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Summary:

1. OncoDefender™-CRC is the world’s only molecular prognostic test capable of
accurately predicting the risk of recurrence of cancer in patients previously
treated with surgical resection of a Stage I/l colon cancer tumor or Stage 1
rectal cancer tumor. No other currently available molecular diagnostic test
approaches the performance capabilities of OncoDefender-CRC in this regard.

2. Patients identified by OncoDefender-CRC at high-risk of cancer recurrence may
benefit from adjuvant therapy or other more aggressive treatment options.

¢ Independent studies’ have demonstrated a significant improvement in
overall survival rates for high-risk Stage | and Stage Il colorectal cancer
patients receiving adjuvant therapy within 60 days following surgical
resection of their tumor.

3. The OncoDefender-CRC test will help physicians make appropriate post-
surgical decisions about the need for adjuvant therapy.

4. Regardless of your patient’s insurance coverage or financial status, the Everist
Genomics Customer Care team will assist your patient in obtaining the testing
they need. Everist Genomics will rapidly help your patient verify whether or not
their insurance covers the test and will bill the insurance company on your
patient’s behalf. In the unlikely event that your patient’s insurance company
denies coverage, or if they require financial assistance, Everist Genomics also
has a generous financial assistance program. Qualifying patients are eligible to
have up to 80% of the cost of the OncoDefender-CRC test covered through one
of the Everist Genomic Financial Assistance programs.

! Gastrointestinal Cancers Symposium Source reference: Biagi JJ et al. "Time to adjuvant chemotherapy in colorectal cancer: Systematic
review and meta-analysis" ASCO GR011; Abstract 364; Bayraktar UD, Chen E, Bayraktar S, Sands LR, Marchetti F, Montero AJ,Roch&ima
CM. Does delay of adjuvant chemotherapy impact survival in patients with resected stage Il and Il colon adenocarcinoma? Cancer. 2010
Dec 17.; J Clin Oncol.2010 Jan 20;28(3):460-5. Epub 2009 Dec 14. Association between diseasefree survival and overall survival when
survival is prolonged after recurrence in patients receiving cytotoxic adjuvant therapy for colon cancer: simulations based o n the 20,800
patient ACCENT data set. de Gramont A, Hubbard J, Shi Q, O'Connell MJ Buyse M, Benedetti J, Bot B, O'Callaghan C Yothers G Goldberg
RM, Blanke CD Benson A Deng Q, Alberts SR Andre T, Wolmark N, Grothey A, Sargent D. Hopital Saint Antoine, Group Hospitalier Pitie
Salpetriere, Paris, France; et. Al.
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1.

What is the medical need for OncoDefender-CRC?

Early Stage Colorectal Cancer - the Real Risks and New Opportunities for
Improved Patient Outcomes:

Historically, early stage colorectal cancer (i.e. Stage I/ll) was believed to be relatively
easily treated with surgical removal of the tumor and that few patients would
experience a recurrence of their colorectal cancer. Furthermore, it was believed that
adjuvant chemotherapy for Stage I/ll colorectal patients was not required because it
had little impact on recurrence or survival rates. This legacy perspective was largely
driven by the assumption that all Stage I/ll tumors were essentially the same and were
all “low-risk tumors”.

Clinically Important New Insights:

Recently completed studies have provided clinically important insights which reveal
that all early stage colorectal tumors are not the same:

1. Recurrence and mortality rates associated with Stage I/ll Colorectal Cancer are
much higher than previously realized®:

a. Stage | Colorectal Cancer: ~1 in 7 patients with Stage | colorectal cancer,
(that have undergone surgical resection of their tumor), will have a recurrence
of their cancer

b. Mortality Rates for Recurrent Stage | Patients: Over half of those patients
(>50%) that recur will die from their disease

c. Stage Il Color Cancer: ~1 in 3 patients of Stage Il colon cancer patients,
(that have undergone surgical resection of their tumor), will have a recurrence
of their cancer

d. Mortality Rates for Recurrent Stage Il Patients: Most of those patients
that recur (>80%) will die from their disease

2. All early stage colorectal cancer tumors are not the same, some types of Stage
I/1l colorectal cancer tumors have a much higher risk of recurrence and
mortality:

a. “Of the 176 patients...only 4 (low risk patients) developed tumor recurrence
(2.3%), compared with 33.3% for intermediate (risk), and 68% for high-risk

patients®.”

