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l. FUNDING OPPORTUNITY DESCRIPTION
A. Program Description

The Peer Reviewed Orthopaedic Research Program (PRORP) was established in fiscal year 2009
(FY09) to address the leading burden of injury and loss of fitness for military duty by funding
innovative, high-impact, clinically relevant research to advance optimal treatment and
rehabilitation from musculoskeletal injuries sustained during combat or combat-related activities.
Appropriations for the PRORP in FY09 totaled $112 million (M). The FY10 appropriation is
$22.5M.

The FY10 PRORP challenges the scientific community to design innovative research that will
foster new directions for and address neglected issues in the field of combat-related orthopaedic
injury research. Though the PRORP supports groundbreaking research, all projects must
demonstrate appropriate judgment and sound rationale. Applications involving multidisciplinary
collaborations among academia, industry, the military services, the Department of Veterans
Affairs (VA), and other Federal Government agencies are highly encouraged.

B. Award Description

The PRORP Orthopaedic Rehabilitation Clinical Consortium Award mechanism is being offered
for the first time in FY10. The intent of the award is to fund clinical rehabilitation studies
focused on improving functional outcomes of severe musculoskeletal injuries associated with
military combat. The award is designed to bring together populations of military orthopaedic
trauma patients, the combat-relevant research expertise of the specified military treatment
facilities (MTFs) listed in Section B.2, and the patient populations and research expertise of
highly qualified civilian rehabilitation scientists (i.e. from the fields of physical medicine,
physical therapy, occupational therapy, and/or orthopaedic trauma) at outstanding organizations.
It is expected that relevant clinical outcomes will require longitudinal evaluations of
rehabilitation and return to optimal function. At the time of award completion, it is anticipated
that the awardee will have established a strong infrastructure for continuing clinical studies on
combat-relevant musculoskeletal injuries, and products (information, guidelines, validated
techniques, or devices) that result in changes to, or validation of, current clinical practice that
lead to better outcomes for our injured warriors. All projects should account for financial costs
and provide detailed estimates of the proposed system cost if procured, so that the military and
civilian medical community can conduct a cost benefit analysis with current practice alternative
to distinguish the optimal cost-effective treatments.

Projects must be militarily relevant, have very defined objectives, control confounders, have a
patient population that will allow for an appropriately robust sample size at each site, be of high
quality, and be capable of producing results that are likely to change practice. Studies involving
non-military patient populations must describe how they simulate the targeted population (i.e.
Armed Forces and/or the US veteran population). While large, randomized controlled clinical
studies are expected to be part of this multi-institutional consortium effort, small randomized or
pilot clinical trials and observational prospective studies to develop metrics or provide proof of
principle to inform future clinical studies are also appropriate. All projects shall be limited to
clinical research and clinical trials. Animal studies are excluded from consideration.



The Orthopaedic Rehabilitation Clinical Consortium Award resulting from this program
announcement will be issued as a cooperative agreement between the recipient (Coordinating
Center) and the Government (the US Army Medical Research Acquisition Activity
[USAMRAA]). An appointed Government Steering Committee will review research priorities
and make recommendations to the Grants Officer’s Representative (GOR) for the GOR’s
consideration and ultimate approval decisions by the USAMRAA Grants Officer.

1. PRORP Orthopaedic Rehabilitation Clinical Consortium Award Focus Areas:
The goal of the PRORP Orthopaedic Rehabilitation Clinical Consortium Award is to
improve rehabilitation of combat and combat-related neuromusculoskeletal injuries
(including spine injuries, burns, and contractures, and excluding spinal cord injury [SCI]).
To further progress toward this goal, the FY10 PRORP has established a set of
rehabilitation focus areas, listed below in order of decreasing priority. Applications for the
PRORP Orthopaedic Rehabilitation Clinical Consortium Award must address at least four
of the following focus areas. Special consideration will be given to those submissions that
incorporate focus areas of high priority:

Improvement and enhancement of rehabilitative strategies for patients with severe
limb trauma and amputation as measured by effectiveness and improvement of
functional outcomes.

Development and validation of novel rehabilitation approaches designed to
optimize function following limb salvage and regenerative medicine interventions.

Evaluation of the impact of exercise and fitness systems, and strategies on
rehabilitation and sustainment of fitness in individuals with limb loss or limb-
threatening injuries.

Evaluation of amputee-specific technologies and rehabilitation strategies that
address/assess residual limb health and/or mitigate long-term consequences of
severe limb trauma such as arthritis, overuse injury, and cardiovascular disease.

Assessment of strategies to minimize deleterious effects of contracture on function
and mobility.

Improvement and enhancement of rehabilitative strategies for spine injury
(excluding SCI).

Enhancement of the understanding of psychosocial aspects that influence
rehabilitative care.

Identification of upper extremity kinematics and kinetic variables following injury
that negatively influence functional activities including mobility.

Development of validated strategies for incorporating existing advanced technology
(prosthetics, orthotics, assistive devices) for patients with severe extremity trauma,
including burns, peripheral nerve injuries, joint contractures, soft tissue defects,
and/or amputation.

