











e Monitor the progress of approved projects;

o Facilitate the translation of research findings into practice;

e Encourage and facilitate procurement of internal and external resources for research; and,
e Promote internal/external research partnerships and collaborations.

The three subcommittees of the Research Committee are the Clinical Research Subcommittee (CRS), the
Health Services Research Subcommittee (HSRS), and the Basic Science Research Subcommittee (BSRS).
These three subcommittees evaluate research proposals on scientific merit and acceptability of the
research at HealthPartners as delegated by the Research Committee. The proposals are then reviewed by
the Institutional Review Board (IRB) or Animal Care and Use Committee (ACUC) as appropriate.

Clinical Research Subcommittee

The Clinical Research Subcommittee meets on a monthly basis to review applications to conduct
research that involve studies of a specific health problem to learn about its cause, identification,
treatment, or prognosis. These projects involve direct intervention with patient care or an
investigation into a specific disease process

Health Services Research Subcommittee

The Health Services Research Subcommittee meets on a monthly basis to review applications to
conduct research about the health of populations or an approach to the care of populations of
patients. Studies may involve economic, organizational, programmatic, or process and outcome
aspects of care delivery approaches. The purpose of these studies is to identify ways to improve
the delivery of health care services to groups of patients using data, surveys, interviews etc.

Basic Science Research Subcommittee

The Basic Science Research Subcommittee meets on a monthly basis to review applications to
conduct research that involve the use of laboratory-based technologies to answer questions on a
pre-clinical level. These are projects that do not directly involve human subjects.

Compliance Officer

The Compliance Officer oversees the development and maintenance of a corporate compliance program
for HPRF.

Finance Committee

The Finance Committee coordinates the Board’s financial oversight responsibilities by recommending
policy to the Board and monitoring its implementation, overseeing the Foundation’s annual financial
audits, and monitoring the overall financial position of the Foundation.



Animal Care and Use Committee

The role of the Animal Care and Use Committee is to ensure the ethical and sensitive care and use of
animals in research, testing, and teaching.
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Executive Director

The Executive Director, as the chief operating officer of HPRF, is responsible for the effective
management of the Foundation, including finance and operations, and for strategic planning and the
development of internal and external relationships. The Executive Director also acts as the Institutional
Official as outlined in the Federal Wide Assurance filed with the Office of Human Research Protections
and the Assurance filed with the Office of Laboratory Animal Welfare.



Investigator Responsibilities

The principal investigator (PI) or project director/leader is responsible for providing stewardship through
the ethical conduct of research. Performance standards include ensuring that:

The design and implementation of the project are scientifically sound with the potential to make
significant contributions to generalizable knowledge;

e Research subjects are protected;

e The design and implementation of the project takes advantage of our health care environment
while minimizing disruption and over-use of HealthPartners resources, personnel, and
members/patients;

e The project is in compliance with the grant/contract and budget;
e There is proper supervision of the performance and safety of the project staff;

e The investigator has completed ethical and regulatory training that is mandated by federal and
HealthPartners Research Foundation policies; and,

e The project is in compliance with all relevant regulations, policies, and guidelines.



External Investigators

HPRF is committed to collaborative research. Investigators from outside HealthPartners are required to
work with those from within the organization to develop research proposals that are mutually beneficial.
All research projects conducted within HealthPartners, using HealthPartners data and/or members, must
have a HealthPartners researcher involved throughout the research cycle. Expectations of external
investigators include all those listed above for HP Pls as well as the following:

e Development of a true collaborative relationship with the HealthPartners researchers and research
staff;

e Respect for the confidentiality of all member data and adherence to all regulations and procedures
developed to protect confidentiality;

e Clear communication with HPRF regarding project status and activities;

o Completion of research ethics and regulatory education required by the researcher’s own
institution; and,

o Establishment of project processes that are within and supportive of applicable regulations.



Research Staff Responsibilities

Most research is a team effort involving a number of different levels and types of expertise. It is important
at the initiation of a project that the team identifies the roles, responsibilities, and expectations for each
team member. While the Pl is ultimately responsible for the proper implementation of the research, many
of the day-to-day tasks are delegated to other members of the research team. Each member of the research
team is expected to meet the ethical and regulatory requirements for conducting research, as stated above

under PI responsibilities.



Research Administration Team and Responsibilities

The Executive Director oversees HPRF operations through the Research Administration Team. The team
supports the Executive Director and the investigators by developing and implementing systems and
processes that ensure that all HPRF activities are conducted within the applicable guidelines and
regulations. The Research Administration Team meets regularly to coordinate efforts.

Finance

All financial aspects of grants and contracts are implemented by the finance staff. Members of
this staff provide project cost accounting and financial reporting.

Research Subjects’ Office

The research subjects’ office provides staff support to the Institutional Review Board, the Animal
Care and Use Committee and the three Research Review Subcommittees. Staff develops
processes and procedures to ensure that applications are reviewed in a timely manner and that the
regulations regarding research subjects are properly followed.

Development and Planning

Development and planning staff support the development of new research projects, and facilitate
the submission of grant proposals.

Research Operations

Research operations supports the implementation of research projects through the training of
research staff, negotiation of contracts and budgets with industry, and monitoring to identify
education needs and insure that policies and procedures are followed.



Training and Education

HealthPartners Research Foundation is responsible for educating researchers to establish and maintain a
culture of compliance with Federal regulations and institutional policies relevant to the protection of
human subjects.

NIH (the National Institute of Health) requires education to obtain federal funding. OHRP (Office of
Human Research Protections) has also imposed education requirements within a FWA (Federal Wide
Assurance). HPRF obtained a FWA, developed a curriculum, and implemented an education program
regarding the use of human subjects.

It is the policy of HealthPartners Research Foundation that research staff (as defined below) complete a
basic program of instruction in the use of human subjects in research.

HealthPartners Research Foundation seeks to pursue the following long-term goals:

Increase knowledge of, and sensitivity to, issues surrounding the responsible conduct of research;

Improve the ability of participants to make ethical and legal choices in the face of conflicts
involving scientific research;

Develop appreciation for the range of accepted scientific practices for conducting research;

Provide information about the regulations, policies, statutes, and guidelines that govern the
conduct of research irrespective of funding source;

Develop positive attitudes toward life-long learning in matters involving the responsible conduct
of research.

The HealthPartners education program for the use of human subjects in research includes completing the
Responsible Conduct of Research / Protection of Human Research Subjects training requirement. This
requirement can be fulfilled in the following ways:

Successful completion of the University of Miami CITI Course in the Protection of Human
Research Subjects (including all modules in either the Biomedical training or the Social Sciences
training). This course can be accessed at www.hprf.org ; or directly by going to
www.CITlprogram.org.

All research staff must complete the research-specific privacy course titled, “Research Privacy
and Integrity Issues.” This course is available online at www.healthpartners.skillport.com.
Research staff are defined as all HealthPartners (any entity) staff who have direct involvement in
proposing, performing, reviewing, or reporting research.

Completion certificates are provided directly to HPRF oversight staff by both CITI and Skillport online
course support services.


http://www.hprf.org/
http://www.citiprogram.org/
http://www.healthpartners.skillport.com/

Life Cycle of a Research Project

Introduction

Research has been defined as a systematic investigation, including research development, testing and
evaluation, designed to develop or contribute to generalizable knowledge [45 CFR 46 Protection of
Human Subjects (HHS)]. At HealthPartners this includes clinical research, health services research, and
basic science research. All categories of research in this broad definition have certain similarities as
described in the life cycle diagram below.

For information about resources at HPRF for each phase see Research Support.
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Research Support

The assistance available through HPRF is keyed to the mileposts of a typical research project, as outlined
in the Life Cycle of Research Project Diagram above.

Stage

Resource

Assistance

Development

Investigator Group

Assistance with design and methods, critique of draft
proposals

Research Library

Literature search and acquisition of references

Development Office

Funding opportunities, budget development,
communications with collaborators, forms completion,
final application assembly and submission.

Statistical &
Programming Team

Assistance with preliminary data, design and methods,
data collection/analysis plan, method section write up.

Internal Review

Research Subjects’
Office

An application form has been created to assist in
preparing projects for internal review. All new research
proposals are reviewed for compliance with all HPRF
Board criteria, including for protection of human or
animal subjects. The review process takes approximately
one month to complete. Staff can assist you with the
forms and the process.

Project Start Up

Finance Office

Assistance with setting up an activity, process for
certifying time and effort, project accounting, compliance
with terms of the grant or contract.

Research Operations

Assistance with contracting and development of an
implementation plan including, staffing, locations,
resources, and systems.

Active Project

Research Operations

The research department has a large and experienced
project implementation and analysis staff including
programmer/analysts, statisticians, project coordinators,
specialists, interviewers, chart abstractors, and a full
service survey center.

ResearchSubjects’ Office

Continuing review and annual reports are filed through
the Research Subjects’ Office. Notification is done two
months prior to the due date.

Finance Office

Budget reports are provided on a monthly basis. Financial
forecasting and assistance with reports to funders is
provided.

Development Office

Submission of continuation grant reports and funding
proposals to the funding agency.

Project Close

Finance Office

Final budget report and submission to the funding agency;
close-out of activity.

Research Operations
Office

Submission of final reports, close-out of project files.




Project Development

Introduction

In this phase of the research cycle research ideas are synthesized into a study design and, ultimately, a
research proposal. Funding sources are identified and budgets are developed. External grant applications
are completed and submitted to funding sources. . Contracts and agreements are signed.

All research proposals, contracts, and subcontracts need to be processed through HPRF. Inform the
planning and development staff of the project, the funding source, the application requirements, and the
deadline as early as possible. The Executive Director, Senior Manager and the President of HPRF are the
only authorized signatories for research proposals. Once planning and development is aware of a
proposal, a schedule for submission will be developed that takes into consideration the availability of the
signatories and their need for pre-review of the proposal prior to signing.

Once the principal investigator is informed that funding is likely, the next step in conducting research at
HealthPartners involves completing an Application to Conduct Research, which initiates the internal
review process. The application includes sections for research plans (hypothesis, aims, methods, etc.),
human subjects’ information, and budget and forms for significant financial disclosure. If this information
exists in a grant application, these sections may be copied into the application. An application must be
completed regardless of the type of research being conducted (for example, research that is exempt from
federal regulation or bench research). Contact Research Subjects’ office for further assistance. See
www.hprf.org for the current application and instructions. For information concerning the development
specific to internally funded and industry-sponsored projects see HPRF Internal Grant Program, and
Industry Sponsored Projects.

More detailed information about Project Development is located at:

Proposal Development Procedures and Services

Student Research

Budget Development — External and Internal Grants

Budget Development—Clinical Trials

Federal Assurances and Certifications



http://www.hprf.org/

Proposal Development Procedures and Services

Investigators are encouraged to consult with the Senior Manager, Development and Planning early in the
process of developing a proposal; this will save time and effort later in the process. Whenever possible,
allow a minimum of four to six weeks to prepare a proposal. If more than one work area or department is
involved, it is important to make certain that all are in accord with the proposal idea. The Senior Manager,
Development and Planning will facilitate a proposal planning meeting with all involved parties.

The following development assistance is available:

Advice on Funding Sources
o Search for appropriate sources (government, private, corporate)
e Assistance with choosing a source and the best approach to take
e Description of funding source and its priorities
o Interpretation of guidelines from funding agency

Proposal Development
e Information on how to write a proposal
e Literature searches and document delivery

e Templates describing environment (HealthPartners, HealthPartners Research Foundation,
Regions), resources (computer systems, facilities, personnel), and the HealthPartners population

o Biosketches for many investigators and personnel

e Budget preparation

e Statistical consultation including methodology and sample size estimates

e Editing, copyediting, compiling and reproducing the proposal package

e Review on all research proposals

e Federal regulations and assurances

¢ Information on our organization, mission statement, and financial status
Assistance with Internal Procedures

e Human subjects regulations

e Animal subjects regulations



Students Requesting to Conduct Research at HealthPartners

All student research will be judged using the same criteria as all other research to be conducted at
HealthPartners. The review process required at HealthPartners may not be compatible with the timeline
required by the student’s course.

If the student is not a HealthPartners employee, s/he must have a HealthPartners Principal Investigator
named, and that person must have a meaningful role in the research project. Research projects involving
students who have no relationship with HealthPartners are discouraged.

A student research project must fit with a HealthPartners’ organizational need.

Residents or students who are employees of HealthPartners must have a HealthPartners employee
as advisor on the project. The advisor should co-sign the application.



Budget Development (Internal and External Grants)

The HPRF development office staff will work to create a budget. All direct and indirect costs of a
project should be detailed in the budget along with the attendant revenue sources. All true,
estimated costs of the research, neither “padded” nor understated, should be included.
Underestimated budgets are one of the primary causes of project overruns and are the
responsibility of the PI to resolve. Use of an indirect cost rate, other than the federally negotiated
rate, must be pre-approved.

Accurate budget requests indicate to the funders that sufficient thought went into the preparation
of the proposal and that the Pl is aware of the requirements of his/her proposed research.
Proposals are sometimes rejected because the reviewers judge that the proposed research cannot
be accomplished for the amount estimated or that the costs are too high for the anticipated results.
Every item of the budget should be properly justified; otherwise delays may occur because
agency representatives will have to contact HPRF for clarification.

In preparing the budget section, the P1 should thoroughly review the requirements of the sponsor
to comply with the suggested format and also to be sure s/he understands what is and is not
allowed as direct costs. If the anticipated duration of the project is more than one year, a separate
budget should be prepared for each year including an inflation factor. A budget summary should
also be included showing the combined costs for each category and the total project for all years. .



Clinical Trial Budget Development

e The Manager of Operations is the primary contact when submitting industry sponsored projects.
To start the process, submit an electronic copy of the proposed Clinical Trial Agreement, a site
specific budget, and any sponsor contact information to the Manager of Operations as soon as it is
available. The Manager of Operations will provide consultation to achieve a favorable contract
that meets HPRF standards and regulatory guidelines. For most industry-sponsored research, two
original copies of the research agreement contract need to be signed by the Executive Director.
One of those copies goes to the sponsor and one to HealthPartners Research Foundation, who will
then copy send it to the investigator.

o Departments considering clinical trial participation must first assess feasibility. When reviewing
the sponsor’s suggested budget, determination should be made as to whether or not there will be
sufficient funds to cover costs that will be incurred. Investigators may need to contact other
departments such as Laboratory and Radiology to obtain charge information that will require
inclusion in the budget. For more information, see budgeting resource materials at www.hprf.org
under the application overviews, or contact the Manager of Operations.

e Asite specific cost budget analysis is included in the Application to Conduct Research. This is
completed once a department has determined they are willing and able to conduct the research.

e The project cannot begin until the agreement is signed, the entire review process has been
completed and all approvals granted.


http://www.hprf.org/

Assurances and Certifications

There are specific policies and processes that must be in place to qualify for federal funding. The
assurances listed below establish that HealthPartners Research Foundation has met the requirements and
is therefore eligible to receive federal funding. In signing the application face page, the duly authorized
representative of HealthPartners Research Foundation certifies that HPRF complies with the following:

The following text is taken from the PHS Grants Policy Statement effective for all grants with budget
periods beginning on or after April 1, 1994.

1. Human Subjects

Section 474(a) of the PHS Act, implemented by 45 CFR Part 46, requires basic protection for human
subjects involved in PHS grant-supported research activities. A human subject is defined in the regulation
as “a living individual about whom an investigator (whether professional or student) conducting research
obtains data through intervention or interaction with the individual or identifiable private information.”
The regulation extends to the use of human organs, tissues, and body fluids from individually identifiable
human subjects as well as to graphic, written, or recorded information derived from individually
identifiable human subjects. The regulation also specifies additional protections for certain classes of
human research involving fetuses, pregnant women, human in vitro fertilization, and prisoners. However,
the regulation exempts certain categories of research involving human subjects which normally involve
little or no risk. The exemptions are listed in 45 CFR Part 46.101(b).

Research is defined in 45 CFR Part 46 as “systematic investigation designed to develop or contribute to
generalizable knowledge.” Activities meeting this definition constitute research for purposes of applying
the regulation even if they are supported by a grant which might have as its overall purpose an activity
that is not primarily research. For example, some demonstration, training, and service programs may
include research activities.

Research activities may involve interaction with the individual or intervention or may entail only the
obtaining of identifiable private information. “Interaction” includes both physical procedures by which
data are gathered or generated and manipulations of the subject or the subject’s environment that are
performed for research purposes. “Private information” is covered by the regulations when the
information is individually identifiable and the information is either about the individual’s behavior in a
context in which there is reasonable expectation that no observation or recording is taking place or is
information provided for specific purposes with the reasonable expectation that it will not be made public
(e.g., a medical record).

Research covered by 45 CFR Part 46 will not be funded unless it has been reviewed and approved by an
institutional review board (IRB). To approve research covered by the regulation, the IRB shall determine
that all of the following requirements are satisfied.

Risks to subjects are minimized by:

e Using procedures that are consistent with sound research design and do not unnecessarily expose
subjects to risk.



Project Start Up

Introduction

Research Administration Team members can assist investigators with the development of a plan for
implementation of the research project. This may include such concerns as staffing, space, resources, and
systems. Documentation and filing systems should be established at this time. Financial issues related to
project initiation, such as establishing cost activities, must also be addressed.

All Principal Investigators are strongly encouraged to call a Project Start Up meeting as soon as a project
has been approved by the committees and the funding is secured. The Project Start Up meeting is a way to
make sure that the details of a project are in order and implementation can begin.

Attendance at this meeting can vary, but will usually include the managers of development and planning,
research operations, and financial services, co-investigators, the coordinator and the accountant assigned
to the project. See Administrative Start Up Meeting Checklist in Resources section of this handbook.

The following issues should be discussed:
e The approved budget and the need to make adjustments
e Any positions that need to be filled either internally or externally
e Contractual requirements
e The project timeline and required reporting milestones
e The need to establish subcontracts and/or consultant agreements
e Invoicing procedures
¢ Identification of people who will be effort certifying on this project
o Need for copier and phone codes
The Manager of Development and Planning is available for assistance in establishing a Start Up meeting.
For more information about project start up see:

Staffing

Establishing a Financial Activity

Research Files and Required Documents




Staffing Resources

An adequate number of trained support staff is essential for project success. HPRF has a large and
experienced project implementation and analysis staff including programmer/analysts, project
coordinators, specialists, interviewers, chart abstractors, and a full service survey center. Investigators can
contact any member of the Research Administration Team to determine availability of such staff for work
on various projects. Additional hiring is accomplished with assistance from the Manager of Operations
through standard Human Resources policies and procedures. Finance and Research Subjects offices must
be notified of new project staff and staffing changes so that Effort Certification and Key Personnel lists
may be updated accordingly. This notification should occur as the changes are made and also during the
Continuing Review process.



Establishing a Financial Activity

An activity is established so that charges can be made to the project and payments recorded. An activity
(cost center) will be established in the financial system once one of the following trigger events occurs:

e For government-sponsored project—The Notice of Grant Award (NGA) has been received;
e For an internal grant—Research Committee has approved funding;

e The project is identified as needing an activity upon review of the research application at the
Administrative Review Meeting.

e A PI’s written request for an open activity is reviewed and approved by the HPRF Finance
Manager

Once one of the requirements is met, the HPRF Finance Manager will email the PI to begin this process.
The PI will initiate a Start Up Meeting. Upon an invitation to the Start Up Meeting the Finance Manager
will establish the activity. Financial management of the activity will be further discussed at the Start Up

Meeting.



Research Files and Required Documents

Research study files should be kept according to the table below. “HPRF Files” are the administrative
electronic or paper files kept by the HealthPartners Research Foundation. “Investigator Files” and “IRB
Office Files” are records that are required by specific regulatory guidelines. All of these files should be
accurately maintained and as current as possible. These records are subjected to audit by monitors from
sponsor representatives and, less frequently, by regulatory oversight agencies. To assist in regulatory
compliance and research staff education, project files may be occasionally reviewed for accuracy and
completeness by a member of the HealthPartners Foundation Research Administration Team (see also
Resources--Record Retention and Archiving Policy).

Research Files

) Investigator IRB Office
Item HPRF Files e ,
Files Files
Research Application and X X X
Attachments
Proposal/Protocol/ Amendments X X X
CV and/or other relevant documents X
evidencing qualifications of
investigator(s) and sub-investigator(s)
FDA 15727 X
IRB/Research Committee Approvals X X X
IRB/Research Committee Continuing X X
Review & Correspondence
IRB Roster® X
Unsigned Current Consent Forms X X
IRB Approved Patient Information X X
Sponsor Correspondence® X
Study Receipts® X
Normal value/range for X
lab/procedure/tests in protocol®
Sample of label attached to X
investigational product®
Lab Certifications® X
Subject Log® X




Investigator IRB Office

Item Project Files _ _
Files* Files

Contracts/Agreements”
1. Original Contract/Agreement

Contract modifications

X X X X
X X X X

2
3. Subcontracts
4

Official correspondence with
subcontractors

Financial Information®
Reference to Accounting files X
Monthly Activity statements

Copies of Checks Received

Unique legal forms® X

Interim data analysis reports

Case report forms, surveys

Signed consent forms

Drug Accountability records®

Adverse event reports

Final results report X

X X| X| X| X| X| X| X| X X X

Statement of Data/Project File X
Storage

The Principal Investigator may delegate file maintenance to the appropriate key study personnel,
often the Project Coordinator.

?For studies involving an IND (Investigational New Drug) application only.
®As applicable.

“All financial information, except required application attachments, should be kept separately from
other study documentation that may be subject to an external audit.

°Confidentiality agreements, Indemnification Agreements, etc.




o Whenever appropriate, using procedures already being performed on the subjects for diagnostic
or treatment purposes.

o Risks to subjects are reasonable in relation to expected benefits, if any, to subjects and the
importance of the knowledge that may reasonably be expected to result.

o Selection of subjects is equitable. In making this assessment, the IRB should take into account the
purposes of the research and the setting in which the research will be conducted.

o Informed consent is sought from each prospective subject or the subject’s legally authorized
representative in accordance with and to the extent required by the regulation.

e Informed consent is appropriately documented in accordance with and to the extent required by
the regulation.

e Where appropriate, the research plan makes adequate provision for monitoring the data collected
to ensure the safety of subjects.

o Where appropriate, provisions are adequate to protect the privacy of subjects and to maintain the
confidentiality of data.

o Where some or all of the subjects are likely to be vulnerable to coercion or undue influence, such
as persons with acute or severe physical or mental illness or persons who are economically or
educationally disadvantaged, appropriate additional safeguards are included in the study to
protect the rights and welfare of these subjects.