2 National Cancer Institute 2011 and American Cancer Society 2011
3 Source: Does Stage Il Colorectal Cancer Need to be Redefined? Author: Axel Grothey; published in Clin Cancer Res Published @ineFirst
April 15, 2011.

Page 3 of 19

Everist Genomics, Inc.7 401 W. Morgan Road1 Ann Arbor, MI 48108 T {34) 929 9475 tel 1 (866) 793-9041 fax




i. Patients with intermediate-risk tumors are ~14X more likely to have a
recurrence than patients with low risk tumors.

ii. Patients with high-risk tumors are ~29X more likely to have a recurrence
than patients with low risk tumors.

3. There is a growing body of evidence that Stage I/Il patients with high-risk
tumors have recurrence and mortality rates that are more typically associated
with Stage Il tumors*:

a. “While the overall survival in Stage Il patients is approximately 70%-80% 5
years after surgery, in high-risk stage Il disease, the clinical outcome is
similar to that of patients with stage lll disease.”

b. “Currently, these high-risk patients are identified by tumors that not only
penetrate the bowel wall but also show evidence of adhesion to or invasion
of surrounding structures, free perforation, obstruction, or aneuploidy.”

c. “More importantly, recent data, using molecular markers or the presence of
micro-satellite stable tumors, have helped to identify a subgroup of patients
with both stage Il and stage lll CRC who may have much worse prognoses
and in whom the administration of chemotherapy may be beneficial”

4. Importantly, recent studies have demonstrated that patients identified with high-
risk tumors benefit significantly from adjuvant therapy; (earlier studies suggested
that adjuvant therapy had little impact on recurrence rates precisely because
they were unable to distinguish early stage low-risk tumors from early stage
high-risk tumors):

a. “High-risk patients (n=102), but not other patients with stage Il colon cancer,
benefited from adjuvant therapy (3-year disease-free survival: 96.4% vs.
84.7%, p = 0.045; 5-year overall survival: 100% vs. 86.4%, p = 0.015)5.”

5. Patients identified with high-risk early stage colorectal cancer tumors benefit
significantly from both surgical removal of their tumor followed by adjuvant
therapy.

4 Source: The Oncologist, Vol. 10, No. 5, 332-334, May 2005; doi:10.1634/theo ncologist.10-5-332 © 2005. Stage Il Colorectal Cancer: To
Treat or not to Treat; Patrick G. Johnston Centre for G®ertherndrelankesear ch an

® Source: Is adjuvant chemotherapy beneficial to high risk stage Il colon cancer? Analysis in a single institute. Chun-Chi Lin & Jen-Kou Lin &

Shih-Ching Chang & HuannSheng Wang & ShungHaur Yang & Jeng-Kai Jiang &WeiShone Chen & TzuChen Lin; Accepted: 8 January 2009
/ Published online: 24 February 2009; Int J Colorectal Dis (2009) 24:665i 676
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Important Implications for Early Stage Colorectal Cancer Patients:

1. Colorectal cancer patients with high-risk tumors are likely to benefit from
adjuvant therapy, with the potential for lower rates of recurrence of their cancer
and improved survival rates.

2. This requires distinguishing between patients that have an early stage low-risk
tumor and those that have early stage high-risk tumor.

3. In order to accomplish these improved outcomes requires a testing method that
will help physicians identify patients with low-risk versus high-risk tumors.

The Breakthrough - OncoDefender-CRC Distinguishes Between High-Risk and
Low Risk Tumors, Predicting Risk of Recurrence:

OncoDefender-CRC is the world’s first molecular diagnostic test capable of accurately
distinguishing between high-risk and low-risk tumors, predicting the risk of recurrence
of cancer in patients previously treated with surgical resection of a Stage I/Il colon
cancer tumor or Stage | rectal cancer tumor. According to an independent statistical
review, test results correlate well with accurately predicting colorectal cancer
recurrence. In studies, no other currently available molecular diagnostic test
approaches the performance capabilities of OncoDefender-CRC in this regard.

1. The OncoDefender-CRC test is performed at the company’s Ann Arbor,
Michigan headquartered laboratory. The tumor analysis requires formalin-fixed,
paraffin-embedded tumor tissue.