Development of improved rehabilitation strategies (hnon-pharmaceutical) for
management of pain and its impact on return to function.



« Improved understanding and definitive management of severe extremity fractures
which positively or negatively influence return to military duty or successful
community re-integration and employment.

o Assessment of the impact of rehabilitation during the early care of patients with
extremity trauma to minimize the effects of immobility and deconditioning to
enhance more rapid functional return and outcomes.

« Validation of current rehabilitation strategies for individuals with limb and/or spine
injury incorporating relevant outcome measures.

o Development and assessment of relevant outcome measures for tele-medicine/web-
based systems used for dispersed groups (e.g., social networking style).

All applications must have a direct relevance to orthopaedic injuries sustained during
military combat or combat-related activities.

2. General Information: The PRORP Orthopaedic Rehabilitation Clinical Consortium
Award supports the development of a consortium that will consist of a Coordinating Center
in collaboration with multiple MTFs (required) and non-military (encouraged) Clinical
Study Sites. Because this award is intended to maximally benefit wounded warriors,
the Coordinating Center will be required to collaborate with the following MTFs:
Naval Medical Center Portsmouth (NMCP), Naval Medical Center San Diego
(NMCSD), San Antonio Military Medical Center (SAMMC), and Walter Reed
National Military Medical Center ( WRNMMC). In addition, collaborations with
academic, VA, government, other military, industry, or non-profit organizations are
strongly encouraged and should be described within the application. Applicants are also
strongly encouraged to leverage existing clinical programs to enhance collaboration and
educational/training opportunities for clinical researchers.

Aside from the named MTF collaborators listed above, the applicant must propose
additional Clinical Study Sites to execute the mission of the Consortium. The Consortium
should be comprised of existing high volume and high productivity sites that have a clinical
research track record to maximize enrollment within the available funding constraints.
Applicants may provide a plan for the inclusion of secondary sites to be activated as
needed for study participation. See Figure 1 for a proposed structure of the PRORP
Clinical Consortium.

The Coordinating Center and any associated Clinical Study Sites (not including PRORP-
named MTFs) must apply to this announcement through a single application. A single
award will be made to the Coordinating Center, and award funds will be used to support
the Coordinating Center’s efforts as well as Consortium-associated studies at each of the
Clinical Study Sites, including the MTFs. The Coordinating Center will provide
management and funding through the appropriate instruments for the non-MTF Clinical
Study Sites to conduct medical research towards improving reconstruction and
rehabilitation for combat and combat-related orthopaedic injuries. The Coordinating
Center will provide management and support (research personnel, supplies, etc.) to the
MTFs through various appropriate means; however, no direct funds will be provided by the
Coordinating Center to the MTFs.



The Consortium will conduct studies that build upon the orthopaedic research goals and
patient care initiatives established by the DOD at the MTFs (Appendix) that are in
alignment with the PRORP Orthopaedic Rehabilitation Clinical Consortium Award focus
areas (Section B.1). It is the responsibility of the applicant to describe clearly within the
proposal how the proposed Consortium will have a significant impact on the rehabilitation
of combat-related orthopaedic injury.

The Coordinating Center, which may also serve as a clinical site, will facilitate the rapid
selection, design, and execution of clinical studies within the Consortium, and will provide
the administrative, protocol development, regulatory, statistical, resource, and data
management/storage functions necessary to facilitate Consortium studies. The Principal
Investigator (PI) of the Coordinating Center should provide evidence of prior experience
with the design and administration of multi-institutional clinical studies. The PI must also
demonstrate a broad understanding of orthopaedic injury research, including knowledge of
the current state of clinical studies and clinical priorities related to the PRORP Orthopaedic
Rehabilitation Clinical Consortium Award focus areas, which address critical militarily
relevant issues.

The proposal should name and describe individual core facilities at member organizations
that will serve as official Consortium research core facilities. Establishment of
Consortium-wide core facilities will enable more consistent, high-quality, standardized
data to be collected across sites for Consortium-supported studies.

Applications must include an initial set of proposed studies (minimum of 4) reflective of
the overall goals of the Consortium for consideration during the review and selection
process, some or all of which may be carried out if selected for funding based upon
recommendations of the PRORP reviewers and Government Steering Committee.
Proposed studies should include a range of scope, size, and type that is representative of the
overall goals of the Consortium. Funding selection will depend upon evaluation of the
proposed studies, record of productivity, available capabilities, organization of the
Consortium, and feasibility of the entire group to accomplish the overall award objectives.
During the performance period of the award, all Clinical Study Sites, including the MTFs,
will be responsible for working collaboratively to identify new clinical studies for
implementation by the Consortium. All of these studies will be subject to Steering
Committee review and recommendations to the GOR and the Grants Officer for decisions
prior to implementation. Collectively, the Clinical Study Site Pls will constitute the
Clinical Consortium Committee, which will be responsible for proposing and conducting
clinical studies focused on rehabilitative care for combat-related orthopaedic injuries, and
for determining which Consortium organizations will participate in each study. The
Coordinating Center will be responsible for facilitating this process, and the proposal
should include a description of how the Coordinating Center plans to coordinate with the
Clinical Study Sites to propose, design, externally peer review, and prioritize the most
relevant clinical studies once the Consortium is established. Additional clinical studies will
be presented to the government Steering Committee at a twice-yearly meeting for review
and approval recommendations prior to implementation. See Section B.6 for further
information regarding the Steering Committee.
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Figure 1: Proposed Consortium Structure. Applicants may propose alternative organizations
for the Consortium; however, in all configurations, a Government Steering Committee will
provide consultation to the Consortium governing body on research gaps and military priorities.



