Memorandum of Understanding
Between the National Cancer Institute and the Canary Foundation

WHEREAS the National Cancer Institute (NCI), a component of the National Institutes
of Health and an agency of the United States Government, is interested in identifying and
validating biomarkers for cancer detection and diagnosis; and

WHEREAS the Early Detection Research Network (EDRN) is a program within the NCI
with a goal of establishing validated cancer biomarkers that are ready for large-scale
clinical testing. EDRN activities are guided by the EDRN Steering Committee, a group
comprised of the principal investigators funded by EDRN cooperative agreements and
NClI staff. Many EDRN members contribute to organ-site specific cancer research and
have been organized into EDRN Collaborative Groups such as the EDRN Genitourinary
Collaborative Group. An Executive Committee of the EDRN Steering Committee is
comprised of chairs of the Collaborative Groups, the NCI EDRN program director, and
the EDRN Steering Committee chair and co-chair; and

WHEREAS the NCI has multiple ongoing studies related to the early detection of
prostate cancer that are coordinated by NCI's EDRN, with support from the Data
Management and Coordinating Center (DMCC) component of the EDRN. The DMCC
provides statistical and informatics support to EDRN and has developed an infrastructure
for conducting collaborative validation studies with the ability to capture, archive, and
manage information from multiple study sites. In order to establish consistency across
institutions collecting data, a set of standard terms and associated values (Common Data
Elements) must be established as well as an appropriate biospecimen tracking system and
a protocol oversight program for biomarker discovery and validation protocols; and

WHEREAS the Canary Foundation, a non-profit corporation located at 333 W. Santa
Clara St., No.1, in San Jose, CA, is committed to funding research in identifying and
validating early detection biomarkers of cancer; and

WHEREAS the Canary Foundation has initiated a collaboration of a number of
institutions with the purpose of identifying biomarkers that predict prostate cancer which
has a high likelihood of progressing while on a program of active surveillance. Towards
this purpose, the Canary Foundation has identified a group of institutions that will follow
the Canary Prostate Active Surveillance Protocol (Attachment A) to accrue patients to an
active surveillance study (Canary Study) while collecting biologic samples as well as
clinical information and tracking patients for ultimate disease progression and/or
institution of active treatment; and

WHEREAS current methods of prostate cancer detection and categorization are
suboptimal and lead to overdiagnosis by identifying tumors that may be present in the
general population and will not progress to life-threatening disease. Overdiagnosis of
prostate cancer can lead to unnecessary treatment and procedures with harmful side-



effects. The ideal biomarker not only detects tumor early, but also detects those tumors
that pose a risk to the patient; and

WHEREAS the biomarkers identified by the Canary Study may be useful in conjunction
with early detection programs for prostate cancer as they may be used either as 1) a part
of early detection with the purpose of identifying prostate cancers or 2) a secondary
screening after prostate cancer diagnosis to identify high-risk tumors that may optimally
be managed with active treatment; and

WHEREAS improved prognostic markers for prostate cancer would benefit the public at
large, and studies to detect such markers require large groups of patients and multiple
centers. There is currently no large-scale repository of biologic materials, linked with
high-quality clinical data that provides pre-diagnosis biologics followed by long-term
outcomes for prostate cancer. Such a repository requires a significant investment of both
funding and resources; and

WHEREAS the Canary Foundation is making a significant investment to generate such a
large-scale repository of biological specimens linked with high-quality clinical data via
the Canary Study. In addition, the Canary Foundation is committed to providing the
specimens/data to the most qualified researchers for biomarker studies and is, therefore,
an ideal partner for the NCI EDRN; and

WHEREAS the value of this large-scale repository to the public health cannot be fully
realized without a system for 1) managing the specimens and data and 2) providing
access to the specimens and data to investigators with scientifically meritorious
biomarker discovery/validation proposals. The NCI EDRN has infrastructure that can
provide such systems; and

WHEREAS the NCI and the Canary Foundation have reached the conclusion that a
partnership for the purpose of identification of biomarkers of high-risk prostate cancer
within the context of the proposed Canary Study is in the best interests of the public
health. The partnership is critical to maximizing the potential benefits of the specimens
and data collected and generated under the Canary Study and to advancing the search for
improved prognostic markers of prostate cancer; and

WHEREAS the benefits to the public health include 1) reducing overdiagnosis of non-life
threatening prostate cancer, 2) eliminating unnecessary treatments and procedures in men
with non-life threatening prostate cancer tumors which will improve the quality of life for
these men as well as their family members, and 3) advancing research towards
personalized medicine — since not every prostate cancer tumor needs to be treated,
research to identify and validate prognostic biomarkers for aggressive prostate cancer are
key to improving an individual’s treatment; and

WHEREAS the benefits to the NCI include 1) the establishment of a well-annoted
repository of serial specimens from a unique patient population (men newly diagnosed
with prostate cancer) which will be accessible to NCI and other investigators for research



aimed at discovery and/or validation of prostate cancer biomarkers, 2) the identification
of predictive biomarkers for prostate cancer aggressiveness — an important step towards
reducing prostate cancer overdiagnosis, and 3) promoting NCI’s mission to support
programs with the goal of improving the diagnosis and treatment of cancer; and

WHEREAS the benefits to the Canary Foundation include 1) access to and use of
EDRN’s extensive infrastructure for managing biospecimens and data collected from
biomarker discovery/validation studies and 2) partnering with the EDRN, a group with
connections to many leading biomarker researchers and practical experience in reviewing
biomarker discover/validation research proposals;

NOW, THEREFORE, the parties agree to combine their resources and efforts to identify
biomarkers of high-risk prostate cancer. In order to accomplish the goals of this
Agreement, the parties agree as follows:

A. NCI Responsibilities

1. The NCI will provide supplementary funding to the DMCC to modify pre-existing
NCI-funded, DMCC-designed software based on the particular parameters of the
Canary Study. These modifications will be conducted by the EDRN DMCC and will
involve establishing disease-specific Common Data Elements, an appropriate
biospecimen tracking system, and a protocol oversight program for the Canary Study.

2. The NCI will provide the Canary Foundation with technical advice regarding
Canary’s protocol oversight program including data transmission, data expectation,
accrual, and data entry for the Canary Study. The NCI will 1) provide training on
using a web-based data management system, and 2) develop, with investigators
involved in the Canary Study, the Manual of Operations (MOP) and train staff at
Canary Foundation-funded institutions on using the MOP. The NCI will provide
technical assistance to the Canary Foundation to establish a database for the
retrospective specimens already collected at the Canary Study sites that meet the
study inclusion criteria.

3. The NCI will seek the input of the members of the EDRN Genitourinary
Collaborative Group and the DMCC, in order to provide input to the Canary
Foundation protocol committee regarding opportunities for new prognostic
biomarkers for prostate cancer.

4. The NCI EDRN, with input from investigators involved in the Canary Study, will
provide statistical support on the study design and data analysis for the Canary Study
and the subsequent biomarker discovery and validation studies using the Canary
Study specimens and data.






