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ATTACHMENT 1 - SBA CERTIFICATIONS REQUIRED THROUGH THE EVALATUATION, AWARD AND
CONTRACT ADMINISTRATION PROCESS

ATTACHMENT 2 - SBIR PHASE 1l TOPICS

The Appendices noted above are in Microsoft Word and Adobe Acrobat Reader fillable format, excluding
Appendix C.

NOTE: Other software packages for completing these proposals may be available from other sources; however, it
is essential that the type size and format specifications are met or the proposal may be returned without review.

DISCLAIMER: Reference to these software packages neither constitutes nor should be inferred to be an
endorsement or recommendation of any product, service, or enterprise by the National Institutes of Health, any
other agency of the United States Government, or any employee of the United States Government. No warranties
are stated or implied.

NATIONAL CANCER INSTITUTE, OFFICE OF ACQUISITIONS

SOLICITATION OF THE NATIONAL CANCER INSTITUTE FOR
SMALL BUSINESS INNOVATION RESEARCH
PHASE || CONTRACT PROPOSALS
PART | INSTRUCTIONS FOR PREPARING AND SUBMITTING A PROPOSAL

1. PROGRAM DESCRIPTION

1.1 PURPOSE OF SOLICITATION
This solicitation is for Phase Il contract proposals only.

Included are instructions for offerors to prepare Phase Il contract proposals, a description of the proposal review
process, and some conditions of a contract award. Contract proposals will be accepted only if they respond
specifically to a research topic listed on the cover letter and in Attachment #2 of this solicitation.
Otherwise, proposals will be returned to the offeror(s) without evaluation.

The objectives of the SBIR program include stimulating technological innovation in the private sector,
strengthening the role of small business in meeting Federal R/R&D needs, increasing private sector
commercialization of innovations developed through Federal SBIR R&D, increasing small business participation in
Federal R&D, and fostering and encouraging participation by socially and economically disadvantaged small
business concerns and women-owned small business concerns in the SBIR program.

The basic design of the NIH/CDC SBIR program is in accordance with the Small Business Administration (SBA)
SBIR Program Policy Directive, 2012 This SBIR Contract solicitation strives to encourage scientific and technical
innovation in areas specifically identified by the NIH. The guidelines presented in this solicitation reflect the
flexibility provided in the Policy Directive to encourage proposals based on scientific and technical approaches
most likely to yield results important to the NIH and to the private sector.

1.2 THREE PHASE PROGRAM

The SBIR program consists of three separate phases.
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Phase I: Feasibility

The objective of Phase | is to determine the scientific or technical feasibility and commercial merit of the proposed
research or R&D efforts and the quality of performance of the small business concern, prior to providing further
Federal support in Phase Il. Phase | awards normally may not exceed $150,000 for direct costs, indirect costs,
and profit (fixed fee) for a period normally not to exceed 6 months.

Phase II: Full R/IR&D Effort

The objective of Phase Il is to continue the research or R&D efforts initiated in Phase I. Funding shall be based on
the results of Phase | and the scientific and technical merit and commercial potential of the Phase Il proposal.
Phase Il awards normally may not exceed $1,000,000 for direct costs, indirect costs, and profit (fixed fee) for a
period normally not to exceed two years.

Phase lll: Commercialization stage without SBIR funds

The objective of Phase lll, where appropriate, is for the small business concern to pursue with non-SBIR funds
the commercialization objectives resulting from the outcomes of the research or R&D funded in Phase Il. Phase llI
may involve follow-on, non-SBIR funded R&D or production contracts for products or processes intended for use
by the U.S. Government.

The competition for SBIR Phase Il awards satisfies any competition requirement of the Armed Services
Procurement Act, the Federal Property and Administrative Services Act, and the competition in Contracting Act.
Therefore, an agency that wishes to fund an SBIR Phase Il project is not required to conduct another competition
in order to satisfy those statutory provisions. As a result, in conducting actions relative to a Phase Il SBIR award,
it is sufficient to state for purposes of a Justification and Approval pursuant to FAR 6.302-5 that the project is a
SBIR Phase Ill award that is derived from, extends, or logically concludes efforts performed under prior SBIR
funding agreements and is authorized under 10 U.S.C. 2304(b)(2) or 41 U.S.C. 3303(b) . The NIH is interested in
developing products and services via the SBIR program that improve the health of the American people. In its
commitment to also support Executive Order 13329, encouraging innovation in manufacturing-related research
and development, NIH seeks, through the SBIR program, biomedical research related to advanced processing,
manufacturing processes, equipment and systems; or manufacturing workforce skills and protection. This
solicitation includes some topic areas that are considered relevant to manufacturing-related R&D. Additional
information will be posted on the NIH Small Business Research Funding Opportunities Web site and in the NIH
Guide for Grants and Contracts as it becomes available. Small businesses may be interested in reading a U.S.
Department of Commerce 2004 report, "Manufacturing in America: A Comprehensive Strategy to Address the
Challenges to U.S. Manufacturers".

1.3 SBIR PROGRAM ELIGIBILITY

Organizational Criteria: Each organization submitting a proposal under the SBIR program must qualify as a
small business concern as defined in Section 2 herein. In determining whether an offeror is a small business
concern, an assessment will be made of several factors, including whether or not it is independently owned and
operated and whether or not it is an affiliate of a larger organization whose employees, when added to those of
the offeror organization, exceed 500. In conducting this assessment, all appropriate factors will be considered,
including common ownership, common management, and contractual relationships.

In accordance with 13 CFR 121.103, (a) General Principles of Affiliation. (1) Concerns and entities are affiliates
of each other when one controls or has the power to control the other, or a third party or parties controls or has
the power to control both. It does not matter whether control is exercised, so long as the power to control exists.

(2) SBA considers factors such as ownership, management, previous relationships with or ties to another
concern, and contractual relationships, in determining whether affiliation exists.

(3) Control may be affirmative or negative. Negative control includes, but is not limited to, instances where a
minority shareholder has the ability, under the concern's charter, by-laws, or shareholder's agreement, to prevent
a quorum or otherwise block action by the board of directors or shareholders.
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(4) Affiliation may be found where an individual, concern, or entity exercises control indirectly through a third
party.

(5) In determining whether affiliation exists, SBA will consider the totality of the circumstances, and may find
affiliation even though no single factor is sufficient to constitute affiliation.

(6) In determining the concern's size, SBA counts the receipts, employees, or other measure of size of the
concern whose size is at issue and all of its domestic and foreign affiliates, regardless of whether the affiliates are
organized for profit.

(b) Exceptions to affiliation coverage. (1) Business concerns owned in whole or substantial part by investment
companies licensed, or development companies qualifying, under the Small Business Investment Act of 1958, as
amended, are not considered affiliates of such investment companies or development companies.

(2) (i) Business concerns owned and controlled by Indian Tribes, Alaska Native Corporations (ANCs) organized
pursuant to the Alaska Native Claims Settlement Act (43 U.S.C. 1601 et seq. ), Native Hawaiian Organizations
(NHOs), Community Development Corporations (CDCs) authorized by 42 U.S.C. 9805, or wholly-owned entities
of Indian Tribes, ANCs, NHOs, or CDCs are not considered affiliates of such entities.

(ii) Business concerns owned and controlled by Indian Tribes, ANCs, NHOs, CDCs, or wholly-owned entities of
Indian Tribes, ANCs, NHOs, or CDCs are not considered to be affiliated with other concerns owned by these
entities because of their common ownership or common management. In addition, affiliation will not be found
based upon the performance of common administrative services, such as bookkeeping and payroll, so long as
adequate payment is provided for those services. Affiliation may be found for other reasons.

(3) Business concerns which are part of an SBA approved pool of concerns for a joint program of research and
development or for defense production as authorized by the Small Business Act are not affiliates of one another
because of the pool.

(4) Business concerns which lease employees from concerns primarily engaged in leasing employees to other
businesses or which enter into a co-employer arrangement with a Professional Employer Organization (PEO) are
not affiliated with the leasing company or PEO solely on the basis of a leasing agreement.

(5) For financial, management or technical assistance under the Small Business Investment Act of 1958, as
amended, (an offeror is not affiliated with the investors listed in paragraphs (b)(5) (i) through (vi) of this section.

(i) Venture capital operating companies, as defined in the U.S. Department of Labor regulations found at 29 CFR

2510.3-101(d) ;

(if) Employee benefit or pension plans established and maintained by the Federal government or any state, or
their political subdivisions, or any agency or instrumentality thereof, for the benefit of employees;

(iif) Employee benefit or pension plans within the meaning of the Employee Retirement Income Security Act of
1974, as amended (29 U.S.C. 1001, et seq.);

(iv) Charitable trusts, foundations, endowments, or similar organizations exempt from Federal income taxation
under section 501(c) of the Internal Revenue Code of 1986, as amended (26 U.S.C. 501(c) );

(v) Investment companies registered under the Investment Company Act of 1940, as amended (1940 Act) (15
U.S.C. 80a-1, et seq.); and

(vi) Investment companies, as defined under the 1940 Act, which are not registered under the 1940 Act because
they are beneficially owned by less than 100 persons, if the company's sales literature or organizational
documents indicate that its principal purpose is investment in securities rather than the operation of commercial
enterprises.