3. Required MTF Collaboration: Military relevance is a key element of the PRORP
Orthopaedic Rehabilitation Clinical Consortium Award. As such, it is expected that
Consortium-proposed studies will align closely with the research goals of the MTFs that are in
alignment with PRORP Orthopaedic Rehabilitation Clinical Consortium Award focus areas
(Section B.1 and Appendix). Submitting an application to the PRORP Orthopaedic
Rehabilitation Clinical Consortium Award is considered an implicit commitment to
collaborate with NMCP, NMCSD, SAMMC, and WRNMMC in the Clinical Consortium.
Applicants should provide a plan to ensure that the MTFs have input on and participation in
all Consortium activities, equivalent with other Clinical Study Sites. The plan should also
outline a strategy to develop the necessary research capabilities at the MTFs, including
educational and training opportunities as appropriate. The Coordinating Center must plan to
provide resources to the MTFs for their role in Consortium-supported studies, including
supplies and research personnel support as necessary. Funds provided through this award
may not be used to support government salaries, but may be used to support contract
research personnel. It is expected that exact MTF requirements will change based on the type
and number of studies conducted by the Consortium. Suggestions of the types of research
personnel support that may be needed at the MTFs include clinical research nurses,
Ph.D./M.D.-level researchers, physical/occupational therapists, technicians to support
Computer-Assisted Rehabilitation Environments (CAREN), physiatrists, and clinical research
assistants. Exact personnel support and effort levels should be determined by the applicant as
appropriate for the proposed studies. It is anticipated that the MTF interface with Consortium-
supported personnel will be provided by an active duty, doctoral-level research director
assigned to the MTF.

Applicants should utilize the information papers provided by each MTF (Appendix) to work
within existing MTF capabilities and determine potential MTF needs within the Consortium.
In addition, a Question and Answer (Q&A) informational meeting prior to the application
submission deadline is scheduled for September 13, 2010, in the Washington, DC metro area.
Applicants will be invited to meet with representatives of the PRORP Integration Panel (IP)
and the MTFs to discuss the intent of this funding opportunity and the research needs in the
field of physical medicine and rehabilitation as it relates to combat injury. Details and
registration information for the Q&A informational meeting will be included in an invitation
to submit a full application following the pre-application screening process outlined in Section
I1ILA. Only those applicants invited for full application submission will be invited to the Q&A
informational meeting. Travel expenses for invited applicants will be reimbursed by the
Office of the Congressionally Directed Medical Research Programs (CDMRP).

A summary of the Q&A informational meeting will be posted on the CDMRP eReceipt
website, https://cdmrp.org. In addition, questions about the PRORP Orthopaedic
Rehabilitation Clinical Consortium Award may be sent to cdmrp.prorp@amedd.army.mil.
Questions will be accepted until October 15, 2010. Questions and answers will be posted on
the CDMRP eReceipt website, https://cdmrp.org.

As the MTFs (NMCP, NMCSD, SAMMC, and WRNMMC) are named collaborators for
this Program Announcement/Funding Opportunity, no discussion between MTF
personnel and the applicant regarding this Program Announcement/Funding
Opportunity is permitted during proposal preparation and review outside of the Q&A
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informational meeting. Once award selection is complete, there will be an opportunity to
refine MTF needs and resources with appropriate MTF input prior to issuance of the award.

4. Summary of Responsibilities:

e Responsibilities of all Consortium Participants: Procedures for the Consortium,
while proposed by the Coordinating Center, will be fully developed and agreed upon
by all participants working collaboratively at a pre-award planning meeting hosted by
the US Army Medical Research and Materiel Command (USAMRMC) to be held in
March or April, 2011, and attended by representatives of the Coordinating Center,
Clinical Study Sites (including the MTF sites), Steering Committee, and USAMRMC.
The process shall be codified in a Standard Operating Procedure (SOP), which will be
provided to the GOR and Steering Committee within 6 months of the Consortium pre-
award planning meeting, or 90 days from award execution, whichever comes later.

e Consortium Coordinating Center

(o]

Coordinating Center PI will serve as the Director of the Consortium, Chair of the
Clinical Consortium Committee, and the primary liaison with the GOR;

Ensure that a minimum number of clinical studies, as agreed upon by the Steering
Committee, Clinical Consortium Committee, and USAMRMC during the pre-
award planning meeting, are initiated by the start of the second year of the award;

