Te Cet6oly Company

COCA-COLA PLAZA .
ATLANTA, GEORGIA

| 1530~ 3R07
- RESEARCH AGREEMENT

This Research Agreement (“Agreement”) is effective on the last date of execution of this
Agreement (“Effective Date”) between THE SOUTH CAROLINA RESEARCH FOUNDATION
(“SCRF"), the university-affiiiated research foundation for THE UNIVERSITY OF SOUTH
CAROLINA {("University”), Dr. Steven Blair, Professor, Amold School of Public Health,

_having his principal office located at Room 225, 921 Assembly Street, Columbia, SC
29208 (“Study Director”), Dr. Greg Hand, Professor, Arnold School of Public Health,
having his principal office located at Room 102, 800 Sumter Street, Columbia, SC 20208
{"Study Co-Director”), and THE COCA-COLA COMPANY, a Georgia corporation with offices.
jocated at One Coca-Cola Plaza, Atlanta, GA 30313 (hersinafter “Sponsor”). University,
Study Director, Study Co-Director, and Sponsor are also refarred to herein individuatly
as a “Party” and collectively as "Parties”.

RECITALS

" WHEREAS, the research study contemplated by this Agreement is of mutual interest
and benefit to the Parties; ' .

WHEREAS, the Parties to this Agreement share a common mission of improving the
public heatth by engaging in research reiating thereto;

WHEREAS, in connection with this mission, Sponsor desires to have further clinical
research conducted evaluating the key components of energy balance via the protocol
attached hereto as Exhibit A ("Protocol”); and .

WHEREAS, SCRF, Study Director, and Study Co-Director having particular expertise
and opportunity in the Protocol, desire to provide this research.

NOW, THEREFORE, in consideration of the mutual promises contained herein, the
Parties agree as follows:

1 Research Protocol

1.1 JRB Review. University shall commence performance of the Protocol
subject to prior receipt of necessary approvals from its Human
Investigational Review Commitiee (IRB"). The IRB must operate in
accordance with the 1.8, Code of Federal Regulations {("CFR"), Title 21
CFR, Part 56 (Institutional Review Boards), as promuigated under the
Federal Food, Drug and Cosmetic Act. The Parties agree that no
changes will be made to the Protocol without the Sponsor’s prior written
consent, which consent shall not be unreasonably withheld or delayed.
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1.2

1.3

1.4

1.5

Study Director and Study Co-Director. The Protocol will be conducted by
the Study Director, Dr, Steven Blair, and by the Study Co-Director, Dr.

Greg Hand, each of whom has expertise in the field of research involving
body mass index, physical activity, physical fitness, energy balance, and
other factors necessary to execute the Protocol. If, for any reason, Study
Director, and Study Co-Director become unavailable, SCRF shall
promptly advise Sponsor. If Sponsor and SCRF cannot agree on a
qualified replacement scientist or an appropriate solution within thirty {30)
days after the Study Director and Stucly Co-Director cease to be available
1o work on the Protocol, either Sponsor or SCRF may terminate this
Agreement on ten {10} business days’ written notice to the other Party.

Standards, Conflicts and Integrity.
1.3.1 Standards. The study {including without limitation the study

execution, Protocol, data collection, analysis and interpretation
thereof) (hereinafter “Study”) shall be conducted in & professional
and competent manner, in accordance with generally accepted
sound stientific research technigues, methods and principals, and
be consistent with good clinical practice as defined and outiined in
the United States Code of Federal Regulations, and in strict
adherence to the Protocol.

1.3.2 Conflicts and Integrity. Sponsor and SCRF will sach fulfill its
respective obligations with respect to the Study in accordance with

the Eight Guiding Principles enumerated at page 4 of aftached
Exhibit D, “Funding Food Science and Nutrition Research:
Financial Conflicts and Scientific integrity”.

Ressarch Site. SCRF will conduct the Study at the foliowing research
site(s) fthe "Research Site(s)'}:

Amold School of Public Health
‘The University of South Carolina
921 Assembly Strest,

Columbia, SC 29208

Personnel and Equipment. SCRF will &t all times fumish and devote the
necessary and agreed qualified personnel, facilities and equipment to
perform the Study and carry out the Protocol as set forth in this
Agreement, SCRF acknowledges that all personnel involved in the Study
shall be employees of University or Research Site and not of Sponsor,
end that University or Research Site shall be responsible for their
compensation and benefits, shall make all payments required to be made
by any taxing or governmental authority with respect {o their employment -
and shall maintain any necessary workers compensation insurance with
respect to such employees. University or Research Site personnel who
perform or work on the Study under Study Direstor and Study Co-

" Director, together with any other direction, shall be referred to as

“Investigators”. Al Investigators will be subject to ali terms and
conditions, particularly confidentiality and inventions, as set forth in this
Agreement herein.
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1.8

1.7

1.8

1.8

Consultants. University will m-ake all necessary contract arrangements
with the consultants identified in the portion of Exhibit B titled “Budget
Justification” (“Consultants”) who are providing guidance with respect to

the Study.

Sponsors’ Representative. Sponsors’ Technical/Scientific representatives
on the Study shall be Dr. Susan Roberts and Dr. Karen Cunningham

andfor such other representative(s) as Sponsors may subsequently
designate in writing from time to time (“Sponsors’ Technical/Scientific

Representative(s)").

Informed_Written Consent_and Confidentiality for Parficivants, SCRF
represents that informed, executed, written consents will be obtained from

-each Study participant ("Research Subject”} prior o histher participation

in the Study in exchange for the consideration they are to receive. SCRF
shall be solely responsible for the preparation and content of the
inforred, written consent. The consent form shall alse be approved by
the IRB prior to its use in the Study. SCRF shall certify in writing to
Sponsor that the informed, writlen consent has been executed by each
Research Subject no later than 10 days after the {ast Research Subject is

randomized.

Record Keeping, Reporiing and ess. SCRF, Study Director, and
Study Co-Director agree as faﬂcws:‘ C

1.9.1 Record Keening. Study Director and Study Co-Director will keep
and maintain adequate records containing data generated in the
course of the Profocol to enable Study Director and Study Co-
Director to furnish complete and accurate information to Sponsor

_regarding the Protocoi results; provided, however, that the Parties
agree that SCRF, Study Director, and Study Co-Director shall not
disclose to Sponsor any personal information relating to Research
Subjects.

1.9.2 Access and_Inspection. Sponsor's authorized representative(s),
and goverrumental or regulatory authorities, to the extent required
by law, may, at mutually agreed upon times and upon reasonable
notice tov SCRF, Study Direcfor, and Study Co-Director, arrange
to: (i) examine and inspect University’s facilities used for
performance of the Protocol, and (i) audit, inspect and copy all
data and work products relating to the Study, (other than
confidential Research Subject records as provided In Articie 1.8),

- to verify compliance by SCRF, Study Director, and Study Co-
Director with the terms of this Agreement.

1.9.3 QGovernment Inspections. i any governmental or regulatory -
authority conducts or gives notice to SCRF of its intent to conduct

an inspection af the Research Site or 1o take any other regulatory
action with respect to the Study, SCRF will promptly give Sponsor
written notice thereof, including all information pertinent thereto;
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provided that it shall not be a breach of this Agreement for SCRF
to comply with the demands and requests of a governmental or
regulatory authorlty in accordance with SCRF's reasonable
judgment and subject o the other terms and conditions of this

Agreement.

1.84 Records Retention. All records of Study Director and Study Co-
- Director related 1o the Protocol shall be maintained for a minimum
retention period of five (5) years foliowing the natural expiration or
termination of this Agreement, except with regiard to Confidential
Information, as defined in Article 3.1, which shall be handled in
accordance with Article 3.

1.8.5 Reporting procedures. Once per month during the execution of

: the Protocol, SCRF shall send Sponsor a brief progress report (3-
4 sentences). Once in the first 3 calendar quariers, SCRF shall
send Sponsor a more detailed progress report {1-2 pages). Once
per calendar year, in December, SCRF shall send sponsor a
comprehensive progress report summatizing all work performed
that year in the exacution of the Protocol, Each guarterly report
shall take the place of the report for the month in which the
quarterly report is sent. The annual progress report shali take the
place of a quarierly report for the fourth quarter,

1.10 Material Error.  If SCRF commifs a material error in the conduct of the

Study or Protocol that adversely affects the Study’s validity or results,
University will either repeat thé Study in a timely manner without
additional cost to the Sponsor, or refund to Sponsor the cost of the Study,
by mutual agreement,

2 Protocol Fundi

2.1

Budget and Payment Schedule, Sponsor agrees to suppcr;t this Study
and shall pay SCRF as set forth in the Budget and Payment Schedule

attached hereto as Exhibit B and Exhibit C, respeciively. In the event
that SCRF unexpectedly iearns that certain other expenses need o be
considered, SCRF must seek the prior written approval of Sponsor before
taking steps that would incur additional costs. SCRF shall send an
invoice to the responsible Party for Sponsor, as set forth in-Article 10.4,
no earlier than one day after execution of the Agreement by both Parties.
Sponsor shali pay each invoice within forty-five (45) days of receipt.
Payments will be made by wire transfer to.

Bank Name; Wachaovia Bank; NA
Bank Adtress: 1525 West WT Harris Boulevard
Charlotte, NC 28262
Name on Account; 8C Research Foundation
Raouting Number: . 053207766
Account Number: 2003233007079
SWIFT Code: PNBPUS33
Page 4 of 28
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2.2

23

Use of Funds, SCRF shall monitor expenditures to ensure that the funds
provided by Sponsor are spent in accordance with this Agreement, and
as set forth in Exhibit B, and will maintain complete and accurate
accounting records in accordance with generally accepted accounting
principtes, which shall be available for inspection, review and audit at
reasonable times by Sponsor. Minor variances {not to exceed 10%) of
expenditures from the established budget shall nct require prior approval

of the Sponsaor.

No _Geovemment Funding. Uniess otherwise agreed to in writing by
Sponsor, SCRF agrees that it will.not accept any funding for the Study
from the United States Government or any agency thereof. Accordingly,
unless Sponsor has agreed in writing to permit partial funding of the
Study by the United States Government or an agency thereof, SCRF
represents that the United States Government shall obtain no rights under
35 U.S.C. § 200-212 to any Inventions resulting from this Study.

3 Confidential {nformation

3.1

in preparation of and during the course of the Protocol, it may be
necessary for the Sponsor to disclose to Siudy Director, Study Co-
Director, and University, orally or in writing, technical and business
information regarding the Sponscr's products, marketing plans, public
relations plans, or Protocol thereto (hereinafter referred o as
“Confidential information”). Any Confidential information that is disclosed
orally must be reduced to writing within 30 days of disciosure. All
Confidential information is considered to be highly confidential by the
Sponsor. Study Dirsctor, Study Co-Director, and SCRF agree to take all
reasonable precautions to prevent disclosure of Confidential Information
and to others and to not use Confidential information without the express
written consent of the Sponsor. These restrictions upon disclosure and
use of Confidential information shall extend beyond the term of the
Agreement and any extensions herein for a period of five (5) years, but
shall cease to apply to any specific portion of Confidential Information
which:

' 3.1.1 is already in Study Director, Study Co-Director, or the SCRF's

possession at the Hime of disclosure thereof as established by
relevant documentary evidence;

3.1.2 is or iater becomes avaliable to the public other than by Study
Director, Study Co-Director, or SCRF's defauli;

" 3,1.3 is received by the Study Director, Study Co-Director, or SCRF

from a third party having no obligation of confidentiality to the
Sponsot;

3.1.4 is independently developed by University personne! who are not
aware of the Confidential information, as established by relevant
docismentary evidence; or
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4.1

4.2

4.3

4.4

3.1.5 is required to be disclosed by law or government reguiation.

4 Publication Rights and Use of Project Results

Publication. SCRF shall prepare one or more manuscripts suitable for
publication in a peer-reviewed scientific journal, reporting the results
obtained through execution of the Protocol. SCRF shall exercise its best
efforts to obtain the acceptance and publication of all such manuscripts in

peer—rewewed scientific journals.

Review Rights. Each Parly agrees to submif to the other Party, for
review, the draft of any proposed oral or written disclosure of the resuits,
including any abstract of the results, or any manuscript at least ten
working days (10) days in advance of any disclosure of the results, The
Parly preparing such disclosure shall consider any suggestions from the
other Party concerning the disclosure, but is not bound to incorporate
such suggestions in any oral or written publications, except for redaction
of Confidential Information as necessary for SCRF to fulfili #s obligations
of confidentiality under Article 3. At the expiration of the ten (10) working
day period, SCRF, Study Director, and/or Study Co-Director may proceed
with the disclosure (e.g. publication of a manuscript) unless it has
received written notice from Sponsor that it wishes fo cease or delay
publication due to:

- a.) Sponsor reasonably believes a patent application claiming a
new invention should be filed prior to such publication;
b.} Sponsor's confidential and/or proprietary  Confidentiat
Information is contained in the proposed manuscript; or
¢.) Sponsor reasonably believes a risk ex:sts to the protection of

proprietary rights.

if a potentially patentabie invention results from the Protocol and Sponsor
wishes to file a patent application covering such invention pursuant to
Articie 5 herein; the Parties agree to negotiate in good faith to determine
and agree upon a reasonabie delay of any oral or wriften disclosure of the
results, in order to allow the Sponsor to complete develcpment necessary
for filing and to file such patent application. Such delay shall not exceed

one hundred twenty (120) days.

Public_Acknowledgement. Publication shall acknowledge authorship
according to those significantly involved in the Study. SCRF agrees that
if Sponsor so requests, and only if Sponsor requests, substantive
releases and/or written reports contemplated by this Article 4 may include
tanguage to the effect that “The Study was funded by The Coca-Cola

Company”.

Company name. Without Sponsor's prior written approval, SCRF will not
publish or use any advertising, sales promotion or publicity matter relating
to services, equipment, materials, products and reports furpished by
SCRF wherein the names of Sponsor, its subsidiaries, affifiates and/or
authorized botflers are mentioned or their identity implied.
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B

Invention Righls

8.1

52

5.3

6.1

Study Director, Study Co-Director, and University agree to disclose
promptiy and fully in writing to the University Intellectual Property Office ,
alf creafive ideas, developments and inventions, whether or not
patentable, conceived or reduced to practice by Study Director, Study Co-
Director, or University as a result of the Study (herein referred o as the
“Inventions”). The Parties agree to hold afl information regarding any
Invention in confidence until a patent appi:cahon coveting the Invention
has been filed, or the Parfies have agreed in writing that no patent
application covering the invention is to be filed, or publication of the
Invention oceurs pursuant to Article 4 herein.

All inventions shall be the sole property of Sponsor, and SCRF, Study
Director, and Study Co-Director hereby transfer and assign to Sponsor
any and all of their and the other investigators® rights, title and interests in
the Inventions. Each of SCRF, Study Diector, and Study Co-Director
agrees to cooperate with Sponsor and to assist Sponsor in protecting any
inventions and related Confidential Information and Sponsor's rights
therein, including by promptly executing and delivering to Sponsor any
documents reasonably requested by Sponsor to perfect or evidence
Sponsor's rights therein, whether by patem sopyright, trade secrat or

otherwise.

i Sponsor determines that it wishes fo have a patent application or
application for other inteliectual property protection filed with respect to
any Invention, each of SCRF, Study Director, and Study Co-Director shall
promptly assist Sponsor in Sponsor's preparation, filing and prosecution
of such U.8. and/or foreign application(s). Accordingly, Study Director,
Study Go-Director, and SCRF agree o assign oulright to the Sponsor the
entire right, title and interest, both in the United States and abroad, to any
Inventions developed as a result of the Protocol andfor Study, without
payment ather than the fees provided for herein. Sponsor shall bear all
costs incurred in connection with the preparation, filing, prosecution and
maintenance of U.S. and foreign application(s) directed to the inventions.
Each of SCRF, Study Director, and Study Co-Director shall cooperate
with Sponisor to assure that such application(s} wili cover, to the best of
their knowledge, all items of commercial interest and importance.
Sponsor alone shall be responsible for making decisions regarding scope
and content of the appiication(s) to be filed and the prosecution thereof,
but Study Director, Study Co-Director, and SCRF will be given an
opportunity to review and provide input thereto. The Study Director,
Study Co-Director, and the SCRF further agree fo execute any and ail
documents which the Sponsor determines are necessary or convenient 1o
fully implement Sponsor's proprietary rights in such Inventions.