The institution that receives or is accountable for a PHS grant has primary responsibility for safeguarding
the rights and welfare of individual human subjects involved in research activities supported by the grant.
In regard to project grant awards, institutions applying for PHS awards for nonexempt human subject
research are required to provide written Assurances of Compliance with 45 CFR Part 46 and to file with
the application a certification (Form HHS 596) that the proposed research activity has been reviewed and
approved by an IRB in compliance with 45 CFR Part 46.

Certain types of applications for project grant awards, such as institutional type grants, research training
grants, or projects that require completion of prior scientific studies, are submitted with the knowledge
that human subjects may be involved within the period of funding, but definite plans are not set forth in
the application. Before human subjects may be involved in nonexempt research activities supported by
these awards, the research activity must be reviewed and approved by an IRB and a certification (Form
HHS 596) submitted to PHS. With regard to block grant awards, no human subjects may be involved in
nonexempt research activities supported by block grants unless the research activity has been reviewed
and approved by an IRB established in compliance with 45 CFR Part 46. No individual may receive PHS
grant funds for nonexempt human subjects research unless the individual is affiliated with or sponsored
by an institution that assumes responsibility for the research under a written Assurance of Compliance or
the individual makes other arrangements with PHS.

Before award, PHS staff (or other application reviewers) are responsible for determining independently
whether human subjects are involved, whether the research is exempt, and whether protections for the
subjects are adequate. The Office for Protection From Research Risks, National Institutes of Health,



Bethesda, MD 20892, is responsible for the implementation of, and compliance with, 45 CFR Part 46 for
HHS. Information concerning the preparation and negotiation of assurances as well as copies of the
regulation may be obtained from that office.

2. Vertebrate Animals

The PHS Policy on Humane Care and Use of Laboratory Animals by Awardee Institutions requires that
applicant organizations establish and maintain appropriate policies and procedures to ensure the humane
care and use of live vertebrate animals involved in research activities supported by PHS. This policy
implements and supplements the U.S. Government Principles for the Utilization and Care of Vertebrate
Animals Used in Testing, Research, and Training and requires that institutions use the Guide for the Care
and Use of Laboratory Animals as a basis for developing and implementing an institutional animal care
and use program. This policy does not affect applicable State or local laws or regulations that impose
more stringent standards for the care and use of laboratory animals. All institutions are required to
comply, as applicable, with the Animal Welfare Act as amended (7 USC 2131 et sec.) and other Federal
statutes and regulations relating to animals. These documents are available from the Office of Human
Research Protection (OHRP), National Institutes of Health, Bethesda, MD 20892, (301) 496-7005.

The policy stipulates that an applicant organization, whether domestic or foreign, bears responsibility for
the humane care and use of animals in PHS-supported research activities. The PHS policy defines
“animal” as “any live, vertebrate animal used or intended for use in research, research training,
experimentation, or biological testing or for related purposes.” An applicant organization proposing to use
vertebrate animals in PHS-supported activities must file an Animal Welfare Assurance with OHRP. As
part of this assurance, which commits the applicant organization to comply with the PHS policy, the
applicant organization must appoint an institutional animal care and use committee (IACUC), which is
required to review and approve those sections of applications for PHS support that involve vertebrate
animals.

As an agent of the institution with respect to PHS-supported activities, the IACUC shall:

e Review at least once every 6 months the institution’s program for humane care and use of animals
using the Guide as a basis for evaluation.

e Inspect at least once every 6 months all of the institution’s animal facilities (including satellite
facilities) using the Guide as a basis for evaluation.

e Prepare reports of the IACUC evaluations conducted as required by the Public Health Service
Policy on Humane Care and Use of Laboratory Animals (hereinafter referred to as “the
Policy”) and submit the reports to the Institutional Official. The reports shall be updated at
least once every 6 months upon completion of the required semiannual evaluations and shall be
maintained by the institution and made available to OHRP upon request. The reports must
contain a description of the nature and extent of the institution’s adherence to the Guide and
the Policy and must identify specifically any departures from the provisions of the Guide and
the Policy, stating the reasons for each departure. The reports must distinguish significant
deficiencies from minor deficiencies. A significant deficiency is one which, consistent with the
Policy and in the judgment of the IACUC and the Institutional Official, is or may be a threat to
the health or safety of the animals. If program or facility deficiencies are noted, the reports



must contain a reasonable and specific plan and schedule for correcting each deficiency. If
some or all of the institution’s facilities are accredited by the American Association for the
Accreditation of Laboratory Animal Care (AAALAC) or another accrediting body recognized
by PHS, the report should identify those facilities as such.

o Review concerns involving the care and use of animals at the institution.

e Make recommendations to the Institutional Official regarding any aspect of the institution’s
animal program, facilities, or personnel training.

e Review and approve, require modifications in (to secure approval), or withhold approval of
those components of PHS-supported activities related to the care and use of animals as
specified in the Policy.

e Review and approve, require modifications in (to secure approval), or withhold approval of
proposed significant changes regarding the use of animals in ongoing activities.

e Be authorized to suspend an activity involving animals in accordance with the specifications
set forth in the Policy.

No PHS award for research involving vertebrate animals will be made to an applicant organization
unless that organization is operating in accordance with an approved Animal Welfare Assurance and
provides verification that the IACUC has reviewed and approved the proposed activity in accordance
with the PHS policy. Applications may be referred by PHS to the IACUC for further review in the case
of apparent or potential violations of PHS policy. Copies of the approved Animal Welfare Assurance
are available to every researcher at the applicant organization.

No award to an individual will be made unless that individual is affiliated with an organization that
accepts responsibility for compliance with PHS policy and has filed the necessary assurance with OHRP.

Foreign applicant organizations applying for PHS awards for activities involving vertebrate animals are
required to comply with PHS policy or provide evidence that acceptable standards for the humane care
and use of animals will be met.

Reporting Requirements

At least once every 12 months, the IACUC, through the Institutional Officer, shall report in writing to
OHRP:

e Any change in the institution’s program or facilities that would place the institution in a different
category than that specified in its assurance.

e Any change in the description of the institution’s program for animal care and use.
e Any changes in the IACUC membership.

e The dates that the IACUC conducted its semiannual evaluations of the institution’s program and
facilities and submitted the evaluations to the Institutional Official.



e At least every 12 months, the IACUC, at an institution which has no changes to report, shall
submit a letter, through the Institutional Official, to OHRP stating that there are no changes and
informing OHRP of the dates of the required IACUC evaluations and submissions to the
Institutional Official.

e The IACUC, through the Institutional Official, shall promptly provide OHRP with a full
explanation of the circumstances and actions taken with respect to:

e Any serious or continuing noncompliance with the Policy.

e Any serious deviation from the provisions of the Guide.

e Any suspension of an activity by the IACUC.
Reports filed as required by the Policy shall include any minority views filed by members of the IACUC.
Investigator’s Responsibility

Research investigators are entrusted with an essential role in assuring the humane care and use of animals.
In activities they conduct or which are conducted under their direction, they have a direct and continuing
responsibility to see that animals are adequately cared for and used. Investigators must comply with the
PHS Policy, with the applicant organization’s Animal Welfare Assurance, and with the requirements and
determinations of the IACUC concerning the conduct of the research. Investigators must ensure that
discomfort, distress, pain, and injury to the animals are avoided or minimized, consistent with a sound
research design; that no more animals are used than are necessary to reach sound scientific conclusions;
and that, when appropriate, animals are painlessly sacrificed in accordance with methods of euthanasia
approved by the Panel on Euthanasia of the American Veterinary Medical Association.

3. Debarment and Suspension

Executive Order 12549, Debarment and Suspension, of February 18, 1986, called for development of a
governmentwide debarment and suspension system for nonprocurement transactions with Federal
agencies. “Nonprocurement transactions” include, for example, grants, cooperative agreements,
scholarships, fellowships, and loans. Accordingly, applicants (defined as primary participants) submitting
applications for financial assistance from PHS are required to certify that, to the best of their knowledge
and belief, neither they, their principals, nor their research personnel:

o Are presently debarred, suspended, proposed for debarment, declared ineligible, or voluntarily
excluded from covered transactions by any Federal department or agency.

o Have, within a three-year period preceding this application, been convicted of or had a civil
judgment rendered against them for commission of fraud or a criminal offense in connection with
obtaining, attempting to obtain, or performing a public (Federal, State, or local) transaction or
contract under a public transaction; violation of Federal or State antitrust statute; or commission
of embezzlement, theft, forgery, bribery, falsification or destruction of records, making false
statements, or receiving stolen property.



o Are presently indicted or otherwise criminally or civilly charged by a governmental entity
(Federal, State, or local) with commission of any of the offenses enumerated above.

e Have, within a three-year period preceding this application, had one or more public transactions
(federal, state, or local) terminated for cause or default.

Subawardees, that is, other corporations, partnerships, or other legal entities (defined as lower tier
participants), are required to make the same certifications to the applicant organization concerning their
covered transactions.

Application forms have been revised to include a specific item concerning this assurance.
4. Drug-Free Workplace

The Drug-Free Workplace Act of 1988 (Public Law 100-690, Title V, Subtitle D) requires that, effective
March 18, 1989, all grantees of any Federal agency certify to that agency that they will maintain a drug-
free workplace or, in the case of grantees who are individuals, certify to the agency that their conduct of
grant activity will be drug free. HHS regulations implementing this Act, set forth in 45 CFR Part 76
entitled Government-wide Debarment and Suspension (Nonprocurement) and Government-wide
Requirements for Drug-Free Workplace (Grants), were published in the Federal Register on January 13,
1989. These regulations require that grantees take steps to provide a drug-free workplace in accordance
with the Act.

Grant application forms have been revised to include a specific assurance from applicants that a drug-free
workplace will be provided. The main points of the certification require the applicant organization to:

e Publish a statement notifying employees that the unlawful manufacture, distribution,
dispensation, possession, or use of a controlled substance is prohibited in the workplace and
specifying the actions that will be taken against employees for violation of such prohibition.

e Establish a drug-free awareness program.

e Require that each employee engaged in the performance of a grant or contract be provided a copy
of the published statement.

¢ Notify employees that as a condition of employment, they will abide by the terms of the
statement.

¢ Notify the PHS awarding office of any employee convicted of a drug violation occurring in the
workplace.

e Require any employee who is convicted of a drug offense occurring in the workplace to
participate in a rehabilitation program.

5. Lobbying

Section 319 of Public Law 101-121 amends Title 31, United States Code, by adding a new Section 1352,
entitled “Limitation on use of appropriated funds to influence certain Federal contracting and financial
transactions.”



Section 1352 generally prohibits recipients of Federal grants and cooperative agreements from using
Federal (appropriated) funds for lobbying the Executive or Legislative Branches of the Federal
Government in connection with a specific grant or cooperative agreement. Section 1352 also requires that
each person who requests or receives a Federal grant or cooperative agreement must disclose lobbying
undertaken with non-Federal (nonappropriated) funds. These requirements apply to grants and
cooperative agreements exceeding $100,000. (See interim final rule contained in 45 CFR Part 93.)

6. Delinquent Federal Debt

Office of Management and Budget (OMB) Memorandum M-87-32, Certification of Nondelinquency by
Applicants for Federal Assistance, requires that before a grant can be awarded, the applicant organization
must certify that it is not delinquent on the repayment of any Federal debt. The certification applies to the
applicant organization, not to the person signing the application, as the authorized representative nor to
the Pl/program director.

Where the applicant discloses delinquency on debt to the Federal Government, the PHS shall:

(a) take such information into account when determining whether the prospective grantee
organization is responsible with respect to that grant; and,

(b) consider not making the grant until payment is made or satisfactory arrangements are made with
the agency to which the debt is owed.

Therefore, it may be necessary for PHS to contact the applicant before a grant can be made to confirm the
status of the debt and ascertain the payment arrangements for its liquidation. Applicants who fail to
liquidate indebtedness to the Federal Government in a businesslike manner place themselves at risk of not
receiving financial assistance from PHS.

7. Research Misconduct

It is the policy of PHS to require high ethical standards in all grant-supported projects and to inquire into
and, if necessary, investigate and resolve promptly and fairly all instances of alleged or apparent
misconduct in science. Recipient institutions shall report promptly to the head of the appropriate PHS
awarding component incidents of alleged or apparent misconduct in science that are judged to warrant
investigation by a recipient institution. Issues involving potential criminal violations, such as
misappropriation of Federal funds, must be promptly reported to the HHS Office of the Inspector General.
(See regulations contained in 42 CFR Part 50, Subpart A.)

8. Assurance of Compliance (Civil Rights, Handicapped Individuals, Sex
Discrimination, Age Discrimination)

Race/Ethnicity

Title VI of the Civil Rights Act of 1964 provides that no person in the United States shall, on the grounds
of race, color, or national origin, be excluded from participation in, be denied the benefits of, or be
subjected to discrimination under any program or activity receiving Federal financial assistance, whether
directly or under a subgrant or contract arrangement. The HHS regulation implementing this requirement
is contained in 45 CFR Part 80. Every domestic applicant organization is required to have an Assurance



of Compliance (Form HHS-690) on file with the Office for Civil Rights, Office of the Secretary, HHS,
before a grant may be made to the organization. For applicant organizations that have not previously
received HHS support, the proposed PHS awarding office will provide the assurance form to the applicant
and will provide instructions on submitting the completed form. This requirement is also applicable to
subgrantees.

Disabilities

Section 504 of the Rehabilitation Act of 1973, as amended, provides that no otherwise qualified
handicapped individual in the United States shall, solely by reason of the handicap, be excluded from
participation in, be denied the benefits of, or be subjected to discrimination under any program or activity
receiving Federal financial assistance. This requirement also applies to subgrantees and contractors under
grants. The HHS regulation at 45 CFR Part 84 implements this requirement.

Subpart F of that regulation applies specifically to health programs and prohibits recipients of Federal
financial assistance from discriminating on the basis of handicap in the provision of benefits or services.
This regulation requires an assurance by the applicant (Form HHS-690) that HHS-funded activities will
be available and accessible to handicapped persons, and that there will be no discrimination in
employment based on an individual’s handicap. The required assurance must be on file with the Office
for Civil Rights, Office of the Secretary, HHS, before a grant may be made to an organization. When such
an assurance has not been filed, the PHS awarding office from which support is being sought will provide
the applicant with the required form and will provide instructions as to where to send the completed form.

Age

The Age Discrimination Act of 1975 prohibits unreasonable discrimination on the basis of age in any
program or activity receiving Federal financial assistance. This requirement is also applicable to
subgrantees and contractors under grants. The required assurance (Form HHS-690) must be on file with
the Office for Civil Rights, Office of the Secretary, HHS, before a grant may be made. The HHS
regulation implementing the provisions of this Act is at 45 CFR Part 91.

Sex

All PHS grantees are encouraged to adopt practices that will eliminate sex discrimination and encourage
sex fairness, including but not limited to using language that represents both genders, avoiding sex
stereotyping, and representing women equitably in leadership and policymaking positions.

Title IX of the Education Amendments of 1972 (in particular, section 901 of those amendments) provides
that no person in the United States shall, on the basis of sex, be excluded from participation in, be denied
the benefits of, or be subjected to discrimination under any educational program or activity receiving
Federal financial assistance, whether directly or under a subgrant or contract under a grant. The HHS
regulation at 45 CFR Part 86 implements this requirement. The applicant (or proposed subgrantee or
contractor) is required to submit an assurance (Form HHS-690) to the Office for Civil Rights, Office of
the Secretary, HHS, before a grant, subgrant, or contract under a grant may be made.

Section 704 of Title VII and Section 855 of Title VIII of the PHS Act, as amended, forbids the extension
of Federal support for health manpower and nurse training programs authorized under those titles to any
entity that discriminates on the basis of sex in the admission of individuals to its training programs. The



regulation implementing this requirement is at 45 CFR Part 83. The applicant is required to submit an
assurance (Form HHS-590 or 590B) to the Office for Civil Rights, Office of the Secretary, HHS, before a
grant may be made.

9. Financial Conflict of Interest (From the NIH Grants Policy Statement 12/98)

Grantees must establish safeguards to prevent employees, consultants, members of governing bodies, and
others who may be involved in grant-supported activities from using their positions for purposes that are,
or give the appearance of being, motivated by a desire for private financial gain for themselves or others,
such as those with whom they have family, business, or other ties. These safeguards must be reflected in

written standards of conduct.

Except as provided below, NIH does not require a grantee to establish separate standards of conduct, if it
maintains such standards for its non-grant-supported activities, as long as those standards are consistent
with state and local laws and cover, at a minimum, expected conduct in regard to financial interests, gifts,
gratuities, and favors; nepotism; and such other areas as political participation and bribery. The standards
must also:

e Address the conditions under which outside activities, relationships, or financial interests are
proper or improper;

o Provide for advance notification of outside activities, relationships, or financial interests to a
responsible institutional official,

¢ Include a process for notification and review by the responsible official of potential or actual
violations of the standards; and

e Specify the nature of penalties that the grantee may impose. These penalties would be in addition
to any penalties that may be imposed by NIH or a cognizant Federal agency for infractions that
also violate the terms or conditions of award.

The grantee is not required to submit its general standards of conduct to NIH for review or approval.
However, a copy must be made available to each officer of the grantee, each employee and consultant
working on the grant-supported project or activity, each member of the governing board, if applicable,
and, upon request, the NIH awarding office. The grantee is responsible for enforcing its standards of
conduct, taking appropriate action on individual infractions, and informing NIH if the infraction is related
to an NIH award. If a suspension or separation action is taken by a grantee against a Pl or other key
personnel under an NIH grant, the IC GMO must be notified as specified in “Administrative
Requirements Changes in Project and Budget."

NIH also requires grantees and investigators to comply with the requirements of 42 CFR Part 50, Subpart
F, “Responsibility of Applicants for Promoting Objectivity in Research for which NIH Funding is
Sought,” pertaining to investigators’ actual or potential financial conflicts of interests. These requirements
do not apply to grants under Phase | of the SBIR/STTR programs.

The signature of the authorized organizational official on the face page of the application serves as
certification of compliance with the requirements of 42 CFR Part 50, Subpart F, including that:



There is in effect, at that organization, a written and enforced administrative process to identify and
manage, reduce, or eliminate conflicting financial interests with respect to research projects for which
NIH funding is sought:

e Prior to the expenditure of any NIH funds awarded under a new award, the organization will
inform NIH of the existence of any conflicting financial interests of the type covered by 42 CFR
50.605 it identified and assure that the interest has been managed, reduced, or eliminated in
accordance with the regulations;

o [t will continue to make similar reports on subsequently identified conflicts; and

o It will make information available to NIH, upon request, as to how identified conflicting interests
have been handled.



Termination of Policy

This Policy may be terminated or modified by the Board of Directors of the HPRF. The
proceeds from any license entered into prior to the termination or modification of this
Policy will be distributed in accordance with the terms in existence at the time of
licensure. In the event this Policy is terminated, the interests and obligations of HPRF, its
Related Organizations and Inventors in any unlicensed Developments will be allocated
pursuant to a written agreement.



HPRF Policy on Scientific Misconduct

HealthPartners Research Foundation Board
December 10, 2003

Purpose. The purpose of the HealthPartners Research Foundation Policy on Scientific
Misconduct ("Policy") is to establish and publish the policies and procedures for investigating
and reporting instances of alleged or apparent misconduct involving research, applications for
support of research, or related research activities, including those that are supported with funds
made available under the Public Health Service ("PHS") Act, as amended, (42 U.S.C.8 201 et
seq.). This policy has been designed to help assure that allegations of misconduct are handled
equitably and expeditiously, and that both the accused and the accuser are accorded due respect
and where possible, confidentiality.

Applicability. The policy and procedure (set out below) apply to any person who is involved in
research while a contractor, employee or grantee of HealthPartners Research Foundation, or an
affiliated entity. Where an individual is an employee of another institution and the research falls
within the course and scope of the individual’s employment relationship with that other entity, the
Foundation may advise the employer of the allegation, and may request that the employer take the
lead in resolving the allegation according to its own policies and procedures.

Allegations of Scientific Misconduct in research will be investigated in a prompt, impartial and
thorough manner. The process will afford the affected individuals due process and confidential
treatment to the maximum extent possible. Appropriate administrative action will be taken if the
allegations are substantiated.

All parties involved in research have an obligation to report scientific misconduct and to
cooperate in the investigation of such behavior.

Definitions

1. Affiliated Entities — Any organization now or hereafter formed (i) which controls HPRF; (ii)
which is controlled by HPRF; (iii) which is controlled by another organization that also controls
HPRF; or (iv) which is controlled by an organization described above; and (2) any association,
joint venture or contractual arrangement entered into by any organization described above, in
which said organization can be said to control or have equal right to control the association, joint
venture or contractual arrangement.

2. Scientific Misconduct — means fabrication, falsification, plagiarism, ethically unacceptable
behavior that undermines the integrity of research or calls into question the validity of the
research, or other practices that seriously deviate from those that are commonly accepted within



the scientific community for proposing, conducting, or reporting research results. It does not
include honest error or honest differences in interpretations or judgments of data.

3. Fabrication - is making up data or results and recording or reporting them.

4. Falsification — is manipulating research materials, equipment, or processes, the willful
suppression and/or distortion of data, or changing or omitting data or results such that the
research is not accurately represented in the research record.

5. Plagiarism - is the appropriation of another person’s ideas, processes, results or words
without giving appropriate credit.

Administrative Procedures

As outlined below, the process for resolving allegations of misconduct is divided into three stages
— a triage-like fact-finding stage known as the “Inquiry”; a formal fact-finding stage known as the
“Investigation”; and a resolution phase.

Allegations

Allegations of Scientific Misconduct must be reported to the Executive Director or President of
HealthPartners Research Foundation (the "Foundation”), and the receiver must notify the other
person as to the allegation. The Executive Director will provide notification of the allegation to
HPRF’s legal counsel and to HealthPartners’ compliance department. The report of allegations
will be accepted in writing, email or orally. The allegations must be specific as to time, place,
relevant facts, and the individuals involved to whom the allegation is being made. The allegation
should be signed by the accuser but a signature is not required.