(6) An 8(a) BD Participant that has an SBA-approved mentor/protégé agreement is not affiliated with a mentor
firm solely because the protégé firm receives assistance from the mentor under the agreement. Similarly, a
protégé firm is not affiliated with its mentor solely because the protégé firm receives assistance from the mentor
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under a Federal Mentor-Protégé program where an exception to affiliation is specifically authorized by statute or
by SBA under the procedures set forth in § 121.903. Affiliation may be found in either case for other reasons.

(7) The member shareholders of a small agricultural cooperative, as defined in the Agricultural Marketing Act (12
U.S.C. 1141j ), are not considered affiliated with the cooperative by virtue of their membership in the cooperative.

(c) Affiliation based on stock ownership. (1) A person (including any individual, concern or other entity) that
owns, or has the power to control, 50 percent or more of a concern's voting stock, or a block of voting stock which
is large compared to other outstanding blocks of voting stock, controls or has the power to control the concern.

(2) If two or more persons (including any individual, concern or other entity) each owns, controls, or has the power
to control less than 50 percent of a concern's voting stock, and such minority holdings are equal or approximately
equal in size, and the aggregate of these minority holdings is large as compared with any other stock holding,
SBA presumes that each such person controls or has the power to control the concern whose size is at issue.
This presumption may be rebutted by a showing that such control or power to control does not in fact exist.

(3) If a concern's voting stock is widely held and no single block of stock is large as compared with all other stock
holdings, the concern's Board of Directors and CEO or President will be deemed to have the power to control the
concern in the absence of evidence to the contrary.

(d) Affiliation arising under stock options, convertible securities, and agreements to merge. (1) In
determining size, SBA considers stock options, convertible securities, and agreements to merge (including
agreements in principle) to have a present effect on the power to control a concern. SBA treats such options,
convertible securities, and agreements as though the rights granted have been exercised.

(2) Agreements to open or continue negotiations towards the possibility of a merger or a sale of stock at some
later date are not considered “agreements in principle” and are thus not given present effect.

(3) Options, convertible securities, and agreements that are subject to conditions precedent which are incapable
of fulfillment, speculative, conjectural, or unenforceable under state or Federal law, or where the probability of the
transaction (or exercise of the rights) occurring is shown to be extremely remote, are not given present effect.

(4) An individual, concern or other entity that controls one or more other concerns cannot use options, convertible
securities, or agreements to appear to terminate such control before actually doing so. SBA will not give present
effect to individuals', concerns' or other entities' ability to divest all or part of their ownership interest in order to
avoid a finding of affiliation.

(e) Affiliation based on common management. Affiliation arises where one or more officers, directors,
managing members, or partners who control the board of directors and/or management of one concern also
control the board of directors or management of one or more other concerns.

(f) Affiliation based on identity of interest. Affiliation may arise among two or more persons with an identity of
interest. Individuals or firms that have identical or substantially identical business or economic interests (such as
family members, individuals or firms with common investments, or firms that are economically dependent through
contractual or other relationships) may be treated as one party with such interests aggregated. Where SBA
determines that such interests should be aggregated, an individual or firm may rebut that determination with
evidence showing that the interests deemed to be one are in fact separate.

(9) Affiliation based on the newly organized concern rule. Affiliation may arise where former officers,
directors, principal stockholders, managing members, or key employees of one concern organize a new concern
in the same or related industry or field of operation, and serve as the new concern's officers, directors, principal
stockholders, managing members, or key employees, and the one concern is furnishing or will furnish the new
concern with contracts, financial or technical assistance, indemnification on bid or performance bonds, and/or
other facilities, whether for a fee or otherwise. A concern may rebut such an affiliation determination by
demonstrating a clear line of fracture between the two concerns. A “key employee” is an employee who, because
of his/her position in the concern, has a critical influence in or substantive control over the operations or
management of the concern.
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(h) Affiliation based on joint ventures. A joint venture is an association of individuals and/or concerns with
interests in any degree or proportion consorting to engage in and carry out no more than three specific or limited-
purpose business ventures for joint profit over a two year period, for which purpose they combine their efforts,
property, money, skill, or knowledge, but not on a continuing or permanent basis for conducting business
generally. This means that a specific joint venture entity generally may not be awarded more than three contracts
over a two year period, starting from the date of the award of the first contract, without the partners to the joint
venture being deemed affiliated for all purposes. Once a joint venture receives one contract, SBA will determine
compliance with the three awards in two years rule for future awards as of the date of initial offer including price.
As such, an individual joint venture may be awarded more than three contracts without SBA finding general
affiliation between the joint venture partners where the joint venture had received two or fewer contracts as of the
date it submitted one or more additional offers which thereafter result in one or more additional contract awards.
The same two (or more) entities may create additional joint ventures, and each new joint venture entity may be
awarded up to three contracts in accordance with this section. At some point, however, such a longstanding inter-
relationship or contractual dependence between the same joint venture partners will lead to a finding of general
affiliation between and among them. For purposes of this provision and in order to facilitate tracking of the number
of contract awards made to a joint venture, a joint venture must be in writing and must do business under its own
name, and it may (but need not) be in the form of a separate legal entity, and if it is a separate legal entity it may
(but need not) be populated (i.e., have its own separate employees). SBA may also determine that the
relationship between a prime contractor and its subcontractor is a joint venture, and that affiliation between the
two exists, pursuant to paragraph (h)(4) of this section. If it appears that an offeror does not meet eligibility
requirements, the NIH/CDC will request an eligibility determination of the organization from the cognizant SBA
Government Contracting Area Office. The evaluation of the proposal for scientific merit will be deferred until the
SBA provides a determination.

Eligibility Requirements: To receive SBIR funds, each awardee of a SBIR Phase | or Phase |l award must
qualify as an SBC at the time of award and at any other time set forth in SBA's regulations at 13 CFR 121.701-
121.705. Each Phase | and Phase Il awardee must submit a certification stating that it meets the size, ownership
and other requirements of the SBIR Program at the time of award, and at any other time set forth in SBA's
regulations at 13 CFR 121.701-705.

For Small Business Concerns (SBC) That Are Owned In Majority Part By Multiple Venture Capital Operating
Companies, Hedge Funds And Private Equity Firms: Before permitting participation in the SBIR program by
SBCs that are owned in majority part by multiple venture capital operating companies, hedge funds, or private
equity firms:

(A) SBA's regulations at 13 CFR part 121 must set forth the eligibility criteria for SBIR offerors that are owned in
majority part by multiple venture capital operating companies, hedge funds, or private equity firms.

(B) The SBIR agency must submit a written determination at least 30 calendar days before it begins making
awards to SBCs that are owned in majority part by multiple venture capital operating companies, hedge
funds, or private equity firms to SBA, the Senate Committee on Small Business and Entrepreneurship, the
House Committee on Small Business and the House Committee on Science, Space, and Technology. The
determination must be made by the head of the Federal agency or designee and explain how awards to SBCs
that are owned in majority part by multiple venture capital operating companies, hedge funds, or private equity
in the SBIR program will:

(I) Induce additional venture capital, hedge fund, or private equity firm funding of small business
innovations;

(I) Substantially contribute to the mission of the Federal agency; 18

(1) Address a demonstrated need for public research; and

(IV) Otherwise fulfill the capital needs of small business concerns for additional financing for SBIR
projects.

(i) The SBC that is majority-owned by multiple venture capital operating companies, hedge funds, or
private equity firms must register with SBA in the Company Registry Database, at www.SBIR.gov,
prior to the date it submits a proposal for an SBIR award.

(iii) The SBC that is majority-owned by multiple venture capital operating companies, hedge funds, or
private equity firms must submit a certification with its proposal stating, among other things, that it has
registered with SBA.




(iv) Any agency that makes an award under this paragraph during a fiscal year shall collect and
submit to SBA data relating to the number and dollar amount of Phase | awards, Phase Il awards,
and any other category of awards by the Federal agency under the SBIR program during that fiscal
year. See section 10 of the directive for the specific reporting requirements.

(v) If an agency awards more than the percentage of the funds authorized under paragraph (a)(2), the
agency shall transfer from its non-SBIR and non-STTR R&D funds to the agency's SBIR funds any
amount that is in excess of the authorized amount. The agency must transfer the funds not later than
180 days after the date on which the Federal agency made the award that exceeded the authorized
amount.

Project Director/Principal Investigator Criteria. The primary employment of the Project Director/Principal
Investigator (PD/PI) must be with the offeror at the time of contract award and during the conduct of the proposed
project. The PD/PI is the single individual designated in the proposal with responsibility for the scientific and
technical direction of the project. Primary employment means that more than one half of the PD/PI’s time is spent
in the employ of the small business concern. Primary employment with a small business concern precludes full-
time employment at another organization.

In the event that the PD/PI: (1) is a less-than-full-time employee of the small business, (2) is concurrently
employed by another organization, or (3) gives the appearance of being concurrently employed by another
organization, whether for a paid or unpaid position, at the time of submission of the proposal, it is essential that
documentation be submitted with the proposal to verify his/her eligibility. If the PD/PI also is employed or appears
to be employed by an organization other than the offeror (e.g., a university, a nonprofit research institute, or
another company), a letter must be provided by the non-offeror organization confirming that the PD/PI will, if
awarded an SBIR contract, become a less-than-half-time employee of such organization and will remain so for the
duration of the SBIR project. If the PD/PI is employed by a university, the Dean's Office must provide such a
letter. If the PD/PI is employed by another for-profit organization, the corporate official must sign the letter. This
documentation is required for every proposal that is submitted, even one that is a revision of a previously
submitted proposal.