& Termination

Term. This Agreement shall take effect as of the Effective Date and shall
remain in effect untii completion of the Protocol, including delivery by
SCRF to Sponsor of all relevant reports and manuscripts, which shall be
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8.2

6.3

no later than December 31, 2013, unless soongr terminated in
accotdance with Article 6.2 or otherwise agreed to by the parties in
writing.

Termination. Sponsor may lerminale this Agreement, without cause,
upon prior 15 days written notice to SCRF. Either Parly may ferminate
this Agraement upon thirty (30) days prior written-notice to the other Party
in the event the other Party is in breach of its material obligations
hereunder. The breaching Parly may cure such default prior o the
expiration of the same thirty (30) day notice pericd, at which point this
Agreement shall confinue in full force and effect. I the breaching Party
does not cure the breach during the notice period, the Agresment will be
terminatad.

Effect of Termination.

8.3.1 Termination of this Agreement by either Party for any reason shall
not affect the rights and obligations of the Parties accrued prior to
the effective date of termination of this Agreement.

6.3.2 Articles 1-5, 7, and 10 shall survive the natural expiration or
termination of this Agreement.

6.3.3 Upon early termination of this Agreement, Sponsor will be
responsible for compensating SCRF for all authorized, non-
cancelable commitments for costs incurred or to be incured as a
result of the performance of the Protocol under this Agreement as
of the date of termination; provided, however, that Sponsor will in
no event be obligated to compensate SCRF more than the total
amount set forth in Exhibit B. If the amount Sponsor has paid to
SCRF prior to the date of termination exceeds the amount of
cancelable commitments for costs incurred or to be incurred &t the
date of termination, SCRF will reimburse Sponsor for the excess.

68.34 Upon termination of this Agreement, SCRF shall immediately
discontinue any work and shall take such precautions as
requested by Sponsor, including returning to Sponsor or certifying
in writing to Sponsor that it has destroyed all documents and other
tangible items containing Sponsor Confidential Information.

6.3.5 Neither Party shall be liable to the other for damages of any kind
. relative to termination of this Agreement in accordance with this
Article €, even if advised of the possibility of such damages.

7 indemnification

7.

Liability of SCRF. SCRF hereby agrees that it shali be solely responsibie,
to extent allowed by South Carolina law, where found liable by a court of
competent jursdiction, for any and all damages, deficiencies, actions,
suits, proceedings, demands, assessments, judgments, claims, losses,
costs, expenses (including medical expenses incurred by participants
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7.2

enrolled in the Study to the extent such medical expenses are not
covered by the paricipants' medical or hospital insurance or
governmental programs providing such coverage), obligations and
liabiliies (including expenses and reesonable experts’ and attorneys’
fees) arising from or relating to (i) the intentional misconduct,
recklessness or negligent act or omission by University, any of ifs
employees or agents as it refates to the performance of the Protocol; or
{ii} the failure of Study Director, Study Ca-Director, or his co-investigatars,
and assistants to adhere to the ferms of the Protocol or fo employ
reasanable care in the performance of the Protocol in conformity with the
generally accepted standards of the medical and scientific communities or
to adhere to any local or national laws in any material respect.

Insurance. University shall maintain, at all fimes during the performance
of the Protocol, sufficient liability insurance to adequately protect the
respective interests of Sponsor hereunder.

8 Representations and Warranties

8.1

82

University Representations. SCRF hereby represents to the best of its
ability that: (i) University is, and shall continue to be throughout the period
of .the Study, in compliance with all of University's intemal rules- and
regulations applicable ta: (a) It or its activities; and (b} the Study; (ii) other
than those which have already been obtained, no consents or approvals
of, and no filings with, any. governmental entity or any other person are

needed to enable the Study fo be conducted; (i) other than those which

have already been obtained, no approvals or consents of any person or
hody at University is required for University, Study Director, or Study Co-
Director to conduct the Study; (iv) University obiained from all the

. Investigators and University's facully, staff, employees or students that
will be working on the Study, all rights necessary to grant the rights

granted to Sponsor in this Agreement; (v) the informed written consent
form has been approved by the IRB; {vi) University has the experience
and ability in the fields and related disciplines as may be necessary o
perform all required services with a high standard of qualily, (vl
University's services will be performed in a workmanlike and professionat
manner and all services, equipment, materials and reports fumnished will
be as represented by Universily, suitable for Sponsor's business
purposes; (viii) the individual signing this Agreement on its behalf is duly
authorized to do so and to bind BCRF by this Agreement; (ix) SCRF is &
duly organized and validly existing corporation in good standing under the
faws of South Carolina and is duly quatified and authorized to do business
and is in good standing in all jurisdictions where it is Tequired to be so
qualified; and (d) SCRF has the power and. authority {3} to own its
property and assets and fo transact the business in which it is engaged
and presently proposes to engage, and (b) fo execute, deliver and
perform this Agreement. '

Sponsor Representations. Sponsor hereby represents and warrants that
the individual signing this Agreement on its behalf is duly authorized to do
so and to bind Sponsor by this Agreement. EXCEPT AS SET FORTH IN
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THIS AGREEMENT, SPONSOR MAKES NO EXPRESS OR IMPLIED
REPRESENTATIONS OR WARRANTIES AND THE WARRANTY OF
MERCHANTABILITY OR FITNESS FOR PURPOSE OR USE IS
EXPRESSLY DISCLAIMED AND WAIVED BY UNIVERSITY, STUDY
DIRECTOR, AND STUDY CO-DIRECTOR.

9 Conduct, Principles, Minority and Women-Owned Business Enterprises
9.1 Supplier Guiding Principles and Code of Business Conduct for Suppliers, -

It is well understood that SCRF is not & "Supplier” as defined by the
industry. SCRF, however, shall review and abide by Sponsor's Supplier
Guiding Principles and the Code of Business Conduct for Suppiiers and
will, at a minimum, meet the principle standards with respect to its
operations ‘as a whole as the same principles wilt apply to SCRF.
Sponsor's Supplier Guiding Principies and the Code of Business Conduct
for Suppliers are available at hitpy/fwww.theeoca~
colacompany.com/citizenship/supplier codeitml  SCRF will- implement
appropriate internal business processes to ensure compliance with these
standards. Sponsor has the right to use independent third parties to audit
SCRF's compliance with these standards, including, but not fimited to,
conducting inferviews with employees and on-site personnel, if SCRF
fails to uphold any aspect of these standards, SCRF will implement
immediate corrective actions. Sponsor has the right to terminate this
Agreement if SCRF caninot demonstrate that it is in compliance with these
standards.

9.2 Minofty and Women-Owned Business Enferprises.  Sponsor is

committed to the ongoing growth and development of Minority and
Women-Owned Business Enterprises ("MWBE"). Sponsor is further
committed to providing equal opporfunity fo diverse suppliers of goods
and services and makes every .effort to use MWBE to the maximum
extent possible. In this regard, Sponsor is interested in establishing
contractual agreements with suppfiers of goods and services that share
our vision and are dedicated to supplier diversity principles. For more
information, please visit www.coke nef, link to Supplier Diversity.

10 Miscellaneous

10.1 Relationship of Pariles.. Each Party shall be desmed to be an
independent contractor and not an agent or employee of the other Party,
Neither Party shall have the authority to maske any statements,
representations nor commitments of any kind, nor take any action which
shall be binding on the other Party, except as may be explicitly provided
for herein or autharized in writing,

10.2 Publicity. Sponsor and SCRF shall consult with each other and reach
agreement regarding and prior fo the issuance of any press release or the
making of any public statements with respect to this Agreement and the
transactions contemplated hereby (inclusive of the Protocol) and shall not
issue any such press release or make any such public stetement unless
approved in writing by an authorized representative of Sponsor and
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10.3

104

‘program activity.

' University. Notwithstanding the foregoing, University may publish general
information sbout this preject in its standard reports of sponsored

Work for Competitors, SCRF agrees that during the. period in which
University is actively performing the Profocol under.this Agreement, the
Study Director, Study Co-Director and any University personnel working
under them for performance of this study will not perform a similar study to

- the one described in the Protocol, or use the same study Protocol, for

PepsiCo, Cadbury Schweppes, Colt, Danone, Kraft, Nestié, Unilever, or any
entity, including any subsidiary thereof, the primary business of which is the
marketing of food or beverage products, including, but not limited to soft
drinks, coffee, tea, sports beverages, botled water, and fruit or vegetable
juice concenirates or beverages, except as Sponsor may, in ils sole
discretion, expressly authorize in writing. Study Director, Study Co-Director,
and SCRF further agree not to make any public presentation regarding the
results of this sfudy on behalf of or at the request of any such entity without

prior written approvatl of Sponsor.

" Naoties. All notices required or permitted hereunder will be in writing and

delivered personally, sent by facsimile transmission, mailed by overnight
courier, or sent by certified or regisiered mall to the following addresses:

if to SCRF, the notice shall be addressed ta:

R. Steven Etheredge, Asst. Director
Sponsored Awards Management
901 Sumter Si., Suite 501
Columbia, SC 28208

Telephone No.: 803-777-4457
Facsimile No.: 803-777-4136
E-mail: steven@mailbox.sc.edu

Notices relating exclusively to medical or scientific issues shall be sent to
the Study Director and Study Co-Director, with 2 copy to SCRF at the
address below if such notices regard a change In the Protocol.

if to Study Director and Study Co-Director, the notice shall be addressed
to:

Dr. Steven Blair, Study Direcfor
Arnold School of Public Health
The University of South Carolina
921 Assemhly Street,

Columbia, $C 29208

Telephone No.: 803-777-0567
Facsimile No.: 803-777-2604

E-mail: sbhiair@mailbox.sc.edu
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And

Dr. Greg Hand, Study Co-Director
Arnald School of Public Health
The University of South Carolina
-800 Sumter Street,

Columbia, SC 29208

Telephone No.: BO3-238-6960
Facsimile No.: B03-777-2504
E-mall: grehand@maifbox.sc.edu

if to Sponsor, the notice shall be addressed to

Dr. Susan Roberts

Principal Scientist, SRA

The Coca-Cola Company

NAT 3420 '

- One Coca-Cola Plaza N.W.
Atlanta, Georgia 30313

. Telephone No.: 404-676-3586
Fatcsimile No.: 404-588-3588
E-mail: suroberts@na.ko.com

And

Dr. Karen Cunningham
_Principal Scientist, SRA
Beverage Services Lfd
1 Queen Carofine Sirest
London, W6 SHQ
Great Britain :
Telephone No.: +44-208-237-3327
Facsimile No.; 011-44-189-584-4870
E-mail: kacunningham@eur.ko.com

With a copy to:

_John M. Packman

Senior Counsel

The Coca~Cola Company

NAT 2038 -

One Coca-Cola Plaza, N.W.
Atlanta, Georgia 30313
Telephone No.: 404-676-2653
Facsimile No.: 404-508-2663
E-mail: jopackman@ne.ko.com
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10.5

10.6

10.7

10.8

or to such other place as any Party may designate by written notice fo the
other Party.

integration; Amendments. This Agresment constitutes the entire
agreement of the Parties pertaining to the Protocol and supersedes all
prior agreements and understandings, whether oral or written. In the
event of any inconsistency between the body of the Agreement and the
Exhibits, the terms of the body of the Agreement shall govern. No
modification, amendment or waiver of this Agreement shall be binding
unless executed in writing by the Partles. The waiver by Sponsor or
SCRF of a breach of any provision of this Agreement shall not operate or
be canstrued as a waiver of any subsequent breach,

Force Majeure. Except as specifically provided to the contrary herein, the
inability or failure of SCRF or Sponsor to perform any of their obligations
pursuant 10 this Agreemant will not be the basis of claims for damages
sustained by SCRF or Sponsor or for breach of contract when due fo
causes gr contingencies reasonably beyond the control of SCRF or
Sponsor. If either SCRF or Sponsor suffers the event of force majeure,

 the suffering Party shall give nofice of such event of force majeure in

reasonably full particulars to the non-suffering Party as soon as
reasohably possible.

Governing Law. This Agreement shall be governed by and construed in
accordance with the laws of the State of South Caroling, USA, without
giving effect to any choice or conflict of law provisions to the extent such
provisions would apply the law of another jurisdiction.

Counterparts. This Agreement may be executed in counterparis
(including without limitation execution via facsimile or e-mai! transmission
of signatures in the spaces indicated below), each of which shall be
deemed an original, but all of which taken together shail constitute one
single agreement between the parties. The person signing on behalf of
each party represents that he or she is authorized to execute this
Agreement on behall of such party and has the authonity to bind such
party fo the terms and conditions of this Agreement.
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IN WITNESS WHEREOF SCRF and Sponsor have caused this Agreement 10 be
duly executed on their behalf by their respective representatives as of the date befow.

SOUTH CAROLINA RESEARCH
EQUNDATION

By:
R.Steven Etheredge  {
Assigtard Director :
Sponsored Awards Management

/{/@%0

Date:

STUDY DIRECTOR
Acknowledged as read and understood:

o TP s

Dr, Steven Blair

1l

Date:

STUDY CO-DIRECTOR
Acknowledged as read and understood: .

By:
: {}Lr. (reg Hand

Daté: : ///4/"”

Page 14 of 28

THE COCA-COLA COMPANY - }!7 .
. Y 7t
y Ia’f'}‘ 3
S ! Vs
M .‘;?fé’;.ﬁmﬂ-:’,{ el e

‘Rhona Applebaurn, PhD
VP, Chief Scientific & Regulatory
Officer .

Date: /0] 18/ 22/0

WVU FOIA #15236-1483




EXHIBITA
PROTOCOL

Energy Balance Study Design and Protocol
Steven N. Blair, Study Director, and Gregory Hand, Stady Co-Director
Department of Exercise Science, University of South Carolina

Backeround
It is indisputable that the world is experiencing an epidemic of obesity. Althongh

the prevalence of obesity has been increasing for approximately 30 years, we have little
evidence of the specific causes. It is clear that the general cause is too many peopie being
in positive energy balance on too many days. However, no studies have properly
measured energy intake and energy expenditure, and evaluated each as separate and
independent causes of the obesity epidemic. Most of the attention given to the obesity
epidemic focuses on the intake side of the equation rather than on the expenditure side.

A report from the U.S, Institute of Medicine, “Bridging the Evidence Gap in Obesity
Prevention,” gives much more attention to energy intake than energy expenditure. A
rough estimate from scanning the document is that diet/nufrition is mentioned three times
more often than physical activity/fitness. This continued imbalance in attention from the
highest Jevels of scientific thinking does not augur well for success. It is difficult, and in
fact impossible, to develop strategies and tactics 1o stem or reverse this epidemic until we
better understand the specific causes.

