-5p; hsa-miR-191; hsa-miR-19b; and hsa-miR-92a.
The calibrated weighted average Cr or Cp measurements for each of the prognostic and
predictive genes or microRNAs may be normalized relative to the mean of five or more
reference genes or microRNAs.

[00112] Those skilled in the art will recognize that normalization may be achieved in
numerous ways, and the techniques described above are intended only to be exemplary, not
exhaustive.

STANDARDIZATION OF EXPRESSION LEVELS

[00113] The expression data used in the methods disclosed herein can be standardized.
Standardization refers to a process to effectively put all the genes or microRNAs on a
comparable scale. This is performed because some genes or microRNAs will exhibit more
variation (a broader range of expression) than others. Standardization is performed by dividing
each expression value by its standard deviation across all samples for that gene or microRNA,
Hazard ratios are then interpreted as the relative risk of recurrence per 1 standard deviation

increase in expression.



KITS OF THE INVENTION

[60114] The materials for use in the methods of the present invention are suited for
preparation of kits produced in accordance with well-known procedures. The present disclosure
thus provides kits comprising agents, which may include gene (or microRNA)-specific or gene
(or microRNA)-selective probes and/or primers, for quantifying the expression of the disclosed
genes or microRNAs for predicting prognostic outcome or response to treatment. Such kits may
optionally contain reagents for the extraction of RNA from tumor samples, in particular fixed
paraffin-embedded tissue samples and/or reagents for RNA amplification. In addition, the kits
may optionally comprise the reagent(s) with an identifying description or label or instructions
relating to their use in the methods of the present invention. The kits may comprise containers
(including microliter plates suitable for use in an automated implementation of the method), each
with one or more of the various materials or reagents (typically in concentrated form) utilized in
the methods, including, for example, chromatographic columns, pre-fabricated microarrays,
buffers, the appropriate nucleotide triphosphates (e.g., dATP, dCTP, dGTP and dTTP; or rATP,
rCTP, rGTP and UTP), reverse transcriptase, DNA polymerase, RNA polymerase, and one or
more probes and primers of the present invention (e.g., appropriate length poly(T) or random
primers linked to a promoter reactive with the RNA polymerase). Mathematical algorithms used
to estimate or quantify prognostic or predictive information are also properly potential
components of kits,

REPORTS

[00115] The methods of this invention, when practiced for commercial diagnostic
purposes, generally produce a report or summary of information obtained from the herein-
described methods. For example, a report may include information concerning expression levels
of one or more genes and /or microRNAs, classification of the tumor or the patient’s risk of
recurrence, the patient’s likely prognosis or risk classification, clinical and pathologic factors,
and/or other information. The methods and reports of this invention can further include storing
the report in a database. The method can create a record in a database for the subject and
populate the record with data. The report may be a paper report, an auditory report, or an
electronic record. The report may be displayed and/or stored on a computing device (e.g.,
handheld device, desktop computer, smart device, website, etc.). It is contemplated that the

report is provided to a physician and/or the patient. The receiving of the report can further
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include establishing a network connection to a server computer that includes the data and report
and requesting the data and report from the server computer.

COMPUTER PROGRAM

[006116] The values from the assays described above, such as expression data, can be

calculated and stored manually. Alternatively, the above-described steps can be completely or
partially performed by a computer program product. The present invention thus provides a
computer program product including a computer readable storage medium having a computer
program stored on it. The program can, when read by a computer, execute relevant calculations
based on values obtained from analysis of one or more biological sample from an individual
(e.g., gene expression levels, normalization, standardization, thresholding, and conversion of
values from assays to a score and/or text or graphical depiction of tumor stage and related
information). The computer program product has stored therein a computer program for
performing the calculation.

[00117] The present disclosure provides systems for executing the program described
above, which system generally includes: a) a central computing environment; b) an input device,
operatively connected to the computing environment, to receive patient data, wherein the patient
data can include, for example, expression level or other value obtained from an assay using a
biological sample from the patient, or microarray data, as described in detail above; c) an output
device, connected to the computing environment, to provide information to a user (e.g., medical
personnel); and d) an algorithm executed by the central computing environment (e.g., a
processor), where the algorithm is executed based on the data received by the input device, and
wherein the algorithm calculates an expression score, thresholding, or other functions described
herein. The methods provided by the present invention may also be automated in whole or in
part.

[00118] All aspects of the present invention may also be practiced such that a limited
number of additional genes and/or microRNAs that are co-expressed or functionally related with
the disclosed genes, for example as evidenced by statistically meaningful Pearson and/or

Spearman correlation coefficients, are included in a test in addition to and/or in place of

disclosed genes.
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[00119] Having described the invention, the same will be more readily understood through
reference to the following Examples, which are provided by way of illustration, and are not
intended to limit the invention in any way.

EXAMPLES

EXAMPLE 1: RNA YIELD AND GENE EXPRESSION PROFILES IN PROSTATE CANCER BIOPSY

CORES
[00120]

planning at diagnosis for men with localized prostate cancer. Limiting tissue in needle core

Clinical tools based on prostate needle core biopsies are needed to guide treatment

biopsy specimens poses significant challenges to the development of molecular diagnostic tests.
This study examined RNA extraction yields and gene expression profiles using an RT-PCR
assay to characterize RNA from manually micro-dissected fixed paraffin embedded (FPE)
prostate cancer needle biopsy cores. It also investigated the association of RNA yields and gene
expression profiles with Gleason score in these specimens.

Patients and Samples
[00121] This study determined the feasibility of gene expression profile analysis in
prostate cancer needle core biopsies by evaluating the quantity and quality of RNA extracted
from fixed paraffin-embedded (FPE) prostate cancer needle core biopsy specimens. Forty-eight
(48) formalin-fixed blocks from prostate needle core biopsy specimens were used for this study.
Classification of specimens was based on interpretation of the Gleason score (2005 Int’l Society
of Urological Pathology Consensus Conference) and percentage tumor (<33%, 33-66%, >66%)
involvement as assessed by pathologists.

Table 1: Distribution of cases

Gleason score ~<33% ~33-66 % ~>66 %
Category Tumor Tumor Tumor
Low (<6) 5 5 6

Intermediate (7) 5 5 6

High (8, 9, 10) 5 5 6

Total 15 15 18

Assay Methods
[00122] Fourteen (14) serial 5 um unstained sections from each FPE tissue block were

included in the study. The first and last sections for each case were H&E stained and

histologically reviewed to confirm the presence of tumor and for tumor enrichment by manual

micro-dissection.
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[00123] RNA from enriched tumor samples was extracted using a manual RNA extraction
process. RNA was quantitated using the RiboGreen® assay and tested for the presence of
genomic DNA contamination. Samples with sufficient RNA yield and free of genomic DNA
tested for gene expression levels of a 24-gene panel of reference and cancer-related genes using
quantitative RT-PCR. The expression was normalized to the average of 6 reference genes
(AAMP, ARF1, ATPSE, CLTC, EEF1A1, and GPX1).

Statistical Methods

[00124] Descriptive statistics and graphical displays were used to summarize standard

pathology metrics and gene expression, with stratification for Gleason Score category and
percentage tumor involvement category. Ordinal logistic regression was used to evaluate the
relationship between gene expression and Gleason Score category.

Results
[00125] The RNA yield per unit surface area ranged from 16 to 2406 ng/mm?2. Higher
RNA vyield was observed in samples with higher percent tumor involvement (p=0.02) and higher
Gleason score (p=0.01). RNA yield was sufficient (> 200ng) in 71% of cases to permit 96-well
RT-PCR, with 87% of cases having >100ng RNA yield. The study confirmed that gene
expression from prostate biopsies, as measured by qRT-PCR, was comparable to FPET samples
used in commercial molecular assays for breast cancer. In addition, it was observed that greater
biopsy RNA vyields are found with higher Gleason score and higher percent tumor involvement.
Nine genes were identified as significantly associated with Gleason score (p < 0.05) and there
was a large dynamic range observed for many test genes.

EXAMPLE 2: GENE EXPRESSION ANALYSIS FOR GENES ASSOCIATED WITH PROGNOSIS IN

PROSTATE CANCER

Patients and Samples
[00126] Approximately 2600 patients with clinical stage T1/T2 prostate cancer treated

with radical prostatectomy (RP) at the Cleveland Clinic between 1987 and 2004 were identified.
Patients were excluded from the study design if they received neo-adjuvant and/or adjuvant
therapy, if pre-surgical PSA levels were missing, or if no tumor block was available from initial
diagnosis. 127 patients with clinical recurrence and 374 patients without clinical recurrence after
radical prostatectomy were randomly selected using a cohort sampling design. The specimens

were stratified by T stage (T1, T2), year cohort (<1993, >1993), and prostatectomy Gleason
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score (low/intermediate, high). Of the 501 sampled patients, 51 were excluded for insufficient
tumor; 7 were excluded due to clinical ineligibility; 2 were excluded due to poor quality of gene
expression data; and 10 were excluded because primary Gleason pattern was unavailable. Thus,
this gene expression study included tissue and data from 111 patients with clinical recurrence
and 330 patients without clinical recurrence after radical prostatectomies performed between
1987 and 2004 for treatment of early stage (T1, T2) prostate cancer.

[00127] Two fixed paraffin embedded (FPE) tissue specimens were obtained from prostate
tumor specimens in each patient. The sampling method (sampling method A or B) depended on
whether the highest Gleason pattern is also the primary Gleason pattern. For each specimen
selected, the invasive cancer cells were at least 5.0 mm in dimension, except in the instances of
pattern 5, where 2.2 mm was accepted. Specimens were spatially distinct where possible.

Table 2: Sampling Methods

Sampling Method B
For patients whose prostatectomy primary
Gleason pattern is not the highest Gleason
pattern

Sampling Method A
For patients whose prostatectomy primary
Gleason pattern is also the highest Gleason
pattern

Specimen 1 (A1) = primary Gleason pattern Specimen 1 (B1) = highest Gleason pattern
Select highest Gleason pattern tissue from
spatially distinct area from specimen B2, if
possible. Invasive cancer area at least 5.0
mm if selecting secondary pattern, at least
2.2 mm if selecting Gleason pattern 5.

Select and mark largest focus (greatest cross-
sectional area) of primary Gleason pattern
tissue, Invasive cancer area > 5.0 mm.

Specimen 2 (A2) = secondary Gleason pattern

Select and mark secondary Gleason pattern
tissue from spatially distinct area from
specimen Al. Invasive cancer area > 5.0 mm.

Specimen 2 (B2) = primary Gleason pattern

Select largest focus (greatest cross-sectional
area) of primary Gleason pattern tissue.
Invasive cancer area > 5.0 mm,

[00128]

Histologically normal appearing tissue (NAT) adjacent to the tumor specimen

(also referred to in these Examples as “non-tumor tissue’) was also evaluated. Adjacent tissue

was collected 3 mm from the tumor to 3 mm from the edge of the FPET block. NAT was

preferentially sampled adjacent to the primary Gleason pattern. In cases where there was

insufficient NAT adjacent to the primary Gleason pattern, then NAT was sampled adjacent to the
secondary or highest Gleason pattern (A2 or B1) per the method set forth in Table 2. Six (6) 10

um sections with beginning H&E at 5 pm and ending unstained slide at 5 um were prepared
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from each fixed paraffin-embedded tumor (FPET) block included in the study. All cases were
histologically reviewed and manually micro-dissected to yield two enriched tumor samples and,
where possible, one normal tissue sample adjacent to the tumor specimen.

Assay Method
[00129] In this study, RT-PCR analysis was used to determine RNA expression levels for
738 genes and chromosomal rearrangements (e.g., TMPRSS2-ERG fusion or other ETS family
genes) in prostate cancer tissue and surrounding NAT in patients with early-stage prostate cancer
treated with radical prostatectomy.
[00130] The samples were quantified using the RiboGreen assay and a subset tested for
presence of genomic DNA contamination. Samples were taken into reverse transcription (RT)
and quantitative polymerase chain reaction (qPCR). All analyses were conducted on reference-
normalized gene expression levels using the average of the of replicate well crossing point (CP)
values for the 6 reference genes (AAMP, ARF1, ATPSE, CLTC, GPS1, PGK1).

Statistical Analysis and Results

[00131] Primary statistical analyses involved 111 patients with clinical recurrence and 330
patients without clinical recurrence after radical prostatectomy for early-stage prostate cancer
stratified by T—stage (T'1, T2), year cohort (<1993, >1993), and prostatectomy Gleason score
(low/intermediate, high). Gleason score categories are defined as follows: low (Gleason score <
6), intermediate (Gleason score = 7), and high (Gleason score > 8). A patient was included in a
specified analysis if at least one sample for that patient was evaluable. Unless otherwise stated,
all hypothesis tests were reported using two-sided p-values. The method of Storey was applied to
the resulting set of p-values to control the false discovery rate (FDR) at 20%. J. Storey, R.
Tibshirani, Estimating the Positive False Discovery Rate Under Dependence, with Applications
to DNA Microarrays, Dept. of Statistics, Stanford Univ, (2001).

[060132] Analysis of gene expression and recurrence-free interval was based on univariate
Cox Proportional Hazards (PH) models using maximum weighted pseudo-partial-likelihood
estimators for each evaluable gene in the gene list (727 test genes and 5 reference genes). P-
values were generated using Wald tests of the null hypothesis that the hazard ratio (HR) is one.
Both unadjusted p-values and the g-value (smallest FDR at which the hypothesis test in question
is rejected) were reported. Un-adjusted p-values <0.05 were considered statistically significant.

Since two tumor specimens were selected for each patient, this analysis was performed using the
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2 specimens from each patient as follows: (1) analysis using the primary Gleason pattern
specimen from each patient (Specimens Al and B2 as described in Table 2); (2) analysis using
the highest Gleason pattern specimen from each patient (Specimens Al and B1 as described in
Table 2).

[00133] Analysis of gene expression and Gleason pattern (3, 4, 5) was based on univariate
ordinal logistic regression models using weighted maximum likelihood estimators for each gene
in the gene list (727 test genes and 5 reference genes). P-values were generated using a Wald test
of the null hypothesis that the odds ratio (OR) is one. Both unadjusted p-values and the g-value
(smallest FDR at which the hypothesis test in question is rejected) were reported. Un-adjusted p-
values <0.05 were considered statistically significant. Since two tumor specimens were selected
for each patient, this analysis was performed using the 2 specimens from each patient as follows:
(1) analysis using the primary Gleason pattern specimen from each patient (Specimens Al and
B2 as described in Table 2); (2) analysis using the highest Gleason pattern specimen from each
patient (Specimens Al and B1 as described in Table 2).

[00134] It was determined whether there is a significant relationship between cRFI and
selected demographic, clinical, and pathology variables, including age, race, clinical tumor stage,
pathologic tumor stage, location of selected tumor specimens within the prostate (peripheral
versus transitional zone), PSA at the time of surgery, overall Gleason score from the radical
prostatectomy, year of surgery, and specimen Gleason pattern. Separately for each demographic
or clinical variable, the relationship between the clinical covariate and cRFI was modeled using
univariate Cox PH regression using weighted pseudo partial-likelihood estimators and a p-value
was generated using Wald’s test of the null hypothesis that the hazard ratio (HR) is one.
Covariates with unadjusted p-values <0.2 may have been included in the covariate-adjusted
analyses.

[00135] It was determined whether there was a significant relationship between each of
the individual cancer-related genes and cRFI after controlling for important demographic and
clinical covariates. Separately for each gene, the relationship between gene expression and cRFI
was modeled using multivariate Cox PH regression using weighted pseudo partial-likelihood
estimators including important demographic and clinical variables as covariates. The
independent contribution of gene expression to the prediction of cRFI was tested by generating a

p-value from a Wald test using a model that included clinical covariates for each nodule
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(specimens as defined in Table 2). Un-adjusted p-values <0.05 were considered statistically
significant.

[00136] Tables 3A and 3B provide genes significantly associated (p<0.05), positively or
negatively, with Gleason pattern in the primary and/or highest Gleason pattern. Increased
expression of genes in Table 3A is positively associated with higher Gleason score, while
increased expression of genes in Table 3B are negatively associated with higher Gleason score.

Table 3A
Gene significantly (p<0.05) associated with Gleason pattern for all specimens in the
primary Gleason pattern or highest Gleason pattern odds ratio (OR) > 1.0 (Increased
expression is positively associated with higher Gleason Score)

Table 3A Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
ALCAM 1.73 <.001 1.36 0.009
ANLN 1.35 .0.027

APOC1 1.47 0.005 1.61 <.001
APOE 1.87 <001 2.15 <.001
ASAP2 1.53 0.005

ASPN 2.62 <001 2,13 <001
ATPSE 1.35 0.035

AURKA 1.44 0.010

AURKB 1.59 <001 1.56 <001
BAX 1.43 0.006

BGN 2.58 <.001 2.82 <.001
BIRCS 1.45 0.003 1.79 <.001
BMP6 2.37 <.001 1.68 <001
BMPR1B 1.58 0.002

BRCA2 1.45 0.013
BUBI 1.73 <.001 1.57 <.001
CACNAID 1.31 0.045 1.31 0.033
CADPS 1.30 0.023
CCNB1 1.43 0.023

CCNE2 1.52 0.003 1.32 0.035
CD276 2.20 <001 1.83 <.001
CD68 1.36 0.022
CDC20 1.69 <001 1.95 <001
CDC6 1.38 0.024 1.46 <.001
CDH11 1.30 0.029
CDKN2B 1.55 0.001 1.33 0.023
CDKN2C 1.62 <001 1.52 <.001
CDKN3 1.39 0.010 1.50 0.002
CENPF 1.96 <.001 1.71 <.001
CHRACI1 1.34 0.022
CLDN3 1.37 0.029




Table 3A Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
COL1Al 2.23 <.001 2.22 <.001
COL1A2 1.42 0.005
COL3Al 1.90 <001 2.13 <.001
COLBAI 1.88 <.001 2.35 <.001
CRISP3 1.33 0.040 1.26 0.050
CTHRCI 2.01 <.001 1.61 <.001
CTNND2 1.48 0.007 1.37 0.011
DAPK1 1.44 0.014

DIAPHI 1.34 0.032 1.79 <.001
DIO2 1.56 0.001
DLL4 1.38 0.026 1.53 <.001
ECEl 1.54 0.012 1.40 0.012
ENY2 1.35 0.046 1.35 0.012
EZH2 1.39 0.040

F2R 2.37 <.001 2.60 <.001
FAM49B 1.57 0.002 1.33 0.025
FAP 2.36 <.001 1.89 <.001
FCGR3A 2.10 <.001 1.83 <.001
GNPTAB 1,78 <.001 1.54 <.001
GSK3B 1.39 0.018
HRAS 1.62 0.003

HSD17B4 2.91 <.001 1.57 .001
HSPAS 1.48 0.012 1.34 0.023
IFI30 1.64 <.001 1.45 0.013
IGFBP3 1.29 0.037
IL11 1.52 0.001 1.31 0.036
INHBA 2.55 <.001 2.30 <.001
ITGA4 1.35 0.028
JAGI 1.68 <.001 1.40 0.005
KCNN2 1.50 0.004

KCTDI12 1.38 0.012
KHDRBS3 1.85 <.001 1.72 <.001
KIF4A 1.50 0.010 1.50 <.001
KLK14 1.49 0.001 1.35 <.001
KPNA2 1.68 0.004 1.65 0.001
KRT2 1.33 0.022
KRT75 1.27 0.028
LAMCI1 1.44 0.029

LAPTMS 1.36 0.025 1.31 0.042
LTBP2 1.42 0.023 1.66 <.001
MANF 1.34 0.019
MAOA 1.55 0.003 1.50 <.001
MAP3KS5 1.55 0.006 1.44 0.001
MDK 1.47 0.013 1.29 0.041
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Table 3A Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
MDM2 1.31 0.026
MELK 1.64 <.001 1.64 <.001
MMP11 2.33 <.001 1.66 <.001
MYBL2 1.41 0.007 1.54 <.001
MYO6 1.32 0.017
NETO2 1.36 0.018
NOX4 1.84 <.001 1.73 <.001
NPM1 1.68 0.001

NRIP3 1.36 0.009
NRPI 1.80 0.001 1.36 0.019
OSM 1.33 0.046

PATELl 1.38 0.032

PECAM1 1.38 0.021 1.31 0.035
PGD 1.56 0.010

PLK1 1.51 0.004 1.49 0.002
PLOD2 1.29 0.027
POSTN 1.70 0.047 1.55 0.006
PPP3CA 1.38 0.037 1.37 0.006
PTK6 1.45 0.007 1.53 <.001
PTTGI 1.51 <.001
RAB31 1.31 0.030
RAD21 2.05 <.001 1.38 0.020
RADS1 1.46 0.002 1.26 0.035
RAF1 1.46 0.017

RALBPI 1.37 0.043

RHOC 1.33 0.021
ROBO2 1.52 0.003 1.41 0.006
RRM2 1.77 <.001 1.50 <.001
SAT1 1.67 0.002 1.61 <.001
SDCI 1.66 0.001 1.46 0.014
SEC14L1 1.53 0.003 1.62 <.001
SESN3 1.76 <.001 1.45 <.001
SFRP4 2.69 <.001 2.03 <.001
SHMT2 1.69 0.007 1.45 0.003
SKIL ; 1.46 0.005
SOX4 1.42 0.016 1.27 0.031
SPARC 1.40 0.024 1.55 <.001
SPINK1 1.29 0.002
SPP1 1.51 0.002 1.80 <.001
TFDP1 1.48 0.014

THBS2 1.87 <.001 1.65 <.001
THY1 1.58 0.003 1.64 <.001
TK1 1.79 <.001 1.42 0.001
TOP2A 2.30 <.001 2.01 <.001
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Table 3A Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
TPD52 1.95 <.001 1.30 0.037
TPX2 2.12 <.001 1.86 <.001
TYMP 1.36 0.020
TYMS 1.39 0.012 1.31 0.036
UBE2C 1.66 <.001 1.65 <.001
UBE2T 1.59 <.001 1.33 0.017
UGDH 1.28 0.049
UGT2B15 1.46 0.001 1.25 0.045
UHRF1 1.95 <.001 1.62 <.001
VDR 1.43 0.010 1.39 0.018
WNTS5A 1.54 0.001 1.44 0.013
Table 3B.

Gene significantly (p<0.05) associated with Gleason pattern for all specimens in the
primary Gleason pattern or highest Gleason pattern odds ratio (OR) < 1.0 (Increased
expression is negatively associated with higher Gleason score)

Table 3B Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
ABCAS 0.78 0.041

ABCG2 0.65 0.001 0.72 0.012
ACOX2 0.44 <.001 0.53 <.001
ADHS35 0.45 <.001 0.42 <.001
AFAPI 0.79 0.038 |
AIG1 0.77 0.024
AKAPI 0.63 6002 | 0
AKRIC1 0.66 0.003 0.63 <.001
AKT3 0.68 0.006 0.77 0.010
ALDHI1A2 0.28 <.001 0.33 <.001
ALKBH3 0.77 0.040 0.77 0.029
AMPD3 0.67 0.007

ANPEP 0.68 0.008 0.59 <.001
ANXA2 0.72 0.018 ;

APC 0.69 0.002
AXIN2 0.46 <.001 0.54 <.001
AZGP1 0.52 <.001 0.53 <.001
BIK 0.69 0.006 0.73 0.003
BIN1 0.43 <.001 0.61 <001
BTG3 0.79 0.030
BTRC 0.48 <.001 0.62 <.001
C7 0.37 <001 0.55 <.001
CADM1 0.56 <.001 0.69 0.001
CAV1 0.58 0.002 0.70 0.009
CAV2 0.65 0.029
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Table 3B Primary Pattern Highest Pattern
 Official Symbol OR p-value OR p-value
CCNH 0.67 0.006 0.77 0.048
CD164 0.59 0.003 0.57 <.001
CDC25B 0.77 0.035

CDH1 0.66 <.001
CDK2 0.71 0.003
CDKNI1C 0.58 <.001 0.57 <.001
CDS2 0.69 0.002
CHNI1 0.66 0.002

(COL6AL 0.44 <.001 0.66 <.001
COL6A3 0.66 0.006

| CSRP! 0.42 0.006

CTGF 0.74 0.043

| CTNNAI 0.70 <.001 0.83 0.018
CTNNB1 0.70 0.019

CTNND1 0.75 0.028
CUL1 0.74 0.011
CXCL12 0.54 <.001 0.74 0.006
CYP3AS 0.52 <.001 0.66 0.003
CYRG61 0.64 0.004 0.68 0.005
DDR2 0.57 0.002 0.73 0.004
DES 0.34 <.001 0.58 <.001
DLGAPI 0.54 <.001 0.62 <.001
DNM3 0.67 0.004

| DPP4 0.41 <.001 0.53 <.001
DPT 0.28 <.001 0.48 <.001
DUSP1 0.59 <.001 0.63 <.001
EDNRA 0.64 0.004 0.74 0.008
EGF 0.71 0.012
EGRI1 0.59 <.001 0.67 0.009
EGR3 0.72 0.026 0.71 0.025
EIF5 0.76 0.025
ELK4 0.58 0.001 0.70 0.008
ENPP2 0.66 0.002 0.70 0.005
EPHA3 0.65 0.006

EPHB2 0.60 <.001 0.78 0.023
EPHB4 0.75 0.046 0.73 0.006
ERBB3 0.76 0.040 0.75 0.013
ERBB4 0.74 0.023
ERCC1 0.63 <.001 0.77 0.016
FAAH 0.67 0.003 0.71 0.010
FAMI107A 0.35 <.001 0.59 <.001
FAMI13C 0.37 <.001 0.48 <.001
FAS 0.73 0.019 0.72 0.008
FGF10 0.53 <.001 0.58 <.001
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Table 3B Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
FGF7 0.52 <.001 0.59 <.001
FGFR2 0.60 <.001 0.59 <.001
FKBPS5 0.70 0.039 0.68 0.003
FLNA 0.39 <.001 0.56 <.001
FLNC 0.33 <.001 0.52 <.001
FOS 0.58 <.001 0.66 0.005
FOXO1 0.57 <.001 0.67 <.001
FOXQ1 0.74 0.023
GADDA45B 0.62 0.002 0.71 0.010
GHR 0.62 0.002 0.72 0.009
GNRH1 0.74 0.049 0.75 0.026
GPM6B 0.48 <.001 0.68 <.001
GPS1 0.68 0.003
GSN 0.46 <.001 0.77 0.027
GSTM1 0.44 <.001 0.62 <.001
GSTM2 0.29 <.001 0.49 <.001
HGD 0.77 0.020
HIRIP3 0.75 0.034

HK1 0.48 <.001 0.66 0.001
HLF 0.42 <.001 0.55 <.001
HNFIB 0.67 0.006 0.74 0.010
HPS1 0.66 0.001 0.65 <.001
HSPI90ABI1 0.75 0.042

HSPAS 0.70 0.011

HSPB2 0.52 <.001 0.70 0.004
IGF1 0.35 <.001 0.59 <.001
IGF2 0.48 <.001 0.70 0.005
IGFBP2 0.61 <.001 0.77 0.044
IGFBPS 0.63 <.001

IGFBP6 0.45 <.001 0.64 <.001
IL6ST 0.55 0.004 0.63 <.001
ILK 0.40 <.001 0.57 <.001
ING5 0.56 <.001 0.78 0.033
ITGA1 0.56 0.004 0.61 <.001
ITGA3 0.78 0.035
ITGAS 0.71 0.019 0.75 0.017
ITGA7 0.37 <.001 0.52 <.001
ITGB3 0.63 0.003 0.70 0.005
ITPR1 0.46 <.001 0.64 <.001
ITPR3 0.70 0.013

ITSN1 0.62 0.001

JUN 0.48 <.001 0.60 <.001
JUNB 0.72 0.025

KIT 0.51 <.001 0.68 0.007
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Table 3B Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
KLC1 0.58 <.001

KLK1 0.69 0.028 0.66 0.003
KLK2 0.60 <.001

KLK3 0.63 <.001 0.69 0.012
KRTI1S 0.56 <.001 0.60 <.001
KRTI8 0.74 0.034

KRT5 0.64 <.001 0.62 <.001
LAMA4 0.47 <.001 0.73 0.010
LAMB3 0.73 0.018 0.69 0.003
LGALS3 0.59 0.003 0.54 <.001
LIG3 0.75 0.044

MAP3K7 0.66 0.003 0.79 0.031
MCM3 0.73 0.013 0.80 0.034
MGMT 0.61 0.001 0.71 0.007
MGST]1 0.75 0.017
MLXIP 0.70 0.013

MMP2 0.57 <.001 0.72 0.010
MMP7 0.69 0.009

MPPED2 0.70 0.009 0.59 <.001
MSH6 0.78 0.046

MTA1 0.69 0.007

MTSS1 0.55 <.001 0.54 <.001
MYBPCI 0.45 <.001 0.45 <.001
NCAM1 0.51 <.001 0.65 <.001
NCAPD3 0.42 <.001 0.53 <.001
NCOR2 0.68 0.002

NDUESS 0.66 0.001 0.70 0.013
NEXN 0.48 <.001 0.62 <.001
NFATS 0.55 <.001 0.67 0.001
NFKBIA 0.79 0.048
NRG! 0.58 0.001 0.62 0.001
OLFML3 0.42 <.001 0.58 <.001
OMD 0.67 0.004 0.71 0.004
ORS1E2 0.65 <.001 0.76 0.007
PAGE4 0.27 <.001 0.46 <.001
PCA3 0.68 0.004

PCDHGB7 0.70 0.025 0.65 <.001
PGF 0.62 0.001

PGR 0.63 0.028

PHTF2 0.69 0.033

PLP2 0.54 <.001 0.71 0.003
PPAP2B 0.41 <.001 0.54 <.001
PPPIR12A 0.48 <.001 0.60 <.001
PRIMAI 0.62 0.003 0.65 <.001
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Table 3B Primary Pattern Highest Pattern
Official Symbol OR p-value OR p-value
PRKARIB 0.70 0.009

PRKAR2B 0.79 0.038
PRKCA 0.37 <.001 0.55 <.001
PRKCB 0.47 <.001 0.56 <.001
PTCH1 0.70 0.021

PTEN 0.66 0.010 0.64 <.001
PTGER3 0.76 0.015
PTGS2 0.70 0.013 0.68 0.005
PTHIR 0.48 <.001

PTK2B 0.67 0.014 0.69 0.002
PYCARD 0.72 0.023

RAB27A 0.76 0.017
RAGE 0.77 0.040 0.57 <.001
RARB 0.66 0.002 0.69 0.002
RECK 0.65 <.001

RHOA 0.73 0.043

RHOB 0.61 0.005 0.62 <.001
RND3 0.63 0.006 0.66 <.001
SDHC 0.69 0.002
SEC23A 0.61 <.001 0.74 0.010
SEMA3A 0.49 <.001 0.55 <.001
SERPINA3 0.70 0.034 0.75 0.020
SH3RF2 0.33 <.001 0.42 <.001
SLC22A3 0.23 <.001 0.37 <.001
SMAD4 0.33 <.001 0.39 <.001
SMARCC2 0.62 0.003 0.74 0.008
SMO 0.53 <.001 0.73 0.009
SORBS|1 0.40 <.001 0.55 <.001
SPARCLI 0.42 <.001 0.63 <.001
SRDSA2 0.28 <.001 0.37 <.001
STS 0.52 <.001 0.63 <.001
STATSA 0.60 <.001 0.75 0.020
STATSB 0.54 <.001 0.65 <.001
STS 0.78 0.035
SUMO1 0.75 0.017 0.71 0.002
SVIL 0.45 <.001 0.62 <.001
TARP 0.72 0.017

TGFB1I1 0.37 <.001 0.53 <.001
TGFB2 0.61 0.025 0.59 <.001
TGFB3 0.46 <.001 0.60 <.001
TIMP2 0.62 0.001

TIMP3 0.55 <.001 0.76 0.019
TMPRSS2 0.71 0.014

TNF 0.65 0.010
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Table 3B Primary Pattern Highest Pattern

Official Symbol OR p-value OR p-value

TNFRSF10A 0.71 0.014 0.74 0.010

TNFRSF10B 0.74 0.030 0.73 0.016

TNFSF10 0.69 0.004

TP53 0.73 0.011

TP63 0.62 <.001 0.68 0.003

TPMI1 0.43 <001 0.47 <.001

TPM2 0.30 <001 0.47 <001

TPP2 0.58 <.001 0.69 0.001

TRA2A 0.71 0.006

TRAF3IP2 0.50 <.001 0.63 <.001

TRO 0.40 <.001 0.59 <.001

TRPC6 0.73 0.030

TRPV6 0.80 0.047

VCL 0.44 <001 0.55 <.001

VEGFB 0.73 0.029

VIM 0.72 0.013

VTIIB 0.78 0.046

WDR19 0.65 <.001

WFDC1 0.50 <.001 0.72 0.010

YY1 0.75 0.045

ZFHX3 0.52 <.001 0.54 <001

ZFP36 0.65 0.004 0.69 0.012

ZNF827 0.59 <.001 0.69 0.004
[00137] To identify genes associated with recurrence (cRFI, bRFI) in the primary and the

highest Gleason pattern, each of 727 genes were analyzed in univariate models using specimens

Al and B2 (see Table 2, above). Tables 4A and 4B provide genes that were associated,

positively or negatively, with cRFI and/or bRFI in the primary and/or highest Gleason pattern.

Increased expression of genes in Table 4A is negatively associated with good prognosis, while

increased expression of genes in Table 4B is positively associated with good prognosis.

Table 4A.

Genes significantly (p<0.05) associated with cRFI or bRFI in the primary Gleason pattern
or highest Gleason pattern with hazard ratio (HR) > 1.0 (increased expression is negatively
associated with good prognosis)

Table 4A cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern
Official
Symbol HR p-value HR p-value HR p-value HR p-value
AKRIC3 1.304 0.022 1.312 0.013
ANLN 1.379 0.002 1.579 <.001 1.465 <.001 1.623 <.001
AQP2 1.184 0.027 1.276 <.001
ASAP2 1.442 0.006 ]

43



Table 4A cRFI cRFI bRFI t bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern
Official
Symbol HR p-value HR p-value HR p-value HR p-value

ASPN 2272 <.001 2.106 <.001 1.861 <.001 1.895 <.001

ATPSE 1414 0.013 1.538 <.001

BAGS5 1.263 0.044

BAX 1.332 0.026 1.327 0.012 1.438 0.002

BGN 1.947 <.001 2.061 <.001 1.339 0.017

BIRCS 1.497 <.001 1.567 <.001 1.478 <.001 1.575 <.001

BMP6 1.705 <.001 2.016 <.001 1.418 0.004 1.541 <.001

BMPR1B 1.401 0.013 1.325 0.016

BRCA2 1.259 0.007

BUBI 1411 <001 1.435 <.001 1.352 <001 1.242 0.002

CADPS 1.387 0.009 1.294 0.027

CCNBI1 1.296 0.016 1.376 0.002

CCNE2 1.468 <.001 1.649 <001 1.729 <.001 1.563 <.001

CD276 1.678 <.001 1.832 <.001 1.581 <.001 1.385 0.002

CDC20 1.547 <.001 1.671 <.001 1.446 <.001 1.540 <.001

CDC6 1.400 0.003 1.290 0.030 1.403 0.002 1.276 0.019

CDH7 1.403 0.003 1.413 0.002

CDKN2B | 1.569 <.001 1.752 <.001 1.333 0.017 1.347 0.006

CDKN2C | 1.612 <001 1.780 <.001 1.323 0.005 1.335 0.004

CDKN3 1.384 <001 1.25 0.024 1.285 0.003 1.216 0.028

CENPF 1.578 <001 1.692 <001 1.740 <.001 ] <.001

CKS2 1.390 0.007 1.418 0.005 1.291 0.018

CLTC 1.368 0.045

COL1Al 1.873 <001 2.103 <.001 1.491 <.001 1.472 <.001

COLI1A2 1.462 0.001

COL3A1 1.827 <.001 2.005 <.001 1.302 0.012 1.298 0.018

COL4A1 1.490 0.002 1.613 <.001

COLBAIl 1.692 <.001 1.926 <.001 1.307 0.013 1.317 0.010

CRISP3 1.425 0.001 1.467 <.001 1.242 0.045

CTHRCI 1.505 0.002 2,025 <.001 1.425 0.003 1.369 0.005

CTNND2 1.412 0.003

CXCR4 1.312 0.023 1.355 0.008

DDIT4 1.543 <.001 1.763 <.001

DYNLLI 1.290 0.039 1.201 0.004

EIF3H 1.428 0.012 ,

ENY?2 1.361 0.014 1.392 0.008 1.371 0.001

EZH2 1.311 0.010

F2R 1.773 <001 1.695 <.001 1.495 <.001 1.277 0.018

FADD 1.292 0.018

FAMI171B 1.285 0.036

FAP 1.455 0.004 1.560 0.001 1.298 0.022 1.274 0.038

FASN 1.263 0.035
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Table 4A cRFI cRFI bRFI bRF1I
Primary Pattern Highest Pattern | Primary Pattern | Highest Pattern
Official
Symbol HR p-value HR p-value HR p-value HR p-value

FCGR3A 1.654 <.001 1.253 0.033 1.350 0.007

FGF5 1.219 0.030

GNPTAB 1.388 0.007 1.503 0.003 1.355 0.005 1.434 0.002

GPR68 1.361 0.008

GREM1 1.470 0.003 1.716 <.001 1.421 0.003 1.316 0.017

HDACI 1.290 0.025

HDACY9 1.395 0.012

HRAS 1.424 0.006 1.447 0.020

HSDI17B4 | 1.342 0.019 1.282 0.026 1.569 | <.001 1.390 0.002

HSPAS 1.290 0.034

IGFBP3 1.333 0.022 1.442 0.003 1.253 0.040 1.323 0.005

INHBA 2.368 <.001 2.765 <.001 1.466 0.002 1.671 <.001

JAG1 1.359 0.006 1.367 0.005 1.259 0.024

KCNN2 1.361 0.011 1.413 0.005 1.312 0.017 1.281 0.030

KHDRBS3| 1.387 0.006 1.601 <001 1.573 <.001 1.353 0.006

KIAA0196 1.249 0.037

KIF4A 1.212 0.016 1.149 0.040 1.278 0.003

KLK14 1.167 0.023 - 1.180 0.007

KPNA2 1.425 0.009 1.353 0.005 1.305 0.019

KRT75 1.164 0.028

LAMA3 1.327 0.011

LAMBI 1.347 0.019

LAMCI 1.555 0.001 1.310 0.030 1.349 0.014

LIMS1 1.275 0.022

LOX 1.358 0.003 1.410 <.001

LTBP2 1.396 0.009 | 1.656 | <.001 1.278 0022 | .

LUM 1.315 0.021

MANF 1.660 <.001 1.323 0.011

MCM?2 1.345 0.011 1.387 0.014

MCM6 1.307 0.023 1.352 0.008 1.244 0.039

MELK 1.293 0.014 1.401 <.001 1.501 <001 1.256 0.012

MMP11 1.680 <001 1.474 <.001 1.489 <.001 1.257 0.030

MRPLI13 1.260 0.025

MSH2 1.295 0.027

MYBL2 1.664 <.001 1.670 <001 1.399 <.001 1.431 <001

MYO6 1.301 0.033

NETO2 1.412 0.004 1.302 0.027 1.298 0.009

NFKB1 1.236 0.050

NOX4 1.492 <.001 1.507 0.001 1.555 <.001 1.262 0.019

NPM1 1.287 0.036

NRIP3 1.219 0.031 1.218 0.018

NRP1 1.482 0.002 1.245 0.041
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Table 4A cRFI cRF1 bRFI bRF1I
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern
Official
Symbol HR p-value HR p-value HR p-value HR p-value

OLFML2B 1.362 0.015

ORSIEl 1.531 <.001 1.488 0.003

PAK6 1.269 0.033

PATEL! 1.308 <.001 1.332 <.001 1.164 0.044

PCNA 1.278 0.020

PEX10 1.436 0.005 1.393 0.009

PGD 1.298 0.048 1.579 <.001

PGK1 1.274 0.023 1.262 0.009

PLA2G7 1.315 0.011 1.346 0.005

PLAU 1.319 0.010

PLK1 1.309 0.021 1.563 <.001 1.410 0.002 1.372 0.003

PLOD2 1.284 0.019 1.272 0.014 1.332 0.005

POSTN 1.599 <.001 1.514 0.002 1,391 0.005

PPP3CA 1.402 0.007 1.316 0.018

PSMD13 1.278 0.040 1.297 0.033 1.279 0.017 1.373 0.004

PTK6 1.640 <.001 1.932 <.001 1,369 0.001 1.406 <.001

PTTG1 1.409 <.001 1.510 <.001 1,347 0.001 1.558 <.001

RAD21 1.315 0.035 1.402 0.004 1.589 <.001 1.439 <.001

RAFI 1.503 0.002

RAL/ 1,521 0.004 1.403 0.007 1.563 <.001 1,229 0.040

RALBPI 1.277 0.033

RGS7 1.154 0.015 1.266 0.010

RRM1 1.570 0.001 1.602 <.001

RRM2 1.368 <.001 1.289 0.004 1.396 <.001 1.230 0.015

SATI 1.482 0.016 1.403 0.030

SDC1 1.340 0.018 1.396 0.018

SECI4L1 1.260 0.048 1.360 0.002

SESN3 1.485 <.001 1.631 <.001 1.232 0.047 1.292 0.014

SFRP4 1.800 <.001 1.814 <.001 1.496 <.001 1.289 0.027

SHMT2 1.807 <.001 1.658 <.001 1.673 <.001 1.548 <.001

SKIL 1.327 0.008

SLC25A21 1.398 0.001 1.285 0.018

SOX4 1.286 0.020 1.280 0.030

SPARC 1.539 <.001 1.842 <.001 1.269 0.026

SPP1 1.322 0.022

SQLE 1.359 0.020 1.270 0.036

STMNI1 1.402 0.007 1.446 0.005 1.279 0.031

SULF1 1.587 <001

TAF2 1.273 0.027

TFDP1 1,328 0.021 1.400 0.005 1.416 0.001

THBS2 1.812 <.001 1.960 <.001 1.320 0.012 1.256 0.038

THY1 1.362 0.020 1.662 <.001
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Table 4A cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value
TK1 1.251 0.011 1.377 <.001 1.401 <.001
TOP2A 1.670 <.001 1.920 <.001 1.869 <.001 1.927 <.001
TPD52 1.324 0.011 1.366 0.002 1.351 0.005
TPX2 1.884 <.001 2.154 <.001 1.874 <.001 1.794 <.001
UAPI 1.244 0.044
UBE2C 1.403 <.001 1.541 <.001 1.306 0.002 1.323 <.001
UBE2T 1.667 <.001 1.282 0.023 1.502 <.001 1.298 0.005
UGT2B15 1.295 0.001 1.275 0.002
UGT2B17 1.294 0.025
UHRF1 1.454 <.001 1.531 <.001 1,257 0.029
VCPIP1 1.390 0.009 1.414 0.004 1.294 0.021 1.283 0.021
WNTS5A 1.274 0.038 1.298 0.020
XIAP 1.464 0.006
ZMYNDS8 1.277 0.048
ZWINT 1.259 0.047
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Table 4B.
Genes significantly (p<0.05) associated with cRFI or bRFI in the primary Gleason
pattern or highest Gleason pattern with hazard ratio (HR) < 1.0 (increased expression is
positively associated with good prognosis)

Table 4B cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

AAMP 0.564 <.001 0.571 <001 0.764 0.037 0.786 0.034

ABCAS 0.755 <.001 0.695 <.001 0.800 0.006

ABCBI1 0.777 0.026

ABCG2 0.788 0.033 0.784 0.040 0.803 0.018 0.750 0.004

ABHD2 0.734 0.011

ACE 0.782 0.048

ACOX2 0.639 <.001 0.631 <.001 0.713 <.001 0.716 0.002

ADHS5 0.625 <.001 0.637 <.001 0.753 0.026

AKAPI 0.764 0.006 0.800 0.005 0.837 0.046

AKRICI1 0.773 0.033 0.802 0.032

AKTI 0.714 0.005

AKT3 0.811 0.015 0.809 0.021

ALDHIA2 0.606 <.001 0.498 <.001 0.613 <.001 0.624 <.001

AMPD3 0.793 0.024

ANPEP 0.584 <.001 0.493 <.001

ANXA2 0753 | 0.013 | 0781 | 0036 | 0762 | 0008 | 0.795 | 0032 |

APRT 0.758 0.026 0.780 0.044 0.746 0.008

ATXNI1 0.673 0.001 0.776 0.029 0.809 0.031 0.812 0.043

AXIN2 0.674 <.001 0.571 <.001 0.776 0.005 0.757 0.005

AZGP1 0.585 <.001 0.652 <.001 0.664 <.001 0.746 <.001 |

BAD 0.765 0.023

BCL2 0.788 0.033 0.778 0.036

BDKREBI1 0.728 0.039

BIK 0.712 0.005 N

BIN1 0.607 <001 0.724 0.002 0.726 <.001 0.834 0.034

BTG3 0.847 0.034 |

BTRC 0.688 0.001 0.713 0.003

Cc7 0.589 <001 0.639 <.001 0.629 <.001 0.691 <.001

CADM1 0.546 <.001 0.529 <.001 0.743 0.008 0.769 0.015

CASP1 0.769 0.014 0.799 0.028 0.799 0.010 0.815 0.018

CAV1 0.736 0.011 0.711 0.005 0.675 <.001 0.743 0.006

CAV2 0.636 0.010 0.648 0.012 0.685 0.012

CCL2 0.759 0.029 | 0.764 0.024

CCNH 0.689 <.001 0.700 <.001

CD164 0.664 <001 0.651 <.001 B

CDIA 0.687 0.004

CD44 0.545 <.001 0.600 <.001 0.788 0.018 0.799 0.023

CD82 0.771 0.009 0.748 0.004
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Table 4B cRFI c¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

CDC25B 0.755 0.006 0.817 0.025

CDK14 0.845 0.043

CDK2 0.819 0.032

CDK3 0.733 |. 0.005 0.772 0.006 0.838 0.017

CDKNIA 0.766 0.041

CDKNIC 0.662 <.001 0.712 0.002 0.693 <.001 0.761 0.009

CHNI1 0.788 0.036

COL6A1 0.608 <.001 0.767 0.013 0.706 <.001 0.775 0.007

CSF1 0.626 <.001 0.709 0.003

CSK 0.837 0.029

CSRP1 0.793 0.024 0.782 0.019

CTNNBI 0.898 0.042 0.885 <.001

CTSB 0.701 0.004 0.713 0.007 0.715 0.002 0.803 0.038

CTSK 0.815 0.042

CXCLI12 0.652 <.001 0.802 0.044 0.711 0.001

CYP3AS5 0.463 <.001 0.436 <.001 0.727 0.003

CYRG61 0.652 0.002 0.676 0.002

DAP 0.761 0.026 0.775 0.025 0.802 0.048

DARC 0.725 0.005 0.792 0.032

DDR2 0.719 0.001 0.763 0.008

DES 0.619 <.001 0.737 0.005 0.638 <.001 0.793 0.017

DHRS9 0.642 0.003

DHX9 0.888 <.001

DLC1 0.710 0.007 0.715 0.009

DLGAP1 0.613 <.001 0.551 <.001 0.779 0.049

DNM3 0679 | <00l | [ 0812 | 0037 | ] -

DPP4 0.591 <.001 0.613 <.001 0.761 0.003

DPT 0.613 <.001 0.576 <.001 0.647 <.001 0.677 <.001

DUSPI 0.662 0.001 0.665 0.001 0.785 0.024

DUSP6 0.713 0.005 0.668 0.002

EDNRA 0.702 0.002 0.779 0.036

EGF 0.738 0.028

EGR1 0.569 <.001 0.577 <.001 0.782 0.022

EGR3 0.601 <.001 0.619 <.001 0.800 0.038

EIF2S3 0.756 0.015

EIF5 0.776 0.023 0.787 0.028

ELK4 0.628 <.,001 0.658 <.001

EPHA2 0.720 0.011 0.663 0.004

EPHA3 0.727 0.003 0.772 0.005

ERBB2 0.786 0.019 0.738 0.003 0.815 0.041

ERBB3 0728 | 0.002 | 0711 | 0.02 | 0.828 | 0043 | 0813 | 0023

ERCC1 . 0.771 0.023 0.725 0.007 0.806 0.049 | 0.704 0.002
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Table 4B cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

EREG 0.754 0.016 0.777 0.034

ESR2 0.731 0.026

FAAH 0.708 0.004 0.758 0.012 0.784 0.031 0.774 0.007

FAMI107A 0.517 <001 0.576 <.001 0.642 <.001 0.656 <.001

FAMI13C 0.568 <.001 0.526 <.001 0.739 0.002 0.639 <.001

FAS 0.755 0.014

FASLG 0.706 0.021

FGF10 0.653 <001 0.685 <.001 0.766 0.022

FGF17 | | 0.746 0.023 0.781 0.015 | 0.805 0.028

FGF7 0.794 0.030 0.820 0.037 0.811 0.040

FGFR2 0.683 <001 0.686 <001 0.674 <.001 0.703 <.001

FKBP5 0.676 0.001

FLNA 0.653 <001 0.741 0.010 0.682 <.001 0.771 0.016

FLNC 0.751 0.029 0.779 0.047 0.663 <.001 0.725 <.001

FLT1 0.799 0.044

FOS 0.566 <,001 0.543 <001 0.757 0.006

FOXO1 0.816 0.039 0.798 0.023

FOXQ1 0.753 0.017 0.757 0.024 0.804 | 0.018

FYN 0.779 0.031

GADD45B 0.590 <.001 0.619 <.001

GDF15 0.759 0.019 0.794 0.048

GHR 0.702 0.005 0.630 <001 0.673 <.001 0.590 <.001

GNRH1 0.742 0.014

GPM6B 0.653 <001 0.633 <.001 0.696 <.001 0.768 0.007

GSN 0.570 <.001 0.697 0.001 0.697 <.001 0.758 0.005

GSTM1 0.612 | <001 | 0.588 <.001 0.718 <001 | 0.801 0.020

GSTM2 0.540 <001 0.630 <.001 0.602 <.001 0.706 <.001

HGD 0.796 0.020 0.736 0.002 -

HIRIP3 0.753 0.011 0.824 0.050

HK1 0.684 <,001 0.683 <.001 0.799 0.011 0.804 0.014

HLA-G 0.726 0.022

HLF 0.555 <.001 0.582 <.001 0.703 <.001 0.702 <.001

HNF1B 0.690 <.001 0.585 <001

HPS1 0.744 0.003 0.784 0.020 0.836 0.047

HSD3B2 0.733 0.016

HSP90ABI1 0.801 0.036

| HSPAS 0.776 0.034 B

HSPBI 0.813 0.020

HSPB2 0.762 0.037 0.699 0.002 0.783 0.034

HSPG2 0.794 0.044

ICAM1 0.743 0.024 0.768 0.040

IER3 0.686 0.002 0.663 <.001
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Table 4B cRFI c¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