Multiple Principal Investigators. Offerors may propose a multiple Project Director/Principal Investigator (PD/PI)
model to direct the project or program to be supported by the contract. The multiple PD/Pl model is intended to
supplement, and not replace, the traditional single Pl model. Ultimately, the decision to submit a proposal using
the multiple PD/PI versus single PD/PI is the decision of the investigators and their organizations. The decision
whether to employ multiple PDs/Pls should be consistent with and justified by the scientific goals of the project.

The offeror organization may designate multiple individuals as principal investigators (PD/Pls) who share the
authority and responsibility for leading and directing the project, intellectually and logistically. When multiple
principal investigators are named, each is responsible and accountable to the offeror organization, or as
appropriate, to a collaborating organization for the proper conduct of the project or program including the
submission of all required reports. The presence of more than one PD/PI on a proposal or award diminishes
neither the responsibility nor the accountability of any individual PD/PI.

For Multiple PD/PI proposals: The first Pl listed must be affiliated with the small business concern organization
submitting the proposal and will serve as the Contact PD/PI. The primary employment of the “Contact PD/PI”
must be with the small business concern at the time of award and during the conduct of the proposed project.

Performance Site Criteria. The research or R&D project activity must be performed in its entirety in the United
States (see Part |, Section 2 . Definitions).

Access to special facilities or equipment in another organization is permitted (as in cases where the SBIR
awardee has entered into a subcontractual agreement with another institution for a specific, limited portion of the
research project). However, research space occupied by an SBIR contractor organization must be space that is
available to and under the control of the SBIR contractor for the conduct of its portion of the project.

Prior, Current, or Pending Support of Similar Proposals or Awards

A small business concern may not submit both a contract proposal and a grant application for essentially
the same project to the same or different awarding component(s) of the NIH/CDC. The only exception would
be the submission of a grant application after a contract proposal has been evaluated and is no longer being
considered for award.




Whenever a proposed SBIR project is to be conducted in facilities other than those of the offeror, a letter
must be submitted with the proposal stating that leasing/rental arrangements have been negotiated for
appropriate research space (i.e., space that will be available to and under the control of the SBIR
contractor organization).

This letter must be signed by an authorized official of the organization whose facilities are to be used for
the SBIR project. It also must include a description of the facilities and, if appropriate, equipment that will
be leased/rented to the offeror organization.

1.4 REPORT FRAUD, WASTE AND ABUSE

The Office of Inspector General Hotline accepts tips from all sources about potential fraud, waste, abuse and
mismanagement in Department of Health & Human Services programs. The reporting individual should indicate
that the fraud, waste and/or abuse concerns an SBIR/STTR grant or contract, if relevant.

2. DEFINITIONS

2.1 General Definitions
The following definitions from the SBA Policy Directive and the Federal Acquisition Regulation (FAR) apply for the
purposes of this solicitation:

8(a) Small Business Concern. A small business concern that is owned and controlled by a socially and
economically disadvantaged individual and that has been approved by the U.S. Small Business Administration as
part of the 8(a) Business Development Program (see 13 CFR 124).

Act. The Small Business Act (15 U.S.C. 631, et seq.), as amended.

Applicant. The organizational entity that qualifies as an SBC at all pertinent times and that submits a contract
proposal or a grant application for a funding agreement under the SBIR Program.

Affiliate. This term has the same meaning as set forth in 13 CFR part 121—Small Business Size Regulations,
section 121.103. What is affiliation? (Available at http://ecfr.gpoaccess.gov/cgi/t/text/text-
idx?c=ecfr;sid=03878acee7c064a02cac0d870e00ef43;rgn=div6;view=text;node=13%3A1.0.1.1.17.1;idno=13;cc=
ecfr.) Further information about SBA's affiliation rules and a guide on affiliation is available at www.SBIR.gov and
www.SBA.gov/size.

Awardee. The organizational entity receiving an SBIR Phase |, Phase I, or Phase Ill award.

Commercialization. The process of developing products, processes, technologies, or services and the
production and delivery (whether by the originating party or others) of the products, processes, technologies, or
services for sale to or use by the Federal government or commercial markets.

Consultant. An individual who provides professional advice or services for a fee, but normally not as an
employee of the engaging party. In unusual situations, an individual may be both a consultant and an employee of
the same party, receiving compensation for some services as a consultant and for other work as a salaried
employee. To prevent apparent or actual conflicts of interest, grantees and consultants must establish written
guidelines indicating the conditions of payment of consulting fees. Consultants may also include firms that provide
paid professional advice or services.

Contract. An award instrument establishing a binding legal procurement relationship between a funding agency
and the recipient, obligating the latter to furnish an end product or service and binding the agency to provide
payment therefore.

Cooperative Agreement. A financial assistance mechanism used when substantial Federal programmatic
involvement with the awardee during performance is anticipated by the issuing agency. The Cooperative
Agreement contains the responsibilities and respective obligations of the parties.
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Covered Small Business Concern. A small business concern that:

(1) Was not majority-owned by multiple venture capital operating companies (VCOCs), hedge funds, or private
equity firms on the date on which it submitted an application in response to a solicitation under the SBIR program;
and

(2) Is majority-owned by multiple venture capital operating companies, hedge funds, or private equity firms on the
date of the SBIR award.

Essentially Equivalent Work. Work that is substantially the same research, which is proposed for funding in
more than one contract proposal or grant application submitted to the same Federal agency or submitted to two or
more different Federal agencies for review and funding consideration; or work where a specific research objective
and the research design for accomplishing the objective are the same or closely related to another proposal or
award, regardless of the funding source.

Extramural Budget. The sum of the total obligations for R/R&D minus amounts obligated for R/R&D activities by
employees of a Federal agency in or through Government-owned, Government-operated facilities. For the
Agency for 6 International Development, the “extramural budget” must not include amounts obligated solely for
general institutional support of international research centers or for grants to foreign countries. For the
Department of Energy, the “extramural budget” must not include amounts obligated for atomic energy defense
programs solely for weapons activities or for naval reactor programs. (Also see section 7(i) of this Policy Directive
for additional exemptions related to national security.)

Feasibility. The practical extent to which a project can be performed successfully.

Federal Agency. An executive agency as defined in 5 U.S.C. § 105, and a military department as defined in 5
U.S.C. 102 (Department of the Army, Department of the Navy, Department of the Air Force), except that it does
not include any agency within the Intelligence Community as defined in Executive Order 12333, section 3.4(f), or
its successor orders.

Federal Laboratory. As defined in 15 U.S.C. § 3703, means any laboratory, any federally funded research and
development center, or any center established under 15 U.S.C. §§ 3705 & 3707 that is owned, leased, or
otherwise used by a Federal agency and funded by the Federal Government, whether operated by the
Government or by a contractor.

Fraud, Waste, and Abuse

a. Fraud includes any false representation about a material fact or any intentional deception designed to deprive
the United States unlawfully of something of value or to secure from the United States a benefit, privilege,
allowance, or consideration to which an individual or business is not entitled.

b. Waste includes extravagant, careless or needless expenditure of Government funds, or the consumption of
Government property, that results from deficient practices, systems, controls, or decisions.

c. Abuse includes any intentional or improper use of Government resources, such as misuse of rank, position, or
authority or resources.

Funding Agreement. Any contract, grant, or cooperative agreement entered into between any Federal agency
and any SBC for the performance of experimental, developmental, or research work, including products or
services, funded in whole or in part by the Federal Government.

Funding Agreement Officer. A contracting officer, a grants officer, or a cooperative agreement officer.

Grant. A financial assistance mechanism providing money, property, or both to an eligible entity to carry out an
approved project or activity. A grant is used whenever the Federal agency anticipates no substantial
programmatic involvement with the awardee during performance.

HubZone Small Business Concern. A small business concern that appears on the List of Qualified HUBZone
Small Business Concerns maintained by the Small Business Administration (13 CFR 126.103). HUBZone Small
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Business Concerns are located in historically underutilized business zones, in an effort to increase employment
opportunities, investment, and economic development in those areas.

Innovation. Something new or improved, having marketable potential, including: (1) Development of new
technologies: (2) refinement of existing technologies: or (3) development of new applications for existing
technologies.

Intellectual Property. The separate and distinct types of intangible property that are referred to collectively as
“intellectual property,” including but not limited to: (1) Patents; (2) trademarks; (3) copyrights; (4) trade secrets; (5)
SBIR technical data (as defined in this section); (6) ideas; (7) designs; (8) know-how; (9) business; (10) technical
and research methods; (11) other types of intangible business assets; and (12) all types of intangible assets
either proposed or generated by an SBC as a result of its participation in the SBIR Program.

Joint Venture. See 13 CFR 121.103(h).

Key Individual. The principal investigator/project manager and any other person named as a “key” employee in a
proposal ,

Principal Investigator/Project Manager. The one individual designated by the applicant to provide the scientific
and technical direction to a project supported by the funding agreement.

Proprietary Information. Proprietary information is information that you provide which constitutes a trade secret,
proprietary commercial or financial information, confidential personal information or data affecting the national
security.