The confidentiality and privacy of those individuals who submit reports of allegations of
Scientific Misconduct, and those who are the subject of the allegations will be protected to the
maximum extent possible.

Inquiry

An inquiry (“Inquiry”) into a reported allegation or other evidence of Scientific Misconduct will
be initiated immediately to determine whether there is credible evidence to support the allegation
of Scientific Misconduct and, where applicable, to determine whether there is sufficient evidence
to warrant a further investigation of the reported allegations of Scientific Misconduct. .

The Executive Director must initiate the Inquiry into the allegations of Scientific Misconduct
after consultation with the President of HPRF. The President will select an ad hoc committee
comprised of not fewer than (3) three members with the necessary and appropriate expertise to
help conduct a thorough and authoritative evaluation of the relevant evidence (“Inquiry
Committee”).The President will take every precaution to guard against any real or apparent



conflict of interest on the part of those involved in the Inquiry to assure independence of the
committee to the research at issue. A person has a conflict of interest if they are involved in the
misconduct, involved in the research in question, or has a personal relationship with the parties
involved in the matter, including a personal interest or bias.

The Inquiry Committee shall have the authority deemed necessary to support its inquiry,
including to interviewing witnesses, obtaining materials and documentation, or consulting experts
as deemed necessary for the inquiry.

The Inquiry Committee shall provide both the accuser and the accused with an opportunity to
appear before it and present information. However, to maintain confidentiality and the free flow
of information, neither the accused nor the accuser shall be permitted to attend except when
called by the Inquiry Committee to provide information.

The Inquiry Committee will prepare a written report of the Inquiry. The report shall, among other
things, include the specific allegations reviewed, describe the evidence that was reviewed, contain
copies of the pertinent documents, summarize the relevant interviews, and present a
recommendation as to whether an Investigation is warranted and if so, the issues to be
investigated. The report should also delineate the basis for the recommendation. The report will
be deemed confidential and maintained in a secure place for three (3) years after termination of
the Inquiry. The individuals who are the subject of the Inquiry will be given a copy of the report
of the Inquiry, and will have the opportunity to comment. These comments will be made a part of
the report.

The Inquiry will be completed within sixty (60) calendar days of its initiation unless
circumstances clearly warrant a longer period. If the Inquiry takes longer than sixty (60) days to
complete, the record of the Inquiry will include documentation that describes the reasons for
exceeding the 60-day period.

If at any time during the Inquiry stage, there is a concern over patient safety, the President will be
notified immediately and may take any administrative action deemed necessary to alleviate the
patient safety concern.

If it is determined by the President that there is sufficient basis to warrant a further investigation
of the allegations of Scientific Misconduct, an investigation will be conducted in accordance with
the procedures set forth in the Investigation Section of this Policy. If it is determined that there is
insufficient basis to warrant a further investigation of the allegations, no further investigation will
be conducted. .

Following the conclusion of the Inquiry, the Foundation President or Executive Director will
inform the Foundation Board of Directors at its next Board meeting that an Inquiry was
conducted regarding allegations of Scientific Misconduct, and disclose to the Board the details of



the findings of the Inquiry, including, whether there is sufficient basis to warrant a further
investigation of the allegations of Scientific Misconduct.

Diligent efforts will be undertaken, as appropriate, to restore the reputation of persons alleged to
have engaged in Scientific Misconduct when the allegations are not confirmed, and to protect the
position and reputation of those persons who made the allegations of Scientific Misconduct.

If a federal agency is sponsoring the research, the following procedures must be followed:

e The Office of Research Integrity ("ORI") will be notified if at any stage of the Inquiry it
is ascertained that:

0 An immediate health hazard is involved,
o0 There is an immediate need to protect federal funds or equipment;

o There is an immediate need to protect the interests of the individuals making the
allegations or the individuals who are the subject of the Inquiry; or

0 The alleged incident of Scientific Misconduct will probably be publicly reported.

e Ifareasonable indication of possible criminal violations is found, ORI will be notified
within twenty-four (24) hours.

o If the Inquiry is to be terminated for any reason without completing all relevant
requirements under Section 1l of this Policy, a report of the planned termination,
including a description of the reasons for the termination, will be made to ORI.

Investigation

An investigation is a formal fact-finding proceeding designed to determine whether an individual
has committed scientific misconduct.

In the event that findings from the Inquiry provide sufficient basis for conducting a further
investigation (“Investigation”), the Foundation President will appoint an investigative body to
conduct a prompt and thorough investigation of the allegations of Scientific Misconduct
("Investigative Body"). The Investigative Body shall be comprised of not fewer than 5 members
with the appropriate expertise to carry out a thorough and authoritative evaluation of the
evidence. The Investigative Body shall include the members of the Inquiry Committee and
General Counsel of HPRF, and one non-employed HPRF board member appointed by the Chair
of HPRF’s Board of Directors. The President will take every precaution to guard against any real
or apparent conflict of interest on the part of those involved in the Investigation. A person has a
conflict of interest if they are involved in the misconduct, involved in the research in question,



has a personal relationship with the parties involved in the matter, including a personal interest or
bias.

The individual(s) who are the subject of the Investigation, and all involved collaborators must be
informed in writing of the Investigation by the Foundation President. The written statement must
include:

¢ Notice that an Investigation into allegations of Scientific Misconduct will be conducted;
e The nature of allegations;
e The focus of the Investigation;

¢ Notice that the individual(s) under investigation will have the opportunity to comment on
and provide information concerning the allegations; and

o Notice that the individual(s) under investigation has the right to be represented by an
attorney.

The Foundation President must inform applicable HealthPartners leadership and sponsors of the
research project being investigated that an Investigation into allegations of Scientific Misconduct
will be conducted.

Appropriate administrative action will be taken if it is necessary to:
e Protect human research subjects;
e Protect animal research subjects;
e Prevent inappropriate use of funds;
e Protect federal funds; and
e Ensure that the purposes of the federal financial assistance are being carried out.

The Investigation must begin within thirty (30) days of the completion of the Inquiry. The
Investigation procedures may differ from the Inquiry procedures used by the Inquiry Committee.
The Investigative Body shall review all relevant evidence, take testimony from any person with
relevant information, and shall provide the accuser and the accused with an opportunity to appear
before it to present information and to answer questions. The witnesses, accused and accuser may
be accompanied by counsel whose fees and expenses shall be the sole responsibility of the person
presenting such information. The Investigation may also include an examination of all relevant
research data, both published and unpublished, proposals, publications, correspondence, and
memoranda of telephone calls, and all other relevant documentation. Summaries of the interviews



will be prepared, provided to the interviewed party for comment or revision, and made a part of
the investigatory file.

The Investigation must be completed within one hundred twenty (120) days of its initiation unless
circumstances warrant a longer period. This includes conducting the Investigation and preparing
and retaining a detailed report of the findings (“Report of Findings™). The report will include,
among other things, the names of the members of the Investigative Body, the issues being
investigated, the evidence reviewed, copies of applicable evidence including transcripts of
witness testimony.

The individuals who are the subject of the Investigation will be given a copy of the Report of
Findings and will have an opportunity to comment. These comments will be made a part of the
investigatory file.

The persons who made the allegations of Scientific Misconduct should be provided with those
portions of the Report of Findings that address their role and opinions in the Investigation.

The Report of Findings will be submitted to the Foundation President along with the
recommendations of the Investigative Body. The Report of Findings will be confidential and
maintained in a secure place for three (3) years after the termination of the Investigation.

The Foundation President will submit the Report of Findings to the Foundation Board of
Directors at its next Board meeting, and discuss with the Board the recommendations of the
Investigative Body, if any.

If a federal agency is sponsoring the research, the following procedures will be followed:

e The Director of the ORI at the National Institutes of Health will be informed when, on
the basis of the Inquiry, an Investigation is warranted.

e The ORI will be notified if at any stage of the Investigation it is ascertained that:
o Animmediate health hazard is involved;
0 There is an immediate need to protect federal funds or equipment;

0 There is an immediate need to protect the interests of the individuals making the
allegations or who are the subject of the Investigation; or

0 The alleged incident of Scientific Misconduct will probably be publicly reported.

o If areasonable indication of possible criminal violations is found, ORI will be notified
within twenty-four (24) hours.



The ORI will be apprised of any developments during the course of the Investigation,
which disclose facts that may affect current or potential Department of Health and
Human Services funding for the individuals under investigation or that the Public Health
Service ("PHS") needs to know to ensure appropriate use of federal funds and otherwise
protect the public interest.

The Report of Findings will be submitted to ORI.

If the Investigation is to be terminated for any reason without completing all relevant
requirements under the Investigation Section of this Policy, a report of the planned termination,
including a description of the reasons for the termination, will be made to ORI.

Final Outcome Of Investigation

If the Investigative Body finds that the allegations of Scientific Misconduct are
unfounded, all participants in the Investigation will be informed of the findings in writing
by the Foundation President.

If the Investigative Body finds that the allegations of Scientific Misconduct (i) are
unfounded and (ii) were brought with malicious or dishonest intent, it will recommend to
the Foundation President that administrative action be taken against the party who made
the allegations.

If the Investigative Body finds that the allegations of Scientific Misconduct are
substantiated, the Foundation President will recommend and take action after
consultation with the applicable HealthPartners leadership, and HPRF’s Board of
Directors, and the Chair of the Research Committee. The actions to be taken include, but
are not limited to:

o Informing the agency sponsoring the research of the findings;

o Informing publishers and editors of the findings if manuscripts emanating from
the research have been submitted or published; or appropriate administrative
action consistent with HealthPartners Research Foundation, Regions Hospital,
and GHI administrative regulations.

Any other action deemed appropriate.



Administrative Start Up Meeting Checklist

Project:
Short Title:
Pl Date:
Present:
Action Plan
Topics Yes | No | NA
Contract Contract signed
Subcontract needed
Consultant agreements
Contract requirements
Approvals | IRB
ACUC
Budget Complete
Realistic
Changes needed
Charging Activity number known
Activity established
Invoicing understood
Purchasing supplies
Reimbursing departments
Effort certification*
Copier codes
Phone codes
Activity for over-runs
Personnel | Additional needed
RCR trained
Reporting IRB
ACUC
Research Committee
Other Integration ideas?

Publication ideas?

Anticipated closure date

Non-HPRF to Effort (list)*

Home department (list)
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QE HealthPartners/GHI

Subject Attachments
Obtaining Informed Consent [1Yes X No
Key words Privacy, Data Access, Consenting Number
GHI-ER-HPRFPB-03.01
Category Ethics, Rights Responsibilities (ER) Effective Date
02/1/07
Manual HealthPartners Research Foundation Procedure Book Last Review Date
8/01/06
Issued By HealthPartners Research Foundation Next Review Date
3" Quarter 2009
Applicable This procedure applies to investigators, coordinators, or other study personnel Origination Date
responsible for the consenting of study subjects. 11/01/02
Retired Date
NA
Review Responsibility HealthPartners Research Foundation Operations and Office of Contact Systems and
Research Subjects Development Team
l. PURPOSE

To ensure proper informed consent and enrollment of study subjects for subject safety and regulatory
compliance.

POLICY

HPRF staff follow all appropriate federal, state, and institutional guidelines for the informed consent
process including the documentation of this process, emphasizing the importance of participant
comprehension and voluntary participation.

PROCEDURE(S)
A. Consent must be obtained prior to the performance of any study tasks (surveys, interviews), study-
related procedures, or intervention unless waived by the Institutional Review Board (IRB).

B.The consent document must be written in lay language and contain all of the Elements of Informed
Consent as outlined in federal regulations (See also, Resources in HealthPartners Research
Handbook).

C.The Principal Investigator (PI) is ultimately responsible for ensuring the informed consent of human
subjects patrticipating in research.

D.The PI or study staff (if delegated that responsibility) must ensure that potential subjects are fully
informed regarding the study procedures, risks and benefits, and other detailed elements of consent.

E. In most cases, a test of understanding is to be done by the investigator or designated study staff
prior to the potential subject signing the consent form. The test should concentrate on the subject's
understanding of the procedures to be done, and the risks and benefits of participating in the
research. Appropriate answers by the prospective subject provide evidence of comprehension. If
there is any doubt as to whether the potential subject understands the elements of the consent, they
should not be allowed to participate. The consent process and test of understanding is documented
in the source document (such as the medical record or other protocol visit documentation).




VI.

VII.

F. The consent form must be reviewed and approved by the HealthPartners IRB and other IRBs, as
applicable, prior to use. The approved consent form must have the IRB approval date stamped on it.
Investigators and study personnel are encouraged to copy the date-stamped form for study subjects
to avoid using the wrong version. This is especially true when many changes are made to the
consent throughout the study.

G. The subject must date their own signature and make any corrections to their own information (i.e.
misdating the consent) themselves.The individual obtaining the informed consent must countersign
and date the consent if the form indicates a need for this information.

H. A copy of the consent form must be provided to the subject. The original consent form must be
filed in the study file, case report form binder, or other appropriate storage location. The investigator
or his/her designee is responsible for ensuring the original signed consent form is maintained at the
study site.

I. In certain circumstances and with IRB approval, the informed consent can be obtained in an

alternate manner, according to federal guidelines. This may include, but is not limited to verbal
consent, alternative methods for documenting consent. Most importantly, the consent process
described in the research application must be followed.

J. If any changes are made to the consent form, the revised version must be IRB-approved prior to
use.

K. If, during the course of the study, the consent form requires revision, reconsenting of study

subjects may be required by the IRB. Upon IRB approval of the revised consent form, subjects who
are enrolled in the study and for whom the changes apply must be reconsented at the following visit,
or earlier if appropriate. All new subjects will be consented with the most recently approved version.

L. The investigator or his/her designee is responsible for ensuring the revised original signed consent
is maintained at the study site with the original signed consent and all other versions.

M. The consent process does not end with signing the form. The process of keeping the subject
informed about what to expect during the study and any new findings concerning the study is an
ongoing process during the entire time that a subject is involved. This process reinforces the
voluntary nature of continued participation.

DEFINITIONS
NA

COMPLIANCE
NA

ATTACHMENTS
NA

OTHER RESOURCES

Internal
e HealthPartners Research Foundation Handbook— Protection of Research Subjects and
Elements of Informed Consent

Other
e Code of Federal Regulations
e |CH Guidelines



VIIl.  APPROVAL(S)

Andy Nelson
HPRF Executive Director

IX. ENDORSEMENT Systems and Development Team




Investigational Drugs & Devices

The purpose of these policies is to promote the safe handling of drugs and devices, both
investigational and approved, used in clinical research. Procedures vary depending on whether the
research is implemented at HealthPartners clinics or Regions Hospital.

Investigational Drugs and Devices—HealthPartners/GHlI

Investigational Drugs and Devices—Reqions Hospital




]

QE HealthPartners/GHI

Subject Attachments
Investigational Drugs and Devices I Yes [1 No
Key words Clinical trial, legend drugs, test article Number
GHI-EC-HPRFPM-03.02
Category Environment of Care,Service Work (EC) Effective Date
01/01/2007
Manual HealthPartners Research Foundation Policy Manual Last Review Date
01/01/2007
Issued By HealthPartners Research Foundation in coordination with Pharmacy Operations | Next Review Date
1st Quarter of 2008
Applicable All Research employees Origination Date
NA
Retired Date
NA
Review Responsibility HealthPartners Research Administration Contact Systems and

Development Team

PURPOSE

To promote the safe handling of drugs and devices used in clinical research, reinforce protections
afforded human subjects who are administered drugs under research protocols, prevent diversion of
drugs for unauthorized purposes, and assure compliance with applicable external and internal
requirements related to the use of legend and investigational drugs and devices.

POLICY
All employees must comply with federal, state, and institutional regulations and procedures when
conducting research with drugs and devices, both legend and investigational.

PROCEDURE(S)

A.

Study staff involved in research studies that use an Investigational New Drug or a Legend Drug
communicates the use of these agents to Pharmacy Operations by submitting the Research
Application cover sheet and Appendix A , titled “Investigational Drugs and/or Biological Products”
to Pharmacy Operations at MS # 21111B, Atten: Pharmacy Director . See Attachments A & B.

Pharmacy Operations maintains a current list of all HPMG Studies using Legend and
Investigational New Drugs in research. Pharmacy Operations have the right to audit the
processes in place, to monitor and control the use of investigational drugs and to require
corrective action if necessary.

. The Principal Investigator controls the receipt, storage, dispensing, administration, return and

disposal of the drug and ensures that these processes are performed and documented according
to state and federal regulations in collaboration with Pharmacy. The investigator is also
responsible to ensure that the subject is eligible for the drug or device under investigation.

. Authorized Personnel receive, store, dispense, administer and dispose of drugs used in clinical

research according to federal and state regulations and HealthPartners policies and procedures.




VI.

VII.

VIII.

E. The study staff notifies Pharmacy Operations that the test article is no longer in use by submitting
a copy of the Continuing Review Form F “Treatment Completed” See Attachment C.

DEFINITIONS

Authorized Personnel - Pharmacist, principal investigator, and an employee supervised by the
principal investigator. There must be documentation outlining the delegation of responsibility to the
employee by the principal investigator; and dispensing and administration may only be delegated to
employees licensed and authorized in the state of Minnesota to perform the task being delegated.

Investigational New Drug — A new drug or biologic used in a clinical investigation.

Legend Drug — a drug which is required by federal law to bear the following statement, “Caution:
Federal law prohibits dispensing without a prescription” also known as a prescription drug.

COMPLIANCE
Failure to comply with this policy or the procedures may result in disciplinary action, up to and
including termination.

ATTACHMENTS

A — Research Application Cover Page

B — Research Application Appendix A “Investigational Drugs and/or Biologic Products”
C — Continuing Review—Study Status Form

OTHER RESOURCES
Internal NA

Other NA

APPROVAL(S)

Andrew F. Nelson
HPRF Excutive Director

ENDORSEMENT Systems and Development Team
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=il Regions Hospital

Subject Attachments
Investigational Drugs and Devices I Yes [1 No
Key words Clinical trial, legend drugs, test article Number
GHI-EC-HPRFPM-03.02
Category Environment of Care,Service Work (EC) Effective Date
01/01/2007
Manual HealthPartners Research Foundation Policy Manual Last Review Date
01/01/2007
Issued By HealthPartners Research Foundation in coordination with Pharmacy Operations | Next Review Date
1st Quarter of 2008
Applicable All Research employees Origination Date
NA
Retired Date
NA
Review Responsibility HealthPartners Research Administration Contact Systems and

Development Team

PURPOSE

To promote the safe handling of drugs and devices used in clinical research, reinforce protections
afforded human subjects who are administered drugs under research protocols, prevent diversion of
drugs for unauthorized purposes, and assure compliance with applicable external and internal
requirements related to the use of legend and investigational drugs and devices.

POLICY
All employees must comply with federal, state, and institutional regulations and procedures when
conducting research with drugs and devices, both legend and investigational.

PROCEDURE(S)

A.

Study staff involved in research studies that use an Investigational New Drug or a Legend Drug
communicates the use of these agents to Pharmacy Operations by submitting the Research
Application cover sheet and Appendix A , titled “Investigational Drugs and/or Biological Products”
to Regions Pharmacy at MS # 11101B, Atten: Miki Finnin. See Attachments A & B.

Pharmacy Operations maintains a current list of all HPMG Studies using Legend and
Investigational New Drugs in research. Pharmacy Operations have the right to audit the
processes in place, to monitor and control the use of investigational drugs and to require
corrective action if necessary.

. The Principal Investigator controls the receipt, storage, dispensing, administration, return and

disposal of the drug and ensures that these processes are performed and documented according
to state and federal regulations in collaboration with Pharmacy. The investigator is also
responsible to ensure that the subject is eligible for the drug or device under investigation.

. Authorized Personnel receive, store, dispense, administer and dispose of drugs used in clinical

research according to federal and state regulations and HealthPartners policies and procedures.




VI.

VII.

VIII.

E. The study staff notifies Pharmacy Operations that the test article is no longer in use by submitting
a copy of the Continuing Review Form F “Treatment Completed” See Attachment C.

DEFINITIONS

Authorized Personnel - Pharmacist, principal investigator, and an employee supervised by the
principal investigator. There must be documentation outlining the delegation of responsibility to the
employee by the principal investigator; and dispensing and administration may only be delegated to
employees licensed and authorized in the state of Minnesota to perform the task being delegated.

Investigational New Drug — A new drug or biologic used in a clinical investigation.

Legend Drug — a drug which is required by federal law to bear the following statement, “Caution:
Federal law prohibits dispensing without a prescription” also known as a prescription drug.

COMPLIANCE
Failure to comply with this policy or the procedures may result in disciplinary action, up to and
including termination.

ATTACHMENTS

A — Research Application Cover Page

B — Research Application Appendix A “Investigational Drugs and/or Biologic Products”
C — Continuing Review—Study Status Form

OTHER RESOURCES
Internal NA

Other NA

APPROVAL(S)

Andrew F. Nelson
HPRF Excutive Director

ENDORSEMENT Systems and Development Team




Quality Improvement Activities and Determining Appropriate IRB
Review

Quiality Improvement (QI) are activities that are undertaken to measure the effectiveness of a process,
program, or service, the results of which are to be shared only with individuals associated with the
process, program, or service being evaluated.

Research consists of a systematic investigation that is designed to develop or contribute to generalizable
knowledge, the results of which are to be shared with both individuals associated with and individuals
unassociated with the investigation.

In other words, QI is intended for an internal audience, whereas research is intended for a broader,
external audience.

Given that QI initiatives often have the goal of generating knowledge that will guide improvements in
limited settings, e.g., clinical departments, health care delivery programs, it may be difficult at the outset
of such activities to determine whether knowledge acquired as a result of a QI initiatives is
“generalizable” or will become “generalizable”. Given this difficulty, the IRB has developed the
following list, which differentiates between research related activities and QI/QA activities.

It is important to understand that when an activity will measure the effectiveness of a process, program or
service AND will be shared with individuals outside the organization it constitutes human subject
research and requires prospective IRB review and approval.

Evaluating QI activities to determine if IRB review is required:

Activities that DO NOT require IRB review:

Quiality assurance, program evaluation, or “institutional research” activities intended solely to evaluate and
improve an organization’s programs or services, with no application of findings outside the organization.
(Example of an exception requiring IRB review: Program evaluation conducted to identify techniques
that can be applied to another organization’s programs or services.)