We propose to conduct a large-scale, comprehensive energy balance study. This
study will messure energy balance more accurately than it has ever been measured in a
large sample followed for at least one year, using a number of sophisticated measures of
energy intake and energy expenditure. Data and findings from this study will lead to
high-impact publications that will have a profound effect on how clinicians, public health
officials, and lay people view the obesity epidemic, its causes, and what can be done to
address it.

A group of expert advisors (Drs. Allison, Hill, Jakicic, Hamilton, Katzmarzyk,
Church, and Blundell) has provided guidance in developing a proper energy balance
study and will continue to provide expertise throughout the study. This group of
scientists is among the best in the world in the fields of energy balance, obesity, physical
activity, and nufrition. The expert advisors and key personnel in this study are among the
most highly-cited individuals in the world on topics related 1o energy balance.

Specific Aims

Prefatory Aim 1. To examine the extent to which variation in total energy expenditure
and variation in fotal energy intake contribute fo changes in body weight and fat among

young adulis.
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Primary Aim 1, To examine the extent to which changes in body weight and fat are
driven by changes in energy expenditure, changes in energy intake, or both.

Secondary Aim 1. To examine the extent to which changes in body weight and fat during
specific time intervals are driven by changes ini energy expenditure, changes in energy
intake, or both.

Secondary Aim 2. To examine the specific components/atiributes of energy expenditure
and energy intake that drive changes in body weight and fat,

Secondary Aim 3. To determine to what extent demographic characteristics modify the
relationship between variance in the changes in energy expenditure and energy intake and
variance in the changes in body weight and fat,

Tertiary Aim 1. To study the feasibility of examining the temporal sequence of changes
in energy expenditure and changes in energy intake.

Hypotheses
1. Changes in body weight and fat will be positively associated with increases in

total energy intake.
2. Changes in body weight and fat will be positively associated with decreases in

total energy expenditure, . _
Testing these two hypotheses will allow us to determine the specific contributions of

energy intake and energy expenditure to changes in body weight and fat,

Depending on the results, at the end of this study we will be able to make statements such as:
1. The proportion of body weight change that is explained by changes in total energy

expenditure is X.
2. The proportion of body weight change that is explained by changes in total energy intake

is X.
3. Decteases in occupational physical activity contributed to XX % of the decrease in total

energy expenditure.,
4, Decreases in light intensity physical activity contributed to XX% of the decrease in total

energy expenditure, : ,
5. The study of body weight change is complex and should always contain an evaluation of

both energy intake and energy expenditure

Overview of Study Timeline
The study will take a total of 3 yeaxs. The first six months of the study will be

dedicated to project start-up to obtain equipment, complete detailed planning, recruit and
train staff, and begin initial recruitment of participants. ‘The final six months of the study
will be dedicated to cleaning data, running analyses, and preparing papers and reports for
publication.
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Tabie 1. Energy Balance Study Timeline

Activity Year | Year 2 Year3
€3] Q2 Q3 o4 Q1 Q2 3 Q4 Q1 Q2 Q3 Q4
Oct- | Jan- | Apr- | duly- | Oct- Jan- | Ape- | July- | Oet- Jan- | Apr- | July-
Dec | Mar | June ; Sept Dec Mar | June | Sem Dec Mar | June | Sept
2010 } 2081 § 2011 § 2011 2011 12 1 2012 1 D12 | 201 2013 1 2013 | 2013

Start-Up XXX ’

Reoruitment X ofxxx | xxx §xaxx | oxxx

Baselines XXX XX | xxx XXX | XXX [

Follow-ups XXX | XXX | XXX | XXX | XXX | xxx | xxx | XXX

Daia Clean,

Analyses,

Publications XXX | XXX

* Note: each x refers to a month in the quarter

ecruitment

400 men and women between the ages of 21-35 years will be recruited to take
part in the Energy Balence study, A variety of recruitment strategies will be used,
including advertising to the general popuiation (newspapers, radio, TV, flyers), in
addition to more targeted approaches (listserves at worksites and universities, social
media). Participation in the study will be open to all comers; however, the goal is to
recruit 50% women and 50% men. Inclusion and exclusion criteria for enrollment into

the study are fisted in Table 2 below.

Table 2. Inclusion and Exclusion Criteria,

Inclusion Criteria

Exc¢lusion Criteria

» BMI: 25-30
+ 21.35 years of age
e Fasting Plasma Glucose <126 mg/dl

» Current medications must have been
prescribed for three or more months and
stable ' ‘

» Internet access (home or other;
agreement by participant that they will
comply with the extent of internet use
required), We are experienced with
using internet interventions and are
aware that we must be certain that
participants have regular internet access,
and have the ability to use it as
instructed. We will conduct training
sessions during the run-in period in
order to insure that this will not be a
barrier for participants.

+ Currently on medications to lose weight

* e Planning to have weight loss surgery

e Weight loss > 10 Ibs in last 3 months

e History of depression, anxiety or panic
with medications started within last 3
months (include if stable on
medications) .

¢ Medical history with presence of
significant conditions or disease that
may interfere with study - e.g., cancer
within past 5 yrs of diagnosis (except
non-melanoma skin cancer), recent
surgery

¢ Pregnant or actively trying to become
pregnant

® Gave birth in last 12 months

+ <6 months post-lactation
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o >90" percentile on the Brief Symptom
Inventory (BSI)

* Planning to move from the arsa in the
next 12 months

» Other medical, psychiatric or behavioral
factors that in the judgment of the
principal investigator may interfere
with study participation or the ability to
follow the intervention protocol.

Swudy Design & Methods

This study will follow participants for 1 vear, with repeated measures conducted
across the study period. Recruitment will continue over 2 1-year period of time so that
baseline and follow-up measures are staggered across the calendar year.

Prior to the baseline visit, 2l interested and eligible participants will be scheduled
to take part in a 3-week run-in period. During week 1, participants will be asked to
complete the informed consent form and somme questionnaires, have their height and
weight assessed, and compiete the DXA measure. During week 2, participants will be
asked to complete the basal metabolic rate assessment (BMR) and some questionnaires,
and have their blood drawn. During week 3, another DXA measure will be conducted, a
sub-maximal fitness test will be administered, and doubly labeled water (DLW) will be
started on a sub-sample. We also will instruct participants on internet use and evaluate
their ability to adhere to these instructions. The run-in period will help screen out
parnclpants who are less likely to adhere to the study requirements.

Table 3, Run-in Timeline

Week 1 ' Week 2 ' Week 3
e Informed consent « BMR & Sub-maximal fitness test
_*» Questionnaires s Blood draw » Start DLW on sub-sample
» DXA #1 e Questionnaires . e DXA #2
Laboratory Measures

Participants will complete laboratory measures 5 times throughout the study. At
each visit, body fat (DXA), height, weight, and waist circumference will be measured in
all participants, in addition to a blood draw to measure lipids and glucose. Although
blood draws will be done at ali time points, analyses will be done only on baseline and
post-test measures for this study, and samples from all time points will be frozen and
stored, BMR and fitness will be measured on all participants at baseline. Doubly-labeled
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water on the subsample will be measured at baseline and again at 12 months. See Table 4

for a summary of the measurernent protocol.
A number of other demographic, heaith, and lifestyle-related factors will be

measured in all participants at each time point. Prior to each scheduled iaboratory visit,

participanis will receive a packet of questionnaires to be completed and returned at the

laboratory visit. -

Of the total budget, $0% will be used for recruitment, retention, and collecting the
primary and secondary outcome measures. We are measuring many additional varisbles
that directly affect the exposures (energy intake, energy expenditure), and therefore are
crucial to explain our study findings. A number of other valuable questions, following
our primary and secondary questions, can be examined/answered with our proposed study

design and measures,

Energy Expenditure and Energy Intake Measures
Participants will wear the SenseWear Armband for 10 consecutive days at
baseline and during each subsequent quarterly follow-up period (5 times x 10-days during

entire study). During this same time, participants will complete 3 random 24-hour
dietary recalls (5 times x 3 recalls during entire study). Participants also will weigh
themselves daily using 2 WIFl/web-connected scale. To prevent the armband and daily-
weighing from becoming an “Intervention,’ feedback from the armband and scale will not
be available to participants (screened/blinded). See Table 4 for a summary of the
measurement protogol.

Table 4, Measurement Timeline.

Baseline Quarter 1 Quarter 2 Quarter 3 Quarter 4
: (POST VISIT)
s Armbend 10days | o Armband [0 days | e Armband 10 days | « Armband 10 days | » Armband 10 days
= 3 random 24-hy s 3 random-24-hr « 3 random 24-hr « 3 random 24-hr » 3 random 24-hr
dietary recalls diefary recalls dietary recalls dietary recalic dictary recalls
e LABVISIT & *» LABVISIT & + LABVISIT & = LAB VISIT & e LABVISIT &
questionnaires questionnaires questionnaires questionnaires questionnaires
« BMR | + BMR
+ DLW on sub- ¢+ DLW on sub-
sample sarple
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Retention
Upon enrollment into the study, participants will be asked to provide their contact

information, as well as the names and contact information of two additional people (who
do not live with them) that we could contact in the event we cannot get in touch with the
participant. In addition, retention mailings (emails and/or posteards) will be sent one
time a month, In the event that a participant moves, this will allow him/her to provide

new contact information to study staff,

Incentives :

In an effort to increase adherence and compliance, participants will receive an
incentive upon completion of baseline and quarterly measures. A total of $500 will be
given to each subject throughout the 1-year study period, with cash payments increasing
as participants progress through the study (e.g. $50 afler completion of the baseline
measurement, $75 after the Q1 measurement, efe.).

Publication Plan
Upon completion of the study, a number of manuscripts wilt be prepared and

submitted to top peer-reviewed journals for publication (e.g. Journal of the American
Medical Association, New England Journal of Medicine). Study findings will also be

‘ presented at national meetings (e.g. American Coliege of Sports Medicine, Experimental

Biology, The Obesity Society, American Nutrition Society) and released to the
press/media (e.g. New York Times, Washington Post, USA Today).

Examples of publication titles include:
1. What drives the increase in body weight/fat — energy intake or energy
expenditure? Findings from a prospective energy balance study.
2. Changes in energy intake and energy expenditure: What compoenents contribute to

these changes?
3. Do demographic factors moderate the relationship between energy intake, energy

expenditure and weight/fat gain?
4. Re-thinking the obesity epidemic: Implications for clinicians, public health

officials, and policy makers.
5. The importance of energy balance design elements in future obesity research

stadies,
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EXHIBIT B

BUDGET
Budget Summary
Q4 2010 2011
Total Direct Costs $36€,935 $850,062
_ USC Indirect Costs - §36,693 $85,006
Total Costs $403628  $035,068

Q1-3

2013 Tetal

$192,765 §$2,291,611
$16,277  $220,161

$212,042 82,520,772

2012
36881,840
$68,185
$970,033

Attached to this Exhibit B are budget details by calendar year.
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Budget Justification
Energy Balance Study

Introduction

It is indisputable that the world is experiencing an epidemic of obesity. Although the
prevalence of obesity has been increasing for approximately 30 years, we have little
evidence of the specific cause. A proper energy baiance study with appropriate measures
of both energy intake and energy expenditure has never been done before. Weare
proposing to conduct a large-scale, comprehensive energy balance study. This study will
measure energy balance more accurately than it has ever been measured in a large sample
over one year, using a number of sophisticated measures of energy intake and energy
expenditure.

The total budget for this project is $2.5 million over & three-year period. This budget
allows for the detailed and extensive measurements described in the project outline and
allows for a sampile size of 400 participants. We are confident that a sample size of 400
will be adequate to detect changes in weight and fat mass in the current study. Assuming
a weight gain of 2 pounds over the 1-year study period, power calculations indicate that
300 participants will be needed in order to detect a small change in weight (E8=0.2), so
400 participants will provide greater power and aliow for drop-outs. Preliminary data
from 52 individuals are available from the INSIGHT study (Dr. Xatzmarzyk), which
targeied adults ages 20-35 years with a BMI range of 19-27 at baseline. The
investigators found a mean weight gain of 1.85 pounds (range -15.4 to +21.1 pounds)
over a 1-year study period. Our population will have higher baseline BMI and will likely
gain more weight than participants in the INSIGHT study, so we are confident that we
will have adequate power to test our primary hypotheses. By obtaining doubly-labeled
water (DL'W) measurements on 100 participants at the beginning and end of their one-
year stady period, we will obtain data that will be useful in addressing additional
important questions, such as validation of energy balance determined by 24-hour recalls

znd armband data. . .
Personnel

The extensive set of measures and multiple follow-up measurement periods throughout
the study will require significant time and effort by study personnel. A Jarge study staff
will be needed during 2011 and 2012, when most of the data will be collected, to conduct
laboratory measures and collect energy intake (24-hour recalls) and energy expenditure
{armbands, DLW, basal metabolic rate) data, and considerable effort will be reguired to
maintain contact and insure good adherence to the stdy protocol.

‘The investigators will provide expertise in key aspects of this study. Dr. Steven Blair has
expertise in conducting large-scale prospective studies and randomized trials, and
extensive background in physical activity/fitness research in areas related to overweight
and obesity. Dr. Blair has used the armband to measure energy expenditure in previous
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stadies. Dr. Greg Hand has expertise in all laboratory measures being conducted in this
study, which include body fat measurement (DXA), physiological assessments (i.e. blood
draws for lipid and glucose analysis), waist circumference, basal metabolic rate, and
DLW. Dr, James Hebert has expertise in dietary intake assessment and has used the 24-
hour recall in a number of his studies. Dr. Meghan Baruth has expertise in program/study
evaluation. She will be responsible for protocol development and will oversee the daily
tasks of program initiation and implementation. Dr. Tom Hurley will oversee conducting
the 24-hour recalls at the USC Cancer Prevention and Control Center. He has supervised
work in this area for over 125,000 dietary recails in various studies funded by the
National Cancer Institute.  He also has expertise in analyzing the diefary data. Dr. James
Hardin has statistical expertise in longitudinal data analysis. Dr. Mei Sui has expertise in
data management and coordinatian, in addition to data analysis. Each investigator will
provide guidance in his/her area of expertise during program development and
throughont the study period. This set of investigators is among the leaders in the field of
energy balance and dietary and physical activity assessment. :

A number of individuals, including the Project Coordinator, Web Manager,
Recruitment/Retention Specialist, Data Manager, Statistician, Lab Technicians, and
Graduate Research Assistants will be hired to conduct the daily operations of the project.

The Project Coordinator will manage the day-to-day aspects of this study and will
coordinate laboratory visits and energy intake and expenditure assessments, The Project
Coordinator will also be available to participants to answer questions about the scales,
armbands, and other measures (e.g. surveys). Hefshe will meet regularly with the
investigators and will supervise the work of the other project staff members.

The Web Manager will develop and maintain the study Web site, overses and
troubleshoot the Web-based data collection (electronic scales and armbands), work with
" the Data Manager to ensure the accuracy and integrity of the Web-based data collection,
and assist participants who have questions about or difficulty with the scales or

armbands,

The Data Manager, working with Drs. Sui, Hardin, and Hurley, will be responsible for
cleaning, storing, and ensuring the security of the data. Study data will be collected from
several measures: survey data, dietary recall data (USC Nutrition Center), and laboratory
measures {USC laboratory). The Data Manager will coordinate the data from all of these
sources and develop datasets that are ¢lean and properly formatted. ‘

The Statistician will work with Drs. Sui, Hardin, and Hurley and the Data Manager to
conduct statistical analyses of the data, assist with design adjustments as needed, develop
and fmplement new and complex analyses as warranted by the data and emerging
questions, and help to maintain data quality control.