Prototype. A model of something to be further developed, which includes designs, protocols, questionnaires,
software, and devices.

SBIR Participants. Business concerns that have received SBIR awards or that have submitted SBIR
proposals/applications.

SBIR Technical Data. All data generated during the performance of an SBIR award.

SBIR Technical Data rights. The rights an SBIR awardee obtains in data generated during the performance of
any SBIR Phase |, Phase Il, or Phase Ill award that an awardee delivers to the Government during or upon
completion of a Federally-funded project, and to which the Government receives a license.

Senior/Key Personnel. The PD/PI and other individuals who contribute to the scientific development or execution
of the project in a substantive, measurable way, whether or not salaries or compensation are requested under the
contract.

Small Business Concern. A concern that meets the requirements set forth in 13 CFR 121.702:

To be eligible for award of funding agreements in the SBA's Small Business Innovation Research (SBIR)
program, a business concern must meet the requirements of paragraphs (a) and (b) below:

(a) Ownership and control.

(1) An SBIR awardee must

(i) Be a concern which is more than 50% directly owned and controlled by one or more individuals (who are
citizens or permanent resident aliens of the United States), other business concerns (each of which is more than
50% directly owned and controlled by individuals who are citizens or permanent resident aliens of the United
States), or any combination of these; OR

(ii) Be a concern which is more than 50% owned by multiple venture capital operating companies, hedge funds,
private equity firms, or any combination of these. No single venture capital operating company, hedge fund, or
private equity firm may own more than 50% of the concern; OR
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(iii) Be a joint venture in which each entity to the joint venture must meet the requirements set forth in paragraph
(a)(1)(i) or (a)(1)(ii) of this section. A joint venture that includes one or more concerns that meet the requirements
of paragraph (ii) of this section must comply with § 121.705(b) concerning registration and proposal requirements

(2) If an Employee Stock Ownership Plan owns all or part of the concern, SBA considers each stock trustee and
plan member to be an owner.

(3) If a trust owns all or part of the concern, SBA considers each trustee and trust beneficiary to be an owner.

(b) Size. An SBIR awardee, together with its affiliates, will not have more than 500 employees.
Socially and Economically Disadvantaged SBC (SDB). See 13 CFR part 124, Subpart B. 8
Socially and Economically Disadvantaged Individual. See 13 CFR 124.103 and 124.104.

Service-Disabled Veteran-Owned Small Business Concern. A small business concern not less than 51
percent of which is owned by one or more service-disabled veterans or, in the case of any publicly owned
business, not less than 51 percent of the stock of which is owned by one or more service-disabled veterans; and
the management and daily business operations of which are controlled by one or more service-disabled veterans
or, in the case of a service-disabled veteran with permanent and severe disability, the spouse or permanent
caregiver of such veteran. Status as a Service-Disabled Veteran-Owned Small Business Concern is determined
in accordance with 13 CFR Parts 125.8 through 125.13; also see 19.307.

Subcontract. Any agreement, other than one involving an employer-employee relationship, entered into by an
awardee of a funding agreement calling for supplies or services for the performance of the original funding
agreement.

United States. Means the 50 states, the territories and possessions of the Federal Government, the
Commonwealth of Puerto Rico, the District of Columbia, the Republic of the Marshall Islands, the Federated
States of Micronesia, and the Republic of Palau.

Women-Owned SBC (WOSB). An SBC that is at least 51% owned by one or more women, or in the case of any
publicly owned business, at least 51% of the stock is owned by women, and women control the management and
daily business operations.

2.2 Definitions (Relating to R&D)
Autopsy Materials. The use of autopsy materials is governed by applicable Federal, state and local law and is
not directly regulated by 45 CFR part 46.

Child. The NIH Policy on Inclusion of Children defines a child as an individual under the age of 21 years. The
intent of the NIH policy is to provide the opportunity for children to participate in research studies when there is a
sound scientific rationale for including them, and their participation benefits children and is appropriate under
existing Federal guidelines. Thus, children must be included in NIH conducted or supported clinical research
unless there are scientific or ethical reasons not to include them.

HHS Regulations (45 CFR part 46, Subpart D, Sec.401-409) provide additional protections for children involved
as subjects in research, based on this definition: "Children are persons who have not attained the legal age for
consent to treatments or procedures involved in research, under the applicable law of the jurisdiction in which the
research will be conducted." Generally, state laws define what constitutes a “child.” Consequently, the age at
which a child's own consent is required and sufficient to participate in research will vary according to state law.
For example, some states consider a person age 18 to be an adult and therefore one who can provide consent
without parental permission.

Clinical Research. NIH defines human clinical research as research with human subjects that is:

(1) Patient-Oriented Research. Research conducted with human subjects (or on material of human origin such as
tissues, specimens, and cognitive phenomena) for which an investigator (or colleague) directly interacts with
human subjects. Excluded from this definition are in vitro studies that utilize human tissues that cannot be linked
to a living individual. Patient-oriented research includes:

(a) mechanisms of human disease,
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(b) therapeutic interventions,

(c) clinical studies, or

)

)
(d) development of new technologies.
(2) Epidemiologic and Behavioral Studies.
)

(3) Outcomes Research and Health Services Research.

Clinical Trial. The NIH defines a clinical trial as a prospective biomedical or behavioral research study of human
subjects that is designed to answer specific questions about biomedical or behavioral interventions (drugs,
treatments, devices, or new ways of using known drugs, treatments, or devices). Clinical trials are used to
determine whether new biomedical or behavioral interventions are safe, efficacious, and effective.

Behavioral human subjects research involving an intervention to modify behavior (diet, physical activity, cognitive
therapy, etc.) fits this definition of a clinical trial. Human subjects research to develop or evaluate clinical
laboratory tests (e.g. imaging or molecular diagnostic tests) might be considered to be a clinical trial if the test will
be used for medical decision making for the subject or the test itself imposes more than minimal risk for subjects.
Biomedical clinical trials of experimental drug, treatment, device or behavioral intervention may proceed through
four phases:

o Phase | (if completed) clinical trials test a new biomedical intervention in a small group of people (e.g., 20-80)
for the first time to evaluate safety (e.g., to determine a safe dosage range and to identify side effects).

o Phase Il clinical trials study the biomedical or behavioral intervention in a larger group of people (several
hundred) to determine efficacy and to further evaluate its safety.

o Phase lll studies investigate the efficacy of the biomedical or behavioral intervention in large groups of human
subjects (from several hundred to several thousand) by comparing the intervention to other standard or
experimental interventions as well as to monitor adverse effects, and to collect information that will allow the
intervention to be used safely.

o Phase IV studies are conducted after the intervention has been marketed. These studies are designed to
monitor effectiveness of the approved intervention in the general population and to collect information about any
adverse effects associated with widespread use.

o NIH-Defined Phase Il Clinical Trial. For the purpose of the Guidelines an NIH-defined Phase Il clinical trial is a
broadly based prospective Phase Il clinical investigation, usually involving several hundred or more human
subjects, for the purpose of evaluating an experimental intervention in comparison with a standard or controlled
intervention or comparing two or more existing treatments. Often the aim of such investigation is to provide
evidence leading to a scientific basis for consideration of a change in health policy or standard of care. The
definition includes pharmacologic, non-pharmacologic, and behavioral interventions given for disease prevention,
prophylaxis, diagnosis, or therapy. Community trials and other population-based intervention trials are also
included.

Data and Safety Monitoring Plan. For each clinical trial, NIH requires a data and safety monitoring plan that will
provide oversight and monitoring to ensure the safety of participants and the validity and integrity of the data. The
level of monitoring should be commensurate with the risks and the size and complexity of the clinical trial. A
detailed data and safety monitoring plan must be submitted to the contractor’s IRB and subsequently to the
funding IC for approval prior to the accrual of human subjects. The reporting of Adverse Events must be reported
to the IRB, the NIH funding Institute or Center, and other required entities. This policy requirement is in addition to
any monitoring requirements imposed by 45 CFR part 46.

Data and Safety Monitoring Board (DSMB). NIH requires the establishment of a Data and Safety Monitoring
Board (DSMB) for multi-site clinical trials involving interventions that entail potential risk to the participants, and
generally for Phase Il clinical trials.
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Gender. Refers to t the classification of research subjects in either or both of two categories: male and female. In
some cases, representation is unknown, because gender composition cannot be accurately determined (e.g.
pooled blood samples or stored specimens without gender specification. 10

Human Subjects. The HHS regulations “Protection of Human Subjects” 45 CFR part 46, administered by OHRP)
define a human subject as a living individual about whom an investigator conducting research obtains:

e data through intervention or interaction with the individual or

e identifiable private information

Individually Identifiable Private Information. According to its guidance for use of coded specimens, OHRP
generally considers private information or specimens to be individually identifiable as defined at 45 CFR 46.102(f)
when they can be linked to specific individuals by the investigator(s) either directly or indirectly through coding
systems. Conversely, OHRP considers private information or specimens not to be individually identifiable when
they cannot be linked to specific individuals by the investigator(s) either directly or indirectly through coding
system.

Intervention includes both physical procedures by which data are gathered (for example, venipuncture) and
manipulations of the subject or the subject's environment that are performed for research purposes. (45 CFR
46.102(f)).

Interaction includes communication or interpersonal contact between investigator and subject. (45 CFR
46.102(f)).