Feasibility studies to determine the potential utility or viability of a specific, proposed service or facility,
with no application of findings to other services or facilities. (Example of an exception requiring IRB
review: Feasibility studies intended to be generalized to multiple services or facilities.)

Activities that WILL require IRB review:

Systematic investigations involving collection of patient information that are designed to develop or
contribute to generalizable knowledge (e.g., designed to draw conclusions, inform policy, or generalize
findings) WOULD constitute "research™ as defined by HHS regulations at 45 CFR part 46. In other words
if an activity will measure the effectiveness of a process, program or service AND will be shared with
individuals outside the organization it constitutes research and must be considered for IRB review and
approval.



Releasing De-ldentified Information

Research that involves releasing coded specimens or coded protected health information can be declared
exempt from IRB review and compliant with Health Insurance Portability and Accountability Act
(HIPAA) regulations if all of the requirements detailed in this exemption policy are met. This policy
applies only to specimens or data collected primarily for clinical and/or quality improvement (Ql)
purposes, whether the specimens or information were collected in the past or will be collected in the
future. Investigators may use the De-ldentified Release of Coded Data or Specimens Application form for

this purpose.

Information may be deemed non-identifiable where investigators provide a signed attestation,
countersigned by the individual or entity holding the key to the identifying code, that investigators will
neither be given (nor will they accept) the key through which they may identify subjects.

Please contact the IRB Manager at 651-254-3391 for assistance in understanding this issue and process

for IRB review.

Research

Ql

Purpose

Test a formal hypothesis

Assess a process, program, system

Starting Point

A prospectively designed, formal,
written research hypothesis

An established set of standards

Benefits

Knowledge sought may not benefit
human subjects involved in the study

Knowledge sought directly benefits process,
program, system

Risks/Burdens

May put subjects at risk

Possible privacy or confidentiality risks for
human subjects

Data Collection

Systematic data collection

Systematic data collection

End Point

Answers research question

Improves the program, process or system

Testing/Analysis

Determine validity of hypothesis

Compare the program, process, system to
established set of standards

Intended Result

Share findings with individuals
associated with the investigation and
individuals not associated with the
investigation (publication or
presentation likely).

Share findings with individuals associated
with the process, program, or system within
the institution.




Contract Templates

A formal agreement, contract or subcontract must be negotiated for every research project. These
documents establish the scope of work, payment arrangements and any special terms and
conditions. HPRF has contract templates that assure that research endeavors are consistent with
its mission and values. All components of these templates must be included in the negotiated
agreements.

Clinical Trial Agreement Template

Federal Grant Subcontract

Consultant Agreement




TEMPLATE

CLINICAL TRIAL AGREEMENT

This Agreement by and between SPONSOR (SPONSOR), a , with offices at

, and HealthPartners Research Foundation, (Institution)( collectively “the
Parties”) ,a 501(c)(3) a nonprofit corporation located at 8170 33rd Ave. So., Bloomington, MN 55425, is made
this _ day of 2006 (hereinafter “Effective Date”).

Background

WHEREAS, SPONSOR has requested Institution, and ("Principal Investigator"), to
conduct a clinical study involving the study drug (the "Study Drug") according to Protocol
(the "Protocol”) entitled “ , (the "Study"),

incorporated herein by reference, and all subsequent Protocol amendments; and

WHEREAS, The Parties acknowledge that the Study will be performed at Regions Hospital,
(“Site”); and

WHEREAS, Institution and Site are equipped to undertake the Study and Institution and Principal Investigator
have agreed to perform the Study on the terms and conditions hereinafter set forth.

WHEREAS, SPONSOR acknowledges the mission of Institution is education and advancement of knowledge.
SPONSOR and Institution acknowledge that this study will be performed in a manner best suited to carry out
this mission.

NOW, THEREFORE, in consideration of the premises and the mutual promises and covenants expressed
herein, the parties agree as follows:

1. Performance of Study:

A. Institution and Principal Investigator agree to use reasonable efforts and professional expertise to
perform the Study in accordance with the Protocol and the terms and conditions of this Agreement. In
the event that the Principal Investigator becomes no longer affiliated with Institution, Institution shall
provide written notice to SPONSOR within thirty (30) days of such departure. SPONSOR shall have the
right to approve any new Principal Investigator designated by Institution. The new Principal Investigator
shall be required to agree to the terms and conditions of this Agreement. In the event SPONSOR does
not approve such new Principal Investigator, SPONSOR may terminate this Agreement in accordance
with the Termination Section below and Institution shall take all necessary steps to accommodate
SPONSOR’s decision.

The Institution and Principal Investigator agree that no subject in this Study may participate concurrently
in any ancillary study (technique, procedure, questionnaire, or observation other than those set forth in
the Protocol) without prior approval in writing from SPONSOR. In this instance, the Institution and
Principal Investigator agree that all such ancillary studies will be conducted according to federal and
state regulations, including IRB approval and subject informed consent.

2. Term and Termination:

A. Term. The term of this Agreement shall begin on the Effective Date first above-mentioned and shall end
on unless sooner terminated in accordance with the terms hereof. The parties agree that
the term may be extended by mutual written agreement if events beyond the parties' control delay
completion of the Study beyond the expiration date.



B. Termination. This Agreement may be terminated by either party at any time upon thirty (30) days prior
written notice to Principal Investigator. Upon receipt of such notice, Principal Investigator agrees to
promptly terminate conduct of the Study, to the extent medically permissible, for all patients. In the event
of termination hereunder, other than as a result of a material breach by Institution or Principal
Investigator, the total sums payable by SPONSOR pursuant to this Agreement shall be equitably
prorated for actual work performed to the date of termination, with any unexpended funds previously
paid by SPONSOR to Institution, being refunded to SPONSOR. The amount paid by SPONSOR for
start up costs shall be considered expended funds. Start up costs shall include

C. Return of Materials. Institution and Principal Investigator shall return to SPONSOR any unused Study
Drug and all SPONSOR Confidential Information, as defined in the Confidentiality Section of this
Agreement, at the earlier of the conclusion of the Study or termination of this Agreement.

3. Institutional Review Boards (IRB)/Informed Consent:

A. IRB. Institution and Principal Investigator shall be responsible for obtaining approval of the Protocol,
Informed Consent and HIPAA authorization, Study advertisements (if any) and any alteration to or
waiver of any patient authorization permitting the disclosure of confidential patient information in
connection with the Study, from the appropriate IRB prior to commencement of the Study. In the event
the IRB requires changes in the Protocol or Informed Consent, such changes shall not be implemented
until SPONSOR is notified and gives its approval. The Protocol and the Informed Consent shall not be
revised without the prior written agreement of SPONSOR and the IRB.

B. Informed Consent. Institution and Principal Investigator shall also be responsible for obtaining an
Informed Consent document signed by or on behalf of each human subject, which Informed Consent
document shall be the document approved by SPONSOR and the IRB, prior to the subject's
participation in the Study.

4. Ownership of Data, Confidentiality and Publication:

A. Ownership. All case report forms and other data (including without limitation, written, printed, graphic,
video and audio material, and information contained in any computer data base or computer readable
form) generated by the Institution in the course of conducting the Study (the "Data") shall be the
property of SPONSOR, which may utilize the Data in any way it deems appropriate, subject to and in
accordance with applicable state and federal privacy laws and Section 8(B) of this Agreement. Any
copyrightable work created in connection with performance of the Study and contained in the Data
(except any publication by the Principal Investigator as provided for hereafter) shall be property of
SPONSOR as author and owner of copyright in such work.

B. Confidentiality. All information, including, but not limited to, the Study Drug or SPONSOR’s operations,
such as SPONSOR'’s patent application, formulas, manufacturing processes, basic scientific data, prior
clinical data and formulation information supplied by SPONSOR to Institution or Principal Investigator in
writing and not previously published (the “SPONSOR Confidential Information”) are considered
confidential and shall remain the sole property of SPONSOR. Both during and after the term of this
Agreement, Institution and Principal Investigator will use diligent efforts to maintain in confidence and
use only for the purposes contemplated in this Agreement (i) information which is identified in the
preceding sentence as confidential or which a reasonable person would conclude is the confidential and
proprietary property of SPONSOR and which is disclosed by or on behalf of SPONSOR to Institution or
Principal Investigator, and (ii) Data which is generated as a result of this Study. The preceding
obligations shall not apply to data or information (i) which has been published through no fault of
Institution or Principal Investigator, (ii) which SPONSOR agrees in writing, may be used or disclosed, or
(i) which is published in accordance with paragraph C of this Section 4. The provisions in this
paragraph shall survive for a period 3 years from the effective date of this Agreement.



5.

If, in connection with this Study, or performance of this Agreement, SPONSOR or representatives
of SPONSOR accesses or comes into contact with individually identifiable information relating to
subjects who are not Study subjects, SPONSOR agrees to maintain the confidentiality of such
information and shall not use such information for any purpose. SPONSOR understands that Site
and/or Institution may audit their access to Site’'s electronic medical record to determine if
SPONSOR has appropriately accessed Study subject’s individual information.

C. Publication. In connection with any data or other information generated from the services conducted
hereunder by the Institution or Principal Investigator, SPONSOR shall have the right to publish such
data and information with prior approval from the Institution or Principal Investigator. The Institution and
Principal Investigator shall have the right to publish the results of research and any background
information provided by SPONSOR that is necessary to include in any publication of research results or
necessary for other scholars to verify such research results. Prior to submission for publication or
presentation, the Institution will provide SPONSOR with at least thirty (30) days for review of a
manuscript. SPONSOR, the Institution and Principal Investigator will arrange expedited reviews for
abstracts, poster presentations or other materials. If requested in writing, the Institution and Principal
Investigator will withhold such publication for up to an additional forty-five (45) days to allow for filing of a
patent application. The Principal Investigator will use reasonable efforts to ensure the compliance of all
Study Investigators and other personnel involved with the Study with the provisions of this paragraph. If
a particular Study is part of a multicenter study, the Institution and Principal Investigator for such Study
agree that the first publication of the results of such Study shall be made in conjunction with the
presentation of a joint, multicenter publication of the Study results with the investigators and the
institutions from all appropriate sites contributing data, analyses and comments. However, if such a
multicenter publication is not submitted within twelve (12) months after conclusion, abandonment or
termination of the Study at all sites, or after SPONSOR confirms there will be no multicenter Study
publication, whichever occurs first, the Institution and/or such Principal Investigator may publish the
results from the Institution site individually in accordance with this paragraph.

Patents: All rights to any discovery or invention conceived or conceived and reduced to practice as a result
of the work conducted under this Agreement in accordance with the Protocol shall belong to SPONSOR.
Institution agrees to assign to SPONSOR, at the request of SPONSOR, the sole and exclusive ownership
thereto, upon the payment of costs by SPONSOR, if any, incurred by Institution in the filing, prosecution, or
maintenance of any patent application or patent issuing thereon. Such application, if any, shall be filed and
prosecuted by SPONSOR. Institution and Principal Investigator shall promptly disclose to SPONSOR any
invention or discovery arising under this Agreement. Institution and Principal Investigator shall execute, and
shall have its employees execute, all documents necessary to transfer all right, title and interest in and to
any such invention or discovery to SPONSOR.

Reporting of Data: Principal Investigator and Institution agree to provide SPONSOR periodically and in a
timely manner during the term of this Agreement with the data called for in the Protocol on properly
completed case report forms. Case report forms shall be submitted pursuant to the Protocol. When queries
of CRF data are warranted, Principal Investigator and Institution also agree to resolve and return in the
agreed upon manner. Principal Investigator and Institution also agree to notify SPONSOR within twenty-four
(24) hours after learning of any serious and/or unexpected adverse drug experience (as defined in the
Protocol) affecting any patient in the Study. Principal Investigator and Institution further agree to follow up
such notification with appropriate reports in compliance with all applicable legal and regulatory
requirements.

In accordance with 21 CFR 312.50 and 21 CFR 312.55, Pfizer, through CRO, shall promptly notify
Principal Investigator, in writing, of new observations or information discovered by or reported to Pfizer
on the materials, particularly with respect to adverse effects, risks with respect to the drug and safe use.
In accordance with 21CFR 312.66, Principal Investigator shall promptly report to Institution’s IRB, in
writing, any information and/or findings that may a affect the safety of subjects or their willingness to
continue participation, influence the conduct of the Study or alter the IRB’s approval. Study results that



directly affect subject safety or medical care shall be communicated to subjects in a manner approved
by the IRB.

7. Monitoring of Study:

A.

Inspections/Audits. During the term of this Agreement, Institution and Principal Investigator agree to
permit representatives of SPONSOR and/or the FDA or other appropriate governmental authorities to
examine at any reasonable time during normal business hours (a) the facilities where the Study is being
conducted, (b) raw Study data including original patient records, if allowed under the terms of the
Informed Consent, and (c) any other relevant information (and to make copies) necessary for
SPONSOR to confirm that the Study is being conducted in conformance with the Protocol and in
compliance with applicable FDA, SPONSOR shall give 5 days written notice to Principal Investigator
prior to an inspection or audit. Institution shall immediately notify SPONSOR if FDA or DEA schedules
or, without scheduling, begins an inspection and shall promptly, upon issuance, provide SPONSOR a
copy of any FDA or DEA correspondence resulting from any such inspection.

Corrective Action. Institution, Principal Investigator agree to take any reasonable actions requested by
SPONSOR to cure deficiencies noted during an audit or inspection unless such deficiencies are
material, then, Institution, Principal Investigator and SPONSOR shall mutually agree to a corrective
action plan. In addition, SPONSOR shall have the right to review and approve any correspondence to
FDA or DEA generated as a result of a FDA or DEA inspection prior to submission by Institution or
Principal Investigator.

8. Compliance with Applicable Laws:

9.

A. FDA and DEA Laws. Principal Investigator and Institution agree to conduct the Study and maintain

records and data during and after the term of this Agreement in compliance with all applicable legal and
regulatory requirements, including without limitation, any applicable requirements of the Federal Food and
Drug Administration ("FDA") and the Federal Drug Enforcement Administration ("DEA").

B. Privacy Laws. The parties agree that Institution’s use and disclosure of patient health and medical
information is subject to compliance with applicable state and federal privacy laws. The parties, therefore,
agree to take all reasonable steps to protect the confidentiality of any patient health and medical information
that it has access to and comply with applicable state and federal privacy laws. The obligations set forth in
this Section shall survive the termination or expiration of this Agreement.

C.

D.

Healthcare Compliance. The parties to this Agreement specifically intend to comply with all applicable
laws, rules and regulations, including the federal anti-kickback statute (42 U.S.C. 1320a-7b) and the
related safe harbor regulations. Nothing contained in this Agreement shall be construed in any manner
as an obligation or inducement for the Institution or Principal Investigator to recommend that any person
or entity purchase SPONSOR'’s products or those of any entity affiliated with SPONSOR.

Noncompliance. In the event that any part of this Agreement is determined to violate federal, state, or
local laws, rules, or regulations, the parties agree to negotiate in good faith revisions to the provision or
provisions that are in violation. In the event the parties are unable to agree to new or modified terms as
required to bring the entire Agreement into compliance, either party may terminate this Agreement on
sixty (60) days written notice to the other party.

Indemnification:

A.

SPONSOR shall indemnify, defend, and hold harmless Institution, its trustees, Institutional Review
Board Members, officers, agents and employees from any and all losses, costs, expenses, liabilities,
claims, actions and damages, based on a personal injury to a patient caused by use of the Study Drug
or performance of the Protocol during the course of the Study.



B. Sponsor agrees to pay for the cost of reasonable and customary medical treatment of any iliness or
injury sustained by a Study subject as a result of the proper performance of the Protocol except to the
extent such costs are covered by the subject’s insurance or other third party coverage.

C. The above obligation of SPONSOR shall not apply and SPONSOR shall not be liable for any
indemnification or expenses for actions or claims in any way arising from or caused by the gross
negligence, or professional malpractice of the Principal Investigator or of the Institution or any of their
trustees, officers, agents or employees, or arising from or caused by any of their failures to comply with
the Protocol, with SPONSOR’s written recommendations and instructions relative to the use of the
Study Drug, or with any applicable FDA or other governmental requirements or law.

D. The obligation of the indemnifying party hereunder shall apply only if the other party provides prompt
notification upon receipt of notice of any claim or suit, permits the indemnifying party and its attorneys
and personnel to handle and control the defense of such claims or suits, including pretrial, trial or
settlement, and the indemnified party fully cooperates and assists in such defense. The indemnified
party further agrees that it will not settle or compromise any such claim or suit without the prior written
consent of the indemnifying party.

10. Insurance: Institution shall secure and maintain in full force and effect through the performance of the Study

11.

(and following termination of the Study to cover any claims arising from the Study) insurance coverage for:
(i) medical professional and/or medical malpractice liability; (ii) general liability; and (iii) workmen’s
compensation, each such insurance coverage in amounts appropriate to the conduct of Institution's
business activities and the services contemplated by the Study.

SPONSOR PRD shall secure and maintain in full force and effect through the performance of the study
insurance coverage for products liability in amounts appropriate to the conduct of SPONSOR’s business
activities.

Debarment/Financial Disclosure: Institution shall not employ, contract with or retain any person directly or

indirectly to perform services under this Agreement if such a person is debarred by the FDA under 21
U.S.C. 335a. Upon written request from SPONSOR, Institution shall, within ten days, provide written
confirmation that it has complied with the foregoing obligation. Institution shall also provide all information to
SPONSOR necessary to comply with any disclosure requirements mandated by FDA, including any
information required to be disclosed in connection with any financial relationship between SPONSOR and
Principal Investigator and any other Investigator involved in the Study and any other agent or employee of
Institution and SPONSOR. This disclosure requirement may require disclosure of information involving
immediate family members of those involved in the Study.

12. Payment:

USUALLY BY EXHIBIT. FOR EXAMPLE ONLY

A. The Institution agrees to a maximum per patient payment of $ for

(protocol) and $ for (protocol extension), inclusive of procedures
required by the Protocol and in accordance with the Payment Schedule attached hereto and made a
part of this Agreement as Exhibit A dated . Direction and Conditions of
payment are set forth in Exhibit A. Further, additional procedures, as set forth in Exhibit A, will be
invoiced to SPONSOR as pass through costs as they are incurred without mark-up and invoices will be
accompanied with supporting documentation.

B. The attached Payment Schedule is for completed records for up to _ valid subjects. A valid subject is
defined as a subject who meets eligibility requirements to enroll in the study and does not have
significant protocol violations that would exclude his/her data from analysis. This Study is being
conducted under a policy of managed enroliment. SPONSOR anticipates closure of enrollment upon
randomization of a total of ____ valid subjects. In the eventthat ____ total valid subjects are enrolled



prior to a site’s reaching its valid subject goal of ___ further recruitment will be suspended. Subjects not
completing the trial will be paid for on a prorated basis according to the number of completed visits. All
payment will be made for subject visits according to the attached Payment Schedule. Reimbursement
for expenses related to screening failures will be made according to the Payment Schedule.

The parties acknowledge and agree that the compensation and support provided by SPONSOR to
Institution pursuant to this Agreement represents the fair market value for the research services
conducted by Institution, has been negotiated in an arms-length transaction, and has not been
determined in a manner that takes into account the volume or value of any referrals or other business
otherwise generated between SPONSOR and Institution.

Neither Institution nor Principal Investigator shall make any use of Study Drug provided by SPONSOR
other than for the performance of the Study.

Neither Institution nor Principal Investigator shall bill any third party for any Study Drug or other items or
services furnished by SPONSOR in connection with the Study, or any services provided to patients in
connection with the Study for which payment is made as part of the Study, except as may be specifically
authorized by the compensation standards set forth in Exhibit A.

13. Independent Contractor: Institution and Principal Investigator are acting in the capacity of independent

contractors hereunder and not as employees or agents of SPONSOR. The parties will make no claim
against the other for compensation, vacation pay, sick leave, retirement benefits, social security benefits,
workers’ compensation, disability or unemployment benefits or employee benefits of any kind.

14. Publicity: None of the parties shall use the name of any other party for promotional purposes without the
prior written consent of the party whose name is proposed to be used, nor shall either party disclose the
existence or substance of this Agreement except as required by law.

15. Controlling Law: This Agreement shall be governed by and construed in accordance with the laws of the
State of Minnesota without regard to any conflicts of laws provisions.

16. Notice: Any naotices given hereunder shall be deposited in the United States mail, sent by fax or personally
delivered, with postage prepaid, as follows:

TO:
Sponsor
TO:
Institution
TO: Principal Investigator

17. Agreement Modifications: This Agreement, or any of its Exhibits, may not be altered, amended or modified

except by written document signed by all parties hereto.



18. Assignment: SPONSOR shall have the right to assign this Agreement to an affiliate of SPONSOR upon prior
written notice to Institution. In all other instances, neither party shall assign its rights or duties under this
Agreement to another without prior written consent of the other party. Subject to the foregoing, this
Agreement shall bind and inure to the benefit of the respective parties and their successors and assigns.

19. Conflict with Protocol: If any of the provisions of this Agreement conflict with any provision of the Protocol,
this Agreement shall take precedence.

20.Dispute Resolution:

Mediation. Prior to commencement of arbitration, the parties will attempt to mediate their dispute using a
professional mediator from American Arbitration Association (AAA). The parties agree to convene with the
mediator, with senior representatives of the parties present, for at least one session. In no event will
mediation delay commencement of the arbitration for more than 30 days absent agreement of the parties.

IN WITNESS WHEREOF, the parties hereto have caused this Agreement to be executed by their duly
authorized representatives as of the date first above written.

SPONSOR

Signature Date

Title

INSTITUTION

Signature Date

Principal Investigator

Signature Date

Principal Investigator

Attachments:

Exhibit A (Budget, Payment Schedule, Conditions of Payment, and Direction of Payment)



Attachment B
SUBCONTRACT BETWEEN
HEALTHPARTNERS RESEARCH FOUNDATION (HPRF)
AND

(COLLABORATING INSTITUTION)
RECITALS

WHEREAS, HPRF has received Grant from , hereinafter referred to as the Prime Grant, and

WHEREAS, the parties hereto desire to enter into a Subcontract calling for collaboration on the project entitled
“ " as detailed in the Prime Grant application and all subsequent revisions

NOW, THEREFORE, it is agreed:
ARTICLE | — Workscope
A. The Collaborating Institution will

B. The Collaborating Institution shall use its best efforts to accomplish work outlined or referenced under Article
| of this Subcontract. Performance of the requirements under this Article will be considered acceptable if
the work is performed in accordance with high standards of scientific and professional skill and the
indicated level of effort has been substantially applied; provided, however, that all other requirements are
met as specified under this agreement.