Ensure that the Consortium adheres to the planned timeline and milestones for
overall study execution;

Develop and maintain the Consortium organizational structure;

Manage Consortium-developed procedures for external scientific review,
prioritization, and implementation of clinical studies proposed by or through
Consortium members;

Establish a mechanism to provide MTFs with resources necessary for participation
in the Consortium;

Establish and manage procedures to ensure that all sites maintain compliance with
local Institutional Review Boards (IRBs) and the Army Surgeon General’s Human
Research Protection Office (HRPO) for the proper conduct of clinical studies and
the protection of human subjects;

Provide a Consortium Clinical Research Manager who will oversee the efforts of
the Clinical Research Coordinators at the Clinical Study Sites. The Consortium
Clinical Research Manager will be responsible for coordinating and facilitating
clinical protocol approval, patient accrual, and study activities across all sites;

Establish and manage procedures for ensuring compliance with US Food and Drug
Administration (FDA) requirements for investigational agents, devices, and
procedures;

Establish and manage a communications plan and a real-time communications
system between the Coordinating Center and Clinical Study Sites, including the
purchase of multi-site licenses, if necessary;



Ensure the standardized analyses of specimens, imaging products, and other data
through the establishment of scientific core facilities;

Manage Consortium-developed quality assurance and quality control mechanisms
for study monitoring, including but not limited to:

— On-site monitoring program, to include safety

— Management plan for the handling, distribution, and banking of specimens and
imaging products generated from Consortium studies

— Registration, tracking, and reporting of participant accrual

— Timely medical review, rapid reporting, communication of adverse events, and
data management/coordination among all sites

— Interim evaluation and consideration of measures of outcome

Manage Consortium-developed comprehensive data collection and data
management systems that address the needs of all Clinical Study Sites in terms of
access to data, data security, and data integrity measures;

Implement statistical execution plans/support for all Consortium clinical studies;

Manage costs to support the Clinical Study Sites, including provision of personnel,
equipment, and materials required to conduct approved clinical studies;

Manage Consortium-developed intellectual and material property issues among
organizations participating in the Consortium;

Manage Consortium-developed procedures for the timely publication of major
findings and other public dissemination of data;

Attend a pre-award planning meeting, hosted by the USAMRMC, with all
Consortium members to develop the operational features of the Consortium, the
requirements for progress and evaluation, and the award negotiations process;

Coordinate the preparation of written and oral twice-yearly briefings to the
Steering Committee and USAMRMC staff at 1-day meetings to be held in a
centralized location to be determined by USAMRMC,;

Develop, organize, and submit quarterly written progress reports, annual reports,
and a final written comprehensive report to the USAMRMLC.

Clinical Study Sites

[0}

(o]

Participate fully in the Clinical Consortium Committee;

During the performance period of the award, identify potential studies and develop
proposals in accordance with the Consortium SOP for presentation to the Steering
Committee;

Integrate with clinical studies at other Clinical Study Sites;

In accordance with Consortium-developed guidelines, maintain a minimum
combined accrual across all Consortium-associated studies as well as a maximum
contributed percentage for each individual study;



Provide a Clinical Research Coordinator who will interact with the Clinical
Research Coordinators of other Clinical Study Sites and the Consortium Clinical
Research Manager at the Coordinating Center to expedite and guide clinical
protocols through regulatory approval processes and to coordinate patient accrual
and study activities across sites;

Implement the Consortium’s core data collection methodology and strategies;

Comply with Consortium-developed quality assurance and quality control
procedures, as appropriate, including:

— Participate in an on-site monitoring program to be managed by the
Coordinating Center

— Implement the Consortium-developed management plan for acquisition and
aggregation of protocol-specified specimens, biological fluids, and relevant
clinical data to the appropriate laboratories for testing or storage necessary for
the conduct and analyses of clinical studies during the performance period of
the award

— Submit appropriate data and materials to allow for verification and review of
protocol-related procedures (e.g., pathology, imaging techniques, surgical
methods, and therapeutic use)

Implement procedures established by the Coordinating Center for ensuring
compliance with FDA requirements for investigational agents, as appropriate;

Implement procedures established by the Coordinating Center to meet the local
IRB and the Army Surgeon General’s HRPO requirements for the conduct of
clinical studies and the protection of human subjects;

Serve as a resource or core for the conduct of protocol-specified laboratory projects
(including correlative studies), as appropriate;

Participate in Consortium-developed procedures for the timely publication of
major findings;

Participate in Consortium-developed procedures for resolving intellectual and
material property issues among organizations participating in the Consortium;

Attend a pre-award planning meeting with all Consortium members to develop the
operational features of the Consortium, outline the requirements for progress and
evaluation, identify target initial clinical studies, align selected studies with
appropriate Clinical Study Sites, and facilitate the award negotiations process (to
be held in March or April, 2011);