Investigator. The OHRP considers the term investigator to include anyone involved in conducting the research.
OHRP does not consider the act of solely providing coded private information or specimens (for example, by a
tissue repository) to constitute involvement in the conduct of the research. However, if the individuals who provide
coded information or specimens also collaborate on other activities related to the conduct of the research with the
investigators who receive such information or specimens, they will be considered to be involved in the conduct of
the research. (See OHRP’s Guidance on Research Involving Coded Private Information on Biological
Specimens.)

Manufacturing-related R&D as a result of Executive Order 13329. Encompasses improvements in existing
methods or processes, or wholly new processes, machines or systems. Four main areas include:
1. Unit process level technologies that create or improve manufacturing processes including:

o fundamental improvements in existing manufacturing processes that deliver substantial productivity, quality, or
environmental benefits.

o development of new manufacturing processes, including new materials, coatings, methods, and associated
practices.

2. Machine level technologies that create or improve manufacturing equipment, including:

o improvements in capital equipment that create increased capability (such as accuracy or repeatability),
increased capacity (through productivity improvements or cost reduction), or increased environmental efficiency
(safety, energy efficiency, environmental impact).

o new apparatus and equipment for manufacturing, including additive and subtractive manufacturing, deformation
and molding, assembly and test, semiconductor fabrication, and nanotechnology.

3. Systems level technologies for innovation in the manufacturing enterprise, including:

o advances in controls, sensors, networks, and other information technologies that improve the quality and
productivity of manufacturing cells, lines, systems, and facilities.

o innovation in extended enterprise functions critical to manufacturing, such as quality systems, resource
management, supply change integration, and distribution, scheduling and tracking.
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4. Environment or societal level technologies that improve workforce abilities, productivity, and manufacturing
competitiveness, including:

o technologies for improved workforce health and safety, such as human factors and ergonomics.

o technologies that aid and improve workforce manufacturing skill and technical excellence, such as educational
systems incorporating improved manufacturing knowledge and instructional methods.

o technologies that enable integrated and collaborative product and process development, including computer-
aided and expert systems for design, tolerancing, process and materials selection, life-cycle cost estimation, rapid
prototyping, and tooling.

Private information includes information about behavior that occurs in a context in which an individual can
reasonably expect that no observation or recording is taking place, and information that has been provided for
specific purposes by an individual and that the individual can reasonably expect will not be made public (for
example, a medical record). Private information must be individually identifiable (i.e., the identity of the subject is
or may readily be ascertained by the investigator or associated with the information) in order for obtaining the
information to constitute research involving human subjects. (45 CFR 46.102(f))

Coded. With respect to private information or human biological specimens, coded means that:

a. identifying information (such as name or social security number) that would enable the investigator to readily
ascertain the identity of the individual to whom the private information or specimens pertain has been replaced
with a number, letter, symbol or combination thereof (i.e., the code); and

b. a key to decipher the code exists, enabling linkage of the identifying information with the private information or
specimens.

Research that involves only coded private information/data or coded human biological specimens may not
constitute human subjects research under the HHS human subjects regulations (45 CFR 46) if:

o the specimens and/or information/data are not obtained from an interaction/intervention with the subject
specifically for the research; and

o the investigator(s) cannot readily ascertain the identity of the individual(s) to whom the coded private
information or specimens pertain (e.g., the researcher's access to subject identities is prohibited).

Individuals who provide coded information or specimens for proposed research and who also collaborate on the
research involving such information or specimens are considered to be involved in the conduct of human subjects
research.

(See the following guidance from the Office for Human Research Protections (OHRP) for additional information
and examples: http://www.hhs.gov/ohrp/policy/cdebiol.html.)

Research or Research and Development (R/R&D). Any activity that is:
1. A systematic, intensive study directed toward greater knowledge or understanding of the subject studied;

2. A systematic study directed specifically toward applying new knowledge to meet a recognized need; or

3. A systematic application of knowledge toward the production of useful materials, devices, and systems or
methods, including design, development, and improvement of prototypes and new processes to meet specific
requirements.

Research Institution. Any organization located in the United States that is:
® A university.
e A nonprofit institution as defined in Section 4(5) of the Stevenson-Wydler Technology Innovation Act of 1980.

Research Involving Animal Subjects
All research involving live, vertebrate animals shall be conducted in accordance with the Public Health Service
Policy on Humane Care and Use of Laboratory Animals (PHS Policy).12
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In addition, the research involving live vertebrate animals shall be conducted in accordance with the description
set forth in the Vertebrate Animal Section (VAS) of the contractor's technical proposal, as modified in the Final
Proposal Revision (FPR), which is incorporated by reference.

Research Involving Human Subjects

All research involving human subjects, to include use of human biological specimens and human data, shall
comply with the applicable federal and state laws and agency policy/guidelines for human subject protection.
Exemptions. The six categories of research exempt from the HHS human subject regulations are:

(1) Research conducted in established or commonly accepted educational settings, involving normal educational
practices, such as

(i) research on regular and special education instructional strategies, or

(i) research on the effectiveness of or the comparison among instructional techniques, curricula, or classroom
management methods.

(2) Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey
procedures, interview procedures or observation of public behavior, unless:

(i) information obtained is recorded in such a manner that human subjects can be identified, directly or through
identifiers linked to the subjects; and

(i) any disclosure of the human subjects’ responses outside the research could reasonably place the subjects at
risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, or reputation.

(3) Research involving the use of educational tests (cognitive, diagnostic, aptitude, achievement), survey
procedures, interview procedures, or observation of public behavior that is not exempt under paragraph (b)(2) of
this section, if:

(i) the human subjects are elected or appointed public officials or candidates for public office; or

(ii) federal statute(s) require(s) without exception that the confidentiality of the personally identifiable information
will be maintained throughout the research and thereafter.

(4) Research involving the collection or study of existing data, documents, records, pathological specimens, or
diagnostic specimens, if these sources are publicly available or if the information is recorded by the investigator in
such a manner that subjects cannot be identified, directly or through identifiers linked to the subjects.

(5) Research and demonstration projects which are conducted by or subject to the approval of department or
agency heads, and which are designed to study, evaluate, or otherwise examine:

(i) Public benefit or service programs;

(i) procedures for obtaining benefits or services under those programs;

(iii) possible changes in or alternatives to those programs or procedures; or

(iv) possible changes in methods or levels of payment for benefits or services under those programs.
(6) Taste and food quality evaluation and consumer acceptance studies,

(i) if wholesome foods without additives are consumed or

(ii) if a food is consumed that contains a food ingredient at or below the level and for a use found to be safe, or
agricultural chemical or environmental contaminant at or below the level found to be safe, by the Food and
Drug Administration or approved by the Environmental Protection Agency or the Food Safety and Inspection
Service of the U.S. Department of Agriculture.

Research Involving Recombinant DNA Molecules. Any recipient performing research involving recombinant
DNA molecules and/or organisms and viruses containing recombinant DNA molecules shall comply with the
National Institutes of Health Guidelines for Research Involving Recombinant DNA Molecules, dated March 2013
as amended. The guidelines can be found at: http://oba.od.nih.gov/rdna/nih_guidelines_oba.html. Recombinant
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DNA is defined as (i) molecules that are constructed outside living cells by joining natural or synthetic DNA
segments to DNA molecules that can replicate in living cells or (ii) molecules that result from the replication of
those described in (i) above. A listing of the cited regulations is available at:
http://www.acq.osd.mil/osbp/sbir/sb/resources/deskreference/quickref/researchrecombinantdna.shtml.

SIGNIFICANT DIFFERENCE. FOR PURPOSES OF NIH POLICY, A “SIGNIFICANT
DIFFERENCE” IS A DIFFERENCE THAT IS OF CLINICAL OR PUBLIC HEALTH
IMPORTANCE, BASED ON SUBSTANTIAL SCIENTIFIC DATA. THIS DEFINITION
DIFFERS FROM THE COMMONLY USED “STATISTICALLY SIGNIFICANT DIFFERENCE,”
WHICH REFERS TO THE EVENT THAT, FOR A GIVEN SET OF DATA, THE STATISTICAL
TEST FOR A DIFFERENCE BETWEEN THE EFFECTS IN TWO GROUPS ACHIEVES
STATISTICAL SIGNIFICANCE. STATISTICAL SIGNIFICANCE DEPENDS UPON THE
AMOUNT OF INFORMATION IN THE DATA SET. WITH A VERY LARGE AMOUNT OF
INFORMATION, ONE COULD FIND A STATISTICALLY SIGNIFICANT, BUT CLINICALLY
SMALL DIFFERENCE THAT IS OF VERY LITTLE CLINICAL IMPORTANCE.
CONVERSELY, WITH LESS INFORMATION ONE COULD FIND A LARGE DIFFERENCE
OF POTENTIAL IMPORTANCE THAT IS NOT STATISTICALLY SIGNIFICANT.

3. CERTIFICATIONS

(i)The offeror must submit a certification at the time of submission of the offer. The certification require(s) the
offeror to state that it intends to meet the size, ownership and other requirements of the SBIR Program at the time
of award of the funding agreement, if selected for award.

(i) The offeror must submit a certification at the time of award, and at any other time set forth in SBA's regulations
at 13 CFR 121.701-121.705. The certification will require the offeror to state that it meets the size, ownership and
other requirements of the SBIR Program at the time of award of the funding agreement.