ARTICLE Il - Period of Performance

The entire period of this Subcontract shall be through unless period is further extended by formal
modification of this agreement. The current budget period is through . The contract will be
modified annually to add future budget years.

ARTICLE Ill - Consideration, Billing Instructions

A. The total amount authorized, including direct and indirect costs, is for the current budget period
referenced in Article Il. This amount shall not be exceeded without written authorization.

B. Payment will be provided to the Collaborating Institution upon receipt of certified invoice reflecting
categorical breakout of costs incurred.

C. Invoices shall be submitted not more frequently than monthly but must be submitted at least quarterly.
D. Please reference study number on all related communications.
E. Invoices shall be submitted in duplicate to:

Beverly Prawalsky

Manager of Financial Services
HealthPartners Research Foundation
8170 33" Avenue South

PO Box 1524

Minneapolis, MN 55440-1524

F. A final invoice, clearly marked final, covering costs incurred through shall be submitted within sixty
(60) days of the current grant expiration date, on or before

G. All costs incurred under this Subcontract will be subject to audit by the Collaborating Institution’s Cognizant
Federal Audit Agency. Substantiating documents shall be retained and Collaborating Institution is expected
to keep an accurate accounting of all costs incurred in the performance of the agreement. The
Collaborating Institution shall provide Cognizant Government Auditors and/or HPRF financial
representatives access to records, where necessary, to support costs related to this Agreement.
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ARTICLE IV — Record Retention

A.

All pertinent records and books of accounts related to this agreement, in possession of the Collaborating
Institution, shall be retained for a period of three (3) years after the conclusion of the agreement.

Records related to any litigation or claim arising out of the performance of this agreement, or costs and
expenses of this agreement to which exception has been taken as a result of audit and/or inspection, shall
be retained by the Collaborating Institution until such litigation, claim or exception has been resolved.

ARTICLE V — Provisions Applicable to Direct Costs

A.

Unless otherwise expressly provided elsewhere in this agreement, or in any amendment thereto, the
following items or activities shall be unallowable as direct costs without prior written approval of the HPRF
and /or the agency awarding the Prime Grant (“Awarding Agency”), if required:

1) Purchase/lease of equipment or furniture having unit cost in excess of $25,000.00
2) Alterations/renovations of facilities.
3) Patient care costs.

4) Costs specified as unallowable under NIH Grants Policy Statement (Rev.12/03).

By acceptance of this agreement the Collaborating Institution acknowledges that it will comply with the
terms and conditions specified in the Notice of Award, Attachment A, which is hereby incorporated as part
of this agreement. Collaborating Institution shall also abide by procurement standards prescribed by 45
CFR 74.48 or 92.36(i), policies and procedures contained in NIH Grants Policy Statement, (Rev. 12/03),
and terms and conditions cited in OMB Circular A-21.

ARTICLE VI — Rebudgeting

A.

Rebudgeting between categories shall be consistent with NIH Grants Policy Statement (12/03), except that
extensions without additional funds and carryover of unobligated balances require prior written approval of
HPRF. However, any restrictions on rebudgeting listed elsewhere in this agreement shall take precedence
over the policy of the Awarding Agency.

. Rebudgeting requests which require Awarding Agency approval should be directed to the HPRF's Principal

Investigator,

ARTICLE VII — HPRF Principal Investigator/Collaborating Institution’s Project Director

A.
B.

The Principal Investigator designated for the HPRF is

Collaborating Institution has designated as its Project Director. The Project Director shall be
responsible for monitoring and directing the research efforts defined in Article I-A. In the event a change in
Project Director is necessary, HPRF must be notified immediately and any changes in key personnel are
subject to the prior written approval of the HPRF Principal Investigator.

ARTICLE VIII — Patents and Inventions

1.

For purposes of this Subcontract the term “Works of Authorship” shall mean any original work of
authorship within the purview of the copyright laws of the United States of America prepared,
generated, developed, or created by HPRF and/or the Collaborating Institution, the Project Director,
and the Collaborating Institution’s employees, agents, independent contractors, and representatives
(collectively the “Collaborating Institution Personnel”) in the course of performing work under this
Subcontract.

The parties intend and agree that all Works of Authorship, including, without limitation, Reports, shall
belong solely to the HPRF. All works of Authorship created by the Collaborating Institution and/or the
Collaborating Institution Personnel shall conclusively be deemed “works made for hire” within the
meaning and purview of Section 101 of the United States Copyright Act, 17 U.S.C. 101 and the HPRF
shall be the copyright owner thereof. If any such Work of Authorship does not qualify as a “work made
for hire”, the Collaborating Institution shall, and shall ensure that the Collaborating Institution Personnel,
irrevocably assign, convey, and transfer to the HPRF, free and clear of any lien, claim, or other
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encumbrance, the exclusive copyright, ownership of all Works of Authorship. Collaborating Institution
shall, and shall ensure that the Collaborating Institution Personnel, promptly disclose all such Works of
Authorship to HPRF. Collaborating Institution shall, and shall ensure that the Collaborating Institution
Personnel, execute and assign any and all applications, assignments, and other documents and will
render all assistance that HPRF may reasonably request for HPRF to obtain copyright and/or other
intellectual property protection for any such Work of Authorship.

3. For purposes of this Agreement, the term “Subject Invention” shall mean any discovery,
improvement, innovation, idea, formula or shop right (whether or not patentable, whether or not put into
writing, and whether or not put into practice), conceived by HPRF and/or the Collaborating Institution
Personnel in the course of performing work under this Subcontract.

4. The parties intend and agree that HPRF shall exclusively own the entire right, title, and interest
throughout the world in and to each discovery and Subject Invention-conceived or first actually reduced
to practice as a result of the work conducted under this subcontract subject to the provisions of 37 CFR
401. With respect to any discovery and Subject Invention in which HPRF retains title, the Federal
Government shall have a nonexclusive, nontransferable, irrevocable, paid-up license to practice or
have practiced for or on behalf of the United States the subject invention throughout the world.
Collaborating Institution shall, and shall ensure that the Collaborating Institution Personnel, irrevocably
assign to HPRF all right, title, and interest in and to any and all such discoveries and Subject Inventions
and promptly disclose all such discoveries and Subject Inventions to HPRF. Collaborating Institution
shall, and shall ensure that Collaborating Institution Personnel execute and assign any and all
applications, assignments, and other documents and render all assistance that HPRF may reasonably
request for HPRF to obtain patent and/or other intellectual property protection for any discovery and
Subject Invention.

5. A final Subject Invention statement, HHS-568, shall be submitted by Collaborating Institution to HPRF
within sixty (60) days of agreement termination of this Subcontract to the address noted in Article III-D.

6. The provisions of this Article XIlII shall survive the termination of this Subcontract.
ARTICLE IX — Grant Related Income

The Collaborating Institution is accountable to HPRF for any grant-related income generated by activities
performed under this agreement. Disposition of such income will be made by one of the following options:

1) Deduction alternative: Deducted from total allowable costs and third-party in-kind contributions for the
purpose of determining the net costs on which the Federal share of costs will be based. When this
alternative applies, the deduction must be made from current costs unless the terms of the award authorize
deferral to a later period.

2) Cost sharing or matching alternative: Used to satisfy all or part of a cost sharing or matching requirement.

3) Additional costs alternative: Used for costs that are in addition to the allowable costs of the project for any
purposes that further the objectives of the legislation under which the grant was made.

Option 1 above may always be selected by the Collaborating Institution and must be used if neither of the other
alternatives is specified by the NIH awarding office and in this agreement.

ARTICLE X — Independent Contractor

Each party to this Subcontract shall act as an independent contractor and shall not be construed for any
purpose as the partner, agent, employee, servant, or representative of the other party.

ARTICLE XI — Confidentiality and Nondisclosure

1. Collaborating Institution understands that the purpose of this ARTICLE is to protect the rights, title and
interests of HPRF in its Confidential Information (as defined in paragraph 2 below) in the possession of
HPRF or affiliated organizations, its customers or clients to which Collaborating Institution may be privy to
or obtain as a result of this agreement.

2. "Confidential Information" means all information not generally known to the public, relating to the affairs of
HPRF and its affiliate organizations, its customers, clients, employees and affiliated independent
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contractors, whether disclosed orally, in writing, or electronically, graphically, or in any other form including,
but not limited to: the terms and conditions of this Subcontract and attachments thereto, each as amended;
each Work of Authorship and Subject Invention; business and marketing plans, policies, procedures and
methods; surveys and results thereof, research and development plans and computer programs; recruiting
plans and programs; correspondence files; actual and prospective customer, client, employee and affiliated
professional and paraprofessional files and lists; reports; financial and contractual data; patient medical
records drawings, data, trade secret and other intellectual property rights; and any other non-public data or
matter acquired or used in the course of HPRF business. All Confidential Information will be identified as
confidential by marking it “Confidential Information” and if disclosed orally, by putting the information in
writing, identifying it as Confidential Information and sending it to Collaborating Institution within 30 days of
the original disclosure.

At all times during the course of its business relationship with HPRF and thereafter, Collaborating
Institution shall keep secret all of HPRF’s Confidential Information which may be disclosed to the
Collaborating Institution possession and control ; Collaborating Institution shall inform each of its
employees or independent contractors of their obligation and duty to maintain Confidential Information; and
Collaborating Institution shall not disclose or make any HPRF Confidential Information known to any third
party, nor use any Confidential Information while deriving direct or indirect compensation from any third
party, without HPRF prior written consent. For purposes hereof, "direct or indirect compensation" means
any actual or potential payment, financial advantage or anything else of value, whether earned or derived
as employee, principal, proprietor, partner, shareholder, independent contractor, agent, consultant, or in
any other capacity.

Within ninety (90) days of the earlier of the completion of the Project or termination of this Subcontract, and
at any earlier time upon HPRF’s request, Collaborating Institution shall turn over (transfer) to HPRF any
and all Confidential Information delivered to or obtained, accessed and generate by, Collaborating
Institution, including all copies thereof in Collaborating Institution’s possession, it being agreed that the
same and all information contained therein that HPRF retains its rights, title and interest. Collaborating
Institution shall, if requested by HPRF, certify in writing and by registered mail to HPRF that all Confidential
Information has been returned.

The obligations and restrictions of confidentiality set forth in this Article shall not apply to any portion of the
Confidential Information which: was already in the possession of the Collaborating Institution at the date of
disclosure, or was already in the public domain or later comes in the public domain through no fault of the

Collaborating Institution, or is received without any obligation of secrecy from a third party who was free to
disclose the information, or is required by law to be disclosed.

ARTICLE Xl — Liability

Each party shall be responsible for claims, losses, damages and expenses which are caused by the wrongful
or negligent acts or omissions of that party or its agents, employees or representatives acting within the scope
of their duties. Nothing herein shall be construed to limit either party from asserting against third parties any
defense or immunities (including common law, statutory and constitutional) it may have nor be construed to
create a basis for a claim or suit when none would otherwise exist. This provision shall survive the termination
of this agreement.

ARTICLE XIII - Termination
A. This Subcontract may be terminated by either party hereto by giving written notice to the other party at

B.

least thirty (30) days in advance of a specified date of termination.

Upon receipt of such a notice from HPRF, Collaborating Institution shall take all necessary action to cancel
outstanding purchase orders and other commitments relating to the work under this agreement, and shall
exercise reasonable diligence to cancel or redirect commitments for personal services to its other activities
and operations.

HPRF shall remain liable for all costs incurred under this Subcontract, including any of the above
mentioned commitments entered into by Collaborating Institution in good faith prior to the receipt of the
above mentioned notice. Upon payment of such costs, HPRF, shall be entitled, and Collaborating
Institution shall deliver, all information and items, at whatever stage of development they are in, which, if
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the Subcontract had been completed, would have been required to be furnished to HPRF, including, but
not limited to, partially completed plans, drawings, data, documents, surveys, maps, report and models.

D. If either party hereto shall commit any breach of or default in any of the terms or conditions of this
Subcontract, and fails to remedy such default or breach within ninety (90) days after receipt of written
notice thereof from the other party hereto, the party giving notice may, at its option and in addition to any
other remedies which it may have at law or in equity, terminate this Agreement by sending notice of
termination in writing to the other party to such effect, and such termination shall be effective as of the date
of the receipt of such notice.

ARTICLE XIV - Additional Provisions
A. Publications

Publication of project results shall be in conformance with NIH guidelines and shall acknowledge support from
Prime Grant awarded to the HPRF by . One copy of publications resulting from work performed
under this agreement, in whole or part, shall be submitted to the HPRF’s Principal Investigator (Article VII); one
copy will be transmitted to NIH in fulfilment of their requirement.

B. Protection of Human Subjects

Funds awarded for research involving human subjects may be used only if Collaborating Institution has an
approved assurance of compliance on file with the Office for Protection from Research Risks. Collaborating
Institution shall submit to HPRF an assurance, reviewed and approved by an appropriate institutional
committee, that the rights and welfare of any human subjects involved in this project are adequately protected
in accordance with DHHS Regulations, (45 CFR, Part 46). The Assurance, whether General or Special, must
be submitted to HPRF prior to the expenditure of any funds provided under this Subcontract that involve
human subjects.

In the event this agreement is extended by mutual consent beyond the current period of performance,
Collaborating Institution shall submit to HPRF a certification that the continuation application will be reviewed in
accordance with the above.

C. Care and Treatment of Laboratory Animals

The Collaborating Institution, if using warm-blooded animals in the agreement project, shall comply with
applicable portions of the Animal Welfare Act (P.L. 89-544 as amended (P.L. 91-579 and 94-279) U.S.C. 2131
et. Seq.) and will follow guidelines prescribed in DHHS Publications No. 86-23, Rev. 1985 or succeeding
revisions, “Guide for the Care and Use of Laboratory Animals:. If using animals, as specified in NIH GUIDE,
Vol. 14, No. 8, June 25, 1985, Collaborating Institution should provide the HPRF an assurance, reviewed and
approved by an appropriate institutional committee, that the policy requirements are being met.

D. Civil Rights and Equal Employment Opportunity

The Collaborating Institution shall comply with the various laws, regulations and executive orders as delineated
in the NIH Grants Policy Statement (Rev. 12/03).

E. Equipment Accountability

The Collaborating Institution shall utilize sound purchasing and inventory procedures and maintain adequate
records to account for the purchase, inventory, and disposition of equipment acquired under this agreement.
Title to equipment shall reside with the Collaborating Institution. However, HPRF retains the right, as specified
in 45CFR, Part 74, Subpart 74.136, to require the transfer of equipment, including title, having a unit
acquisition cost of $5,000.00 or more to the Federal Government or an eligible non-federal party.

F. Patient Care Costs

1. The Collaborating Institution shall adhere to the policies set forth in the NIH Grants Policy Statement (Rev.
12/03) regarding the payment of patient care costs and only charge patient care costs in accordance with
those regulations.

2. Research patient care rates or amounts (collectively referred to as “rates”) are established, by negotiations
with the Division of Cost Allocation (DCA), Regional Administrative Support Center for the HHS region in
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which the Collaborating Institution is located. These negotiations are based on a research patient care
proposal submitted by the Collaborating Institution to substantiate its claim for reimbursement. The
requirement for submission of research patient care proposals does not apply, however, to hospitals that
are awarded $100,000.00 or less in research patient care costs of any single grant budget period, nor to
those patient care services (such as special nursing and dietary services) that are needed to meet special
research protocol demands and are approved as direct “line items” in the grant.

G. Indirect Costs

The Collaborating Institution shall be reimbursed for indirect costs in accordance with rate reflected herein,
, in an amount not to exceed during the current budget period. However, the Collaborative
Institution may elect to rebudget available direct cost funds for additional indirect costs if:

1) An increase in the negotiated indirect cost rate occurs.

2) Rebudgeting into the applicable cost base creates additional indirect costs.

3) Rebudgeting does not increase the amount of this subcontract above the amount specified in
Article III.

H. Administrative Considerations

Where policies of the Collaborating Institution differ from those of the HPRF, such as travel reimbursement,
fringe benefits, etc., the policies of the Collaborating Institution shall be applicable to cost incurrences under
this Subcontract provided such policies comply with Awarding Agency regulations.

I. Approved Budget — See Attachment B
J. Certifications

The Collaborating Institution must comply with the following requirements of Federal financial assistance
programs:

1) Drug Free Workplace Act of 1988.

2) Debarment and Suspension regulations (DHHS Code of Federal Regulations Title 45 CFR Part
76).

3) Non-Delinquency on Federal Debt (OMB Circular No. A-129, rev. November 25, 1988).
4) Certification Regarding Lobbying (Section 1352, Title 31, U.S. Code).

5) Audit Reports.

6) Scientific (Fraud) Misconduct Assurances.

Collaborating Institution agrees to comply with the requirements of OMB Circular A-133 or Circular A-128, as
applicable. Collaborating Institution further agrees to provide HPRF with a copy of materials cited under
Section .320 Report Submission (Certificate of Audit and Reporting Package) when the schedule of findings
and questioned costs disclosed audit findings relating to funds provided under this agreement or the summary
schedule of prior audit findings reported the status of any audit findings relating to funds provided under Grant
RO1 CA128211. Furthermore, in response to requests by HPRF, Collaborating Institution shall submit the
appropriate copies of the reporting package described under Section .320, paragraph c, and, if requested, a
copy of any management letters issued by the auditor.

All records and reports prepared in accord with the requirements of OMB Circular A-133 or A-128, as
applicable, shall be available for inspection by representatives of HPRF or the Government during normal
business hours.

The Collaborating Institution certifies that, where applicable, institutional policies and systems are in place to
assure such compliance with the above requirements by acceptance of this document.

K. Chlorofluorocarbon

The Collaborating Institution certifies that no chlorofluorocarbon (CFC) — processed products will be used in
fulfilling contracts for packaging, all as defined in MN Statute Section 116.70-74.
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L. Order of Precedence

Any inconsistency in this Subcontract shall be resolved by giving precedence in the following order: 1) Prime
Grant terms and conditions 2) agreement clauses; and 3) other documents, exhibits, and attachments.

ARTICLE XV - Entire Agreement

This Subcontract constitutes the entire agreement between the parties hereto with respect to the subject
matter hereof and any modifications to this Subcontract shall be in writing and shall be signed by all parties.
There are no understandings, representations, or warranties except as herein expressly set forth and no rights
are granted except as expressly set forth herein.

IN WITNESS WHEREOF, the parties hereto have authorized their officers or representatives to execute this
Subcontract.

HealthPartners Research Foundation

By: By:
Andrew Nelson

Executive Director

Date: Date:

Add Attachments:
Attachment A:
Notice Of Grant Award

Attachment B:
Approved Budget



CONSULTANT AGREEMENT BETWEEN

HEALTHPARTNERS RESEARCH FOUNDATION
AND

This agreement is entered into by and between the HealthPartners Research Foundation, 8170 33"
Avenue South, PO Box 1524, Minneapolis, MN 55440-1524 (“Foundation”) and (“Consultant”).

WHEREAS, the Foundation has received Grant (“study”) from , and
WHEREAS, the Foundation wishes to engage Consultant and Consultant wishes to consult on study,

NOW, THEREFORE, it is agreed:

1. SERVICES TO BE PERFORMED BY CONSULTANT:
2. TERM
Except as provided in Paragraph 9, the agreement term runs from through
3. PAYMENT
Foundation will pay Consultant at a rate of worked not to exceed in each budget year
. Payment will be made upon receipt of original invoice that provides detail of services rendered
and includes reference to . Invoices to be sent in duplicate to the Manager, Finance Department;

HealthPartners Research Foundation; PO Box 1524; Minneapolis, MN 55440-1524

4, PUBLIC REPRESENTATION AND ANNOUNCEMENTS

Publications and all public representations and announcements that result from the activities of this
agreement and the Study will be directed through Foundation and credits for authorship will be
determined by the principal investigator of the study.

5. ASSIGNMENT

It is expressly recognized that this agreement is entered into on the basis of unique resources of
Consultant. Neither this agreement nor any rights or obligations hereunder may be assigned without
prior written consent of Foundation.

6. INDEPENDENT CONTRACTORS

Consultant agrees to be retained as an independent Contractor by Foundation and agrees that he is
not an employee or agent of Foundation for any purpose, or in any way engaged in a joint venture with
Foundation. Consultant shall not represent to any third party that he has any authority to bind
Foundation to any contractual or other obligation. During the term of this Agreement, Consultant is not
precluded from providing services for other companies provided those services do not conflict with the
business or interests of Foundation nor is Consultant required to provide services other than those set
forth in paragraph 1 hereof. In the performance or rendering of the services contemplated by this
Agreement, Consultant is an independent contractor with the authority to control and direct the
performance of the details of her services. However, the services performed hereunder must meet the
approval of Foundation and shall be subject to Foundation’s general right of supervision to secure the
satisfactory completion thereof.

Consultant acknowledges that Foundation will not assume any responsibility for any
federal, state and local income, employment or business taxes, Social Security and any other tax, fee
or assessment which may be assessed as a result of the Services performed by Consultant or any of
Consultant's employees.



Consultant further acknowledges that Foundation will not assume responsibility for any
insurance including, but not limited to, Worker's Compensation, unemployment and disability insurance
and that Foundation has no obligation to make any such payments on behalf of Consultant or any of
Consultant’'s employees. None of Consultant's employees who perform Services pursuant to this
Agreement are entitled to any fringe benefits, pension, retirement, profit-sharing or any other benefits
which may have accrued or be available to any employee of Foundation.

7. CONFIDENTIALITY

At all times during the course of its business relationship with Foundation and thereafter, Consultant
shall keep secret all of Foundation’s Confidential Information which may come into Consultant’s
possession; and shall not make any Confidential Information known to any third party, nor use any
Confidential Information while deriving direct or indirect compensation from any third party, without
Foundation’s written consent. For purposes hereof, “direct or indirect compensation” means any actual
or potential payment, financial advantage or anything else of value, whether earned or derived as
employee, principal, proprietor, partner, shareholder, independent contractor, agent, consultant, or in
any other capacity.