IFIT1 0.649 <.001 0.761 0.026

IGF1 0.634 <.001 0.537 <.001 0.696 <.001 0.688 <.001

IGF2 0.732 0.004

IGFBP2 0.548 <001 0.620 <001

IGFBP5 0.681 <.001

IGFBP6 0.577 <.001 0.675 <.001

ILIB 0.712 0.005 0.742 0.009

IL6 0.763 0.028

TLO6R 0.791 0.039 | ,

IL6ST 0.585 <.001 0.639 <.001 0.730 0.002 0.768 0.006

1L8 0.624 <.001 0.662 0.001

ILK 0.712 0.009 0.728 0.012 0.790 0.047 0.790 0.042

INGS5 0.625 <001 0.658 <.001 0.728 0.002 O

ITGAS 0.728 0.006 0.803 0.039

ITGAG 0.779 0.007 0.775 0.006

ITGA7 0.584 <.001 0.700 0.001 0.656 <.001 0.786 0.014

ITGAD 0.657 0.020 B

ITGB4 0.718 0.007 0.689 <.001 0.818 0.041

ITGBS 0.801 0.050

ITPR] 0.707 0.001

JUN 0.556 <.001 0.574 <.001 0.754 0.008

JUNB 0.730 0.017 0.715 0.010

KIT 0.644 0.004 0.705 0.019 0.605 <.001 0.659 0.001

KLC1 0.692 0.003 0.774 0.024 0.747 0.008

KLF6 0.770 0.032 0.776 0.039

KLKI 0.646 <.001 0.652 0.001 0.784 0o

KLK10 0.716 0.006

KLK2 0.647 <.001 0.628 <.001 0.786 0.009

KLK3 0.706 <.001 0.748 <.001 0.845 0.018

KRT1 0.734 0.024

KRT15 0.627 <.001 0.526 <001 0.704 <.001 0.782 0.029

KRTI18 0.624 <.001 0.617 <.001 0.738 0.005 0.760 0.005

KRT5 0.640 <.001 0.550 <.001 0.740 <.001 0.798 0.023

KRT8 0.716 0.006 0.744 0.008

L1CAM 0.738 0.021 0.692 0.009 0.761 0.036

LAG3 0.741 0.013 0.729 0.011

LAMA4 0.686 0.011 0.592 0.003 B

LAMAS5 0.786 0.025

LAMB3 0.661 <.001 0.617 <.001 0.734 <.001 B

LGALS3 0.018 <.001 0.702 0.001 0.734 0.001 0.793 0.012

LIG3 0.705 0.008 0.615 <.001

LRP1 0.786 0.050 0.795 0.023 0.770 0.009
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Table 4B cRF] ¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

| Symbol HR p-value HR p-value HR p-value HR p-value
MAP3K7 0.789 0.003

MGMT 0.632 <001 0.693 <.001

MICA 0.781 0.014 0.653 <001 0.833 0.043
MPPED2 0.655 <001 0.597 <.001 0.719 <.001 0.759 0.006
MSH6 0.793 0.015

MTSS1 0.613 <001 0.746 0.008

MVP 0.792 0.028 0.795 0.045 0.819 0.023

MYBPCI1 0.648 <.001 0.496 <.001 0.701 <.001 0.629 <.001
NCAM1 ,_ } _ 0773 | 0015 | j
NCAPD3 0.574 <001 0.463 <001 0.679 <.001 0.640 <.001
NEXN 0.701 0.002 0.791 0.035 0.725 0.002 0.781 0.016
NFATS 0.515 <.001 0.586 <001 0.785 0.017

| NFATC2 0.753 0.023

NFKBIA 0.778 0.037

[ NRG1 0.644 0.004 0.696 0.017 0.698 0.012

0AZ1 0.777 0.034 0.775 0.022

OLFML3 0.621 <.001 0.720 0.001 0.600 <.001 0.626 <.001
OMD 0.706 0.003

OR51E2 0.820 | 0.037 | 0.798 | 0.027
PAGE4 0549 | <001 | 0613 | <001 | 0542 | <001 | 0.628 | <001
PCA3 0.684 | <00l | 0.635 | <001

PCDHGB7 | 0.790 | 0.045 0.725 | 0.002 | 0.664 | <001
PGF 0.753 | 0.017

PGR 0.740 | 0.021 | 0.728 | 0.018

PIK3CG 0.803 | 0.024

PLAUR 0.778 | 0.035 | -
PLG 0.728 | 0.028
[PPAP2B 0575 | <001 | 0.629 | <001 | 0.643 | <001 | 0.699 | <001
[PPPIRIZA | 0.647 | <.001 | 0.683 | 0002 | 0782 | 0.023 | 0784 | 0030
PRIMA 0.626 | <001 | 0.658 | <00l | 0.703 | 0002 | 0.724 | 0.003
PRKCA 0642 | <001 | 0.799 | 0029 | 0677 | 0.001 | 0.776 | 0.006
PRKCB 0.675 | 0.001 0.648 | <001 | 0.747 | 0.006
PROM1 0.603 | 0.018 0.659 | 0.014 | 0493 | 0.008
PTCHI 0.680 | 0.001 0.753 | 0.010 | 0.789 | 0.018
PTEN 0.732 | 0.002 | 0.747 | 0005 | 0.744 | <00l | 0.765 | 0.002
PTGS2 0.596 | <001 | 0.610 | <001

PTHIR 0.767 | 0.042 0775 | 0.028 | 0.788 | 0.047
PTHLH 0.617 | 0.002 | 0726 | 0025 | 0668 | 0.002 | 0.718 | 0.007
PTK2B 0.744 | 0.003 | 0679 | <00l | 0.766 | 0.002 | 0.726 | <.001
PTPNI 0.760 | 0.020 | 0.780 | 0.042

[PYCARD 0.748 | 0.012

RAB27A 0.708 | 0.004
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Table 4B cRFI c¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

| Symbol HR p-value HR p-value HR p-value HR p-value

RAB30 0.755 0.008

RAGE 0.817 0.048

RAPIB 0.818 0.050

RARB 0.757 0.007 0.677 <001 0.789 0.007 0.746 0.003

RASSF] 0.816 0.035

RHOB 0.725 0.009 0.676 0.001 0.793 0.039

RLN1 0.742 0.033 0.762 0.040 |

RND3 0.636 <.001 0.647 <.001

RNF114 0749 [ 0011 [ [ I R

SDC2 0.721 0.004

SDHC 0.725 0.003 0.727 0.006

SEMA3A 0.757 0.024 0.721 0.010

SERPINA3 0.716 0.008 0.660 0.001

SERPINBS 0.747 0.031 0.616 0.002

| SH3RF2 0.577 <.001 0.458 <.001 0.702 <.001 0.640 <.001

SLC22A3 0.565 <001 0.540 <.001 0.747 0.004 0.756 0.007

SMAD4 0.546 <001 0.573 <.001 0.636 <.001 0.627 <.001

SMARCD1 | 0.718 | <.001 0.775 0.017

SMO 0.793 0.029 0.754 0.021 0.718 0.003

SOD1 0.757 0.049 0.707 0.006

SORBS1 0.645 <001 0.716 0.003 0.693 <.001 0.784 0.025

SPARCLI1 0.821 0.028 0.829 0.014 0.781 0.030

SPDEF 0.778 <.001

SPINT1 0.732 0.009 0.842 0.026 -

SRC 0.647 <.001 0.632 <.001

SRDSAI | I N 0813 | 0040 |

SRDSA2 0.489 <001 0.533 <.001 0.544 <.001 0.611 <.001

STS 0.713 | 0.002 0.783 0.011 0.725 <.001 0.827 0.025 |

STAT3 0.773 0.037 0.759 0.035

STATSA 0.695 | <.001 0.719 0.002 0.806 0.020 0.783 0.008

STATSB 0.633 <.001 0.655 <.001 0.814 0.028

| SUMOI 0.790 0.015

SVIL 0.659 <.001 0.713 0.002 0.711 0.002 0.779 0.010

TARP 0.800 0.040

| TBP 0.761 0.010

TFE3 0.734 0.010 0.659 <.001

'TGFB111 0.618 <.001 0.693 0.002 0.637 <001 | 0.719 0.004 |

TGFB2 0.679 <001 0.747 0.005 0.805 0.030

TGFB3 | | 3 0.791 0.037 o

TGFBR2 0.778 0.035

TIMP3 0.751 0.011

TMPRSS2 0.745 0.003 0.708 <001
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Table 4B cRFI1 c¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

TNF 0.670 0.013 0.697 0.015

TNFRSF10A | 0.780 0.018 0.752 0.006 0.817 0.032

TNFRSFI0B | 0.576 <001 0.655 <001 0.766 0.004 0.778 0.002

TNFRSF18 0.648 0.016 0.759 0.034

TNFSF10 0.653 <.001 0.667 0.004

TP33 0.729 0.003

TP63 0.759 0.016 0.636 <.001 0.698 <.001 0.712 0.001

TPM 1 0.778 0.048 0.743 0.012 0.783 0.032 0.811 0.046

™PM2 0.578 <.001 0.634 <001 0.611 <001 | 0.710 0.001

TPP2 0.775 0.037

TRAF31P2 0.722 0.002 0.690 <001 0.792 0.021 0.823 0.049

TRO 0.744 0.003 0.725 0.003 0.765 0.002 0.821 0.041

TUBB2A 0.639 <001 0.625 <001

TYMP 0.786 0.039

VCL 0.594 <,001 0.657 0.001 0.682 <.001

VEGFA 0.762 0.024

YEGFB 0.795 0.037

VIM 0.739 0.009 0.791 0.021

WDR19 0.776 0.015

WFDC1 0.746 <.001

YYI 0.683 0.001 0.728 0.002

ZFHX3 0.684 <.001 0.661 <.001 0.801 0.010 0.762 0.001

ZFP36 0.605 <.001 0.579 <.001 0.815 0.043

ZNF827 0.624 <001 0.730 0.007 0.738 0.004

[00138] Tables SA and 5B provide genes that were significantly associated (p<0.05),

positively or negatively, with recurrence (cRFL, bRFI) after adjusting for AUA risk group in the

primary and/or highest Gleason pattern. Increased expression of genes in Table 5A is negatively

associated with good prognosis, while increased expression of genes in Table 5B is positively

associated with good prognosis.

Table 5A.

Gene significantly (p<0.05) associated with cRFI or bRFI after adjustment for AUA risk
group in the primary Gleason pattern or highest Gleason pattern with hazard ratio (HR) >
1.0 (increased expression negatively associated with good prognosis)

Table SA cRFI cRF1 bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR |p-value| HR | p-value| HR p-value | HR | p-value

AKRI1C3 1.315 0.018 1.283 0.024

ALOX12 1.198 0.024
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Table 5A cRFI | cRF1 | bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR |p-value, HR | p-value| HR p-value | HR | p-value

ANLN 1.406 | <.001 1.519 <.001 1.485 <.001 1.632 <.001

AQP2 1.209 <.001 1.302 | <.001

ASAP2 1.582 | <001 1.333 0.011 1.307 0.019

ASPN 1.872 | <.001 1.741 <001 1.638 <.001 1.691 <001

ATPSE 1.309 0.042 1.369 0.012

BAGS 1.291 0.044

BAX 1.298 0.025 1.420 0.004

BGN 1.746 <.001 1.755 <001

BIRCS 1.480 | <.001 1470 | <.001 1.419 <001 | 1503 <.001 |

BMP6 1.536 <001 1.815 <001 1.294 0.033 1.429 0.001

BRCA2 1.184 0.037

BUBI 1.288 0.001 1.391 <.001 1.254 <.001 1.189 0.018

CACNAID 1.313 0.029

CADPS 1.358 0.007 1.267 0.022

CASP3 1.251 0.037

CCNBI1 1.261 0.033 1.318 0.005

CCNE2 1.345 0.005 1.438 <001 1.606 <001 | 1426 <001

CD276 1.482 0.002 1.668 <001 1451 <.001 1.302 0.011

CDC20 1.417 <.001 1.547 <001 1.355 <.001 1.446 <.001

CDC6 1.340 0.011 1.265 0.046 1.367 0.002 1.272 0.025

CDH7 1.402 0.003 1.409 0.002

CDKN2B 1.553 <001 1.746 <.001 1.340 0.014 1.369 0.006

CDKN2C 1.411 <.001 1.604 | <001 1.220 0.033

CDKN3 1.296 0.004 1.226 0.015

CENPF 1.434 0.002 1.570 | <001 1.633 <.001 1.610 | <.001

CKS2 1.419 0.008 1.374 0.022 1.380 | 0.004 -

COLI1A1 1.677 <.001 1.809 <001 1.401 <001 1.352 0.003

COL1A2 1.373 0.010

COL3A1 1.669 <.001 1.781 <.001 1.249 0.024 1.234 0.047

COL4Al 1.475 0.002 1.513 0.002 -

COL8A1l 1.506 0.001 1.691 <001

CRISP3 1.406 0.004 1.471 <.001

CTHRC1 1.426 0.009 1.793 <001 1.311 0.019

CTNND2 1.462 <001

DDIT4 1.478 0.003 1.783 <001 - 1.236 0.039

DYNLLI 1.431 0.002 1.193 0.004

EIF3H 1.372 0027 |

ENY2 1.325 0.023 1.270 0.017

ERG 1.303 0.041 -

EZH2 1.254 0.049

F2R 1.540 0.002 1.448 0.006 1.286 0.023

FADD 1.235 0.041 1.404 | <.001
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Table 5A cRF1 cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR | p-value | HR p-value | HR p-value | HR | p-value

FAP 1.386 | 0.015 1.440 0.008 1.253 0.048

FASN 1.303 | 0.028

FCGR3A 1.439 0.011 1.262 0.045

FGF5 1.289 | 0.006

GNPTAB 1.290 | 0.033 1.369 | 0.022 1.285 0.018 1.355 0.008

GPR68 1.396 0.005

GREMI1 1.341 0.022 1.502 | 0.003 1.366 0.006

HDACI1 1.329 0.016

HDACS 1.378 o012 | 0

HRAS 1.465 0.006

HSD17B4 1.442 <.001 1,245 0.028

IGFBP3 1.366 0.019 1.302 0.011

INHBA 2.000 | <.001 2336 | <001 1.486 0.002

JAGI 1.251 0.039

KCNN2 1.347 0.020 1.524 | <.001 1.312 0.023 1.346 0.011

KHDRBS3 1.500 0.001 1.426 0.001 1.267 0.032

KIAAQ196 1.272 0.028

KIF4A 1.199 | 0.022 1.262 0.004

KPNA2 1.252 0.016

LAMA3 1.332 0.004 1.356 0.010

LAMBI1 1.317 0.028

LAMCI1 1.516 | 0.003 1.302 | 0.040 1.397 0.007

LIMS1 1.261 0.027

LOX 1.265 0.016 1.372 0.001

LTBP2 1.477 0.002

LUM 1.321 0.020

MANF 1.647 <.001 1.284 0.027

MCM2 1.372 0.003 1.302 0.032

MCM3 1.269 0.047

MCM6 1.276 0.033 1.245 0.037

MELK 1.294 | 0.0035 1.394 <.001

MKI67 1.253 | 0.028 1.246 0.029

MMP11 1.557 | <.001 1.290 0.035 1.357 0.005

MRPL13 1.275 0.003

MSH2 1,355 0.009

MYBL2 1.497 | <001 1.509 | <.001 1.304 0.003 1.292 0.007

MYO6 1.367 0.010

NDRGI 1.270 | 0.042 1.314 0.025

NEK?2 . 1.338 0.020 1.269 0.026 |

NETO2 1.434 | 0.004 1.303 0.033 1.283 0.012

NOX4 1.413 | 0.006 1.308 0.037 1444 | <001 -

NRIP3 1.171 0.026
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Table SA cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR | p-value| HR | p-value| HR p-value | HR | p-value

NRP1 1.372 0.020

ODCI 1.450 <.001

ORS51E1 1.559 <.001 1413 0.008

PAKG6 1.233 0.047

PATE!L 1.262 | <.001 1.375 <.001 1.143 0.034 1.191 0.036

PCNA 1.227 0.033 1.318 0.003

PEX10 1.517 | <.001 1.500 0.001

PGD 1.363 0.028 1.316 0.039 1.652 <.001

PGK1 1.224 0.034 1.206 0.024

PIM1 1.205 0.042

PLA2G7 1.298 0.018 1.358 0.005

PLAU 1.242 0.032

PILK1 1.464 0.001 1.299 0.018 1.275 0.031

PLOD2 1.206 0.039 1.261 0.025

POSTN 1.558 0.001 1.356 0.022 1.363 0.009

PPP3CA 1.445 0.002

PSMD13 1.301 0.017 1411 0.003

PTK2 1.318 0.031

PTK6 1.582 | <.001 1.894 | <.001 1.290 0.011 1.354 0.003

PTTGI1 1.319 0.004 1.430 | <.001 1.271 0.006 1492 | <001

RAD2] 1.278 0.028 1.435 0.004 1.326 0.008

RAF1 1.504 <.001

RALA 1.374 0.028 1.459 0.001

RGS7 1.203 0.031

RRM1 1.535 0.001 1.525 <.001

RRM2 1.302 0.003 1.197 0.047 1.342 <.001

SATI 1.374 0.043

SDC1 1.344 0.011 1.473 0.008

SECI14L1 1.297 0.006

SESN3 1.337 0.002 1.495 <.001 1.223 0.038

SFRP4 1.610 | <001 1.542 0.002 1.370 0.009

SHMT?2 1.567 0.001 1.522 <001 1.485 0.001 1.370 <.001

SKIL 1.303 0.008

SLC25A21 1.287 0.020 1.306 0.017

SLC44A1 1.308 0.045

SNRPB2 1.304 0.018

SOX4 1.252 0.031

SPARC 1.445 0.004 1.706 | <.001 1.269 0.026

SPP1 1.376 0.016

SQLE 1.417 0.007 1.262 0.035

STATI1 1.209 0.029

STMNI1 1.315 0.029
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Table 5A cRFI cRFI bRFI bRFI

Primary Pattern | Highest Pattern | Primary Pattern Highest Pattern
Official
Symbol HR |p-value| HR | p-value| HR p-value | HR | p-value
SULF1 1.504 0.001
TAF2 1.252 0.048 1.301 0.019
TFDP1 1.395 0.010 1.424 0.002
'THBS2 1.716 «<.001 1.719 <001
THY1 1.343 0.035 1.575 0.001
TK1 1.320 <.001 1.304 | <.001
TOP2A 1.464 0.001 1.688 | <.001 1.715 <001 1,761 <001
TPDS2 1.286 0.006 1.258 0.023
TPX2 | 1.644 | <001 | 1.964 | <.001 1.699 <.001 | 1.754 | <.001
TYMS 1.315 0.014
UBE2C 1.270 0.019 1.558 <.001 1.205 0.027 1.333 | <.001
UBE2G! 1.302 0.041
UBE2T 1.451 <.001 1.309 0.003 1
UGT2B15 1.222 0.025
UHRF1 1.370 0.003 1.5320 | <.001 1.247 0.020
VCPIP1 1.332 0.015
VTI1B 1.237 0.036
XIAP 1.486 0.008
ZMYNDS$ 1.408 0.007
ZNF3 1.284 0.018
ZWINT 1.289 0.028

Table 5B.

Genes significantly (p<0.05) associated with cRFI or bRFI after adjustment for
AUA risk group in the primary Gleason pattern or highest Gleason pattern
with hazard ratio (HR) < 1.0 (increased expression is positively associated with good

prognosis)

Table 5B cRF1 ¢RFI bRFI bRFI

Primary Pattern | Highest Pattern | Primary Pattern Highest Pattern
Official |
Symbol HR |p-value| HR | p-value| HR p-value | HR | p-value |
AAMP 0.535 | <.001 0.581 | <.001 0.700 0.002 | 0.759 | 0.006
ABCAS 0.798 | 0.007 0.745 | 0.002 0.841 0.037
ABCCI 0.800 | 0.044
ABCC4 0.787 | 0,022
ABHD2 0.768 | 0.023
ACOX2 0.678 | 0.002 | 0.749 | 0.027 | 0.759 0.004
'ADH5 0.645 | <001 | 0672 | 0.001
AGTRI1 0.780 | 0.030
AKAP1 0.815 | 0.045 0.758 | <.001
AKTI1 0.732 | 0.010
ALDHIAZ 0.646 <.001 0.548 <001 0.671 <.001 0.713 0.001
ANPEP 0.641 | <001 | 0535 | <001
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bRFI [

Table 5B cRFI cRFI bRFI
Primary Pattern = Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR |p-value! HR | p-value| HR | p-value| HR | p-valye

ANXA2 0.772 | 0.035 0.804 0.046

ATXNI 0.654 | <.001 0.754 | 0.020 | 0.797 0.017

AURKA 0.788 | 0.030

AXIN2 0.744 | 0.005 | 0.655 | <.001

AZGP1 0.656 | <001 | 0.676 | <.001 0.754 0.001 0.791 0.004

BAD 0.700 | 0.004

BINI 0.650 | <.001 0.764 | 0.013 | 0.803 0.015 i

BTG3 0.836 0.025

BTRC 0.730 | 0.005 ,

C7 0.617 | <001 0.680 | <.001 0.667 <.001 0.755 0.005

CADM1 0.559 | <001 | 0.566 | <.001 0.772 0.020 0.802 | 0.046

CASPI 0.781 0.030 | 0.779 | 0.021 0.818 0.027 0.828 | 0.036

CAV1 0.775 0.034

CAV2 0.677 | 0.019

CCL2 0.752 | 0.023

CCNH 0.679 | <001 | 0.682 | <.001

CDl164 0.721 0.002 | 0.724 | 0.005

CD1A 0.710 0.014

CD44 0.591 <.001 0.642 | <.001

CD82 0.779 | 0.021 0.771 0.024

CDC25B 0.778 | 0.035 0.818 0.023

CDK14 0.788 | 0.011

CDK3 0.752 | 0.012 0.779 0.005 0.841 0.020

CDKNIA 0.770 | 0.049 | 0712 | 0014

CDKNI1C 0.684 | <.001 0.697 <.001

CHN]I 0772 [ 0031 [ I N R

COL6AL 0.648 | <001 | 0.807 | 0.046 | 0.768 0.004

CSF1 0.621 | <001 | 0.671 0.001

CTNNBI 0.905 0.008

CTSB 0.754 | 0.030 | 0.716 | 0.011 0.756 0.014

CXCL12 0641 | <001 | 0.796 | 0.038 0.708 | <001

CYP3AS 0.503 | <001 | 0528 | <001 0.791 0.028 B

CYR61 0.639 | 0.001 0.659 | 0.001 0.797 | 0.048

DARC 0.707 0.004

DDR2 0.750 0.011

DES 0.657 | <001 0.758 | 0.022 | 0.699 | <.001

DHRS9 0.625 | 0.002

DHX9 0.846 | <001

DIAPH1 0.682 | 0.007 | 0.723 | 0.008 0.780 0.026

DLCI 0.703 | 0.005 | 0.702 | 0.008

DLGAPI1 0.703 | 0.008 | 0.636 | <.001

DNM3 0.701 0.001 0.817 0.042
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Table 5B cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern = Highest Pattern

Official

Symbol HR |p-value| HR |p-value| HR | p-value| HR | p-value

DPP4 0.686 | <001 | 0.716 | 0.001

DPT 0.636 | <001 | 0.633 | <001 | 0.709 | 0.006 | 0.773 | 0.024

DUSPI 0.683 | 0.006 | 0.679 | 0.003

DUSP6 0.694 | 0.003 | 0.605 | <.001

EDNI1 0.773 | 0.031

EDNRA 0.716 | 0.007

EGR1 0.575 | <001 | 0.575 | <.001 0771 | 0.014

EGR3 0.633 | 0.002 | 0.643 | <.001 0.792 | 0.025

EIF4E 0722 1 0002 | |

ELK4 0.710 | 0.009 | 0.759 | 0.027

ENPP2 0.786 | 0.039

EPHA?2 0.593 | 0.001

EPHA3 0.739 | 0.006 0.802 | 0.020

ERBB2 0.753 | 0.007

ERBB3 0.753 | 0.009 | 0.753 | 0.015

ERCCI1 0.727 | 0.001

EREG 0.722 | 0.012 | 0769 | 0.040

ESR1 0.742 | 0.015

FABPS 0.756 | 0.032

FAMI07A 0.524 | <001 | 0.579 | <001 | 0.688 | <001 | 0.699 | 0.001

FAMI13C 0.639 | <001 | 0.601 | <00l 0.810 | 0.019 | 0.709 | <.001

FAS 0.770 | 0.033

FASLG 0.716 | 0.028 | 0.683 | 0.017

FGF10 0.798 | 0.045

FGF17 0.718 | 0.018 | 0.793 | 0.024 | 0.790 | 0.024

FGFR2 0.739 | 0.007 | 0.783 | 0.038 | 0.740 | 0.004 |

FGFR4 0.746 | 0.050

FKBP5 0.689 | 0.003

FLNA 0.701 0.006 | 0.766 | 0.029 | 0.768 | 0.037

FLNC 0.755 | <001 | 0.820 | 0.022

FLTI 0.729 | 0.008

FOS 0.572 | <001 | 0.536 | <.001 0.750 | 0.005

FOXQ1 0.778 | 0.033 0.820 | 0.018

FYN 0.708 | 0.006

GADD45B 0.577 | <001 | 0.589 | <.001

GDF15 0.757 | 0013 | 0.743 | 0.006

GHR 0.712 | 0.004 0.679 | 0.001

GNRHI 0.791 0.048

GPM6B 0.675 | <001 | 0.660 | <.001 | 0.735 | <.001 | 0.823 | 0.049

GSK3B 0.783 | 0.042

GSN 0.587 | <001 | 0705 | 0.002 | 0.745 | 0.004 | 0.796 | 0.021

GSTM1 0.686 | 0.001 | 0.631 | <.001 | 0.807 | 0.018
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Table 5B cRFI cRF1 bRFI | bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR |p-value| HR  p-value| HR |p-value, HR | p-value

GSTM2 0.607 | <001 | 0.683 | <.001 0.679 <001 | 0.800 0.027

HIRIP3 0.692 | <.001 0.782 0.007

HK1 0724 | 0.002 | 0.718 | 0.002

HLF 0.580 | <001 | 0.571 | <.001 0.759 0.008 | 0.750 | 0.004

HNF1B 0.669 | <.001

HPS1 0.764 | 0.008

HSD17B10 | 0.802 | 0.045

HSD17B2 0.723 0.048

HSD3B2 ] 10709 | 0.010

HSP90OAB1 | 0.780 | 0.034 0.809 0.041

HSPAS 0.738 0.017

HSPBI 0.770 | 0.006 | 0.801 0.032

HSPB2 0.788 0.035

ICAM1 0.728 | 0.015 | 0.716 | 0.010

IER3 0735 | 0016 | 0.637 | <001 0.802 | 0.035

IFIT1 0.647 | <001 | 0.755 | 0.029

IGF1 0.675 | <001 | 0.603 | <.001 0.762 0.006 | 0.770 | 0.030

1GF2 0.761 0.011

IGFBP2 0.601 | <.001 0.605 | <.001

IGFBPS 0.702 | <.001

IGFBP6 0.628 | <.001 0.726 0.003

IL1B 0.676 | 0.002 | 0.716 | 0.004

1IL6 0.688 | 0.005 | 0.766 | 0.044

IL6R 0.786 | 0.036

IL6ST 0.618 | <001 0.639 | <001 0.785 0.027 | 0.813 0.042

s 0635 | <001 | 0628 | <001 | ¢\ ol

ILK 0.734 | 0.018 | 0.753 0.026

ING5 0.684 | <001 | 0.681 | <001 0.756 0.006

ITGA4 0.778 | 0.040

ITGAS 0762 | 0.026 |

ITGAG 0.811 0.038

ITGA7 0.592 | <001 | 0.715 | 0.006 | 0.710 0.002

ITGAD | 0576 | 0.006

1ITGB4 0.693 | 0.003

ITPR1 0.789 | 0.026 | 1

JUN 0.572 | <.001 0.581 <,001 0.777 0.019

JUNB 0.732 | 0.030 | 0.707 0.016

KCTDI12 0.758 | 0.036

KIT 0.691 0.009 | 0.738 0.028

KLCl1 0.741 0.024 0.781 0.024

KLF6 0.733 | 0.018 @ 0.727 | 0.014

KLK1 | 0.744 | 0.028
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Table 5B cRF1 cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

| Symbol HR |p-value; HR |p-value] HR | p-value| HR | p-value

KLK2 0.697 | 0.002 | 0.679 | <.001

KLK3 0.725 | <001 | 0.715 | <.001 0.841 0.023

KRT15 0.660 | <001 | 0577 | <001 | 0.750 | 0.002

KRT18 0.623 | <001 | 0.642 | <001 | 0702 | <001 | 0.760 | 0.006

KRT2 0.740 | 0.044

KRT5 0.674 | <001 | 0.588 | <001 | 0.769 0.005

KRT8 0.768 | 0.034

L1CAM 0.737 | 0.036

LAG3 0.711 0.013 | 0.748 | 0.029

LAMA4 0.649 0.009

LAMB3 0.709 | 0.002 | 0.684 | 0.006 | 0.768 0.006

LGALS3 0.652 | <.001 0.752 | 0.015 | 0.805 0.028

LIG3 0.728 | 0.016 | 0.667 | <.001

LRP1 0.811 0.043

MDM2 0.788 | 0.033

MGMT 0.645 | <001 | 0.766 | 0.015

MICA 0.796 | 0.043 @ 0.676 | <.001

MPPED2 0.675 | <.001 0.616 | <.001 | 0.750 0.006

MRCI 0.788 | 0.028

MTSS1 0.65 <.00 0.793 0.036

MYBPC1 0.706 | <001 | 0.534 | <001 | 0773 | 0.004 | 0.692 | <001

NCAPD3 0.658 | <001 | 0.566 | <.001 | 0.753 0.011 0.733 | 0.009

NCORI1 0.838 | 0.045

NEXN 0.748 | 0.025 0.785 0.020

NFATS 0531 | <001 | 0.626 | <.001

NFATC2 o 0.759 | 0.024 o

0OAZ1 0.766 | 0.024

OLFML3 0.648 | <001 | 0.748 | 0.005 | 0.639 | <001 | 0.675 | <.001

ORS51E2 0.823 | 0.034

PAGE4 0.599 | <001 | 0.698 | 0.002 | 0.606 | <001 | 0.726 | <.001

PCA3 0.705 | <.001 | 0.647 | <.001

PCDHGB7 0.712 | <.001

PGF 0.790 | 0.039

PLG 0.764 | 0.048

PLP2 0.766 | 0.037

PPAP2B 0.589 | <.001 0.647 | <.001 0.691 <.001 0.765 | 0.013

PPP1R12A 0.673 | 0.001 0.677 | 0.001 0.807 | 0.045

PRIMA1 0.622 | <001 | 0.712 | 0.008 | 0.740 | 0.013

PRKCA 0.637 | <.001 0.694 | <.001

PRKCB 0.741 | 0.020 0.604 | <.001

PROM1 0.599 | 0.017 | 0.527 | 0.042 | 0.610 | 0.006 | 0.420 | 0.002

PTCH1 0.752 | 0.027 | 0.762 | 0.011
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Table 5B cRF1 c¢RFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR |p-value, HR | p-value| HR p-value | HR | p-value

PTEN 0.779 | 0.011 0.802 @ 0.030 | 0.788 0.009

PTGS2 0.639 | <.001 0.606 | <.001

PTHLH 0.632 | 0.007 0.739 0.043 0.654 0.002 0.740 | 0.015

PTK2B 0.775 0.019 0.831 0.028 0.810 | 0.017

PTPN1 0.721 0.012 | 0.737 0.024

PYCARD 0.702 | 0.0035

RAB27A i 0.736 | 0.008

RAB30 0.761 | 0.011

RARB | | 0746 | 0010 | 4

RASSF1 0.805 | 0.043

RHOB 0.755 0.029 0.672 | 0.001

RLNI 0.742 | 0.036 | 0.740 | 0.036

RND3 0.607 | <.001 0.633 | <.001

RNF114 0.782 | 0.041 0.747 0.013

SDC2 0.714 0.002 ]

SDHC 0.698 | <.001 0.762 | 0.029

SERPINA3 0.752 | 0.030

SERPINBS 0.669 | 0014

SH3RF2 0.705 | 0.012 | 0568 | <.001 0.755 0.016

SLC22A3 0.650 | <.001 0.582 | <001

SMAD4 0.636 | <.001 0.684 | 0.002 0.741 0.007 0.738 0.007

SMARCDI1 | 0.757 | 0.001

SMO 0.790 | 0.049 0.766 | 0.013

SOD1 0.741 | 0.037 0.713 0.007

SORBS1 0.684 | 0.003 0.732 | 0.008 0.788 0.049

SPDEF 0.840 | 0.012 I D D P

SPINTI | | Tos37 o048 | |

SRC 0.674 | <.001 0.671 | <.001

SRD5A2 0.553 | <.001 0.588 | <.001 0.618 <001 0.701 <.001

ST5 0747 | 0.012 | 0.761 0.010 0.780 0.016 0.832 | 0.041

STAT3 0.735 0.020

STATSA 0.731 0.005 0.743 0.009 0.817 0.027

STATSB 0.708 | <001 0.696 | 0.001

SUMOL1 0.815 | 0.037

SVIL 0.689 | 0.003 0.739 0.008 0.761 0.011

TBP 0.792 | 0.037

TFF3 0.719 | 0.007 0.664 | 0.001 -

TGFBI1I1 0.676 | 0.003 0.707 | 0.007 0.709 0.005 0.777 0.035

'TGFB2 0.741 0.010 | 0.785 0.017

TGFBR2 0.759 0.022

TIMP3 - 0.785 0.037

TMPRSS2 0.780 | 0.012 | 0.742 | <.001
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Table 5B cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official
Symbol HR |p-value| HR | p-value| HR | p-value| HR | p-value
TNF 0.654 | 0.007 0.682 | 0.006
TNFRSF10 | 0.623 | <.001 0.681 | <.001 0.801 0.018 0.815 | 0.019
B
‘TNFSF10 0.721 0.004
TP53 0.759 @ 0.011
TP63 0.737 |- 0.020 | 0.754 0.007
TPM2 0.609 | <001 | 0.671 | <001 | 0.673 <001 | 0789 | 0.031
TRAF3IP2 0.795 | 0.041 0.727 | 0.005
TRO 0.793 | 0.033 | 0.768 | 0.027 | 0.814 0.023 |
TUBB2A | 0.626 | <001 | 0590 | <001 |
VCL 0.613 | <001 0.701 0.011
VIM 0.716 | 0.005 0.792 0.025
WEDC1 0.824 0.029
YY1 0.668 | <.001 | 0.787 | 0.014 | 0.716 0.001 0.819 0.011
7ZFHX3 0.732 | <.001 0.709 | <.001
ZFP36 0.656 | 0.001 0.609 | <.001 0.818 | 0.045
ZNF827 0.750 0.022

[00139] Tables 6A and 6B provide genes that were significantly associated (p<0.05),

positively or negatively, with recurrence (cRFI, bRFI) after adjusting for Gleason pattern in the

primary and/or highest Gleason pattern. Increased expression of genes in Table 6A is negatively

associated with good prognosis, while increased expression of gene in Table 6B is positively

associated with good prognosis.

Table 6A.
Genes significantly (p<0.05) associated with cRFI or bRFI after adjustment for
Gleason pattern in the primary Gleason pattern or highest Gleason pattern with a hazard
ratio (HR) > 1.0 (increased expression is negatively associated with good prognosis)

Table 6A cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value HR p-value HR p-value HR p-value

AKRI1C3 1.258 0.039

ANLN 1.292 0.023 1.449 <.001 1.420 0.001

AQP2 1.178 0.008 1.287 <001

ASAP2 1.396 0.015

ASPN 1.809 <.001 1.508 0.009 1.506 0.002 1.438 0.002

BAGS 1.367 0.012

BAX 1.234 0.044

BGN 1.465 0.009 1.342 0.046

BIRCS 1.338 0.008 1.364 0.004 1.279 0.006
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Table 6A cRFI cRFI bRFI bRFI

| Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern
Official

' Symbol HR | p-value| HR | p-value| HR p-value | HR | p-value
BMP6 1.369 0.015 1.518 0.002

BUB!I 1.239 0.024 1.227 0.001 1.236 0.004

CACNAILID 1,337 0.025

CADPS 1.280 0.029

CCNE2 1.256 0.043 1.577 <.001 1.324 0.001
CD276 1.320 0.029 1.396 0.007 1.279 0.033

CDC20 1.298 0.016 1.334 0.002 1.257 0.032 1.279 0.003
CDH7 1.258 0.047 1.338 0.013

CDKN2B 1.342 0.032 1.488 0.009

CDKN2C 1.344 0.010 1.450 <.001

CDKN3 1.284 0.012

CENPF 1.289 0.048 1.498 0.001 1.344 0.010
COL1A1 1.481 0.003 1.506 0.002

COL3Al 1.459 0.004 1.430 0.013

COL4A1l 1.396 0.015

COLS8A1 1.413 0.008

CRISP3 1.346 0.012 1.310 0.025

CTHRC1 1,588 0.002

'DDIT4 1.363 0.020 1.379 0.028

DICER1 1.294 0.008
ENY2 1.269 0.024

[FADD 1.307 0.010

FAS 1.243 0.025
| FGFES 1.328 0.002

GNPTAB 1.246 0.037
GREM1 1.332 0.024 1.377 0.013 1.373 0.011

HDAC1 1.301 0.018 1.237 0.021
HSD17B4 1.277 0.011
IFN-y 1.219 0.048

IMMT 1.230 0.049

INHBA 1.866 <.001 1.944 <.001

JAGI 1.298 0.030

KCNN2 1.378 0.020 1.282 0.017
| KHDRBS3 1.353 0.029 1.305 0.014

LAMA3 1.344 <.001 1.232 0.048
| LAMCI1 1.396 0.015

LIMS1 337 0.004
LOX 1.355 0.001 1.341 0.002
LTBP2 1.304 0.045

MAGEA4 1.215 0.024

MANF 1.460 <.001

MCM6 1.287 0.042 1.214 0.046
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Table 6A cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR | p-value | HR | p-value HR p-value HR p-value

MELK 1.329 0.002

MMP11 1.281 0.050

MRPL13 1.266 0.021

MYBL2 1.453 <.001 1.274 0.019

MYC 1.265 0.037

MYO6 1.278 0.047

NETO2 1.322 0.022

NFKB1 1.255 0.032

NOX4 1.266 0.041

ORSIEl 1.566 <.001 1.428 0.003

PATE] 1.242 <.001 1.347 <.001 1.177 0.011

PCNA 1.251 0.025

PEX10 1.302 0.028

PGD 1.335 0.045 1.379 0.014 1.274 0.025

PIM1 1.254 0.019

PLA2G7 1.289 0.025 1.250 0.031

PLAU 1.267 0.031

PSMD13 1.333 0.005

PTK6 1.432 <.001 1.577 <.001 1.223 0.040

PTTG1 1.279 0.013 1.308 0.006

RAGE 1.329 0.011

RALA 1.363 0.044 1471 0.003

RGS7 1.120 0.040 1.173 0.031

RRM1 1.490 0.004 1.527 <.001

SESN3 1.353 0.017

SFRP4 1.370 0.025 ]

SHMT2 1.460 0.008 1.410 0.006 1.407 0.008 1.345 <.001

SKIL 1.307 0.025

SLC25A21 1.414 0.002 1.330 0.004

SMARCC2 1.219 0.049

SPARC 1.431 0.005

TFEDP1 1.283 0.046 1.345 0.003

THBS2 1.456 0.005 1.431 0.012

TK1 1.214 0.015 1.222 0.006

TOP2A 1.367 0.018 1.518 0.001 1.480 <.001

TPX2 1.513 0.001 1.607 <.001 1.588 <.001 1.481 <.001

UBE2T 1.409 0.002 1.285 0.018

UGT2B15 1.216 0.009 1.182 0.021

XIAP 1.336 0.037 1.194 0.043
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Table 6B.

Genes significantly (p<0.05) associated with ¢cRFI or bRFI after adjustment for
Gleason pattern in the primary Gleason pattern or highest Gleason pattern with hazard
ration (HR) < 1.0 (increased expression is positively associated with good prognosis)

Table 6B cRFI , c¢RFI bRFI bRFI
Primary Pattern = Highest Pattern | Primary Pattern | Highest Pattern

Official :

Symbol HR p-value HR p-value HR p-value HR p-value

AAMP 0.660 0.001 = 0.675 <001 0.836 0.045

ABCAS5 0.807 0.014 0.737 <.001 0.845 0.030

ABCC1 0.780 0.038 0.794 0.015

ABCG2 0.807 0.035

ABHD2 0.720 0.002

ADHS5 0.750 0.034

AKAPI1 0.721 <.001

ALDHI1A2 0.735 0.009 0.592 <.001 0.756 0.007 0.781 0.021

ANGPT2 0.741 0.036

ANPEP 0.637 <.001 0.536 <.001

ANXA2 0.762 0.044

APOE 0.707 0.013

APRT 0.727 0.004 0.771 0.006

ATXN1 0.725 0.013

AURKA 0.784 0.037 0.735 0.003

AXIN2 0.744 0.004 0.630 <.001

AZGP1 0.672 <.001 0.720 <.001 0.764 0.001

BAD 0.687 <.001

BAKI1 0.783 0.014

BCL2 0.777 0.033 0.772 0.036

BIK 0.768 0.040

BIN1 0.691 <.001

BTRC 0.776 0.029

C7 0.707 0.004 0.791 0.024

CADMI 0.587 <.001 0.593 <.001

CASP1 0.773 0.023 0.820 0.025

CAV1 0.753 0.014

CAV2 0.627 0.009 0.682 0.003

CCL2 0.740 0.019

CCNH 0.736 0.003

CCR1 0.755 0.022

CD1A 0.740 0.025

CD44 0.590 <.001 0.637 <.001

CD68 0.757 0.026

CDS§2 0.778 0.012 0.759 0.016

CDC25B 0.760 0.021

CDK3 0.762 0.024 0.774 0.007

CDKNI1A 0.714 0.015

67




Table 6B cRFI c¢RFI bRFI bRFI
Primary Pattern = Highest Pattern | Primary Pattern | Highest Pattern

Official ‘

Symbol HR | p-value HR p-value | HR p-value HR p-value

CDKNIC 0.738 0.014 0.768 0.021

COL6A1 0.690 <.001 0.805 0.048

CSF1 0.675 0.002 0.779 0.036

CSK 0.825 0.004

CTNNBI 0.884 0.045 0.888 0.027

CTSB 0.740 0.017 = 0.676 0.003 0.755 0.010

CTSD 0.673 0.031 0.722 0.009

CTSK 0.804 0.034

CTSL2 . 0.748 0.019 o

CXCLI12 0.731] 0.017

CYP3A5 0.523 <001 = 0.518 <.001

CYRG61 0.744 0.041

DAP 0.755 0.011

DARC 0.763 0.029

DDR2 0.813 0.041

DES 0.743 0.020

DHRS9 0.606 0.001

DHX9 0.916 0.021

DIAPH]I 0.749 0.036 . 0.688 0.003

DLGAPI 0.758 0.042 | 0.676 0.002

DLL4 : 0.779 0.010

DNM3 0.732 0.007 |

DPP4 0.732 0.004 = 0.750 0.014

DPT - 0.704 0.014

DUSP6 0.662 <001 = 0.665 0.001

EBNAIBP2 | ' 0.828 0.019

EDNRA 0.782 0.048 .

EGF 0.712 0.023

EGR1 0.678 0.004 ~ 0.725 0.028

EGR3 0.680 0.006 : 0.738 0.027

EIF2C2 0.789 0.032

EIF2S3 0.759 0.012

ELK4 0.745 0.024

EPHA2 0.661 0.007

EPHA3 0.781 0.026 0.828 0.037

ERBB2 0.791 0.022 = 0.760 0.014 0.789 0.006

ERBB3 ~0.757 | 0.009

ERCCl1 : 0.760 0.008

ESR1 - 0.742 0.014

ESR2 - 0.711 0.038

ETV4 - 0.714 0.035

FAMI107A 0.619 <001 0710 0.011 0.781 0.019
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Table 6B cRFI cRFI bRFI bRFI
Primary Pattern | Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR | p-value HR | p-value| HR p-value | HR | p-value

FAMI13C 0.664 | <.001 0.686 | <.001 0.813 0.014

FAM49B 0.670 | <.001 0.793 0.014 | 0815 0.044 0.843 0.047

FASLG 0.616 0.004 0.813 0.038

FGF10 0.751 0.028 0.766 0.019

FGF17 0.718 0.031 0.765 0.019

FGFR2 0.740 0.009 0.738 0.002

FKBPS 0.749 0.031

FLNC 0.826 0.029

FLTI 0.779 0.045 0.729 6oo6 | ¢

FLT4 ' 0.815 0.024

FOS 0.657 0.003 0.656 0.004

FSD] 0.763 0.017

FYN 0.716 0.004 0.792 0.024

GADD45B 0.692 0.009 0.697 0.010

GDF15 0.767 0.016

GHR 0.701 0.002 0.704 0.002 0.640 | <.001

GNRH1 0.778 0.039

GPM6EB 0.749 0.010 0.750 0.010 0.827 0.037

GRB7 0.696 0.005

GSK3B 0.726 0.005

GSN 0.660 | <.001 0.752 0.019

GSTM1 0.710 0.004  0.676 | <.001

GSTM2 0.643 <.001 0.767 0.015

HKI1 0.798 0.035 n

HLA-G 0.660 0.013

HLF 0.644 | <.001 0.727 o017 + 0 4

HNFIB 0.755 0.013

HPS1 0.756 0.006 0.791 0.043

HSD17B10 0.737 0.006

HSD3B2 0.674 | 0.003

HSP90AB1 0.763 0.015

HSPBI 0.787 0.020 0.778 0.015

HSPE1 0.794 0.039

ICAMI 0.664 0.003

IER3 0.699 0.003 0.693 0.010

IFIT] 0.621 <.001 0.733 0.027

IGF1 0.751 0.017 0.655 | <.001

IGFBP2 0.599 <.001 0.605 <.001

IGFBPS 0.745 0.007 0.775 0.035

IGFBP6 0.671 0.005

IL1B 0.732 0.016 0.717 0.005

IL6 | 0763 | 0.040 ]
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Table 6B cRFI ‘ cRFI bRFI bRFI
Primary Pattern . Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value ., HR | p-value HR p-value | HR p-value

IL6R 0.764 0.022

IL6ST 0.647 <.001 0.739 0.012

IL8 0.711 0.015 0.694 0.006

INGS 0.729 0.007 0.727 0.003

ITGA4 0.755 0.009

ITGAS 0.743 0.018 0.770 0.034

ITGA6 0.816 0.044 0.772 0.006

ITGA7 0.680 0.004

ITGAD 0.590 0.009

ITGB4 0.663 <.001 0.658 <001 0.759 0.004

JUN 0.656 0.004 0.639 0.003

KIAA0196 0.737 0.011

KIT 0.730 0.021 0.724 0.008

KLCl1 0.755 0.035

KLK1 0.706 0.008

KLK2 0.740 0.016 0.723 0.001

KLK3 0.765 0.006 0.740 0.002

KRT1 0.774 0.042

KRT15 0.658 <.001 0.632 <.001 0.764 0.

KRTI8 0.703 0.604 0.672 <.001 0.779 0.015 0.811 0.032

KRT5 0.686 <.001 0.629 <.001 0.802 0.