2. Results Reported Rapidly: Results of the OncoDefender-CRC assay are
available within 7 to 10 days from the date the tumor sample is received by
Everist Genomics.
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Clinical Utility of OncoDefender-CRC:

Patients identified by OncoDefender-CRC at high-risk of cancer recurrence are likely to
benefit from adjuvant therapy or other more aggressive treatment options.

1. Independent studies® have demonstrated a significant improvement in overall
survival rates for high-risk Stage | and Stage Il colorectal cancer patients
receiving adjuvant therapy within 60 days following surgical resection of their
tumor.

2. The OncoDefender-CRC test will help physicians make appropriate post-
surgical decisions about the need for adjuvant therapy.

5 Gastrointestinal Cancers Symposium, Source reference: Biagi JJ et al. "Time to adjuvant chemotherapy in colorectal cancer: Systematic
review and meta-analysis" ASCO GI2011; Abstract 364; Bayraktar UD, Chen E, Bayréktar S, Sands LR, Marchetti F, Montero AJ,RochalLima
CM. Does delay of adjuvant chemotherapy impact survival in patients with resected stage Il and Il colon adenocarcinoma? Cancer. 2010
Dec 17.; J Clin Oncol.2010 Jan 20;28(3):460-5. Epub 2009 Dec 14. Association between diseasefree survival and overall survival when
survival is prolonged after recurrence in patients receiving cytotoxic adjuvant therapy for colon cancer: simulations based on the 20,800
patient ACCENT data set. de Gramont A, Hubbard J, Shi Q, O'Connell MJ Buyse M Benedetti J, Bot B, O'Callaghan C Yothers G, Goldberg
RM, Blanke CD Benson A Deng Q, Alberts SR Andre T, Wolmark N, Grothey A, Sargent D. Hopital Saint Antoine, Group Hospitalier Pitie
Salpetriere, Paris, France; et. Al.
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2. What is the OncoDefender-CRC technology?

The OncoDefender-CRC test is a prognostic gene-based laboratory assay which will
help guide treatment decisions following tumor resection in patients with a
pathologically confirmed Stage I/Il colon cancer or Stage | rectal cancer diagnosis.
Based on Everist Genomics patented Evolver™ platform, the OncoDefender-CRC
assay evaluates the expression levels of 5 specific genes (identified by Everist
Genomics as predictors of recurrence) from colorectal cancer tissue samples with a
proprietary computational rule. The result of this is a prediction of risk of recurrence
within 3 years after surgery for Stage I/Il colon cancer patients and Stage | rectal
cancer patients.

3. What are the performance characteristics of the OncoDefender-CRC assay?

Performance in Stage | Colorectal Cancer Patients:

Because of the limitations of legacy testing methods for Stage | colorectal cancer and
the inability of legacy tests to accurately assess risk of recurrence, adjuvant therapy is
not provided to Stage | patients; the Everist Genomics OncoDefender-CRC test
predicts the risk of recurrence in these patients and represents a major advance for
Stage | colorectal cancer patients.

Performance in Stage Il Colon Cancer Patients: For Stage Il patients, the Everist
Genomics OncoDefender-CRC test represents a major advance for physicians and
patients relative to currently available testing methods.

Everist Genomics OncoDefender-CRC Prognostic Test Compared to Currently
Available Molecular Diagnostic CRC Tests: The OncoDefender-CRC test has major
advantages over other molecular diagnostic CRC tests:

I.  Currently available molecular diagnostic tests are typically priced at more
than $3,000 per patient tested. However, this competing test fails to provide
a test result in about 25% of all patients tested. Competitors also refer to
this as a ‘no-call result’. This means 25 out of every 100 patients referred for
this other test will get no usable results, while having pre-paid over $3,000
each. The OncoDefender-CRC test produces zero no-call results and
provides an assessment of risk of recurrence for every patient tested

Il.  Everist Genomics has succeeded in creating an important advance in the
assessment of risk of recurrence of colorectal cancer which overcomes
limitations of currently available tests and exceeds the performance
characteristics achieved by applying standard of care guidelines alone.
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4. How well do OncoDefender-CRC results correlate with a patient’s likelihood of
cancer recurrence?