Participate in the preparation of written and oral twice-yearly briefings to the
Steering Committee and USAMRMC staff at 1-day meetings to be held in a
centralized location to be determined by USAMRMC,;

Assist with the preparation of quarterly written progress reports and a final written
comprehensive report;

Prepare for a site visit audit, if applicable.
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5. Performance Metrics: Applicants should lay out a plan for the number and types of
clinical studies the Consortium expects to execute. As a preliminary guideline, the
Consortium should be prepared to complete between 8 to 15 clinical studies during the
performance period of the award, depending upon the size and complexity of each study. By
the start of the second year of the performance period, a minimum number of clinical studies,
as agreed upon by the Clinical Consortium Committee, the Steering Committee, and
USAMRMOC, shall be initiated. A timeline outlining the overall plan for study initiation,
performance, and analyses shall be developed, with clear milestones to which the Consortium
will be held accountable. The Clinical Consortium Committee will determine appropriate
overall minimum and maximum accrual metrics for the Clinical Study Sites as part of the
Consortium SOP, with input from the Steering Committee. For individual clinical studies, the
Coordinating Center should ensure the maintenance of overall patient accrual per year,
appropriate for the target population. The Consortium SOP should also contain a plan to
address underperforming sites. Accrual metrics for the MTFs are expected to differ, and will
be determined at a later date by USAMRMC staff and the Steering Committee. The
Coordinating Center will be required to submit quarterly written reports that outline accrual
and retention statistics, any problems with study execution, and actions to disseminate study
results. It is expected that the Consortium will submit to other agencies for additional funding
in order to increase the breadth of research and create a self-sustaining entity that will
continue functioning beyond the five-year performance period of the award.

6. Oversight of the Consortium: A Steering Committee comprised of government
personnel will be established by USAMRMC. The Steering Committee will review progress,
and it will provide advice and guidance on scientific and military relevance and on the
coordination of proposed projects with other military relevant initiatives. The Steering
Committee will provide approval recommendations regarding proposed Consortium studies
prior to implementation, and will recommend areas of future study to the Consortium.
Consortium Pls must present written and oral briefings to the Steering Committee and
USAMRMC staff at twice-yearly 1-day meetings to be held in a centralized location. Based
on these reports and presentations, the Steering Committee and USAMRMC staff will
evaluate progress, provide feedback, and invoke modifications as needed to facilitate the
success of the Consortium. The Clinical Consortium Committee, through the Coordinating
Center PI, is expected to maintain monthly or more frequent contact with a government
appointed GOR, who will maintain full documentation of interactions. The USAMRAA
Grants Officer will issue the final approval of any proposed projects and/or studies.

7. Use of Human Subjects and Human Biological Substances: All Department of Defense
(DOD)-funded research involving human subjects and human biological substances must be
reviewed and approved by the USAMRMC Office of Research Protections (ORP), HRPO, in
addition to local IRBs. The HRPO is mandated to comply with specific laws and directives
governing all research involving human subjects that is conducted or supported by the DOD.
These laws and directives are rigorous and detailed, and will require information in addition to
that supplied to the local review board. Allow a minimum of 6 months for regulatory review
and approval processes for studies involving human subjects. Refer to General Application
Instructions, Appendix 5, for detailed information.

11



8. Department of Veterans Affairs (VA) Medical Centers Patient Populations:
Applicants are encouraged to include collaborations with VA organizations. Access to patient
populations from VA Medical Centers or use of information from VA data systems must be
coordinated by the PI. PlIs who submit a research project designed to recruit patients from a
VA Medical Center or use information from VA data systems, and those who do not have an
appointment at one of the VA Medical Centers must include a collaborator with a VA
appointment. This collaborator must be willing to assume the role of P1 for the VA
component of the research. IRB approval from all participating VA clinical sites will be
required.

C. Eligibility

Coordinating Center PIs must be independent investigators at or above the level of Associate
Professor (or equivalent) at an eligible organization. Refer to General Application Instructions,
Appendix 1, for general eligibility information.

D. Funding

A single award will be made to support the FY10 PRORP Orthopaedic Rehabilitation Clinical
Consortium. The award will be made to the Coordinating Center applicant selected for funding.
The Coordinating Center will provide funding support for the selected Clinical Study Sites as
subawards.

All applicants are requested to propose a minimum of four studies that may be initiated in the first
year of the award. Proposed studies should include a range of scope, size, and type that is
representative of the overall goals of the Consortium. Budget out-years should be projected based
on the proposed costs of the initial studies, with appropriate escalation factors included. Following
award, a budget for each study will be negotiated individually once study selections are made.

e The maximum period of performance is 5 years.

e The maximum allowable funding for the entire period of performance is $19.5M in total
(direct plus indirect) costs.

e The applicant may not exceed the maximum allowable funding. In addition to direct
costs, indirect costs may be proposed in accordance with the organization’s negotiated rate
agreement.