KRT8 0.763 0.034 0.771 0.022

LICAM 0.748 0.041

LAG3 0.693 0.008 0.724 0.020

LAMAA4 0.689 0.03%9

LAMB3 0.667 <001 0.645 <.001 0.773 0006 |  + }

LGALS3 0.666 <001 0.822 0.047

LIG3 0.723 0.008

LRP1 0.777 0.041 0.769 0.007

MDM?2 0.688 <001

MET 0.709 0.010 0.736 0.028 0.715 0.003

MGMT 0.751 0.031

MICA 0.705 0.002

MPPED?2 0.690 0.001 0.657 <.001 0.708 <001

MRC1 0.812 0.049

MSH6 0.860 0.049

MTSS1 0.686 0.001

MVP 0.798 0.034 0.761 0.033

MYBPCI 0.754 0.009 0.615 <.001

NCAPD3 0.739 0.021 0.664 0.005

NEXN 0.798 0.037

NFATS 0.596 <.001 0.732 0.005
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Table 6B cRFI1 ‘ cRFI bRFI bRFI
Primary Pattern = Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR | p-value! HR |p-value| HR | p-value | HR | p-value

NFATC2 0.743 0.016  0.792 0.047

NOS3 0.730 0.012 0.757 0.032

OAZI1 0.732 0.020 0.705 0.002

OCLN 0.746 0.043 0.784 0.025

OLFML3 0.711 0.002 0.709 <.001 0.720 0.001

OMD 0.729 0.011 0.762 0.033

OSM 0.813 0.028

PAGE4 0.668 0.003 0.725 0.004 0.688 <.001 0.766 0.005

PCA3 0.736 0.001 0.691 <.001

PCDHGB7 0.769 0.019 0.789 0.022

PIK3CA 0.768 | 0.010

PIK3CG 0.792 0.019 0.758 0.009

PLG 0.682 0.009

PPAP2B 0.688 0.005 0.815 0.046

PPPIR12A 0.731 0.026 0.775 0.042

PRIMA1 0.697 0.004 0.757 0.032

PRKCA 0.743 0.019

PRKCB 0.756 0.036 0.767 0.029

PROM1 0.640 0.027 0.699 0.034 0.503 0.013

PTCHI1 0.730 0.018

PTEN 0.779 0.015 0.789 0.007

PTGS2 0.644 <.001 0.703 0.007

PTHLH 0.655 0.012 0.706 0.038 0.634 0.001 0.665 0.003

PTK2B 0.779 0.023 0.702 0.002 0.806 0.015 0.806 0.024

PYCARD 0.659 0.001

RAB30 0.779 0.033 0.754 | o014 | 1

RARRB 0.787 0.043 0.742 0.009

RASSF1 0.754 0.005

RHOA 0.796 0.041 0.819 0.048

RND3 0.721 0.011 0.743 0.028

SDCI 0.707 0.011

SDC2 0.745 0.002

SDHC 0.750 0.013

SERPINA3 0.730 0.016

SERPINBS 0.715 0.041

SH3RF2 0.698 0.025

SIPA1L1 0.796 0.014 0.820 0.004

SLC22A3 0.724 0.014 0.700 0.008

SMAD4 0.668 0.002 0.771 0.016

SMARCD1 0.726 <.001 0.700 0.001 0.812 0.028

SMO 0.785 0.027

SOD1 0.735 0.012




Table 6B cRFI ‘ cRFI bRFI bRFI
Primary Pattern = Highest Pattern | Primary Pattern | Highest Pattern

Official

Symbol HR p-value . HR p-value HR p-value HR p-value

SORBS1 0.785 0.039

SPDEF 0.818 0.002

SPINT1 0.761 0.024 0.773 0.006

SRC 0.709 <.001 0.690 <.001

SRD5A1 0.746 0.010 0.767 0.024 0.745 0.003

SRDS5A2 0.575 <.001 0.669 0.001 0.674 <.001 0.781 0.018

STS 0.774 0.027

STATI 0.694 0.004

STATSA 0.719 0.004 | 0.765 0.006 0.834 0.049

STATS5B 0.704 0.001 0.744 0.012

SUMO1 0.777 0.014

SVIL 0.771 0.026

TBP 0.774 0.031

TFF3 0.742 0.015 0.719 0.024

TGFB1I1 0.763 0.048

TGFB2 0.729 0.011 0.758 0.002

TMPRSS2 0.810 0.034 0.692 <.001

TNF 0.727 0.022

TNFRSFI10A 0.805 0.025

TNFRSFI10B| 0.581 <001 0.73 0.014 0.809 0.034

TNFSF10 0.751 0.015 0.700 <.001

TP63 0.723 0.018 0.736 0.003

TPM2 0.708 0.010 0.734 0.014

TRAF31P2 0.718 0.004

TRO 0.742 0.012

TSTA3 | ) 0774 | 0.028 )

TUBBZA 0.659 <001 0.650 <.001

TYMP 0.695 0.002

VCL 0.683 0.008

VIM 0.778 0.040

WDR19 0.775 0.014

| XRCCS 0.793 0.042

YY1 0.751 0.025 0.810 0.008

ZFHX3 0.760 0.005 0.726 0.001

ZFP36 0.707 0.008 0.672 0.003

ZNF827 0.667 0.002 0.792 0.039

[00140] Tables 7A and 7B provide genes significantly associated (p<0.05), positively or

negatively, with clinical recurrence (cRFI) in negative TMPRSS fusion specimens in the primary

or highest Gleason pattern specimen. Increased expression of genes in Table 7A is negatively
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associated with good prognosis, while increased expression of genes in Table 7B is positively

associated with good prognosis.

Table 7A.
Genes significantly (p<0.05) associated with cRFI for TMPRSS2-ERG fusion
negative in the primary Gleason pattern or highest Gleason pattern with hazard ratio (HR)
> 1.0 (increased expression is negatively associated with good prognosis)

Table 7A Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
ANLN 1.42 0.012 1.36 0.004
AQP2 1.25 0.033

ASPN 2.48 <.001 1.65 <.001
BGN 2.04 <.001 1.45 0.007
BIRCS 1.59 <.001 1.37 0.005
BMP6 1.95 <.001 1.43 0.012
BMPRI1B 1.93 0.002

BUBI 1.51 <.001 1.35 <.001
CCNE2 1.48 0.007

CD276 1.93 <.001 1.79 <.001
CDC20 1.49 0.004 1.47 <.001
CDC6 1.52 0.009 1.34 0.022
CDKN2B 1.54 0.008 1.55 0.003
CDKN2C 1.55 0.003 1.57 <.001
CDKN3 1.34 0.026

CENPF 1.63 ~0.002 1.33 0.018
CKS2 1.50 0.026 1.43 0.009
CLTC 1.46 0.014
COLI1AI 1.98 <.001 1.50 0.002
COL3A1l 2.03 <001 1.42 0.007
COLA4ALl 1.81 0.002

COL8A1 1.63 0.004 1.60 0.001
CRISP3 1.31 0.016
CTHRCI 1.67 0.006 1.48 0.005
DDIT4 1.49 0.037

ENY2 1.29 0.039
EZH2 1.35 0.016
F2R 1.46 0.034 1.46 0.007
FAP 1.66 0.006 1.38 0.012
FGF5 1.46 0.001
GNPTAB 1.49 0.013

HSDI17B4 1.34 0.039 1.44 0.002
INHBA 2.92 <.001 2.19 <.001
JAGI 1.38 0.042

KCNN2 1.71 0.002 1.73 <.001
KHDRBS3 1.46 0.015
KLK14 1.28 0.034
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Table 7A Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
KPNA2 1.63 0.016

LAMC1 1.41 0.044

LOX 1.29 0.036
LTBP2 1.57 0.017

MELK 1.38 0.029

MMPI11 1.69 0.002 1.42 0.004
MYBL2 1.78 <.001 1.49 <.001
NETO2 2.01 <.001 1.43 0.007
NMEL1 1.38 0.017
PATEI 1.43 <.001 1.24 0.005
PEX10 1.46 0.030

PGD 1.77 0.002

POSTN 1.49 0.037 1.34 0.026
PPFIA3 1.51 0.012

PPP3CA 1.46 0.033 1.34 0.020
PTK6 1.69 <.001 1.56 <.001
PTTG1 1.35 0.028

RADS1 1.32 0.048

RALBP1 1.29 0.042
RGS7 1,18 0.012 1.32 0.009
RRM1 1.57 0.016 1.32 0.041
RRM2 1.30 0.039

SATI 1.61 0.007

SESN3 1.76 <.001 1.36 0.020
SFRP4 1.55 0.016 1.48 0.002
SHMT2 2.23 <.001 1.59 <.001
SPARC 1.54 0.014

SQLE 1.86 0.003

STMN1 2.14 <.001

THBS2 1.79 <.001 1.43 0.009
TK1 1.30 0.026

TOP2A 2.03 <.001 1.47 0.003
TPD52 1.63 0.003

TPX2 2.11 <.001 1.63 <.001
TRAPI 1.46 0.023

UBE2C 1.57 <.001 1.58 <.001
UBE2G1 1.56 0.008

UBE2T 1.75 <.001

UGT2B15 1.31 0.036 1.33 0.004
UHRF1 1.46 0.007

UTP23 1.52 0.017
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Table 7B.
Genes significantly (p<0.05) associated with cRFI for TMPRSS2-ERG fusion
negative in the primary Gleason pattern or highest Gleason pattern with hazard ratio (HR)
< 1.0 (increased expression is positively associated with good prognosis)

Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
AAMP 0.56 <.001 0.65 0.001
ABCAS 0.64 <.001 0.71 <.001
ABCBI 0.62 0.004

ABCC3 0.74 0.031
ABCG2 0.78 0.050
ABHD2 0.71 0.035

ACOX2 0.54 <.001 0.71 0.007
ADHS 0.49 <.001 0.61 <.001
AKAPI 0.77 0.031 0.76 0.013
AKRICI 0.65 0.006 0.78 0.044
AKTI 0.72 0.020
AKT3 0.75 <.001

ALDHIA2 0.53 <001 0.60 <.001
AMPD3 0.62 <.001 0.78 0.028
ANPEP 0.54 <.001 0.61 <.001
ANXA2 0.63 0.008 0.74 0.016
ARHGAP29 0.67 0.005 0.77 0.016
ARHGDIB 0.64 0.013

ATPS5] 0.57 0.050

ATXNI1 0.61 0.004 0.77 0.043
AXIN2 0.51 <.001 0.62 <.001
AZGP1 0.61 <.001 0.64 <.001
BCL2 0.64 0.004 0.75 0.029
BIN1 0.52 <.001 0.74 0.010
BTG3 0.75 0.032 0.75 0.010
BTRC 0.69 0.011

C7 0.51 <.001 0.67 <.001
CADM1 0.49 <.001 0.76 0.034
CASP1 0.71 0.010 0.74 0.007
CAV1 7 I 073 | 0.015
CCLS 0.67 0.018 0.67 0.003
CCNH 0.63 <.001 0.75 0.004
CCRI1 0.77 0.032
CD164 0.52 <.001 0.63 <.001
CDh44 0.53 <.001 0.74 0.014
CDHI10 0.69 0.040

CDH18 0.40 0.011

CDK14 0.75 0.013

CDK2 0.81 0.031
CDK3 0.73 0.022
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
CDKNI1A 0.68 0.038

CDKNIC 0.62 0.003 0.72 0.005
COL6A1 0.54 <.001 0.70 0.004
COLGA3 0.64 0.004

CSF1 0.56 <.001 0.78 0.047
CSRP1 0.40 <.001 0.66 0.002
CTGF 0.66 0.015 0.74 0.027
CTNNBI 0.69 0.043

CTSB 0.60 0.002 0.71 0.011
CTSS 0.67 0.013

CXCL12 0.56 <.001 0.77 0.026
CYP3AS 0.43 <.001 0.63 <.001
CYRG61 0.43 <.001 0.58 <.001
DAGI1 0.72 0.012
DARC 0.66 0.016

DDR2 0.65 0.007

DES 0.52 <.001 0.74 0.018
DHRS9 0.54 0.007

DICER1 0.70 0.044

DILCI 0.75 0.021
DLGAPI 0.55 <.001 0.72 0.005
DNM3 0.61 0.001

DPP4 0.55 <.001 0.77 0.024
DPT 0.48 <.001 0.61 <.001
DUSP1 0.47 <.001 0.59 <.001
DUSP6 0.65 0.009 0.65 0.002
DYNLLI 0.74 0.045
EDNRA 0.61 0.002 0.75 0.038
EFNB2 0.71 0.043

EGR1 0.43 <.001 0.58 <.001
EGR3 0.47 <.001 0.66 <.001
EIF5 0.77 0.028
ELK4 0.49 <.001 0.72 0.012
EPHA2 0.70 0.007
EPHA3 0.62 <.001 0.72 0.009
EPHB2 0.68 0.009

ERBB2 0.64 <.001 0.63 <.001
ERBB3 0.69 0.018

ERCC1 0.69 0.019 0.77 0.021
ESR2 0.61 0.020

FAAH 0.57 <.001 0.77 0.035
FABPS 0.67 0.035

FAMI(O7A 0.42 <.001 0.59 <.001
FAMI13C 0.53 <.001 0.59 <.001
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
FAS 0.71 0.035

FASLG 0.56 0.017 0.67 0.014
FGF10 0.57 0.002

FGF17 0.70 0.039 0.70 0.010
FGF7 0.63 0.005 0.70 0.004
FGFR2 0.63 0.003 0.71 0.003
FKBP5 0.72 0.020
FLNA 0.48 <.001 0.74 0.022
FOS 0.45 <.001 0.56 <.001
FOXO1 0.59 <.001

FOXQ1 0.57 <.001 0.69 0.008
FYN 0.62 0.001 0.74 0.013
G6PD 0.77 0.014
GADD45A 0.73 0.045

GADD45B 0.45 <.001 0.64 0.001
GDF15 0.58 <.001

GHR 0.62 0.008 0.68 0.002
GPM6B 0.60 <.001 0.70 0.003
GSK3B 0.71 0.016 0.71 0.006
GSN 0.46 <.001 0.66 <.001
GSTM1 0.56 <.001 0.62 <.001
GSTM2 0.47 <.001 0.67 <.001
HGD 0.72 0.002
HIRIP3 0.69 0.021 0.69 0.002
HK1 0.68 0.005 0.73 0.005
HLA-G 0.54 0.024 0.65 0.013
HLF 0.41 <.001 0.68 0.001
HNF1B 0.55 <.001 0.59 <.001
HPS1 0.74 0.015 0.76 0.025
HSD17B3 0.65 0.031

HSPB2 0.62 0.004 0.76 0.027
ICAM1 0.61 0.010

IER3 0.55 <.001 0.67 0.003
IFIT1 0.57 <.001 0.70 0.008
IFNG 0.69 0.040
IGF1 0.63 <.001 0.59 <.001
IGF2 0.67 0.019 0.70 0.005
IGFBP2 0.53 <.001 0.63 <.001
IGFBP5 0.57 <.001 0.71 0.006
IGFBP6 0.41 <.001 0.71 0.012
IL10 0.59 0.020

IL1B 0.53 <.001 0.70 0.005
IL6 0.55 0.001

IL6ST 0.45 <.001 0.68 <.001
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
IL8 0.60 0.005 0.70 0.008
ILK 0.68 0.029 0.76 0.036
ING35 0.54 <.001 0.82 0.033
ITGAl 0.66 0.017

ITGA3 0.70 0.020

ITGAS 0.64 0.011

ITGA6 0.66 0.003 0.74 0.006
ITGA7 0.50 <.001 0.71 0.010
ITGB4 0.63 0.014 0.73 0.010
ITPR] 0.55 <.001

ITPR3 0.76 0.007
JUN 0.37 <.001 0.54 <.001
JUNB 0.58 0.002 0.71 0.016
KCTDI12 0.68 0.017

KIT 0.49 0.002 0.76 0.043
KLC1 0.61 0.005 0.77 0.045
KLF6 0.65 0.009

KLK1 0.68 0.036

KLK10 0.76 0.037
KLK?2 0.64 <.001 0.73 0.006
KLK3 0.65 <.001 0.76 0.021
KLRK1 0.6 0.005

KRT15 0.52 <.001 0.58 <.001
KRT18 0.46 <.001

KRT5 0.51 <.001 0.58 <.001
KRT8 0.53 <.001

L1CAM 0.65 0.031

LAG3 0.58 0.002 0.76 0.033
LAMA4 0.52 0.018

LAMB3 0.60 0.002 0.65 0.003
LGALS3 0.52 <.001 0.71 0.002
LIG3 0.65 0.011

LRP1 0.61 0.001 0.75 0.040
MGMT 0.66 0.003

MICA 0.59 0.001 0.68 0.001
MLXIP 0.70 0.020

MMP2 0.68 0.022

MMP9 0.67 0.036

MPPED2 0.57 <.001 0.66 <.001
MRC1 0.69 0.028

MTSS1 0.63 0.005 0.79 0.037
MVP 0.62 <.001

MYBPC1 0.53 <.001 0.70 0.011
NCAM1 0.70 0.039 0.77 0.042
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
NCAPD3 0.52 <.001 0.59 <.001
NDRG1 0.69 0.008
NEXN 0.62 0.002

NFATS 0.45 <.001 0.59 <.001
NFATC2 0.68 0.035 0.75 0.036
NFKBIA 0.70 0.030

NRG1 0.59 0.022 0.71 0.018
0OAZ] 0.69 0.018 0.62 <.001
OLFML3 0.59 <.001 0.72 0.003
ORS51E2 0.73 0.013

PAGE4 0.42 <.001 0.62 <.001
PCA3 0.53 <.001

PCDHGB7 0.70 0.032

PGF 0.68 0.027 0.71 0.013
PGR 0.76 0.041
PIK3C2A 0.80 <.001
PIK3CA 0.61 <.001 0.80 0.036
PIK3CG 0.67 0.001 0.76 0.018
PLP2 0.65 0.015 0.72 0.010
PPAP2B 0.45 <.001 0.69 0.003
PPPIR12A 0.61 0.007 0.73 0.017
PRIMAL 0.51 <.001 0.68 0.004
PRKCA 0.55 <.001 0.74 0.009
PRKCB 0.55 <.001

PROM1 0.67 0.042
PROS1 0.73 0.036

PTCH1 0.69 0.024 0.72 0.010
PTEN 0.54 <.001 0.64 <.001
PTGS2 0.48 <.001 0.55 <.001
PTHIR 0.57 0.003 0.77 0.050
PTHLH 0.55 0.010

PTK2B 0.56 <.001 0.70 0.001
PYCARD 0.73 0.009
RAB27A 0.65 0.009 0.71 0.014
RAB30 0.59 0.003 0.72 0.010
RAGE 0.76 0.011
RARB 0.59 <.001 0.63 <.001
RASSF1 0.67 0.003

RBI 0.67 0.006

RFX1 0.71 0.040 0.70 0.003
RHOA 0.71 0.038 0.65 <.001
RHOB 0.58 0.001 0.71 0.006
RND3 0.54 <.001 0.69 0.003
RNF114 0.59 0.004 0.68 0.003
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
SCUBE2 0.77 0.046
SDHC 0.72 0.028 0.76 0.025
SEC23A 0.75 0.029
SEMA3A 0.61 0.004 0.72 0.011
SEPT9 0.66 0.013 0.76 0.036
SERPINBS 0.75 0.039
SH3RE2 0.44 <.001 0.48 <.001
SHH 0.74 0.049
SLC22A3 0.42 <.001 0.61 <.001
SMAD4 0.45 <.001 0.66 <.001
SMARCD!1 0.69 0.016

SOD1 0.68 0.042

SORBSI 0.51 <.001 0.73 0.012
SPARCLI 0.58 <.001 0.77 0.040
SPDEF 0.77 <.001

SPINT1 0.65 0.004 0.79 0.038
SRC 0.61 <.001 0.69 0.001
SRD5SA2 0.39 <.001 0.55 <.001
ST5 0.61 <.001 0.73 0.012
STATI 0.64 0.006

STAT3 0.63 0.010

STATSA 0.62 0.001 0.70 0.003
STATSB 0.58 <.001 0.73 0.009
SUMOI1 0.66 <.001

SVIL 0.57 0.001 0.74 0.022
TBP 0.65 0.002

TFF1 0.65 0.021

TFF3 0.58 <.001

TGFB111 0.51 <.001 0.75 0.026
TGFB2 0.48 <.001 0.62 <.001
TGFBR2 0.61 0.003

TIAM1 0.68 0.019

TIMP2 0.69 0.020

TIMP3 0.58 0.002

TNFRSF10A 0.73 0.047

TNFRSF10B 0.47 <.001 0.70 0.003
TNFSF10 0.56 0.001

TP63 0.67 0.001
TPM1 0.58 0.004 0.73 0.017
TPM2 0.46 <.001 0.70 0.005
TRA2A 0.68 0.013

TRAF3IP2 0.73 0.041 0.71 0.004
TRO 0.72 0.016 0.71 0.004
TUBB2A 0.53 <.001 0.73 0.021
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Table 7B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
TYMP 0.70 0.011
VCAMI1 0.69 0.041
VCL 0.46 <001
VEGFA 0.77 0.039
VEGFB 0.71 0.035
VIM 0.60 0.001
XRCC5 0.75 0.026
YY1 0.62 0.008 0.77 0.039
ZFHX3 0.53 <001 0.58 <001
ZFP36 0.43 <.001 0.54 <001
ZNF827 0.55 0.001 \

[00141] Tables 8A and 8B provide genes that were significantly associated (p<0.05),

positively or negatively, with clinical recurrence (cRFI) in positive TMPRSS fusion specimens
in the primary or highest Gleason pattern specimen. Increased expression of genes in Table 8A is
negatively associated with good prognosis, while increased expression of genes in Table 8B is
positively associated with good prognosis.

Table 8A.
Genes significantly (p<0.05) associated with cRFI for TMPRSS2-ERG fusion
positive in the primary Gleason pattern or highest Gleason pattern with hazard ratio (HR)
> 1.0 (increased expression is negatively associated with good prognosis)

Table 8A Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
ACTR2 1.78 0.017

AKRI1C3 1.44 0.013

ALCAM 1.44 0.022
ANLN 1.37 0.046 1.81 <.001
APOE 1.49 0.023 1.66 0.005
AQP2 1.30 0.013
ARHGDIB 1.55 0.021

ASPN 2.13 <.001 2.43 <.001
ATPSE 1.69 0.013 1.58 0.014
BGN 1.92 <.001 2.55 <.001
BIRCS 1.48 0.006 1.89 <.001
BMP6 1.51 0.010 1.96 <.001
BRCA2 1.41 0.007
BUBI 1.36 0.007 1.52 <.001
CCNE2 1.55 0.004 1.59 <.001
CD276 1.65 <.001
CDC20 1.68 <.001 1.74 <.001
CDH11 1.50 0.017
CDH18 1.36 <.001
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Table 8A Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
CDH7 1.54 0.009 1.46 0.026
CDKN2B 1.68 0.008 1.93 0.001
CDKN2C 2.01 <.001 1.77 <.001
CDKN3 1.51 0.002 1.33 0.049
CENPF 1.51 0.007 2.04 <.001
CKS2 1.43 0.034 1.56 0.007
COL1A1 2.23 <.001 3.04 <.001
COL1A2 1.79 0.001 2.22 <.001
COL3A1 1.96 <.001 2.81 <.001
COILA4A1 1.52 0.020
COL5A1 1.50 0.020
COL5A2 1.64 0.017 1.55 0.010
COLB8A1 1.96 <.001 2.38 <.001
CRISP3 1.68 0.002 1.67 0.002
CTHRC1 2.06 <.001
CTNND2 1.42 0.046 1.50 0.025
CTSK 1.43 0.049
CXCR4 1.82 0.001 1.64 0.007
DDIT4 1.54 0.016 1.58 0.009
DLL4 1.51 0.007
DYNLLI 1.50 0.021 1.22 0.002
F2R 2.27 <.001 2.02 <.001
FAP 2,12 <.001
FCGR3A 1.94 0.002
FGF5 1.23 0.047

FOXP3 1.52 0.006 1.48 0.018
GNPTAB 1.44 0.042
GPR68 1.51 0.011
GREM1 1.91 <.001 2.38 <.001
HDACI1 1,43 0.048
HDAC9 1.65 <.001 1.67 0.004
HRAS 1.65 0.005 1.58 0.021
IGFBP3 1.94 <.001 1.85 <.001
INHBA 2.03 <.001 2.64 <.001
JAGI 1.41 0.027 1.50 0.008
KCTDI12 1.51 0.017
KHDRBS3 1.48 0.029 1.54 0.014
KPNA2 1.46 0.050
LAMA3 1.35 0.040

LAMCI1 1.77 0.012

LTBP2 1.82 <.001
LUM 1.51 0.021 1.53 0.009
MELK 1.38 0.020 1.49 0.001
MKI67 1.37 0.014
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Table 8A Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
MMP11 1.73 <.001 1.69 <.001
MRPL13 1.30 0.046
MYBL2 1.56 <.001 1.72 <.001
MYLK3 1.17 0.007
NOX4 1.58 0.005 1.96 <.001
NRIP3 1.30 0.040
NRPI 1.53 0.021
OLFML2B 1.54 0.024
OSM 1.43 0.018

PATE] 1.20 <.001 1.33 <.001
PCNA 1.64 0.003
PEX10 1.41 0.041 1.64 0.003
PIK3CA 1.38 0.037

PLK1 1.52 0.009 1.67 0.002
PLOD2 1.65 0.002
POSTN 1.79 <.001 2.06 <.001
PTK6 1.67 0.002 2.38 <.001
PTTG1 1.56 0.002 1.54 0.003
RAD21 1,61 0.036 1.53 0.005
RADS1 1.33 0.009
RALA 1.95 0.004 1.60 0.007
REG4 1.43 0.04
ROBO2 1.46 0.024

RRM1 1.44 0.033
RRM2 1.50 0.003 1.48 <.001
SATI1 1.42 0.009 1.43 0.012
SECI14L1 1.64 0.002
SFRP4 .07 < 2.40 <.001
SHMT2 1.52 0 1.60 0.001
SLC44A1 1.42 0.039
SPARC 1.93 <.001 221 <.001
SULF1 1.63 0.006 2.04 <.001
THBS2 1.95 <.001 2.26 <.001
THY! 1.69 0.016 1,95 0.002
TK1 1.43 0.003
TOP2A 1.57 0.002 2.11 <.001
TPX2 1.84 <.001 2.27 <.001
UBE2C 1.41 0.011 1.44 0.006
UBE2T 1.63 0.001

UHRF]1 1.51 0.007 1.69 <.001
WISP1 1.47 0.045

WNTSA 1.35 0.027 1.63 0.001
ZWINT 1.36 0.045




Table 8B.
Genes significantly (p<0.05) associated with cRFI for TMPRSS2-ERG fusion
positive in the primary Gleason pattern or highest Gleason pattern with hazard ratio (HR)
< 1.0 (increased expression is positively associated with good prognosis)

Table 8B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
AAMP 0.57 0.007 0.58 <.001
ABCAS 0.80 0.044
ACE 0.65 0.023 0.55 <.001
ACOX2 0.55 <.001
ADHS 0.68 0.022
AKAPI 0.81 0.043
ALDHIA2 0.72 0.036 0.43 <.001
ANPEP 0.66 0.022 0.46 <001
APRT 0.73 0.040
AXIN2 0.60 <.001
AZGP1 0.57 <.001 0.65 <.001
BCL2 0.69 0.035
BIK 0.71 0.045

BIN1 0.71 0.004 0.71 0.009
BTRC 0.66 0.003 0.58 <,001
C7 0.64 0.006
CADMI1 0.61 <.001 0.47 <.001
CCL2 0.73 0.042
CCNH 0.69 0.022

CD44 0.56 <.001 0.58 <.001
CD82 0.72 0.033
CDC25B 0.74 0.028

CDHI 0.75 0.030 0.72 0.010
CDHI19 0.56 0.015
CDK3 0.78 0.045
CDKNIC 0.74 0.045 0.70 0.014
CSF1 0.72 0.037
CTSB 0.69 0.048
CTSL2 0.58 0.005
CYyp3as 051 | <.001 0.30 <001
DHX9 0.89 0.006 0.87 0.012
DLC1 0.64 0.023
DLGAP] 0.69 0.010 0.49 <.001
DPP4 0.64 <001 0.56 <001
DPT 0.63 0.003
EGR1 0.69 0.035
EGR3 0.68 0.025
EIF253 0,70 0.021
EIF5 0.71 0.030

ELK4 0.71 0.041 0.60 0.003
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Table 8B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
EPHA2 0.72 0.036 0.66 0.011
EPHB4 0.65 0.007
ERCCI 0.68 0.023
ESR2 0.64 0.027
FAMI107A 0.64 0.003 0.61 0.003
FAM13C 0.68 0.006 0.55 <.001
FGFR2 0.73 0.033 0.59 <.001
FKBP5 0.60 0.006
FLNC 0.68 0.024 0.65 0.012
FLTI 0.71 0.027
FOS 0.62 0.006
FOXO1 0.75 0.010
GADD45B 0.68 0.020
GHR 0.62 0.006
GPM6B 0.57 <.001
GSTM1 0.68 0.015 0.58 <.001
GSTM2 0.65 0.005 0.47 <.001
HGD 0.63 0.001 0.71 0.020
HK1 0.67 0.003 0.62 0.002
HLF 0.59 <.001
HNF1B 0.66 0.004 0.61 0.001
IER3 0.70 0.026
IGF1 0.63 0.005 0.55 <.001
IGFIR 0.76 0.049
IGFBP2 0.59 0.007 0.64 0.003
IL6ST 0.65 0.005
IL8 0.61 0.005 0.66 0.019
ILK 0.64 0.015
INGS5 0.73 0.033 0.70 0.009
ITGA7 0.72 0.045 0.69 0.019
ITGB4 0.63 0.002
KLCI 0.74 0.045
KLK1 0.56 0.002 0.49 <.001
KLK10 0.68 0.013
KLK11 , 0.66 0.003
KLK2 0.66 0.045 0.65 0.011
KLK3 0.75 0.048 0.77 0.014
KRT15 0.71 0.017 0.50 <.001
KRT35 0.73 0.031 0.54 <.001
LAMAS 0.70 0.044
LAMB3 0.70 0.005 0.58 <.001
LGALS3 0.69 0.025
LIG3 0.68 0.022
MDK 0.69 0.035
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Table 8B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
MGMT 0.59 0.017 0.60 <.001
MGST1 0.73 0.042
MICA 0.70 0.009
MPPED2 0.72 0.031 0.54 <.001
MTSS1 0.62 0.003
MYBPCI1 0.50 <.001
NCAPD3 0.62 0.007 0.38 <.001
NCORI1 0.82 0.048
NFATS 0.60 0.001 0.62 <.001
NRG1 0.66 0.040 0.61 0.029
NUP62 0.75 0.037
OMD 0.54 <.001
PAGE4 0.64 0.005
PCA3 0.66 0.012
PCDHGB7 0.68 0.018
PGR 0.60 0.012
PPAP2B 0.62 0.010
PPP1RI12A 0.73 0.031 0.58 0.003
- |PRIMAL1 0.65 0.013
PROM1 041 0.013
PTCHI 0.64 0.006
PTEN 0.75 0.047
PTGS2 0.67 0.011
PTK2B 0.66 0.005
PTPN1 0.71 0.026
RAGE 0.70 0.012
RARB 0.68 0.016
RGS10 0.84 0.034
RHORB 0.66 0.016
RND3 0.63 0.004
SDHC 0.73 0.044 0.69 0.016
SERPINA3 0.67 0.011 0.51 <.001
SERPINBS 0.42 <.001
SH3RF2 0.66 0.012 0.51 <.001
SLC22A3 0.59 0.003 0.48 <.001
SMAD4 0.64 0.004 0.49 <.001
SMARCC2 0.73 0.042
SMARCDI 0.73 <.001 0.76 0.035
SMO 0.64 0.006
SNAI1 0.53 0.008
SOD1 0.60 0.003
SRC 0.64 <.001 0.61 <.001
SRD5A2 0.63 0.004 0.59 <.001
STAT3 0.64 0.014
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Table 8B Primary Pattern Highest Pattern
Official Symbol HR p-value HR p-value
STATSA 0.70 0.032
STATSB 0.74 0.034 0.63 0.003
SVIL 0.71 0.028
TGFB111 0.68 0.036
TMPRSS2 0.72 0.015 0.67 <.001
TNFRSF10A 0.69 0.010
TNFRSF10B 0.67 0.007 0.64 0.001
TNFRSF18 0.38 0.003
TNFSF10 0.71 0.025
TP53 0.68 0.004 0.57 <.001
TP63 0.75 0.049 0.52 <.001
TPM2 0.62 0.007
TRAF31P2 0.71 0.017 0.68 0.005
TRO 0.72 0.033
TUBBZA 0.69 0.038
VCL 0.62 <.001
VEGFA 0.71 0.037
WWOX . 0.65 0.004
ZFHX3 0.77 0.011 0.73 0.012
ZFP36 0.69 0.018
ZNF827 0.68 0.013 0.49 <.001
[00142] Tables 9A and 9B provide genes significantly associated (p<0.05), positively or

negatively, with TMPRSS fusion status in the primary Gleason pattern. Increased expression of
genes in Table 9A are positively associated with TMPRSS fusion positivity, while increased
expression of genes in Table 10A are negatively associated with TMPRSS fusion positivity.

Table 9A.
Genes significantly (p<0.05) associated with TMPRSS fusion status in the primary
Gleason pattern with odds ratio (OR) > 1.0 (increased expression is positively associated
with TMPRSS fusion positivity

Table 9A

Official Symbol | p-value | Odds Ratio |Official Symbol p-value | Odds Ratio
ABCC8 <.001 1.86 MAP3KS <.001 2.06
ALDHI18AI 0.005 1.49 MAP7 <001 2.74
ALKBH3 0.043 1.30 MSH2 0.005 1.59
ALOX5 <.001 1.66 MSH3 0.006 1.45
AMPD3 <.001 3.92 MUCI 0.012 1.42
APEX1 <.001 2.00 MYO6 <.001 3.79
ARHGDIB <.001 1.87 NCOR2 0.001 1.62
ASAP2 0.019 1.48 NDRG! <.001 6.77
ATXNI 0.013 1.41 NETO2 <.001 2.63
BMPR 1B <.001 2.37 ODClI <.001 1.98
CACNAID <.001 9.01 ORSIE] <001 2.24
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Table 9A

Official Symbol | p-value Odds Ratio |Official Symbol p-value | Odds Ratio
CADPS 0.015 1.39 PDESA <.001 2.21
CD276 0.003 2.25 PEX10 <.001 3.41
CDH1 0.016 1.37 PGK1 0.022 1.33
CDH7 <.001 2.22 PLA2G7 <.001 5.51
CDK7 0.025 1.43 PPP3CA 0.047 1.38
COL9A2 <001 2.58 PSCA 0.013 1.43
CRISP3 <.001 2.60 PSMD13 0.004 1.51
CTNNDI1 0.033 1.48 PTCH1 0.022 1.38
ECE1 <.001 2.22 PTK2 0.014 1.38
EIF5 0.023 1.34 PTK6 <.001 2.29
EPHB4 0.005 1.51 PTK7 <.001 2.45
ERG <.001 14.5 PTPRK <.001 1.80
FAM171B 0.047 1.32 RAB30 0.001 1.60
FAMT73A 0.008 1.45 REG4 0.018 1.58
FASN 0.004 1.50 RELA 0.001 1.62
GNPTAB <001 1.60 RFX1 0.020 1.43
GPS1 0.006 1.45 RGS10 <001 1.71
GRB7 0.023 1.38 SCUBE2 0.009 1.48
HDACI <.001 495 SEPT9 <.001 391
HGD <.001 1.64 SH3RF2 0.004 1.48
HIP1 <.001 1.90 SH3YL] <.001 1.87
HNFIB <.001 3.55 SHH <.001 2.45
HSPAS 0.041 1.32 SIM2 <.001 1.74
IGFIR 0.001 1.73 SIPAIL1 0.021 1.35
ILF3 <.001 1.91 SLC22A3 <.001 1.63
IMMT 0.025 1.36 SLC44A1 <,001 1.65
ITPR1 <.001 2.72 SPINT1 0.017 1.39
ITPR3 <.001 5.91 TFDPI 0005 | L75
JAGI 0.007 1.42 TMPRSS2ERGA 0.002 14E5
KCNN2 <.001 2.80 TMPRSS2ERGB <.001 1.97
KHDRBS3 <.001 2.63 TRIM14 <.001 1.65
KIAAQ0247 0.019 1.38 TSTA3 0.018 1.38
KLK11 <.001 1.98 UAPI 0.046 1.39
LAMCI1 0.008 1.56 UBE2G1 0.001 1.66
LAMC2 <001 3.30 UGDH <.001 2.22
LOX 0.009 1.41 XRCC5 <.001 1.66
LRP1 0.044 1.30 ZMYNDS <.001 2.19

88



Table 9B.
Genes significantly (p<0.05) associated with TMPRSS fusion status in the primary
Gleason pattern with odds ratio (OR) < 1.0 (increased expression is negatively associated
with TMPRSS fusion positivity)

Table 9B

Official Symbol p-value Odds Ratio
ABCC4 0.045 0.77
ABHD2 <.001 0.38
ACTR2 0.027 0.73
ADAMTS1 0.024 0.58
ADHS5 <.001 0.58
AGTR2 0.016 0.64
AKAPI 0.013 0.70
AKT2 0.015 0.71
ALCAM <.001 0.45
ALDHI1A2 0.004 0.70
ANPEP <.001 0.43
ANXA2 0.010 0.71
APC 0.036 0.73
APOC1 0.002 0.56
APOE <.001 0.44
ARF1 | 0.041 0.77
ATM 0.036 0.74
AURKB <.001 0.62
AZGP1 <.001 0.54
BBC3 0.030 0.74
BCL2 0.012 0.70
BIN1 0.021 0.74
BTG1 0.004 0.67
BTG3 0.003 0.63
C7 0.023 0.74
CADM1 0.007 0.69
CASP1 0.011 0.70
CAV1 0.011 0.71
CCND1 0.019 0.72
CCR1 0.022 0.73
CD44 <.001 0.57
CD68 <.001 0.54
CD§2 0.002 0.66
CDHS5 0.007 0.66
CDKNIA <.001 0.60 |
CDKN2B <.001 0.54
CDKN2C 0.012 0.72
CDKN3 0.037 0.77
CHNI1 0.038 0.75
CKS2 <.001 0.48
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Table 9B

Official Symbol p-value Odds Ratio
COL11A1 0.017 0.72
COLIAl <.001 0.59
COLIA2 0.001 0.62
COL3Al 0.027 0.73
COLA4AL 0.043 0.76
COL5A1 0.039 0.74
COL5A2 0.026 0.73
COL6A1 0.008 0.66
COL6A3 <.001 0.59
COLS8A1 0.022 0.74
CSF1 0.011 0.70
CTNNBI 0.021 0.69
CTSB <.001 0.62
CTSD 0.036 0.68
CTSK 0.007 0.70
CTSS 0.002 0.64
CXCL12 <.001 0.48
CXCR4 0.005 0.68
CXCR7 0.046 0.76
CYR61 0.004 0.65
DAP 0.002 0.64
DARC 0.021 0.73
DDR2 0.021 0.73
DHRS9 <.001 0.52
DIAPH1 <.001 0.56
DICERI 0.029 0.75
DLC1 0.013 0.72
DLGAPI | <001 0.60
DLLA4 <.001 0.57
DPT 0.006 0.68
DUSPI 0.012 0.68
DUSP6 0.001 0.62
DVL1 0.037 0.75
EFNB2 <.001 0.32
EGR1 0.003 0.65
ELK4 <.001 0.60
ERBB2 <.001 0.61
ERBB3 0.045 0.76
ESR2 0.010 0.70
ETVI 0.042 0.74
FABPS <.001 0.21
FAMI13C 0.006 0.67
FCGR3A 0.018 0.72
FGF17 0.009 0.71
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Table 9B

Official Symbol p-value Odds Ratio
FGF6 0.011 0.70
FGF7 0.003 0.63
ENI1 0.006 0.69
FOS 0.035 0.74
FOXP3 0.010 0.71
GABRG?2 0.029 0.74
GADD45B 0.003 0.63
GDF15 <.001 0.54
GPM6B 0.004 0.67
GPNMB 0.001 0.62
GSN 0.009 0.69
HLA-G 0.050 0.74
HLF 0.018 0.74
HPS|1 <.001 0.48
HSD17B3 0.003 0.60
HSD17B4 <.001 0.56
HSPB1 <.001 0.38
HSPB2 0.002 0.62
IF130 0.049 0.75
IFNG 0.006 0.64
IGF1 0.016 0.73
IGF2 0.001 0.57
IGFBP2 <.001 0.51
IGFBP3 <.001 0.59
IGFBP6 <.001 0.57
IL10 <.001 0.62
IL17A 0.012 0.63
ILIA 0.011 0.59
1.2 0.001 0.63
IL6ST <.001 0.52
INSLA 0.014 0.71
ITGA1 0.009 0.69
ITGA4 0.007 0.68
JUN <.001 0.59
KIT <.001 0.64
KRT76 0.016 0.70
LAG3 0.002 0.63
LAPTMS <.001 0.58
LGALS3 <.001 0.53
LTBP2 0.011 0.71
LUM 0.012 0.70
MAOA 0.020 0.73
MAP4K4 0.007 0.68
MGST1 <.001 0.54




Table 9B

Official Symbol p-value Odds Ratio
MMP2 <.001 0.61
MPPED2 <.001 0.45
MRCl1 0.005 0.67
MTPN 0.002 0.56
MTSS1 <.001 0.53
MVP 0.009 0.72
MYBPCI <.001 0.51
MYLK3 0.001 0.58
NCAM1 <.001 0.59
NCAPD3 <.001 0.40
NCOR]1 0.004 0.69
NFKBIA <.001 0.63
NNMT 0.006 0.66
NPBWRI 0.027 0.67
OAZI 0.049 0.64
OLFML3 <.001 0.56
OSM <.001 0.64
PAGEI 0.012 0.52
PDGFRB 0.016 0.73
PECAMI1 <.001 0.55
PGR 0.048 0.77
PIK3CA <.001 0.55
PIK3CG 0.008 0.71
PLAU 0.044 0.76
PLK1 0.006 0.68
PLOD2 0.013 0.71
PLP2 0.024 0.73
PNLIPRP2 | 0.009 | 0.70
PPAP2B <.001 0.62
PRKAR2B <.001 0.61
PRKCB 0.044 0.76
PROS1 0.005 0.67
PTEN <.001 0.47
PTGER3 0.007 0.69
PTHIR 0.011 0.70
PTK2B <.001 0.61
PTPNI 0.028 0.73
RAB27A <.001 0.21
RADS1 <.001 0.51
RADSA 0.030 0.75
RARB <.001 0.62
RASSF1 0.038 0.76
RECK 0.009 0.62
RHOB 0.004 0.64




Table 9B

Official Symbol p-value Odds Ratio
RHOC <.001 0.56
RLN1 <.001 0.30
RND3 0.014 0.72
S100P 0.002 0.66
SDC2 <.001 0.61
SEMA3A 0.001 0.64
SMAD4 <.001 0.64
SPARC <.001 0.59
SPARCLI <.001 0.56
SPINK1 <.001 0.26
'SRD5AT 0.039 0.76
STATI1 0.026 0.74
STS 0.006 0.64
SULF1 <.001 0.53
TFF3 <.001 0.19
TGFA 0.002 0.65
TGFB111 0.040 0.77
TGFB2 0.003 0.66
TGFB3 <.001 0.54
TGFBR2 <001 0.61
THY1 <.001 0.63
TIMP2 0.004 0.66
TIMP3 <.001 0.60
TMPRSS2 <.001 0.40
TNFSF11 0.026 0.63
TPD52 0.002 0.64
TRAMI <.001 0.45
TRPC6 0.002 0.64
TUBBZA <.001 0.49
VCL <.001 0.57
VEGFB 0.033 0.73
VEGFC <.001 0.61
VIM 0.012 0.69
WISP1 0.030 0.75
WNTSA <.001 0.50

positively associated with good prognosis.
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A molecular field effect was investigated, and determined that the expression
levels of histologically normal-appearing cells adjacent to the tumor exhibited a molecular
signature of prostate cancer. Tables 10A and 10B provide genes significantly associated
(p<0.05), positively or negatively, with cRFI or bRFI in non-tumor samples. Table 10A is

negatively associated with good prognosis, while increased expression of genes in Table 10B is




Table 10A
Genes significantly (p<0.05) associated with cRFI or bRFI in Non-Tumor Samples
with hazard ratio (HR) > 1.0 (increased expression is negatively associated with good

prognosis)

Table 10A cRFI bRFI
Official Symbol HR p-value HR p-value
ALCAM 1.278 0.036
ASPN 1.309 0.032
BAGS 1.458 0.004

| BRCA2 1.385 <.001
CACNAID 1.329 0.035
CDl64 1.339 0.020
CDKN2B 1.398 0.014
COL3A1 1.300 0.035
COILA4A1 1.358 0.019
CTNND2 1.370 0.001
DARC 1.451 0.003
DICER1 1.345 <.001
DPP4 1.358 0.008
EFNB2 1.323 0.007
FASN 1.327 0.035
GHR 1.332 0.048
HSPAS5 1.260 0.048
INHBA 1.558 <.001
KCNN2 1.264 0.045
KRT76 1.115 <001
LAMCI1 1.390 0.014
LAMC2 1.216 0.042
LIG3 1.313 0.030
MAOA 1.405 0.013
MCM6 1.307 0.036
MKI67 1.271 0.008
NEK?2 1.312 0.016
NPBWRI1 1.278 0.035
ODCI1 1.320 0.010
PEX10 1.361 0.014
PGK1 1.488 0.004
PLA2G7 1.337 0.025
POSTN 1.306 0.043
PTK6 1.344 0.005
REG4 1.348 0.009
RGS7 1.144 0.047
SFRP4 1.394 0.009
TARP 1.412 0.011
TFF1 1.346 0.010
TGFBR2 1.310 0.035
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Genes significantly (p<0.05) associated with ¢cRFI or bRFI in Non-Tumor Samples
with hazard ratio (HR) < 1.0 (increased expression is positively associated with good

Table 10A cRFI bRFI
Official Symbol HR p-value HR p-value
THY]1 1.300 0.038
TMPRSS2ERGA 1.333 <.001
TPDS52 1.374 0.015
TRPC6 1.272 0.046
UBE2C 1.323 0.007
UHRF1 1.325 0.021

Table 10B

prognosis)
Table 10B c¢RFI bRFI
Official Symbol HR p-value HR p-value
ABCAS 0.807 0.028
ABCC3 0.760 0.019 0.750 0.003
ABHD?2 0.781 0.028
ADAMI35 0.718 0.005
AKAPI1 0.740 0.009
AMPD3 0.793 0.013
ANGPT2 0.752 0.027
ANXA2 0.776 0.035
APC 0.755 0.014
APRT 0.762 0.025
AR 0.752 0.015
ARHGDIB 0.753 <.001
BIN1 0.738 0.016
CADMI1 0.711 0.004
CCNH 0.820 0.041
CCRI1 0.749 0.007
CDK14 0.772 0.014
CDK3 0.819 0.044
CDKNIC 0.808 0.038
CHAF1A 0.634 0.002 0.779 0.045
CHNI 0.803 0.034
CHRACI 0.751 0.014 0.779 0.021
COL5A1 0.736 0.012
COL5A2 0.762 0.013
COL6A1 0.757 0.032
COL6A3 0.757 0.019
CSK 0.663 <001 0.698 <.001
CTSK 0.782 0.029
CXCLI2 0.771 | 0037 _
CXCR7 0.753 0.008
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Table 10B c¢RFI bRFI
Official Symbol HR p-value HR p-value
CYP3AS 0.790 0.035

DDIT4 0.725 0.017
DIAPH] 0.771 0.015
DLCI1 0.744 0.004 0.807 0.015
DLGAPI 0.708 0.004

DUSP1 0.740 0.034

EDN1 0.742 0.010
EGR1 0.731 0.028

EIF3H 0.761 0.024

EIF4E 0.786 0.041

ERBB2 0.664 0.001

ERBB4 0.764 0.036

ERCC1 0.804 0.041

ESR2 0.757 0.025
EZH2 0.798 0.048
FAAH 0.798 0.042

FAM13C 0.764 0.012

FAM171B 0.755 0.005
FAM49B 0.811 0.043
FAM73A 0.778 0.015

FASLG 0.757 0.041
FGFR2 0.735 0.016

FOS 0.690 0.008

FYN 0.788 0.035 0.777 0.011
GPNMB 0.762 0.011
GSK3B 0.792 0.038

HGD 0.774 0.017

HIRIP3 0.802 0.033

HSPOOAR1 0.753 0.013

HSPB1 0.764 0.021

HSPEI 0.668 0.001

IFI130 0.732 0.002
IGF2 0.747 0.006
IGFBPS 0.691 0.006
IL6ST 0.748 0.010
118 0.785 0.028
IMMT 0.708 <.001
ITGA6 0.747 0.008

ITGAV 0.792 0.016
ITGB3 0.814 0.034
ITPR3 0.769 0.009

JUN 0.655 0.005

KHDRBS3 0.764 0.012
KLF6 0.714 <.001
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Table 10B cRF1 bRFI

Official Symbol HR p-value HR p-value

KLK2 0.813 0.048

LAMA4 0.702 0.009

LAMAS 0.744 0.011

LAPTMS 0.740 0.009

LGALS3 0.773 0.036 0.788 0.024

LIMS]1 0.807 0.012

MAP3K5 0.815 0.034

MAP3K7 0.809 0.032

MAP4K4 0.735 0.018 0.761 0.010

MAPKAPK3 0.754 0.014

MICA 0.785 0.019

MTAI1 0.808 0.043

MVP 0.691 0.001

MYLK3 0.730 0.039

MYO6 0.780 0.037

NCOA1 0.787 0.040
INCOR1 0.876 0.020

NDRG1 0.761 <.001

NFATS 0.770 0.032

NFKBIA 0.799 0.018

NME2 0.753 0.005

NUP62 0.842 0.032

0AZ1 0.803 0.043

OLFML2B 0.745 0.023

OLFML3 0.743 0.009

OSM 0.726 0.018

PCA3 0.714 0.019

PECAMI 0.774 0.023

PIK3C2A 0.768 0.001

PIMI 0.725 0.011

PLOD2 0.713 0.008

PPP3CA 0.768 0.040

PROM1 0.482 <.001

PTEN 0.807 0.012

PTGS2 0.726 0.011

PTTGI 0.729 0.006

PYCARD 0.783 0.012

RAB30 0.730 0.002

RAGE 0.792 0.012

RFX1 0.789 0.016 0.792 0.010

RGS10 0.781 0.017

RUNX1 0.747 0.007

SDHC 0.827 0.036

SEC23A 0.752 0.010
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Table 10B cRFI bRFI
Official Symbol HR p-value HR p-value
SEPT9 0.889 0.006
SERPINA3 0.738 0.013
SLC25A21 0.788 0.045
SMARCD1 0.788 0.010 0.733 0.007
SMO 0.813 0.035

SRC 0.758 0.026

SRD5A2 0.738 0.005
STS 0.767 0.022
STATS5A 0.784 0.039
TGFB2 0.771 0.027

TGFB3 0.752 0.036
THBS2 0.751 0.015
TNFRSF10B 0.739 0.010

TPX2 0.754 0.023
TRAF3IP2 0.774 0.015
TRAMI 0.868 <.001 0.880 <.001
TRIM14 0.785 0.047

TUBB2A 0.705 0.010

TYMP 0.778 0.024
UAPI 0.721 0.013

UTP23 0.763 0.007 0.826 0.018
VCL 0.837 0.040
VEGFA 0.755 0.009

WDRI19 0.724 0.005

YBX1 0.786 0.027
ZFP36 0.744 0.032

ZNF827 0.770 0.043

Table 11 provides genes that are significantly associated (p<0.05) with cRFI or

Genes significantly (p<0.05) associated with cRFI or bRFI after adjustment for
Gleason pattern in the primary Gleason pattern or highest Gleason pattern Some HR <=

Table 11

bRFI after adjustment for Gleason pattern or highest Gleason pattern.

1.0 and some HR > 1.0

Table 11 cRFI bRFI bRFI

Highest Pattern | Primary Pattern | Highest Pattern
Official Symbol HR p-value | HR p-value |HR | p-value
HSPAS 0.710 10.009 [1.288 10.030
ODCl1 0.741 10.026 1343 [0.004 ]1.261 |0.046

Tables 12A and 12B provide genes that are significantly associated (p<0.05) with
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prostate cancer specific survival (PCSS) in the primary Gleason pattern. Increased expression of




genes in Table 12A is negatively associated with good prognosis, while increased expression of
genes in Table 12B is positively associated with good prognosis.