“Confidential Information” means all information not generally known to the public, relating to the affairs
of Foundation and its affiliates, customers, clients, employees and affiliated independent contractors,
whether disclosed orally, in writing, or electronically including, but not limited to: business and
marketing plans, policies, procedures and methods; surveys and results thereof, research and
development plans and computer programs; recruiting plans and programs; correspondence files;
actual and prospective customer, client, employee and affiliated professional and paraprofessional files
and lists; reports; research data, financial and contractual data; patient medical records; and any other
non-public data or matter acquired or used in the course of Foundation’s business. "Confidential
Information" also includes any matter which Foundation reasonably designates as such by notice to the
Consultant, but no such notice is required to constitute a matter or data as Confidential Information if
the matter or data is within the definition stated in the preceding sentence.

Following completion or termination of agreement, and at any earlier time as Foundation may request
that Consultant shall turn over (transfer) to Foundation within sixty (60) days of the request all notes,
memoranda, customer and prospect lists or other data, marketing materials or plans, and any other
records or documents (including but not limited to records in electronic or other non-paper storage
median) made, compiled by or delivered to Consultant and concerning or containing any Confidential
Information, including all copies in Consultant’s possession, it being agreed that the same and all
information contained therein that Foundation retains its rights, title and interest. Consultant shall certify
in writing that all Confidential Information have been returned.

All patient medical record data and other protected health information used by the Consultant will
remain at the HealthPartners Research Foundation (HPRF) site at 8170 33" Avenue South,
Bloomington Minnesota during the course of this business relationship. All access to this data,
electronic or otherwise, will be made from this HPRF site. The consultant will not engage in any
electronic transfer or storage of protected health information via email or portable electronic devices
(i.e. Laptops, PDAS).

The Consultant will complete the appropriate training in data access and use. This will include
successful completion of research privacy training prior to data access and training in the access and
use of the electronic medical record system.

Following completion or termination of agreement, and at any earlier time as Foundation may request
that Consultant shall turn over (transfer) to Foundation within sixty (60) days of the request all notes,
memoranda, customer and prospect lists or other data, marketing materials or plans, and any other
records or documents (including but not limited to records in electronic or other non-paper storage
media) made, compiled by or delivered to Consultant and concerning or containing any Confidential
Information, including all copies in Consultant’s possession, it being agreed that the same and all
information contained therein that Foundation retains its rights, title and interest. Consultant shall certify



in writing that all Confidential Information have been returned.

8. SCOPE CHANGES
If the scope or nature of the work deviates significantly from that described above, either party may re-
negotiate this contract.

9. TERMINATION
Foundation may terminate this Agreement at any time without reason or cause upon thirty (30) days'
prior written notice to Consultant. In the event of the death of Consultant, this Agreement shall
terminate on date of death immediately and without notice. In the event of a disability rendering the
Consultant incapable of performing all duties hereunder for a duration of sixty (60) consecutive days,
this Agreement shall terminate at the conclusion of said 60-day period immediately and without notice.
Foundation may terminate this Agreement at any time for cause (including, but not being limited to, the
breach of the terms hereof by Consultant) effective immediately upon written notice. Consultant may
terminate this Agreement at any time upon thirty (30) days written notice.

Termination of this Agreement shall not relieve Consultant of the obligations under
Paragraph 7 of this Agreement, which obligations shall survive termination of this Agreement.

10. INJUNCTIVE RELIEF.

Since damages for violation of this Agreement may be difficult to ascertain and since violation of this
agreement may result in irreparable injury to Foundation for which money damages may not adequately
compensate Foundation, Foundation shall be entitled to injunctive relief to prevent any breach of this
Agreement or any continuing breach of this Agreement by the Consultant as well as any other relief
available to it in law or equity.

11. SEVERABILITY

To the extent any provision of this Agreement shall be invalid or unenforceable, it shall be considered
deleted herefrom and the remainder of such provision and of this Agreement shall be unaffected and
shall continue in full force and effect.

Notwithstanding the foregoing, in the event that any provision of this Agreement is
unenforceable because it is overbroad, then such provision shall be limited to the extent necessary to
make it enforceable under applicable law and enforced as so limited. The Consultant acknowledges the
uncertainty of the law in this respect and expressly stipulates that this Agreement be given the
construction which renders its provisions valid and enforceable to the maximum extent (not exceeding
its express terms) possible under applicable law.

12 DISPUTES.

In the event any dispute arises between the parties concerning this Agreement, the concerned party
shall notify the other party in writing of the existence of the dispute and the notifying party’s desire to try
informally to resolve the dispute. Following such notice, the parties shall meet and confer in good faith
to resolve such dispute. In the event such efforts do not succeed in resolving the dispute within (30)
days from the date the parties first met to confer, the parties shall submit the dispute to informal
mediation before a mediator mutually agreeable to the parties. If the parties are unable to agree upon a
mediator, or if such mediation does not resolve the dispute, it shall be submitted to binding arbitration
pursuant to the Commercial Arbitration Rules of the American Arbitration Association. The award of the
arbitrator(s) shall be final and binding upon the parties, and either party may have judgment entered
upon the award by any court of competent jurisdiction. This provision shall survive termination of this
Agreement.

13. NOTICES.

Notices sent to HealthPartners should be sent to:
HealthPartners Research Foundation
attn:  Beverly Prawalsky
P. O. Box 1524
Minneapolis MN 55440-1524



Notices to Consultant should be sent to:

14. MISCELLANEOUS

(a) This Agreement supersedes any prior consulting agreements between the parties
and contains the entire agreement of the parties. There are no terms other than those contained herein.
Said terms may not be altered, enlarged, supplemented, abridged, modified, nor any provisions waived
except by an agreement in writing, signed by the parties.

(b) The headings and captions and the numbers and letters preceding the various
paragraphs of the Agreement are inserted for convenience of reference only and shall not constitute a
part hereof.

(c) Failure of either party hereto to enforce any term or provision shall not be construed
as a waiver of such provision or term nor of the right to enforce such term or provision.

(d) No amendment or modification of this Agreement shall be deemed effective unless or
until executed in writing by the parties hereto with the same formality attending execution of this
Agreement.

(e) For purposes of this agreement, the laws of the State of Minnesota shall govern.

HEALTHPARTNERS RESEARCH FOUNDATION:

Andrew F. Nelson Executive Director
Name Title
Signature Date
CONSULTANT:

Consultant
Name Title

Signature Date



Financial Policies

HPRF promotes good stewardship in order to advance our mission of improving health through
research. These resources will assist you in understanding and complying with key federal
regulations regarding research finance.

Patient Care Costs and Billing described in Research Procedure Charges policy

Indirect Cost Rate (F&A) Application and Revenue Sharing

Effort Certification




]

QE HealthPartners/GHI

Subject Attachments
Research Procedure Charges I yes [ No
Key words Billing, Charges, Clinical Trials Number
GHI-BP-HPRFPB-02.05
Category Business Practices (BP) Effective Date
1/1/07
Manual HealthPartners Research Foundation Policy Book Last Review Date
03/01/04
Issued By HealthPartners Research Foundation Next Review Date
2nd quarter 2007
Applicable Origination Date
Research staff who implement study protocols involving clinical procedures (ie. x-rays, lab 03/01/04
tests). Key representatives of departments where research protocol procedures will be Retired Date
performed. Key contacts who establish unique research-related changes in charge NA
systems.
Review Responsibility HealthPartners Research Foundation Administration Contact Systems and
Development Team
PURPOSE

To ensure that research participant expenses and HealthPartners organizational expenses incurred
during research participation are properly charged and reimbursed.

POLICY
HPRF will be good stewards in order to advance the mission of improving health through research.

PROCEDURE(S)

A. Clinical research protocols often require that subjects undergo certain procedures. Research staff
must establish the cost of the procedure with the department supplying the service. This rate must
be negotiated with the key respresentative from the department prior to implementing the protocol.
Note that a research procedure charge may involve professional fees, facility fees, as well as the
charge for the procedure itself.

B. Research rates are established by the investigator or coordinator when preparing the budget
section of the research application. This process also helps in preparing for protocol implementation.
Electronic management of charges or other reimbursement process for services must be in place
prior to implementing the study.

C. Any cost incurred by a department for performing research-specific tasks should be reimbursed by
the research site or acknowledged by the department as a donated service.

D. Chargeback mechanisms must be established so that both subjects and departments providing
research services are appropriately charged and/or reimbursed. Research procedures (that are not
part of usual care) are normally performed at no cost to the participant. In this case, neither the
research participant nor their insurance companies should be charged for these procedures. Only
the costs described in the consent form are charged to the subject.
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E. In order to modify charge systems (i.e. EPIC, etc.) to meet these requirements, key contacts (see
below) may need to be consulted. The appropriate key contact enters a generic study name to
identify the study charge while maintaining participant confidentiality.

F. The preferred way to eliminate patient billing is for key contacts to create an electronic "company
account" that will charge the research site rather than the research participant.The study site may
also reimburse another department by tracking the number of services provided and reimburse
through an inter-company chargeback. This can be arranged through HPRF Finance; contact
Finance for assistance.

Departments and resources commonly involved in these unique charging systems are listed in the
attached document.

DEFINITIONS
Company Account—An account that is established within EPIC and other systems in which procedure
charges are expensed to a specific study site rather than an individual subject.

EPIC—the electronic medical record system that is used at HealthPartners.

Research Procedures—specific procedures that are required by a clinical research study. These are
generally NOT billed to the subject or the subject’s insurance.

Usual care procedures—specific procedures that would be commonly performed if a research subject
was seeking care for their condition outside of a research protocol

COMPLIANCE

This policy has significant business ethical implications. Failure to comply with this policy or the
procedures may result in disciplinary action, up to and including termination.

ATTACHMENTS
NA

OTHER RESOURCES
Internal

Other

APPROVAL(S)

Andy Nelson
HPRF Executive Director

ENDORSEMENT Systems and Development Team




ATTACHMENT A:

Procedure Charge Contacts

Departmental Contacts for Establishing Procedure Costs

Lucy Rieland, Laboratory Marketing Coordinator
Nancy Butala, Dir. Laboratory Services HealthPartners
Chris Armstrong, Mgr. Radiology Information Systems
Sandy Soukup, Pharmacy

Mike Cannon, Dir Cardiovascular Services

Brad Plowman, Dir. Financial Planning

Contacts for Modifying System Billing

Gail Ireland, Care Systems Improvement
Gerald Olson, Care Systems Improvement
Candi Nordling-Liekhus, Business Office
Donna Aldrich, Regions Billing

Gail Felland, Manager HPMG Lab System
Clinic-specific Education Compliance Specialist (ECS)
Holly Watters, Patient Accounting
Barbara Wanner, Specialty Revenue

Kelly Heyn, Patient Accounting

Paula Lynn, Care Systems & Coding
Chris Michel, Care systems & Coding

Regions Laboratory
Medical Group Lab
Regions Radiology
Regions Pharmacy

Regions Cardiology
Regions Inpatient

Regions, Inpatient

Regions, Inpatient

Regions, Outpatient

Regions, Patient Accounts

HPMG Lab Systems

Primary & Specialty Care, Outpatient
Primary Care, Outpatient

Specialty Care, Outpatient

Primary & Specialty Care, Outpatient
Primary & Specialty Care Cadence (scheduling)
Primary & Specialty Care Prelude (billing)



HEALTHPARTNERS RESEARCH FOUNDATION

Policy: Research Indirect Cost (F&A) Rate Application No. 008.10
and Revenue Sharing

Subject: Indirect cost application and revenue sharing on | Origination Date: 01/01/04

research projects
proj Supersedes: none

Source: Research Administration

Effective Date: 07/01/04 Review Date: 01/01/2005

Purpose
How the indirect cost rate is applied and revenue is shared.

Other Related Procedures

008.07 Use of Departmental Research Funds

Procedure

What?

Facilities & Administrative (F&A) costs are those costs that are incurred for common or joint
objectives and therefore cannot be identified readily and specifically with a particular sponsored
project. F&A costs include human resources, legal services, finance and accounting services,
research administration, corporate compliance, IRB costs and other general costs. These costs
represent a real expense to HPRF and the recovery of these costs allows HPRF to maintain the
infrastructure required to run a successful research program.

HPRF negotiates a Facilities & Administration Cost Rate with our Federal Audit Agency
(Department of Health and Human Services). The rate is based on the total dollars spent on
facilities and administration as a percentage of total direct research costs. The federally
approved rate is the true cost of maintaining the research program at HPRF. HPRF negotiated
rate falls on the low end of the average federal F&A rate.

When?
Applied monthly through billing of each active project
How?

Indirect costs are applied differently depending on the funding source. The indirect rate is
calculated based on all applicable expenses.

1. GOVERNMENT SPONSORED PROJECTS

a) The Facilities and Administration (indirect) rate is a government-negotiated rate
of 47%.

b) 25% of the Facilities and Administration revenue will be shared with the host's
Department Research Fund. Sharing will only occur if the government-negotiated
rate of 47% is collected.

2. INDUSTRY SPONSORED PROJECTS

a) Clinical Trial — Industry Initiated

i. Minimum indirect rate is 20% with a desired rate of 25%.




Advertising and IRB fees are not included in the calculation of the indirect
rate.

iii. Half of the Facilities and Administration revenue will be shared with the
host's Department Research Fund.

b) Investigator Initiated Indirect rate is 47%. 25% of the Facilities and

Administration revenue will be shared with the host’s Department Research
Fund.

PRIVATE FOUNDATION SPONSORED PROJECTS

a) Private Foundation’s have individual policies for indirect costs. Contact
Research Administration for assistance with contracting information.



HEALTHPARTNERS RESEARCH FOUNDATION

Policy: Effort Certification No. 008.14

Subject: Effort Certification Process Origination Date: 12/1/04
Source: Research Administration Supersedes:

Effective Date: 05/01/05 Review Date: 05/01/06
Purpose

HPRF is required to document effort (work hours reported) to comply with federal
regulations and to show responsible use and accountability of human resources.

Other Related Procedures

None

Procedure

Who?

All staff spending time either administratively for HealthPartners Research Foundation
(HPRF) or directly on HPRF Research projects.

What?

Effort is the proportion of time spent on any activity and expressed as a percentage of
the total professional activity for which an individual is employed by the institution. This
is a reasonable estimate, total effort must equal 100% and effort is not based on a 40
hour week.

When?
Monthly

Why?
»  Verify that researchers and staff are performing work

* Federally financed projects require documenting labor charges and cost sharing.
This requirement must be consistent with policies and procedures for both federally-
financed and other activities of HPRF including administrative duties.

»  Effort certification is the means of documenting commitments were met; the
production of science is not sufficient to demonstrate actual effort.

« Accurate and timely effort certification forms are the basis for accurate and timely
invoicing and are necessary to maintain the financial health of HPRF.

How?

«  Effort reports are generated monthly by Research Finance Department. The forms
are distributed (via email or interoffice mail) on the second Friday to the
individual/department involved in research. Forms need to be returned NO LATER
than two weeks after distribution.




The Effort Certification Form shows the current reporting period and the related
payroll periods. The form lists all applicable activities or accounting units for that
employee.

The form has a column for actual effort (effort to be charged against a project) and a
column for in-kind effort (effort contributed by a source other than project funds).
The employee completes the form by noting the estimated amount of time involved
in actual and in-kind effort for each project during the month. The total of these two
columns should equal 100%. The total distribution of effort dedicated to all activities
for an individual must equal 100%, regardless of the number of hours worked.

100% or nearly 100% research effort is not realistically possible for individuals with
significant non-research obligations to the institution.

All in-kind effort will be expensed in the employee’s home department or
departmental research fund. In-kind or contributed effort must be certified on the
Effort Certification Form.

Payroll expense is applied to projects based on actual cash paid to employees
unless it is the end of the project and then payroll is expensed up to the last day of
the grant or contract.

Payroll expense includes the annually budgeted benefit rate, paid time off and leave
of absence. These expenses are allocated to the projects based on the time
worked on the projects overall

K-Award recipients are committed to the 75% or 80% effort for research.

A proportion of Institutional Base Salary greater than the NIH salary cap is
committed cost sharing. Each fiscal year a salary cap is established. Any amount
of salary over this on a % basis will be expensed back to the employee’s home
department.

Effort Certification Forms must be signed by the employee or a person having direct
knowledge of the work.

Effort Certification Forms are reviewed by Finance for reasonableness.

An Effort summary worksheet is created and distributed to all Research staff for
their review.

Questions or discrepancies concerning efforts should be directed to the employee
reporting the effort.

Corrective action to be taken must be directed to HPRF Finance Department
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': HealthPartners/GHlI

I
Subject Attachments
Record Archiving & Record Retention I Yes [1 No
Key words record storage, destruction date, Iron Mountain Number
GHI-MI-HPRFPM-05.01
Category Management of Information (Ml) Effective Date
2/15/07
Manual HealthPartners Research Foundation Procedure Book Last Review Date
3/1/05
Issued By HealthPartners Research Foundation Next Review Date
2" quarter 2009
Applicable HealthPartners employees and anyone planning, conducting, or reporting Origination Date
research in a HealthPartners facility or in the name of HealthPartners. 6/1/2000
Retired Date
NA
Review Responsibility HealthPartners Research Foundation Privacy Liaison Contact Systems and

Development Team

PURPOSE To protect confidentiality and security of project data and assure compliance with
applicable law, regulation, and other standards.

POLICY All records, as defined below, created and/or maintained for the purpose of research or
organizational business at HealthPartners Research Foundation will be archived and stored per
applicable laws and standards.

PROCEDURE(S)

A. Retention requirements

All Records, except those specified in Appendix A (attached), will be retained for a period of no
less than seven years from the date of last active use.

Records identified in Appendix A will be retained for no less than the period identified in Appendix
A, beginning with the period start time identified in Appendix A.

Records affected by retention requirements or disposition moratoria created by court orders or
regulatory actions, or other records identified by the HealthPartners Law Department, will be
retained as directed in writing by the Law Department.

Records having a retention period specified in a contract with a business partner will be retained
for a period no less than the longer of the period identified in this policy or the period identified in
the contract.

Records which may fall under more than one record type or record definition in Appendix A will be
retained for the longer of the applicable retention periods.

B. Responsibilities

1. Team. All project team members, including programmers, coordinators, Data Collection
Center staff, and support staff have a role in preparing their project documentation for
archiving. Investigators are responsible for insuring that all project records are




archived according to this procedure. Managers at HPRF are responsible for insuring
that records generated in their areas are archived according to this procedure.

2. Record Custodian. The HealthPartners Research Foundation Executive Director will
designate the Office Coordinator as Record Custodian to perform the duties described
below under the direction of the Manager of Operations.

The Record Custodian is responsible for performing general administrative duties to
support the departmental record management process, including but not limited to:

Establishing and documenting methods for retaining active records and
documents in department files to ensure they are organized, indexed, accessible
and retrievable for destruction at the end of the retention period.

Establishing procedures for when non-active records can be shipped off-site.

Establishing an annual review to ensure proper maintenance of the department's
records management practices.

Maintaining inventory of records stored on and off-site.
Preparing/shipping boxes to off-site storage vendor.

Reviewing monthly/quarterly lists provided by off-site storage vendor to ensure
recent additions to inventory have been recorded properly.

Requesting destruction reports on a regular basis.

Ensuring destruction report is reviewed, signed by appropriate manager, returned
to off-site storage vendor for timely processing.

Processing requests for documents stored off-site.

C. When to destroy identifiers
Identifiers are destroyed as soon as they are no longer needed. Team members prepare
documents for archiving and instruct remaining team members and Pl where they are
located before ending their involvement with a project.

D. Steps for archiving research projects
Once the investigator determines that the research project is ready to be archived, the
following preparations for archival are accomplished:

All essential documents associated with the project should be consolidated and stored in
boxes in a secure location.

The investigator or coordinator of industry-sponsored research contacts the sponsor to

review contractual obligations and processes for record archiving.

Investigators of all other sponsored studies must use judgment to determine essential

documents. All electronic data files (including CDs, discs, DVD’s) that are determined to
contain essential documents are copied on disc for storage with paper documents.

Destroy interim data sets, duplicative documents and files, blank forms, and worksheets.
Shred non-essential documents containing protected health information or other private
information (if this has not already been accomplished).



e Submit any copies of CDs, discs, or DVDs or non-essential documentation containing
protected health information to the Information Services department for destruction.

e Destroy identifiers and links to identifiers unless retaining them is required by law, i.e.
FDA regulated studies (if this has not already been accomplished).

e Contact the departmental Authorized Requester to de-activate any access permissions
to systems that are no longer needed, i.e. EPIC access.

e Contact the departmental Authorized Requester to destroy any project folders
(\researchdm\projects) that are no longer needed.

The Record Custodian will ask the Pl to complete a form so that the boxes can be properly
labeled. Note, the HPRF Record Custodian will not destroy project records without making a
reasonable effort to confirm destruction approval with the investigator after target destruction
dates have passed.

Once the final Continuing Review has been approved by the IRB (Institutional Review
Board) the project is ready to be archived at a secured location. This secured location may
be in a HealthPartners facility, the HPRF locked storage room, or other institutionally-
approved, off-site storage facility (i.e. Iron Mountain).

E. Steps for archiving documents that are not research project related.
The Record Custodian will ask the responsible party to complete a form so that the boxes
can be properly labeled. Note, the HPRF Record Custodian will not destroy records without
making a reasonable effort to confirm destruction approval with the responsible party after
target destruction dates have passed.

The investigator or designee may contact HealthPartners Research Foundation Record
Custodian at 952-967-5001 for questions regarding this procedure or locating secure space for
record storage.

DEFINITIONS

Record:

A record is recorded information that is created or received in connection with the operation
of the organization's business. Records contain relevant information relating to the research
project, operations of HealthPartners Research Foundation and general business activities.
A record has business relevance or memorializes official decisions or other services.
"Relevance" is to be determined based on whether the document is listed on Appendix A,
industry practice and the underlying purpose of the document.