Recruiting a large number of paﬁicipants and retaining those participants for the entire

one-year study period will be crucial for the success of this project. The _
Recruitment/Retention Specialist will be responsible for recruiting participants into the
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study and for executing the retention plan to ensure participants return for follow-up .
visits.

The Laboratory Technicians will be responsible for collecting all laboratory measures
(DXA, blood draws, DLW, fitness, basal metabolic rate, etc). The large sample size and
multiple study visits will require multiple technicians to be available,

The Graduate Research Assistants will assist the Project Coordinator,
Recruitment/Retention Specialist, and Laboratory Technicians with a wide variety of
research and administrative tasks.

Consultants

- A group of world-renowned experts (Drs. Allison, Hill, Jakicic, Hamilton, Katzmarzyk,
Church, and Blundell) in the area of energy balance will serve as consultants and advisors
to this project. These scientists have provided guidance in the development of the study
protocol and will continue to provide their expertise throughout the study, The
consultants will meet with study personnel annually, in person or by teleconference, to
provide guidance and expertise, probiem solve, and help disseminate study findings.
Additional discussions with the advlsors will be conducted at least quarterly by

teleconference and email,

Equipment

A laboratory freezer will be purchased in Year 1 to store blood samples for future
analyses.

Supplies

Previous energy balance studies have relied on self~report measures to assess energy
intake and energy expenditure, and many of these approaches are not accurate or precise
enough to get a valid assessment of energy balance. A major purpose of this study is to
obtain the most accurate and precise measures of body fat, energy intake, and energy
expendxwre Therefore, it is important that the best measures avaziab!e are used in thls

study.

Electronic scales that can directly upload weight to an internet site will be given to all
participants to measure daily weight.

All participants will wear SenseWear Armbands, which automatically monitor energy
expenditure and physical activity, for 10 days on a quarterly basis to measure energy
expenditure. The armbands have been shown in a number of validation studies to
provide an accurate assessment of energy expenditure. :

Computers will be used for data entry, data management, and participant retention
activities.
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Project-specific office and computer supplies will include shirts that staff will wear
during recruitment and data collection activities, data storage supplies, and other project

supplies.

Doubly-labeled water (DLW) will be purcliased foruse ina sub-sample of IDﬁ
participants to assess total energy expenditure, Total energy expenditure can be derived
from DLW assessments and is considered the gold standard for assessing total energy

expenditure in free living conditions.

Laboratory supplies, including glassware and disposables, will be purchased in Year 1.

Travel

Funds for one in-person meeting of the consultants and several teleconference meetings
are included. Recruitment efforts will also require some local travel (e.g. delivering
fiyers, presentations, attending events where a booth can be set up, etc). In addition,
travel funds for the PT and investigators to present the study results at scientific meetings

are included.

Ofther Costs

Laboratory costs include the cost to draw, process and store blood, to conduct fitness
assessments, and to test basal metabolic rate. The Clinical Exercise Research Laboratory

at USC has a DX A machine, and there will be no equipment costs to obtain DXA data.
Technicians to perform these tests are inciuded in the budget.

Printing costs will include recraitment materials (flyers, brochures), project letterhead
and envelopes, and signage. .

Recruitment costs will include advertising on radio, in newspapers, and through Web-
based and social media.

Graduate assistant tuition is required by the University when graduate students are
included in a research study.

Incentives — As previously mentioned, retaining participants will be very important in
this study. In order to encourage ongoing participation in the study, participants will
receive a cash incentive afler each laboratory andfor energy expenditure and intake
assessment period. Incentives will increase as the study progresses, Participants
completing the study will receive a total of $500, .

Random 24-hour dietary recalls are the gold standard for assessing dietary intake. Three,
random 24-hour dietary recalls will be conducted on all participants af baseline andon 2
quarterly basis (3 recails x 5 measurerent periods = 15 total recalls) by the Diet
Assessment Research Unit of the University of South Carolina Cancer Prevention and

Page 25 of 28

WVU FOIA #15236-1500




- Control Center. Three assessments per quarter will provide an accurate assessment of

each participant’s dietary habits. The Center will collect the data, process it, and analyze
it. The Center has provided 24-hour dietary recall services for a number of large scale
nutrition studies,
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EXHIBIT C
PAYMENT SCHEDULE

Payment Schedule

- Sponsor will pay University based on completion of the foliawing milestones:

e 2010 Payment:

Total payment of $403,628:
Total 2010 amount of $403,628 paid upon execution of this agresment

2011 Payments:

Total payment of $935,068:
¥ the total 2011 amount of $467,534 paid upon completion of the start-up {scheduled for

early January 2011}
% the total 2011 amount of $467,534 paid on delivery of status report by University to

Sponsoar at the end of July 2011
2012 Payments:

Total payment of $970,033:
% the total 2012 amount of $485,016.50 pald upon completion of recruitment {scheduled

for March 2012} ‘
¥ the total 2012 amount of $485,016,50 paid on delivery of status report by tniversity to

Sponsar at the end of the 3™ Quarter of 2012

2013 Payments:

Total payment of $212,042;
Y2 the total 2013 amount of §106,021 on delivery of restits and analyses

Y total 2013 amount of $106,021 on delivery of one or more manuscripts suitable for
publication. :
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EXHIBITD

Aftached to this Exhibit D are the Eight Guiding Principles enumerated at page 4
of “Funding Food Science and Nutrition Research: Financial Confiicts and

Scientific Integrity”.
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AJCN, First published ahead of print April 8, 2009 as doi: 10.3945/ajcn.2009.27604.

Special Article

Funding food scaence and nutntion research: financial conflicts and

scientific integrity’™

Sylvia Rowe, Nick Alexander, Fergus M Clydesdale, Rhona S Applebaum, Stephanie Atkinson, Richard M Rlack,
Jokanna T Dwyer, Eric Hentges, Nancy A Higley, Michael Lefevre, Jormne R Lupion, Sanford A Miller, Doris L Tancredi,
Connie M Weaver, Catherine E Woieki, and Elaine Wedral for the Inrcmauoml Life Sciences Institute North America

Working Group on Gmdmg Principles

ABSTRACT .

There has been significant public debate about the susceptibility of rc-
search 1o biases of vatious kinds, The dialogue has extended to the peer-
reviewed Hterature, scienific conferences, the mass media, government
advisory bodies, and beyond. Whereas biases can come from myriad
sources, the overwhelming focus of the discussion to date has been on

-funded science, Given the critical role that industry has played
and will continve fo play in the axsearch process, the Internationst Life
Sciences Instinne (ILS1y North Amerca Working Group on Guiding
Principles has, in this anticle, proposed conflict-of-interest guidelines
regarding indusiry funding (o profect the integrity and credibility of
the scientific record, particularly with respect to health, nutrition,
-and food-safety science. Eight principles are enumerated, which specify
the ground roles for induswy-sponsored research. This article, which
issues a chailenge to the broader scientific community to address all
‘bias issues, is only 2 first step; the document is intended to be dynamic,
prompting ongoing discussion and refinement. In the conduct of public/
private research relationships, 4l relevant paries shall /) condoes or
sponsor research that is factisal, transperent, and designed objectively,
and, according to accepted minciples of scientific inguiry, the research
design will generate an appropriately phrused bypothesis and the re-
seprch will answer the appropriate questions, rather than favor a par

ticutar outcomne; 2) require control of both stady design and research

jtself to remain with scientific investipators; 3) not offer or accept
remnuneration geared 1o the owcome of a rescarch project; 4) ensure,
before the commencement of studics, that there is a written agreement
that the investipative team has the freedom and obligation 1o atempt 1o
publish the findings within some specified time frame; 5) require, in
publications and conference presentatians, full signed disclosure of ail
finmneil interests; 8) not participate in undisclosed paid anthorship
arrangernents in indusuy-sponsored publications or presentations; 7)
guarantee acesssibilivy (o all data and control of statistical analysis by
investigators and appropiiate auditors/reviewers; 8) require that aca-
demic researchers, when they wosk in contract restarch onganizations
{CRO) or et as contract researchers, make olear stalements of their
affiliation; and require that such researchers publish only under the
avspices of the CRO.  Ami J Clin Nurr 2009,89:1--7.

INTROPUCTION

It has been szid that “scientific “ruth’ is the primary aim thatall
should pursue in the jungle of academic-industry ireractions” {1},
The point of scientific endeavor, in the first place, is and should
be, the pursuit of tuth—nothing more, nothing less-—irespective

Am J Clin Nerr 200%:89:1-7. Prined in USA, © 2009 Tntemacional Life Sciences trstivme

Copyright (C) 2009 by the Ameru:an Saciety for Nutrition
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of financial or other interactions. 3 goes withom saying that
seekers of truth must not impose preconceptions on the method
or result of their search: they must a0l have ulterior motives.
Throughout modern history, sclentists have been guided by rules
thiat ensure the integrity of the pursuit of truth, rules that continue
10 evolve as the research and communication landscapes change.
The purpose of this anicle is 1o articulate, in the sophisticated,
industriglized, modern world in which we find ourselves, princi-
ples defining and proiceting the integeity and maintsining the
eredibility of the scientific record, particularly that part of it de-
voted to health, nuirtion, and food-safety science,

The agricultural, food, and nutrifion sciences have come to be
a crucial part of evolving health research, which, inwirn, plays an
ever-growing role in improviag the human condition. Although
regarded as important determinants of human health, agricultural
practices, food processing and safety, and nutzitional status do not

* From SR Strmegy LLC, Washington, DC(SR and NA); the Univarsity of
Massachuseux a1 Ambersi, Food Scisnce Policy Alitance, Ambhersi, MA
{FMCY; the Cosa-Cola Company, Global Scienlific 2nd Regularory-Affairs,
Allanta, GA {RSA); McMaster University, Depuriment of Pedfatdes, Ham-
iltan, Canada (SA): Krafi Foods Global Inc, Glenview, I (RMBY: the Frun-

- oes Stem Nutrition Cemter, New England Medical Center, Boston, MA

{(JTD; ILSI North America, Waskington, DC (EH and EW); PepsiCo Inc,
Scientific & Regulatory Affairs, Valhalia, NY (NAH); Utah State University,
Center for Advanced Nutrition, Logan, UT {(ML): Fexus A&M University,
College of Agriculiure and Life Scisnces, Depatment of Nuirdtion and Food
Science, College Statton, TX (JRL); the-University of Maryland Center for
Food, Murition and Agricnhuse Policy, Coliege Park, MD (SAM); Cadbury
Adams USA LLC, Science & Technology, Whippany, NI (DLT); Purdue
Univarsity, Department of Foods & Nuwrition, Wzs: Lafayette, IN ({CMW); .
anit Mars Ine, McLeun, VA (CEW).

* Originally published 5n: Nowition Reviews® 2009:Vol, 66(5). DOE:
10.31111/.1753-4887 2009 001 88.x,

3 Supported in part by educational grais from Cadbury Adams USA LLC,
the Coca-Cola Company, CenAgra Foods Iac, Genersl Mills, Kraft Foods,
Mars Snackfoods US LLC, PepsiCo Inc, Procter & Gamble, Szare Lee, and
Tatz & Lyle.

* Address reprim requests and correspondance to B Henrges, ILS! North
Americe, 1156 15th Sireel, NW, Suite 200 Washington, DC 200D5-1743.
E~mail: eheotges @ilsi.ong.

Recelved February 8, 2009, Acoepred for pulilication Mureh 5, 2009,

doi: 10.3945/ujen.2009.27604. .
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‘receive the same atfention and funding from the federal research
~ agencies as biomedical research does. Federsl funds allotied to
agricukoral, food, and nutrition research amownt to =$1.8 billion
annually (out of a total US Depariment of Agriculture research
budget of $2.3 bithion), with most of this focasing on agriculivral
production; in contrast, $28.6 billior i5 appropriated fo the
National Institates of Health (2). Industry-funded rescarch
projects, larze and small, account for a large proportion of all
food science and nutrition research (3-5), both for obvious and
nonobvious reasons.’ United States” law places the respon-
sibility for product safety and for the ruthfulness of iabel claims
on the manufacturer. Cleardy, it is in the food industry's interest
to conduct the research necessary 1o meet the legal requirements
as well as w improve food-product healthfulness, safety, ac-
cessibility, taste, cost, attractiveness, etc. Most of this research
falis outside the mission of traditional federal funding agencies
and would not be done without food industty support. Pursuant
o an extensive web of Taws and regulatory requirements con-
cerning food and food ingredients that have evolved over the
past century, industry scientists and academic researchers who
work with industry strive to enhance foed quality, studying ev-
-erything from the safery of ingredients to the evidence in snppon
of health claims that appear on food packaging.
" The rationale for food industry funding of research may be Ie.ss
obvious in areas such as microbiology (6),} toxicology (7-9),%
nutrient bioavailability (10, 11), arid fortification (12)—all of
which lead to enhancement of human health and to resesrch on
animal breeding and agricultral efficiency, which helps to feed
more people. Some such research will be conducted by industry,
in-house, whereas other projects will be contracted out 16 aca-
demic institations or govemment o contract research leboratories.
Scientists, especially novice researchers, conducting investigations
in any of these settings need principles on which 10 rely while
conducting their research ethically and with integrity. Clearly,
it is cssential to preserve the integrity and credibility of food
and nutrition stience for the benefit of public health and un-
denstanding.

. In recent years, & growing body of literature has evolved on the
subject of confiicts of interest and their potential influence on the
integrity of mesearchers and the scientific record. In these dis-
cussions, confliets are typically treated as disqualifying factors in
scientific papers and research; that is, scientists with confiicls of
inferest are viewed in 1he literature a3 being at Jeast partially
integrity-compromised, and, even with complets and open dis-
closure, are regarded, at least to some extent, as of suspect
scientific credibility. 1t is hoped thal this arlicle witl dsfinc and
clarify the highly compiex issues involved in questions of conflict
and sciemific bias, pardenlaly with regard 1o the portion of
research funding that originates from the food industry.

In the interest of beginning this crucial dialogue in a sharply
defined and dispassionate manner, the focus of this artiele will be
limited to only one very specific issue and itz rejation to bias:
financial conflicts of interest, specifically funding-based con-
flicts. It must be pointed ont that there is 2 potenial for all
funding, regardless of source (eg, public, private, government, or
industry}, to bias behavior, unconsciously or otherwise. The focus
of the current article will be on the management of potentia! bias
from industry funding of science, Qur goal is to separate mon-

elary comsiderations from the science-—including research de.

sign, execnlion, reporting, publishing, and other factors.

BISTORICAL CONTEXT

From its beginning, the food industry has concerned itself with
researching food products and ingredients from the perspective of
safe and efficient delivery of focd to a rapidly expanding pop-
wlation, Before World War I, the overwhelning bulk of food
research was funded and carried out by food-industry scientists;
there has been liule public funding of food safery and nutrition
research. t was the evoluion of American society from the
laissez faire environment that existed during the fudustrial rev-
olution o the complex public/private secior mixed cconomy of
the morc recent past that wansformed research funding and higher
education in general.

Adthough the food industry first entered the era of managing
financial conflicts in the late 18th century, with the development
of proprietary echnologics (o enhance food preservation and
safety, the post-World Wer If perfod saw an exponential increase
in the administrative challenges of research funding. For ex-
ample, the number of patents awarded lo universitics oracademic
researchers increased by a facior of 10 in the pest 2 decades of the
last century (13). Similarly, federal funding of research increased
from $405 milkion 10 $1.7 billion in a gingle decade {1960
1970) after the launch of the space race between the United
States and the Soviet Union {14).