Table 12A
Genes significantly (p<0.05) associated with prostate cancer specific survival (PCSS)
in the Primary Gleason Pattern HR > 1.0 (Increased expression is negatively associated
with good prognosis)

Table 12A Official

Official Symbol | HR p-value Symbol HR p-value
AKRIC3 1.476 0.016 GREM1 1.942 <.001
ANLN 1.517 0.006 [FI30 1.482 0.048
APOCI 1.285 0.016 IGFBP3 1.513 0.027
APOE 1.490 0.024 INHBA 3.060 <.001
ASPN 3.055 <.001 KIF4A 1.355 0.001
ATP5E 1.788 0.012 KLK14 1.187 0.004
AURKB 1.439 0.008 LAPTMS 1.613 0.006
BGN 2.640 <.001 LTBP2 2.018 <.001
BIRCS 1.611 <.001 MMP11 1.869 <.001
BMP6 1.490 0.021 MYBL2 1.737 0.013
BRCAI 1418 0.036 NEK2 1.445 0.028
CCNBI 1.497 0.021 NOX4 2.049 <.001
CD276 1.668 0.005 OLFML2B 1.497 0.023
CDC20 1.730 <.001 PLK1 1.603 0.006
CDH11 1.565 0.017 POSTN 2.585 <.001
CDH7 1.553 0.007 PPFIA3 1.502 0.012
CDKN2B 1.751 0.003 PTK6 1.527 0.009
CDKN2C 1.993 0.013 PTTG1 1.382 0.029
CDKN3 1.404 0.008 RADS1 1.304 0.031
CENPF 2.031 <.001 RGS7 1.251 <.001
CHAF1A 1.376  |0.011 RRM2 1.515 <.001
CKS2 11.499 0.031 SATI 1.607 0.004
COLIA1 2.574 <.001 SDCI 1.710 0.007
COLI1A2 1.607 0.011 SESN3 1.399 0.045
COL3A1 2.382 <.001 SFRP4 2.384 <.001
COL4A1 1.970 <.001 SHMT2 1.949 0.003
COLS5SA2 1.938 0.002 SPARC 2.249 <.001
COL8A1 2.245 <.001 STMNI1 1.748 0.021
CTHRC1 2.085 <.001 SULF1 1.803 0.004
CXCR4 1.783 0.007 THBS2 2.576 <.001
DDIT4 1.535 0.030 THY1 1.908 0.001
DYNLLI 1.719 0.001 TK1 1.394 0.004
F2R 2.169 <.001 TOP2A 2.119 <.001
FAMI71B 1.430 0.044 TPX2 2.074 0.042
FAP 1.993 0.002 UBE2C 1.598 <.001
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Table 12A Official

Official Symbol |HR p-value Symbol HR p-value

FCGR3A 2.099 <.001 UGT2B15 1.363 0.016

EN1 1.537 0.024 UHRF1 1.642 0.001

GPR68 1.520 0.018 ZWINT 1.570 0.010
Table 12B

Genes significantly (p<0.05) associated with prostate cancer specific survival (PCSS)
in the Primary Gleason Pattern HR < 1.0 (Increased expression is positively associated with
good prognosis)

Table 12B Official

Official Symbol HR p-value |Symbol HR p-value
AAMP 0.649 0.040 |IGFBP6 0.578 0.003
ABCAS 0.777 0.015 |IL2 0.528 0.010
ABCG2 0.715 0.037 |IL6ST 0.574 <.001
ACOX2 0.673 0.016 |IL8 0.540 0.001
ADHS5 0.522 <001 |INGS 0.688 0.015
ALDHIA2 0.561 <001 |ITGA6 0.710 0.005
AMACR 0.693 0.029 |ITGA7 0.676 0.033
AMPD3 0.750 0.049 |JUN 0.506 0.001
ANPEP 0.531 <001 |KIT 0.628 0.047
ATXNI1 0.640 0.011 |KLKl1 0.523 0.002
AXIN2 0.657 0.002 |KLK2 0.581 <.001
AZGP! 0.617 <001 |KLK3 0.676 <.001
BDKRB1 0.553 0.032 |KRTIS 0.684 0.005
BIN1 0.658 <001 |KRTI8 0.536 <.001
BTRC 0.716 0.011 |KRTS 0.673 0.004
C7 0.531 <001 [KRTS8 0.613 0.006
CADM1 0.646 0.015 |LAMB3 0.740 0.027
CASP7 0.538 0.029 |LGALS3 0.678 0.007
CCNH 0.674 0.001 [MGSTI! 0.640 0.002
CD164 0.606 <001 |MPPED2 0.629 <.001
CD44 0.687 0.016 |MTSS1 0.705 0.041
CDK3 0.733 0.039 |MYBPCI 0.534 <.001
CHNI1 0.653 0.014 |NCAPD3 0.519 <.001
COLOGAI 0.681 0.015 |NFATS5 0.536 <.001
CSF1 0.675 0.019 |NRGI 0.467 0.007
CSRPI1 0.711 0.007 |OLFML3 0.646 0.001
CXCLI12 0.650 0.015 [OMD 0.630 0.006
CYP3AS 0.507 <001 |JORS5IE2 0.762 0.017
CYRG61 0.569 0.007 |PAGE4 0.518 <.001
DLGAP1 0.654 0.004 |[PCA3 0.581 <001
DNM3 0.692 0.010 |PGF 0.705 0.038
DPP4 0.544 <.001 |PPAP2B 0.568 <.001
DPT 0.543 <001 |PPPIRI2A 0.694 0.017
DUSP1 0.660 0.050 |PRIMAI 0.678 0.014
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[00146]

ordinal logistic regression models using weighted maximum likelihood estimators for each gene

Table 12B Official
Official Symbol HR p-value |Symbol HR p-value
DUSP6 0.699 0.033 |PRKCA 0.632 0.001
EGRI1 0.490 <001 [PRKCB 0.692 0.028
EGR3 0.561 <001 |PROMI1 0.393 0.017
EIF5 0.720 0.035 |PTEN 0.689 0.002
ERBB3 0.739 0.042 (PTGS2 0.611 0.004
FAAH 0.636 0.010 |PTHIR 0.629 0.031
FAMI107A 0.541 <001 |RAB27A 0.721 0.046
FAMI13C 0.526 <001 |RND3 0.678 0.029
FAS 0.689 0.030 |[RNF114 0.714 0.035
FGF10 0.657 0.024 |SDHC 0.590 <.001
FKBP35 0.699 0.040 |SERPINA3 0.710 0.050
FLNC 0.742 0.036 |SH3RF2 0.570 0.005
FOS 0.556 0.005 |SLC22A3 0.517 <,001
FOXQ1 0.666 0.007 |SMAD4 0.528 <001
GADD45B 0.554 0.002 |SMO 0.751 0.026
GDF15 0.659 0.009 |SRC 0.667 0.004
GHR 0.683 0.027 |SRD3A2 0.488 <.001
GPM6B 0.666 0.005 |STATS3B 0.700 0.040
GSN 0.646 0.006 |SVIL 0.694 0.024
GSTM1 0.672 0.006 |TFF3 0.701 0.045
GSTM2 0.514 <001 |TGFBIII 0.670 0.029
HGD 0771 0.039 [|TGFB2 0.646 0.010
HIRIP3 0.730 0.013 |TNFRSFI10B 0.685 0.014
HK1 0.778 0.048 |TNESF10 0.532 <001
HLF 0.581 <001 |TPM2 0.623 0.005
HNF1B 0.643 0.013 |TRO 0.767 0.049
HSD17B10 0.742 0.029 |TUBB2A 0.613 0.003
IER3 0.717 0.049 |VEGFB 0.780 0.034
IGF1 0.612 <001 |ZFP36 0.576 0.001
ZNF827 0.644 0.014
Analysis of gene expression and upgrading/upstaging was based on univariate

101

in the gene list (727 test genes and 5 reference genes). P-values were generated using a Wald
test of the null hypothesis that the odds ratio (OR) is one. Both unadjusted p-values and the g-
value (smallest FDR at which the hypothesis test in question is rejected) were reported. Un-
adjusted p-values <0.05 were considered statistically significant. Since two tumor specimens
were selected for each patient, this analysis was performed using the 2 specimens from each

patient as follows: (1) analysis using the primary Gleason pattern specimen from each patient




(Specimens A1l and B2 as described in Table 2); and (2) analysis using the highest Gleason
pattern specimen from each patient (Specimens Al and B1 as described in Table 2). 200 genes
were found to be significantly associated (p<0.05) with upgrading/upstaging in the primary
Gleason pattern sample (PGP) and 203 genes were found to be significantly associated (p<0.05)
with upgrading/upstaging in the highest Gleason pattern sample (HGP).

[00147] Tables 13A and 13B provide genes significantly associated (p<0.05), positively or
negatively, with upgrading/upstaging in the primary and/or highest Gleason pattern. Increased
expression of genes in Table 13A is positively associated with higher risk of
upgrading/upstaging (poor prognosis), while increased expression of genes in Table 13B is

negatively associated with risk of upgrading/upstaging (good prognosis).

TABLE 13A

Genes significantly (p<0.05) associated with upgrading/upstaging in the Primary Gleason
Pattern (PGP) and Highest Gleason Pattern (HGP) OR > 1.0 (Increased expression is
positively associated with higher risk of upgrading/upstaging (poor prognosis))

Table 13A PGP HGP
Gene OR | p-vaiue | OR | p-vaiue

ALCAM 1.52 0.0179 | 1.50 0.0184
ANLN 1.36 0.0451 | . .

APOE 1.42 0.0278 | 1.50 0.0140
ASPN 1.60 0.0027 | 2.06 0.0001
AURKA 1.47 0.0108 | . :

AURK . . 1.52 0.0070
BAX . : 1.48 0.0095
BGN 1.58 0.0095 | 1.73 0.0034
BIRC5 1.38 0.0415 | . .

BMP6 1.51 0.0091 ] 1.59 0.0071
BUBI 1.38 0.0471 | 1.59 0.0068
CACNAID | 1.36 0.0474 | 1.52 0.0078
CASP7 . . 1.32 0.0450
CCNE2 1.54 0.0042 | . .

CD276 . 3 1.44 0.0265
CDC20 1.35 0.0445] 1.39 0.0225
CDKN2B |. . 1.36 0.0415
CENPF 1.43 0.0172 | 1.48 0.0102
CLTC 1.59 0.0031 ] 1.57 0.0038
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Table 13A PGP HGP

Gene OR | p-value | OR | p-value
COL1A1 1.58 0.0045 | 1.75 0.0008
COL3Al 1.45 0.0143 | 147 0.0131
COL8A1L 1.40 0.0292 | 143 0.0258
CRISP3 1.40 0.0256
CTHRC1 . 1.56 0.0092
DBNI 1.43 0.0323 | 1.45 0.0163
DIAPHI 1.51 0.0088 | 1.58 0.0025
DICER1 1.40 0.0293
DIO2 1.49 0.0097
DVL1 . 1.53 0.0160
F2R 1.46 0.0346 | 1.63 0.0024
FAP 1.47 0.0136 | 1.74 0.0005
FCGR3A 1.42 0.0221
HPN 1.36 0.0468
HSD17B4 |. 1.47 0.0151
HSPAS8 1.65 0.0060 | 1,58 0.0074
IL11 1.50 0.0100 | 1.48 0.0113
ILIB 1.41 0.0359
INHBA 1.56 0.0064 | 1.71 0.0042
KHDRBS3 | 143 0.0219 ) 1.59 0.0045
KIF4A . 1.50 0.0209
KPNA2 1.40 0.0366 | .
KRT2 1.37 0.0456
KRT75 1.44 0.0389
MANF 1.39 0.0429
MELK 1.74 0.0016
MKI67 1.35 0.0408 | .
MMP11 1.56 0.0057
NOX4 1.49 0.0105 | 1.49 0.0138
PLAUR 1.44 0.0185 | .
PLK1 1.41 0.0246
PTK6 1.36 0.0391
RAD51 1.39 0.0300
RAF1 . 1.58 0.0036
RRM?2 1.57 0.0080
SESN3 1.33 0.0465 | .
SFRP4 233 | <0.0001 | 2.51 0.0015
SKIL 1.44 0.0288 | 1.40 0.0368
SOX4 1.50 0.0087 | 1.59 0.0022
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Table 13A PGP HGP
Gene OR | p-value | OR | p-value

SPINK1 1.52 0.0058 | .

SPP1 1.42 0.0224

THBS2 1.36 0.0461

TK1 . 1.38 0.0283

TOP2A 1.85 0.0001 | 1.66 0.0011

TPD52 1.78 0.0003 | 1.64 0.0041

TPX2 1.70 0.0010

UBE2G1 1.38 0.0491 | .

UBE2T 1.37 0.0425 | 1.46 0.0162

UHRF1 1.43 0.0164

VCPIP1 1.37 0.0458
TABLE 13B

Genes significantly (p<0.05) associated with upgrading/upstaging in the Primary Gleason
Pattern (PGP) and Highest Gleason Pattern (HGP) OR < 1.0 (Increased expression is
negatively associated with higher risk of upgrading/upstaging (good prognosis))

Table 13B PGP HGP
Gene OR | p-value | OR | p-value

ABCC3 . 0.70 0.0216
ABCCS8 0.66 0.0121 | .

ABCG2 0.67 0.0208 | 0.61 0.0071
ACE . 0.73 0.0442
ACOX2 0.46 0.0000 | 049 0.0001
ADH5 0.69 0.0284 | 0.59 0.0047
AIG1 0.60 0.0045
AKRICI . . 0.66 0.0095
ALDHIA2 036 | <0.0001 | 0.36 <0.0001
ALKBH3 0.70 0.0281 | 0.61 0.0056
ANPEP ) 0.68 0.0109
ANXA2 0.73 0.0411 | 0.66 0.0080
APC 0.68 0.0223
ATXNI . 0.70 0.0188
AXIN2 0.60 0.0072 | 0.68 0.0204
AZGP1 0.66 0.0089 | 0.57 0.0028
BCL2 ) 0.71 0.0182
BIN1 0.55 0.0005

BTRC 0.69 0.0397 | 0.70 0.0251
C7 0.53 0.0002 | 0.51 <0.0001
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Table 13B PGP HGP
Gene OR | p-value | OR | p-value

CADM1 0.57 0.0012 | 0.60 0.0032
CASP1 0.64 0.0035 | 0.72 0.0210
CAV1 0.64 0.0097 | 0.59 0.0032
CAV2 0.58 0.0107
CD164 . 0.69 0.0260
CD82 0.67 0.0157 | 0.69 0.0167
CDH1 0.61 0.0012 | 0.70 0.0210
CDK14 0.70 0.0354 | .

CDK3 ) 0.72 0.0267
CDKNI1C 0.61 0.0036 | 0.56 0.0003
CHNI1 0.71 0.0214 | .

COLOAL 0.62 0.0125 | 0.60 0.0050
COL6A3 0.65 0.0080 | 0.68 0.0181
CSRP1 0.43 0.0001 | 040 0.0002
CTSB 0.66 0.0042 | 0.67 0.0051
CTSD 0.64 0.0355

CTSK 0.69 0.0171

CTSL1 0.72 0.0402 | .

CUL1 0.61 0.0024 | 0.70 0.0120
CXCLi12 0.69 0.0287 | 0.63 0.0053
CYP3A35 0.68 0.0099 | 0.62 0.0026
DDR2 0.68 0.0324 | 0.62 0.0050
DES 0.54 0.0013 | 0.46 0.0002
DHX9 0.67 0.0164 | .

DLGAPI1 0.66 0.0086
DPP4 0.69 0.0438 | 0.69 0.0132
DPT 0.59 0.0034 | 0.51 0.0005
DUSP1 0.67 0.0214
EDNI1 ) 0.66 0.0073
EDNRA 0.66 0.0148 | 0.54 0.0005
EIF2C2 . 0.65 0.0087
ELK4 0.55 0.0003 | 0.58 0.0013
ENPP2 0.65 0.0128 | 0.59 0.0007
EPHA3 0.71 0.0397 | 0.73 0.0455
EPHB2 0.60 0.0014

EPHB4 0.73 0.0418 | .

EPHX3 . 0.71 0.0419
ERCC1 0.71 0.0325 | .

FAM107A 0.56 0.0008 | 0.55 0.0011
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Table 13B PGP HGP
Gene OR | p-value | OR | p-value

FAMI13C 0.68 0.0276 | 0.55 0.0001
FAS 0.72 0.0404

FBN1 0.72 0.0395

FBXW7 0.69 0.0417 | .

FGF10 0.59 0.0024 | 0.51 0.0001
FGF7 0.51 0.0002 | 0.56 0.0007
FGFR2 0.54 0.0004 | 047 | <0.0001
FLNA 0.58 0.0036 | 0.50 0.0002
FLNC 0.45 0.0001 | 040 | <0.0001
FLT4 0.61 0.0045 | .

FOXO1 0.55 0.0005 | 0.53 0.0005
FOXP3 0.71 0.0275 | 0.72 0.0354
GHR 0.59 0.0074 | 0.53 0.0001
GNRH1 0.72 0.0386 | .

GPM6B 0.59 0.0024 | 0.52 0.0002
GSN 0.65 0.0107 | 0.65 0.0098
GSTM1 0441 <0.0001 | 043 | <0.0001
GSTM2 0421 <0.0001] 0.39| <0.0001
HLF 046 | <0.0001 | 0.47 0.0001
HPS1 0.64 0.0069 | 0.69 0.0134
HSPAS 0.68 0.0113 .

HSPB2 0.61 0.0061 | 0.55 0.0004
HSPG2 0.70 0.0359 | .

D3 . . 0.70 0.0245
IGF1 0.45] <0.0001} 0.50 0.0005
IGF2 0.67 0.0200 1 0.68 0.0152
IGFBP2 0.59 0.0017 | 0.69 0.0250
IGFBP6 049 | <0.0001 | 0.64 0.0092
1IL6ST 0.56 0.0009 | 0.60 0.0012
ILK 0.51 0.0010 | 049 0.0004
ITGAL 0.58 0.0020 | 0.58 0.0016
ITGA3 0.71 0.0286 | 0.70 0.0221
ITGAS . 0.69 0.0183
ITGA7 0.56 0.0035 | 042 | <0.0001
ITGBI 0.63 0.0095 | 0.68 0.0267
ITGB3 0.62 0.0043 | 0.62 0.0040
ITPR1 0.62 0.0032 | .

JUN 0.73 0.0490 | 0.68 0.0152
KIT 0.55 0.0003 | 0.57 0.0005
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Table 13B PGP HGP
Gene OR | p-value | OR | p-value

KLC1 0.70 0.0248
KLKI . 0.60 0.0059
KRT15 0.58 0.0009 | 0.45 <0.0001
KRT5 0.70 0.0262 | 0.59 0.0008
LAMA4 0.56 0.0359 | 0.68 0.0498
LAMB3 . 0.60 0.0017
LGALS3 0.58 0.0007 | 0.56 0.0012
LRP1 0.69 0.0176 | .
MAP3K7 0.70 0.0233 | 0.73 0.0392
MCM3 0.72 0.0320 | .
MMP2 0.66 0.0045 | 0.60 0.0009
MMP7 0.61 0.0015 | 0.65 0.0032
MMP9 0.64 0.0057 | 0.72 0.0399
MPPED?2 0.72 0.0392 | 0.63 0.0042
MTA1 . 0.68 0.0095
MTSS1 0.58 0.0007 | 0.71 0.0442
MVP 0.57 0.0003 | 0.70 0.0152
MYBPC1 . 0.70 0.0359
NCAM1 0.63 0.0104 | 0.64 0.0080
NCAPD3 0.67 0.0145 | 0.64 0.0128
NEXN 0.54 0.0004 | 0.55 0.0003
NFATS 0.72 0.0320 | 0.70 0.0177
NUDT6 0.66 0.0102 | .
OLFML3 0.56 0.0035 | 0.51 0.0011
OMD 0.61 0.0011 { 0.73 0.0357
PAGE4 042 | <«0.0001 1 0.36 <0.0001
PAKG 0.72 0.0335 | .
PCDHGB7 0.70 0.0262 | 0.55 0.0004
PGF 0.72 0.0358 | 0.71 0.0270
PLP2 0.66 0.0088 | 0.63 0.0041
PPAP2B 0.44 <0.0001 | 0.50 0.0001
PPPIR12A 0.45 0.0001 | 0.40 <0.0001
PRIMA1 . 0.63 0.0102
PRKAR2B 0.71 0.0226 | . .
PRKCA 034 <0.0001 | 042 <0.0001
PRKCB 0.66 0.0120 | 0.49 <0.0001
PROM1 0.61 0.0030 | .
PTEN 0.59 0.0008 | 0.55 0.0001
PTGER3 0.67 0.0293
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Table 13B PGP HGP
Gene OR | p-value | OR | p-value

PTHIR 0.69 0.0259 | 0.71 0.0327
PTK2 0.75 0.0461 | .
PTK2B 0.70 0.0244 | 0.74 0.0388
PYCARD 0.73 0.0339 | 0.67 0.0100
RAD9A 0.64 0.0124 | .
RARB 0.67 0.0088 | 0.65 0.0116
RGS10 0.70 0.0219 | .
RHOB 0.72 0.0475
RND3 ) 0.67 0.0231
SDHC 0.72 0.0443 | .
SEC23A 0.66 0.0101 | 0.53 0.0003
SEMA3A 0.51 0.0001 | 0.69 0.0222
SH3RF2 0.55 0.0002 | 0.54 0.0002
SLC22A3 0.48 0.0001 | 0.50 0.0058
SMAD4 0.49 0.0001 | 0.50 0.0003
SMARCC2 | 0.59 0.0028 | 0.65 0.0052
SMO 0.60 0.0048 | 0.52 <0.0001
SORBS1 0.56 0.0024 | 0.48 0.0002
SPARCLI 0.43 0.0001 | 0.50 0.0001
SRD35A2 0.26 | <0.0001 ;| 0.31 <0.0001
ST5 0.63 0.0103 | 0.52 0.0006
STATSA 0.60 0.0015 | 0.61 0.0037
STAT5B 0.54 0.0005 | 0.57 0.0008
SUMO1 0.65 0.0066 | 0.66 0.0320
SVIL 0.52 0.0067 | 0.46 0.0003
TGFR111 0.44 0.0001 | 0.43 0.0000
TGFB2 0.55 0.0007 | 0.58 0.0016
TGFB3 0.57 0.0010 | 0.53 0.0005
TIMP1 0.72 0.0224 | .
TIMP2 0.68 0.0198 | 0.69 0.0206
TIMP3 0.67 0.0105 | 0.64 0.0065
TMPRSS2 ) 0.72 0.0366
TNFRSFI0A | 0.71 0.0181
TNFSF10 0.71 0.0284
TOP2B 0.73 0.0432 | . .
TP63 0.62 0.0014 | 0.50 <0.0001
TPM1 0.54 0.0007 | 0.52 0.0002
TPM2 0.41 <0.0001 | 040 <0.0001
TPP2 0.65 0.0122
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Table 13B PGP HGP
Gene OR | p-value | OR | p-value

TRA2A 0.72 0.0318 | . .

TRAF3IP2 0.62 0.0064 | 0.59 0.0053
TRO 0.57 0.0003 | 0.51 0.0001
VCL 0.52 0.0005 | 0.52 0.0004
VIM 0.65 0.0072 | 0.65 0.0045
WDR19 0.66 0.0097 | . .

WEFDC1 0.58 0.0023 | 0.60 0.0026
ZFHX3 0.69 0.0144 | 0.62 0.0046
ZNF827 0.62 0.0030 | 0.53 0.0001

EXAMPLE 3: IDENTIFICATION OF MICRORNAS ASSOCIATED WITH CLINICAL RECURRENCE

AND DEATH DUE TO PROSTATE CANCER
[00148] MicroRNAs function by binding to portions of messenger RNA (mRNA) and

changing how frequently the mRNA is translated into protein. They can also influence the
turnover of mMRNA and thus how long the mRNA remains intact in the cell. Since microRNAs
function primarily as an adjunct to mRNA, this study evaluated the joint prognostic value of
microRNA expression and gene (mRNA) expression. Since the expression of certain microRNAs
may be a surrogate for expression of genes that are not in the assessed panel, we also evaluated

the prognostic value of microRNA expression by itself.

Patients and Samples

[00149] Samples from the 127 patients with clinical recurrence and 374 patients without
clinical recurrence after radical prostatectomy described in Example 2 were used in this study.
The final analysis set comprised 416 samples from patients in which both gene expression and
microRNA expression were successfully assayed. Of these, 106 patients exhibited clinical
recurrence and 310 did not have clinical recurrence. Tissue samples were taken from each
prostate sample representing (1) the primary Gleason pattern in the sample, and (2) the highest
Gleason pattern in the sample. In addition, a sample of histologically normal-appearing tissue
adjacent to the tumor (NAT) was taken. The number of patients in the analysis set for each

tissue type and the number of them who experienced clinical recurrence or death due to prostate

cancer are shown in Table 14,
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Table 14. Number of Patients and Events in Analysis Set

Deaths Due to

Patients Clinical Recurrences Prostate Cancer

Primary Gleason

Pattern Tumor Tissue 416 106 36
Highest Gleason

Pattern Tumor Tissue 405 102 36
?ormal Adjacent 364 31 29

issue
Assay Method
[00150] Expression of 76 test microRNAs and 5 reference microRNAs were determined

from RNA extracted from fixed paraffin-embedded (FPE) tissue. MicroRNA expression in all
three tissue type was quantified by reverse transcriptase polymerase chain reaction (RT-PCR)
using the crossing point (C,) obtained from the Tagman® MicroRNA Assay kit (Applied

Biosystems, Inc., Carlsbad, CA).

Statistical Analysis
[00151] Using univariate proportional hazards regression (Cox DR, Journal of the Royal

Statistical Society, Series B 34:187-220, 1972), applying the sampling weights from the cohort
sampling design, and using variance estimation based on the Lin and Wei method (Lin and Wel,
Journal of the American Statistical Association 84:1074-1078, 1989), microRNA expression,
normalized by the average expression for the 5 reference microRNAs hsa-miR-106a, hsa-miR-
146b-5p, hsa-miR-191, hsa-miR-19b, and hsa-miR-92a, and reference-normalized gene
expression of the 733 genes (including the reference genes) discussed above, were assessed for
association with clinical recurrence and death due to prostate cancer. Standardized hazard ratios
(the proportional change in the hazard associated with a change of one standard deviation in the

covariate value) were calculated.

[00152] This analysis included the following classes of predictors:
[00153] 1. MicroRNAs alone
[00154] 2. MicroRNA-gene pairs Tier 1
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[00155] 3, MicroRNA-gene pairs Tier 2

[00156] 4, MicroRNA-gene pairs Tier 3
[00157] 5. All other microRNA-gene pairs Tier 4
[00158] The four tiers were pre-determined based on the likelihood (Tier 1 representing

the highest likelihood) that the gene-microRNA pair functionally interacted or that the
microRNA was related to prostate cancer based on a review of the literature and existing
microarray data sets.

[00159] False discovery rates (FDR) (Benjamini and Hochberg, Journal of the Royal
Statistical Society, Series B 57:289-300, 1995) were assessed using Efron’s separate class
methodology (Efron, Annals of Applied Statistics 2:197-223., 2008). The false discovery rate is
the expected proportion of the rejected null hypotheses that are rejected incorrectly (and thus are
false discoveries), Efron’s methodology allows separate FDR assessment (g-values) (Storey,
Journal of the Royal Statistical Society, Series B 64:479-498, 2002) within each class while
utilizing the data from all the classes to improve the accuracy of the calculation. In this analysis,
the g-value for a microRNA or microRNA-gene pair can be interpreted as the empirical Bayes
probability that the microRNA or microRNA-gene pair identified as being associated with
clinical outcome is in fact a false discovery given the data. The separate class approach was
applied to a true discovery rate degree of association (TDRDA) analysis (Crager, Statistics in
Medicine 29:33-45, 2010) to determine sets of microRNAs or microRNA-gene pairs that have
standardized hazard ratio for clinical recurrence or prostate cancer-specific death of at least a
specified amount while controlling the FDR at 10%. For each microRNA or microRNA-gene
pair, a maximum lower bound (MLB) standardized hazard ratio was computed, showing the
highest lower bound for which the microRNA or microRNA-gene pair was included in a
TDRDA set with 10% FDR. Also calculated was an estimate of the true standardized hazard
ratio corrected for regression to the mean (RM) that occurs in subsequent studies when the best
predictors are selected from a long list (Crager, 2010 above). The RM-corrected estimate of the
standardized hazard ratio is a reasonable estimate of what could be expected if the selected
microRNA or microRNA-gene pair were studied in a separate, subsequent study.

[00160] These analyses were repeated adjusting for clinical and pathology covariates

available at the time of patient biopsy: biopsy Gleason score, baseline PSA level, and clinical T
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stage (T1-T2A vs. T2B or T2C) to assess whether the microRNAs or microRNA-gene pairs have
predictive value independent of these clinical and pathology covariates.

Results

[00161] The analysis identified 21 microRNAs assayed from primary Gleason pattern
tumor tissue that were associated with clinical recurrence of prostate cancer after radical
prostatectomy, allowing a false discovery rate of 10% (Table 15). Results were similar for
microRNAs assessed from highest Gleason pattern tumor tissue (Table 16), suggesting that the
association of microRNA expression with clinical recurrence does not change markedly
depending on the location within a tumor tissue sample. No microRNA assayed from normal
adjacent tissue was associated with the risk of clinical recurrence at a false discovery rate of

10%. The sequences of the microRNAs listed in Tables 15-21 are shown in Table B.
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Table 15. MicroRNAs Associated with Clinical Recurrence of Prostate Cancer
Primary Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Direction  Uncor- 95% Max. Lower  RM-
g-valuc® of Asso- rected Confidence  Bound — Corrected
MicroRNA p-value (FDR) ciation® Estimate Interval @10% FDR Estimate®

hsa-miR-93 <0.0001 0.0% +) 179 (1.38,2.32) 1.19 1.51
hsa-miR-106b <0.0001  0.1% (+) 1.80  (1.38,2.34) 1.19 1.51
hsa-miR-30e-5p <0.0001 0.1% ) 1.63  (1.30,2.04) 1.18 1.46
hsa-miR-21 <0.0001 0.1% + 1.66 (1.31,2.09) 1.18 1.46
hsa-miR-133a <0.0001  0.1% ) 172 (1.33,2.21) 1.18 1.48
hsa-miR-44%a <0.0001 0.1% +) 1.56 (1.26,1.92) 1.17 1.42
hsa-miR-30a 0.0001  0.1% - 1.56  (1.25,1.94) 1.16 1.41
hsa-miR-182 0.0001  0.2% ) 174 (1.31,2.31) 1.17 1.45
hsa-miR-27a 0.0002 02% +) 1.65 (1.27,2.14) 1.16 1.43
hsa-miR-222 0.0006  0.5% ) 147 (1.18,1.84) 1.12 1.35
hsa-miR-103 0.0036 2.1% +) 177 (1.21,2.61) 1.12 1.36
hsa-miR-1 0.0037 2.2% - .32 (1.10,1.60) 1.07 1.26
hsa-miR-145 0.0053 29% ) 1.34  (1.09, 1.65) 1.07 1.27
hsa-miR-141 0.0060 3.2% ) 143 (1.11, 1.84) 1.07 1.29
hsa-miR-92a 0.0104 4.8% (+) 132 (1.07,1.64) 1.05 1.25
hsa-miR-22 0.0204  7.7% + 131 (1.03,1.64) 1.03 1.23
hsa-miR-29b 0.0212 7.9% (+) 1.36 (1.03,1.76) 1.03 1.24
hsa-miR-210 0.0223  82% +) 1.33  (1.03,1.70) 1.00 1.23
hsa-miR-486-5p  0.0267  9.4% ¢ 1.25 (1.00,1.53) 1.00 1.20
hsa-miR-19b 0.0280  9.7% ) 124 (1.00,1.50) 1.00 1.19
hsa-miR-205 0.0289 10.0% ) 1.25 (1.00, 1.53) 1.00 1.20

“The g-value is the empirical Bayes probability that the microRNA’s association with clinical recurrence

is a false discovery, given the data.
*Direction of association indicates where higher microRNA expression is associated with higher (+) or

lower (-) risk of clinical recurrence.
°RM: regression to the mean.
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Table 16. MicroRNAs Associated with Clinical Recurrence of Prostate Cancer
Highest Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Direction  Uncor- 95% Max. Lower  RM-
g-value® of Asso- rected Confidence  Bound  Corrected
MicroRNA p-value (I'DR) ciation® [Dstimate Interval @10% FDR Dstimate®

hsa-miR-93 <0.0001  0.0% (+) 1.91  (1.48,2.47) 1.24 1.59
hsa-miR-449a  <0.0001 0.0% +) 175 (1.40,2.18) 123 1.54
hsa-miR-205 <0.0001  0.0% S 153 (1.29, 1.81) 1.20 1.43
hsa-miR-19b <0.0001  0.0% ) 137 (119, 1.57) 1.15 1.32
hsa-miR-106b  <0.0001  0.0% +) 1.84  (1.39,2.42) 1.22 1.51
hsa-miR-21 <0.0001  0.0% +) 1.68 (1.32,2.15) 1.19 1.46
hsa-miR-30a 00005  0.4% e 144 (1.17,1.76) 1.13 1.33
hsa-miR-30e-5p  0.0010  0.6% ¢ 137 (114, 1.66) 1.11 1.30
hsa-miR-133a 00015  0.8% ¢ 157 (1.19,2.07) 1.13 1.36
hsa-miR-1 0.0016  0.8% ¢ 142 (1.14,1.77) 1.11 1.31
hsa-miR-103 00021  1.1% +) 1.6 (1.21,2.37) 1.13 1.37
hsa-miR-210 00024  1.2% +) 143 (1.13,1.79) 1.11 1.31
hsa-miR-182 00040  1.7% +) 148 (1.13,1.93) 1.11 1.31
hsa-miR-27a 0.0055  2.1% +) 146 (1.12,1.91) 1.09 1.30
hsa-miR-222 0.0093  3.2% ¢ 138 (1.08, 1.77) 1.08 1.27
hsa-miR-331 0.0126  3.9% +) 138 (1.07,1.77) 1.07 1.26
hsa-miR-191* 00143  4.3% ) 1.38 (106, 1.78) 1.07 1.26
hsa-miR-425 00151  4.5% +) 140 (106, 1.83) 1.07 1.26
hsa-miR-31 00176  5.1% ¢ 129 (1.04, 1.60) 1.05 1.22
hsa-miR-92a 00202 5.6% +) 131 (1.03,1.65) 1.05 1.23
hsa-miR-155 0.0302  7.6% e 132 (1.00,1.69)  1.03 1.22
hsa-miR-22 00437  9.9% +) 130 (1.00, 1.67) 1.00 1.21

*The g-value is the empirical Bayes probability that the microRNA’s association with death due to
prostate cancer is a false discovery, given the data.
®Direction of association indicates where higher microRNA expression is associated with higher (+) or

lower (-) risk of clinical recurrence.
‘RM: regression to the mean.
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[00162] Table 17 shows microRNAs assayed from primary Gleason pattern tissue that
were identified as being associated with the risk of prostate-cancer-specific death, with a false
discovery rate of 10%. Table 18 shows the corresponding analysis for microRNAs assayed from
highest Gleason pattern tissue. No microRNA assayed from normal adjacent tissue was

associated with the risk of prostate-cancer-specific death at a false discovery rate of 10%.

Table 17. MicroRNAs Associated with Death Due to Prostate Cancer
Primary Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Max.
Lower

Direction  Uncor- 95% Bound RM-

g-value®  of Asso- rected Confidence  @10%  Corrected

MicroRNA p-value (FDR)  ciation®  Estimatc Interval FDR Estimatc®
hsa-miR-30e-5p 0.0001  0.6% - 1.88  (1.37,2.58) 1.15 1.46
hsa-miR-30a 00001 07% ) 178 (1.33,2.40) 1.14 1.44
hsa-miR-133a 0.0005 1.2% -) 1.85  (1.31,2.62) 1.13 1.41
hsa-miR-222 0.0006  1.4% -) 1.65  (1.24,2.20) 1.12 1.38
hsa-miR-106b 0.0024 2.7% (+) 1.85  (1.24,2.75) 1.11 1.35
hsa-miR-1 0.0028  3.0% -) 143 (1.13,1.81) 1.08 1.30
hsa-miR-21 00034 33% (+) 1.63  (1.17,2.25) 1.09 1.33
hsa-miR-93 0.0044  3.9% (+) 1.87 (1.21,2.87) 1.09 1.32
hsa-miR-26a 00072  5.3% - 1.47  (1.11, 1.94) 1.07 1.29
hsa-miR-152 0.0096  6.0% ) 146  (1.10,1.95) 1.06 1.28
hsa-miR-331 0.0105 6.5% +) 1.46  (1.09, 1.96) 1.05 1.27
hsa-miR-150 0.0159 8.3% (+) .51 (1.07,2.10) 1.03 1.27
hsa-miR-27b 0.0160  8.3% +) 197  (1.12,342) 1.05 1.25

“The g-value is the empirical Bayes probability that the microRNA’s association with death due to
prostate cancer endpoint is a false discovery, given the data.

*Direction of association indicates where higher microRNA expression is associated with higher (+) or
lower (-) risk of death due to prostate cancer.

‘RM: regression to the mean.
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Table 18. MicroRNAs Associated with Death Due to Prostate Cancer
Highest Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Max.
Lower
Direction  Uncor- Bound
g-value® of Asso-  rected 95% Confidence @10% RM-Corrected
MictoRNA  p-value (FDR) ciation® Estimate Interval FDR Estimate®
hsa-miR-27b 0.0016 6.1% (+) 2.66  (1.45,4.88) 1.07 1.32
hsa-miR-21 0.0020 06.4% (+) 1.66  (1.21,2.30) 1.05 1.34
hsa-miR-10a 0.0024  6.7% (+) 1.78  (1.23,2.59) 1.05 1.34
hsa-miR-93 0.0024 6.7% (+) 1.83  (1.24,2.71) 1.05 1.34
hsa-miR-106b 0.0028 6.8% +) 179 (1.22,2.63) 1.05 1.33
hsa-miR-150 0.0035 7.1% +) 161 (1.17,2.22) 1.05 1.32
hsa-miR-1 0.0104 9.0% ) 152 (1.10,2.09) 1.00 1.28

#I'he g-value is the empirical Bayes probability that the microRNA’s association with clinical endpoint is
a false discovery, given the data.

®Direction of association indicates where higher microRNA expression is associated with higher (+) or
fower (-) risk of death duc to prostate cancer.

‘RM: regression to the mean.

[00163] Table 19 and Table 20 shows the microRNAs that can be identified as being
associated with the risk of clinical recurrence while adjusting for the clinical and pathology
covariates of biopsy Gleason score, baseline PSA level, and clinical T-stage. The distributions
of these covariates are shown in Figure 1. Fifteen (15) of the microRNAs identified in Table 15
are also present in Table 19, indicating that these microRNAs have predictive value for clinical
recurrence that is independent of the Gleason score, baseline PSA, and clinical T-stage.

[00164] Two microRNAs assayed from primary Gleason pattern tumor tissue were found
that had predictive value for death due to prostate cancer independent of Gleason score, baseline

PSA, and clinical T-stage (Table 21).
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Table 19. MicroRNAs Associated with Clinical Recurrence of Prostate Cancer

Adjusting for Biopsy Gleason Score, Baseline PSA Level, and Clinical T-Stage

Primary Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Max.
Lower
Direction  Uncor- 95% Bound RM-
g-valuc®  of Asso- rected Confidence  @10%  Corrected
MicroRNA p-value (FDR) ciation®  Estimate Interval FDR Estimate®

hsa-miR-30e-5p <0.0001  0.0% ¢) 1.80  (1.42,2.27) 1.23 1.53
hsa-mjR-30a <0.0001 0.0% ) 1.75  (1.40,2.19) 1.22 1.51
hsa-miR-93 <0.0001 0.1% +) 1.70  (1.32,2.20) 1.19 144
hsa-miR-449a 0.0001  0.1% +) 1.54  (1.25,1.91) 1.17 1.39
hsa-miR-133a 0.0001  0.1% -) 1.58  (1.25,2.00) 1.17 1.39
hsa-miR-27a 0.0002  0.1% (+) 1.66  (1.28,2.16) 1.17 1.41
hsa-miR-21 0.0003  0.2% +) 1.58  (1.23,2.02) 1.16 1.38
hsa-miR-182 0.0005  0.3% (+) 1.56  (1.22,1.99) 1.15 1.37
hsa-miR-106b 0.0008  0.5% (+) 1.57  (1.21,2.05) 1.15 1.36
hsa-miR-222 00028 1.1% ) .39 (1.12,1.73) 1.11 1.28
hsa-miR-103 0.0048 1.7% (+) 1.69  (1.17,2.43) 1.13 1.32
hsa-miR-486-5p 0.0059  2.0% ) 1.34  (1.09, 1.65) 1.09 1.25
hsa-miR-1 0.0083 2.7% “) 1.20  (1.07,1.57) 1.07 1.23
hsa-miR-141 0.0088 2.8% (+) 1.43  (1.09,1.87) 1.09 1.27
hsa-miR-200c 00116 3.4% +) 1.39  (1.07, 1.79) 1.07 1.25
hsa-miR-145 0.0201  5.1% -) 1.27  (1.03,1.55) 1.05 1.20
hsa-miR-206 00329  7.2% ) 1.40  (1.00,1.91) 1.05 1.23
hsa-miR-29b 0.0476  9.4% (+) 1.30  (1.00, 1.69) 1.00 1.20

*The g-value is the empirical Bayes probability that the microRNA’s association with clinical recurrence
is a false discovery, given the data.
"Direction of association indicates where higher microRNA expression is associated with higher (+) or
lower (-) risk of clinical recurrence.
‘RM: regression to the mean.
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Table 20. MicroRNAs Associated with Clinical Recurrence of Prostate Cancer
Adjusting for Biopsy Gleason Score, Baseline PSA Level, and Clinical T-Stage

Highest Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Max.
Lower
Direction Uncor- 95% Bound RM-
g-value® of Asso- rected Confidence @10% Corrected
MicroRNA p-value (FDR) ciation” Estimate Interval FDR  Estimate®

hsa-miR-30a <0.0001  0.0% ) 1.62 (1.32,1.99) 1.20 143
hsa-miR-30e-5p <0.0001  0.0% ) 1.53 (1.27,1.85) 1.19 1.39
hsa-miR-93 <0.0001  0.0% +) 1.76 (1.37,2.26) 1.20 1.45
hsa-miR-205 <0.0001 0.0% ) 1.47 (1.23,1.74) 1.18 1.36
hsa-miR-449a 0.0001  0.1% (+ 1.62 (1.27,2.07) 1.18 1.38
hsa-miR-106b 0.0003  0.2% (+) 1.65 (1.26,2.16) 1.17 1.36
hsa-miR-133a 0.0005 0.2% ) 1.51 (1.20, 1.90) 1.16 1.33
hsa-miR-1 0.0007  0.3% -) 1.38 (1.15,1.67) 1.13 1.28
hsa-miR-210 0.0045 1.2% (+) 1.35 (1.10, 1.67) L.11 1.25
hsa-miR-182 0.0052 1.3% (+) 1.40 (1.10,1.77) 1.11 1.26
hsa-miR-425 0.0066 1.6% (+) 1.48 (1.12,1.96) 1.12 1.26
hsa-miR-155 0.0073  1.8% ) 1.36 (1.09, 1.70) 1.10 1.24
hsa-miR-21 0.0091  2.1% (+) 1.42 (1.09, 1.84) 1.10 1.25
hsa-miR-222 0.0125 2.7% -) 1.34 (1.06, 1.69) 1.09 1.23
hsa-miR-27a 0.0132  2.8% (+) 1.40 (1.07,1.84) 1.09 1.23
hsa-miR-191* 0.0150 3.0% + 1.37 (1.06, 1.76) 1.09 1.23
hsa-miR-103 0.0180 3.4% +) 1.45 (1.06, 1.98) 1.09 1.23
hsa-miR-31 0.0252 4.3% ) 1.27 (1.00, 1.57) 1.07 1.19
hsa-miR-19b 0.0266 4.5% ) 1.29 (1.00, 1.63) 1.07 1.20
hsa-miR-99a 0.0310  5.0% -) 1.26 (1.00, 1.56) 1.06 1.18
hsa-miR-92a 0.0348 5.4% (+) 1.31 (1.00, 1.69) 1.06 1.19
hsa-miR-146b-5p 0.0386 5.8% ) 1.29 (1.00, 1.65) 1.06 1.19
hsa-miR-145 0.0787 9.9% ) 1.23 (1.00, 1.55) 1.00 1.15

“The g-value is the empirical Bayes probability that the microRNA’s association with clinical clinical
recurrence is a false discovery, given the data.
"Direction of association indicates where higher microRNA expression is associated with higher (+) or

lower (-) risk of clinical recurrence. ‘RM: regression to the mean.
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Table 21. MicroRNAs Associated with Death Due to Prostate Cancer
Adjusting for Biopsy Gleason Score, Baseline PSA Level, and Clinical T-Stage
Primary Gleason Pattern Tumor Tissue

Absolute Standardized Hazard Ratio

Max,
Lower
Direction  Uncor- 95% Bound RM-
g-value®  of Asso- rected Confidence @10%  Corrected
MicroRNA p-value (FDR)  ciation®  Estimate Interval FDR Estimate®
hsa-miR-30e-5p 0.0001  29% ) 197  (1.40,2.78) 1.09 1.39
hsa-miR-30a 0.0002  33% ) 190  (1.36,2.65) 1.08 1.38

*The g-value is the empirical Bayes probability that the microRNA’s association with clinical recurrence is a

false discovery, given the data.
®Direction of association indicates where higher microRNA expression is associated with higher (+) or lower

(-) risk of clinical recurrence.
‘RM: regression to the mean.

[00165] Accordingly, the normalized expression levels of hsa-miR-93; hsa-miR-106b;
hsa-miR-21; hsa-miR-449a; hsa-miR-182; hsa-miR-27a; hsa-miR-103; hsa-miR-141; hsa-miR-
92a; hsa-miR-22; hsa-miR-29b; hsa-miR-210; hsa-miR-331; hsa-miR-191; hsa-miR-425; and
hsa-miR-200c are positively associated with an increased risk of recurrence; and hsa-miR-30e-
5p; hsa-miR-133a; hsa-miR-30a; hsa-miR-222; hsa-miR-1; hsa-miR-145; hsa-miR-486-5p; hsa-
miR-19b; hsa-miR-205; hsa-miR-31; hsa-miR-155; hsa-miR-206; hsa-miR-99a; and hsa-miR-
146b-5p are negatively associated with an increased risk of recurrence.

[06166] Furthermore, the normalized expression levels of hsa-miR-106b; hsa-miR-21;
hsa-miR-93; hsa-miR-331; hsa-miR-150; hsa-miR-27b; and hsa-miR-10a are positively
associated with an increased risk of prostate cancer specific death; and the normalized expression
levels of hsa-miR-30e-5p; hsa-miR-30a; hsa-miR-133a; hsa-miR-222; hsa-miR-1; hsa-miR-26a;
and hsa-miR-152 are negatively associated with an increased risk of prostate cancer specific
death.

[00167] Table 22 shows the number of microRNA-gene pairs that were grouped in each
tier (Tiers 1-4) and the number and percentage of those that were predictive of clinical

recurrence at a false discovery rate of 10%.



Table 22.