OncoDefender-CRC was developed through extensive clinical research and assay
validation studies involving over 500 patients from around the world. According to
independent biostatistical review, OncoDefender-CRC test results correlate well with
colorectal cancer recurrence.

The clinical data indicate that the performance characteristics of the OncoDefender-
CRC test are superior to other methods currently in use to predict recurrence.
Furthermore, studies demonstrate that high-risk OncoDefender-CRC results correlate with
cohorts with higher risk of colorectal cancer recurrence within 3 years of surgery, while low-risk
results correlate more closely with those patients without recurrence in 3 years.

As a further indication of the overall accuracy and robustness of OncoDefender-CRC,
the test does not report indeterminate or “no-call” results from any samples that meet
quality acceptance and processing criteria.

5. How will the OncoDefender-CRC technology contribute to the clinical
management of my patients?

Clinicopathologic staging of colorectal cancer, most commonly using the American
Joint Committee on Cancer TNM Staging System, is currently the prognostic “gold
standard” for clinical management of colorectal cancer (Source: Colon and Rectum. In:
AJCC Cancer Staging Manual, 7th ed. Edge, S.B.; Byrd, D.R.; Compton, C.C.; Fritz,
A.G.; Greene, F.L.; Trotti, A. (Eds.) 2010, New York: Springer-Verlag
(www.cancerstaging.net) ISBN 978-0-387-88440-0.)

This system only considers anatomic tumor features, categorizing the size and depth
of invasion of the primary tumor (T), the extent to which regional lymph nodes (N) are
involved and the presence or absence of distant metastases (M). TNM staging,
however, fails to take into account a cancer’s underlying molecular and genomic
heterogeneity, characteristics that are increasingly being recognized as key to fully
understanding the natural history of the disease. OncoDefender-CRC is the world’s
only molecular diagnostic test capable of accurately predicting the risk of recurrence of
cancer in patients previously treated with surgical resection of a Stage I/l colon cancer
tumor or Stage | rectal cancer tumor. No other currently available molecular diagnostic
test approaches the performance capabilities of OncoDefender-CRC in this regard.

Benefits for Clinical Management of Stage | Colorectal Cancer Patients: As
depicted in the illustrations which follow, OncoDefender-CRC will help physicians
make patient management decisions that promptly and reliably direct the most
effective treatment to those individual Stage | colorectal cancer patients at high risk for

Page 8 of 19

Everist Genomics, Inc.7 401 W. Morgan Road1 Ann Arbor, MI 48108 T {34) 929 9475 tel 1 (866) 793-9041 fax




tumor recurrence, while minimizing the exposure of low-risk patients to unnecessary,
costly, and potentially toxic chemotherapy and/or radiotherapy. (Comparison of
OncoDefender-CRC with standard pathologist assessment procedures):

Risk Assessment of Stage | Colorectal Cancer Patients
Prognosis Based on Pathologist Compared to OncoDefender

Pathologist

All Stage |
Colorectal
Cancer Patients

“None ldentified”

Additional 2, 1 00 high-risk patients correctly

identified by OncoDefender in one year that would have
been missed using competing testing methods
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Benefits for Clinical Management of Stage Il Colon Cancer Patients:
OncoDefender-CRC will also help physicians make patient management decisions that
promptly and reliably direct the most effective treatment to those individual Stage |l
colon cancer patients at high risk for tumor recurrence, while minimizing the exposure
of low-risk patients to unnecessary, costly, and potentially toxic chemotherapy and/or
radiotherapy. (Comparison of OncoDefender-CRC with standard pathologist
assessment procedures):

Risk Assessment of Stage Il Colon Cancer Patients
Prognosis Based on Pathologist Compared to OncoDefender

Pathologist

All Stage Il
Colon Cancer
Patients

Additional 9,31 5 high-risk patients correctly

identified by OncoDefender in one year that would have
been missed using competing testing methods
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Benefits Relative to Other Currently Available Molecular Diagnostic Tests:
OncoDefender-CRC will also help physicians make patient management decisions that
promptly and reliably direct the most effective treatment to those individual Stage |l
colon cancer patients at high risk for tumor recurrence, while minimizing the exposure
of low-risk patients to unnecessary, costly, and potentially toxic chemotherapy and/or
radiotherapy. (Comparison of OncoDefender-CRC with other currently available
molecular diagnostic tests):