1n the decades after World War 1, i addition to the significant
Inereases in government funding of university research, the United
States experienced, in general, rapid ¢évolution of science and tech-
nology, transformation and consolidation of agricultural produc-
1ion, and the stzady growthof industry, especially those companies
involved in public health, eg, medical/pharmaceutical, chemical,
and food indugiries, In late 1980, the U8 Congress passed the Bayh-
Dole Act, with the specific intention of stimulating the transfer of
technology from government-funded university research to the
private sector (15), This legislation has not been without contro-
versy—both over issues concerning the diversion of university
faculty from basic rescarch and conflicL of interest concerns due 1o
the resulling university-industry partnerships.

The research community and individuals involved in heaith
commiunications and public policy advocacy becarne increasingly
concemed about the possibility that exogenocus interests might
influence published results of scientific research (16, 17" By late
2000, this concern had become heightened around medical/
pharmaceutical practice: a number of asticles appeared in the
major medical jounals (18, 19) that explored the financial rela-
tions of the pharmaccutical industry and physicians and their
pussible effect on physicians’ decisions about patient neatment,
researchers’ decisions conceming siudy design, companies’ in-
tezferonce in publication, end public health policy in general.
Medical and other scientific journals began establishing rules for
disclasure of financial conflicts in an attempt (o manage them.

in succeeding years, concern broadentd 1o include other in-
dustries, more recemly the food iudustry, with authorities
questioning how financial conflicts might impinge on the out-
comes of health, nutrition, -and food-safety rescarch, It was
generally acknowledged that the issue was complex and not
susceptible o narrow or inflexible remedies, bit that has not

- deterred gome groups From concluding that industry-funded

science is inherently biased (20, 2I). These groups demanded
that all industry-funded research, whether conducted at contract
research facilities or al universities, be denied congideration in
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FUNDING RESEARCH: FINANCIAL CONFLICTS AND INTEGRITY 3

the formulaion of public policy and that scientists who have
conducted industry-funded rescarch be barred from serving on
public policy advisory committees (22}, It is this anticle's con-
tention that such efforts are helpful neither to the public nor 1o
the scicmiific community. Industry funding, although a major
component of the scientific landscape, is only one piece of an
extremely complex research eavironment. The twin issues of
financial conflict and bias demand a more reasoned approach
and skillful management, ’

DEFINING THE ISSUE

First, conflicts of interest are not inherently determinants of
bias, Even a massive multiplicity of conflicts, in and of iwelf,
carries with it no cenainty of bias. Although many definitions
exist for conflict of inferest and bius, the simplest of definitions

suffice,

Conflict of interest
“A conflict of interest is ‘a conflict between the private
interests and the official responsibilities of a person in a position
of wust” A conflict of interest thus arises when a person has 1o
play one set of interests against another™ (23).
]
Bias

Per the online Oxford Enghsh Dictionary, biag is an *in-
clination or prejudice in favour.of a particular persor, thing, or
" viewpoint™ (24). “A cognitive bias is something that our minds

commonly do to distort our own view of reality” (25).

Or, more rigorousty, blas is a deviation of either inferences or
results from the truth, or any process leading to that kind of
‘systematic deviation. This includes tendencies by which data are
reviewed or analyzed or interpreted or published in a way that
yiclds conclusions that deviate systematically from the: wuth (25,
20’
For example, for researchers, & conflict might describe a sit-
uation in which a funder has offered financial incenfives for
research and hopes {or a panticular research result; it might also
describe a siteation in which the researcher, for philosophical,
religious, or professional reasons, wishes 1o achieve a cenain
resuls. Neither situation necessarily results in a biased result,
which would depend on a measurable devistion of research
‘results from “the truth,” although much of the literawure re-
grettably confounds bias and conflict. For thay mater, much o the
Titerature confuses conflict with & particular king of confifct—
financial. Unfortunately, even if all conflicls were banished
Forever, thére would still be myriad sources of bias.

For example, the following well-known forms of scientific and
publication bias exist (28):% sample-selection bias, sample-size
bias, data-collection bias, data-guality bias, statistical-analysis
bias (29). confounding-veriable bias, and publication bias (30}
These are just a few of the more commenly encountered pitfalls
leading (o skewed research conclusions, but these scientific
sources of bias may be easier to identify than other cognitive and
emotional causes that have nothing 1o do with the formal re-
search process. Consider the following possibie sources of bias:
one’s previous body of work; one's desire for fame and respeot
umong peers (or, alternatively, the desire to achieve iconoclastic
stature); religious bias; ethical or values-based bias; philosoph-

jcal bias; polmcai bizs: one’s nationality or ethnicity; pressnre o
publish (3 13" pressure 1o win prizes; fear of losing one’s job or
position; hxghly porsonal matlers, such as one’s physical or
mental health issues or one’s family's health; the pernicious
effect of pack behavior or “group think” facilitated by social or
professional networks, cither in the physical woild or in ey-
berspace (blogs, websites, chat rooms, list serves, and other
communications tools of the Internet); financial or funding bias
resulting from all kinds of financial incentives, including gra-
tuities, bribes, grants, free iwips, gifts, and cash prizes; and the
desire to pleass one’s source of funding, either unconsciously or
deliberately,

The multiplicity and variety of sources of bias in research and
in public health communications generally are extensive, com-
plex, and yet of major imponance o scientific research, the
integrity of individual study, and the body of scientific literatsre
as a whole. Strategies must be developed to address and manage
all sources of bias, whether technical, stalistical; cognitive, or
emotional in origin. These are critically necessary, not just for the
sciemific community, but also for the well-being of the public.
‘The interpretation of heaith research and the promotion of public
policies resting on that research are far too important to be based
on formuias that wouid address conflicts at the price of excinding
the imput of a large proporiion of food-safely and nutrifion
scientists,

EXISTING CHECKS ON BIAS

As far a5 scientific research and communications are con-
cermed, several checks exist to ensure adherence to good practice
and to avoid biased conclusions, Of course, replication and co-
herence of scientific findings are the major mechanism by which
bias in research is conwolied. This section is intended to sum-
marize postresearch control mechanisms. First and foremost is
the system of scientific peer review that is built not only inw
publication in scientific journals, but also into the promotion.and
tenure decisions for individeal faculty conducting research at
colleges and universities. Govemance and review processes of
academe exercise oversight, particularly on industry-funded re-
search projects. Charges of jmegularities, ercors, and outight
seiemific fraud are usually investigated by the academic insti-
tutions where the research is conducted. However, in one recent:
noteworthy case, a distinguished nutrition researcher resigned his
university position 9 y after initial charges of fraud were filed in
connection “with his infani-formula siudy. In the university’s
subsequent report, the authors recommended thal the government
monitor scientific misconduct through a new national agency
“charged with all aspects of science, irrespective of funding
sources, public or industry [emphasis added]” (32).

Most importantly, peer pressure scrves as a check on, bias, ic,
the peer pressure of meetings, confersnces, e-nail listservs, and
discussion boards run by sciemific collcagues and, especially, the
process of peer review, particularly relied on by the thousands of
scientific journals arcund the world and other organizations
(33).% For more than a centary, peer review has served to pro-
vide 2 rigorous framework by which research papers and articies
can be evaluated before their general dissemination—aithough
not foolproof, scientists repard the process as a reliabie safe-
poard against errors, biases, and scientific misconduct, However,
in recent months, a robust debate has been generaied about peer
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review and whether it needs w be refined (34, 35). Donald
Kennedy, the former Editor-In-Chief of Science for the Jousnal
of the American Association for the Advancement of Science
(AAAS), has offered an eloquem defense of the current peer
review process as “a [air system of evaluating and publishing
scientific work—one that offers high confidence in, though not
-an absolute guaraniee of, the quality of the product” (36).

If all of these checks fail, & governmental oversight structure
exists within the granting agencies. For example, the Office of
Research Iutegrity in the Department of Health and Human
Services sets policies for govermment research grants, estatlishes
reporting standards, and investigates misconduct (37). National
and jocal volonteer health organizations review health science as
it unfolds. Finally, the following checks on bias exist: science
writers and jourpalists, who attend scientific conferences, digest
new studies, and communicate them to the public; science as-
sociations, such as the MNational Science Foundation and the
National Academies of Science, which regularly review new
research and publish -articies that are, In turn, read and com-
mented on by member scientists; Congressional hearings reveal
and publicize the real or pereeived biases arising from too-close

_relations between industry and academis; and, ultimately, public
disgrace occurs when research is revealed as deeply flawed,

In any case, given the increasingly broad and complex nature
of scientific research and communications, additiona! recom-
mendations are appropriate for managing the extremely complex
1ssues of financial conflicts and potential bins.

PROPOSED GUIDELINES ON INDUSTRY FUNDING
OF RESEARCH '

Although funding, whether through the private or public
sector, does not automatically introduce bias into scientific re-
search, it is nonetheless prudent to address both the possibility of
bias and the perception of it through explicit puidelines. On the
basis of work commissioned by the ILSI Noni America Working
Group on Guiding Principles, a series of proposals was developed

. 10 manage potential biascs resulting from conflicts of interest
between research investigators and companies wishing 10 fund
their work. ‘

It is our view that disclosure is arn essential, bt no longer
& sufficient, measure to safeguard rasearch from undue influence

exerted by funding organdirations. Managing conflicts, case by

case, istherequisite siep, ie, proceduresneed obeestablished, such
< as the following guidslines, 10 ensure research imvegrity. This
should apply across the array of mechanisms through whith re-
search is funded currently: in intramural industry and government
laborgiories; in sponsored grants and contracts; and in cooperative
agreements, Cooperative Research and Development Agteements
{CRADAS), and *platfortus™ funded jointly by governnwents and
industry, ns is the case in the Buropean Urion and Awpstralia.
‘Whereas there may be a multitude of mechanistns by which re-
search is funded, designed, conducted, and communicated, these
guidelines should be adhered o by all parties, in all respects, in the
spirit of openness and honesty that are the aim of this article (see
the footnole to guideling 2 helow).

Tt is also our view that industry parlicipation in the effort 1o
disclose and manage financial confliots of interest is crucial.
Future university-ievel science swdents will find their way into
either private-sector research occupations or public-sector careers,

Al need a set of principles to guide their interaction with fonding
organizations, whether public or private, just as those organizadons
reed principles to puide them in their interactions with academic
scientists. Consequently, we propose the following guidelines 10
serve as a checklist to achieving unbissed research resalis from
industry-funded activities—just as they might be useiul guidance
in public- or foundation-funded projects (3833

GUIDING PRINCIPLES :
In the conduet of public/private research relations, ali rejevant
parties shall:

13 Conduct or sponsor research that is factual, transparent, and
designed objestively, and, according to accepted principles of
scientific inquiry, the research design will generate an appro-
pristely phrased hypothesis and the restarch will answer the
appropriate questions, rather than favor a particulsr cotome;

2j Require control of both study desiﬁp and research itself to re-
main with scientific investigators;

3) Not offer or accept semunesstion geared to the outeome of
a research projoct;

4} Emsure, before the coramercement of studies, that there is
4 written agreement that the investigative team has the free-
dom and oblipation to aucm?t to publish the findings within
some specified time frame;™

5) Require, in publications and conference prasentations, full
signed disclosure of all financial interesis;

6) Not parficipate in andisclosed paid authorship arrangements
in industry-sponsored publications or presantations;

7) Guarantee accessibility to all data and conwol of statistical
analysis by investigators and appropriate suditorsfre-
viewers; T

8) Reguire that academic rescarchers, when they work in con-
tract research organizations {CRO) or act as contract resesrch-
ers, make clear statemnents of their affiliation; and require that
such researchers publish only ander the suspices of the CRO.

IMPORT AND IMPLICATIONS OF THE GUIDELINES

Obviously, puidelines are just . .. guidelines. They are not law,
but if the research community embraces them, or even embraces
their spirit, we believe there will be a profoundly beneficial affect
on the quality snd integrity of research that will encourage re-
sponsible oversight and stewardship of scientific research by all
funding organizations. Following the goidelines will undoubtediy
lead 1o closer and more open communication between funding
badies and researchers, resulting in a new spirit of coliaboration.
Suill, it must be stressed that each organization wishing to adopt
these guidelines needs to develop its own quality-control mech-
anism 0 ensure good compliance.

A strong peer-review system coupled with open declarations of
research sponsorship in all scientific communications is a man-
datlory prerequisite for these guidetines to be effective. The second
prereguisite is thatuniversity and industry policies be promulgated
to address the issues raised in these guidelines regarding control of
the design and conduct of the research and its publication. It is the
responsibility of both the funding entity and the researchers being
funded to adhere tothe guidelines; existing ovessight structures are
also encouraged to endorse and adhere o them. Furthermore, it
should be understood that failure to embrace the guidetines will
raise serious questions about any research praject so conducted.

1t s been suggested that, in the past, industry-funded research
may have had abiastoward sesulis favored by the food industry (2,
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43}. The authors of cne publicized study {(4) who reached this
conciusion proposed several explanations: 13 food industry
companies may wish to demonstrale the superiority of their
products to those of their comperitors, 2) investigators are infle-
enced by their funding when formalating their research design
and/or hypotheses, 3) industry sponsors of research may suppress
unfavorable results, 4} authors of scientific reviews may de-
liberately bias their searches and interpretations to the benefit of
their industry funders, and 5) scientific raviews may dispropor-
tionately represent studies “arising from industry-supported sci-
entific symposia™ Such criticism overlopks the fact that most
univergity research is basic in nature and that companics fre-
quently enter inte research agreements with university faculty at
a point at which preliminaty experiments (whether condacted in
the facully member's laboratory or in the company’s laboratory)

have sswblished the proof of concept and, therefore, the likedi-

hood that the research will have positive results is enhanced.

Motwithstanding fthe obvious observation that scientific
reviews conducted by sonindustry-supported authors are also
subject to many potential biases, the 8 principles articulated in
this article address all of these possible sources of skewed re-
search, Indeed, if these principles are vigorously adopted as the
guidelines they are intended 10 be, there would be virtmally no
reason to-quartel with a research conclusion except w dispute the
science itself.

In fact, the 8§ principles articuiated herein are intended fo
provide aclear statement of responsibility on all sides--those that
are funding activities as well as those being funded—when ac-
ademic institutions or academicians are recipients of industry
funding for research, publication, or presentation. The principles
are intended o offer guidance for the food industry and academic
researchers who work with industry, when industry-funded re-
search projects ar¢ involved. They may be thought of a8 a check-
fist wo help ensure insulation of any research project from the

_provision of the resources enabling the projecl.

Finally, the guidelines are offered as only 2 first step in creating
a firewall against bias in research: this article is intended to be
a dynamic document, prompiing ongoing discussion and re-
fincment of the guidelines it presents.

A CHALLENGE T0O THE BROADER COMMUNITY

The objectives outlined above may be worthy, though nol easy
10 achieve. However, these principies can also serve as an invitation
to the broader scientific, science communications, and public
policy commumities to entbrace similar pledges to immunize their
work against the royriag potential sources of bias—nonfinancial as
well as financial conflicts. The present afiicle was necessarily
confined 10 one reiatively small aspect of an extremely complex
issne, However, futwe discussions could be mach wider ranging
and much more comprehensive if they embrace k11 sonrcés of biag
ard expand the focos from the very narrow issue of potential bias
due to financial conflicts of interest.