A record can be created or maintained in any medium, including:
e Paper documents and correspondence, letters, cards, books, maps
e X-rays and other diagnostic images, cards, books, maps
e Photographs, blueprints

e Sound or video recordings
¢ Digital or electronic media, microfilm, magnetic tape



Examples of records include:

Correspondence with outside parties

Memoranda and official meeting minutes
e Corporate governance documents, legal opinions, policies and procedures
e Personnel records, health records

e Purchasing requisitions and invoices, accounts payable and receivable documents,
reimbursement and expense documents

e Tax documents
e Completed and signed forms
e Completed and signed contracts
e Insurance documents
e General ledgers, audit reports, financial reports
e Designated record sets
e Appointment logs, provider schedules, test orders
e Research forms and reports
e Regulatory reports and filings
e Accreditation and compliance materials
e Credentialing and enroliment records
e Quality reports and peer review materials
The foregoing may be, but are not necessarily, “Records,” depending upon whether they
have business relevance or memorialize official decisions of the organization or project
team.
Records do not include:

e Duplicate copies of original records (such as multiple distributions of the same
document, email or file)

e Blank forms

e Publications or other distributed materials, magazines, publications from professional
organizations, newspapers, public telephone directories

e Transitory messages with little or no long-term administrative/business value that are
used primarily for the informal communication of information, such as voice mail,
meeting schedules, unofficial meeting notes, drafts of documents, informal or multiple-
broadcast emails (and attachments) and telephone messages

Research record:
A research project record is recorded information of essential documents that is created or
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received in connection with the design and implementation of a research study. Itis
maintained in any medium, including paper, images, recordings, or electronic data files.
Essential documents that are a part of a research project record may include, but are not
limited to:

e Protocol

e Protocol amendments

e Case histories

e |IRB and sponsor communication

e Financial data

e Signed consent/authorization forms
e Monitoring visit reports

e Programmer and research staff documentation describing research plan
implementation

e Final analytic data sets
e Reports of results

For more information related to clinical research records, see ICH (International Conference
of Harmonization) Guideline for Good Clinical Practices at www.ifpma.org/ich.

Research records do not include duplicate copies of original records, blank forms, or
publications from professional organizations. Records do not include transitory messages,
interim data sets, meeting schedules, unofficial meeting notes, or drafts of documents.

COMPLIANCE
Failure to comply with this policy or the procedures may result in disciplinary action.
Continuing non-compliance will be reported to any appropriate agencies.

ATTACHMENTS

Appendix A: HPRF Record Archiving & Retention Procedure

OTHER RESOURCES
Internal

CI-10 HealthPartners Record Retention Policy

Other

* ICH Guideline for Good Clinical Practice

21 CFR 312.62 (FDA-regulated studies)

“Recordkeeping in Clinical Investigations” FDA Information Sheet
45 CFR 46.115

45 CFR 74.53



VIIl.  APPROVAL(S)

Andrew Nelson
HPRF Excutive Director

IX. ENDORSEMENT Systems and Development Team




Notification to IRB of Emergency Use of Test Article (Drug Or Device)

To be completed by the investigator and submitted to the IRB within 5 working days:

On , the test article
(date) (name/identifying information on drug/device

was administered on an emergency basis to
("A" number of patient)

Was informed consent obtained? (circle) YES NO
If yes, method of obtaining consent:

If not, the investigator's signature below certifies to the following:

1) The human subject was confronted by a life-threatening situation
necessitating the use of the test article.

2) Informed consent could not be obtained because of an inability to
communicate with, or obtain legally effective consent from, the subject.

3) Time was not sufficient to obtain consent from the subject's legal
representative.

4) There was available no alternative method of approved or generally
recognized therapy that provided an equal or greater likelihood of saving the
life of the subject.

| am aware that any subsequent use of the above named test article by me at this institution IS
PROHIBITED BY FEDERAL REGULATIONS without prior review by the IRB. ("Subsequent use" is
defined as any use of the test article that occurs more than 5 days after the initial emergency use.)

Signature of Investigator Date

If you anticipate using this drug/device again in subsequent patients, you must submit a completed IRB
application form AND the drug/device company protocol.



Notification to IRB
Page 2

To be completed by a physician who is not participating in the clinical investigation and
submitted to the IRB within 5 working days:

| am not participating in the clinical investigation of the test article named.
I have reviewed and evaluated the situation and records involving the immediate use of this test article.
My review and evaluation occurred: (check)

__ inadvance of using the test article.

____ after the use of the test article.

In my medical judgement, the emergency use of the test article was:
(check)

__ justified

___ notjustified

Signature of Physician Date



Guidance for Industry

Protecting the Rights, Safety,
and Welfare of Study Subjects -
Supervisory Responsibilities of

Investigators

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

Comments and suggestions regarding this draft document should be submitted within ___ days
of publication in the Federal Register of the notice announcing the availability of the draft
guidance. Submit comments to the Division of Dockets Management (HFA-305), Food and
Drug Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852. All comments
should be identified with the docket number listed in the notice of availability that publishes in
the Federal Register.

For questions regarding this draft document contact (OC) Terrie L. Crescenzi 301-827-7864,
(CDER) Joseph Griffin 301-796-2270, (CBER) Stephen Ripley 301-827-6210, or (CDRH) IDE
Staff at 240-276-4040.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Devices and Radiological Health (CDRH)

May 2007




Contains Nonbinding Recommendations

Draft — Not for Implementation

Guidance for Industry

Protecting the Rights, Safety,
and Welfare of Study Subjects -
Supervisory Responsibilities of

Investigators

Additional copies are available from:
Office of Training and Communication
Division of Drug Information, HFD-240

Center for Drug Evaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 20857
(Tel) 301-827-4573
http://www.fda.gov/cder/guidance/index.htm
or
Office of Communication, Training and
Manufacturers Assistance, HFM-40
Center for Biologics Evaluation and Research
Food and Drug Administration
1401 Rockville Pike, Rockville, MD 20852-1448
http://www.fda.gov/cber/guidelines.htm.
(Tel) Voice Information System at 800-835-4709 or 301-827-1800
or Office of Health and Industry Programs
Division of Small Manufacturers, International, and Consumer Assistance, HFZ-220
Center for Devices and Radiological Health
Food and Drug Administration
1350 Piccard Drive
Rockville, MD 20850
Tel: 1-800-638-2041
www.fda.gov/cdrh

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Center for Devices and Radiological Health (CDRH)

May 2007
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Guidance for Industry®
Protecting the Rights, Safety, and Welfare of Study Subjects -
Supervisory Responsibilities of Investigators

This draft guidance, when finalized, will represent the Food and Drug Administration's (FDA's) current
thinking on this topic. It does not create or confer any rights for or on any person and does not operate to
bind FDA or the public. You can use an alternative approach if the approach satisfies the requirements of

the applicable statutes and regulations. If you want to discuss an alternative approach, contact the FDA
staff responsible for implementing this guidance. If you cannot identify the appropriate FDA staff, call
the appropriate number listed on the title page of this guidance.

. INTRODUCTION

This guidance provides an overview of the responsibilities of a person who conducts a clinical
investigation of a drug, biologic, or medical device (an investigator as defined in 21 CFR
312.3(b) and 21 CFR 812.3(i)). The intent of this guidance is to help investigators meet their
responsibilities with respect to protecting human subjects and ensuring the integrity of the data
from clinical investigations. This guidance is also intended to clarify FDA’s expectations
concerning the investigator’s responsibility: (1) to supervise a clinical study in which some study
tasks are delegated to employees or colleagues of the investigator or other third parties, and (2)
to protect the rights, safety, and welfare of study subjects.

FDA's guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and should
be viewed only as recommendations, unless specific regulatory or statutory requirements are
cited. The use of the word should in Agency guidances means that something is suggested or
recommended, but not required.

1. OVERVIEW OF INVESTIGATOR RESPONSIBILITIES

In conducting clinical investigations of drugs, including biological products, under 21 CFR part
312 and of medical devices under 21 CFR part 812, the investigator is responsible:

e for ensuring that a clinical investigation is conducted according to the signed investigator
statement for clinical investigations of drugs, including biological products, or agreement
for clinical investigations of medical devices, the investigational plan, and applicable
regulations;

e for protecting the rights, safety, and welfare of subjects under the investigator’s care; and

! This guidance has been prepared by the Investigator Responsibilities Working Group, which includes
representatives from the Office of the Commissioner, the Center for Drug Evaluation and Research (CDER), the
Center for Biologics Evaluation and Research (CBER), and the Center for Devices and Radiological Health (CDRH)
at the Food and Drug Administration.
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e for the control of drugs, biological products, and devices under investigation (21 CFR
312.60, 21 CFR 812.100).

A. Clinical Trials of Drugs, Including Biological Products

An investigator’s responsibilities in conducting clinical investigations of drugs or biologics
under part 312 are stated in the regulations in that part. Many of these responsibilities are
included in the required investigator’s signed statement, Form FDA-1572 (see Attachment A)
(hereinafter referred to as “1572”), in which the investigator makes the following
commitments (see 21 CFR 312.53):

e To conduct the study(ies) in accordance with the relevant, current protocol(s) and to only
make changes in a protocol after notifying the sponsor, except when necessary to protect
the safety, rights, or welfare of subjects;

e To personally conduct or supervise the described investigation(s);

e To inform any patients, or any persons used as controls, that the drugs are being used for
investigational purposes and to ensure that the requirements relating to obtaining
informed consent in 21 CFR Part 50 and institutional review board (IRB) review and
approval in 21 CFR Part 56 are met;

e To report to the sponsor adverse experiences that occur in the course of the
investigations(s) in accordance with 21 CFR 312.64;

e That he/she has read and understands the information in the investigator’s brochure,
including the potential risks and side effects of the drug;

e To ensure that all associates, colleagues, and employees assisting in the conduct of the
study(ies) are informed about their obligations in meeting the above commitments;

e To maintain adequate and accurate records in accordance with 21 CFR 312.62 and to
make those records available to FDA for inspection in accordance with 21 CFR 312.68;

e That an IRB that complies with the requirements of 21 CFR Part 56 will be responsible
for the initial and continuing review and approval of the clinical investigation;

e To promptly report to the IRB all changes in the research activity and all unanticipated
problems involving risks to human subjects or others;

e To not make any changes in the research without IRB approval, except where necessary
to eliminate apparent immediate hazards to human subjects:

e To comply with all other requirements regarding the obligations of clinical investigators
and all other pertinent requirements in 21 CFR 312,

Note that although the 1572 specifically incorporates most of the requirements directed at
investigators in part 312, there are additional requirements that are not listed in the 1572.
Investigators and sponsors should refer to 21 CFR Parts 50, 56, and 312 to ensure that they are
familiar with all of FDA's requirements for the conduct of drug and biologics studies.

B. Device Trials

An investigator’s responsibilities in conducting clinical investigations of a medical device under
21 CFR part 812 are stated in the regulations in that part, including the requirement that there be
a signed agreement between the investigator and sponsor that includes a statement in which the
investigator makes the following commitments (see 21 CFR 812.43(c)(4) and 812.100):
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e To conduct the investigation in accordance with:

the signed agreement with the sponsor;

the investigational plan;

the regulations in 21 CFR part 812 and other applicable regulations; and
any conditions of approval imposed by the reviewing IRB or FDA.

e To supervise all testing of the device involving human subjects (8 812.43(c)(4)(ii))
e To ensure that the requirements for obtaining informed consent are met (8
812.43(c)(4)(iii) and § 812.100)

In addition to following the signed agreement, the investigator’s responsibilities under part 812

are.

e To permit an investigational device to be used only with subjects under the investigator’s
supervision and to supply an investigational device only to persons authorized to receive
it (§ 812.110(c))

e To return to the sponsor any remaining supply of the device or otherwise dispose of the
device as the sponsor directs upon completion or termination of a clinical investigation or
the investigator’s part of an investigation (§ 812.110(e))

e To maintain accurate, complete, and current records relating to the investigator’s
participation in an investigation (§ 812.140):

(0}
(0}
(0]
(0}

(0]

All correspondence with another investigator, an IRB, the sponsor, a monitor, or
FDA, including required reports;

Records of receipt, use or disposition of a device;

Records of each subject’s case history and exposure to the device;

The protocol, with documents showing the dates of and reasons for each deviation
from the protocol, and

Any other records that FDA requires to be maintained by regulation or by specific
requirement for a category of investigations or a particular investigation.

e To permit FDA to inspect and copy any records pertaining to the investigation including,
in certain situations, those which identify subjects (§ 812.145):

e To prepare and submit to the sponsor and, when required by regulation, the reviewing
IRB and monitor, the following complete, accurate, and timely reports (8 812.150):

(0}
(0]
(0}

(0}
(0}
(0}

Any unanticipated adverse device effect occurring during an investigation
Progress reports on the investigation

Any deviation from the investigational plan made to protect the life or physical
well-being of a subject in an emergency

Any use of the device without obtaining informed consent

A final report

Any further information requested by FDA or the IRB about any aspect of the
investigation.

The medical device regulations do not require use of a specific form for an investigator’s
statement and there are additional requirements that are not listed above (see Attachment B).
Investigators and sponsors should refer to 21 CFR Parts 50, 56, and 812 to ensure that they are
familiar with all of FDA's requirements for the conduct of device studies.
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Although the specific responsibilities for investigators in drug and biologic clinical trials are not
identical to the responsibilities for investigators in medical device clinical trials, the general
responsibilities are essentially the same. This guidance discusses certain of the general
responsibilities that are applicable to clinical trials of drugs, biologics, and medical devices.

Nothing in this guidance is intended to conflict with recommendations for investigators
contained in the International Conference on Harmonization Guidance for Industry, E6 Good
Clinical Practice: Consolidated Guidance (Good Clinical Practice Guidance”) (April 1996).
http://www.fda.gov/cder/guidance/959fnl.pdf

I11.  CLARIFICATION OF CERTAIN INVESTIGATOR RESPONSIBILITIES

This section of the guidance is intended to clarify the investigator’s responsibility: (1) to
supervise the conduct of the clinical investigation and (2) to protect the rights, safety, and
welfare of study participants in drug and medical device clinical trials.

A. Supervision of the Conduct of a Clinical Investigation

As stated above, investigators who conduct clinical investigations of drugs, including
biological products, under 21 CFR Part 312 commit to personally conduct or supervise the
investigation. Investigators who conduct clinical investigations of medical devices, under 21
CFR Part 812 commit to supervise all testing of the device involving human subjects. It is
common practice for investigators to delegate certain study-related tasks to employees,
colleagues, or other third parties (individuals or entities not under the direct supervision of
the investigator). When tasks are delegated by the investigator, the investigator is
responsible for providing adequate supervision of those to whom tasks are delegated and the
investigator is accountable for regulatory violations resulting from failure to adequately
supervise the conduct of the clinical study.

In assessing the adequacy of supervision by an investigator, FDA focuses on four major
issues: (1) whether delegated individuals were qualified to perform such tasks, (2) whether
study staff received adequate training on how to conduct the delegated tasks and were
provided with an adequate understanding of the study, (3) whether there was adequate
supervision and involvement in the ongoing conduct of the study, and (4) whether there was
adequate supervision or oversight of any third parties involved in the conduct of a study to
the extent such supervision or oversight was reasonably possible.

1. What is Appropriate Delegation of Study-related Tasks?

The investigator should ensure that any individual to whom a task is delegated is
qualified by education, training, and experience to perform the delegated task.
Appropriate delegation is primarily an issue for tasks that would be considered to be
clinical or medical in nature, such as evaluating study subjects to assess clinical response
to an investigational therapy (e.g., global assessment scales, vital signs) or providing part
of the medical care provided to subjects during the course of the study. Most
clinical/medical tasks require formal medical training and may also have licensing or
certification requirements. Such licensing requirements will vary from state to state.
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Clinical investigators should take such qualifications/licensing requirements into account
when considering to whom it would be appropriate to delegate specific tasks.

During inspections, FDA has identified instances in which study tasks have been
delegated to individuals lacking appropriate qualifications. Examples of inappropriate
delegation include:

e Screening evaluations, including obtaining medical histories and assessment of
inclusion/exclusion criteria, conducted by individuals with inadequate medical
training (e.g., a medical assistant)

e Physical examinations performed by unqualified personnel

e Evaluation of adverse events by individuals lacking appropriate medical
training, knowledge of the clinical protocol, and knowledge of the
investigational product

e Assessments of primary study endpoints (e.g., tumor response, global
assessment scales) by individuals lacking appropriate medical training and
knowledge of the protocol

¢ Informed consent obtained by individuals who lack the medical training,
knowledge of the clinical protocol, or familiarity of the investigational product
needed to be able to discuss the risks and benefits of a clinical trial with
prospective subjects

The investigator is responsible for conducting studies in accordance with the protocol
(see 21 CFR 312.60, Form FDA-1572, 21 CFR 812.43 and 812.100). Some protocols
specify the qualifications of the individuals who are to perform certain protocol-required
tasks, and these protocols must be followed even if state law permits differently qualified
people to perform the task. For example, even if the state in which the study site is
located permits nurse practitioners to perform physical examinations under the
supervision of a physician, if the protocol specifies that physical examinations must be
done by a physician, a physician must perform such exams.

The investigator should maintain a list of the approg)riately qualified persons to whom
significant trial-related duties have been delegated. This list should also describe the
delegated tasks, identify the training that individuals have received that qualifies them to
perform delegated tasks, and identify the dates of involvement in the study. An
investigator should maintain separate lists for each study conducted by the investigator.

2. What is Adequate Training?

The clinical investigator should ensure that there is adequate training for all staff
participating in the conduct of the study. The investigator should specifically anticipate
the possibility of staff turnover during the conduct of the study (particularly if the study is
of long duration) and plan to ensure that there is adequate training of any replacement
staff. The investigator should ensure that staff:

e Have a general familiarity with the study and the protocol

2 See Good Clinical Practice Guidance, section 4.1.5
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e Have a specific understanding of the details of the protocol and the investigational
product, relevant to the tasks they will be performing

e Are aware of regulatory requirements and acceptable standards for the conduct of
clinical trials, both in respect to conduct of the clinical trial and human subject
protection

e Are competent to perform the tasks that they are delegated

e Are informed of any pertinent changes during the conduct of the trial and
educated or given additional training as appropriate

If the sponsor provides training materials for investigators in the conduct of the study, the
investigator should ensure that staff receives the sponsor’s training, or information from
the training, that is pertinent to their role in the study.

3. What is Adequate Supervision of the Conduct of an Ongoing Clinical Trial?

The investigator should have a detailed plan for the supervision and oversight of a
clinical trial. Supervision and oversight should be provided even for individuals who are
highly qualified and experienced. A plan might include the following elements, to the
extent they apply to a particular trial:

e Routine meetings with staff to review trial progress and update staff on any
changes to the protocol or other procedures

e Routine meetings with the sponsor’s monitors

e A procedure for correcting problems identified by study personnel, outside
monitors or auditors, or other parties involved in the conduct of a study

e A procedure for documenting the performance of delegated tasks in a satisfactory
manner and, where appropriate, verifying findings (e.g., observation of the
performance of selected assessments or independent verification by repeating
selected assessments)

e A procedure for ensuring that the consent process is being conducted in
accordance with 21 CFR Part 50 and that study subjects understand the nature of
their participation, risks, etc.

e A procedure for ensuring that information in source documents is accurately
captured on the Case Report Forms

e A procedure for dealing with data queries and discrepancies identified by the
study monitor

e Procedures for ensuring study staff comply with the protocol, adverse event
assessment and reporting, and other medical issues that arise during the course of
the study.

The investigator should have sufficient time to properly conduct and supervise the
clinical trial. The intensity of the supervision should be appropriate to the staff, the
nature of the trial, and the subject population. In FDA’s experience, the following factors
may compromise the ability of an individual investigator to provide adequate supervision
of the conduct of an ongoing clinical trial:

e Inexperienced study staff
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Overburdened study staff

Complex clinical trials (e.g., many observations, large amounts of data collected)
Large number of subjects enrolled at a site

A patient population that is quite sick

Conducting a large number of studies concurrently

Conducting a study from a remote (i.e., off-site) location;

Conducting a study at multiple sites under the oversight of a single investigator,
particularly where those sites are not near each other (e.g., sites that are
geographically distant, in another city, county, state, or country).

It is preferable for any site with substantial enrollment to have an identified investigator
with clear responsibilities, but if that is not arranged, FDA believes there should
ordinarily be an individual responsible for the conduct of the clinical trial at each trial
site, identified as a subinvestigator. Subinvestigators should report directly to the
investigator (i.e., the clinical investigator should have clear responsibility for evaluating
the individual’s performance and should have the authority to hire/fire the
subinvestigator).

4.

What are an Investigator’s Responsibilities for Oversight of Other Parties
Involved in the Conduct of a Clinical Trial?

a. Study staff not in the direct employ of the investigator

The staff involved directly in the conduct of a clinical investigation may include
individuals who are not in the direct employ of the clinical investigator. For
example, a site management organization (SMO) may hire an investigator to
conduct a study and provide the investigator with a study coordinator or nursing
staff employed by the SMO. In this situation, the investigator should take steps to
assure that the staff not under his/her direct employ are qualified to perform
delegated tasks (see section I11.A.1) and have received adequate training on
carrying out the delegated tasks and on the nature of the study (see section
I11.A.2), or the investigator should provide such training. The investigator is
responsible for supervision of the study tasks performed by this staff, even though
they are not in his/her direct employ during the conduct of the study (see section
I11.A.3) and this responsibility exists, no matter how qualified and experienced
these staff members are. In the event that the staff’s performance of study-related
tasks is not adequate and cannot be made satisfactory by the investigator, the
investigator should document the observed deficiencies in writing to the staff’s
supervisor(s). Depending on the severity of the deficiencies, the clinical trial may
need to be voluntarily suspended until personnel can be replaced.

b. Parties other than Study Staff

There are often critical aspects of a study performed by parties not involved
directly in patient care or contact, and not under the direct control of the clinical
investigator. For example, clinical chemistry testing, radiologic assessments, and
electrocardiograms are commonly done by a central independent laboratory
retained by the sponsor or the investigator. Under these arrangements, the central
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laboratory usually provides the test results directly to the sponsor and to the
clinical investigator. Because the activities of these parties are critical to the
outcome of the study, and because the sponsor retains the services of the
laboratory, the sponsor is responsible for seeing that these parties are fulfilling
their responsibilities for the study.