(iii) The SBIR awardee must also submit certifications during funding agreement life cycle. A Phase | funding
agreement must state that the awardee shall submit a new certification as to whether it qualifies as a SBC and
that it is in compliance with specific SBIR Program requirements at the time of final payment or disbursement. A
Phase Il funding agreement must state that the awardee shall submit a new certification as to whether it qualifies
as a SBC and that it is in compliance with specific SBIR Program requirements prior to receiving more than 50%
of the total award amount and prior to final payment or disbursement.

(iv) Agencies may require additional certifications at other points in time during the life cycle of the funding
agreement, such as at the time of each payment or disbursement.

(v) Each offeror that is majority-owned by multiple venture capital operating companies, hedge funds, or private
equity firms must register with SBA in the Company Registry Database at www.SBIR.gov and submit a
certification with its SBIR proposal to the SBIR agency (see Appendix | for the required text of the certification).
(vi) The offeror must submit a certification at the time of submission of their offer, which requires the offeror to
state that it intends to meet the size, ownership and other requirements of the SBIR Program at the time of award
of the funding agreement, if selected for award. See Appendix | for the required text of the certification.

Life Cycle Certifications

In addition to the standard federal procurement certifications, the SBA SBIR/STTR Policy Directive requires the
collection of certain information from firms at time of award and during the award life cycle.

Please go to the NIH SBIR/STTR Forms Website at: http://grants.nih.gov/grants/forms.htm#contracts to access
the forms required to be submitted at time of the Phase Il awards and during the award life cycle.

The Life Cycle certifications that are required prior to final payment on the Phase | award, prior to receiving 50%
of the total award amount on the Phase Il award, and prior to final payment on the Phase Il award will be
identified as contract deliverables, and incorporated into the contract delivery schedule.

4. PHASE Il PROPOSAL PREPARATION INSTRUCTIONS AND REQUIREMENTS

Note to All Prior SBIR Phase Il Awardees
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If the small business concern has received more than 15 Phase Il awards in the prior 5 fiscal years, submit
name of awarding agency, date of award, funding agreement number, amount, topic or subtopic title, follow-
on agreement amount, source, and date of commitment and current commercialization status for each Phase
Il.

This information must be submitted with the proposal

4.1 LIMITATIONS ON LENGTH OF PROPOSAL

SBIR Phase Il proposals shall not exceed a total of 150 single-spaced pages, including all enclosures and
attachments. Pages should be of standard size (8.5” x 11”) with a font size of 11 points (or larger). Excluded from
the page limitation are cover letters and letters from collaborators and consultants, and your Phase | Final Report.

4.2 PROPOSAL COVER SHEET

Every offeror is required to provide a copy of its registration information printed from the Company Registry unless
the information can be transmitted automatically to the NCI. Every offeror must also include at least the following
information on the first page of proposals.

(1) Agency and solicitation number or year.

(2) Topic Number or Letter.

(3) Subtopic Number or Letter.

(4) Topic Area.

(5) Project Title.

(6) Name and Complete Address of Firm.

(7) Disclosure permission (by statement or checkbox), such as follows, must be included at the discretion of the
funding agency:

“Will you permit the Government to disclose your name, address, and telephone number of the corporate official
of your concern, if your proposal does not result in an award, to appropriate local and State-level economic
development organizations that may be interested in contacting you for further information? Yes _ No ___”

(8) Signature of a company official of the proposing SBC and that individual's typed name, title, address,
telephone number, and date of signature.

(9) Signature of Principal Investigator or Project Manager within the proposing SBC and that individual's typed
name, title, address, telephone number, and date of signature.

(10) Legend for proprietary information as described in the “Considerations” section of this program solicitation if
appropriate. It may also be noted by asterisks in the margins on proposal pages.

4.3 TECHNICAL PROPOSAL FORMAT AND CONTENT REQUIREMENTS

1.  Technical Proposal Cover Sheet - Use Appendix D (MS Word (http://grants.nih.gov/grants/
funding/SBIRContract/ContractAppendixD.doc) | PDF (http://grants.nih.gov/grants/funding/SBIRContract/
ContractAppendixD.pdf)).

2. Table of Contents

Abstract of the Research Plan - Use Appendix B (MS Word (http://grants.nih.gov/grants/funding/
SBIRContract/ContractAppendixB.doc) | PDF (http://grants.nih.gov/grants/funding/SBIRContract/
ContractAppendixB.pdf)). State the broad, long-term objectives and specific aims. Do not include any
proprietary information. Briefly and concisely describe the research design and methods for achieving these
goals.

4 Achieved Results of Phase | Effort — In addition to including a copy of your SBIR Phase I final report,
briefly discuss and summarize the results of your Phase | effort in order that the reviewers can assess the
achievements of your Phase | contract.

5. Research Plan

a. Detailed Approach and Methodology - provide an explicit detailed description of the Phase Il approach.
This section should be the major portion of the proposal and must clearly show advancement in the
project appropriate for Phase Il. Indicate not only what is planned, but also how and where the work will
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be carried out. List all tasks in a logical sequence to precisely describe what is expected of the contractor
in performance of the work. Tasks should contain detail to (1) establish parameters for the project; (2)
keep the effort focused on meeting the objectives; (3) describe end products and deliverables; and (4)
describe periodic/final reports required to monitor work progress under the contract. Offerors using
Human Subijects or Vertebrate Animals in their research should refer to the specific instructions provided
in this solicitation.

b. Personnel - List by name, title, department and organization, the extent of commitment to this Phase I
effort, and detail each person’s qualifications and role in the project. Provide resumes for all key staff
members, describing directly related education, experience, and relevant publications. Describe in detail
any involvement of subcontractors or consultants, and provide resumes for all key subcontractor staff.
Also, include letters of commitment with proposed consultants confirming the extent of involvement and
hourly/daily rate. For FY 2014, the Consolidated Appropriations Act, 2012 (Public Law 112-74) signed into
law on December 23, 2011, restricts the amount of direct salary to Executive Level Il of the Federal
Executive Pay scale. The Executive Level |l salary is $179,700 (or $86.39/hour). Salaries for all personnel
shall adhere to the current salary rate limitation.

c. Resources - List/describe all equipment, facilities and other resources available for this project, including
the offeror’s clinical, computer and office facilities/equipment at any other performance site that will be
involved in this project. Briefly state their capacities, relative proximity and extent of availability to this
effort. (Any equipment specifically proposed as a cost to the contract must be justified in this section as
well as detailed in the budget. Equipment and products purchased with Government funds shall be
American-made, to the extent possible. Title to the equipment will vest in the Government.)

d. Other considerations - Provide a brief narrative of any unique arrangements, safety procedures in place,
animal welfare issues, human subjects, etc. Note: If the research plan includes the use of human
subjects or animals, refer to paragraphs Sections 4.5 and 4.6 of this solicitation for further guidance.

Multiple PD/PI Leadership Plan. For proposals designating multiple PDs/Pls, a leadership plan must be
included. A rationale for choosing a multiple PD/PI approach should be described. The governance and
organizational structure of the leadership team and the research project should be described, including
communication plans, process for making decisions on scientific direction, and procedures for resolving
conflicts. The roles and administrative, technical, and scientific responsibilities for the project or program
should be delineated for the PDs/Pls and other collaborators.

If budget allocation is planned, the distribution of resources to specific components of the project or the
individual PDs/Pls should be delineated in the Leadership Plan. In the event of an award, the requested
allocations may be reflected in Contract Award.

Resource Sharing Plan(s). NIH considers the sharing of unique research resources developed through
NIH-sponsored research an important means to enhance the value and further the advancement of the
research. When resources have been developed with NIH funds and the associated research findings
published or provided to NIH, it is important that they be made readily available for research purposes to
qualified individuals within the scientific community. If the final data/resources are not amenable to
sharing (for example, human subject concerns, the Small Business Act provisions, etc.), this must be
explained in the proposal. See http://grants.nih.gov/grants/policy/data_sharing/data_sharing fags.htm.

1. Data Sharing Plan: Offerors seeking $500,000 or more in direct costs in any year are expected to
include a brief 1-paragraph description of how final research data will be shared, or explain why data-
sharing is not possible (for example human subject concerns, the Small Business Innovation
Development Act provisions, etc.). See Data-Sharing Policy (http://grants.nih.gov/grants/
policy/data_sharing/) or http://grants.nih.gov/grants/quide/notice-files/NOT-OD-03-032.html.

2. Sharing Model Organisms: Regardless of the amount requested, all proposals where the development
of model organisms is anticipated are expected to include a description of a specific plan for sharing and
distributing unique model organisms or state appropriate reasons why such sharing is restricted or not
possible. See Sharing Model Organisms Policy (http://grants.nih.gov/grants/policy/model_organism/
index.htm), and NIH Guide NOT-OD-04-042 (http://grants.nih.gov/grants/quide/notice-files/NOT-OD-04-

042.html).
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3. Genome Wide Association Studies (GWAS): Regardless of the amount requested, offerors seeking
funding for a genome-wide association study are expected to provide a plan for submission of GWAS
data to the NIH-designated GWAS data repository, or an appropriate explanation why submission to the
repository is not possible. GWAS is defined as any study of genetic variation across the entire genome
that is designed to identify genetic associations with observable traits (such as blood pressure or weight)
or the presence or absence of a disease or condition. For further information see Policy for Sharing of
Data Obtained in NIH Supported or Conducted Genome-Wide Association Studies, NIH Guide NOT-OD-
07-088 (http://www.nih.gov/grants/quide/notice-files/NOT-OD-07-088.html), and http://gwas.nih.gov/.

e. Appendices

1. Work Statement — The Offerors shall develop a Statement of Work similar in format to the sample in
Appendix E (MS Word (http://grants.nih.gov/grants/funding/ SBIRContract/ContractAppendixE.doc) |
PDF (http://grants.nih.gov/grants/funding/SBIRContract/ ContractAppendixE.pdf)). Create this from
your detailed approach and methodology. It will be incorporated into the final contract document. Do
not include proprietary information.