Tier Total Number of Number of Pairs Predictive of Clinical
MicroRNA-Gene Pairs Recurrence at False Discovery Rate 10% (%)

Tier 1 80 46 (57.5%)

Tier 2 719 591 (82.2%)

Tier 3 3,850 2,792 (72.5%)

Tier 4 54,724 38,264 (69.9%)
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TABLE A

SRR
GTGTGGCAGGTGG TCCATCCACTCCAG COCTTCAAAGGACCAGACCT GTGTGGCAGGTGGACACTAAGGAGGAGGTCTGGTCC
AAMP | NM 001087 1
ACACTAA GTCTC CCTC TTTGAAGCGGGAGACCTGGAGTGGATGGAG
ABCAS | NM 172022 5 GGTATGGATCCCA |6 CAGCCCGCTTTCTGITT CACATGTGGCGAGCAATTCG |8 GGTATGGATCCCAAAGCCAAACAGCACATGTGGCGA
— AAGCCA TITA AACT GCAATTCGAACTGCATTTAAAAACAGAAAGCGGGCT
ABCRI | NM 000927 9 AAACACCACTGGA (10 CAAGCCTGGAACCTA. |11 CAAGCCTGGAACCTATAGCC (12 AAACACCACTGOGAGCATTGACTACCAGGCTCGCCAA
- GCATTGA TAGCC TGATGCTGCTCAAGTTAAAGGGGCTATAGGTICCAG
ARCCT | NM 004996 13 TCATGGTGCCCGT |14 CGATTGTCTTTGCTCT |15 ACCTGATACGTCTTGGTCTT |16 TCATGGTGCCCGTCAATGCTGTGATGGCGATGAAGA
- CAATG TCATGTG CATCGCCAT CCAAGACGTATCAGGTGGCCCACATGAAGAGCAAAG
TCATCCTGGCGAT |18 CCGTTGAGTGGAATC |19 TCTGTCCTGGCTGGAGTCGC |20 TCATCCTGGCOATCTACTTCCTCTGGCAGAACCTAGG
ABCC3 | NM_003786 17 |CTACTTCCT AGCAA TTTCAT TCCCTCTGTCCTGGCTGGAGTCGCTITCATOGTCTTG
CTGATTCCACTCAACGG
ABCCA | NM 005845 21 AGCGCCTGGAATC |22 AGAGCCCCTGGAGAG |23 CGGAGTCCAGTGTTITCCCA |24 AGCGCCTGGAATCTACAACTCGGAGTCCAGTGTTTTC
T TACAACT AAGAT CTTA CCACTTATCATCTTCTCTCCAGGOGCTCT
ABCCS | MM ooo3s2| 25 CGTCTGTCACTGT |26 [TGATCCGGTTTAGCA |27 AGTCTCTTGGCCACCTTCAG |28 CGTCTGTCACTGTGGAGTGGACAGGGCTGAAGGTGG
_ GGAGTGG GGC CCCT CCAAGAGACTGCACCGCAGCCTGCTAAACCGGATCA
ABCGZ | NM 0048271 29 GGTCTCAACGCCA 30 CTTGGATCTTTCCTTG 31 ACCGAAGATTTGCCTCCACCT 132 GGTCTCAACGCCATCCTGGGACCCACAGGTGGAGGC
- TCCTG CAGC GTGG AAATCTTCGTTATTAGATGTCTTAGCTGCAAGUAAAG
ABHDZ2 | NM 007011 33 GTAGTGGGTCTGC |34 TGAGGGTTGGCACTC {35 CAGGTGGCTCCTTTGATCCC |36 GTAGTGGGTCTGCATGGATGTTTCAGGGATCAAAGG
— ATGGATGT AGG TGA AGCCACCTGOGCGCCTGAGTGCCAACCCICA
ACE |NM o00789| 37 CCGCTGTACGAGG |38 CCGTGTCTGTGAAGC |39 TGCCCTCAGCAATGAAGCCT 40 CCGUTGTACGAGGATTTCACTGCCCTCAGCAATGAA
~ ATTTCA CGT ACAA GCCTACAAGCAGGACGGCTTCACAGACACGG
ACOX2 | NM 003500 41 ATGGAGGTGCCCA |42 ACTCCGGOGTAACTGT 143 TGCTCTCAACTTITCCTGCGG (44 ATGGAGGTGCCCAGAACACTGCACTCCGCAGGAAAG
_ GAACAC BOATG AGTG TTGAGAGCATCATCCACAGTTACCCGGAGT
ACTRZ | NM 005722] 45 ATCCGCATTGAAG |46 ATCCGCTAGAACTGC 147 CCCGCAGAAAGCACATGGTAMS ATCCGCATTGAAGACCCACCCCGCAGAAAGCACATG
_ ACCCA ACCAC TTCC GTATTCCTGGGTGCTGCAGTTCTAGCGGAT
ADAMIS| NM 0038151 49 |GGCGGGATGTGGT |50 ATTTCTGGGCCTCCG 151 TCAGCCACAATCACCAACTC 152 GGCGGOATGTGGTAACAGAGACCAAGACTGTGGAGT
ADAMT NM 006988 | 53 GGACAGGTGCAAG |54 ATCTACAACCTTGGG |55 CAAGCCAAAGGCATTGGCTA|56 GGACAGGTGCAAGCTCATCTGCCAAGCCAAAGGCAT
s1 o ~__ICTCATCTG CTGCAA CITCTITCG TGGCTACTTCTTCGTTTTCCAGCCCAAGGTTGTAGAT
ADH3 | NM 000671 57 _|ATGCTGTCATCATT|58 CTGCTTCCTTTCCCTT |59 TGTCTGCCCATTATCTTCAT |60 ATGCTGTCATCATTGTCACGGTTITGTCTGCCCATTAT
AFAP1 | NM 1985951 61 |GATGTCCATCCTIT |62 CAACCCTGATGCCTG 163 CCTCCAGTGCTGTGTTCCCA |64 GATGTCCATCCTTGAAACAGCCTCTTCTGGGAACACA
AGTR] | NM 000685] 65 |AGCATTGATCGAT |66 CTACAAGCATTGTGC |67 ATTGTTCACCCAATGAAGTC |68 AGCATFGATCGATACCTGGCTATTGTTCACCCAATGA
AGTR2 | NM 000686] 69 |ACTGGCATAGGAA |70 ATTGACTGGGTICTCTT71 CCACCCAGACCCCATGTAGC [72 ACTGGCATAGGAAATGGTATCCAGAATGGAATTTITG
AIG1 |NM 0161081 73 |CGACGGTITCTGCC [74 TGCTCCTGCTGGGAT 175 AATCGAGATGAGGACATCGC76 CGACGGTTCTGCCCTTTATATTAATCGAGATGAGGAC
AKAP1 | NM 003488 | 77 |TGTGGTTGGAGAT |78 GTCTACCCACTGGGC {79 CTCCACCAGGGACCGGTTTA (80 TGTGGTTGGAGATGAAGTGGTGTTGATAAACCGGTC
AKRIC1} BC040210 81 |GTGTGTGAAGCTG |32 CTCTGCAGGCGCATA 183 CCAAATCCCAGGACAGGCAT |84 GTGTGTGAAGCTGAATGATGGTCACTTCATGCCTGTC
AKRIC3 I NM 003739 85 GCTTTGCCTGATG |86 GTCCAGTCACCGGCA |87 TGCGTCACCATCCACACACA (88 GCTTTGCCTGATGTCTACCAGAAGCCCTGTGTGTGGA
- TCTACCAGAA TAGAGA GGG TGGTGACGCAGAGGACGTCTCTATGCCGGTGACTGG
AKT] | NM_005163 89 |CGCTTCTATGGCG |90 TCCCGGTACACCACG 191 CAGCCCTGGACTACCTGCAC (92 COCTTICTATGGCOCTGAGATTGTGTCAGCCCTGGACT
AKTZ |NM 001626] 93 |TCCTGCCACCCTTC|94 GOCGOTAAATTCATC 195 CAGGTCACGTCCGAGGTCGA|96 TCCTGCCACCCTTCAAACCTCAGGTCACGTCCGAGGT
AKT3 | NM oos465| 97 TTGTCTCTGCCTTG |98 CCAGCATTAGATTCTC|99 TCACGGTACACAATCTTTCC |100 TTGTCTCTGCCTTGGACTATCTACATTCCGGAAAGAT
- GACTATCTACA CAACTTGA GGA TOTGTACCGTGATCTCAAGTTGGAGAATCTAATGCTG
ALCAM | NM 0016271 101 [GAGGAATATGGAA {102 GTGGCGGACGATCAAG 1103 CCAGTTCCTGCCOTICTGCTC 1104 GAGGAATATGGAATCCAAGGGGGCCAGTTCCTGCCG
ALDHI8 NM omsso] 108 GATGCAGCTGGAA (106 CTCCAGCTCAGTGGG 107 CCTGAAACTTGCATCTCCTG (108 GATGCAGCTGGAACCCAAGCTGCAGCAGGAGATGCA
Al e —_jcceaa GAA CTGC AGTTTCAGGATGTTCCCCACTGAGCTGGAG
ALDHIAINM 1706961 109 |CACGTCTGTCCCT (110 GACCGTGGCTCAACT [111 TCTCTGTAGGGCCCAGCTCT |112 CACGTCTGTCCCTCTCTGCTTTCTCTGTAGGGCCCAG
ALKBH3 I NM 1301781 113 ITCOGCTTAGTCIGC 114 TCTGAGCCCCAGITTITIIS TAAACAGGGCAGTCACTTTC 116 TCGCTTAGICTGCACCTCAACCGTGCGGAAAGTGACT
ALOX]Z | NM 000697 | 117 [AGTTCCTCAATGG {118 AGCACTAGCCTGGAG {119 CATGCTGTTGAGACGCTCGA 120 AGTTCCTCAATGGTGCCAACCCCATGCTGTTGAGACG
ALOXS | NM 000698 | 121 |GAGCTGCAGGACT 122 GAAGCCTGAGGACTT {123 CCGCATGCCGTACACGTAGA 124 GAGCTGCAGGACTTCGTGAACGATGTCTACGTGTAC
AMACR | 1 2033821 125 GICTCTGGGCTGT 126 TGGGTATAAGATCCA 127 TCCATGTGTTTGATTTCTCCT|128 GTCTCTGGGCTGTCAGCTTTCCTTTCTCCATGTGTTT
- CAGCTIT GAACTTGC CAGGC GATTTCTCCTCAGCCTGGTAGCAAGTTCTGGATCTTA
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AMPD3 | M 000480 129 TOGGTTCATCCAGC 130 CATAAATCCGGGGCA 131 TACTCTCCCAACATGCGCTG (132 TCGTTCATCCAGCACAAGOTCTACTCTCCCAACATGC
- ACAAGG CCT GATC GCTGGATCATCCAGGTGCCCCGGATTTATG
ANGPT2 | NM 001147 | 133 |[CCGTGAAAGCTGC {134 TTGCAGTGGGAAGAA 1135 AAGCTGACACAGCCCTCCCA |136 CCGTGAAAGCTGCTCTGTAAAAGCTGACACAGCCCT
ANLN | NM 0186851 137 ITGAAAGTCCAAAA 1138 CAGAACCAAGGCTAT 139 CCAAAGAACTCGTGTCCCTC 140 TGAAAGTCCAAAACCAGGAAAATTCCAAAGAACTCG
ANPEP | M 001150 | 141 CCACCTTGGACCA |142 TCTCAGCGTCACCTG 143 CTCCCCAACACGCTGAAACC 144 CCACCITGGACCAAAGTAAAGCGTGGAATCGTTACC
- AAGTAAAGC GTAGGA CG GCCTCCCCAACACGCTGAAACCCGATTCCTACCGGG
ANXA?2 | v 004039 | 145 CAAGACACTAAGG (146 CGTGTCGGGCTTCAG {147 CCACCACACAGGTACAGCAG|148 CAAGACACTAAGGGCGACTACCAGAAAGCGCTGCTG
” GCGACTACCA TCAT CGCT TACCTGTGTGGTGGAGATGACTGAAGCCCGACACG
APC | NM 000038 ] 149 |[GGACAGCAGGAAT {150 ACCCACTCGATTIGTTI15] CATTGGCTCCCCGTGACCTG (152 GGACAGCAGGAATGTGTTTCTCCATACAGGTCACGG
APEX1 | NM 001641] 153 [|GATGAAGCCTTIC |154 AGGTCTCCACACAGC 155 CTTTCGGGAAGCCAGGCCCT 156 GATGAAGCCTTTCGCAAGTTCCTGAAGGGCCTGGCTT
APOCT | NM 0016451 157 |CCAGCCTGATAAA 158 CACTCTGAATCCTTGC|159 AGGACAGGACCTCCCAACCA|I60 CCAGCCTGATAAAGGTCCTGCGGGCAGGACAGGACC
APOE | N 000041 | 161 GCCTCAAGAGCTG (162 CCTGCACCTTCTCCACI63 ACTGGCGCTGCATGTCTTCC {164 GCCTCAAGAGCTGGTTCGAGCCCCTGGTGGAAGACA
_ GITCG CA AC TGCAGCGCCAGTGGGCCGCGCTGGTGGAGAAGGTGC
APRT | NM 000485 { 165 |GAGGTCCTGGAGT (166 AGGTGCCAGCTTCIC {167 CCITAAGCGAGGTCAGCTCC {168 GAGGTCCTGGAGTGCETCAGCCTGGTGGAGCTGACC
AQP2 | NM 000486] 169 [GTGTGGGTGCCAG {170 CCCTTCAGCCCTCTCA|17] CTCCTICCCTITCCCCTTCTOC|172 GTGTGGGTGCCAGTCCTCCTCAGGAGAAGGGGAAGG
AR NM_000044] 173 |CGACTTCACCGCA [174 TGACACAAGTGGGAC 175 ACCATGCCGCCAGGGTACCA|TT6 CGACTTCACCGCACCTGATGTGTGGTACCCTGGCGE
ARF1 | NM 001658 | 177 |CAGTAGAGATCCC 178 ACAAGCACATGGCTA 179 CTTGTCCTTGGGTCACCCTG {180 CAGTAGAGATCCCCGCAACTCGCTTGTCCTTGGGTCA
ARHGAP M 004815 | 181 CACGGTCTCGTGG 182 CAGTTGCTTGCCCAG 1183 ATGCCAGACCCAGACAAAG 184 CACGGTCTCGTGGTGAAGTCAATGCCAGACCCAGAC
29 - i} TGAAGT GAC CATCA AAAGCATCAGCTTGTCCTGGGCAAGCAACTG
ARHGDI|NM 001175 185 [TGGTCCCTAGAAC 1186 TGATGGAGGATCAGA {187 TAAAACCOGGCTTTCACCCA |188 TGGTCCCTAGAACAAGAGGCTTAAAACCGGGCTTTC
ASAPD | NM 003887 | 189 ICGGCCCATCAGCT {190 CTCTGGCCAAAGATA 191 CTGGGCTCCAACCAGCTTCA |192 COGCCCATCAGCTTCTACCAGCTGOGCTCCAACCAG
ASPN |NM 017680] 193 TGGACTAATCTGT [194 AAACACCCTTCAACA 195 AGTATCACCCAGGGTGCAGC196 TGGACTAATCTGTGGGAGCAGTTTATTCCAGTATCAC
ATM | NM 000051 197 [ITGCITTCTACACAT|198 GTTGTGGATCGGCTC 199 CCACGCIGTCTTCGACACTTC 1200 TGCITTCTACACATGTTCAGGGATTTTTCACCAGCTG
ATPSE | NM 006886 | 201 |CCGCTTTCGCTAC (202 TGOGAGTATCGGATG (203 TCCAGCCTGTCTCCAGTAGE (204 CCGCTTTCGCTACAGCATGOGTGGCCTACTGGAGACA
ATPS) NM_0010037 205 GTCGACCGACTGA [206 CTCTACTTCCOGCCCT (207 CTACCCGCCATCGCAATGCA [208 GTCGACCCGACTGAAACGGUGGCCCATAATGCATTGC
o3 AACGG GG TTAT GATGGCGGGTAGGCGTGTGGGGGCGGAGCCAGGGCC
ATXN] | NM 0003321 209 [GATCGACTCCAGC (210 GAACTGTATCACGGC 1211 CGGGCTATGOCTGTICTTICAA 212 GATCGACTCCAGCACCGTAGAGAGGATTIGAACGACAG
AURKA | NM 003600 | 213 [CATCTTCCAGGAG [214 TCCGACCTTCAATCAT|215 CTCTGTGGCACCCTGGACTA 216 CATCTTCCAGGAGGACCACTCTCTGTGGCACCCTGGA]
AURKB | NM_004217 | 217 IAGCTGCAGAAGAG 218 GCATCTGCCAACTCC 219 TGACGAGCAGCGAACAGCC {220 AGCTGCAGAAGAGCTGCACATTTGACGAGCAGCGAA
AXIND | NM 004655 | 221 |GGCTATGTICTITG |222 ATCCCTCAGCGCATC 1223 ACCAGCGCCAACGACAGTG 224 GGCTATGTCTTTGCACCAGCCACCAGCGCCAACGAC
AZGP1 | NM 001185] 225 |GAGGCCAGCTAGG |226 CAGGAAGGGCAGCTA 1227 TCTGAGATCCCACATTGCCT 1228 GAGGCCAGCTAGGAAGCAAGGGTTGGAGGCAATGTG
BAD | NM 032989 229 |GGGTCAGGGGCCT (230 CTGCTCACTCGGCTC (231 TGGGCCCAGAGCATGTTCCA [232 GGGTCAGGGGCCTCGAGATCGGOGCTITGGCCCCAGAG
BAGS NM_0010150 o ACTCCTGCAATGA {234 ACAAACAGCTCCCCA [235 ACACCGGATTTAGCTCTTGT {236 ACTCCTGCAATGAACCCTGTTGACACCGGATTTAGCT
49 T ACCCTGT CGA CGGC CITGTCCGGCCTTCGTGGCGAGCTGTITGT
BAK1 | NM 001188 | 237 |CCATTCCCACCATTI|238 GGGAACATAGACCCA [239 ACACCCCAGACGTCCTGGCC |240 CCATTCCCACCATTCTACCTGAGGCCAGGACGTCIGG
BAX |NM_ 004324 | 241 |CCGCCOTGGACAC {242 TTGCCGTCAGAAAAC 1243 TGCCACTCOGAAAAAGACCT 1244 CCOCCOTGGACACAGACTCCCCCCOAGAGGTCTTTTT
BRC3 | M 014417 245 CCTGGAGGGTICCT (246 CTAATTGGGCTCCAT {247 CATCATGGGACTCCTGCCCT (248 CCTGGAGGGTCCTGTACAATCTCATCATGGGACTCCT
- GTACAAT CTCG TACC GCCCTTACCCAGGGGCCACAGAGCCCCCGAGATGGA
BCL2 | Nm 000633 | 240 CAGATGGACCTAG 250 CCTATGATTTAAGGG |25) TTCCACGCCGAAGGACAGCG|252 CAGATGGACCTAGTACCCACTGAGATTTCCACGCCG
- TACCCACTGAGA CATTTITCC AT AAGGACAGCGATGGGAAAAATGCCCTTAAATCATAG
BDKRB]{NM 000710) 253 |GTGGCAGAAATCT [254 IGAAGGGCAAGCCCAA |255 ACCTGGCAGCCTCTGATCTG (256 GTGGCAGAAATCTACCTGGCCAACCTGGCAGCCTCT
BGN | NM 0017111 257 |GAGCTCCGCAAGG 258 CTTGTTGTTCACCAGG|239 CAAGGGTCTCCAGCACCTCT {260 GAGCTCCGCAAGGATGACTTCAAGGGTCTCCAGCAC
BIK | ~\M oo1197 | 261 ATTCCTATGGCTCT|262 GGCAGGAGTGAATGG (263 CCGGTTAACTGTGGCCTGTG {264 ATTCCTATGGCTCTGCAATTGTCACCGGTTAACTGTG
- GCAATTGTC CICTTC ccC GCCTGTGCCCAGGAAGAGCCATTCACTCCIGCC
BINL |~ ooa30s | 265 CCTGCAAAAGGGA (266 CGTGGTTGACTCTGA 267 CTTCGCCTCCAGATGGCTCC 268 CCTGCAAAAGGGAACAAGAGCCCTTCGCCTCCAGAT
- ACAAGAG TICTCG C GGCTCCCCTGCCGCCACCCCCGAGATCAGAGTCAAC
BIRCS NM_0010122 269 TTCAGGTGGATGA 270 CACACAGCAGTGGCA 271 TCTGCCAGACGCTTCCTATC 272 TTCAGGTGGATGAGGAGACAGAATAGAGTGATAGGA
71 GGAGACA AAAG ACTCTATTC AGCGTCTGOCAGATACTCCTTTTGCCACTGCTGTGTG
BMPS | NM 0017181 273 |GTGCAGACCTIGG [274 CTTAGTTGGCGCACA 275 TGAACCCCGAGTATGTCCCC 276 GTGCAGACCTTGGTTCACCTTATGAACCCCGAGTATG
BMPRIB | NM_001203 | 277 |ACCACTTTGGCCA {278 GCGGTGTTTGTACCC {279 ATTCACATTACCATAGCGGC (280 ACCACTTTGGCCATCCCTGCATTTGGGGCCGCTATGG
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NM_007294 TCAGGGGGCTAGA 1282 CCATTCCAGTTGATCT 283 CTATGGGCCCTTCACCAACA (784 TCAGGGGGCTAGAAATCTGTTGCTATGGGCCCTTCAC
BRCA2 | NM 0000591 285 [AGTTCGTGCITTG {286 AAGGTAAGCTGGOTC 1287 CATTCTTCACTGCTTCATAA 1288 AGTTCGTGCTTTGCAAGATGGTGCAGAGCTTTATGAA
BTG1 | NM 0017311 289 |GAGGTCCGAGCGA 290 AGTTATTTTCGAGAC 1291 CGCTCGTCTCTTCCTCTCTC 292 GAGGTCCGAGCGATGTGACCAGGCCGCCATCGCTCG
BTG3 | NM 0068061 293 [CCATATCGCCCAA 794 CCAGTGATTCCGGTC 295 CATGOGTACCTCCTCCTIGGA 296 CCATATCGCCCAATTCCAGTGACATGGGTACCTCCIC
BIRC | NM 033637] 297 |GTTGGGACACAGT 298 TGAAGCAGTCAGTTG (299 CAGTCGGCCCAGGACGGTCT 300 GTTGOGACACAGTTGGTCTGCAGTCOGCCCAGGACT
BUB] [NM 004336| 301 (JCCGAGGTTAATCC 1302 AAGACATGGCGCTCT (303 TGCTGGGAGCCTACACTTGG [304 CCGAGGTTAATCCAGCACGTATGGOGGCCAAGTGTAG
[er) NM 000587 305 (ATGICTCGAGTGTG 306 AGGCCTTATGCTGGT {307 ATGCTCTGCCCYCTGCATCT |308 ATGTCTGAGTGTGAGGCGGGCGCTCTGAGATGCAGA
CACNAL M 000720 | 300 AGGACCCAGCTCC {310 CCTACATTCCGTGCC (311 CAGTACACTGGCGTCCATTC {312 AGGACCCAGCTCCATGTGCGTTCTCAGGGAATGGAC
D - ~ ATGTG ATTG CCTG GCCAGTGTACTGCCAATGGCACGGAATGTAGG
CADM] | NM 014333 313 ICCACCACCATCCT 1314 CATCCACTGCCCTGA |315 TCTTCACCTGCTCGGGAATC [316 CCACCACCATCCTTACCATCATCACAGATTCCCGAGC
CADPS | NM 003716 | 317 |CAGCAAGGAGACT (318 GGTCCTCTTCTCCACG|319 CTCCTGGATGGCCAAATTTG 320 CAGCAAGGAGACTGTGCTGAGCTCCTGGATGGCCAA
CASP1 | NM 001223 321 |AACTGGAGCTIGAG {322 CATCTACGCTGTACC 323 TCACAGOCATGACAATGCTG 324 AACTGGAGCTGAGGTTGACATCACAGGCATGACAAT
CASP3 | NM 032991 | 325 TGAGCCTGAGCAG 1326 CCTTCCTGCATGGTCCI327 TCAGCCTGTTCCATGAAGGC 328 TGAGCCTGAGCAGAGACATGACTCAGCCTGTTCCAT
CASP7 | NM 033338 | 329 [IGCAGCGCCGAGAC i330 AGTCTCTCTCCGTCGC|331 CTTTCGCTAAAGGGGCCCCA |332 GCAGCGCCOAGACTTTTAGTTICGCTTTCGCTAAAGG
CAV1 |NM 001753 333 |GTGGCTCAACATT 1334 CAATGGCCTCCATTTT 335 ATTTCAGCTGATCAGTGGGC [336 GTGGCTCAACATTGTGTTCCCATTTCAGCTGATCAGT
CAV2 INM 1982121 337 [CTTCCCTGGGACG [338 CTCCTGGTCACCCTTC|339 CCCGTACTGTCATGCCTCAG [340 CTTCCCTGGGACGACTTGCCAGCTCTGAGGCATGAC
corz | NM ooz082] 341 CGCTCAGCCAGAT (342 GCACTGAGATCTTCC |343 TGCCCCAGTCACCTGCTOTT 344 CGCTCAGCCAGATGCAATCAATGCCCCAGTCACCTG
- GCAATC TATTGGTGAA A CTGTTATAACTTCACCAATAGGAAGATCTCAGTGC
CCL5 | NM 002985 3435 IAGGTTCTGAGCTC 346 ATGCTGACTTCCTTCC 1347 ACAGAGCCCTGGCAAAGCC [348 AGGTTCTGAGCTCTGGCTTTGCCTTGGCTTTGCCAGG
CONR1 | NM 0319661 349 TTCAGGTTGTTGC {350 CATCTTCTTGGGCAC {351 TGTCTCCATTATTGATCGGT (352 TTCAGGTTGTTGCAGCGAGACCATGTACATGACTGTCT
- AGGAGAC ACAAT TCATGCA CCATTATTGATCGGTTCATGCAGAATAATTGIGTGCC
CCND1 | NM 001758 | 353 |GCATGTICGTGGC 334 CGGTOTAGATGCACA 355 AAGCAGACCATCCCCCTGAC 356 GCATGTTCGTGGCCTCTAAGATCGAAGGAGACCATCC
CONE2 | NM 057749 | 357 ATGCTGTGGCTCC 358 ACCCAAATTGTGATA [359 TACCAAGCAACCTACATGTC |360 ATGCTGTGGCTCCTTCCTAACTGGGGCTTTCTTGACA
- TTCCTAACT TACAAAMAGGTT AAGAMGCCC TGTAGGTIGCTTGOTAATAACCTITITGTATATCACA
CCNH | NM 001239 361 |GAGATCTTCGGTG (362 CTGCAGACGAGAACC 1363 CATCAGCGTCCTGGCGTAAA 364 GAGATCTTCGGTGGGGGTACGOGGTGTITTACGCCAG
CCR1 | NM 001295| 365 |ITCCAAGACCCAAT 1366 TCGTAGGCTTTCGTG (367 ACTCACCACACCTGCAGCCT [368 TCCAAGACCCAATGGGAATTCACTCACCACACCTGC
CDI164 | NM 0060161 369 |CAACCTGTGCGAA |370 ACACCCAAGACCAGG 371 CCTCCAATGAAACTGGCTGC (1372 CAACCTGTGCOAAAGTCTACCTTTGATGCAGCCAGTT
CDIA | NM 001763 373 GGAGTGGAAGGAA |374 TCATGGGCGTATCTA 375 CGCACCATTCGGTCATTTGA (376 GGAGTGGAAGGAACTGGAAACATTATTCCGTATACG
- CTGGAAA CGAAT GG CACCATTCGGTCATTTGAGGGAATTCGTAGATACGCC
D26 NM_ 0010247 377 CCAAAGGATGCGA |378 GGATGACTTGGGAAT 379 CCACTGTGCAGCCTTATTTC {380 CCAAAGGATGCGATACACAGACCACTGTGCAGCCTT
36 TACACAG CATGTC TCCAATG ATTTCTCCAATGGACATGATTCCCAAGTCATCC
CD44 | NM 000610 | 381 |GGCACCACTGCTT [382 GATGCTCATGGTGAA 383 ACTGGAACCCAGAAGCACA. 334 GGCACCACTGCTTATGAAGGAAACTGGAACCCAGAA
CD68 | NM 001251 | 385 |TGGTTCCCAGCCC |386 CTCCTCCACCCTGGGT(387 CTCCAAGCCCAGATTCAGAT [388 TGGTTCCCAGCCCTGTGTCCACCTCCAAGCCCAGATT
sz |~ 002231 389 GTGCAGGCTCAGG {390 GACCTCAGGGCGATT 391 TCAGCTTCTACAACTGGACA (392 GTGCAGGCTCAGGTGAAGTGCTGCGGCTGGGTCAGC
- TGAAGTG CATGA GACAACGCTG TTCTACAACTGGACAGACAACOCTGAGCTCATGAAT
CDC20 | NM 0012551 393 |TGGATTGGAGTTIC |3%4 GCTTOCACTCCACAG 395 ACTGGCCGTGGCACTGCACA 396 TGGATTGGAGTTCTGCGGAATGTACTGGCCGTGGCAC
CDXC25B | NM 021873 | 397 |GCTGCAGGACCAG |398 TAGGGCAGCTGGCTT |399 CTGCTACCTCCCTTGCCTTT 400 GCTGCAGGACCAGTGAGGGOCCTGCGCCAGTCCTGC
CDC6 | NM 001254 | 401 |GCAACACTCCCCA 402 TGAGGGGCGACCATTC |403 TTCTTCTCCACCAAAGCAAG 1404 GCAACACTCCCCATTTACCTCCTTGITCTCCACCAAA
cDH1 | "M 004360 | 405 TGAGTGTCCCCCG 1406 CAGCCGCTTTCAGAT 407 TGCCAATCCCGATGAAATTG 408 TGAGTGTCCCCCGGTATCTTCCCCGCCCTGCCAATCC
- GTATCTTC TTTCAT GAAATTT CGATGAAATTGGAAATTTITATTGATGAAAATCTGAAA
CDHIO | NM 0067271 409 |TGTGGTGCAAGIC j410 TGTAAATGACTCTGG 411 ATGCCGATGACCCTTCATAT (412 TGTGOGTGCAAGTCACAGCTACAGATGCCGATGACCC
CDHIl | NM 001797 413 IGTCGGCAGAAGCA |414 CTACTCATGGGCGGG (415 CCTTCTGCCCATAGTGATCA. 1416 GTCGGCAGAAGCAGGACTTGTACCTTCTGCCCATAG
CDHI19 | NM 0211531 417 |AGTACCATAATGC 1418 AGACTGCCTGTATAG (419 ACTCGGAAAACCACAAGCG 1420 AGTACCATAATGCGGOAACGCAAGACTCGGAAAACC
CDH3 | NM 0017951 421 |ACAGGAGACGTGT [422 CAGCAGTGAGGTGGT 423 TATTCTCCCGGTCCAGCCTIC 1424 ACAGOAGACGTGTTICGCCATTGAGAGGCTGUACCGG
CDH7 | NM 033646 | 425 |GTTTGACATGGCT 1426 AGTCACATCCCTCCG (427 ACCTCAACGTCATCCGAGAC |428 GTTTGACATGGCTGCACTGAGAAACCTCAACGTCATC
CDK14 | NM 012395 429 1GCAAGGTAAATGE 1430 GATAGCTGTGAAAGG |431 CTTCCTGCAGCCTGATCACC {432 GCAAGGTAAATGGGAAGTTGGTAGCTCTGAAGGTGA
CDK2 | M 0017981 433 AATGCTGCACTAC 1434 TTGGTCACATCCTGG {433 CCTTGGCCGAAATCCGCTTG |436 AATGCTGCACT"ACGACCCTAACAAGCGGATTTCGGC
- GACCCTA AAGAA i CAAGGCAGCCCTGGCTCACCCTITCTYCCAGGATGTG
CDK3 | NM 0012581 437 |CCAGGAAGGGACT 1438 GTTGCATGAGCAGGT (439 CTCTGGCTCCAGATTGGGCA 440 CCAGGAAGGGACTGGAAGAGATTGTGCCCAATCTGG
CDK7 |NM 001799 441 |GTCTCGOGCAAAQG |442 CTCTGGCCTTGTAAA (443 CCTCCCCAAGGAAGTCCAGC 444 GTCTCGGGCAAAGCGTTATGAGAAGCTGGACTTCCT
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CDKNI1A | NM._00038 445 |TGCAGACTCTCAG (446 GCCGTTTGGAGTGGT 1447 CGGCGGCAGACCAGCATGA 1448 TGGAGACTCTCAGGGTCGAAAACGGCGGCAGACCAG
CDKNIC| NM 0000761 449 ICGGCGATCAAGAA 1450 CAGGCGCTGATCICT |451 CGGGCCTCTGATCTCCGATT 1452 CGGCOATCAAGAAGCTGTCCGGGCCTCTCGATCTCCG
CDKN2B | NM 004936 453 |GACGCTGCAGAGC [454 GCOGGAATCTICTCCT 1455 CACAGGATGCTGGCCTTTGC 1456 GACGCTGCAGAGCACCTTTGCACAGGATOCTGGCCT
CDKN2C| NM 0012621 457 1GAGCACTGGGCAA 458 CAAAGGCGAACGGGA |459  |CCTGTAACTTGAGGGCCACC 460 GAGCACTGGGCAATCGTTACGACCTGTAACTTGAGG
CDKN3 | NM 005192 461 |TGGATCTCTACCA 462 ATGTCAGGAGTCCCT 1463 ATCACCCATCATCATCCAAT 464 TGGATCTCTACCAGCAATGTGGAATTATCACCCATCA
CDS2 | NM 003818 465 |GGGCTITCITTGCT [466 ACAGGGCAGACAAAG 467 CCCOGACATCACATAGGACA 468 COGCTTCTTTGCTACTGTGOTGTTIGGCCTICTGCTG
CENPF | NM 016343 | 469 |CTCCCGTCAACAG 470 GOGGTGAGTCTGGCCT (471 ACACTGGACCAGGAGTGCATAT2 CTCCCGTCAACAGCGTTCTTITCCAAACACTGGACCAG
CHAFIA | NM 005483 | 473 |GAACTCAGTGTAT 474 GCTCTGTAGCACCTG 1475 TGCACGTACCAGCACATCCT 476 GAACTCAGTGTATGAGAAGCGGCCTCGACTTCAGGAT
CHN1 | NM 0018221 477 |ITTACGACGCTCGT 1478 TCTCCCTGATGCACATA79 CCACCATTGGCCGCTTAGTG 1480 TTACGACGCTCGTGAAAGCACATACCACTAAGCGGC
CHRACLINM 0174441 481 |TCTCGCTGCCTCTA482 CCTGGTTGATGCTGG 1483 ATCCGGGTCATCATGAAGAG 484 TCTCGCTGCCTCTATCCCGCATCCGGGTCATCATGAA
CKS2 INM 0018271 485 (GGCTGGACGTGGT 486 CGCTGCAGAAAATGA 1487 CTGCGCCCGCTICTTCGCG 488 GGCTGCACGTGGTTITICTCTGCTGCGCCCGCTCTICG
CLDN3 | NM 0013061 489 [ACCAACTGCGTGC 1490 GGCGAGAAGGAACAG {491 CAAGGCCAAGATCACCATCG1492 ACCAACTGCOTGCAGCACGACACGGCCAAGGCCAAG
CLTC | NM 0048591 493 IACCGTATGGACAG 1494 TGACTACAGGATCAG 495 TCTCACATGCTGTACCCAAA 1496 ACCGTATGGACAGCCACAGCCTGGCITTGGGTACAG
COL1IA | NM_001854 1 497 (1GCCCAAGAGGGGA 498 GGACCTGGGTCTCCA 499 CTGCTCGACCTTTGGGTCCT 500 GCCCAAGAGGGGAAGATGGCCCTGAAGGACCCAAAG
COL1AL | NM 000088 | 501 |GTGGCCATCCAGC 502 CAGTGGTAGGTGATG |503 TCCTGCGCCTGATGTCCACC {504 GTGGCCATCCAGCTGACCTTCCTGCGCCTGATGTCCA
COL1AZ | NM 000089] 505 CAGCCAAGAACTG (506 AAMCTGGCTGCCAGC {507 TCTCCTAGCCAGACGTGTTT {508 CAGCCAAGAACTGGTATAGGAGCTCCAAGGACAAGA
- GTATAGGAGCT ATTG CTTGTCCTIG AACACGTCTGGCTAGGAGASACTATCAATGCTGGCA
COL3A1 [ NM_000090| 3509 |GGAGGTTCTGGAC {510 ACCAGGACTGCCACG (511 CTCCTGGTCCCCAAGGTGTC 1512 GOAGGTTCTGGACCTGCTOGTCCTCCTGGTCCCCAAG)
COLAAL INM 001845 | 513 JACAAAGGCCTCCC |514 GAGTCCCAGGAAGAC (515 CTCCTTTGACACCAGGGATG 1516 ACAAAGGCCTCCCAGGATTGGATGGCATCCCTGOTG
COLSAL |NM 000093 | 517 [CTCCCTGGGAAAG (318 CTGGACCAGGAAGCC [519 CCAGGGAAACCACGTAATCC|520 CTCCCTGGGAAAGATGGUCCTCCAGGATTACGTGGT
COLSA2 I NM_000393 | 321 |GGTCGAGGAACCC {522 GCCTGGAGGTCCAAC (523 CCAGGAAATCCTGTAGCACC {324 GGTCGAGGAACCCAAGGTCCGCCTGGTGCTACAGGA
COLSAL | NM 001848 | 525 |GGAGACCCTGGTG |526 TCTCCAGGGACACCA (527 CTTCTCTTCCCTGATCACCC |528 CGGAGACCCTGGTGAAGCTGGCCCGCAGGGTGATCAG
COL6A3 | NM 004369 | 529 |GAGAGCAAGCGAG [530 AACAGGGAACTGGCC 531 CCTCTTTGACGGCTCAGCCA |532 GAGAGCAACCGAGACATTCTGTTCCTCTTITGACGGCT
COLBAL | NM 001830} 533 |TGOGTGTTCCAGGG |534 CCCTGTAAACCCTGA {535 CCTAAGGGAGAGCCAGGAA [536 TGGTGTTICCAGGGCTTCTCGGACCTAAGGGAGAGCC
COL9SA2 | NM_001852 | 537 GGGAACCATCCAG |538 ATTCCGGGTGGACAG |539 ACACAGGAAATCCGCACTGC|540 GGGAACCATCCAGGGTCTGGAAGGCAGTGCGGATTT
CRISP3 | NM_006061 | 541 |TCCCTTATGAACA {542 AACCATTGGTGCATA {543 TGCCAGTTGCCCAGATAACT {544 TCCCTTATGAACAAGGAGCACCTTGTGCCAGTTGCCC
CSF1 | NM 000757 | 545 TGCAGCGGCTGAT |346 CAACTGTTCCTGGTCT [547 TCAGATGGAGACCTCGTGCC [548 TGCAGCGGCTGATTGACAGTCAGATGGAGACCTCGT
- TGACA ACAAACTCA AAATTACA GCCAAATTACATTTGAGTTTGTAGACCAGGAACAGTT
CSK | NM 0043831 549 |CCTGAACATGAAG |550 CATCACGTCTCCGAA |551 TCCCGATGGTCTGCAGCAGC 1552 CCTGAACATGAAGGAGCTGAAGCTGCTGCAGACCAT
CSRP1 | NM 004078 553 JACCCAAGACCCTG {554 GCAGGGGTGGAGTGA 1555 CCACCCTTCTCCAGGGACCC {556 ACCCAAGACCCTGCCTCITCCACTCCACCCTTCTCCA
CTGF | NM oo1o01| 557 GAGTTCAAGTGCC {338 AGTTGTAATGGCAGG |55¢ AACATCATGTITCTTCITCAT 560 GAGTFCAAGTGCCCTGACGGCGAGGTCATGAAGAAG
_ CTGACG CACAG GACCTCGC AACATGATGTTCATCAAGACCTGTGCCTGCCATTACA
CTHRC1 ] NM 1384351 561 TGGCTCACTTICGG 562 TCAGCTCCATTGAAT |363 CAACGCTGACAGCATGCATT |564 TGGCTCACTTCGGCTAAAATGCAGAAATGCATGCTGT
CTNNAL NM 0o1903] 565 CGITCCGATCCTCT|566 AGGTCCCTGTTGGCC |567  |ATGCCTACAGCACCCTGATG |568 CGTTCCGATCCTCTATACTGCATCCCAGGCATGCCTA
_ ) ATACTGCAT TTATAGG TCGCA CAGCACCCTGATGTCGCAGCCTATAAGGCCAACAGG
CTNNEL | NM 001004 | 569 GGCTCTTGTGCGT |570 TCAGATGACGAAGAG {571 AGGCTCAGTGATGTCTTCCC {572 GGCTCTTGTGCGTACTGTCCTTCGGGCTGGTGACAGG
= ACTGTCCTT CACAGATG TGTCACCAG GAAGACATCACTGAGCCTGCCATCTGTGCTCTITCGTC
CTNND1| NM_001331 573 JCGGAAACTTCGGG (574 CTGAATCCTTCTGCCC|375 TTGATGCCCTCATTTTCATT |376 CGGAAACTTCGGGAATGTGATGGTTTAGTTGATGCC
CTNND2| NM 0013321 577 |GCCCGTCCCTACA |578 CTCACACCCAGGAGT {579 CTATGAAACGAGCCACTACC {580 GCCCGTCCCTACAGTGAACTGAACTATGAAACGAGC
CTSB | NM 001908 581 |GGCCGAGATCTAC |582 GCAGGAAGTCCGAAT 1583 CCCCGTGGAGGGAGCTTTCT {584 GGCCGAGATCTACAAAAACGGCCCCGTGGAGGGAGC
CTSD | ™M oo1900] 583 GTACATGATCCCC (386 GGGACAGCTTGTAGC |587 ACCCTGCCCGCGATCACACT 588 GTACATGATCCCCTGTGAGAAGGTGTCCACCCTGCCC
- TGTGAGAAGGT CTTTGC CGA GCGATCACACTGAAGCTGGGAGGCAAAGGCTACAAG
CTSK | NM_000396 | 589 JAGGCTTICTCTTGG [590 CCACCTCTTCACTGGT 591 CCCCAGGTGGTTCATAGCCA (592 AGGCTTCTCTTGGTGTCCATACATATGAACTGGCTAT
CTSL2 |NM 0013331 593 ITGTCTCACTGAGC |594 ACCATTGCAGCCCTG 595 CTTGAGGACGCGAACAGTCC|596 TGTCTCACTGAGCGAGCAGAATCTGGTGGACTGTTC
CTSS | NM 0040791 597 ITGACAACGGCTTT 1598 TCCATGGCTTTGTAG 1599 TGATAACAAGGGCATCGACT [600 TGACAACGGCTTTICCAGTACATCATTGATAACAAGG
CULI | NM 003592 601 JATGCCCTGGTAAT [602 GCGACCACAAGCCTT (603 CAGCCACAAAGCCAGCGTCAI604 ATGCCCTGGTAATGTCTGCATTCAACAATGACGCTGG
CXCL12 | NM 000609 | 605 {GAGCTACAGATGC 1606 TTTGAGATGCTTGAC (607 TTCTTCGAAAGCCATGTTGC (608 GAGCTACAGATGCCCATGCCGATTCTTCGAAAGCCA
CXCR4 | NM 003467 | 609 |TGACCGCTTCTAC {610 AGGATAAGGCCAACC 611 CTGAAACTGGAACACAACCAIG12 TGACCGCTTCTACCCCAATGACTTGTGGGTGGTTGTG
CXCR7 | M 020211 613 CGCCTCAGAACGA j614 GTTGCATGGCCAGCT 615 CTCAGAGCCAGGGAACTTCT {616 CGCCTCAGAACGATGGATCTGCATCTCTTCGACTACT
— TGGAT GAT CGGA CAGAGCCAGGGAACTTCTCGGACATCAGCTGGCCAT
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CYP3AS | NM 000777 | 617 |TCATTGCCCAGTA [618 GACAGGCTTGCCITT 619 TCCCGCCTCAAGTTTCTCAC 1620 TCATTGCCCAGTATGGAGATGTATTGGTGAGAAACTT
CYR6] | NM 001554 | 621 [TGCTCATTCTTGAG|622 GTGGCTGCATTAGTG 623 CAGCACCCTTGGCAGTTITCG (624 TOCTCATTCTTGAGGAGCATTAAGGTATTITCGAAACT
DAG] | NM 004393} 625 GTGACTGGGCTCA 1626 ATCCCACTTGTGCTCC|627 CAAGTCAGAGTTTCCCTGUT 628 GTGACTGGOCTCATGCCTCCAAGTCAGAGTTTCCCTG
DAP | NM 004394 | 629 |CCAGCCTITTCTGG [630 GACCAGGTCTGCCTC 1631 CTCACCAGCTGGCAGACGTG 632 CCAGCCTTTCTGGTGCTGTTCTCCAGTICACGTCTGC
DAPK1 | NM 004938 | 633 |CGCTGACATCATG 634 TCTCTTTCAGCAACGA|63S TCATATCCAAACTCGCCICC 636 CGCTGACATCATGAATGTTCCTCGACCGGCTGGAGG
DARC | NM 0020361 637 [GCCCTCATTAGTC 1638 CAGACAGAAGGGCTG 639 TCAGCGCCTGTGCTTCCAAG {640 GCCCTCATTAGTCCTTGGCTCTTATCTTIGGAAGCACA
DDIT4 | NM 019058 | 641 |CCTGGCGTCTGTC {642 COAAGAGGAGGTGGA [643 CTAGCCTTTGGGACCGCTTC (644 CCTGGCOTCTGTCCTCACCATGCCTAGCCTTTGGGAC
DDR2 NM_0010147 45 CTATTACCGGATC 646 CCCAGCAAGATACTC 647 AGTGCTCCCTATCCGCTGGA |648 CTATTACCGGATCCAGGGCCGGGCAGTGCTCCCTATC
96 CAGGGC TCCCA TGTC CGCTGGATGTCTTGGGAGAGTATCTTGCTGGG
DES | NM 001927 | 649 |ACTTCTCACTGGC 650 GCTCCACCTICTCGTT 651 TGAACCAGGAGTTTCTGACC [652 ACTTCTCACTGGCCGACGCGGTGAACCAGGAGTTTCT
DHRS9 | NM 005771 ] 633 IGGAGAAAGGTCTC [654 CAGTCAGTGGGAGCC 655 ATCAATAATGCTGGTGTITCC 656 GGAGAAAGGTCTCTGGGGTCTGATCAATAATGCTGG
DHXS [NM 001357 | 657 (GTTCGAACCATCT 1658 TCCAGTTGGATTGTG 659  |CCAAGGAACCACACCCACTT 660 GTTCGAACCATCTCAGCGACAAAACCAAGTGGGTGT
DIAPHI | NM 0052191 661 |CAAGCAGTCAAGG 662 AGTITTGCTCGCCTCA 663 TTCTTCTGTCTCCCGCCACT (664 CAAGCAGTCAAGGAGAACCAGAAGCGGCOGGAGAC
DICER] i NM 177438 | 665 |TCCAATTCCAGCA 1666 GGCAGTGAAGGCGAT 667 AGAAAAGCTGTTITGTCTCCC 1668 TCCAATTCCAGCATCACTGTGGAGAAAAGCTGTTTGT
DIO2 [ NM 013989 669 ICTCCTITCACGAG [670 AGGAAGTCAGCCACT 671 ACTCTTCCACCAGTTTGCGG 1672 CTCCTTTCACGAGCCAGCTGCCAGCCTTCCGCAAACT
DLCl |NM_006094 | 673 IGATTCAGACGAGG 674 CACCTCTTGCTGTCCC|675 AMAGTCCATTTGCCACTGAT 1676 GATTCAGACGAGGATGAGCCTTGTGCCATCAGTGGC
DLGAPL|NM 004746 | 677 ICTGCTGAGCCCAG 1678 AGCCTGGAAGGAGTT 1679 CGCAGACCACCCATACTACA 680 CTGCTGAGCCCAGTGHGAGCACCACCCCGCAGACCAC
DLLA [NM 0190741 681 |CACGGAGGTATAA [682 AGAAGGAAGGTCCAG 683 CTACCTGGACATCCCTGCTC 1684 CACGGAGGTATAAGGCAGGAGCCTACCTGGACATCC
DNM3 [NM 015569 | 685 |CITICCCACCCGG [686 AAGGACCTTCTGCAG {687 CATATCGCTGACCOAATGCGG (688 CITTCCCACCCGGCTTACAGACATATCGCTGACCGAA
DPP4 | NM 001935| 689 |IGTCCTGGGATCGG |690 GTACTCCCACCGGGA 691 CGGCTATTCCACACTTGAAC 1692 GTCCTGGGATCGGGAAGTGGCGTGTTCAAGTGTGGA
DPT | NM 001937 | 693 ICACCTAGAAGCCT 694 CAGTAGCTCCCCAGG 695 TTCCTAGGAAGGCTGGCAGA 696 CACCTAGAAGCCTGCCCACGATTCCTAGGAAGGCTG
DUSP] | NM 0044171 697 |AGACATCAGCTCC 1698 GACAAACACCCTTCC 699 COAGGCCATTGACTTCATAG [700 AGACATCAGCTCCTGGTTCAACGAGGCCATTGACTTC
DUSP6 | NM 001946 | 701 |JCATGCAGGGACTG {702 TGCTCCTACCCTATCAL703 TCTACCCTATGCGCCTGGAA [704 CATGCAGGGACTGGGATTCGAGGACTTCCAGGCGCA
DVLI |NM 004421 | 705 |TCTGTCCCACCIG 706 TCAGACTGTTGCCGG {707 CTTGGAGCAGCCTGCACCTT |708 TCTGTCCCACCTGCTGCTGCCCCTTOGGAGCAGCCTGC
DYNLLI NM_0010374 700 GCCGCCTACCTCA {710 GCCTGACTCCAGCTC [711 ACCCACGTCAGTGAGTGCTC {712 GCCGCCTACCTCACAGACTTGTGAGCACTCACTGAC
94 CAGAC TCCT ACAA GTGOGTAGCGCCCAGGGCCTGCEOGGCGCAGGAGAG
EBNAIB M 006824 | 713 TGCGGCGAGATGG {714 GTGACAAGGGATTCA [715 CCCGCTCTCGGATTCGGAGT (716 TGCGGCGAGATGGACACTCCCCCGCTCTCGGATTCG
P2 T ACACT TCGGATT CG GAGTCGGAATCCGATGAATCCCTTGTCAC
ECEl |NM 0013971 717 IACCITGGGATCTG (718 GGACCAGGACCTCCA |719 TCCACTCTCGATACCCTGCA (720 ACCTTGGGATCTCCCTCCAAGCTGGTGCAGGGTATC
EDNI |NM 001955] 721 |TGCCACCIGGACA 722 TGGACCTAGGGCTTIC 1723 CACTCCCGAGCACGTTIGTTC {724 TGCCACCTGGACATCATTTGGGTCAACACTCCCGAGC
EDNRA INM 001957 | 725 |TTTCCTCAAATTTG|726 TTACACATCCAACCA 727 CCTTTGCCTCAGGGCATCCT 728 TTTCCTCAAATTTGCCTCAAGATGGAAACCCTTTGCC
EFNB2 | NM 004003 | 79 TGACATTATCATC ({730 GTAGTCCCCGCTGAC 731 COGACAGCGTCITCTGCCCT |732 TGACATTATCATCCCGCTAAGGACTGCGCACAGCGT
- ) ~_ICCGCTAAGGA CTICTIC CACT CTTCTGCCCTCACTACGAGAAGGTCAGCGGGGACTA
EGF | ~M 001063 733 CTTTGCCTTGCTICT [734 AAATACCTGACACCC |735 AGAGTTTAACAGCCCTGCIC {736 CTTTGCCITGCTCTGTCACAGTGAAGTCAGCCAGAGC
n GTCACAGT TTATGACAAATT TGGCTGACTT AGGGCTGTTAAACTCTGTGAAATTTGTCATAAGGGTG
EGR1 | NM 001964 ] 737 GTCCCCGCTGCAG {738 CTCCAGCTTAGGGTA (739 CGGATCCTTTCCTCACTCGC [740 GTCCCCGCTGCAGATCTCTGACCCETTCGOATCCTTT
- ATCTCT GTTGTCCAT CCA CCTCACTCGCCCACCATGGACAACTACCCTAAGCTGE,
EGR3 | NM ooaa30| 741 CCATGTGGATGAA [742 TGCCTGAGAAGAGGT (743 ACCCAGTCTCACCTTCTCCC |744 CCATGTGGATGAATGAGGTGTCTCCTTTCCATACCCA
) TGAGGTG GAGGT CACC GTCTCACCTTCTCCCCACCCTACCTCACCTCTTCTCA
EIF2C2 | NM 012154 | 745 [GCACTGTGGGCAG {746 ATGTTIGGTGACTGG 747 CGOGTCACATTGCAGACACG|748 GCACTGTGGGCAGATGAAGAGGAAGTACCGCGTCTS
EIF2S3 | NM _001415| 749 |CTGCCTCCCTGATT{750 GGTGGCAAGTGCCTG (751 TCTCGTGCTTCAGCCTCCCA 752 CTGCCTCCCTGATTCAAGTGATTCTCGTGCTTCAGCC
EIF3H | M 0037561 753 CTCATTGCAGGCC {754 GCCATGAAGAGCTTG [755 CAGAACATCAAGGAGTTCAC|756 CTCATTGCAGGCCAGATAAACACTTACTGCCAGAAC
- AGATAAA CCTA TGCCCA ATCAAGGAGTTCACTGCCCAAAACTTAGGCAAGCTC
EIF4E | M 001068 | 757 GATCTAAGATGGC {758 TTAGATTCCGTTITCT {759 JACCACCCCTACTCCTAATCC (760 GATCTAAGATGGCGACTGTCCGAACCGGAAACCACCC
- GACTGTCGAA CCTCTTCTG CCCGACT CTACTCCTAATCCCCCGACTACAGAAGAGGAGAAAA
EFS | NM 0019691 761 IGAATTGGTICTCCA |762 TCCAGGTATATGGCT |763 CCACTTGCACCCGAATCTTIG (764 GAATTGGTCTCCAGCTGCCTTTGATCAAGATTCGGGT
ELK4 |NM 001973 | 765 |GATGTGGAGAATG (766 AGTCATTGCGGCTAG 1767 ATAAACCACCTCAGCCTGGT {768 GATGTGGAGAATGGAGGGAAAGATAAACCACCTCAG
ENPP2 | NM 006209 | 769 [CTCCTGCGCACTA {770 TCCCTGOATAATTGG 771 TAACTTCCTCTGGCATGGTT 772 CTCCTGCGCACTAATACCTTCAGGCCAACCATGCCAG
ENY2 |NM 020180 773 JCCTCAAAGAGTTG [774 CCTCTTTACAGTGTGC|773 CTGATCCTTCCAGCCACATT [776 CCTCAAAGAGTTGCTGAGAGCTAAATTAATTGAATGT
EPHA2 |NM 004431 777 [CGCCTGTTCACCA {778 GTGGCGTGCCTCGAA. |779 TGCGCCCGATGAGATCACCG|780
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EPHAZ |NM 0052331 781 |CAGTAGCCTCAAG 1782 TTCGTCCCATATCCAG|783 TATTCCAAATCCGAGCCCGA [784 CAGTAGCCTCAAGCCTGACACTATATACGTATTCCAA
EPHB2 | NM 004442 | 785 |CAACCAGGCAGCT |786 GTAATGCTGTCCACG {787 CACCTGATGCATGATGGACA 788 CAACCAGGCAGCTCCATCGGCAGTGTCCATCATGCA
EPHB4 | NM 004444] 739 TGAACGGGGTATC |790 AGGTACCTCTCGGTC |791 CGTCCCATTTGAGCCTGTCA 792 TGAACGGGGETATCCTCCTTAGCCACGGGGCCCGTCC
- CTCCTTA AGTGG ATGT CATTTGAGCCTGTCAATGTCACCACTGACCGAGAGGT
ERBB2Z | NM 004448 | 793 [CGGTGTGAGAAGT {794 CCTCTCGCAAGTGCT 1795 CCAGACCATAGCACACTCGG|796 CGGTGTGAGAAGTGCAGCAAGCCCTGTGCCCGAGTG
ERBR3 | NM oo1982| 797 CGGTTATGTCATG 798 GAACTGAGACCCACT [799 CCTCAAAGGTACTCCCTCCT (800 CGGTTATGTCATGCCAGATACACACCTCAAAGGTACT
CCAGATACAC GAAGAAAGG CCCGG CCCTCCTCCCGGOAAGGCACCCTTICTTCAGTGGGTC
ERBB4 | MM 0052351 801 TGGCTCTTAATCA {802 CAAGGCATATCGATC [803 TGTCCCACGAATAATGCGTA {804 TGGCTCTTAATCAGTTTCGTTACCTGCCTCIGGAGAA
- GTTTCGITACCT CTCATAAAGT AATTCTCCAG TTTACGCATTATTCGTGGGACAAAACTTTATGAGGAT
ERCC1 | NM 001983 ] 805 |GTCCAGGTGGATG {306 CGGCCAGGATACACA {807 CAGCAGGCCCTCAAGGAGCT (808 GTCCAGGTGGATGTGAAAGATCCCCAGCAGGCCCTC
EREG | NM_001432] 809 [TGCTAGGGTAAAC |810 TGOAGACAAGTCCTG |811 TAAGCCATGGCTGACCTCTG (812 TGCTAGGGTAAACGAAGGCATAATAAGCCATGGCTG
ERG |NM 0044491 813 [CCAACACTAGGCT |814 CCTCCGCCAGGTCTTT 813 AGCCATATGCCTTCICATCT 816 CCAACACTAGGCTCCCCACCAGCCATATGCCTTCTCA
ESR1 | NM 000125 817 ICGTGGTGCCCCIC 1318 GGCTAGTGGGCGCAT [819 CTGGAGATGCTGGACGCCC 1820 CGTGGTGCCCCTCTATGACCTGCTGCTGGAGATGCTG
ESR2 | NM 001437 21 TGGTCCATCGCCA (822 TOTTCTAGCGATCTTG823 ATCTGTATGCGGAACCTCAA 1824 TGOGTCCATCGCCAGTTATCACATCTGTATCCGGAACC
- GTITATCA CTTCACA AAGAGTCCCT TCAAAAGAGTCCCTGOTGTGAAGCAAGATCGCTAGA
ETV] INM 004936 325 |TCAAACAAGAGCC 826 AACTGCCAGAGCTGA 1327 ATCGGGAAGCGACCCACATAC|828 TCAAACAAGAGCCAGGAATGTATCGGGAAGGACCCA
ETV4 |NM 001986 829 |TCCAGTGCCTATG [830 ACTGTCCAAGGGCAC {831 CAGACAAATCGCCATCAAGT [832 TCCAGTGCCTATGACCCCCCCAGACAAATCGCCATCA
EZH2 | NM ooaase | w33 TGGAAACAGCGAA [834 CACCGAACACTCCCT {835 TCCTGACTTCTGTGAGCTCA |836 TGGAAACAGCGAAGGATACAGCCTGTGCACATCCTG
- GGATACA AGTCC TTGCG ACTTCTGTGAGCTCATTGCGCGGGACTAGGGAGTGTT
F2R | NM 001992 837 1AAGGAGCAAACCA 1838 GCAGGGTTTCATTGA (839 CCCGGGCTCAACATCACTAC 1840 AAGGAGCAAACCATCCAGGTGCCCGGGCTCAACATC
FAAH |NM 001441 841 GACAGCGTAGTGS {842 AGCTGAACATGGACT 343 TGCCCTTCGTGCACACCAAT |84 GACAGCGTAGTGGTGCATGTGCTGAAGCTGCAGGGT
- TGCATGT GTGGA G GCCATGCCCTTCOGTGCACACCAATGTTCCACAGTCCA
FABPS |NM 001444 845 GCTGATGGCAGAA 846 CTTTCCTTCCCATCCC (847 CCTGATGCTGAACCAATGCA 848 GCTGATGGCAGAAAAACTCAGACTGTCTGCAACTTT
- AAACTCA ACT CCAT ACAGATGGTGCATTGGTTCAGCATCAGGAGTGGGAT
FADD {NM 003824 | 849 IGTTTTCGCGAGAT {850 CTCCGGTGCCTGATTC|83] AACGCGCTCTTGTCGATTTC 1852 GTTTTCGCGAGATAACGGTCGAAAACGCGCTCTTGTC
FAMIO7 |NMLOO7177| 853 1AAGTCAGGGAAAA 1854 GCTGGCCCTACAGCT {853 AATTGCCACACTGACCAGCG (856 AAGTCAGGGAAAACCTGCGGAGAATTGCCACACTGA
FAMI3C | NM_198215| 857 JATCTTCAAAGCGG [458 GCTGGATACCACATG 1359 TCCTGACTTITCTCCGTGGCT (860 ATCTTCAAAGCGGAGAGCGGCAGGAGCCACGGAGAA
FAM171 NM 1774541 861 CCAGGAAGGAAAA 862 GTGGTCTGCCCCTTCT 863 TGAAGATTTTGAAGCTAATA 1864 CCAGGAAGGAAAAGCACTGTTGAAGATTTTGAAGCT
B - GCACTGT TITA CATCCCCCAC AATACATCCCCCACTAAAAGAAGCGGGCAGACCAC
FAMA9B | NM 016623 | 865 [AGATGCAGAAGGC {866 GCTGGATTGCCTCTC {867 TGGCCAGCTCCICTGTATGA 1868 AGATGCAGAAGGCATCTTGGAGGACTTGCAGTCATA
EAMT3A | vomi 1085401 w69 TGAGAAGGTGCGC (870 GGCCATTAAAAGCTC (871 AAGACCTCATGCAGTTACTC 872 TGAGAAGGTGCGCTATTCAAGTACAGAGACTTTAGC
— TATTCAA AGTGC ATTCGCC TGAAGACCTCATGCAGTTACTCATTCGCCGCACTGAG
FAP | NM 004460] 873 IGTTGGCTCACGTG (874 GACAGGACCGAAACA 875 AGCCACTGCAAACATACTCG 1876 GTTGGCTCACGTGGGTTACTGATGAACGAGTATGTIT
EAS | NM 000043| 877 GGATTGCTCAACA (878 GGCATTAACACTITTG|879 TCTGGACCCTCCTACCTCTG (880 GGATTGCTCAACAACCATGCTGGGCATCTGGACCCT
- ACCATGCT GACGATAA GTTCTTACGT CCTACCTCTGGTTCTTACGTCTGTTGCTAGATTATCG
FASLG | NM 000635 | 831 GCACTTTGGGATT {882 GCATGTAAGAAGACC |883 ACAACATTCTCGGTGCCTGT (884 GCACTTTGGGATICTTTCCATTATGATTCTTTGTTAC
= CTTTCCATTAT CTCACTGAA AACAAAGAA AGGCACCGAGAATGTIGTATTCAGTGAGGGTICTICTT
FASN |NM 004104 835 IGCCTCTTCCIGITC|886 GCTTTGCCCGGTAGC [887 TCGCCCACCTACGTACTGGC {888 GCCTCTTCCTGTTCGACGGCTCGCCCACCTACGTACT
FCGR3A | NM 000569 | 889 [GTCTCCAGTGGAA |890 ACGGAATGCAGCTACT 1891 CCCATGATCTTCAAGCAGGG 1892 GTCTCCAGTGGAAGGGAAAAGCCCATGATCTTCAAG
FGF10 | NM_004465| 893 [TCTTCCGTCCCTGT {894 ACAGTTGGTGGCCTC 1895 ACACCATGTCCIGACCAAGG (896 TCTTCCGTCCCTIGTCACCTGCCAAGCCCTTGGTCAGG
FGF17 | NM 003867 | 897 |GGTGGCTGTCCIC {898 TCTAGCCAGGAGGAG [899 TTCTCGGATCTCCCTCAGTC 1900 GGTGGCTGTCCTCAAAATCTGCTTCTCGGATCTCCCT
FGFS | NM 0044641 901 |GCATCGGTITCCA 1902 AACATATTGGCTTCGT]903 CCATTGACTTTGCCATCCGG {904 GCATCGGITTCCATCTGCAGATCTACCCGGATGGCAA
FGF6 | NM 0200961 905 GGGCCATTAATTC 906 CCCGGGACATAGTGA (907 CATCCACCTTGCCTCTCAGG (908 GGGCCATTAATTCTGACCACGTGCCTGAGAGGCAAG
— " _ITGACCAC TGAA CAC GTGGATGGCCCTCGGACAGAAACTGTTCATCACTAT
FGE7 | ™M 0020091 909 CCAGAGCAAATGG 910 TCCCCTCCTTCCATGT 914 CAGCCCTGAGCGACACACAASL2 CCAGAGCAAATGGCTACAAATGTGAACTGTTCCAGC
_ CTACAAA AATC GAAG CCTGAGCGACACACAAGAAGTTATGATTACATGGAA
FGERZ | NM 000141] 913 GAGGGACTGTTGG 914 GAGTGAGAATTCGAT [915 TCCCAGAGACCAACGTTCAA 916 GAGGGACTGTTGGCATGCAGTGCCCTCCCAGAGACC
- CATGCA CCAAGTCTITC GCAGTTG AACGTTCAAGCAGTTGGTAGAAGACTTGGATCGAAT
FGFR4 | NM 002011 | 917 CTGGCTTAAGGAT (918 ACGAGACTCCAGTGC |919 CCTTTCATGGGGAGAACCGC 920 CTGGCTTAAGGATGGACAGGCC TTTCATGGGGAG'AA
- ’ GCGACAGG TGATG ATT CCGCATTGGAGCCATTCOGCTGCGCCATCAGCACTG
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FKBP5 INM 004117 | 921 JCCCACAGTAGAGG {922 GOTTCTGGCTTTCACGI923 TCTCCCCAGTTCCACAGCAG 1924 CCCACAGTAGAGGGGTCTCATGTICTCCCCAGTTCCAC
FLNA |NM 001456 | 925 |GAACCTGCGGTGG (926 GAAGACACCCTGGCC 1927 TACCAGGCCCATAGCACTGG 928 GAACCTGCGGTGGACACTTCCGGTGTCCAGTGCTAT
FINC |NM 001458 | 929 |CAGGACAATGGTG (930 TGATGGTGTACTCGC 1931 ATGTGCTGTCAGCTACCTGC [932 CAGGACAATGGTGATGGCTCATGTGCTGTCAGCTAC
FLTI | NM 002019 933 IGGCTCCTGAATCT 1934 TCCCACAGCAATACT 1933 CTACAGCACCAAGAGCGAC 936 GGCTCCTGAATCTATCTTTGACAAAATCTACAGCACC
FLT4 | NM 002020 | 937 JACCAAGAAGCTGA [938 CCTGGAAGCTGTAGC 939 AGCCCGCTCACCATGGAAGA|940 ACCANGAAGCTGAGGACCTGTGGCTGAGCCCGCTGA
ENI I NM 002026 941 IGGAAGTGACAGAC 1942 ACACGGTAGCCGGTC 1943 ACTCTCAGGCGGTGTCCACA {944 GGAAGTGACAGACGTGAAGGTCACCATCATGTGGAC
FOS | NM 005252 945 CGAGCCCTTTGAT (546 GGAGCGGGCTGTCTC (947 TCCCAGCATCATCCAGGCCC [948 CGAGCCCTTTGATGACTTCCTGTTCCCAGCATCATCC
- GACTTCCT AGA AG AGGCCCAGTGGCTCTGAGACAGCCCGLTCC
FOXO1 | NM 0020151 949 |GTAAGCACCATGC (950 GGGGCAGAGGCACTT 951 TATGAACCGCCTGACCCAAG 952 GTAAGCACCATGCCCCACACCTCGGGTATGAACCGC
FOXP3 | NM 014009 | 953 ICTGTTTGCTGTCCG954 GTGCAGGAACTCTGG {955 TGTTTCCATGGCTACCCCAC 956 CTOTTTGCTGTCCGGAGCGCACCTGTGGGGTAGCCAT
FOXQI | NM 033260 | 957 |TGTTITIGTCGCAA[958 TGGAAAGGTTCCCTG 1959 TGATTTATGTCCCTTCCCIC 960 TGITTITGTCOCAACTTICCATTGATTTATGTCCCTTCC
FSD1 INM 0243331 961 JAGGCCICCTGTCC (962 TGTGTGAACCTGGTC (963 COCACCAAACAAGTGCTGCA 964 AGGCCTCCTGTCCTTCTACAATGCCCGCACCAAACAA
FYN | NM 002037 | 965 |GAAGCGCAGATCA {966 CTCCTCAGACACCAC 1967 CTGAAGCACGACAAGCTGGT 968 GAAGCGCAGATCATGAAGAAGCTGAAGCACGACAAG
GOPD I NM 0004021 969 |AATCTGCCTGTGG 970 CCGAGATGTTGCTGGT 1971 CCAGCCTCAGTGCCACTTGA [972 AATCTGCCTGTGGCCTTGCCCGCCAGCCTCAGTGCCA
GABRG2| NM 198004 | 973 CCACTGTCCTGAC (974 GA(?ATCCATCGCTGT 975 CTCAGCACCATTGCCCGGAA |976 CCACTGTCCTGACAATGACCACCCTCAGCACCATTGC
- AATGACC GACAT AT CCGGAAATCGCTCCCCAAGGTCTCCTATGTCACAGC
GADD4S | NM 0019241 977 IGTGCTGGTGACGA 978 CCCGGCAAAAACAAA {979 TTCATCTCAATGGAAGGATC {980 GTGCTGCTCACCGAATCCACATTCATCTCAATGGAAG
GADDASINM 0156751 981 JACCCTCGACAAGA 1982 TGOOAGTTCATGGGT 1983 TGGOAGTTCATGGGTACAGA 1984 ACCCTCGACAAGACCACACTTITGGGACTTGGGAGCT
GDF15 | NM 004864 | 985 JCGCTCCAGACCTA 1986 ACAGTGGAAGGACCA {987 TGTTAGCCAAAGACTGCCAC (988 CGCTCCAGACCTATGATGACTTGTTAGCCAAAGACTG
GHR | NM 000163| 989 [CCACCTCCCACAG 990 GCTGCOTGCCTGTAG 1991 COTGCCTCAGCCTCCTGAGT (992 CCACCTCCCACAGGTTCAGGCGATTCCCGTGCCTCAG
GNPTAB| NM 0243121 993 |GGATTCACATCGC 994 GITCTTGCATAACAATI|995 CCCTGCTCACATGCCTCACA 1996 GGATTCACATCGCGGAAAGTCCCTGCTCACATGCCTC
GNRHT | NM 000825 | 997 AAGGGCTAAATCC 1998 CTGGATCTCTGTGGCT|999 TCCTGTCCTTCACTGTCCTT {1000 |AAGGGCTAAATCCAGGTGTGACGGTATCTAATGATG
- AGGTGTG GGT GCCA TCCTGTCCTICACTGTCCTTGCCATCACCAGCCACAG
GPMSR NM._0010019 1001 ATGTGCTTGGAGT (1002 [TGTAGAACATAAACA {1003 |CGCTGAGAAACCAAACACAC]HI004  IATGTGCTTGGAGTGGCCTGGCTGGGTGTGTTTGGTTT
94 GGCCT CGGGCA CCAG CTCAGCGGTGCCCGTGTITATGTTCTACA
GPNMB NM_0010053 1605 CAGCCTCGCCTTT (1006 |[TGACAAATATGGCCA [1007  JCAAACAGTGCCCTGATCTCC (1008 |CAGCCTCGCCTTTAAGGATGGCAAACAGTGCCCTGA
40 AAGGAT AGCAG GTTG TCTCCGTTGGCTGCTTGGCCATATTTGTCA
GPR68 | NM_003485 | 1009 JCAAGGACCAGATC 1010 |[GGTAGGGCAGGAAGC[1011  JCTCAGCACCGTGGTCATCIT 1012 [CAAGGACCAGATCCAGCGGCTGGTGCTCAGCACCGT
GPS1 | NM_004127 | 1013 |AGTACAAGCAGGC 1014 IGCAGCTCAGGGAAGT 11015 [CCTCCTGCTGGCITCCITTIG 1016 |AGTACAAGCAGGCTGCCAAGTGCCTCCTGCTGGCTT
GRB7 | NM 005310 | 1017 |CCATCTGCATCCA 11018 IGGCCACCAGGGTATT [1019  ICTCCCCACCCTTGAGAAGTG |1020  |CCATCTGCATCCATCTTGTTTGGGCTCCCCACCCITG
GREMI | NM 013372 | 1021 |GTGTGGGCAAGGA 1022  |GACCTGATTTGGCCT (1023 ITCCACCCTCCCTTTICTCACT |1024  |GTGTGGGCAAGGACAAGCAGGATAGTGGAGTGAGAA
GSK3B | NM 002093 | 1025 |GACAAGGACGGCA |1026  |TTGTGGCCTGTCTGG (1027 |[CCAGGAGTTGCCACCACTGT [1028  |GACAAGGACGGCAGCAAGGTGACAACAGTGGTOGCA
GSN | NM 000177 | 1020 CTTCTGCTAAGCG |1030  [GGCTCAAAGCCTTGC |1031  JACCCAGCCAATCGGGATCGG|1032  |[CTTCTGCTAAGCGGTACATCGAGACGGACCCAGCCA
3 N GTACATCGA TTCAC C ATCGGGATCGGCGGACGCCCATCACCGTGGTCAAGC
GSTMI |~ ooosst | 1033 AAGCTATGAGGAA [1034  |GGCCCAGCTTGAATT 1035 |TCAGCCACTGGCTTCTGTCA (1036 |AAGCTATGAGGAAAAGAAGTACACGATGGGGGACGC
” AAGAAGTACACGA TTTCA TAATCAGGAG TCCTGATTATGACAGAAGCCAGTGGCTGAATGAAAA
GSTM2 | NM 000848 | 1037 |CTGCAGGCACTCC [1038  |CCAAGAAACCATGGC |1039  [CTGAAGCTCTACTCACAGTT 1040 |CTGCAGGCACTCCCTGAAATGCTGAAGCTCTACTCAC
HDACT | NM 004964 | 1041 CAAGTACCACAGC (1042 |GCTTGCTGTACTCCG [1043  [TTCTTGCGCTCCATCCGTICC (1044 |CAAGTACCACAGCGATGACTACATTAAATTCTTGCGC
- GATGACTACATTA ACATGTT AGA TCCATCCGTCCAGATAACATGTCGGAGTACAGCAAG
HDACY | NM 178423 | 1045 AACCAGGCAGTCA 1046 JCTCTGTCTTCCTGCAT {1047 [CCCCCTGAAGCTCTTCCTCT (1048 |AACCAGGCAGTCACCTTCGAGGAAGCAGAGGAAGAGC
- CCTTGAG CGC GCTT TTCAGGGGGACCAGGCGATGCAGGAAGACAGAG
HGD | NM_000187 | 1049 [CTCAGGTCTGCCC {1050 ITTATTGGTGCTCCGTG|1051  |[CTGAGCAGCTCTCAGGATCG [1052  |CTCAGGTCTGCCCCTACAATCTCTATGCTGAGCAGCT
HIPT | NM 005338 | 1053 [CTCAGAGCCCCAC 11054 IGGGTTTCCCTGCCAT 1055 ICGACTCACTGACCGAGGCCT {1056 ([CTCAGAGCCCCACCTGAGCCTGCCGACTCACTGACC
HIRIP3 | NM 003609 | 1057 |GGATGAGGAAAAG 1058  |TCCCTAGCTGACTTTC|1059 |CCATTGCTCCTGGTTCTGGG [1060  |GGATGAGGAAAAGGGCGATTGGAAACCCAGAACCAG
HKl |NM 000188 | 1061 ITACGCACAGAGGC 1062  |GAGAGAAGTGCTOGA |1063  ITAAGAGTCCGOGATCCCCAG|1064  ITTACGCACAGAGGCAAGCAGCTAAGAGTCCGGUATCC
HLA-G | NM_002127 | 1065 |CCATCCCCATCAT 11066 |[CCGCAGCTCCAGIGA 1067 [CTGCAAGGACAACCAGGCC [1068  |CCTGCGCGGCTACTACAACCAGAGCGAGGCCAGTTC
HLE | NM 002126 | 1069 |CACCCTGCAGGTG |1070  IGGTACCTAGGAGCAG {1071  [TAAGTGATCTGCCCTCCAGG |1072  |CACCCTGCAGGTGTCTGAGACTAAGTGATCTGCCCTC
HNFIB | NM 000458 | 1073 |TCCCAGCATCTICA 1074 |[CGTACCAGGTGTACA [1075 |CCCCTATGAAGACCCAGAAG|1076 | TCCCAGCATCTCAACAAGGGCACCCCTATGAAGACC
HPS1 | NM 000195 | 1077 |GCGGAAGCTGTAT |1078 [TTCGGATAAGATGAC 1079 JCAGTCACCAGCCCAAAGTGC|1080  |GCGGAAGCTGTATGTGCTCAAGTACCTGTTTGAAGT
HRAS | NM 005343 | 1081 |GGACGAATACGAC {1082 |GCACGTCTCCCCATC 11083 JACCACCTGCTTCCGGTAGGA 1084  |GGACGAATACGACCCCACTATAGAGGATTCCTACCG
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2 i,
ATCTCACCAGCCACC