Within the guidelines provided in the General Application Instructions, funds can cover:

« Salary support for personnel needed to meet the goals of the Clinical Consortium, such as
the Pls, Consortium Core personnel, Consortium Clinical Research Manager,
Physical/Occupational Therapists, Physiatrists, Financial Officer, Program Coordinator,
Administrative Assistant(s), Research Nurse(s), Statistician(s), Database Manager, and
Informatics Manager;

« Implementation of Consortium-developed standardization plan, data management
program, real-time communications system, and administration plans for the Consortium;

12



« Support of Consortium-related meetings, teleconferences, and travel among participating
investigators;

« Costs associated with the external scientific peer review of clinical studies/research;

o Purchase of computers, specialized software, and specialized software licenses for Clinical
Study Sites when required to fulfill Coordinating Center-specific tasks;

o Purchase of minor equipment necessary for specimen and data storage and transfer;

o Costs associated with coordination of informed consent/assent form preparation and other
IRB-required materials among different organizations;

o Reimbursement of organizations for additional costs associated with using Consortium
Core facilities;

« Reimbursement of organizations for costs associated with conducting the IRB review of
the clinical protocols and informed consent/assent forms;

« Costs associated with management of intellectual property resolution and material rights
resolution among organizations;

« Clinical costs;

o Research-related subject costs;

o General research costs;

« Costs associated with development of sources for intervention supply or availability;
o Other costs directly associated with planning and developing the consortium;

o Travel costs of up to $3,600 per year to attend scientific/technical meetings;

« Other direct costs as described in the General Application Instructions for the Detailed
Budget and Justification.

In addition, travel funds must be requested for the Coordinating Center Pl and each Clinical Study
Site PI to attend one DOD military research-related meeting per year, to be determined by the
Government during the award performance period. The PI must also include funds for travel to
twice-yearly 1-day briefings with the Steering Committee and USAMRMC staff.

Direct transfer of funds to a government organization or agency is not allowed except under very
limited circumstances and as subject to prior Grants Officer approval. The Coordinating Center is
expected to provide a mechanism to transfer resources such as supplies and support as necessary to
the MTFs to support their participation in Consortium studies. Funds provided through this
award may not be used to support government salaries. Details on exceptions to the prohibition
of direct fund transfer to government entities can be found in Section 11.B.2 (Federal Financial Plan)
of the General Application Instructions.

The CDMRP expects to allot approximately $19.5M of the $22.5M FY10 PRORP appropriation
to fund approximately 1 Orthopaedic Rehabilitation Clinical Consortium Award application,
depending upon the quality and number of applications received. Funding of applications
received in response to this Program Announcement/Funding Opportunity is contingent upon
the availability of Federal funds for this program.

13



E. Award Administration

The Coordinating Center of the PRORP Clinical Consortium Award cannot be transferred to
another organization.

The awardee will be required to submit three quarterly written progress reports per year, a written
annual report, and a final written comprehensive report.

In addition to written progress reports, awardees may expect requests for formal progress
presentations in clinical symposia to accelerate transition into clinical practice.

Awards will be made approximately 4 to 6 months after receiving a funding notification letter, but
no later than September 30, 2011. Refer to the General Application Instructions, Appendix 4, for
general award administration information.

Il. TIMELINE FOR SUBMISSION AND REVIEW

e Pre-application Submission Deadline: 5:00 p.m. Eastern time (ET), July 16, 2010
e Invitation to Submit an Application: August 2010

e Q & A Informational Meeting: September 13, 2010

o Application Submission Deadline: 11:59 p.m. ET, October 29, 2010
« Scientific Peer Review: December 2010

e Programmatic Review: February 2011

Application submissions will not be accepted unless the pre-application process is completed by
the pre-application deadline.

I11. SUBMISSION PROCESS

Submission is a two-step process requiring both (1) pre-application submission through the
CDMRP eReceipt system (https://cdmrp.org/) and (2) application submission through Grants.gov
(http://www.grants.gov/). Applications will be invited based on pre-application screening.

Submission of the same research project to different funding opportunities within the same program
and fiscal year is discouraged. The Government reserves the right to reject duplicative applications.

Pls and organizations identified in the application should be the same as those identified in the pre-
application. If a change in Pl or organization is necessary after submission of the pre-application,
the PI must contact the eReceipt help desk at help@cdmrp.org or 301-682-5507.

A. Step 1 - Pre-Application Components

All pre-application components must be submitted through the CDMRP eReceipt system by

5:00 p.m. ET on the deadline. Because the invitation to submit an application is based on the
contents of the pre-application, investigators should not change the title or research objectives after
the pre-application is submitted.
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The pre-application consists of the following components, which are organized in the CDMRP
eReceipt system by separate tabs (Refer to the General Application Instructions for additional
information on pre-application submission):

Proposal Information — Tab 1

Proposal Contacts — Tab 2
Collaborators and Conflicts of Interest (COI) - Tab 3
Required Files— Tab 4

Preproposal Narrative (five-page limit): The Preproposal Narrative is inclusive of any
figures, tables, graphs, photographs, diagrams, chemical structures, pictures, pictorials,
and cartoons.