2. Commercialization Plan — Required for ALL Phase Il proposals.

The Phase Il proposals must include a succinct Commercialization Plan. The Commercialization Plan is
limited to 12 pages. Be succinct. There is no requirement for offerors to use the maximum allowable
pages allotted to the Commercialization Plan.

Create a section entitled, “Commercialization Plan,” and provide a description in each of the following
areas:

a. Value of the SBIR Project, Expected Outcomes, and Impact. Describe, in layperson's terms, the
proposed project and its key technology objectives. Clarify the need addressed, specifying weaknesses in
the current approaches to meet this need. In addition, describe the commercial applications of the
research and the innovation inherent in this proposal. Be sure to also specify the potential societal,
educational, and scientific benefits of this work. Explain the non-commercial impacts to the overall
significance of the project. Explain how the SBIR project integrates with the overall business plan of the
company.

b. Company. Give a brief description of your company including corporate objectives, core
competencies, present size (annual sales level and number and types of employees), history of previous
Federal and non-Federal funding, regulatory experience, and subsequent commercialization, and any
current products/services that have significant sales. Include a short description of the origins of the
company. Indicate your vision for the future, how you will grow/maintain a sustainable business entity,
and how you will meet critical management functions as your company evolves from a small technology
R&D business to a successful commercial entity.

c. Market, Customer, and Competition. Describe the market and/or market segments you are
targeting and provide a brief profile of the potential customer. Tell what significant advantages your
innovation will bring to the market, e.g., better performance, lower cost, more efficient or effective, new
capability. Explain the hurdles you will have to overcome in order to gain market/customer acceptance of
your innovation.

Describe any strategic alliances, partnerships, or licensing agreements you have in place to get FDA
approval (if required) and to market and sell your product.

Briefly describe your marketing and sales strategy. Give an overview of the current competitive landscape
and any potential competitors over the next several years. (It is very important that you understand and know
the competition.)

d. Intellectual Property (IP) Protection. Describe how you are going to protect the IP that results from
your innovation. Also note other actions you may consider taking that will constitute at least a temporal
barrier to others aiming to provide a solution similar to yours.

e. Finance Plan. Describe the necessary financing you will require, and when it will be required, as well as
your plans to raise the requisite financing to launch your innovation into Phase Il and begin the revenue
stream. Plans for this financing stage may be demonstrated in one or more of the following ways:

21



http://www.nih.gov/grants/guide/notice-files/NOT-OD-07-088.html
http://www.nih.gov/grants/guide/notice-files/NOT-OD-07-088.html
http://gwas.nih.gov/
http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixE.doc
http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixE.pdf

e Letter of commitment of funding.

o Letter of intent or evidence of negotiations to provide funding, should the Phase Il project be successful
and the market need still exist.

e Letter of support for the project and/or some in-kind commitment, e.g., to test or evaluate the innovation.
e Specific steps you are going to take to secure Phase Il funding.

f. Production and Marketing Plan. Describe how the production of your product/service will occur (e.g.,
in-house manufacturing, contract manufacturing). Describe the steps you will take to market and sell your
product/service. For example, explain plans for licensing, internet sales, etc.

g. Revenue Stream. Explain how you plan to generate a revenue stream for your company should this
project be a success. Examples of revenue stream generation include, but are not limited to, manufacture
and direct sales, sales through value added resellers or other distributors, joint venture, licensing, service.
Describe how your staffing will change to meet your revenue expectations.

Offerors are encouraged to seek commitment(s) of funds and/or resources from an investor or partner
organization for commercialization of the product(s) or service(s) resulting from the SBIR contract.

Your Phase Il funding may be from any of a number of different sources including, but not limited to: SBIR
firm itself; private investors or “angels”; venture capital firms; investment companies; joint ventures; R&D
limited partnerships; strategic alliances; research contracts; sales of prototypes (built as part of this project);
public offering; state finance programs; non SBIR-funded R&D or production commitments from a Federal
agency with the intention that the results will be used by the United States government; or other industrial
firms.

Summary of Related Activities - Use Appendix F (MS Word (http://grants.nih.gov/grants/funding/
SBIRContract/ContractAppendixF.doc) | PDF (http:/grants.nih.gov/grants/funding/SBIRContract/
ContractAppendixF.pdf)).

Related R/R&D. Describe significant R/R&D that is directly related to the proposal including any conducted
by the project manager/principal investigator or by the proposing SBC. Describe how it relates to the
proposed effort, and any planned coordination with outside sources. The offeror must persuade reviewers of
his or her awareness of key, recent R/R&D conducted by others in the specific topic area.

Relationship with Future R/R&D.

(i) State the anticipated results of the proposed approach if the project is successful (Phase | and Il).

(ii) Discuss the significance of the Phase | effort in providing a foundation for the Phase 1l R/R&D effort.

Special Technical Proposal Instructions/Requirements by Topic Number - Offerors must comply with
the special technical proposal instructions/requirements listed in Attachment #2 to this RFP.

4.4 BUSINESS PROPOSAL FORMAT AND CONTENT REQUIREMENTS

1.

Cover Page - Use NIH Form 2043, Proposal Summary and Data Record, Appendix G (MS Word
(http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixG.doc) | PDF
(http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixG.pdf)).

Proposed Cost Breakdown Provide a break down of proposed costs on the Summary of Proposed Cost
spreadsheet. (MS Excel | http://oamp.od.nih.gov/Division/DFAS/spshexcl.xls

In addition, please provide:

a. Supporting salary documentation for all individuals proposed (i.e. personnel documents, pay stubs);

b. For all supplies, please provide a vendor quote for every item exceeding $1,000. A copy of the page from
the Vendor’s website or catalog is sufficient. Please confirm if there are no items that exceed the $1,000
threshold.
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c. Three (3) competitive quotes. If the equipment is available from only a single source please provide a
justification along with the quote. Please provide a justification as to why the purchase of such
equipment is allocable to the proposed research. Please provide a justification as to why the purchase
of such equipment is allocable to the proposed research, as opposed to leasing or renting the
equipment.

3. NIH Policy on Threshold for Negotiation of General and Administrative (G&A)/Indirect Costs (IDC)
Rates for SBIR proposals — Contractors must submit an Indirect Cost Rate Agreement request to the NIH
Division of Financial Advisory Services within 90 days of contract award.

4. Past Performance Information

a. Offerors shall submit as part of their Business proposal, a list of the last five contracts completed during
the past three years and all contracts currently being performed that are similar in nature to the solicitation
workscope. Contracts listed may include those entered into by the Federal Government, agencies of state
and local governments and commercial concerns. Offerors may also submit past performance information
regarding predecessor companies, key personnel who have relevant experience or subcontractors that
will perform major or critical aspects of the requirement when such information is relevant to the instant
acquisition. For the purposes of this solicitation, a "major subcontract" is defined as having a value of
$500,000.

Include the following information for each contract or subcontract listed:

Name of Contracting Organization

Contract Number (for subcontracts, provide the prime contract number and the subcontract number)
Contract Type

Total Contract Value

Description of Requirement

Contracting Officer's Name and Telephone Number

Program Manager's Name and Telephone Number

North American Industry Classification System (NAICS) Code

N RWON =

The offeror may provide information on problems encountered on the identified contracts and the
offeror's corrective actions.

The Government is not required to contact all references provided by the offeror. Also, references other
than those identified by the offeror may be contacted by the Government to obtain additional information
that will be used in the evaluation of the offeror's past performance.

5. SBIR Application VCOC Certification (If applicable)
6. Proof of Registration in the SBA Company Registry
7. Number of Copies — Offerors must submit an original and three (3) copies of the Business proposal and an

original and five (5) (12) copies of the technical proposal, plus an electronic copy of both their technical and
business proposals.

4.5 REQUIREMENT FOR ADEQUATE ASSURANCE OF PROTECTION OF HUMAN SUBJECTS

The DHHS regulations for the Protection of Human Subjects, 45 CFR 46 (as amended), provide a systematic
means, based on established ethical principles, to safeguard the rights and welfare of individuals who participate
as subjects in research activities supported or conducted by the DHHS. The requirement is that an approved
assurance of compliance with the regulations must be on file with the Office for Human Research Protections
(OHRP), DHHS (http://www.hhs.gov/ohrp) before a DHHS award can be made.

