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Statement of Work 2013/01/08 Version 1
A. Background Information:

The National Cancer Institute (NCI) and its collaborators will conduct pooled analyses of the
associations between circulating 25-hydroxyvitamin D and risk of breast and colorectal cancer
within a consortium of cohort studies. Inclusion criteria for participation in the consortium are
that the cohort study collected blood samples prospectively and had at least 50 cases of the
specific cancer being analyzed. The ~18 cohorts in the consortium include ~8000 breast cancer
cases and ~6000 colorectal cancer cases whose circulating 25-hydroxyvitamin D levels either
have been measured previously or are being measured in FY 2011 — FY 2013 as part of the
current project. NCI and collaborators will utilize the primary data from each study so that
circulating 25-hydroxyvitamin D levels and modifying variables will be modeled consistently
across studies. This will reduce heterogeneity among studies due to different analytic
approaches, allow for examination of various categorizations of circulating 25-hydroxyvitamin D
levels, and provide statistical power to address hypotheses in a robust manner.

This proposal takes full advantage of extensive data already collected throughout the world on
the associations between circulating 25-hydroxyvitamin D and risk of breast and colorectal
cancer. These completed studies measured circulating 25-hydroxyvitamin D levels with various
assays at various labs. We need to calibrate these previously collected data with the circulating
25-hydroxyvitamin D data that will be generated for the cohorts who will be assaying 25-
hydroxyvitamin D in FY 2011-FY 2013. The new 25-hydroxyvitamin D data will be obtained
with a direct, competitive chemiluminescence immunoassay (DiaSorin Liaison). This assay is
widely used clinically and was selected by the consortium because it measures total vitamin D,
including both 25-hydroxyvitamin D, and 25-hydroxyvitamin D3, with high sensitivity.

B. Objectives:

The title of this project is “Calibration and Pooling of Circulating 25-Hydroxyvitamin D Data
Collected in a Colorectal Cancer Study in Japan.”

The first objective is to select, aliquot, and ship to Heartland Assays in Ames, lowa plasma
samples for calibrating the circulating vitamin D measurements previously collected in the
nested case-control study of colorectal cancer conducted in the Japan Public Health Center Study.

The second objective is to prepare a datafile of the original vitamin D measurements;
demographic, lifestyle, and medical covariates; and cancer outcomes for each subject in the

nested case-control study of colorectal cancer. These data will be sent electronically to Dr.
Stephanie Smith-Warner, Department of Nutrition, Harvard School of Public Health.

C. Contractor Requirements:

The contractor shall:

1) For the calibration study, select 31 plasma samples, including 29 control samples from the
nested case-control data set (3 samples are randomly chosen from each decile of the distribution
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of the control samples in the nested case-control dataset except that either decile 5 or 6 will
include only 2 samples as decided by each individual study) and 2 study-specific quality control
samples (as determined by the Japan Public Health Center). Up to 0.160 mL from each sample
will be aliquotted, frozen at -70 °C, packed with dry ice, and shipped to Heartland Assays in
Ames, lowa.

2) For each subject in the nested case-control study of colorectal cancer, provide the previously
collected vitamin D data; demographic, lifestyle, and medical covariates; and cancer outcomes,
as described in the data specification files prepared by the Vitamin D Pooling Project. These data
will be sent electronically to Dr. Stephanie Smith-Warner, Department of Nutrition, Harvard
School of Public Health.

D. Period of Performance:

The period of performance shall be from January 14, 2013, or date of award, and shall continue
for four (4) months.

E. Government Responsibilities:

The NCI Contracting Officer’s Representative (COR) will ensure that the instructions for the
selection of calibration samples, the shipping requirements, and the data specification files are
provided to the contractor.

F. Reporting Requirements and Deliverables:

The contractor shall ship the calibration samples and provide the datasets by April 14, 2013.

G. Inspection and Acceptance Criteria:

Upon receipt of the calibration samples at Heartland Assays and the datasets at Harvard School
of Public Health, the deliverables shall be considered acceptable.

H. Payment:

The contractor can invoice for completed work when the calibration samples have been received
at Heartland Assays and the datasets have been received at Harvard School of Public Health.
been sent.

I. Clearances:

IRB Approval: The IRB determined that this project is NOT human studies research.

J. Privacy Act:

The study will adhere to the provisions of the U.S. Government’s Privacy Act Notification
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(52.224-1 of the Federal Acquisition Regulation) and the Privacy Act of 1974 (52.224-2 of the
F.AR)).

K. Contract Type:

This is a Firm Fixed Price type contract.
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_Vvanderbilt University e
564-O>;ford Hoﬂsé Nashville, Tennessea 37232-4355

Instltutlonal Rewew Board
(618) 322-2918 Fax: {615) 343-2648
www.mc.vanderbilt.edufirb

February 22, 2013

Meira Epplein, Ph.D.
Epidemiology
2525 West End Ave., 6th Floor 37203-1738

RE: IRB# 130263 “Helicobacter pylori blood biomarker for gastric cancer risk in East Asia™

Dear Meira Epplein, Ph.D.:

A designee of the Institutional Review Board reviewed the research study identified above. The designee
determined the study does not qualify as "human subject” research per §46.102(f)(2).

{f} Human subject means a living individual about whom an investigator (whether professianal or

student) conducting research obtains:
(1) data through intervention or interaction with the individual, or

(2) identifiable private information.,

Intervention includes both physical procedures by which data are gathered (for example,
venipuncture) and manipulations of the subject or the subject's environment that are performed for
research purposes. Interaction includes communication or interpersonal contact between
investigator and subject. Private information includes information about behavior that occurs in a
cantext in which an Individual can reasonably expect that no cbservation or recording is taking place,
and information which has been provided for specific purposes by an individual and which the
Individual can reasonably expect will not be made public (for example, a medical record). Private
information must be individually identifiable (i.e., the identity of the subject is or may be ascertained
by the investigator or associated with the |nformat:on) in order for abtaining the information to

constitute research involving human subjects.