The Preproposal Narrative should include the following:

(o]

Overarching Goals: Provide a brief description of the overall goals of the consortium
in the field of rehabilitative medicine for combat or combat-related orthopaedic
injuries.

Consortium Structure: Outline the organizations that will participate in the
consortium. Briefly discuss the qualifications of key personnel in the administration
and conduct of multi-institutional clinical studies. Discuss potential core facilities,
shared resources, and other elements of the Consortium that will promote synergy.

Research Plan: Provide a brief description of the initial clinical studies to be
proposed. lIdentify the PRORP Orthopaedic Rehabilitation Clinical Consortium Award
focus area(s) relevant to each study. Describe the reasoning on which the studies are
based, the target patient population(s), and the outcomes to be measured.

Military Relevance: Describe how the Consortium will have an impact on the lives
of individuals recovering from combat-relevant orthopaedic injuries, and the
evaluation and/or acceleration of promising rehabilitation treatments into clinical
practice.

Pre-Application Supporting Documentation: The items to be included as supporting
documentation for the pre-application are limited to:

References Cited: List relevant references using a standard reference format that
includes the full citation (i.e., author(s), year published, title of reference, source of
reference, volume, chapter, page numbers, and publisher, as appropriate). The
inclusion of Internet URLS to references is encouraged.

Key Personnel Biographical Sketches (four-page limit per individual)

Submit Pre-application — Tab 5
Other Documents Tab
Not applicable.

Pre-Application Screening: Pre-applications will be screened by the PRORP IP based on the
following criteria:

Consortium Structure: How well the outlined consortium structure will support timely
and efficient multi-institutional clinical studies of varying scope and size. The
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appropriateness of the administrative and research teams’ background and expertise with
respect to their ability to oversee rehabilitative medicine clinical studies.

« Military Benefit: The degree to which the proposed research, if successful, will have a
significant clinical impact to innovate and/or improve clinical care for warfighters who
have sustained combat-relevant orthopaedic injury.

e Research Plan: How well the proposed initial studies align with the PRORP Orthopaedic
Rehabilitation Clinical Consortium Award focus areas. The degree to which the proposed
studies address important questions that will further clinical rehabilitative research and
treatment of musculoskeletal injury.

Following the pre-application screening, Pls will be notified of whether or not they are invited to
submit an application; however, they will not receive feedback (e.g., strengths and weaknesses) on
their pre-application.

B. Step 2 - Application Components
Applications will not be accepted unless the Pl has received a letter of invitation.

Applications are submitted by the Authorized Organizational Representative (AOR) through
Grants.gov (http://www.grants.gov/). Applications must be submitted by 11:59 p.m. ET on the
deadline.

Each application submission must include the completed application package of forms and
attachments identified in Grants.gov for this Program Announcement/Funding Opportunity.

The Grants.gov application package consists of the following components (Refer to the General
Application Instructions, Section I1.B., for additional information on application submission):

1. SF 424 (R&R) Application for Federal Assistance Form: Refer to the General
Application Instructions, Section I1.B., for detailed information.

2. Attachments Form

o Attachment 1: Project Narrative (70-page limit): Upload as “ProjectNarrative.pdf.”

Describe the qualifications of the group and the key features of the Consortium using
the following general outline:

o Consortium Expertise and Resources
o Outline the structure of the proposed Consortium and identify key personnel.

o Describe the previous experience of the Pl and other key personnel within the
Coordinating Center with the design and administration of multi-institutional
musculoskeletal rehabilitation clinical studies. Reference relevant publications and
submit reprints with the proposal supporting documentation (Attachment 2).

o Describe the previous experience of key personnel at each Clinical Study Site with
the development and conduct of musculoskeletal rehabilitation clinical studies.
Reference relevant publications and submit reprints with the proposal supporting
documentation (Attachment 2).
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Describe the traumatic orthopaedic injury patient populations at each Clinical
Study Site and provide evidence of the ability to enroll adequate patient numbers
into Consortium-sponsored studies. Provide an estimate of case enrollment/patient
load and the track record of research in this area for each Clinical Study Site and
each Site PI.

Describe the resources and facilities available within each Clinical Study Site for
the care and rehabilitation of orthopaedic trauma patients.

Describe the resources and expertise in each participating Clinical Study Site for
data management and maintenance of data security/confidentiality.

Provide evidence of organizational commitment for the Coordinating Center and
each participating Clinical Study Site for the use of facilities and resources in the
conduct of Consortium operations.

Describe any plans to leverage existing clinical or translational funding programs
and infrastructure for the proposed Consortium.

Plan of Operations

(o]

Government Coordination: Describe plans to communicate and partner with the
named MTFs. Explain how the MTF Clinical Study Sites will provide input on all
Consortium procedures and studies to a level commensurate with all other Clinical
Study Sites. Outline a plan for providing resources to the MTFs and establishing
the research capabilities needed at the MTFs for full Consortium participation.

Study Identification: Outline a plan for the proposal, design, and prioritization of
potential future Consortium studies for presentation to the Steering Committee
following initial study implementation. Include a mechanism for determining
Clinical Study Site participation.