TCATGGGCACCTTCAATGTG

CCACCAGACAAGACCGATTCGCTGGCCTCCATTTCTT

AGG ATCC CAACCCAGTGCCTGTCATGAAACTTGTGG
HSD17B2|{ NM 002153 | 1089 [GCTTTCCAAGTGG [1090 [TGCCTGCGATATTITGT|1091  JAGTTGCTTCCATCCAACCTG [1092  |GCTTTCCAAGTGGGCGAATTAAAGTTGCTTICCATCCAA
HSD1783| NM 000197 | 1093 GGGACGTCCTGGA [1094  [TGCGAGAATCTCACGC |1095  JCTTCATCCTCACAGGGCTGC (1096 |GGGACGTCCTGGAACAGTTCTTCATCCTCACAGGGCT
- ACAGT ACTTC TGGT GCTGCTGTGCCTGGCCTGCCTGGCCAAGTGCGTGAG
HSDI7B4| NM_000414 | 1097 JCGGGAAGCTTCAG {1098 JACCTCAGGCCCAATA 1099  |AGGCGGCGTCCTATITCCTC {1100 |CGGGAAGCTTCAGAGTACCTTTGTATTTGAGGAAAT
HSD3B2 [ NM. 000198 | 1101 |GCCTTCCTTTAACC|1102  IGGAGTAAATTGGGCT 1103 |ACTTCCAGCAGOAAGCCAATI1104  |GCCTTCCTTTAACCCTGATGTACTGGATTGGCTTICCT
HSPY0A NM 007355 | 1105 GCATTGTGACCAG |1106  [GAAGTGCCTGGGCTT 1107 [ATCCGCTCCATATTGGCTGT [1108 |GCATTGTGACCAGCACCTACGGCTGGACAGCCAATA
Bl . - CACCTAC TCAT CCAG TGGAGCGGATCATGAAAGCCCAGGCACTTC
HSPAS | ™M 005347 1100 GGCTAGTAGAACT |1110  |GGTCTGCCCAAATGC {1111 |TAATTAGACCTAGGCCTCAG {1112 [GGCTAGTAGAACTGGATCCCAACACCAAACTCTTAA
. GGATCCCAACA TITTIC CTGCACTGCC TTAGACCTAGGCCICAGCTGCACTGCCCGAAAAGCA
HSPAB | ™M 0065971 1113 CCTCCCTCTGGTG {1114 JGCTACATCTACACTTG]I11S  |CTCAGGGCCCACCATTGAAG|L16  |CCTCCCTCTGGTGGTGCTTCCTCAGGGCCCACCATTG
_ GTGCIT GITGGCTTAA AGGTTG AAGAGCGTTGATTAAGCCAACCAAGTGTAGATGTAGC
HSPBI | NM 061546 | 1117 CCGACTGGAGGAG [1118  JATGCTGGCTGACTCT [1119 |[CGCACTTTTCTGAGCAGACG [1120 [CCGACTGGAGGAGCATAAAAGCGCAGCCGAGCCCAG
- CATAAA GCTC TCCA COCCCCOCACTTTTCTGAGCAGACGTCCAGAGCAGA
HSPB2 |NM 001541 1121 JCACCACTCCAGAG [1122  |[TGGGACCAAACCATA 1123  ICACCTITCCCTTCCCCCAAG [1124  |CACCACTCCAGAGGTAGCAGCATCCTTGGGGGAAGG
HSPE1 | NM 0021571 1125 GCAAGCAACAGTA |1126  [CCAACTTTCACGCTA [1127 |TCTCCACCCTTITCCTITAGA (1128 |GCAAGCAACAGTAGTCGCTGTTGGATCGGGTTCTAA
_ GTCGCTG ACTGGT ACCCG AGGAAAGGGTGGAGAGATTCAACCAGTTAGCGTGAA
HSPG2 | NM 005529 | 1129 |GAGTACGTGIGCC {1130 ICTCAATGGTGACCAG (1131  |CAGCTCCGTGCCTCTAGAGG {1132 |GAGTACGTGTGCCGAGTGTTGGGCAGCTCCGTGCCT
1AMl | M ooozo1 | 1133 GCAGACAGTGACC 1134 |CTTCTGAGACCTCTG 1135 [COGGCGCCCAACGTGATTCT |1136  |[GCAGACAGTGACCATCTACAGCTTTCCGGCGCCCAA
- ATCTACAGCTT GCTTCGT COGTCGATTCTGACGAAGCCAGAGGTCTCAGAAG
Er: | M on3ger! 1137 GTACCTGGTGCGC (1138  |GCGTCTCCGCTGTAG 1139  |[TCAAGTTGCCTCGGAAGTCC |1140  [GTACCTGGTGCGCGAGAGCGTATCCCCAACTGGGAC
- GAGAG TGTT CAGT TTCCGAGGCAACTTGAACTCAGAACACTACAGCGGA
IFI30 | NM 0063321 1141 |ATCCCATGAAGCC |1142 |GCACCATICITAGTG (1143 JAAAATTCCACCCCATGATCA |1144 IATCCCATGAAGCCCAGATACACAAAATTCCACCCCA
IFITI | NML_001548 | 1145 |TGACAACCAAGCA {1146 ICAGTCTGCCCATGTG [1147 JAAGTTGCCCCAGGTCACCAG [1148  [TGACAACCAAGCAAATGTGAGGAGTCTGGTGACCTG
NG | NM 000619 | 1149 GCTAAAACAGGGA |1150 JCAACCATTACTGGGA (1151  JTCGACCTCUGAAACAGCATCT (1152 |GCTAAAACAGGGAAGCGAAAAAGGAGTCAGATGCTG
_ AGCGAAA TGCTC GACTCC TTTCGAGGTCCGAAGAGCATCCCAGTAATGGTTG
IGF1 | NM 0006181 1153 ITCCGGAGCTGTGA 1154 |CGGACAGAGCGAGCT 11155 (TGTATTGCGCACCCCTCAAG 1156 [ TCCGCGAGCTGTGATCTAAGGAGGCTGGAGATGTATT
IGFIR | ™M 000875 | 1157 GCATGGTAGCCGA (1158 {TTTCCGGTAATAGTCT|1159 |{CGCGTCATACCAAAATCTCC (1160  |GCATGGTAGCCGAAGATTTCACAGTCAAAATCGGAG
- AGATTTCA GTCTCATAGATATC GATTTTGA ATTTTGGTATGACGCGAGATATCTATGAGACAGACTA]
IGF2 | NM 000612} 1161 |CCGTGCTTCCGGA 1162  |TGGACTGCTITCCAGG [1163  |TACCCCGTGGGCAAGTTICIT 1164  [CCGTGCTTCCGGACAACTTCCCCAGATACCCCGTGGG
IGFBP2 | NM_000597 | 1165 |GTGGACAGCACCA 1166 |CCTTCATACCCGACTT|1167 |CTTCCGGCCAGCACTGCCTC (1168 IGTGGACAGCACCATGAACATGTTGGGCGGGGGAGGC
IGFBP3 | NM_000598 | 1169 IACATCCCAACGCA |1170  |CCACGCCCTTGITICAI1171  IACACCACAGAAGGCTGIGA 11172  JACATCCCAACGCATGCTCCTGGAGCTCACAGCCTTICT
IGFBP5 | NM 000599 1173 ITGGACAAGTACGG [1174 |CGAAGGTGTGGCACT 1175 JCCCGTCAACGTACTCCATGC (1176  |[TGGACAAGTACGGGATGAAGCTGCCAGGCATGGAGT
IGEBPS | NM 002178 | 1177 TGAACCGCAGAGA 1178 |GTCTTGGACACCCGC {1179 JATCCAGGCACCTCTACCACG |1180  [TGAACCGCAGAGACCAACAGAGGAATCCAGGCACCT
— CCAACAG AGAAT CCCTC CTACCACGCCCTCCCAGCCCAATTCTIGCGGGTGTCCA
IL10 | NM 000572 | 1181 |CTGACCACGCTIT |1182 |CCAAGCCCAGAGACA [1183 |TTGAGCTGTTTTCCCTGACC {1184 |CTGACCACGCITICTAGCTGTIGAGCTGTITTCCCTG
11 [NM 000641 | 1185 [TGGAAGGTTCCAC 1186 ITCTTGACCTTGCAGCT|1187 ICCTGTGATCAACAGTACCCG 11188 | TGGAAGGTTCCACAAGTCACCCTGTGATCAACAGTA
IL17A |NM 0021901 1189 ITCAAGCAACACTC (1190 JCAGCTCCTTTICTGGGT|1191 I TGGCTICTGTCTGATCAAGG {1192 |[TCAAGCAACACTCCTAGGGCCTGGCTTCTGTCTGATC
JL1A [ NM 000575] 1193 |GGTCCTTGGTAGA ]1194  |GGATGGAGCTTCAGG (1195 JTCTCCACCCTGOCCCTGITA 11196 |GGTCCTTGGTAGAGGGCTACTITACTGTAACAGGGC
ILIB | NM 000576 | 1197 IAGCTGAGGAAGAT |1198  |GGAAAGAAGGTGCTIC 11199 ITGCCCACAGACCTTCCAGGA 11200 [AGCTGAGGAAGATGCTGGTTCCCTGCCCACAGACCT
2 NM 000536 | 1201 ACCTCAACTCCTG [1202 |CACTGTTTGTGACAA {1203 |[TGCAACTCCTGTCTTGCATT 1204 |ACCT CAACTCCTGCCACMTGTACAGGATGCAACTCC
- CCACAAT GTGCAAG GCAC TGTCYTGCATTGCACTAAGTICITGCACTTGTCACAAA
6 NM._000600 | 1205 |CCTGAACCTTCCA [1206 |ACCAGGCAAGTCTCC [1207 |CCAGATTGGAAGCATCCATC [1208  |CCTGAACCTTCCAAAGATGGCTGAAAAAGATGGATG
IL6R | NM 000565 | 1209 |CCAGCTTATCTCA 1210 |CTGGCGTAGAACCTT [1211  |JCCTTTGGCTTCACGGAAGAG 11212 |CCAGCTTATCTCAGGGGTGTGCGGCCTTTGGCTTCAC
TL6ST {NM 002184 | 1213 |GGCCTAATGTITCC 1214 |AAAATTGTGCCTTIGG {1215 ICATATTGCCCAGTGGTCACC {1216 |GGCCTAATGTITCCAGATCCTTCAAAGAGTCATATTGC
I3 NM 000584 | 1217 AAGGAACCATCTC (1218  [ATCAGGAAGGCTGCC (1219 |[TGACTTCCAAGCTGGCCGTG (1220 |AAGGAACCATCTCACTGTGTGTAAACATGACTTCCAA
_ ACTGTGTGTAAAC AAGAG GC GCTGGCCGTGGCTCTCTTGGCAGCCTTCCTGAT
ILE3 | NM 004516 1221 |GACACGCCAAGTG {1222 ICTCAAGACCCGGATC (1223 |ACACAAGACTTCAGCCCGTT {1224  |GACACGCCAAGTGGTTCCAGGCCAGAGCCAACGGGC
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LK NM_0010147 1225 CTCAGGATTTITCTC{1226 |AGGAGCAGGTGGAGA 1227 |ATGTGCTCCCAGTGCTAGGT (1228 [CTCAGGATTTTCTCGCATCCAAATGTGCTCCCAGTGE
94 GCATCC CTGG GCCT TAGGTGCCTGCCAGTCTCCACCTGCTCCT
IMMT | NM 006839 | 1229 [CTGCCTATGCCAG {1230 |GCTTTTCTGGCTTCCT (1231 [CAACTGCATGGCTCTGAACA 1232 ICTGCCTATGCCAGACTCAGAGGAATCGAACAGGCTG
INGS | NM 032329 | 1233 ICCTACAGCAAGTG 1234 |CATCTCGTAGGTCTG 11235 |CCAGCTGCACTTTGTCGTCA 11236 |CCTACAGCAAGTGCAAGGAATACAGTGACGACAAAG
INHBA | NM 002192} 1237 IGTGCCCGAGCCAT [1238 |CGGTAGTGGTITGATG 1239  |ACGTCCGGGTCCTCACTGTC 1240 |GTGCCCGAGCCATATAGCAGGCACGTCCGGGTCCTC
INSIA | NM 002195 ] 1241 |CTGTCATATTGCCC|1242  |CAGATTCCAGCAGCC [1243  ITGAGAAGACATTCACCACCA|1244  [CTGTCATATTGCCCCATGCCTGAGAAGACATTCACCA
ITGAl |NM 181501 1245 IGCTTICTTCTIGGAG 11246 |CCTGTAGATAATGAC 11247 [TTGCTGGACAGCCTCGGTAC 1248 |GCTTCTTCTGGAGATGTGCTCTATATTGCTGGACAGC
ITGAR | NM 002204 | 1249 ICCATGATCCTCAC 11250 IGAAGCTTTGTAGCCG {1251  |CACTCCAGACCTCGCTTAGC 11252 |CCATGATCCTCACTCTGCTGGTGGACTATACACTCCA
ITGA4 | NV 000885 | 1253 ICAACGCTTCAGTG [1254  IGTCTGGCCGGGATTC 11235 |[CGATCCTGCATCTGTAAATC 11256  ICAACGCTTCAGTGATCAATCCCGGGGCGATITACAG
ITGAS | NM 002205 | 1257 |AGGCCAGCCCTAC 11258 (GTCTTCTCCACAGTCC1259  ITCTGAGCCTTGTCCTCTATC 11260 IAGGCCAGCCCTACATTATCAGAGCAAGAGCCGGATA
ITGAS | NM _000210 | 1261 JCAGTGACAAACAG 1262 |GTTTAGCCTCATGGG {1263 ITCGCCATCTITTITGTGGGATT 11264  |CAGTGACAAACAGCCCTTCCAACCCAAGGAATCCCA
ITGAT | NV 002206 | 1265 GATATGATTGGTC [1266  |AGAACTTCCATTCCCC1267 |[CAGCCAGGACCTGGCCATCC|1268 |GATATGATTGGTCGCTGCTITGTGCTCAGCCAGGACC
. GCTGCTTTIG ACCAT G TGGCCATCCGGGATGAGTTGCGATGGTGGGGAATGGA
ITGAD | NM 005353 | 1269 |GAGCCTGGTGGAT (1270 |ACTGTCAGGATGCCC (1271 [CAACTGAAAGGCCTGACGTT (1272 IGAGCCTGGTGGATCCCATCGTCCAACTGAAAGGCCT
ITGB3 | MM 000212 1273 ACCGGGAGCCCTA 11274 |CCTTAAGCTCTTTCAC|1275  |AAATACCTGCAACCGTTACT (1276 |ACCGGGGAGCCCTACATGACGAAAATACCTGCAACC
- CATGAC TGACTCAATCT GCCGTGAC GTTACTGCCGTGACGAGATTGAGTCAGTGAAAGAGC
ITGB4 | NM 000213 | 1277 [CAAGGTGCCCTCA {1278  |GCGCACACCTTCATC 1279 |CACCAACCTGTACCCGTATT [1280 |CAAGGTGCCCTCAGTGGAGCTCACCAACCTGTACCC
ITGBS | NM 002213 | 1281 |TCGTGAAAGATGA {1282 |GGTGAACATCATGAC 11283 |TGCTATGTTTCTACAAAACC {1284 |TCGTGAAAGATGACCAGGAGGCTGTGCTATGTITCTA
ITPRI | NM 002222 | 1285 |GAGGAGGTGTGGG (1286 IGTAATCCCATGTCCG 11287 |CCATCCTAACGGAACGAGCT 1288  IGAGGAGGTGTAGGTGTTCCCCTITCCATCCTAACGGA
ITPR3 | NM_ 002224 | 1289 |TTGCCATCGTGTC 1290 |ATGGAGCTGGCGTCA (1291 [TCCAGGTCTCGGATCTCAGA [1292  [TTGCCATCGTGTCAGTGCCCGTIGTCTGAGATCCGAGA
ITSN1 | NM 003024 | 1293 |TAACTGGGATGCA 1294 |CTCTGCCITAACTGGC|1295 |AGCCCTCTCTCACCGTTCCA 11296  ITAACTGGGATGCATGGGCAGCCCAGCCCTCTCTCAC
JAGY | NM 000214 | 1297 ITGGCTTACACTGG {1298 |GCATAGCTGTGAGAT 11299 |ACTCGATTTCCCAGCCAACC 11300 |TGGCTTACACTGGCAATGGTAGTTTCTGTGGTTGGCT
TN | M 002228 1 1301 GACTGCAAAGATG {1302 |[TAGCCATAAGGTCCG {1303 |CTATGACGATGCCCTCAACG [1304  |GACTGCAAAGATGGAAACGACCTTCTATGACGATGC
- GAAACGA CICIC CCTC CCTCAACGCCTCGTTCCTCCCGTCCCAGAGCGGACCT
JUNB | NM 002229 | 1305 |CTGTCAGCTGCTG [1306 |AGGGGGTGTCCGTAA 1307 |CAAGGGACACGCCTTCTGAAL1I308 ICTGTCAGCTGCTGCTTGGGGTCAAGGGACACGCCTIT
KCNN2 | NM 021614 | 1309 |[TGTGCTATTCATCCII310 |GGGCATAGGAGAAGG (1311 |TTATACATTCACATGGACGG (1312 [ TGTGCTATTCATCCCATACCTGGGAATTATACATTCA
KCTDI12 | NM 138444 | 1313 |AGCAGTTACTGGC 1314  [TGGAGACCTGAGCAG 1315 |ACTCTTAGGCGGCAGCGTCC 1316 |AGCAGTTACTGGCAAGAGGGAGAAAGOGACGCTGCCG
KHDRBS| NM 006558 | 1317 |CGGGCAAGAAGAG|1318  ICTGTAGACGCCCTIT [1319 ICAAGACACAAGGCACCTTCA1320  JCOGGCAAGAAGAGTGGACTAACTCAAGACACAAGGC
KIAAOIG| NM 014846 | 1321 [CAGACACCAGCTC {1322 AACATTGTGAGGCGG (1323 |TCCCCAGTGTCCAGGCACAG (1324  |CAGACACCAGCTCTGAGCCCAGTTAATCATCCCCAG
KIAAD24 | NM 014734 | 1325 |[CCOGTGGGACATGG [1326  |GAAGCAAGTCCGTCT 11327 [TCCGCTAGTGATCCTTTIGCA {1328  |[CCGTGGGACATGCAGTGTTICCTTCCGCTAGTGATCCT
KIF4A | NM 012310 1329 JAGAGCTGGTCTCC 1330 IGCTGGTCTITGCTCTGT (1331  |CAGGTCAGCAAACTTGAAAGII332 [AGAGCTGGTCTCCTCCAAAATACAGGTCAGCAAACT
KT |8V 000022 | 133 GAGGCAACTGCTT [1334  |GGCACTCGGCTTGAG 1335  |TTACAGCGACAGTCATGGCC (1336 |[GAGGCAACTGCTTATGGCTTAATTAAGTCAGATGCG
- ATGGCTTAATTA CAT GCAT GCCATGACTGTCGCTGTAAAGATGCTCAAGCCGAGT
KLC1 | NM 182923 | 1337 |AGTGGCTACGGGA 11338 [ TGAGCCACAGACTGC 1339  [CAACACGCAGCAGAAACTG 1340 JAGTGGCTACGGGATGAACTGGCCAACACGCAGCAGA
KLF6 | NM_001300 | 1341 JCACGAGACCGGCT [1342  |GCTCTAGGCAGGTCT [1343 |AGTACTCCTCCAGAGACGGC|1344  [CACGAGACCGGCTACTTCTCGGCGCTGCCCTCTICTGG
KLKL | NM 002257 | 1345 AACACAGCCCAGT 1346 |[CCAGGAGGCTCATGT (1347  |[TCAGTGAGAGCTTCCCACAC [1348  [AACACAGCCCAGTTTGTTCATGTCAGTGAGAGCTTCC
- TIGTTCA TGAAG CCTG CACACCCTGGCTTCAACATGAGCCTCCTGO
KLKI0 | NM 002776 ] 1349 IGCCCAGAGGCTCC [1350 |CAGAGGTTTGAACAG |1351 |CCTCTTCCTCCCCAGTCGGC 11352 |GCCCAGAGGCTCCATCGTCCATCCTCTICCTCCCCAG
KLKIL | NM 0068531 1353 ICACCCCGGCTTCA {1354 ICATCTTCACCAGCAT 11355 {CCTCCCCAACAAAGACCACCIIRSG  JCACCCCOGCTTCAACAACAGCCTCCCCAACAAAGALC
KILKI14 | NM 022046 | 1357 |CCCCTAAAATGTT 11358 ICTCATCCTCITGGCTCI1359 |CAGCACTTCAAGTCCTGGCT 1360  ICCCCTAAAATGTTCCTCCTGCTGACAGCACTTCAAGT
KLK2 |NM 005551 | 1361 |AGTCTCGGATTGT 1362  |TGTACACAGCCACCT 1363 |TTGGGAATGCTTCTCACACT 1364 |AGTCTCGGATTGTGGGAGGCTGGOAGTGTGAGAAGC
KLK3 [ NM 001648 | 1365 ICCAAGCTTACCAC 11366  |AGGGTGAGGAAGACA 11367 |ACCCACATGGTGACACAGCT 1368 ICCAAGCTTACCACCTGCACCCGGAGAGCTGTGTCAL
KLRKI | NM 007360 | 1369 [TGAGAGCCAGGCT {1370 STGGTCCTCTTTG37]  [TGTCTCAAAATGCCAGCCTT {1372 ITGAGAGCCAGGCTTCTTGTATGTCTCAAAATGCCAGC
KPNA2 | NM 002266 | 1373 ITGATGGTCCAAMAT 11374 IAAGCTTCACAAGTTIG 11375 JACTCCIGTTTICACCACCAT 11376 ITGATGGTCCAAATGAACGAATTGGCATGGTGGTGAA
KRT1 | NM 006121 | 1377 [TGGACAACAACCG |1378 |TATCCTCGTACTGGG 1379 |CCTCAGCAATGATGCTGTCC 1380 [TGGACAACAACCGCAGTCTCGACCTGGACAGCATCA
KRTIS | NM 0022751 1381 IGCCTGGITCTICA 11382 ICTTGCTGGTCTGGATC|1383  |TGAACAAAGAGGTGGCCTCCII384 |GCCTGGTTCTTCAGCAAGACTGAGGAGCTGAACAAA
KRTI8 | NM 000224 ! 1385 |AGAGATCGAGGCT 11386  |GGCCTTTTACTTCCTC 1387 |TGGTTCTTCITCATGAAGAG 11388 [AGAGATCGAGGCTCTCAAGGAGGAGCTGCTCTTCAT
KRT2 |NM 000423 ] 1389 |CCAGTGACGCCTC 11390 |GGGCATGGCTAGAAG (1391 |JACCTAGACAGCACAGATTICC 1392 |CCAGTGACGCCICTGTGTTICTIGGGGCGCGAATCTGTGC
KRTS | NM 000424 1393 {TCAGTGGAGAAGG {1394 |TGCCATATCCAGAGG (1395 {CCAGTCAACATCTCTGTTGT 11396 |TCAGTGGAGAAGGAGTTGGACCAGTCAACATCTCIG