[This study will examine and receive already collected, de-identified specimens and data of blood
samples to look at gastric cancer risk.]

Please note: Any changes to this proposal that may alter its non-human status should be presented to
the IRB for approval prior to implementation of the changes. In accordance with IRB Poalicy 1il.J,
amandments will be accepted up to one year from the date of approval. If such changes are requested

beyond this time frame, submission of a new proposal is required.
The federal regulations do not require updates fo key study personnel for research that is determined to
qualify as Non-Human Subject. As such, effective October 15, 2012 , the Vanderbilt Human Research

Protection Program will no fonger ask for OR require administrative amendments to update KSP for those
projects that qualify as non-human subject research under 45 CFR 46.102 {f}.

Sincerely,

1 02/22/2013

Epplein, Melra IRB # 130263




Shannon Simmons BA., CIP
Institutional Review Board
Health Sciences Committee #2

Electronic Signature: ERROR,; Server error; Entry not found in indax
Sighed On: 02/22/2013 10:45:29 AM CST

Epplein, Meira IRB # 130263 2
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Principal Investigator: Meira Epplein, PhD Version Date: 02/20/2013
Study Title: Helicobacter pylori blood biomarker for gastric cancer risk in East Asia
Institution/Hospital: Vanderbilt University Medical Center

Vanderbilt University Institutional Review Board

Request for Determination of Non-Human Subject or Non-Research

PLEASE NOTE: This form may not be appropriate if this proposal is funded by a federal grant that involves
human subjects for which you are the PI or the direct recipient of the grant. Consider the Application for
Coordinating Center Activities (IRB Form #1125).

Federal regulations require IRB review of all human subjects research. Some categories of research are difficult to

discern as to whether they qualify as human subject research. Therefore, the IRB has established policies and
procedures to assist in this determination.

1. Study Information:
A. Give a brief synopsis of the project. If using the synthetic derivative database, insert the synthetic derivative
template language along with your synopsis.

HIlER

B. Describe the subject population/type of data/specimens to be studied. If using the synthetic derivative
database, provide examples of ICD.9 codes or search terms that will be used.

For this observational study, serum previously collected and de-identified in China, Korea, and Japan, by
established 8 prospective cohort studies for which each has obtained their own IRB approval (see table
below), from a total of 4,000 individuals (2,000 cases and 2,000 controls), will be aliquoted into 50 ul samples

LIF, HIBR

2. Determination of “Research”.
45 CFR 46.102(d): Research means a systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge. Activities, which meet this definition,
constitute research for purposes of this policy, whether or not they are conducted or supported under a program,
which is considered research for other purposes.

A. s this a quality improvement initiative with the intent to: (a) implement a practice to improve the quality of
patient care, and/or (b) collect patient or provider data about the implementation of the practice for clinical,
practical, or administrative purposes (e.g., measuring or reporting provider performance data)?

XINo [ Yes

If “yes”, this activity does not qualify as “research”, continue with question #4.

B. Is the intent of the data/specimen collection for the purpose of contributing to generalizable knowledge and of
which there is a hypothesis?

[INo X Yes

If “no”, this activity does not qualify as “research”, continue with question #4.

3. Determination of “Human Subject”.
45 CFR 46.102(f): Human subject means a *living individual about whom an investigator (whether professional
or student) conducting research obtains: (1) data through intervention or interaction with the individual, or (2)
identifiable private information. Intervention includes both physical procedures by which data are gathered (for
example, venipuncture) and manipulations of the subject or the subject's environment that are performed for
research purposes. Interaction includes communication or interpersonal contact between investigator and
subject. Private information includes information about behavior that occurs in a context in which an individual

Determination of Non-Human Subject or Non-Research (Form #1122)
Form Revision Date: March 24, 2010
Replaces Form Dated: February 6, 2009 1of2
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Principal Investigator: Meira Epplein, PhD Version Date: 02/20/2013
Study Title: Helicobacter pylori blood biomarker for gastric cancer risk in East Asia
Institution/Hospital: Vanderbilt University Medical Center

can reasonably expect that no observation or recording is taking place, and information which has been provided
for specific purposes by an individual and which the individual can reasonably expect will not be made public (for
example, a medical record). Private information must be individually identifiable (i.e., the identity of the subject is
or may be ascertained by the investigator or associated with the information) in order for obtaining the
information to constitute research involving human subjects.

A. Does the study involve intervention or interaction with a “human subject™?

XINo []Yes
B. Does the study involve access to identifiable private information?
XINo []Yes
C. Are data/specimens received by the Investigator with identifiable private information?
XINo []Yes
D. Are the data/specimen(s) coded such that a link exists that could allow the data/specimen(s) to be re-
identified?
[INo [X Yes
If “Yes,” is there a written agreement that prohibits the Pl and his/her staff access to the link?
[INo [X Yes

NOTE: A, B, and C above must be “no” in order to qualify as non-human subject.

*Answer E-G if the individual(s) is/are deceased.
E. Does the study involve use of identifiable private information?
[1No [Yes If “No”, stop here.
Please note both the following must be “yes” to qualify for the use of the decedent’s information:

F. Is the use necessary for the purposes of the research?

[INo [Yes

G. Does the Investigator have the documentation of the death of the individuals?

[INo [Yes

4. Potential Conflict of Interest

LIF, HIBR

Determination of Non-Human Subject or Non-Research (Form #1122)
Form Revision Date: March 24, 2010
Replaces Form Dated: February 6, 2009 20f2
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