Risk Assessment of Stage Il Colon Cancer Patients
Prognosis Based on Other Molecular Diagnostics compared to OncoDefender

Other Molecular Diagnostics

All Stage Il
Colon Cancer
Patients

Proportion of patients tested
in which risk of recurrence
is reported Vs the test is
unable to generate an
assessment of risk

out of every

hey refer to

s s (or

their insurance provider) are

typically required to pay for a ‘no-
call result’

HIGH-RISK PATIENTS OncoDefender is nearly twice as HIGH-RISK PATIENTS

PPY of Other Molecular Diagnostics: likely as other tests to be correct in OncoDefender PPV:
this assessment: OcoDefender has a

o superior PPV; this means that o
- 0 OncoDefender is better able toseek 0
out and correctly identify patients at
high risk of recurrence from among
all patients presenting with stage Il

o O
Colon cancer; when OncoDefender
identifies a patient with aggressive
disease, it is twice as likely as other
tests to be correct.
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6. How does the OncoDefender-CRC test work?

OncoDefender-CRC assay protocol is summarized below:

a. Either formalin-fixed paraffin-embedded (FFPE) slides or blocks are accepted. If
blocks are sent, slides are prepared using 5-micron slices from the blocks.

b. Slides are reviewed by an independent pathologist at Everist genomics to verify
tissue type, tumor quantity, and location of tumor on the slides.

c. The FFPE tumor tissue affixed to the slides is scraped into RNAse-free
microfuge tubes and deparaffinized in xylene.

d. RNA is extracted and purified following the manufacturer’s standard protocol for
a RecoverAll™ Total Nucleic Acid Isolation Kit (Applied Biosystems/Ambion,
Austin, TX).

e. Purity and quantity of RNA is determined by measuring UV absorption ratios of
260/280 and 230/260 nM using a Nanodrop 1000 UV/Vis spectrophotometer.

f. A minimum of 100 ng of RNA is transcribed into single stranded cDNA using a
High Capacity cDNA archive kit (Applied Biosystems, Inc., Foster City, CA),
employing random hexamers and poly (dT) as primers. cDNA archive plates are
either used immediately for RT-PCR or sealed and stored at -80°C.

g. Gene expression is assayed using TagMan® custom array 384-well micro fluidic
cards that allow 384 simultaneous real-time PCR reactions. One Hundred ng of
cDNA per 48 wells are applied to the cards and all assays are performed in
duplicate according to instructions of the manufacturer using an Applied
Biosystems 7900HT Fast Real-Time PCR System. Output data are in number of
PCR cycles (CT) needed to reach a constant threshold set at 0.2.

h. The gene expression data is processed to determine risk of cancer recurrence
based on comparison to results of studies performed by Everist Genomics.

7. For which patients is OncoDefender-CRC appropriate?

OncoDefender-CRC is a prognostic tool that is designed to be used after surgery for
Stage I/ll colon carcinoma and Stage | rectal carcinoma patients.

8. Should the results of the OncoDefender-CRC test be used to delay or cancel any
treatment?

OncoDefender-CRC is a prognostic tool intended to support treatment decisions and
should be used in conjunction with, not in lieu of, standard medical treatment
guidelines.
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9. Has OncoDefender-CRC been approved for use in the U.S.?

OncoDefender-CRC is registered and certified through Everist Genomics high-
complexity clinical reference laboratory that is regulated by the federal Clinical
Laboratory Improvement Amendments (CLIA) guidelines established in 1988.

Independent research and validation studies have already been performed on
OncoDefender-CRC for Stage I/ll colon cancer patients and Stage | rectal cancer
patients. OncoDefender-CRC is currently commercially available for this indication.
OncoDefender-CRC was developed by Everist Genomics.

10. Is OncoDefender-CRC covered by health insurance?

Regardless of your patient’s insurance coverage or financial status, the Everist
Genomics Customer Care team will assist your patient in obtaining the testing they
need. Everist Genomics will help your patient verify whether or not thier insurance
covers the test and will bill the insurance company (or MediCare) on behalf of your
patient. In the unlikely event that your patient’s insurance company denies coverage,

or if your patient requires financial assistance, Everist Genomics also has a generous
financial assistance program.

-CRC?

The -
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