(1143

TABLE A

KRT7S | NM 004693 | 1397 TCAAAGTCAGGTA 1398 JACGTCCITITICAGGG|1399 |[TTCATTCTCAGCAGCTGTGC |1400 |TCAAAGTCAGGTACGAAGATGAAATTAACAAGCGCA
” COAAGATGAAATT CTACAA GCTTGT CAGCTGCTGAGAATGAATTTGTAGCCCTGAAAAAGG
KRT76 | "M 015848 | 1401 ATCTCCAGACTGC (1402  |TCAGGGAATTAGGGG [1403 [TCTGGGCTTCAGATCCTGAC [1404  |ATCTCCAGACTGCTGGTTCCCAGGGAACCCTCCCTAC
- TGGTTCC ACAGA TCCC ATCTGOGCTTCAGATCCTGACTCCCTTCTGTCCCCTA
KRTS | NM 0022731 1405 GGATGAAGCTTAC 1406 |CATATAGCTGCCTGA [1407  |[CGTCGGTCAGCCCTTCCAGG [1408  |GGATGAAGCTTACATGAACAAGGTAGAGCTGGAGTC
- ATGAACAAGGTAG GGAAGTTGAT C TOGCCTGGAAGGGCTGACCGACGAGATCAACTTCCT
LICAM | NM 000425 | 1409 [CTTGCTGGCCAAT 1410 [TGATTGTCCGCAGTC 1411 |ATCTACGTTGTCCAGCTGCC |1412  |CTTGCTGGCCAATGCCTACATCTACGTTGTCCAGCTG
LAG3 |NM 002286 | 1413 |GCCTTAGAGCAAQ {1414 |CGGTTCTTGCTCCAGC|1415  |[TCTATCTTGCICTGAGCCTG 1416 |GCCTTAGAGCAAGGGATTCACCCTCCGCAGGCTCAG
LAMA3Z | NM 0002271 1417 [CCTGTCACTGAAG |1418 ITGGGTTACTGGTCAG |1419 ATTCAGACTGACAGGCCCCT 1420 ICCTGTCACTGAAGCCTTGGAAGTCCAGGGGCCTGTC
LAMA4 | NM 0022690 | 1421 |GATGCACTGCGGT 1422 ICAGAGGATACGCTCA 11423  ICTCTCCATCGAGGAAGGCAA 1424 |GATGCACTGCGGTTAGCAGCGCTCTCCATCGAGGAA
LAMAS | NM_005560 | 1425 |CTCCTGGCCAACA 11426 JACACAAGGCCCAGCC 11427 |CIGTTCCTGGAGCATGGCCT (1428 |[CTCCTGGCCAACAGCACTGCACTAGAAGAGGCCATG
TAMB1 | NM 0022511 1429 JCAAGGACGACTGGE 11430 |[CGGCAGAACTGACAG 11431  ICAAGTGCCTGTACCACACGG 1432 ICAAGGAGACTGGGAGGTGTCTCAAGTGCCTGTACCA
LAMB3 | NM_000228 | 1433 JACTGACCAAGCCT 1434  |GTCACACTTGCAGCA 1435 |CCACTCGCCATACTGGGTGC [1436  |ACTGACCAAGCCTGAGACCTACTGCACCCAGTATGG
LAMCI | NM_002293 | 1437 IGCCGTGATCTCAG [1438  |ACCTGCTTGCCCAAG [1439  |CCTCGGTACTTCATTGCTICC {1440 |GCCGTGATCTCAGACAGCTACTTICCTCGGTACTTCA
LAMC?2 | NM 005562 | 1441 ACTCAAGCGGAAA [1442  |JACTCCCTGAAGCCGA (1443  |[AGGTCTTATCAGCACAGTCT [1444  |ACTCAAGCGGAAATTGAAGCAGATAGGTCTTATCAG
- TTGAAGCA GACACT CCOCCTCC CACAGTCTCCGCCTCCTGGATTCAGTGTCTCGGCITC
LAPTMS | NM 006762 | 1445 |TGCTGGACTICTG 1446  ITGAGATAGGTGGGCA {1447 |TCCTGACCCTCTGCAGCTCC {1448 ITGCTGGACTTCTGCCTGAGCATCCTGACCCTCTGCAG
LGALS3 | NM 002306 | 1449 IAGCGGAAAATGGC {1450 |CTTGAGGGTTITGGGT [1451 [ACCCAGATAACGCATCATGG|1452 |AGCGOAAAATGGCAGACAATTTTTCGCTCCATGATG
LIG3 | NM 002311 | 1453 |GGAGGTGGAGAAG|1454 JACAGGTGTCATCAGC 1455 |[CTGGACGCTCAGAGCTCGTC [1456 | GGAGGTGGAGAAGGAGCCGGGCCAGAGACGAGCTCT
LIMSL | NM 004987 | 1457 |TGAACAGTAATGG 1458 ITTCTGGGAACTGCTG 1459  |ACTGAGCGCACACGAAACA |1460 | TGAACAGTAATGGGGAGCTGTACCATGAGCAGTGTT
LOX [ NM 0023171 1461 |[CCAATGGGAGAAC 1462 |CGCTGAGGCTGGTAC 1463  |CAGGCTCAGCAAGCTGAACA|1464  |CCAATGGGAGAACAACGGGCAGGTGTTCAGCTTGCT
IRP1 | NM 002332 ] 1465 TTTGGCCCAATGG |1466 IGTCTCGATGCGGTCG [1467  [TCCCGGCTGGGCGCCTCTAC (1468 [ TTTGGCCCAATGGGCTAAGCCTGGACATCCCGGCTG
- GCTAAG TAGAAG T GGCGCCTCTACTGGGTGGATGCCTTCTACGACCGCAT
LTBP2 | NM 000428 | 1469 [GCACACCCATCCT 11470  |GATGGCTGGCCACGT (1471 [ICTTTGCAGCCCTCAGAACTC {1472 IGCACACCCATCCTTGAGTCTCCTTTGCAGCCCTCAGA
UM | MM 002345 | 1473 GGCTCTTTTGAAG 1474 |AAAAGCAGCTGAAAC {1475 |[CCTGACCTTCATCCATCTCC 1476 |GGCTCTTTTGAAGGATTGGTAAACCTGACCTTCATCC
- GATTGGTAA AGCATC AGCA ATCTCCAGCACAATCGGCTGAAAGAGGATGCTGTTT
MAGEA4| NM_002362 | 1477 |GCATCTAACAGCC 1478  ICAGAGTGAAGAATGG [1479  |CAGCTTCCCTTGCCTCGTGT 1480 |GCATCTAACAGCCCTGTGCAGCAGCTTCCCTTGCCTC
MANF | NM_006010 | 1481 [CAGATGTGAAGCC 11482 |AAGGOAATCCCCTCA 11483 ITTCCTGATGATGCTGGCCCT (1484 ICAGATGTGAAGCCTGGAGCTTICCTGATGATGCTGG
MAOA | NM_000240 | 1485 |GTGTCAGCCAAAG 1486 |CGACTACGTCGAACA 1487 |CCGCGATACTCGCCTTCTCT 1488 |GTGTCAGCCAAAGCATGGAGAATCAAGAGAAGGCGA
MAP3KS | NM,_005923 | 1489 |AGGACCAAGAGGC [1490  |CCTGTGGCCATTTCA |1491 [CAGCCCAGAGACCAGATGTIC|1492 |AGGACCAAGAGGCTACGGAAAAGCAGCAGACATCTG
MAP3KT | NM 145333 | 1493 CAGGCAAGAACTA (1494  |CCTGTACCAGGCGAG (1495  |[TGCTGGTCCTTITTCATCCTG (1496  |[CAGGCAAGAACTAGTTGCAGAACTGGACCAGGATGA
~ GTTGCAGAA ATGTAT GTCC AAAGGACCAGCAAAATACATCTCGCCTGGTACAGG
MAP4K4 | NM 004834 | 1497 [TCGCCGAGATTTIC |1498 ICTGTTGTCTCCGAAG 1499 [AACGTTCCTTGTITCTCCIGC {1500  |[TCGCCGAGATTTCCTGAGACTGCAGCAGGAGAACAA
MAP7 | NM 003930} 1501 JGAGGAACAGAGGT |1502 ICTGCCAACTGGCTTTC|1503  |CATGTACAACAAACGCTCCG (1504  IGAGGAACAGAGGTGTCTGCACTTCCATGTACAACAA
MAPKAP NM._ 004635 | 1505 AAGCTGCAGAGAT |1506  J[GTGGGCAATGTTATG (1507 [ATTGGCACTGCCATCCAGTT (1508 |AAGCTGCAGAGATAATGCGGGATATTGGCACTGCCA
K3 S AATGCGG GCTG TCTG TCCAGTTITCTGCACAGCCATAACATTGCCCAC
M2 | N 004526 | 1509 GACTTTTGCCCGC (1510 |GCCACTAACTGCTITC 1511  JACAGCTCATTGTTGTCACGC 1512 |GACTTTTGCCCGCTACCTITCATTCCGGCGTGACAAC
- TACCTITTIC AGTATGAAGAG CGGA AATGAGCTGTTGCTCTTCATACTGAAGCAGTTAGTGG
MCM3 | NM 002388 | 1513 IGGAGAACAATCCC 11514 |ATCTCCTGGATGGTG {1515 ITGGCCTTTCTGTCTACAAGG (1516 IGGAGAACAATCCCCTTGAGACAGAATATGGCCTTTC
MOMVE | 3 005915 | 1517 TGATGGTCCTATG 1518 |TGGGACAGGAAACAC (1519 [CAGGTTTCATACCAACACAG |1520  |[TGATGGTCCTATGTGTCACATTCATCACAGGTTTCAT
- TGTCACATICA ACCAA GCTTCAGCAC ACCAACACAGGCTICAGCACTTCCTTTGGTGIGITIC
MDK | NM 002391 | 1521 |GGAGCCGACTGCA |1522 |GACTTTGGTGCCTIGT [1523 |ATCACACGCACCCCAGTICT |1524  |GGAGCCGACTGCAAGTACAAGTTTGAGAACTGGOGT
MDM2 | NM 002392 | 1525 |CTACAGGGACGCC 1526 |ATCCAACCAATCACC 11527 |CTTACACCAGCATCAAGATC |1528  |CTACAGGGACGCCATCGAATCCGGATCTTGATGCTG
MELK | NM 014791 | 1529 |AGGATCGCCTIGTC 11530  |TGCACATAAGCAACA 11531 ICCCGGGTTGICTTCCGTCAG [1532  |AGGATCGCCTGTCAGAAGAGGAGACCCGGGTTGTICT
MET | NM 000245 | 1533 GACATTTCCAGTC (1534 JCTCCGATCGCACACA 11535 |TGCCTCTCTGCCCCACCCTT 1536 |GACATTTCCAGTCCTGCAGTCAATGCCTCTCTGCCCC
- CTGCAGTCA TTTGT TCT ACCCTTTGTTCAGTGTGGCTGGTGCCACGACAAATGT
MGMT | NM 002412 | 1537 |GTGAAATGABACG |1538  |GACCCTGCTCACAAC [1539  |CAGCCCTTTGGGGAAGCTGG 1540  |GTGAAATGAAACGCACCACACTGGACAGCCCTTTGG |
MGST1 | NM 020300 | 1541 ACGGATCTACCAC (1542  [TCCATATCCAACAAA {1543 |TTTGACACCCCTTCCCCAGC {1544  |ACGGATCTACCACACCATTGCATATTTGACACCCCTT
- ACCATTGC AAAACTCAAAG CA CCCCAGCCAAATAGAGCTITTGAGTITTTITTGTIGGAT
MICA | NM_000247 | 1545 |ATGGTGAATGTCA 11546 |AAGCCAGAAGCCCTG 1547 [CGAGGCCICAGAGGGCAAC (1548 [ATGGTGAATGTCACCCCGCAGCGAGGCCTCAGAGGGC
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TCCAAAGTGCCTCTG CCACTCTTCCTTGAACACCC 11552 JGATTGCACCAGGGCAGAACAGGGGAGGGTGTTICAAG
MLXIP | NM 0149381 1553 |TGCTTAGCTGGCA 1554 |CAGCCTACTCTCCAT (1555 JCATGAGATGCCAGGAGACCC|1556 | TGCTTAGCTGGCATGTGGCCGCATGAGATGCCAGGA
MMPL1 | NM 005940 ] 1557 CCTGGAGGCTGCA [1558  [TACAATGGCTTTGGA. |1559 JATCCTCCTGAAGCCCTTTTC [1560  |CCTGGAGGCTGCAACATACCTCAATCCTGTCCCAGG
- ACATACC GGATAGCA GCAGC CCEOATCCTCCTGAAGCCCTTTITCGCAGCACTGCTAT
MMP2 | NM 004530 | 1561 |CAGCCAGAAGCGG |1562 IAGACACCATCACCTG {1563  |AAGTCCGAATCTCTGCTCCC [1564  |CAGCCAGAAGCGGAAACTTAAAAAGTCCGAATCTCT
MMP7 | M 0023 | 1565 GOATGGTAGCAGT {1566  JGGAATGTCCCATACC [1567 |CCTGTATGCTGCAACTCATG (1568 |GGATGGTAGCAGTCTAGGGATTAACTTCCTGTATGCT
- CTAGGGATTAACT CAAAGAA AACTTGGC GCAACTCATCGAACTTGGCCATTCTTTGOGTATGGGAC
MMPS | NM 004994 | 1569 |GAGAACCAATCTC 1570 |CACCCGAGTGTAACC {1571 |ACAGGTATTCCTCTGCCAGC 1572 |GAGAACCAATCTCACCGACAGGCAGCTGGCAGAGGA
MPPED2 | NM 001584 ] 1573 |CCGACCAACCCTC [1574 JAGGGCATTTAGAGCT 11575 IATTTGACCTTCCAAACCCAC 11576 |CCGACCAACCCTCCAATTATATTTGACCTTCCAAACC
MRCI | NM 002438 | 1577 ICTTGACCTCAGGA 11578 |GGACTGCGOTCACTC 11579 ICCAACCGCTGTTGAAGCTCA 11580  ICTTGACCTCAGGACTCTGGATTGGACTTAACAGTCTG
MRPIL13 | NM 014078 | 1581 |TCCGGTTCCCITCG|1582 IGTGGAAAAACTGCGG 1583 JCGGCTGGAAATTATGTCCTC [1584  [TCCGGTTCCCITCGTTTAGGTCGGCTGGAAMATTATGT
MSH2 | NM 0002511 1585 |GATGCAGAATTGA (1586 ITCTTGGCAAGICGGT 1587 |CAAGAAGATTTACTTCGTCG (1588  |GATGCAGAATTGAGGCAGACTTTACAAGAAGATTTA
wsH3 | v ooza3e | 1380 TGATTACCATCAT (1590  |[CTTGTGAAAATGCCA {1591  |TCCCAATTGTCGCTTCITCT {1592 {TGATTACCATCATGGCTCAGATTGGUTCCTATGTITCC
- GGCTCAGA TCCAC GCAG TGCAGAAGAAGCGACAATTGGGATTGTGGATGGCAT
MSHG | NM 000179 | 1593 ITCTATTGGGGGAT 1594  ICAAATTGCGAGTGOT {1595 [CCOTTACCAGCTOGAAATTIC 11596 |TCTATTGGGGOGATTGOTAGGAACCCTTACCAGCTGG
MTAL | NM 004689 | 1597 CCGCCCTCACCTG 1598 JGGAATAAGTTAGCCG {1599 [ CCCAGTGTCCGCCAAGGAGCII600  [CCGCCCTCACCTGCAGAGAAACGCGCTCCTTGGCGG
- AAGAGA CGCTTCT G ACACTGGGGGAGGAGAGGAAGAAGCGCGGCTAACTT
MIPN | NM 145808 | 1601 |GOTGGAAGGAAAC 11602  |[CAGCAGCAGAAATTC 1603  |AAGCTOGCCCACAATCTGCTG [1604  |GGTGGAAGGAAACCTCTTCATTATGCAGCAGATTGT
MISS! | NM 014751 ] 1605 |TTCGACAAGTCCT 1606 |CTTGGAACATCCGTC (1607 |CCAAGAAACAGCGACATCA 1608 I TTCGACAAGTCCTCCACCATTCCAAGAAACAGCGAC
MUCL | 3m 002456 | 1609 GGCCAGGATCTGT {1610 JCTCCACGTCGTGGAC (1611 [CTCTGGUCTTCCGAGAAGAT (1612 JGGCCAGGATCTGTGGTGGTACAATTGACTCTGGCCTT
- GGTGGTA ATTGA ACC CCCGAGAAGGTACCATCAATGTCCACGACGTGGAG
MVE | NM 017458 | 1613 ACGAGAACGAGGG |1614  [GCATGTAGGTGCTTC {1615 JCGCACCTTTCCGGTCTTGAC [1616  |ACGAGAACGAGGGCATCTATGTGCAGGATGTCAAGA
- CATCTATGT CAATCAC ATCCT CCGGAAAGGTGCGCGCTGTGATTGGAAGCACCTACA
MYRL2 | 3o 002466 | 1617 GCCGAGATCGCCA {1618 [CTITTGATGOTAGAG [1619  |[CAGCATTGTCTGTCCTCCCT 1620 [GCCGAGATCGCCAAGATGTTGCCAGGGAGGACAGAC
- AGATG TTCCAGTGATTC GGCA AATGCTGTGAAGAATCACTGGAACTCTACCATCAAA
MYBPC1| NM 002465 | 1621 ICAGCAACCAGGGA |1622  ICAGCAGTAAGTGCCY 11623 [AAATTCGCAAGCCCAGCCCC (1624 |CAGCAACCAGGGAGTCTGTACCCTGOAAATTCGCAA
MYC | M oozas71 1625 TCCCTCCACTCGG (1626 CGGTTGTTGCTGATCT]1627  [TCTGACACTGTCCAACTTGA (1628 | TCCCTCCACTCGGAAGGACTATCCTGCTGCCAAGAG
- AAGGACTA GTCICA CCCTCIT GGTCAAGTTGCGACAGTGTCAGAGTCCTGAGACAGAT
MYLK3 | NM 182493 | 1620 CACCTGACTGAGC {1630  |GATGTAGTGCTGGTG 1631  JCACACCCTCACAGATCTGCC |1632 CACCTGACTGAGCTGGATG'TGGTCCTGTTCACCAGGC
- ~_|TGGATGT CAGGT 'TGGT AGATCIGTGAGGGTGTGCATTACCTGCACCAGCACT
MYO6 | NM 004999 | 1633 |AAGCAGTITCTGGA 1634  IGATGAGCTCGGCTTC [1635 |CAATCCTCAGGGCCAGCTCC 1636 |AAGCAGTTCTGGAGCAGGAGCGCAGGGACCGGGAGC
NCAML | NM 000615 ] 1637 JTAGTTCCCAGCTG 11633 [CAGCCTITGTITCTICAGC]1639 JICTCAGCCTCGTCOTTCITAT 1640 ITAGTTCCCAGCTGACCATCAAAAAGGTGGATAAGAA
NCAPD3 | NM 015261 | 1641 |TCGTTGCTTAGAC 11642 ICTCCAGACAGTGTIGC 1643 |[CTACTGTCCGCAGCAAGGCA|1644  ITCCGTTGCTTAGACAAGGCGCCTACTGTCCGCAGCAA
NCOR1 [ NM 006311 ] 1645 [AACCGTTACAGCC 1646  ITCTGGAGAGACCCTT {1647 |CCAGGCTCAGTICTGTCCATC |1648  IAACCGTTACAGCCCAGAATCCCAGGCTCAGTCTGTICC
NCOR2Z | NM 0063121 1649 ICGTCATCTACGAA 11650 JOAGCACTGGOTCACA 11651 ICCTCATAGGACAAGACGTGG1652  JCGTCATCTACGAAGGCAAGAAGGGCCACGTCTTGTC
NDRG1 | NM_006096 | 1653 |AGGGCAACATTCC 1654 ICAGTGCTCCTACTCC 11655 |CTGCAAGGACACTCATCACAIL656 |AGGGCAACATTCCACAGCTOCCCTGGCTGTGATGAG
NDUFS5 | NM_004552 | 1657 |AGAAGAGTCAAGG 1658  [AGGCCGAACCTTITC 1659 [TGTCCAAGAAAGGCATGGCT [1660  JAGAAGAGTCAAGGGCACGAGCATCGGGTAGCCATGC
NEK2 | NM 002497 | 1661 GTGAGGUAGCGCG {1662 [TGCCAATGGTGTACA 11663 [TOCCITCCCGGGCTGAGGAC 11664 1GTCAGGCAGCGCGACTCTGGCGACTGOCCGGUCATC
- ACTCT ACACTTCA T CCTTCCCGGGCTGAGGACTATGAAGTGTTGTACACC
NETO2 | NM 018092 ] 1665 |CCAGGGCACCATA 11666  |AACGGTAAATCAAGG 1667 |AGCCAACCCTTTITCTCCCAT 1668 |CCAGGGCACCATACTGTTTCCAGCAGCCAACCCTTTT
NEXN | NM 1445731 1669 |AGGAGGAGGAAGAIIET0 IGAGCTCCTGATCTGE 1671  JTCATCTTCAGCAGTGGAGCC 11672 |AGCAGGAGGAAGAAGGTAGCATCATGAATGGCTCCA
NFEATS | NM 006599 | 1673 |CTGAACCCCTICTC 1674 IAGGAAACGATGGCGA [1675  |CGAGAATCAGTCCCCGTGGA (1676 |[CTGAACCCCTCTCCTGGTCACCGAGAATCAGTCCCCG
NFATC2Z | NM 173091 | 1677 |[CAGTCAAGGTCAG {1678 ICTTIGGCTCGTGGCAT{I679  |[CGOGTTCCTACCCCACAGTC (1680 [CAGTCAAGGTCAGAGGCTGAGCCCGOGTTCCTACCC
NFKB1 | NM 003998 | 1681 [CAGACCAAGGAGA 11682 |AGCTGCCAGTGCTAT 11683 AAGCTGTAAACATGAGCCGC|1684  JCAGACCAAGGAGATGGACCTCAGCGTGGTGCGGCTC
NFKBIA | NM 020529 | 1685 |CTACTGGACGACC 1686  [CCTTGACCATCTGCTC|1687 [CTCGTCTTTCATGGAGTCCA (1638 |CTACTGGACGACCGCCACGACAGCGGCCTGGACTCC
NMEL | %M oooz6e | 1659 CCAACCCTGCAGA |1690  JATGTATAATGTTCCTG{1691  |[CCTGGGACCATCCGTGCAGALLS92  |CCAACCCTGCAGACTCCAAGCCTGGCGACCATCCGTG
- CTCCAA CCAMCTTGTATG CTTCT GAGACTTCTGCATACAAGTTGGCAGGAACATTATAC
NNMT | NM 0061569 | 1693 ICCTAGGGCAGGGA 11694 [CTAGTCCAGCCAAAC |1695  |CCCTCTCCTCATGCCCAGAC 11696 [CCTAGGGCAGGCATGGAGAGAGAGTCTGGGCATGAG
NOS3 | NM 000603 | 1697 |ATCTCCGCCTCGC {1698  ITCGGAGCCATACAGG (1699  [TTCACTCGCTTCGCCATCAC 11700 JATCTCCOCCTCGCTCATGGGCACGGTGATGGCGAAG
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NOX4 | NM 016931 | 1701 CCTCAACTGCAGC 1702 [TGCTTGGAACCTTCTG! CCGAACACTCTTGGCTTACC (1704 |[CCTCAACTGCAGCCTTATCCTTTITACCCATGTGCCGA
- CITATCC TGAT TCCG ACACTCTTGGCTTACCTCCGAGGATCACAGAAGGTTC
APBWR1| NM 005285 ] 1705 |TCACCAACCTGTT 1706 |GATGTTGATGGGCAG {1707 |ATCGCCGACGAGCTCTTCAC 1708 I TCACCAACCTGTTCATCCTCAACCTGGCCATCGCCGA
NPM1 | NM 002520 1709 AATGTTGTCCAGG [1710  JCAAGCAAAGGGTGGA [1711  [AACAGGCATTTTGGACAACA|1712  |AATGTTGTCCAGGTTCTATTGCCAAGAATGTGTTGTC
- TTCTATTGC GTTC CATTCTTG CAAAATGCCTGTTTAGTITTTAAAGATGGAACTCCAC
NRGL | NM 013957 | 1713 CGAGACTCTCCTC 1714 CTTGGCGTGTGGAAA 1715 JATGACCACCCCGGCTCGTAT [1716  |[CGAGACTCTCCTCATAGTGAAAGGTATGTGTCAGCC
- ATAGTGAAAGGTA TCTACAG GTCA ATGACCACCCCGOCTCGTATGTCACCTGTAGATITCC
NRIP3 [NM 0206451 1717 ICCCACAAGCATGA 11718 TGCTCAATCTGGCCC 11719 JAGCTTTICTCTACCCCGGCAT 11720 |CCCACAAGCATGAAGGAGAAAAGCTITTCICTACCCC
NRP1 | NM 0038731 1721 CAGCTCTCTICCAC [1722  [CCCAGCAGCTCCATT 1723 |CAGGATCTACCCCGAGAGAG|1724  |CAGCTCTCTCCACGCGATTCATCAGGATCTACCCCGA
- GCGATTC CTGA CCACTCAT GAGAGCCACTCATGGCGCACTGGGGCTCAGAATGGA
NUP6E2 | M 1537191 1725 AGCCTCTTTGCGT {1726 CTGTGGTCACAGGGG 1727 [TCATCTGCCACCACTGGACT {1728 |AGCCTCTTTGCGTCAATAGCAACTGCTCCAACCTCAT
- CAATAGC TACAG CTCC CTGCCACCACTGGACTCTCCCTCTGTACCCCTGTGAC
OAZ1 |NM 004152 1729 |AGCAAGGACAGCT {1730 IGAAGACATGGTCGGC |1731  ICTGCTCCTCAGCGAACTCCA {1732 |AGCAAGGACAGCTTTGCAGTTCTCCTGGAGTTCGCTG
OCLN INM 002538} 1733 |CCCTCCCATCCGA 1734 |GACGCGGGAGTGTAG 1733 |CTCCTCCCTCGGTGACCAAT 11736 |CCCTCCCATCCGAGTTTCAGGTGAATTGGTCACCGAG
obCl | NM 002539 | 1737 AGAGATCACCGGC 1738 [CGGGCTCAGCTATGA 1739 |[CCAGCGTTGGACAAATACTT |1740  |AGAGATCACCGGCGTAATCAACCCAGCGTTGGACAA
_ GTAATCAA TTCTCA TCCGTCA ATACTTTCCGTCAGACTCTGGAGTGAGAATCATAGCT
OLFML2 [ NM 015441 | 1741 |CATGTTGGAAGGA 1742 |CACCAGTTTGGTGGT {1743 |TGGCCTGGATCTCCTGAAGC 11744 |CATGTTGGAAGGAGCGTTCTATGGCCTGGATCTCCTG
OLFMI3 | NM 020190} 1745 |TCAGAACTGAGGC {1746 |CCAGATAGTCTACCT {1747 |JCAGACGATCCACTCTCCCGG 1748 |\ TCAGAACTGAGGCCGACACCATCTCCGGGAGAGTGG
oMD | NM 005014 ] 1749 CGCAAACTCAAGA 1750 CAGTCACAGCCTCAA 1751  |[TCCGATGCACATTCAGCAAC |1752  |CGCAAACTCAAGACTATCCCAAATATTCCGATGCAC
_ CTATCCCA TTTCATT TCTACC ATTCAGCAACTCTACCTTCAGTTCAATGAAATTGAGG
ORSIEL | NM_152430 | 1753 |GCATGCTTTICAGG 1754 |AGAAGATGGCCAGCA 11755 ITCCTCATCTCCACCTCATCC 1756 |GCATGCTTITCAGGCATTGACATCCTCATCTCCACCTC
ORS1E2 | NM 030774 | 1757 |TATGGTGCCAAAA 1758  |GTCCTTGTCACAGCT 1759 JACATAGCCAGCACCCGTGTT |1760  |[TATGGTGCCAAAACCAAACAGATCAGAACACGGGTG
OSM | NM 0205301 176! |GTTTCTGAAGGGG 11762 |AGGTGTCTGGTITIGG 11763  |CTGAGCTGGCCTCCTATGCC 11764 |GTITCTGAAGGGGAGGTCACAGCCTGAGCTGGCCTC
PAGEL | NM 003785] 1765 CAACCTGACGAAG 1766 CAGATGCTCCCTCAT (1767 |CCAACTCAAAGTCAGGATTC |1768 |CAACCTGACGAAGTGGAATCACCAACTCAAAGTCAG
_ TGGAATC CCTICT TACACCTGC GATTCTACACCTGCTGAAGAGAGAGAGGATGAGGGA
PAGE4 | NM 0607003 | 1769 GAATCTCAGCAAG {1770 |GTTCTTCGATCGGAG {1771  |[CCAACTGACAATCAGGATAT |1772  |GAATCTCAGCAAGAGGAACCACCAACTGACAATCAG
- AGGAACCA GTGIT TGAACCTGG GATATTGAACCTGGACAAGAGAGAGAAGGAACACCT
PAKG6 | NM 020168 | 1773 |CCTCCAGGTICACC 1774 IGTCCCTTCAGGCCAG 1775 JAGTTTCAGGAAGGCTGCCCC|1776  |CCTCCAGGTCACCCACAGCCAGTTTCAGGAAGGCTG
PATE] |NM 138294 | 1777 |TGGTAATCCCYGG [1778 |[TCCACCTTATGCCTTT [1779 |CAGCACAGTTCITTAGGCAG |1780 | TGGTAATCCCTGGTTAACCTTCATGGGCTGCCTAAAG
PCA3 | NR 015342 | 1781 |CGTGATTGTCAGG {1782 [AGAAAGGGGAGATGC 11783  |CTGAGATGCTCCCTGCCTTC 1784 |ICGTGATTGTCAGGAGCAAGACCTGAGATGCTCCCTG
PCDHGB| NM_018927 | 1785 |CCCAGCGTTGAAG 1786 IGAAACGCCAGTCCGT [1787 JATTCTTAAACAGCAAGCCCC |1788 |CCCAGCGTTGAAGCAGATAAGAAGATICTTAAACAG
PCNA | NM 0025921 1789 |GAAGGTGITGGAG 11790 IGGTTTACACCGCTGG 1791 JATCCCAGCAGGCCTCGTTGA 1792 |IGAAGGTGTTGGAGGCACTCAAGGACCTCATCAACGA
PDEOA NM_0010015 1793 TICCACAACTTCC {1794 JAGACTGCAGAGCCAG {1795 |TACATCATCTGGGCCACGCA {1796  |TTCCACAACTTCCGGCACTGCTTCTGCGTGGCCCAGA
70 GGCAC ACCA GAAG TGATGTACAGCATGGTCTGGCTCTGCAGTCT
PDGFRB | NM_002609 1 1797 ICCAGCTCTCCITCCI1798 IGGGTGGCTCTCACTT [1799  |ATCAATGTCCCTGTCCGAGT 1800 | CCAGCTCTCCTTCCAGCTACAGATCAATGTCCCTGTC
PECAMI | NM 000442 | 1801 TGTATTTCAAGAC [1802 TTAGCCTGAGGAATT {1803 (TTTATGAACCTGCCCTGCTC {1804  (TGTATTTCAAGACCTCTGTGCACTTATTTATGAACCT
- CTICTGTGCACTT GCTGTGTT CCACA GCCCTGCTCCCACAGAACACAGCAATTCCTCAGGCT
PEX10 | NM 153818 | 1305 GGAGAAGTTCCCT |1806 |ATCTGTGTCCAGGCC 1807 |CTACCTTCGGCACTACCGCT [1808 |GGAGAAGTTCCCTCCCCAGAAGCTCATCTACCTTCGG
- CCCCAG CAC GAGC CACTACCGCTGAGCCGGCGCCCGGGTGCGCCTGGAC
PGD | NM 002631 | 1809 |ATTCCCATGCCCT {1810 CTGGCTGGAAGCATC |1811  |ACTGCCCTCTCCTTCTATGA 1812  |ATTCCCATGCCCTGTTTITACCACTGCCCTCTCCTTCT
PGE | NM 0026321 1813 |GTGGTTTTCCCTCGII814  JAGCAAGGGAACAGCC 1815 JATCTICTCAGACGTCCCGAG 11816 |GTGGTTTTCCCTCGCGAGCCCCCTGGCTCGGGACGTCT
PGK1 | NM 000291 | 1817 AGAGCCAGTTGCT |1818 |[CTGGGCCTACACAGT (1819 |TCTCTGCTGGGCAAGGATGT (1820 |AGAGCCAGTTGCTGTAGAACTCAAATCTCTGCTGGG
_ GTAGAACTCAA CCTTCA TCTGTTC CAAGGATGTTCTGTTCTTGAAGGACTGTGTAGGCCCA
PGR | NM 000926 | 1821 |GATAAAGGAGCCG 1822 TCACAAGTCCGGCAC 11823 ITAAATTGCCGTCGCAGCCGC (1824 |GATAAAGGAGCCGCGTGTCACTAAATTGCCGTCGCA
PHTE2 | NM 020432 | 1825 |GATATGGCTGATG |1826 |GGTTTGGGIGTITCITG{1827 |ACAATCTGGCAATGCACAGT |1828 |GATATGGCIGATGCTGCTCCTGGGAACTGTGCATTGC
PIKaC2A | NM 002645 1820 ATACCAATCACCG |1830  |CACACTAGCATTTTCT|1831 |TGTGCTGTGACTGGACTTAA [1832 |ATACCAATCACCGCACAAACCCAGGCTATTTGTTAAG
- CACAAACC CCGCATA CAAATAGCCT TCCAGTCACAGCACAAAGAAACATATGCGGAGAAAA
PIK3CA | NM 006218 | 1833 |GTGATTGAAGAGC |1834 |GTCCTGCGTGGGAAT 1835 ITCCTGCTTCTCGGGATACAG [1836  |GTGATTGAAGAGCATGCCAATTGGTCTGTATCCCGA
PIK3CG | NM 002649 | 1837 IGGAGAACTCAATG [1838 TGATGCTTAGGCAGG 1839  |TTCTGGACAATTACTGCCAC [1840  |GGAGAACTCAATGTCCATCTCCATTCTTCTGGACAAT
PIMI | NM 0026481 1841 |CTGCTCAAGGACA {1842 |GGATCCACTCTGGAG 11843 |TACACTCGGGTCCCATCGAA (1844  |[CTGCTCAAGGACACCGTCTACACGGACTTCGATGGG
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CCTGGCTGTGGTT 1846 | TGACCCATGCTGATG 1847 |TGGCAATACATAAATCCTGT {1848  |CCTGGCTGTGGTITATCCTTTTGACTGGCAATACATA
PLAU | NM 002658 | 1849 |GTGGATGTGCCCT 11850 |CTGCGGATCCAGGOT [1851 IAAGCCAGGCGTCTACACGAG|1852  IGTGGATGTGCCCTGAAGGACAAGCCAGGCGTCTACA
PLAUR | NM_002659 | 1853 |CCCATGGATGCTC 1854 |CCGGTGGCTACCAGA 11855 ICATTGACTGCCGAGGCCCCA|1856  ICCCATGGATGCTCCTCTGAAGAGACTITCCTCATTGA
PLG [ NM 000301 1857 IGGCAAAATITCCA |1858 |ATGTATCCATGAGCG [1839 |TGCCAGGCCTGGGACTCTCA |1860  |GGCAAAATTTCCAAGACCATGTCTGGACTGGAATGC
PLRD |~ 005030 1861 AATGAATACAGTA 1862  [TGTCTGAAGCATCTTC1863  |AACCCCGTGGCCGUCTCC 1864  [AATGAATACAGTATTCCCAAGCACATCAACCCCGTG
- TTCCCAAGCACAT TGGATGA GCCGCCTCCCTCATCCAGAAGATGCTTCAGACA
PLODZ | NM 000935 | 1865 CAGGGAGGTGGTT {1866 [TCTCCCAGGATGCAT 1867 ITCCAGCCTTTTCGTGGTGAC (1868  [CAGGGAGGTGGTTGCAAATTTCTAAGGTACAATTGC
- GCAAAT GAAG TCAA TCTATTGAGTCACCACGAAAAGGCTGGAGCTTCATG
PLP2 | NM 002668 | 1869 |CCTGATCTGCTTCALI870 IGCAGCAAGGATCATC {1871 [ACACCAGGCTACTCCTCCCT {1872 ICCTGATCTGCTTCAGTGCCTCCACACCAGGCTACTCC
PNLIPRP | NM 005396 | 1873 ITGGAGAAGGTGAA (1874  |[CACGGCITGGGTGTA 11875 |ACCCGTGCCTCCAGTCCACA, 11876 [ TGGAGAAGGTCGAACTGCATCTGTOTGGACTGGAGGC
POSTN | NM 006475] 1877 |GTGGCCCAATTAG 11878 |TCACAGGTGCCAGCA 11879 ITTCTCCATCTGGCCTCAGAG [1880 |GTGGCCCAATTAGGCTTGGCATCTGCTCTGAGGCCA
PPAP2B | NM 003713 | 18381 |ACAAGCACCATCC 11882 |CACGAAGAAAACTAT (1883 |ACCAGGGCTCCTTGAGCAAALI884 |ACAAGCACCATCCCAGTGATGTTCTGGCAGGATTTGC
PPFIA3 | NM 003660 | 1885 |CCTGGAGCTCCGT 1886 |AGCCACATAGGGATC [1887 [CACCCACTTTACCTTCTGGT {1888 ICCTGGAGCTCCGTTACTCTCAGGCACCCACTTTACCT
PPPIRI2 M 002480 | 1889 CGGCAAGGGGTTG (1890  [TGCCTGGCATCTCTA 1891  |[CCGTTCTTCTTICCTTTCGAG (1892  |CGGCAAGGGGTTGATATAGAAGCAGCTCGAAAGGAA
A - ATATAGA AGCA CTGC GAAGAACGGATCATGCTTAGAGATGCCAGGCA
PPP3CA | NM_000944 | 1893 JATACTCCGAGCCC 11894  |JGGAAGCCTGTTGTTT 1893 JTACATGCGGTACCCTGCATC J1896  JATACTCCGAGCCCACGAAGCCCAAGATGCAGGGTAC
PRIMAL | NM 1780131 1897 IATCCTCTTCCCTGALIBS  ICCCAGCTGAGAGGGA |1899  ITGACGCATCCAGGGCTCTAG 11900 IATCCTCTTCCCTGAGCCGCTGACGCATCCAGGGUTCT
PREKARI | NM 002735 | 1901 |ACAAAACCATGAC [1902 |TGTCATCCAGGTGAG 1903 |AAGGCCATCTCCAAGAACGT[1904 [ACAAAACCATGACTGCGCTGOCCAAGGCCATCTCCA
PRKARZ2 M 002736 | 1905 TGATAATCGTGGE (1906 |GCACCAGGAGAGGTA L1907  [CGAACTGGCCTTAATGTACA 11908 I TGATAATCGTGGGAGTTTCGGCGAACTGGECCTTAAT
B . AGTTTCG GCAGT ATACACCCA GTACAATACACCCAGAGCAGCTACAATCACTGCTAC
PRKCA | NM 002737 ] 1909 |[CAAGCAATGCGTC (1910  |[GTAAATCCGCCCCCT {1911 |CAGCCTCTGCGGAATGGATC 1912 |CAAGCAATGCGTCATCAATGTCCCCAGCCTCTGCGG
PRKCB | NM 002738 | 1913 |GACCCAGCTCCAC {1914 [CCCATTCACGTACTCC|1915 |CCAGACCATGGACCGCCTGT [1916  [GACCCAGCTCCACTCCTGCTTCCAGACCATGGACCGC
PROMI | NM 006017 | 1917 |CTATGACAGGCAT 11918  |[CTCCAACCATGAGGA [1919  |ACCCGAGGCTGTGTCTCCAA {1920 [CTATGACAGGCATGCCACCCCGACCACCCGAGGCTG
PROST | NM 000313 | 1921 |GCAGCACAGGAAT |1922  [CCCACCTATCCAACCTI823 ICTCATCCTGACAGACTGCAG 11924 IGCAGCACAGUAATCITCTTCTTGGCAGCTGCAGTCTG
PSCA | M 0056721 1925 ACCGTCATCAGCA 1926 |CGTGATGTTICTTCITG|1927 |CCTGTGAGTCATCCACGCAG (1928 |ACCGTCATCAGCAAAGGCTGCAGCTTGAACTGCGTG
- AAGGCT CCC TTCA GATGACTCACAGCGACTACTACGTGGGCAAGAAGAAC
PSMD13 1 ~M 0028171 1929 GGAGGAGCTCTAC (1930 [CGGATCCTGCACAAA 1931 [CCTGAAGTGTCAGCTGATGC (1932 |GGAGGAGCTCTACACGAAGAAGTTGTGGCATCAGCT
) ~ : ACGAAGAAG ATCA CACA GACACTTCAGGTGCTTGATTTTGTGCAGCATCCG
PTCHI | NM 000264 | 1933 |CCACGACAAAGCC [1934  [TACTCGATGGGCTCT [1935 |CCTGAAACAAGGCTGAGAATI1936 |CCACGACAAAGCCGACTACATGCCTGAAACAAGGCT
PTEN | M 000314] 1937 TGGCTAAGTGAAG 1938  [TGCACATATCATTAC 1939 |[CCTTTCCAGCTTTACAGTGA 1940 | TGGCTAAGTGAAGATGACAATCATGTTGCAGCAATT
- ATGACAATCATG ACCAGTTCGT ATTGCTGCA CACTGTAAAGCTGGAAAGGGACGAACTGGTGTAATG
PTGER3 | NM_000957 | 1941 |TAACTGGGGCAAC [1942  |[TTGCAGGAAAAGGTG {1943  |CCTTTGCCTITCCTGGGGCTC 1944 [TAACTGGGGCAACCTTITICITCGCCTCTGCCTTTGCC
PTGS2 | M 000963 | 1945 GAATCATTCACCA 11946  |[CTGTACTGCGGGTGG 1947  |CCTACCACCAGCAACCCTGC 11948 |[GAATCATTCACCAGGCAAATTGCTGGCAGGGTTGCT
- GGCAAATTG AACAT CA GGTGGTAGGAATGTTCCACCCGCAGTACAG
PTHIR | NM 000316| 1949 CGAGGTACAAGCT [1950  |GCGTGCCTTITCGCTTG|1951  [CCAGTGCCAGTGTCCAGCGG1952  [CGAGGTACAAGCTGAGATCAAGAAATCTTGGAGCCG
- GAGATCAAGAA AA CT CTGGACACTGGCACTGOACTICAAGCCGAAAGGCACG
PTHLH | NM 002820 | 1952 AGTGACTGGCAGT [1954 [AAGCCTGTTACCGTG {1935  [TGACACCTCCACAACGTCGC [1956  |AGTGACTGGGAGTGGGCTAGAAGGGGACCACCTGTC
- GGGCTAGAA AATCGA TGGA TGACACCTCCACAACGTCGCTGGAGCTCGATTCACG
PTK2Z | NM 005607 | 1957 |GACCGGTCGAATG |1958 |CTGGACATCTCGATG [1959 |ACCAGGCCCGTCACATICTC 11960 [GACCGGTCGAATGATAAGGTGTACGAGAATGTGACG
PTKZB | NM 004103 [ 1961 JCAAGCCCAGCCGA 1962  |GAACCTGGAACTGCA 1963 |[CTCCGCAAACCAACCTCCTG 1964 ICAAGCCCAGCCGACCTAAGTACAGACCCCCTCCGCA
PTK6 | ~NM 005975 1965 GTGCAGGAAAGGT |1966  |GCACACACGATGGAG {1967 |AGTGTCTGCGTCCAATACAC 1968  |GTGCAGGAAAGGTTCACAAATGTGGAGTGTCTGCGT
T TCACAAA TAAGG GCGT CCAATACACGCGTGTGCTCCTCTCCTTACTCCATCGT
PTRT [NM 0028211 1969 ITCAGAGGACICAC 11970  ICATACACCTCCACGC 11971 1CGCAAGGTCCCATTICTTGAA 11972 ITCAGAGGACTCACGGTTCGAGCGTCTTCAAGAATGGG
PTPN1 | NM 002827 ] 1973 |AATGAGGAAGTIT [1974 ICTTCGATCACAGCCA [1975 |JCTGATCCAGACAGCCGACCAII976 |AATGAGGAAGTTTCGGATGGGGCTGATCCAGACAGC
PTPRK | NM_ 002844 | 1977 |TCAAACCCTCCCA ]1978  |AGCAGCCAGTTCGIC 11979 |[CCCCATCGTTGTACATTGCA {1980 | TCAAACCCTCCCAGTGCTGGCCCCATCGTTGTACATT
PTTG | oM 004210 1981 GGCTACTCTGATC [1982 |GCTTCAGCCCATCCTT|1983 |ICACACGGGTGCCTGGTTCTC {1984 |GOCTACTCTGATCTATGTTGATAAGGAAAATGGAGA
- TATGTTGATAAGG AGCA CA ACCAGGCACCCGTGTGGTTCCTAAGGATGGGCTGAA
PYCARD|NM 013258 | 1985 |CITTATAGACCAG 1986 |AGCATCCAGCAGCCA 11987 IACGTTTGTGACCCTCGCGAT 11988 [CTTTATAGACCAGCACCGGGCTGCGCTTATCGCGAG
RABZ7A | NM_004580 | 1989 |[TGAGAGATTAATG {1990  |CCGGATGCTTTATTICGI1991  |ACAAATTGCTTCTCACCATC 11992 [TGAGAGATTAATGGGCATTGTGTACAAATTGCTITCTC
RAB30 | XM 014483 | 1993 ITAAAGGCTGAGGC 1994  ICTCCCCAGCATCTCATI1995 |CCATCAGGGCAGTTGCTGAT 1996 | TAAAGGCTGAGGCACGGAGAAGAAAAGGAATCAGCA
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RAB31 | NM _006868 | 1997 |CTGAAGGACCCTA |1998 |ATGCAAAGCCAGTGT |1999 |CTTCTCAAAGTGAGGTGCCA [2000  |[CTGAAGGACCCTACGCTCGGTGGCCTGGCACCTCAC
RADZL | NM 006265 | 2001 TAGGGATGGTATC (2002 [ TCGCGTACACCTCTG 2003  [CACTTAAAACGAATCTCAAG 12004 |TAGGGATGGTATCTGAAACAACAATGGTCACCCTCTT
_ TGAAACAACA CTC AGGGTGACCA GAGATTCGTTTTAAGTGTAATTCCATAATGAGCAGAG
RADSI | NM 002875 | 2005 JAGACTACTCGGGT 12006  JAGCATCCGCAGAAAC 12007  |[CTTTCAGCCAGGCAGATGCA |2008  |AGACTACTCGGGTCGAGGTGAGCTTTCAGCCAGGCA
RADIA | NM 004584 | 2009 |GCCATCTTCACCA 12010 [CGGTGTCTGAGAGTIG 12011 |[CTTTGCTGGACGGCCACTTT 12012 IGCCATCTTCACCATCAAGGACTCTITGCTGGACGGCC
RAF1 | NM 002880 | 2013 |CGTCGTATGCGAG |2014  |[TGAAGGCGTGAGGTG |2015  [TCCAGGATGCCTGTTAGTTC [2016  [CGTCGTATGCGAGAGTCTGTTTCCAGGATGCCTGTTA
RAGE |NM 014226 2017 |ATTAGGGGACTTT 2018 |GGGTGGAGATGTATT 2019 ICCGGAGTGTCTATTCCAAGC |2020  [ATTAGGGGACTTTGGCTCCTGCCGGAGTGTCTATTCC
RALA |NM 0054021 2021 {TGGTCCTGAATGT {2022 ICCCCATTTCACCTCTIT 12023 ITTGTGTTITCTTGOGCAGTICT 12024  ITGGTCCTGAATGTAGCOTGTAAGCTIGIGITICTIGG
RALBP! | NM 006788 | 2025 GGTGTCAGATATA 2026 |[TTCGATATTGCCAGC 2027 [TGCTGTCCTGTCGGTCTCAG (2028 |GGTGTCAGATATAAATGTGCAAATGCCTTCTTGCTGT
- AATGTGCAAATGC AGCTATAAA TACGTTCA CCTGTCGGTCTCAGTACGTTCACTTTATAGCTGCTGG
RAPIB NM_0010109 2029 TGACAGCGTGAGA 2030 [CTGAGCCAAGAACGA [2031  |CACGCATGATGCAAGCTTGT [2032  |TGACAGCGTGAGAGGTACTAGGTTTTGACAAGCTTG
42 GGTACTAGG CTAGCTT CAAA CATCATGCGTGAGTATAAGCTAGTCGTTCITOGCTCA
RARB | NM 000965] 2033 ATGAACCCTTGAC |2034  |GAGCTGGGTGAGATG |2035 |TGTGCTCTGCTGTGTTCCCA 2036 |ATGAACCCTTGACCCCAAGTTCAAGTGGGAACACAG
- CCCAAGT CTAGG CTTG CAGAGCACAGTCCTAGCATCTCACCCAGCTC
RASSF1 | NM 007182 | 2037 AGGGCACGTGAAG (2038 |AAAGAGTGCAAACTT [2039  |[CACCACCAAGAACTTITCGCA (2040  |AGGGCACGTGAAGTCATTGAGGCCCTGCTGCGAAAG
- TCATTG GCGG GCAG TTCTTGGTGGTGGATGACCCCCGCAAGTTTGCACTCT
RB1 | NM 000321 | 2041 |CGAAGCCCITACA 2042 |GGACTCTTCAGGGGT |2043 |CCCTTACGGATTCCTGGAGG (2044 |CGAAGCCCTTACAAGTTTCCTAGTTCACCCTTACGGA
RECK |NM 0211111 2045 |GTCGCCGAGTGTIG [2046  |GTGGGATGATGGGTT |2047 |TCAAGTGTCCTTICGCTCITG 2048  IGTCGCCGAGTGTGCTICTGTCAAGTGTICCTICGCTCT
REG4 | NM 032044 | 2040 TGCTAACTCCTGC 2050 |[TGCTAGGTTICCCCTC|2051  [TCCTCTTCCTITCTGCTAGCC|2052  |[TGCTAACTCCTGCACAGCCCCGTCCTCTTCCTTICTG
- ACAGCC TGAA TGGC CTAGCCTGGCTAAATCTGCTCATTATTICAGAGGGGA
RELA | NM 0219751 2053 |CTGCCGGGATGGC 12054  |CCAGGTTCTGGAAAC 12055 ICTGAGCTCTGCCCGGACCGC 2056 |CTGCCGGGATGGCTTCTATGAGGCTGAGCTCTGCCC
RFX1 | NM 002918 1 2057 |TCCTCTCCAAGTITC|2058 ICAGGCCCTGGTACAG |2059 ITCCAATGGACCAAGCACTGT |2060  [TCCTCTCCAAGTTCGAGCCCGTGCTCCAATGGACCAA
RGSI10 NM_0010053 2061 AGACATCCACGAC 2062  [CCATTTGGCTGTGCTC|2063 |AGTTCCAGCAGCAGCCACCA|2064 |AGACATCCACGACAGCGATGGCAGTTCCAGCAGCAG
39 AGCGAT TTG GAG CCACCAGAGCCTCAAGAGCACAGCCAAATGG
RGS7 | NM 002924 | 2065 CAGGCTGCAGAGA 2066  [TTTGCTTGTGCTTCTG [2067 |TGAAAATGAACTCCCACTTC |2068 |CAGGCTGCAGAGAGCATTTGCCCGGAAGTGGGAGTT
- GCATTT CTTG CGGG CATTTTCATGCAAGCAGAAGCACAAGCAAA
RHOA | NM _001664 | 2065 |TGGCATAGCTCTG {2070 |TGCCACAGCTGCATG 12071 |AAATGGGCTCAACCAGAAA [2072  |TGGCATAGCTCTGGGGTGGGCAGTTITTTIGAAAATG
RHOB | NM 004040 | 2073 |AAGCATGAACAGG [2074 ICCTCCCCAAGTICAGT 2075 JCTITCCAACCCCTGGGGAAG [2076  |AAGCATGAACAGGACTTGACCATCTTTCCAACCCCTG
RHOC | NM 175744 | 2077 |CCCGTTCGOTCTG (2078  |GAGCACTCAAGGTAG (2079  |TCCOGGTTCGCCATGTCCCG 2080 ICCCGTTCOGTCTGAGGAAGGCCGGGACATGGCGAAC
RINT | NM 006011 | 2081 AGCTGAAGGCAGC 2082 |[TTGGAATCCTTTAATG{2083  ITGAGAGGCAACCATCATTAC (2084 JAGCTGAAGGCAGCCCTATCTGAGAGGCAACCATCAT
i CCTATC CAGGT CAGAGC TACCAGAGCTACAGCAGTATGTACCTGCATTAAAGG
RND3 | NM 005168 | 2085 ITCGCGAATTGGACT 12086 ICTGGTTACTCCCCTCC{2087 [TTITAAGCCTGACTCCTCAC 2088  |TCGGAATTGGACTTGGGAGGCGCGGTGAGGAGTCAG
RNF114 | NM 018683 ] 2089 TGACAGGGGAAGT |2090  [GGAAGACAGCTTTGG (2091 |CCAGGTCAGCCCTTCTICTTC 12092 I TGACAGGGGAAGTGGGTCCCCAGGTCAGCCCITCIC
ROBO2 | NM 002942 | 2093 ICTACAAGGCCCAG 2094  ICACCACGTGGCTTTAC 12095 |CTGTACCATCCACTGCCAGC 12096 ICTACAAGGCCCAGCCAACCAAACGCTGGCAGTGGAT
RRM1 | NM 001033 | 2097 |GGGCTACTGGCAG [2098 |CTCTCAGCATCGGTA 12099 |CATTGGAATTGCCATTAGTC J2100  |GGGCTACTGGCAGCTACATTGCTGGGACTAATGGCA
RRM2 |NM 001034 | 2101 |[CAGCGGGATTAAA 12102 [ATCTGCGTTGAAGCA (2103 |[CCAGCACAGCCAGTTAAAAG2104  |[CAGCGGGATTAAACAGTCCTTTAACCAGCACAGCCA
S100P | NM 005980 2105 |AGACAAGGATGCC |2106  [GAAGTCCACCTGGGC 2107 ITTGCTCAAGGACCTGGACGC 2108 JAGACAAGGATGCCGTGGATAAATTGCTCAAGGACCT
SATL | NM 002970 2109 |CCTTTTACCACTGCI2110  JACAATGCTGIGTCCTT|2111  ITCCAGTGCTCTTTCGGCACT 2112 ICCTTTTACCACTGCCTGGTTGCAGAAGTGCCGAAAGA
SCUBEZ | NM 020974 | 2113 TGACAATCAGCAC {2114 ITGTGACTACAGCCGT (2115  |CAGGCCCTCITCCGAGUGGT 12116 [ TGACAATCAGCACACCTGCATTCACCGCTCGGAAGA
- ACCTGCAT GATCCTTA GGGCCTGAGCTCCATCGAATAAGGATCACGGCTGTAG
SDCT [ NM 002997 2117 |GAAATTGACGAGG 2118  IAGGAGCTAACGGAGA 2119 [CTCTGAGCGCCTCCATCCAA 12120 IGAAATTGACGAGGGGTGTCTTGGGCAGAGCTGGCTC
SDC2 | NM 002998 | 2121 |GGATTGAAGTGGC [2122  JACCAGCCACAGTACC [2123 JAACTCCATCTCCTICCCCAG 2124 |GGATTGAAGTGGCTGGAANGAGTGATGCCTGGGGAA
SDHC | NM_003001| 2125 |CTTCCCTCGGGTCT|2126 [TTCCCTCCTGGTAAA 2127 [TTACATCCTCCCTCTCCCCG [2128 |CTTCCCTCGGGTCTCAGGCATTTACATCCTCCCTICTIC
SECI4LL NM 0010395 2129 AGGOTTCCCATGT 2130 JGCAGGCATGCTGTGE (2131 JCGGGCTTCTACATCCTGCAG (2132 JAGGGTTCCCATGTGACCAGGTGGCCGGOCTTICTACA
73 GACCAG AAT TGG TCCTGCAGTGGAAATTCCACAGCATGCCTGC
SEC23A | NM 006364 | 2133 |CGTGTGCATTAGA 2134  [CCCATTACCATGTATCI2135 ITCCTGGAGATGAAATGCTGT {2136 |CGTGTGCATTAGATCAGACAGGTCTCCTGGAGATGA
SEMA3A | NM _006080 | 2137 |TTGGAATGCAGTC [2138 |CTCTTCATITCGCCTC [2139 [TTGCCAATAGACCAGCGCTC [2140  |TTGGAATGCAGTCCGAAGTCGCAGAGAGCGCTGGTC
SEPTY | NM 006640 | 2141 |[CAGTGACCACGAG [2142 |CTTCGATGGTACCCC 2143 [TTGCCAATAGACCAGCGCTC 2144 ICAGTGACCACGAGTACCAGGTCAACGGCAAGAGGAT
SERPINA NM 001085 | 2145 GTOTGGCCCTIGTC 2146 [CCCTGTGCATGTGAG 12147 JAGGGAATCGCTGTCACCTTC 2148 IGTGTGGCCCTGTCTGCTTATCCTTGGAAGUTGACAGC
3 - ~_|TGCITA AGCTAC CAAG GATTCCCTGTGTAGCTCTCACATGCACAGGG
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SERPD NM 0026391 2149 CAGATGGCCACTT 2150  |GGCAGCATTAACCAC [2151  JAGCTGACAACAGTGTGAACG|2152  JCAGATGGCCACTTTGAGAACATTTTAGCTGACAACA
5 ~ TGAGAACATT AAGGATT ACCAGACC GTGTGAACGACCAGACCAAAATCCTTGTGGTTAATG
SESN3 | NM 144665 | 2153 |GACCCTGGTTITG {2154 |GAGCTCGGAATGTITG (2155 |TGCTCITCTCCTCGTCTGGC 2156 |GACCCTGGTTTTGGGTATGAAGACTTITGCCAGACGA
SFRP4 | NM 003014 | 2157 |[TACAGGATGAGGC |2158 |GTTGTTAGGGCAAGG (2159  |CCTGGGACAGCCTATGTAAG 2160 |[TACAGGATGAGGCTGGGCATTGCCTGGGACAGCCTA
SH3RF2 | NM 152550 2161 CCATCACAACAGC (2162  JCACTGGGGTGCTGAT (2163 [AACCGGATGGTCCATTCTCC (2164  [CCATCACAACAGCCTTGAACACTCTCAACCGGATGG
CTITGAAC CTICTA TICA TCCATTCTCCTTCAGGGCGCCATATGGTAGAGATCAG
SH3YL1 | NM 015677 2165 ICCTCCAAAGCCAT 2166 ICTITGAGAGCCAGAG 12167 ICACAGCAGTCATCTGCACCA 12168 |CCTCCAAAGCCATTGTCAAGACCACAGCAGTCATCT
SHH | NM 000193 | 2169 IGTCCAAGGCACAT [2170 |GAAGCAGCCTCCCGA {2171 [CACCGAGTTCTCTGCTITTICA (2172  |GTCCAAGGCACATATCCACTGCTCGGTGAAAGCAGA
SHMT2 | NM 005412 2173 |AGCGGGTGCTAGA [2174  |ATGGCACTTCGGTCT 12175 |[CCATCACTGCCAACAAGAAC|2176  IAGCGGGTGCTAGAGCTTIGTATCCATCACTGCCAACA
SIM2 | NM 005069 | 2177 |GATGGTAGGAAGG 2178  JCACAAGGAGCTGTGA 12179 |CGCCTCTCCACGCACTCAGC 12180 |GATGGTAGGAAGGGATGTGCCCGCCTCTCCACGCAC
SIPAIL] | NM 0155561 2181 JCTAGGACAGCTITG 2182 |CATAACCGTAGGGCT 12183 ICGCCACAATGCCCTCATAGT 2184 |CTAGGACAGCTTGGCTTCCATGTCAACTATGAGGGC
SKIL | NM 005414 | 2185 JAGAGGCTGAATAT [2186 |CTATCGGCCTCAGCA [2187 |CCAATCTCTGCCTCAGTTCT 2188 |AGAGGCTGAATATGCAGGACAGTTGGCAGAACTGAG
SLC22A3| NM 021977 2189 IATCGTCAGCGAGT (2190  |CAGGATGGCTTGGGT {2191 JCAGCATCCACGCATTGACAC 2192 IATCGTCAGCGAGTTTGACCITGTCTGTGTCAATGCGT
SLC25A2 NM 030631 | 2193 AAGTGTTTTTCCCC|2194  |[GGCCGATCGATAGTC (2195  |[TCATGGTGCTGCATAGCAAA (2196  [IAAGTGTTTTTCCCCCTTGAGATAATGGATATTTGCTA
1 - CTTGAGAT TCTCTT TATCCA TGCAGCACCATCGAAGAAGAGAGACTATCGATCGGCC
SLC44A1) NM 080546 | 2197 IAGGACCGTAGCTG (2198 |ATCCCATCCCAATGC 12199 TACCATGGCTGCTGCTCTTC (2200  [AGGACCGTAGCTGCACAGACATACCATGGCTGCTGC
SMAD4 | NM_005359| 2201 |GGACATTACTGGC (2202 JACCAATACTCAGGAG [2203  [TGCATTCCAGCCTCCCATTT [2204  |GGACATTACTGGCCTGTTCACAATGAGCTTIGCATTCC
SMARCC NM 003075 ] 2305 TACCOACTGAACC 2206  JGACATCACCCGCTAG 2207  |TATCTTACCTCTACCGCCTG (2208 | TACCGACTGAACCCCCAAGAGTATCTTACCTCTACCG
2 = CCCAA GTTTC CcCaC CCTGCCGCCOAAACCTAGCGGGTGATGTC
SMARC NM 003076 | 2200 CCGAGTTAGCATA [2210  |CCTTTGTGCCCAGCTG2211  [CCCACCCTTGCTGTGTTGAG (2212 |{CCGAGTTAGCATATCCCAGGCTCGCAGACTCAACAC
D1 = TCCCAGG TC TCTG AGCAAGGGTGGGAGACAGCTGGGCACAAAGG
SMO | NM 005631 ] 2213 |GGCATCCAGTGCC (2214  [CGCGATGTAGCTIGTG [2215 |CTTCACAGAGGCTGAGCACC 2216 |GGCATCCAGTGCCAGAACCCGCTCTTCACAGAGGCT
SNAIl | NM_ 0059851 2217 ICCCAATCGGAAGC 12218 IGTAGGGCTGCTGGAA 12219 TCTGGATTAGAGTCCTGCAG {2220 |CCCAATCGGAAGCCTAACTACAGCGAGCTGCAGGAC
SNRPB2 | NM_003092 | 2221 |CGTTTCCTGCTTTT [2222 IAGGTAGAAGGCGCAC [2223 [CCCACCTAAGGCCTACGCCG 2224 |CGTTTCCTGCTITTGGTTCTTACAGTAGTCGGCGTAG
SODI1 | NM 000454 | 2225 |TGAAGAGAGGCAT |2226  |AATAGACACATCGGC 12227 [TTTGTCAGCAGTCACATTGC 2228 [ TGAAGAGAGGCATGTTIGGAGACTTGGGCAATGTGAC
SORBS] | NM 015385 | 2229 |GCAGATGAGTGGA 2230 |AGCGAGTGAAGAGGG 12231  IATTTCCATTGGCATCAGCAC 12232 |GCAGATGAGTGUAGGCTITCTTCCAGTGCTGATGCC
SOX4 | NM 003107 ] 2233 JAGATGATCTCGGG |2234  |GCGCCCTTCAGTAGG (2235 J[CGAGTCCAGCATCTCCAACC 12236 |AGATGATCTCGGGAGACTGGCTCGAGTCCAGCATCT
sParC | ooztig] 2737 TCTTCCCTGTACAC|2238  |[AGCTCGGTGTGGGAG (2239  {TGGACCAGCACCCCATTGAC |2240  |TCTTCCCTGTACACTGGCAGTTCGGCCAGCTGGACCA
- TGGCAGTTC AGGTA GG GCACCCCATTGACGGGTACCTCTCCCACACCGAGCT
SPARCL. | NM_004684 | 224] |GGCACAGTGCAAG |2242  |GATTGAGCTCICTCG 2243 [ACTTCATCCCAAGCCAGGCC |2244  IGGCACAGTGCAAGTGATGACTACTTCATCCCAAGCC
SPPEF | NM 012301 | 2045 CCATCCGCCAGTA 12246 [GGGTGCACGAACTGG 12247 A'l'(;A’][“(ICGGAAGC(ZAGACAT 2248 JCCATCCGCCAGTATTACAAGAAGGGCATCATCCGGA
) ~ T TTACAAG TAGA CTCC AGCCAGACATCTCCCAGCGCCTCGTCTACCAGTTCGT
SPINK] | NM 003122 | 2249 |CTGCCATATGACC 2250  |GTTGAAAACTGCACC 2251 [ACCACGTCTCTTCAGAAGCC 12252  ICTGCCATATGACCCTTCCAGTCCCAGGCTTCTGAAGA
SPINT1 | NM_003710) 2253 |ATTCCCAGCACAG 2254  |AGATGGCTACCACCA 2255  |CTGTCGCAGTGTTCCTGGTC 12256 JATTCCCAGCACAGGCTCTGTGGAGATGGCTGTCGCA
SPP] NM_0010400 2957 TCACACATGGAAA 12258 [GTTCAGGTCCTGGGC (2259  [TGAATGGTGCATACAAGGCC|2260 | TCACACATGGAAAGCGAGGAGTTGAATGGTGCATAC
58 ~__|GCGAGG AAC ATCC AAGGCCATCCCCGTTGCCCAGGACCTGAAC
SQLE | NM_003129| 2261 ATTTTCGAGGCCA 2262  |CCTGAGCAAGGATAT 2263 |TGOGCAAGAAAAACATCTCA|2264  |ATTTTCGAGGCCAAAAAATCATTTITACTGGGCAAGA
- AAAAATC TCACG TTCCTTTG AAAACATCTCATTCCTTIGTCGTGAATATCCTITGCTC
SRC | NM 0054171 2265 TGAGGAGTGGTAT (2266 |CTCTCGGGTTCTCTGC|2267  |AACCGCTCTGACTCCCGTCT {2268 ITGAGGAGTGGTATTTTGGCAAGATCACCAGACGGGA
~ . TTTGGCAAGA ATTGA GGTG GTCAGAGCGGTTACTGCTCAATGCAGAGAACCCGAG
SRDSAL | NM 001047 | 2269 |GGGCTGGAATCTG [2270  [CCATGACTGCACAAT (2271 |CCTCTCTCGGAGGCCACAGA 2272 |GGGCTGGAATCTGTCTAGCAGCCCTCTCTCAGAGGC
SRD5A2 | Nv 000343 | 2973 GTAGGTCTCCTGG [2274 [TCCCTGGAAGGGTAG 12275 JAGACACCACTCAGAATCCCC 2276 |GTAGGTCTCCTGGCGTTCTGCCAGCTGGCCTGGGOAT
~ CGTTCTG GAGTAA AGGC TCTGAGTGGTGTCTGCTTAGAGTTITACTCCTACCCTT
ST5 NM_005418 | 2277 |CCTGTCCTGCCAG (2278 [CAGCTGCACAAAACT (2279 |AGTCACGAGCACCCAGCGA (2280 |CCTGTCCTGCCAGAGCATGGATGAAGTTTCGCTGGGT
STAT! | NM 007315 | 2281 GGGCTCAGCTTTC 2282 |ACATGTITCAGCTGGT (2283 |TGGCAGTTTTCTTCTGICAC 2284  JGGGCTCAGCTTTCAGAAGTGCTGAGTIGGCAGTTTITC
- AGAAGTG CCACA CAAAA TTCTGTCACCAAAAGAGGTCTCAATGTGGACCAGCT
STAT3 | NM 003150{ 2285 |TCACATGCCACTTT|2286 {CTTGCAGGAAGCGGC 12287 (TCCTGGGAGACATIGACCAG|2288 ITCACATGCCACTTITGGTGTTICATAATCTCCIGGGAG
STATSA | NM 003152 | 2780 GAGGCGCTCAACA |2290 |GCCAGGAACACGAGG 2291 |CGOTTGCTCTGCACTTCGGC (2202 |{GAGGCGCTCAACATGAAATTCAAGGCCGAAGTGCAG
- TGAAATTC TICIC CT AGCAACCGOGECCTGACCAAGGAGAACCTCGTGTTC
STATSB | NM_012448 | 2093 ICCAGTGGTGUGTGA 2294  |GCAAAAGCATTGTCC ]2295 |CAGCCAGGACAACAATGCG [2296  |CCAGTGGTGGTGATCGTTCATGGCAGCCAGGACAAC
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STMNI INM 0055631 2297 |AATACCCAACGCA 12298 GGAGACAATGCAAAC {2299  |ICACGTTCTCTGCCCCGTTTC 2300 |AATACCCAACGCACAAATGACCGCACGTTCTCTGCC
STS NM 000351 | 2301 GAAGATCCCTITC {2302 GOATGATGTTCGGCC (2303 [CTGCGTGGCTCTCGGCTTCC [2304  |GAAGATCCCTTTCCTCCTACTGTTCTITCTGTGGGAA
- CTCCTACTGTTC TTGAT CA GCCGAGAGCCACGCAGCATCAAGGCCGAACATCATC
SULF1 | M 0151701 2305 TGCAGTTGTAGGG 2306 TCTCAAGAATTGCCG {2307 |TACCGTGCCAGCAGAAGCCA2308  |[TGCAGTTGTAGGGAGTCTGGTTACCGTGCCAGCAGA
~ AGTCTGG TTGAC AAG AGCCAAAGAAAGAGTCAACGGCAATTCTITGAGA
SUMO1 | NM 003352 | 2309 |GTGAAGCCACCGYT {2310 CCTTCCITCITATCCC 12311 ICTGACCAGGAGGCAAAACCT|2312  IGIGAAGCCACCGTCATCATGTCTGACCAGGAGGCAA
SVIL INM 003174 | 2313 JACTTGCCCAGCAC |2314 GACACCATCCGTGTC [2315 |ACCCCAGGACTGATGTCAAG 2316 |ACTTGCCCAGCACAAGGAAGACCCCAGGACTGATGT
TAF2 | NM oo3tg4]| 2317 GCGCTCCACTCTC {2318 CTTGTGCTCATGGTG (2319 JAGCCTCCAAACACAGTGACC|2320  JGCGCTCCACTCTCAGTCTTITACTAAGGAATCTACAGC
- AGTCTIT ATGGT ACCA CTCCAAACACAGTGACCACCATCACCACCATCACCAT
TARP NM_0010037 2371 GAGCAACACGATT 2322 GGCACCGTTAACCAG (2323 {TCTTCATGGTGTITCCCCTCOC (2324 [GAGCAACACGATTCTGGGATCCCAGGAGGAGAACAC
99 CTGGGA CTAAAT TGG CATGAAGACTAACGACACATACATCGAAATITAGCTG
TBP NM 003194 | 2325 |GCCCGAAACGCCG 12326 COTGCCTCTICTTATCC 2327 ITACCGCAGCAAACCGCTITGG 2328 IGCCCGAAACGCCCGAATATAATCCCAAGCGGTITOCT
TEDP1 | NM 007111 | 2379 TGCGAAGTGCTTT {2330 GCCTTCCAGACAGTC (2331 [CGCACCAGCATGGCAATAAG|2332  [TGCGAAGTGCTTTITGITIGTTTGITTITCGTTTGGTTAA!
- TGTTTGT TCCAT CTTT AGCTTATTGCCATGCTGGTGCGOCTATGGAGACTGTC
TFF1 | NM 003225 | 2333 GCCCTCCCAGTGT 2334 CGTCGATGGTATTAG 2335 ITGCTGTTTCGACGACACCGT 2336 [GCCCTCCCAGTGTGCAAATAAGGGCTGCTGTTTCGAC
- GCAAAT GATAGAAGCA TCG GACACCGTTCGTGGGGTCCCCTGGTGCTTCTATCCTA
TEF3 | NM 003226 2337 AGGCACTGTTCAT [2338 CATCAGGCTCCAGAT (2339 ICAGAAGCGCTTGCCGGGAG 2340  JAGGCACTGTTCATCTCAGCTTTTCTGTCCCTTTGCTC
- CTCAGTTITICT ATGAACTTTC CAAAGG CCGGCAAGCOCTTCTGCTGAAAGTTCATATCTGGAG
TGFA | NM 003236 | 2341 GGTGTGCCACAGA [2342 ACGGAGTTCTTGACA 2343 |TTGGCCTGTAATCACCTGTG [2344  |GGTGTGCCACAGACCTTCCTACTTGGCCTGTAATCAC
- CCTTCCT GAGTTTTGA CAGCCTT CTGTGCAGCCTTTIGTGCGCCTTCAAAACTCTGTCAA
TGFBIN NM_0010424 2345 GCTACTTTGAGCG (2346 GGTCACCATCTTGTGT 2347 [CAAGATGTIGGCTTCIGCAAC [2348  |GCTACTTTCGAGCGCTTCTCGCCAAGATGTGGCTICTG
54 CITCTCG CGG CAGC CAACCAGCCCATCCGACACAAGATGGTGACC
TGFB2 | NM 003238 | 2349 |ACCAGTCCCCCAG 2350 CCTGGTGCTGTTGTA 2351 [TCCTGAGCCCGAGGAAGTCC|2352  JACCAGTCCCCCAGAAGACTATCCTGAGCCCGAGGAA
TGEFB3 | NM 0032391 2353 |GGATCGAGCTCTT 2354 GCCACCGATATAGCG {2355 ICGGOCAGATGAGCACATTGC 2356 IGGATCGAGCTCTTCCAGATCCTTCGGCCAGATGAGC
TGEFBR2 | NM_003242 | 2357 |AACACCAATGGGT 2358 CCTCTTCATCAGGCC 12359 |TTCTGGGCTCCTGATTGCTC [2360  [AACACCAATGGGTITCCATCTTTCTGGGCTCCTGATTG
THES? | NM 0032471 2361 CAAGACTGGCTAC {2362 CAGCGTAGGTTTGGT 2363 |TGAGTCTGCCATGACCTGTT (2364  [CAAGACTGGCTACATCAGAGTCTTAGTGCATGAAGG
- ATCAGAGTCTTAG CATAGATAGG TTCCITCAT AAAACAGGTCATGGCAGACTCAGGACCTATCTATGA
THY1 INM 006288 | 2365 |GGACAAGACCCTIC 2366 TTGGAGGCTGTGGGT 2367 |CAAGCTCCCAAGAGCTTCCA 12368  IGGACAAGACCCTCTCAGGCTGTCCCAAGCTCCCAAG
TIAMI | NM 0032531 2369 |GTCCCTGGCTGAA 2370 GGGCTCCCGAAGTCT {2371  [TGGAGCCCTTCTCCCAAGAT (2372  IGTCCCTGGCTGAAAATGGCCTGGAGCCCTTCTCCCAA
TIMP2 | NM 0032551 2373 ITCACCCTCTGTGA (2374 TGTGGTTCAGGCTCTT|2375 |[CCCTGGGACACCCTGAGCAC 2376 [TCACCCTCTGTGACTTCATCGTGCCCTGGGACACCCT
TIMP3 | NM 0003621 2377 {[CTACCTGCCTTGCT 2378 ACCGAAATTGGAGAG (2379 JCCAAGAACGAGTGTCTCTGG 2380 |CTACCTGCCTTGCTTTGTGACTTCCAAGAACGAGTGT
TK1 NM 003258 | 2381 GCCGGGAAGACCG 12382 CAGCGGCACCAGGTT 2383 JCAAATGGCTTCCTCTGGAAG 2384 |GCCGGGAAGACCATAATTGTGGCTGCACTGGATGGG
~ TAATTGT CAG GTCCCA ACCTTCCAGAGGAAGCCATTTGGGGCCATCCTGAAC
TMPRSS | NM_005656 1 2385 |GGACAGTGTGCAC 12386 CTCCCACGAGGAAGG [2387  |AAGCACTGTGCATCACCTTG (2388 IGGACAGTGTGCACCTCAAAGACTAAGAAAGCACTGT
TMPRSS DO204772 | 2389 GAGGCGGAGGGCG239%0 ACTGGTCCTCACTCA {2391  {TAAGGCTTCCTGCCGCGCTC 12392 {GAGGCGGAGGCGGAGGGCGAGGRGCGGGGAGCGCC
2ERGA AG CAACT CA GCCTGGAGCGCGGCAGGAAGCCTTATCAGTTGTGAG
TMPRSS DQO4TT3 | 2393 GAGGCGGAGGGCG12394 TTCCTCGGGTCTCCAA|2395  |[CCTGGAATAACCTGCCGCGC 2396 [GAGGCGGAGGGCGAGGGGCGGGGAGCGCCGCCTGG
2ERGB AG AGAT AGCGCGGCAGGTTATTCCAGGATCTITTGGAGACCCG
TNF | NM 000594 | 2397 |GGAGAAGGGTGAC {2398 TGCCCAGACTCGGCA [2399  JCGCTGAGATCAATCGGCCCG 2400 |GGAGAAGGGTGACCGACTCAGCGCTGAGATCAATCG
TNFRSF1 NM 003844 | 2401 TGCACAGAGGGTG {2402 TCTTCATCTGATTTAC (2403 |JCAATGCTTCCAACAATTTGT (2404 [TGCACAGAGGGTGTGGGTTACACCAATGCTTCCAAC
0A - TGGGTTAC AAGCTGTACATG TTGCTTGCC AATTTGTTITGCTTGCCTCCCATGTACAGCTTGTAAAT
TNFRSF1 NM 003842 | 2405 CTCTGAGACAGTG {2406 CCATGAGGCCCAACT {2407 [CAGACTTGGTGCCCTTTGAC 2408 [CTCTGAGACAGTGCTTCGATGACTTTGCAGACTTIGGT
OB - ~ _|CTTCCGATGACT TCCT TCC GCCCTTTGACTCCTGGGAGCCGCTCATGAGGAAGTT
TNFRSF1 NM_ 148901 | 2409 CAGAAGCTGCCAG |2410 CACCCACAGGTCTCC {2411 |CCTTCTCCTCTGCCGATCGC (2412 JCAGAAGCTGCCAGTTCCCCGAGGAAGAGCGGGGCGA
8 - TTCCC CAG TC GCGATCGGCAGAGGAGAAGGGGCGGCTGGGAGACCT
TNFSFIO| NM 0038101 2413 ICTTCACAGTGCTC {2414 CATCTGCTTCAGCTCG|2415 |AAGTACACGTAAGITACAGC|2416  [CTTCACAGTGCTCCTGCAGTCTCTCTGTGTGGCTGTA.
TNESF11| NM 003701 | 2417 |AACTGCATGTGGG {2418 TGACACCCTCTCCACT|2419  |ACATGACCAGGGACCAACCC|2420  [|AACTGCATGTGGGCTATGGCAGGGGTTGGTCCCTGG
TOP2ZA | NM 0010671 2421 |IAATCLCAAGGGGGA |2422 GTACAGATTTTGCCC 2423 ICATATGGACTTITGACTCAGC 2424  JAATCCAAGGGGGAGAGTGATGACTTCCATATGGACT
TP53 | NM 000546 | 2425 |[CTITGAACCCTTGC|2426 CCCGGGACAAAGCAA 12427  IAAGTCCTGGGTGCTTCTGAC 12428 |ICTTTGAACCCTTGCTTGCAATAGGTGTGCGTCAGAAG
TP63 | NM 0037221 2429 |CCCCAAGCAGTGC 2430 GAATCGCACAGCATC [2431  |CCCGGGTCTCACTGGAGCCC 12432 [CCCCAAGCAGTGCCTCTACAGTCAGTGTGGGCTCCA