Less frequently, a study may require that clinical investigators arrange to obtain
information critical to the study that cannot be obtained at the clinical
investigator’s facility. For example, if the study protocol requires testing with
special equipment or expertise not available at the clinical investigator’s facility,
the investigator might make arrangements for someone outside the facility to
perform the test. In this case, the results are provided directly to the clinical
investigator, who then submits the information to the sponsor. Where such
assessments are retained by the investigator, the investigator should take steps to
ensure that the facility is adequate (e.g., has the required certifications or
licenses). The investigator may also institute procedures to ensure the integrity of
data and records obtained from the party providing the information (e.g., a
process to ensure that records identified as coming from the party are authentic).
Procedures are particularly important when assessments are crucial to the
evaluation of the efficacy or safety of an intervention or to the decision to exclude
subjects who would be exposed to unreasonable risk.

Clinical investigators should carefully review the reports from these external
sources for results that are inconsistent with clinical presentation. To the extent
feasible, and considering the specifics of study design, the clinical investigator
should evaluate whether results appear reasonable, individually and in aggregate.
If clinical investigators detect possible errors or suspect that results from a central
laboratory might be questionable, the investigator should contact the sponsor
immediately.

C. Exception for Certain Device Studies

In some cases, specialized expertise from a device sponsor is needed to perform
certain tasks. For example, when there is no one at the clinical site who can
program an investigational pacemaker, the expertise may be provided by the
sponsor’s personnel, such as a field clinical engineer. The field clinical engineer
should be supervised by the sponsor and not by the clinical investigator. When a
field clinical engineer is designated by the sponsor to perform a specific activity
within the investigational plan, this activity should be described in the protocol.
The investigator retains responsibility for ensuring that the protocol is followed.

Protecting the Rights, Safety, and Welfare of Study Subjects

Clinical investigators are responsible for protecting the rights, safety, and welfare of subjects
under their care during a clinical trial (21 CFR 312.60 and 812.100). The clinical
investigator should provide a reasonable standard of medical care for study subjects for
medical problems arising during participation in the trial that are, or could be related, to the
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study intervention. The investigator should be readily available to provide such care during
the study or should assure that other identified, qualified individual(s) are available to
provide such care. Failure to adhere to the protocol can expose subjects to unreasonable
risks.

1. Reasonable Medical Care Necessitated by Participation in a Clinical Trial

During and following a subject’s participation in a trial, the investigator should ensure
that adequate medical care is provided to a subject for any adverse events, including
clinically significant laboratory values, related to the trial. The investigator should
inform a subject when medical care is needed for intercurrent illness(es). The
investigator should inform the subject's primary physician about the subject's
participation in the trial if the subject has a primary physician and if the subject agrees to
the primary physician being informed.

If the investigator does not possess the necessary skills to provide adequate medical care
for the subject, the investigator should make every effort to obtain appropriate care. For
example, if a carotid stent is placed in a subject by an interventional neuroradiologist and
the subject suffers a cerebral stroke, the neuroradiologist should assess the clinical status
of the subject and transfer the subject to a neurology service. Subjects should receive
appropriate medical evaluation and treatment until resolution of any condition related to
the study intervention that develops during the course of their participation in a study,
even if the follow-up period extends beyond the end of the study at the investigative site.

2. Reasonable Access to Medical Care

To protect subjects from unnecessary risks, clinical investigators should be available to
subjects during the conduct of the trial at their site. Availability is particularly important
where subjects are receiving a drug that has significant toxicity or abuse potential. For
example, if a study drug has potentially fatal toxicity, the investigator should be readily
available by phone or other electronic communication, and in reasonably close proximity
to study subjects (e.g., not in another state or on prolonged travel). Study subjects should
be clearly educated on the possible need for such contact and on precisely how to obtain
it, generally by providing pertinent phone numbers, websites, etc., in writing. Prior to
undertaking the conduct of a study, prospective investigators should consider whether
they can be available to the extent needed given the nature of the trial.

If the investigator is not going to be available for some period during the study, clinical
responsibility for study subjects should be delegated to a specific qualified physician who
will be readily available to subjects. This delegation should be documented in a 1572 or
investigator agreement (the physician should be listed as a subinvestigator) and also
submitted to the IRB for review (as a change in the research activity requiring IRB
review under 21 CFR 56.108(a)). If the clinical investigator is a non-physician, the
investigator should make adequate provision for any necessary medical care that the
investigator is not qualified to provide.

3. Protocol Violations that Present Unreasonable Risks
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There are occasions when a failure to adhere to the protocol may be considered a failure
to protect the rights, safety, and welfare of subjects. For example, failure to adhere to
inclusion/exclusion criteria that are specifically intended to exclude subjects for whom
the study drug or device poses unreasonable risks (e.g., enrolling a subject with decreased
renal function in a trial in which decreased function is exclusionary because the drug may
be nephrotoxic) may be considered failure to protect the rights, safety, and welfare of the
enrolled subject. Similarly, failure to perform safety assessments intended to detect drug
toxicity within protocol-specified time frames (e.g., CBC for an oncology therapy that
causes neutropenia) may be considered failure to protect the rights, safety, and welfare of
the enrolled subject. Investigators should seek to minimize such risks by adhering
closely to the study protocol.
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Attachment A

DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0014.

FOOD AND DRUG ADMINISTRATION )

STATEMENT OF INVESTIGATOR NOTE: No investigator may participate in an
investigation until he/she provides the sponsor with
(TITLE 21, CODE OF FEDER_AL REGULATIONS (CFR) PART 312) a completed, signed Statement of Investigator,
(See instructions on reverse side.) Form FDA 1572 (21 CFR 312.53(c)).

1. NAME AND ADDRESS OF INVESTIGATOR

2. EDUCATION, TRAINING, AND EXPERIENCE THAT QUALIFIES THE INVESTIGATOR AS AN EXPERT IN THE CLINICAL INVESTIGATION OF THE
DRUG FOR THE USE UNDER INVESTIGATION. ONE OF THE FOLLOWING IS ATTACHED.

Iz CURRICULUM VITAE |:| OTHER STATEMENT OF QUALIFICATIONS

3. NAME AND ADDRESS OF ANY MEDICAL SCHOOL, HOSPITAL OR OTHER RESEARCH FACILITY WHERE THE CLINICAL INVESTIGATION(S) WILL BE
CONDUCTED.

4. NAME AND ADDRESS OF ANY CLINICAL LABORATORY FACILITIES TO BE USED IN THE STUDY.

5. NAME AND ADDRESS OF THE INSTITUTIONAL REVIEW BOARD (IRB) THAT IS RESPONSIBLE FOR REVIEW AND APPROVAL OF THE STUDY(IES).

6. NAMES OF THE SUBINVESTIGATORS (e.g., research fellows, residents, associates) WHO WILL BE ASSISTING THE INVESTIGATOR IN THE
CONDUCT OF THE INVESTIGATION(S).

7. NAME AND CODE NUMBER, IF ANY, OF THE PROTOCOL(S) IN THE IND FOR THE STUDY(IES) TO BE CONDUCTED BY THE INVESTIGATOR.




Contains Nonbinding Recommendations

Draft — Not for Implementation

8. ATTACH THE FOLLOWING CLINICAL PROTOCOL INFORMATION:

|:| FOR PHASE 1 INVESTIGATIONS, A GENERAL OUTLINE OF THE PLANNED INVESTIGATION INCLUDING THE ESTIMATED DURATION OF
THE STUDY AND THE MAXIMUM NUMBER OF SUBJECTS THAT WILL BE INVOLVED.

|:| FOR PHASE 2 OR 3 INVESTIGATIONS, AN OUTLINE OF THE STUDY PROTOCOL INCLUDING AN APPROXIMATION OF THE NUMBER OF
SUBJECTS TO BE TREATED WITH THE DRUG AND THE NUMBER TO BE EMPLOYED AS CONTROLS, IF ANY; THE CLINICAL USES TO BE
INVESTIGATED; CHARACTERISTICS OF SUBJECTS BY AGE, SEX, AND CONDITION; THE KIND OF CLINICAL OBSERVATIONS AND
LABORATORY TESTS TO BE CONDUCTED; THE ESTIMATED DURATION OF THE STUDY; AND COPIES OR A DESCRIPTION OF CASE
REPORT FORMS TO BE USED.

9. COMMITMENTS:

| agree to conduct the study(ies) in accordance with the relevant, current protocol(s) and will only make changes in a protocol after notifying the
sponsor, except when necessary to protect the safety, rights, or welfare of subjects.

| agree to personally conduct or supervise the described investigation(s).

| agree to inform any patients, or any persons used as controls, that the drugs are being used for investigational purposes and | will ensure
that the requirements relating to obtaining informed consent in 21 CFR Part 50 and institutional review board (IRB) review and approval in 21
CFR Part 56 are met.

| agree to report to the sponsor adverse experiences that occur in the course of the investigation(s) in accordance with 21 CFR 312.64.
I have read and understand the information in the investigator’'s brochure, including the potential risks and side effects of the drug.

| agree to ensure that all associates, colleagues, and employees assisting in the conduct of the study(ies) are informed about their obligations
in meeting the above commitments.

| agree to maintain adequate and accurate records in accordance with 21 CFR 312.62 and to make those records available for inspection in
accordance with 21 CFR 312.68.

I will ensure that an IRB that complies with the requirements of 21 CFR Part 56 will be responsible for the initial and continuing review and
approval of the clinical investigation. | also agree to promptly report to the IRB all changes in the research activity and all unanticipated
problems involving risks to human subjects or others. Additionally, | will not make any changes in the research without IRB approval, except
where necessary to eliminate apparent immediate hazards to human subjects.

| agree to comply with all other requirements regarding the obligations of clinical investigators and all other pertinent requirements in 21 CFR
Part 312.

INSTRUCTIONS FOR COMPLETING FORM FDA 1572
STATEMENT OF INVESTIGATOR:

1. Complete all sections. Attach a separate page if additional space is needed.

2. Attach curriculum vitae or other statement of qualifications as described in Section 2.
3. Attach protocol outline as described in Section 8.

4. Sign and date below.

5. FORWARD THE COMPLETED FORM AND ATTACHMENTS TO THE SPONSOR. The sponsor will incorporate this
information along with other technical data into an Investigational New Drug Application (IND).

10. SIGNATURE OF INVESTIGATOR 11. DATE

(WARNING: A willfully false statement is a criminal offense. U.S.C. Title 18, Sec. 1001.)

Public reporting burden for this collection of information is estimated to average 100 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing reviewing the collection of information. Send comments
regarding this burden estimate or any other aspect of this collection of information, including suggestions for reducing this burden to:

Food and Drug Administration Food and Drug Administration "An agency may not conduct or sponsor, and a
CBER (HFM-99) CDER (HFD-94) person is not required to respond to, a

1401 Rockville Pike 12229 Wilkins Avenue collection of information unless it displays a
Rockville, MD 20852-1448 Rockville, MD 20852 currently valid OMB control number."

Please DO NOT RETURN this application to this address.
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Attachment B

INVESTIGATORS' RESPONSIBILITIES

FOR SIGNIFICANT RISK DEVICE INVESTIGATIONS

This document is intended to assist investigators in identifying and complying with their
responsibilities in connection with the conduct of clinical investigations involving medical
devices. Although this guidance primarily addresses duties imposed upon clinical investigators
by regulations of the Food and Drug Administration (FDA), investigators should be cognizant of
additional responsibilities that may derive from other sources (such as the study protocol itself,
the investigator agreement, any conditions of approval imposed by FDA or the governing
Institutional Review Board, as well as institutional policy and state law).

GENERAL RESPONSIBILITIES OF INVESTIGATORS (21 CFR 812.100)

1. Ensuring that the investigation is conducted according to the signed agreement, the
investigational plan and applicable FDA regulations.

2. Protecting the rights, safety, and welfare of subjects under the investigator's care.

3. Controlling devices under investigation.

4. Ensuring that informed consent is obtained from each subject in accordance with 21 CFR
Part 50, and that the study is not commenced until FDA and IRB approvals have been
obtained.

SPECIFIC RESPONSIBILITIES OF INVESTIGATORS (21 CFR 812.110)

1. Awaiting IRB approval and any necessary FDA approval before requesting written
informed consent or permitting subject participation.

2. Conducting the investigation in accordance with:

a.
b.
C.

d.

the signed agreement with the sponsor;

the investigational plan;

the regulations set forth in 21 CFR Part 812 and all other applicable FDA
regulations; and

any conditions of approval imposed by an IRB or FDA.
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Supervising the use of the investigational device. An investigator shall permit an
investigational device to be used only with subjects under the investigator's supervision.
An investigator shall not supply an investigational device to any person not authorized
under 21 CFR Part 812 to receive it.

Disposing of the device properly. Upon completion or termination of a clinical
investigation or the investigator's part of an investigation, or at the sponsor's request, an
investigator shall return to the sponsor any remaining supply of the device or otherwise
dispose of the device as the sponsor directs.

MAINTAINING RECORDS (21 CFR 812.140)

An investigator shall maintain the following accurate, complete, and current records relating to
the investigator's participation in an investigation:

1.

2.

Correspondence with another investigator, an IRB, the sponsor, a monitor, or FDA.

Records of receipt, use or disposition of a device that relate to:

a.

b.
C.

the type and quantity of the device, dates of receipt, and batch numbers or code
marks;

names of all persons who received, used, or disposed of each device;

the number of units of the device returned to the sponsor, repaired, or otherwise
disposed of, and the reason(s) therefore.

Records of each subject's case history and exposure to the device, including:

a.

documents evidencing informed consent and, for any use of a device by the
investigator without informed consent, any written concurrence of a licensed
physician and a brief description of the circumstances justifying the failure to
obtain informed consent;

all relevant observations, including records concerning adverse device effects
(whether anticipated or not), information and data on the condition of each subject
upon entering, and during the course of, the investigation, including information
about relevant previous medical history and the results of all diagnostic tests;

a record of the exposure of each subject to the investigational device, including
the date and time of each use, and any other therapy.

The protocol, with documents showing the dates of and reasons for each deviation from
the protocol.

Any other records that FDA requires to be maintained by regulation or by specific
requirement for a category of investigations or a particular investigation.

INSPECTIONS (21 CFR 812.145)

Investigators are required to permit FDA to inspect and copy any records pertaining to the
investigation including, in certain situations, those which identify subjects.
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SUBMITTING REPORTS (21 CFR 812.150)

An investigator shall prepare and submit the following complete, accurate, and timely reports:

1. To the sponsor and the IRB:
-Any unanticipated adverse device effect occurring during an investigation. (Due
no later than 10 working days after the investigator first learns of the effect.)
-Progress reports on the investigation. (These reports must be provided at regular
intervals, but in no event less often than yearly. If there is a study monitor, a copy
of the report should also be sent to the monitor.)
-Any deviation from the investigational plan made to protect the life or physical
well-being of a subject in an emergency. (Report is due as soon as possible but no
later than 5 working days after the emergency occurs. Except in emergency
situations, a protocol deviation requires prior sponsor approval; and if the
deviation may affect the scientific soundness of the plan or the rights, safety, or
welfare of subjects, prior FDA and IRB approval are required.)
-Any use of the device without obtaining informed consent. (Due within 5
working days after such use.)
-A final report. (Due within 3 months following termination or completion of the
investigation or the investigator's part of the investigation. For additional
guidance, see the discussion under the section entitled "Annual Progress Reports
and Final Reports.")
-Any further information requested by FDA or the
IRB about any aspect of the investigation.

2. To the Sponsor:

-Withdrawal of IRB approval of the investigator's part of an investigation. (Due
within 5 working days of such action).

INVESTIGATIONAL DEVICE DISTRIBUTION AND TRACKING

The IDE regulations prohibit an investigator from providing an investigational device to any
person not authorized to receive it (21 CFR 812.110(c)). The best strategy for reducing the risk
that an investigational device could be improperly dispensed (whether purposely or
inadvertently) is for the sponsor and the investigators to closely monitor the shipping, use, and
final disposal of the device(s). Upon completion or termination of a clinical investigation (or the
investigator's part of an investigation), or at the sponsor's request, an investigator is required to
return to the sponsor any remaining supply of the device or otherwise to dispose of the device as
the sponsor directs (21 CFR 812.110(c)). Investigators must also maintain complete, current and
accurate records of the receipt, use, or disposition of investigational devices (21 CFR
812.140(a)(2)). Specific recordkeeping requirements are set forth at 21 CFR 812.140(a).

PROHIBITION OF PROMOTION AND OTHER PRACTICES (21 CFR
812.7)

The IDE regulations prohibit the promotion and commercialization of a device that has not been
first cleared or approved for marketing by FDA. This prohibition is applicable to sponsors and
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investigators (or any person acting on behalf of a sponsor or investigator), and encompasses the
following activities:

1.

2.

Promotion or test marketing of the investigational device;

Charging subjects or investigators for the device a price larger than is necessary to
recover the costs of manufacture, research, development, and handling;

Prolonging an investigation beyond the point needed to collect data required to determine
whether the device is safe and effective; and,

Representing that the device is safe or effective for the purposes for which it is being
investigated.



Glossary

Abbre- Term Definition
viation
Activity Accounting system term for cost center
AE Adverse Event Any unfavorable or unintended event associated
with a research study.
ACUC Animal Care and Use Oversees care and use of animals in research.

Committee

Application to Conduct Internal forms and process for review of

Research proposed research at HPRF.

Assent Agreement by a subject (child or adult) to
participate in a research study.

BSRS Basic Science Research HPRF subcommittee of the Research Committee

Subcommittee that reviews basic science, bench, and animal
research projects.

Basic Science Research Systematic investigation of pre-clinical
guestions, often laboratory —based.

CRS Clinical Research HPRF subcommittee of the Research Committee

Subcommittee that reviews clinical research projects.

Clinical Research A systematic investigation of a specific health
problem; its cause, characteristics, treatment, or
prognosis.

CFR Code of Federal Regulations Federal law related to research and other

activities.

Continuing Review

Formal process of updating project progress to
the IRB and HealthPartners research
administration.

Cost Principles

Standards and allowances established by federal
law, regarding costs related to federally funded
projects.

Cost Transfers

Transferring money between projects to correct
clerical or bookkeeping errors.




Abbre- Term Definition

viation

DHHS Department of Health and Federal agency which oversees all activities

Human Services relating to health and human services.

Departmental Funds Funds held for specific departments.

Direct Costs Specific costs directly attributable to the project.

Discovery Grant One of two categories of projects funded by
HPRF. See Internal Grants at www.hprf.org for
more information.

FWA Federal Wide Assurance A signed document acknowledging that HP will
review, conduct and monitor research according
to federal rules.

F&A Facilities and Administrative | Term for indirect costs. Funds needed to support

Costs the infrastructure necessary to conduct research.

FSR Financial Status Report Federal report of grant related expenditures done
at project completion.

FDA Food and Drug Administration | The federal agency that regulates food, drugs and
cosmetics in the US.

HPIRB HealthPartners Institutional HealthPartners Institutional Review Board

Review Board

HPRF HealthPartners Research The organization that oversees research within

Foundation HealthPartners organizations.

HSRS Health Services Research The subcommittee of the Research Committee

Subcommittee that reviews health services research.

Health Services Research A systematic investigation of the health of
populations or approach to the care of
populations of patients.

Indemnification Agreement Legal document protecting or exempting liability
under specific circumstances.

Indirect Costs Funds needed to support the infrastructure
necessary to conduct research. See Facilities and
Administrative costs.

IME Institute of Medical Education | Department that provides continuing education to

HealthPartners medical staff.
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Abbre- Term Definition
viation
IRB Institutional Review Board Committee which oversees the use of human
subjects in research.
IDE Internal Research Grants Projects funded by HPRF.
IND Investigational Device An application required by the FDA in order for
Exemption a sponsor to conduct research and obtain data
about an investigational device.
Investigational New Drug An application required by the FDA in order for
Application a sponsor to conduct research and obtain data
about an investigational drug.
Investigator Files Files required by the institution and/or specific
regulatory guidelines to be maintained by an
investigator and his/her designee regarding a
research project.
IRB Files Files required by regulatory guidelines to be
maintained by the Institutional Review Board.
Key Personnel Project staff who contribute in a substantial way
to the project design or implementation.
Minimal Risk The probability and magnitude of physical or
psychological harm or discomfort that is
normally encountered in daily life or in routine
medical or psychological examination of normal
individuals.
NIH National Institute of Health Federal agency that conducts health research.
NCA Non-competing Continuation | Process of requesting a continuation of a
Applications federally funded project.
NOA Notice of (Grant) Award Letter notifying the investigator of the approval
of funding.
OHRP Office of Human Research A branch of the Department of Health and
Protection Human Services which oversees human subjects
research.
OMB Office of Management and The federal office that issues rules and

Budget

regulations related to federally funded projects.




Abbre- Term Definition
viation

Partnership Grant One of two types of grants funded by HPRF. See
Internal Grants at www.hprf.org for more
information.

Pl Principle Investigator Person with primary project accountability as
defined by the institution and federal regulations.

Project Files Files kept by the HPRF administration.

Project Number Unique study identifier assigned to the research
study.

Project Period Date of funding through date of final report.

PHS Public Health Service Division of the DHHS which oversees public
health initiatives.

Research Agreement The formal agreement between the funding

(Contract) institution and the recipient.

Research Committee The committee that sets policy for internal grants,
approves funding for internal grants and oversees
the work of the Clinical Research Subcommittee,
the Basic Science Subcommittee, and the Health
Services Research Subcommittee.

Research Subject Living human participant in a research project.

Restricted Contributions Money given by a donor to research a specific
topic.

Retrospective Study A study which uses existing data.

SNAP Streamlined Non-competing A shorter application for federally funded

Award Process

projects.

Unrestricted Grants

Money given by a donor for general research
activities.
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Office of Research Integrity
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OMB Circular A-110. Cost Principles for Non Profit Organizations.
www.whitehouse.gov/OMB/circulars/al10/a110.html

OMB Circular A-122. Cost Principles for Non Profit Organizations.
www.whitehouse.gov/OMB/circulars/al22/a122.html

OMB Circular A-133. Cost Principles for Non Profit Organizations
www.whitehouse.gov/OMB/circulars/al33/a133.html.

Stephen L. and Papke A. “Certified Clinical Research Coordinators.” Applied Clinical Trials,
1995, 4:58-63.

Society of Research Administrators (SRA)
http://www.srainternational.org/cws/sra/sra.htm
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