Consider the extensive list of bizses touched on ot the end of
the section on definitions above: how constructive might it be for
the broader scientific, communications, and public policy com-
munities to adop: guidelines to ensure that their work is free from

bias? For example, such guidelines might inclede pledges of -

transpatency {eg, voluntary disclosure of all previous research,
published articles, and policy positions that might influence

present, ressarch, published articles, and policy positions), dis-
closure of sources of funding {both of the praject at hand and
overall funding), and disclosure of other polential biases (eg,
philosophical, religious, ethical, or politicat orientation; intention
1o publish or otherwise gamer public or political authority or
power through publicity; and previeusly announced public
posilions that might be relevant to the work at hand).

Cther researchers or groups that are not supported by the food
industry (eg., nongovernmental organizations, foundations, and
advocacy and consumer groups) might include in their public
communications appropriate promises that their work, 1o the
exient possible, is open and objective {not skewsd 1o 2 particular
conclusion or philosophical view) and s controfied by the re.
searcher or cited authority {rather thatt by a hidden funder or
interested party). The checklist provided in the section above on
the guidelines' import and implications might prove helpful in
designing similar puidelines for other groups.

EXCLUDED ISSURS

. Iuis important to state explicitly what this paper has excluded
from consideration. Notwithstanding that all scientific research,
whether funded by industry or not, should be subject 1o the same
ethical rules, discussion of all of the following potential in-
stitutional sources of bias that can affect the integrity of the
published scientific record was specifically excluded from this
mticle: foundation-funded research, government-funded re-
search, and work by academicians on advisory panels to industry,
gramt panels, povernment advisory panels, nongovemmental
organization panels, and voluntarism on behalf of professional
socicties.

This is a short list of organizationsl work and funding sit-
uations that routinely pose profound challenges to the in-
dependence and integrity of scientific research-~the list could
certainly be lengthened. All of these potential sourses of bias are
outside and beyvond the scope of this article, but it is suggested
that future arlicles explore the ramifications of insppropriate
infiuence of such organizaiional bias on research or public policy.
1t is stromgly urged that future invesligations into this area be
sefficiently broad to include the many nonsclentific and other
institutions that Toutinely piay a communications role in science~
based public policy.

CONCLUSION

We could lament that this entire effori to manage conflicts of
interest and 10 banish bias in science, is, sias, insufficient. Tt
would be ¢asy 10 complain that the financial and other pressures
on research are too great 1o channel them neatly, Furthermore,
some will argue that a mere set of guidelines capnol immunize
science from ervor, misinterpretation, or deliberate miscalculation.
We deliberately left aside, for the time, the mater of enforcement
mechanisms for these or any guidelines, believing inswead that
achieving a consensus on best practices in managing conflicts
must cedainly come before eswablishing sanctions for tailing o
adhere 10 best practices. As professional sciontific socisties, in-
dustry groups, and other organizations that engage regularly with
researchers adopt 2 commor setof rules by which to manage these
difficndt issues, enforcement of guidelines will automatically

become increasingly less problematic, -
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In the end, management of conflicts of interest, and, for that
matier, management of scientific biases altogether, is a matter of
consensus building, nol enforcement. Should we induige in more
of the self-recrinsinations that have gone on for far too long or
should we construct a workable start to 2 solution? The choice is
obvious: it is time (o act, The interpretation of health research
and the promotion of public policies resting on that research are
far too imporant for us not o address and manage the myriad
potential biases thaf can intrude, Let this effori be 2 start,

This unticle i5 the product of a working group on copflics of interesitsci-
entific integrity organized by the Norih Ammetican branchs of the Imemationsl
Life Sciences Institute (IL.ST North Ameriea). ILSI North Ameriea is a poblic,
nonprofit, schentific foundation with branches around the world that provides
1 forum to adveace the undersianding of sciantific issues reiated to He au-
{ritional quality and safety of the food supply. TLS North America carries
ol its mission by sponsoring relevant sesearch programs, professional edu-
&aion programs and workshops, seminars, and publicutions as wetl ot by pro-
viding a nentral forum for povernment, academic, and industry scientists 10
discuss and resolve seientific issues of comsnon concem for the well-bheing of
the general public, The programs of ILSI North Americs are supporred pri-
marily by the ILST North America intlustzy membership. For mor¢ informa-
tion aboul the working proup or ILST North America, contact Haather Stesle
m 202-5500074 or by E-mail at hstecle@iisiorg. This ariicle underwent

independent sciemtific review by mote thun 25 roviewers: Authors Sylvia

Rowe and Nick Alexander served as consultants to this pmjﬂﬂ and roceived
funds from ILST NA for their work on this amc]e.

! See Fuglic eral (3). Alsosve Lesseret al{4), which assons that soughly 20% of
beverage reseaich was fully or parially funded by industry. A stady by Tomas
et 4l {5) concluded that rouglidy 60-65% of lonp-term {21 v) weight-Joss wdals
were funded by industry,

1 Tor industry-funded research that enbanced the microbiclogical sefery of
food, see Tanaka et 21 (6). This researsh, which concerns the safety of cheese

products, was the precursor 1o the Keld of microbiological predictive modeling, -

which ishow widely used by food prosessors and refrlatory agencies to predicr
the safety of formuleted foods.

¥ Ror beneficial food-industry toxicological researchs (ie, research promotiag
‘benier publichealth), which wasincidentally shired with the US Food and Drug
Adwministration FDA) prior 10 joornal publication, see Yelasoo (7) and Pittet
¢B). For FDA sflmwoxin information, sey the Foodborne Pathngenic Micre-
organizms wud Nawural Toxins Handbook (9).

* Case in point: the FDA's refosal io the early 1960s to approve the drg
thalidomide, which was marketed in Europe as a tranguilizer for use in
pregrian: women, despite the German manefacturer’s “seientific™ nssuranices
of its safety. See Burkbolz (16} and Silverman {17) for a case history,

% For a discussion of bias and the distinction between ias and confiict of
interest, see publications by lie National Academy of Sciences (26) and the'
Federation of American Societies for Experimental Bialogy {FASER) (27).

¥ The sampie muy not be representative of the population—may be too
smal). The dam may be inaccusars because of self-reporting or inaccurate
recarding, fhe sample groups may be inappropriately grouped for analysis,
me confounding variabies may be migjudged or unidentified, or the journaly
fmay refuse to publish il or negative resulis or reszarch on issues judged
unpopitlar—all of these issues may result in biased conchusions, without the
esearchers even being awsre. For a more complels discussion, see Bulgar
e af (28).

" Pressure 1o publish can also lead 1o jovrnal-promoted biases, as cited in
1 recent srticke by Buter (313

H for an organizations] example of applied peer review, visll the website
of the Murionsl Institotes of Health (NIFD) Office of Exteamural Research
{33), where the process is used 10 sift through the many funding applizations
received by the NIH,

H Mate the issues raised in the public healh research community over
a pereeived disproportionaie inffuence of one foundstion's funding, docu-
mented in recen! media coverage {38).

ROWE ET AL

¥ This guidcling, separating the science from the fonding of it, will be
fuMilled in a veriety of ways, depending on the specific funding mechanism
used in a given reseacch project. For descriptions of te significan varisty of
ratearch srEmpements currenly used, see guidance offerad by the NEH (38):
an exceiient analysis of conflict of interest manageenent with respect 1o the
varied research funding mechanisms iz also offeved by FASEB (40-42).

% Zor the purposes of this guideline, the investigative team may include
employces of the sponsoring enthy; miscarchers shiuld agree or commit 10
publish findings on e key questionshypotheses they investipute in their
stdies, -

% This guidedine is intended 10 apply io investigalors not associzted with
the funging entity and approprinte scienuific anditors: It is not intended to
guarantse aviilability of research data to the generai pablic.
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BUDGET SUMMARY

Q4 2010 2011

* Total Direct Costs $366,935  $850,062
USC Indirect Costs $36,693 $85,006
Total Costs $403,628 $935,068

2012 Q1-3 2013 Total

$881,849 $192,765 $2,291,811
$88,185 $18,277 $229,161
$970,033 $212,Q42 $2,520,772
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USL INDIRECT COSTS FOR YEAR 01 $36.583

TOTAL COSTS FOR YEAR 01 ' $403.628
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TBN, Statisticlan [Statisheisn 12 25%; .00]  $30,000] 584 872 371 2181 34,708 22 19% F414; 854 36,562 36,362 329,180
TBN, Diota Mongger Daia Ma 3] 6% 00 ¥50.000] 563 0467 $35 $5.085] 27.10%|  7414]  $3,107) §5,805 510,178 $35,509]
RectufmenRewmion Coording T2 a0 80| 550,000 B3 045 5319181 S4.708] 22.19%| 7414 2,666 $7.674 58,141 £20,350)
TBN, Grackiate Rateaich Assielan| QL i3] _i00%|  12.00] Si000] S19.008) S10.085]  5201|  1.05% €0 i S213 393,300
TRN, Gradusic Resasrch ASSWEHGA. 2 (0] 12.00]  S35000] _£15.006! $1D.066] 4201  1.08% 0 3 £201 SF13l §18:309
TEN, Gloduits Rasesrth AssitanGA 2] 50% 001 $iE 00! $10.006] soaeal Sime) 105% 0 30 $100, §105, §9,654
TEN, Graguse ASSRIanGA, 2 so%, G0} S gnn] $10.068] SO.5081 eT0uf  1.05% 0 0/ %00 5i0E] $5,864
TOTAL PERSONNEL CUSTS: ws.m_‘_1 k | A —
Consullents {6 & $5090) 340000
TOTAL CONSULTANT GOBTS: $45,600 | ]
TOTAL EQUIPMENT COBTR! _s_‘E{ T ]
UEPLIES: 1
Projec ofiGe/oompuier E5.000
Donbiv-labeird waler $55,000
TOTAL SUPPLIES COSTS: s'sr,mll 1 ]
IRAVEL EXPENSES:
Logal iravel for reerultment 82,000 .
Trevel to professional mealings 52,000
TOTAL TRAVEL EXPENSES s@{ 1 I
[OTHER EXTENSES:
Lab cosls {200 & 545) )
Printing 5500
Recruitrhen costs 5,000
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Sub-contract Indiract Fobte

TOTAL SU T COSTS;

TOTAL DIRECT C FOR YEAR 03

USE INDIRECT COSTS FOR YEAR 03

TOTAL COSTS FOR YEAR DY
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TOTAL COSYS FOR YEAR 04

Biitget 8t . 3rd Quarkery 2013 ] ] i
F:'Eﬂ—"__‘r I ] ¥
APPOIN PERLENT {MONTHS_\BASE SAL|SALARY E4SAL REQ. [FE |
12 5% 30} $250,AE0] 8273,706; 520,620,
05 1% OS] S110.248( $131,564] _ $9.117
2] 100%] 0] SADE00] 543,706, §aa.767]
1 % 541739 721| §a52,061] 318,107
finvestgnior 13 T0%] 0 E106,356] S11B,404; 58,880
invaslineio! 72 20% A0] _Sewwshl 747t §11.467)
neeipgior 12 20% .40] STZ.000] SPBATE; $11.801
3
"_“—_“"“ﬁ‘lm‘ru PERBORNEL GOSTS: §T4G,145|
rmus_mm
Consukants (8 G $5000; 00|
TOTAL CONSULTANYT COSTS: $40,000 H
{ECHEMENT,
TOTAL EQUIPHEN GO Ta! ~8a] |
[EUERLIES;
TOTAL SUPPLIES COSTS: £0 I
Travel 1o profassional mtatvi-_x%s & 000)
[TOYAL TRAVEL EXFENSES: $6.002H i
[FErAL TRAVEL EXPEASES:
|RIHER EXPENSES! §
Telaconisrancs costs {consuliant meeting) 3650 1
. 50
TOTAL DIRECT COSTS FOR YEAR 04 $102766 ]
USC INDIRECT COS TS FOR YEAR 04 Er
$242,042
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ERSONNEL ROLE APPOINTMIPERCENT IMONTHS |BASE SALISALARY ESCISAL REQ F8 FY: NS [NS COST JTOTAL FRINGFRINGEE:

9.00 §0 50 .30 .15% 7414 0 30 50
050 30 0] 507 22.19% 7414 0 &0 £0
Q.00 $0 2] $0 .19% r4td 0. §a 50
0.00 $0 0 0] 22.19%] 7414 0] $ar 30
.00 $0 §0 o _22799%| 7414 ] 50 $0
6.00 50 50 0] 22.19%] 7414 1) 57 6
8.00 30 $0 0} 22.10% 7414 50 50 $0
.00 %0 56 S0f  2218% 7414 i 0 30
0,00 %0 $0 $0{ 221%% 7414 $0 0 30
D00 30 §0 sl $2.15% 7414 $0 0 30
D.00 0 50 36 2319% 7418 ) 50 0
.00 50, 30 $01  22.19% Feal: $D $0 %0
0.00 1] $0 $0] 22.19% 744 0 50 $0
0.00 ' §0 50 W 22.10%] 7414 () 0 50
0.00 ‘ i B0 $0 30 22.19% 7414 $0 30 0
0.00 . 50 30 30| 22.19% 7414 $0 0 0
0.00 20, $0 0] 22.19% 7414 30 $0

A 0067 §5 30 o] 1.10% 30 $0

GA ] £.00 Ein] $C L] -10% F1i) $0 1]

TOTAL PERSONMEL COSTS.
CONSULTANT COSTS:

TOTAL CONSULTANT COSTS:

EQUIPMENT:

TOTAL EQUIPMENT COSTS:
SUPPLIES:

TOTAL SUPFLIES COSTS:
N

T,

F
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TOTAL TRAVEL EXPENSES:

ENSES:

OTHER ENSES:

TOTAL OTHER E)(PE;NSES:

Sub-conttact Rirect Costs

{Sub-contract indirect Costs

TOTAL SUB-CONTRACT COSTS
|

TOTAL DIRECT COSTS FOR YEAR 05

{IRECT COSTS - SUB-CONTRACY INDIRECTS

USC INDIRECT COSTS FOR YEAR 03

TOTAL COSTS FOR YEAR 05
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MOBIFICATION AGREEMENT

THIS MODIFICATION AGREEMENT is effective as of June 6, 2013, and is made between
THE COCA-COLA COMPANY (hereinafter referred 10 as “Sponsor”), and THE SOUTH CAROLINA RESEARCH
FOUNDATION (“SCRY¥"}, THE UNIVERSITY-AFFILIATED RESEARCH FOUNDATION FOR THE UNIVERSITY OF
SouTH CAROLINA (“UNIVERSITY™), DR. GREGORY HAND, PROFESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY DIRECTOR”), aAND DR. STEVEN BLAIR, PROFESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY CO-DIRECTOR”) (UNIVERSITY, STUDY DIRECTOR, STUDY CO-DIRECTOR AND SPONSOR are

also referred to herein individual as a “Party” and collectively as "Parties™).

The Parties are parties to 3 Research Agreement effective as of November 4, 2010 (the "Agreement") in
connection with an Energy Balance Study. Unless otherwise defined herein, the defined terms used in this
Modification Agreement shall have the same meanings as set forth in the Agreement.

The Parties desire to niodify the Agreement as follows:

1. Exhibit A (Protocol) is modified by adding the additional provisions attached hereto as Attachment |.

2. Exhibit B (Budget) is modified by adding the additional information attached hereto as Attachment 2.

3. The Parties desire to modify Exhibit C (Payment Schedule) of the Agreement by deleting the payment
schedule for 2013 in its entirety and inserting the following in lieu thereof:

» 2013 Payments:
Tota) payment of $598,568.50

Y the total 2013 amount of $299,284.25 paid upon completion of year two start-up and
retention of current participants for a second year of measurements {scheduled for late July

2013).