Study Management and Monitoring: Describe plans for real-time
communication among all organizations participating in the Consortium (including
the rapid dissemination of adverse events). Include a named Consortium Clinical
Research Manager who will interact with other individual site clinical coordinators
to guide clinical protocols through the regulatory approval processes, coordinate
participant accrual, and coordinate study activities across sites. Outline procedures
for quality assurance, quality control, safety and study monitoring.

Core Facilities: Outline essential cores and other facilities to be shared that will
be necessary for facilitation of Consortium success. Discuss how the core facilities
will be utilized and integrated across all Clinical Study Sites.

Clinical Protocol Development and Human Subjects Protection: Describe
plans for coordinating the development of clinical protocols and associated clinical
documents that include HRPO-prescribed content. Outline a plan for the external
peer review of all Consortium clinical protocols, and the coordination of IRB
submissions and approvals. Describe the development of a plan for addressing
human subjects protection requirements as outlined by HRPO at
https://mrmc.detrick.army.mil/index.cfm?pageid=research_protections.hrpo.
Outline plans for developing procedures to ensure compliance with FDA
requirements for investigational agents, as appropriate.
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o Data Management: Outline a strategy for the development and implementation
of a Consortium-wide data management plan, including: (1) Descriptions of the
overall approach to data collection and management, (2) a statistical plan that
includes methods to monitor quality and consistency of data collection and
methods to measure outcomes, (3) a plan for real-time data transfer, and (4) data
security measures.

o Specimen Handling and Distribution: Describe plans for the development of
methods for the handling, distribution, analysis, banking, and security of any
specimens and/or imaging products generated from Consortium-sponsored studies.
Include a named coordinator responsible for managing and resolving material and
intellectual property issues among Consortium organizations.

o Information Technology (IT) Resources: Since the Consortium will rely heavily
on information technology, provide the name of the individual who will be
responsible for database and information infrastructure. Describe relevant
personnel and organizational experience with implementing multi-institutional
real-time communications.

o Publication and Data Dissemination: Describe plans for ensuring rapid
publication and other public dissemination of data while maintaining participant
privacy. Include a plan to provide for open architecture of any prosthetic or
orthotic development that results from Consortium studies.

o Fiscal and Legal Administration: Describe the fiscal organization necessary for
the proper distribution of funds between Clinical Study Sites for performance of
clinical studies.

Research Plan: The narrative should include a projection of the types of clinical trials
and clinical research to be conducted by the Consortium over the entire award period.
Applicants must provide a description of a minimum of four clinical studies in
sufficient detail to allow for evaluation of the group’s capabilities, study design
expertise, and research interests. The described research should address a minimum of
four of the PRORP Orthopaedic Rehabilitation Clinical Consortium Award focus areas
(see page 6). Animal studies are not allowed. Information about the proposed studies
should include:

o Overall Focus: Identify the major gaps in the field of rehabilitation of combat-
related orthopaedic injury that the Consortium seeks to address. Describe the
broad research goals of the Consortium, and the types of clinical trials and studies
to be conducted. Outline a plan for the estimated number and types of studies to be
conducted over the five-year performance period.

o Research Idea: For each proposed study, describe the ideas and reasoning on
which it is based, and how the study addresses a central problem in the
rehabilitation of combat-relevant orthopaedic injuries. Provide preclinical
evidence to support the rationale for each study. Identify the PRORP Focus
Area(s) each study addresses.

o Research Strategy: Concisely state each study’s objectives and specific aims.
Describe the patient populations and study sites that will be utilized for each study.
Provide sufficient information on the methods, metrics, and statistical power for
each study to allow for an evaluation of the proposed budget.
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o Military Benefit: Describe how the proposed studies build on the research goals

of the named MTF collaborators in order to maximally benefit wounded warriors.
Describe how the studies will have impact on accelerating the movement of
promising treatments for orthopaedic injury into a military combat-relevant
application.

Attachment 2: Supporting Documentation. Start each document on a new page.
Combine and upload as a single file named “Support.pdf.” If documents are scanned
to pdf, the lowest resolution (100 to 150 dpi) should be used. Each component has no
page limit unless otherwise noted.

o

References Cited: List all relevant references using a standard reference format
that includes the full citation (i.e., author(s), year published, title of reference,
source of reference, volume, chapter, page numbers, and publisher, as appropriate).
The inclusion of Internet URLS to references is encouraged.

List of Acronyms and Symbols: Provide a list of acronyms and symbols (e.qg.,
PCR = polymerase chain reaction).

Facilities, Existing Equipment, and Other Resources: Describe the facilities and
equipment available for performance of the proposed project and any additional
facilities or equipment proposed for acquisition at no cost to the USAMRMC.
Indicate if Government-owned facilities or equipment are proposed for use.
Reference should be made to the original or present contract under which the
facilities or equipment items are now accountable. There is no form for this
information.

Publications and/or Patent Abstracts (ten-document limit): Include relevant
publicati