LE4

TABLE

A

TPDS2 | NM 005079 2433 |GCCTGTGAGATTC 12434 |ATGTGCTTGGACCTC {2435 L"f‘CTGCT ACCCACTGCCAGAT (2436 |GCCTGTGAGATTCCTACCTITGTTCTGCTACCCACTG
TPM1 NM_0010180 9437 TCTCTGAGCTCTG (2438  IGGCTCTAAGGCAGGA |2439  |[TTCTCCAGCTGACCCTGGTT (2440 | TCTCTGAGCTCTGCATTTGTCTATTCTCCAGCTGACC
a3 CATTTGTC TGCTA CTCIC CTGGTTCTCICTCTITAGCATCCTGCCTTAGAGCC
TPM2 [ NM 213674 | 2441 |AGGAGATGCAGCT |2442  |CCACCTCTTCATATTT (2443 |CCAAGCACATCGCTGAGGAT |2444  |AGGAGATGCAGCTGAAGGAGGCCAAGCACATCGCTG
TPP2 | NM 003201 | 2445 ITAACCGTGGCATC [2446  IATGCCAACGCCATGA 12447  |ATCCTGTTCAGGTGGCTGCA 12448 [TAACCGTGGCATCTACCTCCGAGATCCTGTTCAGGTG
x> | NM 012112 ]| 2449 TCAGCTGTGAGCT {2450  JACGGTCCTAGGTTTG 2451 |CAGGTCCCATTGCCGGGCG 2452 [ TCAGCTGTGAGCTGCGGATACCGCCCGGCAATGGGA
_ GCGGATA AGGTTAAGA CCTGCTCTTAACCTCAAACCTAGGACCGT
TRAZA | NM 013293 | 2453 |GCAAATCCAGATC 2454 |CTTCACGAAGATCCC {2455 |AACTGAGGCCAAACACTCCAI2456  |GCAAATCCAGATCCCAACACTTGCCTTGGAGTGTTTG
TRAF3IP | NM_147200 | 2457 |[CCTCACAGGAACC 12458  ICTGGGGCTGGGAATC 12459  ITGGATCTGCCAACCATAGAC [2460  |CCTCACAGGAACCGAGCAGGCCTGGATCTGCCAACC
TRAMI | NM 014294 | 2461 |[CAAGAAAAGCACC |2462 |ATGTCCGCGTGATTCT|2463 |AGTGCTGAGCCACGAATTCG 2464 [CAAGAAAAGCACCAAGAGCCCCCCAGTGCTGAGCCA
TRAPT | NM 016292 | 2465 |TTACCAGTGGCITT[2466 |TGTCCCGGTTCTAACT|2467 |TTCGGCGATTTCAAACACTC 12468 ITTACCAGTGGCTTTCAGATGGTICTGGAGTGTTTGAA
TRIM14 | NM 033220 | 2469 ICATTCGCCTTAAG 12470 |ICAAGGTACCTGGCTT |2471 |AACTGCCAGCTCTCAGACCC [2472  ICATTCGCCTTAAGGAAAGCATAAACTGCCAGCTCTCA
TRO | NM 177556 | 2473 |GCAACTGCCACCC 2474  |TGGTGTGGATACTGG |2475 |CCACCCAAGGCCAAATTACC |2476  |GCAACTGCCACCCATACAGCTACCACCCAAGGCCAA
TRPCE | NM 004621 | 2477 CGAGAGCCAGGAC 2478 [ TAGUCCGTAGCAAGGC 12479 ICTTCTCCCAGCTCCGAGTCC (2480 {CGAGAGCCAGGACTATCTGCTCATGGACTCGGAGCT
~ TATCTGC AGC ATG GGGAGAAGACGGCTQCCCGCAAGCCCCGCTGCCTTG
TRPVE | NM 018646 | 2481 CCGTAGTCCCTGC (2482 |TCCTCACTGTTCACAC|2483  ACTTTGGGGAGCACCCTTTG {2484 |CCGTAGTCCCTGCAACCTCATCTACTTTGGGGAGCAC
_ AACCTC AGGC TCCT CCTTTGTCCTTTGCTGCCTGTGTGAACAGTGAGGA
TSTA3 | NM 0033131 2485 |CAATTTGGACTTCTI2486 |CACCTCAAAGGCCGA (2487 |AACGTGCACATGAACGACAAINES  ICAATTTGGACTTCTGGAGGAASAACGTGCACATGAA
TUBB2A | NM 001069 ] 2489 ICGAGGACGAGGCT 2490 ACCATGCTTGAGGAC {2491 ITCTCAGATCAATCGTGCATC 2492  |CGAGGACGAGGCTTAAAAACTTCTCAGATCAATCGT
TYVP | NM 001953 | 2493 CTATATGCAGCCA [2494  |CCACGAGTTTCTITACT|2495 |ACAGCCTGCCACTCATCACA [2496  |CTATATGCAGCCAGAGATGTGACAGCCACCGTGGAC
) - GAGATGTGACA GAGAATGG GCC AGCCTGCCACTCATCACAGCCTCCATTCTCAGTAAGA
TYMS | NM 001071 2497 |GCCTCGGTGTGCC (2498 |CGTGATGTGCGCAAT 12499 |CATCGCCAGCTACGCCCTGC 2500  |GCCTCGGTGTGCCTTTCAACATCGCCAGCTACGCCCT
UAPL | ™M 003115 | 2501 CTGGAGACGGTCG {2502  [GCCAAGCTTTGTAGA 2503 |[TACCTGTAAACCTTTCTCGG 2504 |CTGGAGACGGTCGTAGCTGCGGTCGCGCCGAGAAAG
_ TAGCTG AATAGGG CGCG GTTTACAGGTACATACATTACACCCCTATTICTACAA
UBE2C | NM 007012 | 2505 |TGTCTGGCGATAA 12506 IATGGTCCCTACCCATTI2507 |TCTGCCTTCCCTGAATCAGA 12508  |TGTCTGOCGATAAAGGGATTTCTGCCTTCCCTGAATC
UBE2G1 | NM 003342 | 2509 |TGACACTGAACGA 2510 |AAGCAGAGAGGAATC 2511 [TTGTCCCACCAGTGCCTCAT (2512 |ITGACACTGAACGAGGTGGCTTTIGTCCCACCAGTGCC
UBE2T | NM 014176 2513 |TGTTCTCAAATTGC|2514 |AGAGGTCAACACAGT [2515 |AGGTGCTTGGAGACCATCCC 12516 |TGTTCTCAAATTGCCACCAAAAGGTGCTTGGAGACC
UGDH | NM 003359 2517 |GAAACTCCAGAGG 2518  |ICTCTGGGAACCCAGT 2519 |TATACAGCACACAGGGCCTG 2520 |GAAACTCCAGAGGGCCAGAGAGCTGTGCAGGCCCTG
UGT2B1 | NM 001076 | 2521 |AAGCCTGAAGTGG (2522  |CCTCCATTTAAAACCC|2523  |AAAGATGGGACTCCTCCTTT 2524 JAAGCCTGAAGTGGAATGACTGAAAGATGGGACTCCT
UGT2B1 | NM 001077 | 2525 |TTGAGTTTGTCATG|2526 |[TCCAGGTGAGGTIGT 12527 |ACCCGAAGGTIGCITGGCTCC 2528  |TTGAGTTTGTCATCGCGCCATAAAGGAGCCAAGCACC
UHRF] | NM 0132821 2529 |CTACAGGGGCAAA (2530 IGGTGTCATTCAGGCG 12531 ICGGCCATACCCTCTTICGACT 2532 |CTACAGGGGCAAACAGATGGAGGACGGCCATACCCT
UTP23 | NM 0323341 2533 |GATTGCACAAAAA 2534  IGGAAAGCAGACATTC 12535  |TCGAAATTGTCCTCATTTCA 12536 |GATTGCACAAAAATGCCAAGTTCGAAATTGTCCTCAT
veaml | N o107 | 2537 TGGCTTCAGGAGC 2538  [TGCTGTCGTGATGAG (2539 |CAGGCACACACAGGTGGGA 2540  |TGGCTTCAGGAGCTGAATACCCTCCCAGGCACACAC
) TGAATACC AAAATAGTG CACAAAT AGGTGGGACACAAMATAAGGGTTTTGGAACCACTATT
VoL | NM 003373 | 2541 GATACCACAACTC 2342 [ TCCCTGITAGGCGCA 2543 |AGTGGCAGCCACGGCGCC 2544  |GATACCACAACTCCCATCAAGCTGTTGGCAGTGGCA
- CCATCAAGCT TCAG GCCACGGCGCCTCCTGATGCGCCTAACAGGGA
VCPIPI | NM 025054 | 2543 [TTTCTCCCAGTACC|2546  |TGAATAGGGAGCCIT {2547 |TGGTCCATCCTCTGCACCTG (2548 {TTTCTCCCAGTACCATTCGTGATGGTCCATCCTCTGC
VDR | NM 000376 2549 ICCTCTCCTTCCAGC|2550 |TCATTGCCAAACACTT|2551 |CAGCATGAAGCTAACGCCCC|2552 |CCTCTCCTTCCAGCCTGAGTGCAGCATGAAGCTAACG
VEGFA | NM 003376 | 2553 |[CTGCTGTCITGGG (2354  |GCAGCCTGGGACCAC 2555 |TTGCCITGCTGCTCTACCTC 2556 |CTGCTGTCTTGGGTGCATTGGAGCCTTIGCCTIGCTGC
VEGIB | NM 003377 | 2557 |TGACGATGGCCTG |2558  |GGTACCGGATCATGA (2559  |[CTGGGCAGCACCAAGTCCGG|2560 | TCACGATGGCCTGGAGTGTGTCCCCACTGGGCAGCA
VEGFC | NM 005429 ] 2561 CCTCAGCAAGACG 2562  |[AAGTGTGATTGGCAA {2563 |[CCTCTCTCTCAAGGCCCCAA [2564 JCCTCAGCAAGACGTTATTTGAAATTACAGTGCCTCTC
- TTATTTGAAATT AACTGATTICG ACCAGT TCTCAAGGCCCCAAACCACTAACAATCAGTTTTGCCA
VIM INM 003380 | 2565 ITGCCCITAAAGGA |2566 IGCTTCAACGGCAAAG (2567 |ATTTCACGCATCTGGCGTTC 2568 | TGCCCTTAAAGGAACCAATGAGTCCCTGGAACGCCA
VIIB | NM 008370 | 2560 ACGTTATGCACCC (2570 |CCGATGGAGTTTAGC 2571 |[CGAAACCCCATGATGTCTAA 2572 IACGTTATGCACCCCTGTCTITCCGAAACCCCATGATG
CTGTCTT AAGGT GCTTCG TCTAAGCTTCGAAACTACCGGAAGGACCTTGCTAAA
WDR19 | NM 025132 | 2573 |GAGTGGCCCAGAT 2574 |GATGCTTGAGGGCTT {2575 |CCCCICGACGTATGTCTCCC [2576  JGAGTGGCCCAGATGTCCATAAGAATGGGAGACATAC
WEDCI | NM 0211971 2577 JACCCCTGCTCTGT (2578 ATACCTTCGGCCACG 12579 |CTATGAGTGCCACATCCTGA [2580  |ACCCCTGCTCTGTCCCTCGGGCTATCGAGTGCCACATC
wisp1 | M oo3ss2| 2ssi AGAGGCATCCATG 2582  |[CAAACTCCACAGTAC [2583 |CGGGCTGCATCAGCACACGC|2584 [AGAGGCATCCATGAACTTCACACTTGCGGGCTGCAT
AACTTCACA TTGGGTTGA CAGCACACGCTCCTATCAACCCAAGTACTGTGGAGTT




acl

TABLE A

GTATCAGGACCAC

WNT5A | NM 003392 | 2585 2586 |[TOTCGGAATTGATAC (2587 [TTGATGCCTGTCTTCGCGCC GTATCAGGACCACATGCAGTACATCGGAGAAGGCGC
~ ATGCAGTACATC TGGCATT TTCT GAAGACAGGCATCAAAGAATGCCAGTATCAATTCCG

WWOX | NM 016373 | 2589 JATCGCAGCTGGTG 2590  |AGCTCCCTGTTGCAT [2591 |CTGCTGTTTACCTTGGCGAG ATCGCAGCTOGTOCOTGTACACACTGCTGTTTACCTT
XIAP | NM 0011671 2593 GCAGTTGGAAGAC 2594  [TGCOTGGCACTATTTIT|2595 I TCCCCAAATTGCAGATITAT GCAGTTGCAAGACACAGGAAAGTATCCCCAAATTGC

- L _JACAGGAAAGT CAAGA CAACGGC AGATTTATCAACGGCTTTTATCTTGAAAATAGTGCCA
XRCCS [ NM 0211411 2597 JAGCCCACTTCAGC 2598 |AGCAGGATTCACACT [2599 ITCTGGCTGAAGGCAGTGTCA AGCCCACTTCAGCGTCTCCAGTCTGGCTGAAGGCAG

YY1 | NM 003403 | 2601 |ACCCGGGCAACAA 2602  |GACCGAGAACTCGCC [2603 |TTGATCTGCACCTGCTICTG ACCCGGGCAACAAGAAGTGGGAGCAGAAGCAGGTGC

ZFHX3 | NM 006885 | 2605 |CTGTGGAGCCTCT 2606  [GGAGCAGGGTITGGAT |2607 JACCTGGCCCAACTCTACCAG CTGTGGAGCCTCTGCCTIGCGCACCTGGCCCAACTCTA

ZFP36 | NM 003407 | 2609 [CATTAACCCACTC [2610 |[CCCCCACCATCATGA 2611  |[CAGGTCCCCAAGTGTGCAAG CATTAACCCACTCCCCTGACCTCACGCTGGGGCAGGT,

ZMYND8| NM, 183047 | 2613 |GGTCTGGGCCAAA 2614  [TGCCCGTCTTTATCCC|2615 |CTTTTGCAGGCCAGAATGGA GGTCTGGGCCAAACTGAAGGGGTITCCATTCTGGCCT
ZNF3 | NM 0177151 2617 |CGAAGGGACTCTG (2618 IGCAGGAGGTCCTCAG 2619 IAGGAGGTTCCACACTCGCCA CGAAGGGACTCTGCTCCAGTGAACTGGCCGAGTIGTIGG
ZNF827 | NM 178835 | 2621 |TGCCTGAGGACCC (2622 IGAGGTGGCGGAGTGA 2623 ICCCGCCTTCAGAGAAGAAAC TGCCTGAGGACCCTCTACCGCCCCCGCCTTCAGAGA
ZWINT | NM 0070571 2625 ITAGAGGCCATCAA 2626 |TCCGTTTCCTCTGGGC|2627 JACCAAGGCCCTGACTCAGAT TAGAGGCCATCAAAATTGOCCTCACCAAGGCCCTGA




TABLE B

hsa-miR-1 UGGAAUGUAAAGAAGUAUGUAU 2629
hsa-miR-103 GCAGCAUUGUACAGGGCUAUGA 2630
hsa-miR-106b UAAAGUGCUGACAGUGCAGAU 2631
hsa-miR-10a UACCCUGUAGAUCCGAAUUUGUG 2632
hsa-miR-133a UUUGGUCCCCUUCAACCAGCUG 2633
hsa-miR-141 UAACACUGUCUGGUAAAGAUGG 2634
hsa-miR-145 GUCCAGUUUUCCCAGGAAUCCCU 2635
hsa-miR-146b-5p UGAGAACUGAAUUCCAUAGGCU 2636
hsa-miR-150 UCUCCCAACCCUUGUACCAGUG 2637
hsa-miR-~152 UCAGUGCAUGACAGAACUUGG 2638
hsa-miR-155 UUAAUGCUAAUCGUGAUAGGGGU 2639
hsa-miR-182 UUUGGCAAUGGUAGAACUCACACU 2640
hsa-miR-191 CAACGGAAUCCCAAAAGCAGCUG 2641
hsa-miR-19b UGUAAACAUCCUCGACUGGAAG 2642
hsa-miR-200c UAAUACUGCCGGGUAAUGAUGGA 2643
hsa-miR-205 UCCUUCAUUCCACCGGAGUCUG 2644
hsa-miR-206 UGGAAUGUAAGGAAGUGUGUGG 2645
hsa-miR-21 UAGCUUAUCAGACUGAUGUUGA 2646
hsa-miR-210 CUGUGCGUGUGACAGCGGCUGA 2647
hsa-miR-22 AAGCUGCCAGUUGAAGAACUGU 2648
hsa-miR-222 AGCUACAUCUGGCUACUGGGU 2649
hsa-miR-26a UUCAAGUAAUCCAGGAUAGGCU 2650
hsa-miR-27a UUCACAGUGGCUAAGUUCCGC 2651
hsa-miR-27b DUCACAGUGGCUAAGUUCUGC 2652
hsa-miR-29b UAGCACCAUUUGAAAUCAGUGUU 2653
hsa-miR-30a CUUUCAGUCGGAUGUUUGCAGC 2654
hsa-miR-30e-5p CUUUCAGUCGGAUGUUUACAGC 2655
hsa-miR-31 AGGCAAGAUGCUGGCAUAGCU 2656
hsa-miR-331 GCCCCUGGGCCUAUCCUAGAA 2657
hsa-miR-425 AAUGACACGAUCACUCCCGUUGA 2658
hsa-miR-449a UGGCAGUGUAUUGUUAGCUGGU 2659
hsa-miR-486-5p UCCUGUACUGAGCUGCCCCGAG 2660
hsa-miR-92a UAUUGCACUUGUCCCGGCCUGU 2661
hsa-miR-93 CAAAGUGCUGUUCGUGCAGGUAG 2662
hsa-miR-99a AACCCGUAGAUCCGAUCUUGUG 2663
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Statements of Invention

1. A method for determining a likelihood of cancer recurrence in a patient with
prostate cancer, comprising:
measuring an expression level of at least one gene in a biological sample comprising
prostate tissuc obtained from the patient, wherein the at least one gene compriscs a gene from
Tables 3A, 3B, 4A, 4B, 5A, 5B, 6A, 6B, 7A, 7B, 8A, 8B, 10A, or 10B, or genes thal co-
express with the at least one gene;
predicting a likelihood of cancer recurrence for the patient;
wherein an expression level of any gene in Tables 3A, 4A, 5A, 6A, 7A, 8A,
and 10A is positively associated with an increased risk of recurrence, and
wherein an expression level of any gene in Tables 3B, 4B, 5B, 6B, 7B 8B, and

10B is negatively associated with a increased risk of recurrence.

2. The method of claim 1, wherein said expression level is measured using an

RNA transcript of the at least one gene.

3. The method of claim 1, wherein said expression is measured using an

oligonucleotide associated with the at least one gene.

4. The method of claim 1, further comprising normalizing said expression level

to obtain a nonnalized expression level.

5. The method of claim 1, further comprising generating a report based on the

Recurrence Score (RS).

6. The method of claim 5, wherein the report comprises an estimate of recurrence

risk based on clinical recurrence-free interval (¢RFI).

7. The method of claim 5, wherein the RS is based on a biochemical recurrence-

free interval (bRFT).



8. The method of claim 1, wherein the biological sample has a positive

TMPRSS?2 fusion status.

9. The method of claim 1, wherein the biological sample has a negative

TMPRSS2 fusion status.
10.  The method of claim 1, wherein the patient has carly-stage prostate cancer.

11, The method of claim 1, wherein the biological sample comprises prostate

tumor tissue with the primary Gleason pattern for said prostate tumor.

12.  The method of claim 1, wherein the biological samples comprises prostate

tumor tissue with the highest Gleason pattern for said prostate tumor.
13.  The method of claim 1, wherein the biological sample is prostate tumor tissue.

14, The method of claim 1, wherein the biological sample is non-tumor prostate

tissue.

15.  The method of claim 1, further comprising classifying the patient as
TMPRSS2 fusion positive or negative,
wherein an expression level of any gene in Table 9A is associated with a positive

e ATy ~ P .

TMPRSS?Z fusion siatus, and

wherein an expression level of any gene in Table 9B is associated with a negative

TMPRSS?2 fusion status.

16.  The method of claim 1, wherein the biological sample comprises non-tumor

prostate tissue, and wherein the at least one gene comprises a gene from Tables 10A or 10B.

17. A method for determining a likelihood of upgrading or upstaging in a patient

with prostate cancer, comprising:
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measuring an expression level of at least one gene in a biological sample comprising
prostate tissue obtained from the patient, wherein the at least one gene comprises a gene from
Table 13A or 13B, or gencs that co-express with the at lcast onc gene;

wherein an expression level of any gene in Tables 13A is positively associated with
an increased risk of upgrading/upstaging, and

wherein an expression level of any gene in Table 13B is negatively associated with a

increased risk of upgrading/upstaging.

18. A method for determining a likelihood of cancer recurrence in a patient with
prostate cancer, comprising:

measuring an expression level of at least one microRNA in a biological sample
comprising prostate tissue obtained from the patient, wherein the at least one microRNA is a
microRNA selected from hsa-miR-93; hsa-miR-106b; hsa-miR-21; hsa-miR-449a; hsa-miR-
182; hsa-miR-~27a; hsa-miR-103; hsa-miR-141; hsa-miR-92a; hsa-miR-22; hsa-miR-29b; hsa-
miR-210; hsa-miR-331; hsa-miR-191; hsa-miR-425; hsa-miR-200c; hsa-miR-30e-5p; hsa-
miR-133a; hsa-miR-30a; hsa-miR-222; hsa-miR-1; hsa-miR-145; hsa-miR-486-5p; hsa-miR-
19b; hsa-miR-205; hsa-miR-31; hsa-miR-155; hsa-miR-206; hsa-miR-99a; and hsa-miR-
146b-5p; and

normalizing said expression level to obtain a normalized expression level;

wherein a normalized expression level of hsa-miR-93; hsa-miR-106b; hsa-miR-21;
hsa-miR-449a; hsa-miR-182; hsa-miR-27a; hsa-miR-103; hsa-miR-141; hsa-miR-92a; hsa-
miR-22; hsa-miR-29b; hsa-miR-210; hsa-miR-331; hsa-miR-191; hsa-miR-425; and hsa-
miR-200c is positively associated with an increased risk of recurrence; and

wherein a normalized expression level of hsa-miR-30e-5p; hsa-miR-133a; hsa-miR-
30a; hsa-miR-222; hsa-miR-1; hsa-miR-145; hsa-miR-486-5p; hsa-miR-19b; hsa-miR-205;
hsa-miR-31; hsa-miR-155; hsa-miR-206; hsa-miR-99a; and hsa-miR-146b-5p is negatively

associated with an increased risk of recurrence.

19.  The method of claim 18, further comprising measuring an expression level of

at least one gene in said biological sample.
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20.  The method of claim 19, wherein the at least one gene is a gene selected from
Tables 3A, 3B, 4A, 4B, 5A, 5B, 6A, 6B, 7A, 7B, 8A, 8B, 10A, or 10B, or genes that co-

express with the at Ieast one gene;

wherein an expression level of any gene in Tables 3A, 4A, 5A, 6A, 7A, 8A, and 10A
is positively associated with an increased risk of recurrence, and

wherein an expression level of any gene in Tables 3B, 4B, 5B, 6B, 7B 8B, and 10B is

negatively associated with a increased risk of recurrence.
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Claims

1. A method for determining the presence of prostate cancer in a subject comprising
measuring the levels of prostate-specific antigen in an isolated sample from said subject.
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