% the total 2013 amount of $299,284.25 paid upon delivery of status report by University to
Sponsor at the end of November 2013,

s 2014 Payments:
Total payment of 5598,568.50

Y, the total 2014 amount of $299,284.25 paid uwpon completion of year two measurements
(scheduled for July 31, 2014).

hianage FIIG98, RO #332373
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Y the total 2014 amount of $299,284.25 paid upon delivery of final results and analyses,
delivery of one or more manuscripts suitable for publication and presentations at national

meetings (scheduled for November 2014).

This Modification Agreement in no way modifies the remaining terms and conditions of the Agreement, which

shall remain in full force and effect.
Any and all attachments referred to in this Modification Agreement are hereby incorporated herein by reference

and are made a part hereof as if they were included in the text of this Modification Agreement.

The Parties have executed this Modification Agreement (which may be executed in counterparts and via
facsimile or electronically transmitted signatare, all of which shall be originais and sufficient to legally bind the

parties to this Modification Agreement) effective as of the date first written above.

SoUTH CAROLINA RESEARCH FOUNDATION THE COCA-COLA COMPANY

Print Name:
. WH*WWS ;

Title: ponsored
Date: ’—a/ E—”; L2

Chief Sclentific & Regulatory Officer
STUDY DIRECTOR J 24, 20 /13
By:
Prth e: _&_iémflk 14 Aﬁuﬂ
Title:

Date: 2/5;/.?013

Sty CO-DIRECTOR

L 71540

Print Namg. 5‘1&{?\/’@}’\ N /?/a’(/’

Title: rafessnt
Date: [y !/ 5’” S0l

2
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Attachment 1

See attached

Classified - Confidential

WVU FOIA #15236-1525



MILESTONES AND PAYMENT SCHEDULE FOR

ENERGY BALANCE: CONTINUATION THROUGH YEAR 2

Payment Schedule

Sponsor will pay University based on completion of the following milestones:

L]

2013 Payments:
Total payment of: $598,568.50

1 the total 2013 amount of $299,284.25 paid upon completion of year two start-up and
retention of current participants for a second year of measurements (scheduled for late

July 2013},

¥ the total 2013 amount of $299,284.25 paid upon delivery of status report by University
to Sponsor at the end of November 2013, :

2014 Payments:
Total payment of: $598,568.50

¥ the total 2014 amount of $299,284.25 paid upon completion of year two measurements
(scheduled for July 31, 2014).

¥ the total 2014 amount of $299,284.25 paid upon delivery of final results and analyses,
delivery of one or more manuscripts suitable for publication and presentations at national

meetings {(scheduled for November 2014),
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Energy Balance: Continuation through Year 2

Steven N. Blair and Gregory A. Hand, Co-Principal investigators
Department of Exercise Science, Amold School of Public Health
University of South Carofina

PURPOSE:

The continuation of EB will aliow the study team to follow participants for a second 12-
month period. This extension will result in 4 more quarterly measurement sessions and
provide a more robust dataset that increases the likelihood of uncovering significant
interactions among the energy balance components and their potential determinants. it
will also dramatically increase the statistical power that could be the critical component
to achieve the study's secondary and tertiary aims.

BACKGROUND:

The Energy Balance Study (EB) has achieved the target recruitment of over 400 aduits
aged 21 to 35 years with a BM! ranging from 20 to 35. This population is at risk for a
gradual increase in weight of about 1.5 pounds per year. EB’s goal is to follow these
individuals to begin to understand the relationships among the three primary
components of the energy balance equation (intake, output, and storage), as well as to
document determinants of the changes in these relationships. Perhaps EB's greatest
strength is the breadth of the potential determinants that are tracked. These fall into the
broad categories of physiological, psychological, anthropomorphic, environmental,
social, and genetic. With the successful recruitment of EB participants and follow-up
measurements that have now progressed into the 12-month period for many subjects,
preliminary results are already showing interesting relationships that will be impactful to

the field of weight management.

With the support of our expert advisors (Drs. Allison, Hill, Jakicic, Hamifton, Katzmarzyk,
Church, Blundell, Welk & Thomas), the continuation of cbservations through a second
year will allow us to approach the following Specific Aims:

SPECIFIC AIMS:

Prefatory Aim 1. To examine the extent to which variation in total energy expenditure
and variation in total energy intake contribute to changes in body weight and fat among

young adults,

Primary Aim 1. To examine the extent to which changes in body weight and fat are
driven by changes in energy expenditure, changes in energy intake, or both.
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Secondary Aim 1. To examine the extent to which changes in body weight and fat
during specific time intervals are driven by changes in energy expenditure, changes in

energy intake, or both.

Secondary Aim 2. To examine the specific componenis/atiributes of energy expenditure
and energy intake that drive changes in body weight and fat.

Secondary Aim 3. To determine to what extent demographic characteristics modify the
relationship between variance in the changes in energy expenditure and energy intake
and variance in the changes in body weight and fat.

Tertiary Aim 1. To study the feasibility of examining the temporal sequence of changes

in energy expenditure and changes in energy intake.

SEQUENCE OF MEASUREMENTS FOLLOWING BASELINE:

M oM M 12M I5M 18 2iM 24M
* Armbami w Armband | e Armband | ¢ Armband | & Armband | » Armband | » Armband | + Armband
10 days 1¢ days 10 days 10 days 10 days 10 days 10 days 10 days
+ 3rendom | + ActivPal | ¢ Irandom | » ActivPal o Yrapdows | o ActivPal & 3random | ® ActivPal
24-hr * 3 random 2¢-hr e 3 random 24-hy ¢ 3 random Zd-hr » 3 random
dietary 24-hy digtary 24-b dietary 24-ht dietary 24-hr
recalls dietary recells dietary recalls dietary recalls dietary
* Weight recalls « Weight recalls * Weight recalls » Weight recalls
s Weight « Weight s Weight * Weight
INCENTIVES:

In an effort to increase adherence and compliance, participants will receive an
incentive upon completion of baseline and quarterly measures. A total of $500 will be
given to each subject in Year 2 of the study period, with cash payments varying based
on the complexity and length of each visit. The following is the breakdown of the

incentive distribution during Year 2:

Visit 15M 18M 210 24M
Incentive | 375 $150 $75 $200
PUBLICATION PLAN:

Upon completion of the study, a number of manuscripts will be prepared and submitted
to top peer-reviewed journals for publication (e.g. Journal of the American Medical
Association, New England Journal of Medicine). Study findings will also be presented
at national meetings {e.g. American College of Sports Medicine, Experimental Biology,
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The Obesity Society, American Nutrition Society) and released to the press/media fe.g.
New York Times, Washington Post, USA Today).

Examples of publication titles include:

1. What drives the increase in body weight/fat — energy intake or energy
expenditure? Findings from a prospective energy balance study.
2. Changes in energy infake and energy expenditure: What components contribute

to these changes?
3. Do demographic factors moderate the relationship between energy intake,

energy expenditure and weight/fat gain?
4. Re-thinking the obesity epidemic: Implications for clinicians, public health

officials, and policy makers.
5. The importance of energy balance design elements in future obesity research

studies,
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Total Direct Costs
USC Indirect Cosis
TOTAL COSTS

Budget Summary

$1,088,307
$ 108,831
$1,197,137
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BUDGET JUSTIFICATION

PERSONNEL

The extensive set of measures and mulfiple follow-up measurement periods throughout
the study will require significant time and effort by study personnel. A large study staff
will be needed during 2014 to continue follow-up visits with the 400 participants involved
for an additional year. During the additional year of follow-up, we will conduct laboratory
measures and collect energy intake {24-hour recalls) and energy expenditure
(armbands, DLW, basal metabolic rate) data, and considerable effort will be required to
maintain contact and insure good adherence to the study protocol,

Dr. Steven Blair, Co-P| {5%) has expertise in conducting large-scale prospective
studies and randomized trials, and extensive background in physica! activity/fitness
research in areas related to overweight and obesity. Dr. Blair has used the armband to
measure energy expenditure in previous studies.

Dr. Gregory Hand, Co-Pl (10%) has expertise in all laboratory measures being
conducted in this study, which inciude body fat measurement (DXA), physiological
assessments (i.e. blood draws for lipid and glucose analysis), waist circumference,
basal metabolic rate.

Dr. James Hebert, Investigator (2%) has expertise in dietary intake assessment and
has used the 24-hour recall in a number of his studies.

Mr. Tom Hurley, Investigator (10%) will oversee conducting the 24-hour recalls at the
USC Cancer Prevention and Control Center. He has supervised work in this area for
over 125,000 dietary recalls in various studies funded by the National Cancer Institute.
He also has expertise in analyzing the dietary data.

Dr. Mei Sui, Investigator (10%) has expertise in data management and coordination, in
addition to data analysis. Each investigator wifl provide guidance in his/her area of
expertise during program development and throughout the study period. This set of
investigators is among the leaders in the field of energy balance and dietary and
physical activily assessment.

A number of individuals, including the Project Manager, Project Coordinator, Retention
Coordinator, Data Manager, Lab Manager, Lab Technicians, and Graduate Research
Assistants will be hired to conduct the daily operations of the project

The Project Manager will manage the day-to-day aspects of this study and will

coordinate laboratory visits and energy intake and expenditure assessments. He/she
will meet regularly with the investigators and will supervise the work of the other project

staff members,
The Project Coordinator will assist the Project Manager in all day-to-day activities.

He/She will also be available to parficipants to answer questions about armbands,
24HR, and other measures (8.g. surveys). They will be responsible for handing out

incentive fo the participants.
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The Retention Coordinator will be responsible for executing the retention plan to
ensure participants return for follow-up visits. Retaining 400 participants for an
additional one-year study period will be crucial for the success of this project.

The Data Manager, working with Drs. Sui, Hardin, and Hurley, will be responsible for
cleaning, storing, and ensuring the security of the data. Study data will be collected
from several measures: survey data (Project Manager), dietary recali data (USC
Nutrition Center), and laboratory measures (USC iaboratory). The Data Manager will
coordinate the data from all of these sources and develop datasets that are clean and

properly formatted.

The Laboratory Manager, working closely with the Project Manager, will supervise the
Laboratory Technicians and Graduate Assistants to perform measurements and train
participants on how to use armbands and adhere fo study methods. He/She will also be

responsible for maintaining all lab supplies and equipment.

The Laboratory Technicians will be responsible for collecting all laboratory measures
{DXA, blood draws, DLW, fitness, basal metabolic rate, efc). The large sample size and
multiple study visits will require multiple technicians to be available.

The Graduate Research Assistants will assist the Project Manager, Project
Coordinator, Retention Coordinator, Laboratory Manager, and Laboratory Technicians
with a wide variety of research and administrative tasks.

CONSULTANTS

A group of world-renowned experts [Drs. David Allison (University of Alabama-
Brimingham), James Hill (University of Colorado Health Sciences Center), John Jakicic
(University of Pittsburgh), Marc Hamilton (Pennington Biomedical Research Center),
Peter Katzmarzyk (Pennington Biomedical Research Center), Timothy Church
(Pennington Biomedical Research Center), John Blundell (University of Leeds), Gregory
Welk (lowa State University), and Diana Thomas (Montclair State University)] in the
area of energy balance will serve as consultants and advisors to this project. These
scientists have provided guidance in the development of the study protocol and will
continue to provide their expertise throughout the study. The consultants will meet with
study personnet annually, in person or by teleconference, to provide guidance and
expertise, problem solve, and help disseminate study findings. Additional discussions
with the advisors will be conducted at least quarterly by teleconference and email.

EQUIPMENT

Two Metabolic Measurement System for VO2max Testing will be purchased to measure
resting metabolic rates and to measure maximum fitness. To continue testing as we '
have been to ensure consistency, we require that this system include a canopy for
resting metabaolic rate. Due to the large volume of participants that we will be testing,

we will need to purchase a warranty for the equipment. A 5-year warranty is requested.

SUPPLIES
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Previous energy balance studies have relied on self-report measures to assess energy
intake and energy expenditure, and many of these approaches are not accurate or
precise enough to get a valid assessment of energy balance. A major purpose of this
study is to obtain the most accurate and precise measures of body fat, energy intake,
and energy expenditure. Therefore, it is important that the best measures available are

used in this study.

All participants currently use SenseWearArmbands, which automatically monitor energy
expenditure and physical activity, for 10 days on a quarterly basis tc measure energy
expenditure. The armbands have been shown in a number of validation studies {o
provide an accurate assessment of energy expenditure. We anticipate that a small
number of armbands may need fo be replaced.

Computers will be used for data entry, data management, and participant retention
activities.

Project-specific office and computer supplies will include shirts that staff will wear during
recruitment and data collection activities, data storage supplies, and other project
supplies.

TRAVEL

Funds for one in-person meeting of the consultants and several teleconference
meetings are included. In addition, travel funds for the Co-Pls and investigators to
present the study results at scientific meetings are included.

OTHER COSTS

Laboratory costs include the cost to draw, process and store blood, to conduct fitness
assessments, and to test basal metabolic rate. The Clinical Exercise Research
Laboratory at USC has a DXA machine, and there will be no equipment costs to obtain
DXA data. Technicians to perform these tests are included in the budget.

Printing costs will include retention materials, project letterhead and envelopes, and
signage.

Graduate assistant tuition is required by the University when graduate students are
included in a research study.

Incentives — As previously mentioned, retaining participants will be very important in this
study. In order to encourage ongoing participation in the study, participants will receive
a cash incentive after each laborafory and/or energy expenditure and intake
assessment period. Incentives will increase as the study progresses. Participants will
receive a total of $500 for continuing in the study for an additional year.

Random 24-hour dietary recalls are the gold standard for assessing dietary intake.
Three, random 24-hour dietary recalls will be conducted on all participants at baseline
and on a quarterly basis {3 recalls x 5 measurement periods = 15 total recalls) by the
Diet Assessment Research Unit of the University of South Carclina Cancer Prevention
and Control Center. Three assessments per quarter will provide an accurate
assessment of each participant's dietary habits. The Center will collect the data,
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process it, and analyze it. The Center has provided 24-hour dietary recall services for a
number of large scale nutrition studies.

Teleconferences will be scheduled periodically for advisors to consult with investigators.
The university charges a fee for hosting a dedicated line for participants to caff in,

Publication costs for abstracts and manuscripts are requested.
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MODIFICATION AGREEMENT NO. 2

THIS MODIFICATION AGREEMENT NO. 2 is effective as of November 19, 2013, and is made between
THE COcA-COLA COMPANY (hereinafter referred to as “Sponsor™), and THE SOUTH CAROLINA RESEARCH
FOUNDATION (“SCRF”), THE UNIVERSITY~-AFFILIATED RESEARCH FOUNDATION FOR THE UNIVERSITY OF
SOUTH CAROLINA (“UNIVERSITY”), DR, GREGORY HAND, PROFESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY DIRECTOR™), AND DR. STEVEN BLAIR, PROFESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY CO-BIRECTOR”) (UNIVERSITY, STUDY DIRECTOR, STUDY CO-DIRECTOR AND SPONSOR are
also referred to herein individual as a “Party” and collectively as "Parties").

The Parties are parties to a Research Agreement effective as of November 4, 2010 (the "Agreement”) in
connection with an Energy Balance Study, and a Modification Agreement thereto effective June 6, 2013 (the
“Modification Agreement”). Unless otherwise defined herein, the defined terms used in this Modification
Agreement No. 2 shall have the same meanings as set forth in the Agreement and the Modification Agreement,

as applicable.

The Parties desire to modify Exhibit C (Payment Schedule) of the Modification Agreement by deleting the
payment schedule in its entirety and inserting the following in lien thereof:

Sponsor will pay University based on completion of the following milestones:

¢ 2013 Payments:
Total payment of $997,614.50

3/10 the total 2013 amount ($299,284.25) paid upon completion of year two stari-up and
retention of current participants for a second year of measurements (scheduled for late July

2013).

2/10 the total 2013 amount ($199,522.25) paid upon delivery of one or more manuscripts
suitable for publication and presentations at national meetings.

1/4 the total 2013 amount ($249,404.00) paid upon delivery of status report by University to
Sponsor at the end of November 2013.

1/4 the total 2013 amount ($249,404.00) paid upon 25% of participants completing year two
measurements (scheduled for December 2013).

e 2014 Payments:
Total 2014 payment: $199,522.5¢

1/2 the total 2014 amount ($99,761.25) paid upon completion of year two measurements
(scheduled for July 2014).

iManage #508191, RC #332375 i
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1/2 the total 2014 amount ($99,761.25) paid upon delivery of final results and arnalyses

(scheduled for November 2014).

This Modification Agreement No. 2 in no way modifies the remaining terms and condittons of the Agreement or
Modification Agreement, both of which shall remain in full force and effect.

Any and all attachments referred to in this Modification Agxeement No. 2 are hereby incorporated herein by
reference and are made a part hereof as if they were included in the text of this Modification Agrecement No. 2.

The Parties have executed this Modification Agreement No. 2 (which may be executed in counterparts and via
facsimile or electronically transmitted signature, all of which shall be originals and sufficient to legally bind the

parties to this Modification Agreerment No. 2) effective as of the date first written above.

SouTH CAROLINA RESEARCH FOUNDATION

By: %WM

THE COCA-COLA COMPANY

o, Mbuc 2y .

Prmt Name WW W%WN;Q

Nao/ (9 2012

Print Name: _ &, Sis = z
Title: Fotlw and Complsance
Date: i ?-/1 7/[ 12

ST(}DQ RECI' OR O

Punt me Cfrm I—!am(

Title: ?mf?:c’ﬁiar’

Date: _{7./u /2012

StupyY CO-DIRECTOR

By: MN%/

Print Name: S %w&(@fa v

Title:  Frotessor

Date: _1Z2./4/200?
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WVU FOIA #15236-1537




MODIFICATION AGREEMENT NO. 3

THIS MODIFICATION AGREEMENT NO. 3 is effective as of May _, 2014, and is made between
THE COCA-COLA COMPANY (hereinafter referred to as “Sponsor”), and THE SOUTH CAROLINA RESEARCH
FOUNDATION (“SCRE”), THE UNIVERSITY-AFFILIATED RESEARCH FOUNDATION FOR THE UNIVERSITY OF
SOUTH CAROLINA (“UNIVERSITY”), DR. GREGORY HAND, PROYESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY DIRECTOR”), AND DR. STEVEN BLAIR, PROFESSOR, ARNOLD SCHOOL OF PUBLIC
HEALTH (“STUDY CO-DIRECTOR™) (UNIVERSITY, STUDY DIRECTOR, STUDY CO-DMRECTOR AND SPONSOR are
also referred to herein individual as a “Party” and collectively as "Parties”).

The Parties are parties to a Research Agreement effective as of November 4, 2010, in connection with an Energy
Balance Study, including all modifications thereto (collectively, the “Agreement”). Unless otherwise defined
herein, the defined terms used in this Modification Agreement No. 3 shall have the same meanings as set forth

in the Agreement.
The Parties desire to modify the Agreement as follows:

1. Section 6.1 of the Agreement is modified so that the new expiration date is December 31, 2015, unless
sooner terminated in accordance with Article 6.2 of the Agreement or otherwise agreed to by the parties
in writing.

2. Exhibit A (Protocol) and Exhibit B (Budget) are modified by adding the additional provisions attached
hereto as Attachment 1, which are applicable to the extended period of this Modification Agreement

No. 3.

3. Exhibit C (Payment Schedule) is modified by deleting the payment schedule in its entirety for purposes
of this Modification Agreement No. 3 and inserting the following in lieu thereof:

Sponsor will pay University based on completion of the following milestones:

e 2014 Payment:
Total payment of $319,836

100% of the total 2014 amount of $319,836 paid within thirty (30) days of exéecution of this
Modification Agreement No. 3, as compensation for the following services for Year 3:
start-up, retention of current participants for a third year of measurement, and delivery of
status report by University to Sponsor. Anticipated completion date is November 1, 2014.

e 2015 Payment:
Total payment of $319,836

100% of the total 2015 amount of $319,836 payable fune 1, 2015, as compensation for the
following services: completion of Year 3 measurements, delivery of final results and
analyses, delivery of one or more manuscripts suitable for publication, and presentations at
national meetings. Anticipated completion date is November 1, 2015.

iManage #610023, RC #332375
Classified - Confidential
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This Modification Agreement No. 3 in no way modifies the remaining terms and conditions of the Agreement,
which shall remain in full force and effect.

Any and all attachments referred to in this Modification Agreement No, 3 are hereby incorporated herein by
reference and are made a part hereof as if they were included in the text of this Modification Agreement No. 3.

The Parties have executed this Modification Agreement No. 3 (which may be executed in counterparts and via
facsimile or electronically transmitted signature, all of which shall be originals and sufficient to legally bind the
parties to this Modification Agreement No. 3) effective as of the date first written above.

SOUTH CAROLINA RESEARCH FOUNDATION THE COCA-COLA COMPANY
By: """ By:

Print Name: R. Steven Etheredge Print Name:

Title: Agst. Director, SAM Title:

Date: June 18, 2014 Date:

STUD RECTOR

By:

L )

Print Name! _ Gregory Hand
Title: Professor

Date: Jupe 18,2014

STuDY CO-DIRECTOR

By:

Print Name: Steven N, Blair
Title: Professor
Date: Iune 18 2014

Classified - Confidential
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ATTACHMENT 1

See attached
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Energy Balance: Continuation through Year 3

Steven N. Blair and Gregory A. Hand, Co-Principal Investigators
Department of Exercise Science, Arnold School of Public Health
University of South Carolina

PURPOSE:

The continuation of Energy Balance will allow the study team to follow participants for a
third 12-month period. This extension will result in 2 more measurement sessions at 30
and 36 months and provide a more robust dataset that increases the likelihood of
uncovering significant interactions among the energy balance components and their
potential determinants. It will also dramatically increase the statistical power that could
be the critical component to achieve the study’s secondary and tertiary aims.

BACKGROUND:

The Energy Balance Study (EB) achieved the year one target recruitment of over 400
adults aged 21 to 35 years with a BMI ranging from 20 to 35. This population is at risk
for a gradual increase in weight of about 1.5 pounds per year. EB'’s goal is to continue
to follow the individuals retained from year 2 to further understand the relationships
among the three primary components of the energy balance equation (intake, output,
and storage), as well as to document determinants of the changes in these
relationships. Perhaps EB’s greatest strength is the breadth of the potential
determinants that are tracked. These fall into the broad categories of physiclogical,
psychological, anthropomorphic, environmental, social, and genetic. With the
successful recruitment of EB participants and follow-up measurements that have now
progressed into the 24-month period for many subjects, results are already showing
interesting relationships that will be impactful to the field of weight management.

SPECIFIC AIMS:

Prefatory Aim 1. To examine the extent to which variation in total energy expenditure
and variation in total energy intake contribute to changes in body weight and fat among

young aduits.

Primary Aim 1. To examine the extent to which changes in body weight and fat are
driven by changes in energy expenditure, changes in energy intake, or both.
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Secondary Aim 1. To examine the extent to which changes in body weight and fat
during specific time intervals are driven by changes in energy expenditure, changes in
energy intake, or both.

Secondary Aim 2. To examine the specific components/attributes of energy expenditure
and energy intake that drive changes in body weight and fat.

Secondary Aim 3. To determine to what extent demographic characteristics modify the
relationship between variance in the changes in energy expenditure and energy intake
and variance in the changes in body weight and fat.

Tertiary Aim 1. To study the feasibility of examining the temporal sequence of changes
in energy expenditure and changes in energy intake.

SEQUENCE OF MEASUREMENTS FOLLOWING BASELINE:

iM 6M 9M 12M 15M 18M 21M 24M 30M 36M
e Armband e Armband | ¢ Armband e Armband » Armband * Armband ¢ Armband s Armband s Armband o Armband
10 days 10 days 10 days 10 days 10 days 10 days 10 days 10 days 10 days 10 days
s 3 random e ActivPal e 3 random v ActivPal * 3 random ¢ 3 random e 3 random & 3 random & 3 random e 3 random
24-hr ¢ 3 random 24-hr ¢ 3 random 24-he 24-hr 24-hr 24-hr 24-hr 24-hr
dietary 24-hr dietary 24-hr dietary dietary digtasy dietary dietary dietary
recalls dictary recalls dietary recalls recalls recalls recalls recalls recalls
* Weight recalis e Weight recalls o Weight e Weight e Weight * Weight s Weight ¢ Weight
s Weight e Weight
INCENTIVES:

In an effort to increase adherence and compliance, participants will receive an
incentive upon completion of measures. A total of $400 will be given to each subject
in Year 3 of the study. The following is the breakdown of the incentive distribution

during Year 3:

Visit 30M 36M

$200 | $200

incentive

PUBLICATION PLAN:

.Numerous publications have been submitted and / or have been approved. Upon

completion of the study, additional manuscripts will be prepared and submitted to top
peer-reviewed journals for publication (e.g. Journal of the American Medical
Association, New England Journal of Medicine). Study findings have been and will
continue to be presented at national meetings (e.g. American College of Sports
Medicine, Experimental Biology,
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The Obesity Society, American Nutrition Society) and released to the press/media (e.g.
New York Times, Washington Post, USA Today).

Examples of publication titles include:

1. What drives the increase in body weight/fat — energy intake or energy
expenditure? Findings from a prospective energy balance study.

2. Changes in energy intake and energy expenditure: What components contribute
to these changes?

3. Do demographic factors moderate the relationship between energy intake,
energy expenditure and weight/fat gain®?

4. Re-thinking the obesity epidemic: implications for clinicians, public health
officials, and policy makers.

5. The importance of energy balance design elements in future obesity research
studies.
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Total Direct Costs
USC Indirect Costs
TOTAL COSTS

Budget Summary

$581,520
$ 58,152
$639,672

April 25, 2014
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BUDGET JUSTIFICATION
Energy Balance Study

Personnel

The extensive set of measures and multiple follow-up measurement periods throughout
the study will require significant time and effort by study personnel. A large study staff
will be needed during 2015 to continue follow-up visits with the 150 participants involved
for an additional year. During the additional year of follow-up, we will conduct faboratory
measures and collect energy intake (24-hour recalls) and energy expenditure
(armbands, basal metabolic rate) data, and considerable effort will be required to
maintain contact and insure good adherence to the study protocol.

Dr. Steven Blair, Pl (5%) has expertise in conducting large-scale prospective studies
and randomized trials, and extensive background in physical activity/fitness research in
areas related to overweight and obesity. Dr. Blair has used the armband to measure
energy expenditure in previous studies.

Dr. Greg Hand, co-Pl (12%) has expertise in all laboratory measures being conducted
in this study, which include body fat measurement (DXA), physiological assessments
(i.e. blood draws for lipid and glucose analysis}, waist circumference and basal
metabolic rate.

Dr. James Hebert, Investigator (2%) has expertise in dietary intake assessment and
has used the 24-hour recall in a number of his studies.

Dr. Tom Hurley, Investigator (10%) will oversee conducting the 24-hour recalls at the
USC Cancer Prevention and Control Center. He has supervised work in this area for
over 125,000 dietary recalls in various studies funded by the National Cancer Institute.
He also has expertise in analyzing the dietary data.

A number of individuals, including the Project Manager, Retention Coordinator, Data
Manager, Lab Manager, Lab Technicians and Graduate Research Assistants will be
hired to conduct the daily operations of the project.

The Project Manager will manage the day-to-day aspects of this study and will
coordinate laboratory visits and energy intake and expenditure assessments. He/she
will meet regularly with the investigators and will supervise the work of the other project
staff members.

Retaining participants for an additional one-year study period wilt be crucial for the
success of this project. The Retention Coordinator will be responsible for executing
the retention plan to ensure participants return for follow-up visits.

The Data Manager, working with Dr. Hurley, will be responsible for cleaning, storing
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and ensuring the security of the data. Study data will be collected from several
measures: survey data (Project Manager), dietary recall data (USC Nutrition Center)
and laboratory measures (USC laboratory). The Data Manager will coordinate the data
from all of these sources and develop datasets that are clean and properly formatted.

The Laboratory Manager, working closely with the Project Manager, wilt supervise the
Laboratory Technicians and Graduate Assistants to perform measurements and train
participants on how to use armbands and adhere to study methods. He / She wilf also
be responsible for maintaining all lab supplies and equipment.

The Laboratory Technicians will be responsible for collecting all laboratory measures
(DXA, blood draws, DLW, fithess, basal metabolic rate, etc). The large sample size and
multiple study visits will require multiple technicians to be available.

The Graduate Research Assistants will assist the Project Manager, Project
Coordinator, Retention Coordinator, Laboratory Manager and Laboratory Technicians
with a wide variety of research and administrative tasks.

Supplies

Previous energy balance studies have relied on self-report measures to assess energy
intake and energy expenditure, and many of these approaches are not accurate or
precise enough to get a valid assessment of energy balance. A major purpose of this
study is to obtain the most accurate and precise measures of body fat, energy intake,
and energy expenditure. Therefore, it is important that the best measures available are

used in this study.

All participants currently use SenseWearArmbands, which automatically monitor energy
expenditure and physical activity, for 10 days on a quarterly basis to measure energy
expenditure. The armbands have been shown in a number of validation studies to
provide an accurate assessment of energy expenditure. We anticipate that several
armbands may need to be replaced.

Project-specific office and computer supplies will include shirts that staff will wear during
recruitment and data collection activities, data storage supplies and other project

supplies.

Travel

In addition, travel funds for the Pl and investigators to present the study results at
scientific meetings are included.
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Other Costs

Laboratory costs include the cost to draw, process and store blood, to conduct fitness
assessments, and to test basal metabolic rate. The Clinical Exercise Research
Laboratory at USC has a DXA machine, and there will be no equipment costs to obtain
DXA data. Technicians to perform these tests are included in the budget.

Printing costs will include retention materials, project letterhead and envelopes, and
signage.

Graduate assistant tuition is required by the University when graduate students are
included in a research study.

Incentives — As previously mentioned, retaining participants will be very important in this
study. In order to encourage ongoing participation in the study, participants will receive
a cash incentive after each laboratory and/or energy expenditure and intake
assessment period. Participants will receive a total of $400 for continuing in the study
for an additional year.

Random 24-hour dietary recalls are the gold standard for assessing dietary intake.
Three, random 24-hour dietary recalls will be conducted on all participants at baseline
and on a quarterly basis (3 recalls x 2 measurement periods = 6 total recalls) by the Diet
Assessment Research Unit of the University of South Carolina Cancer Prevention and
Control Center. Three assessmentis per quarter will provide an accurate assessment of
each participant’s dietary habits. The Center will collect the data, process it, and
analyze it. The Center has provided 24-hour dietary recall services for a number of
large scale nufrition studies.

Publication costs for abstracts and manuscripts are requested.
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