NEITHER AN INSTITUTIONAL REVIEW BOARD (IRB) REVIEW NOR AN OHRP-APPROVED ASSURANCE IS
REQUIRED AT THE TIME THE PROPOSAL IS SUBMITTED OR AT THE TIME THAT THE PROPOSALS ARE
PEER REVIEWED.
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Certifying IRB Review and Approval of the Research. Research involving human subjects shall not be
conducted under a resultant contract until the protocol has been approved by the National Cancer Institute (NCI),
written notice of such approval has been provided by the Contracting Officer, and the Contractor has provided to
the Contracting Officer a properly completed "Protection of Human Subjects Assurance Identification/IRB
Certification/Declaration of Exemption”, Form OMB No. 0990-0263 (formerly Optional Form 310) certifying IRB
review and approval of the protocol. The human subject certification can be met by submission of the Contractor's
self-designated form, provided that it contains the information required by the "Protection of Human Subjects
Assurance Identification/IRB Certification/Declaration of Exemption", Form OMB No. 0990-0263 (formerly
Optional Form 310).

When research involving Human Subjects will take place at collaborating sites or other performance sites,
the Contractor shall obtain, and keep on file, a properly completed "Protection of Human Subjects Assurance
Identification/IRB Certification/Declaration of Exemption”, Form OMB No. 0990-0263 (formerly Optional Form
310).

The following information must be submitted with the proposal:
Human Subjects Research and Protection from Risk
Instructions and Required Information

Create a section heading entitled “Human Subjects Research.” Place it immediately following the “Research
Plan” section of the proposal.

In the Human Subjects Research section, you must provide sufficient information for reviewers to determine that
the proposed research meets (1) the requirements of the DHHS regulations to protect human subjects from
research risks (45 CFR part 46 (http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html)), (2) the
requirements of NIH policies for data and safety monitoring of clinical trials, and (3) the requirements of NIH
policies on inclusion of women, minorities, and children.

Provided in the Human Subjects Research Guidance and Information Supplement are six possible research
scenarios, and links to the instructions for providing information on human subjects protection information and the
inclusion of women, minorities, and children specific to each scenario. All research will fall into one of these six
scenarios. Determine which scenario the proposed research falls into, then go to the specific instructions
applicable to that scenario in Section 3 of the Supplement. Where appropriate, Section 3 provides instructions on
addressing the Inclusion of Women and Minorities, the Targeted/Planned Enroliment Table, and the Inclusion of
Children. All definitions related to human subjects research are linked to text found in Part |, Section 3,
Definitions. Section 5 of this Part includes descriptions of and links to the DHHS Human Subjects Protections
regulations and NIH policies that apply to clinical research.

Much of the information on the protection of human subjects that you are required to provide in this section is
identical to information that will be required for IRB review.

4.6 REQUIREMENT FOR ADEQUATE ASSURANCE OF COMPLIANCE WITH THE PHS POLICY ON
HUMANE CARE AND USE OF LABORATORY ANIMALS

Instruction and Required Information
This information must be submitted with the proposal.

Create a section heading entitled “Vertebrate Animals.” Place it immediately following the “Research Plan”
section of the proposal (or after Human Subjects Research section, if applicable).

Under the Vertebrate Animals heading, address the following five points. In addition, when research involving
vertebrate animals will take place at collaborating site(s) or other performance site(s) provide this information
before discussing the five points. Although no specific page limitation applies to this section of the proposal, be
succinct.
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1. Provide a detailed description of the proposed use of the animals in the work outlined in the Research
Design and Methods section. Identify the species, strains, ages, sex, and numbers of animals to be used in
the proposed work.

2. Justify the use of animals, the choice of species, and the numbers to be used. If animals are in short supply,
costly, or to be used in large numbers, provide an additional rationale for their selection and numbers.

Provide information on the veterinary care of the animals involved.

Describe the procedures for ensuring that discomfort, distress, pain, and injury will be limited to that which is
unavoidable in the conduct of scientifically sound research. Describe the use of analgesic, anesthetic, and
tranquilizing drugs and/or comfortable restraining devices, where appropriate, to minimize discomfort,
distress, pain, and injury.

5. Describe any method of euthanasia to be used and the reasons for its selection. State whether this method
is consistent with the recommendations of the Panel on Euthanasia of the American Veterinary Medical
Association. If not, present a justification for not following the recommendations.

Guidance and Additional Instructions

NIH no longer requires Institutional Animal Care and Use Committee approval of the proposed research
before NIH peer review of a proposal (http://grants.nih.gov/ grants/quide/notice-files/NOT-OD-02-
064.html).

In August, 2002 NIH announced an IACUC “Just-in-Time” process for proposals submitted for the October 1,
2002 deadline or other deadlines where the proposals had a May/June 2003 Council review. The PHS policy
requirement that no award may be made without an approved Assurance and without verification of IACUC
approval remains in effect. The new policy gave institutions flexibility in the timing of IACUC review relative to the
submission of a proposal and the verification of IACUC review. The policy does not require that IACUC approval
be deferred. Institutional officials retain the discretion to require IACUC approval prior to NIH peer review in
circumstances of their choosing if deemed necessary. As part of the NIH peer review process, the scientific
review group will continue to address the adequacy of animal usage and protections in the review of a proposal
and will continue to raise any concerns about animal welfare issues. Verification of IACUC approval will be
required in a “Just-in-Time” fashion prior to award.

The PHS Policy on Humane Care and Use of Laboratory Animals requires that offeror organizations proposing to
use vertebrate animals file a written Animal Welfare Assurance with the Office of Laboratory Animal Welfare
(OLAW), establishing appropriate policies and procedures to ensure the humane care and use of live vertebrate
animals involved in research activities supported by the PHS. The PHS policy stipulates that an offeror
organization, whether domestic or foreign, bears responsibility for the humane care and use of animals in PHS-
supported research activities. 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 U.S.C. 2131 et sec.) and other Federal
statutes and regulations relating to animals. These documents are available from the Office of Laboratory Animal
Welfare, National Institutes of Health, Bethesda, MD 20892, (301) 496-7163.

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.”

No PHS award for research involving vertebrate animals will be made to an offeror 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. Proposals may
be referred by the PHS back to the IACUC for further review in the case of apparent or potential violations of the
PHS policy. No award to an individual will be made unless that individual is affiliated with an assured organization
that accepts responsibility for compliance with the PHS policy. Foreign offeror 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. U.S. institutions that receive PHS
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funds through a grant or contract award are to use the Interinstitutional Assurance when the institution does not
have their own:

animal care and use program

facilities to house animals

Institutional Animal Care and Use Committee (IACUC); and
does not conduct animal research on-site.

In this situation, the awardee institution will conduct the animal activity at an Assured institution (named as a
performance site). No PHS award for research involving vertebrate animals will be made to an offeror
organization unless the required Interinstitutional Assurance between the resultant Contractor and the
performance site is on file with OLAW.

4.7 LIMITATIONS ON THE USE OF APPROPRIATED FUNDS

Every year since 1990 Congress has legislatively mandated a provision limiting the direct salary that an individual
may receive under an NIH grant or contract.

Salary Rate Limitation

For FY 2014, the Consolidated Appropriations Act, 2012 (Public Law 112-74) signed into law on December 23,
2011, restricts the amount of direct salary to Executive Level Il of the Federal Executive Pay scale. The Executive
Level Il salary is $179,700.

Anti-Lobbying

"(a) No part of any appropriation contained in this Act shall be used, other than for normal and recognized
executive-legislative relationships, for publicity or propaganda purposes, for the preparation, distribution, or use of
any kit, pamphlet, booklet, publication, radio, television, or video presentation designed to support or defeat
legislation pending before the Congress or any State legislature, except in presentation to the Congress or any
State legislature itself. (b) No part of any appropriation contained in this Act shall be used to pay the salary or
expenses of any grant or contract recipient, or agent acting for such recipient, related to any activity designed to
influence legislation or appropriations pending before the Congress or any State legislature.”

Restriction on Distribution of Sterile Needles

"None of the funds contained in this Act may be used to distribute any needle or syringe for the purpose of
preventing the spread of blood borne pathogens in any location that has been determined by the local public
health or local law enforcement authorities to be inappropriate for such distribution."

Acknowledgment of Federal Funding

"When issuing statements, press releases, requests for proposals, bid solicitations and other documents
describing projects or programs funded in whole or in part with Federal money, all grantees receiving Federal
funds included in this Act, including but not limited to State and local governments and recipients of Federal
research grants, shall clearly state: (1) the percentage of the total costs of the program or project which will be
financed with Federal money; (2) the dollar amount of Federal funds for the project or program; and (3)
percentage and dollar amount of the total costs of the project or program that will be financed by non-
governmental sources."

Restriction on Abortions

“(a) None of the funds appropriated under this Act, and none of the funds in any trust fund to which funds are
appropriated in this Act, shall be expended for any abortion. (b) None of the funds appropriated in this Act, and
none of the funds in any trust to which funds are appropriated in this Act, shall be expended for health benefits
coverage that includes coverage of abortions. (c) The term “health benefits coverage” means the package of
services covered by a managed care provider or organization pursuant to a contract or other arrangement.”

Ban on Funding of Human Embryo Research

“(a) None of the funds made available in this Act may be used for: (1) the creation of a human embryo or embryos
for research purposes; or (2) research in which a human embryo or embryos are destroyed, discarded, or
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knowingly subjected to risk of injury or death greater than that allowed for research on fetuses in utero under 45
CFR 46.204(b) and section 498(b) of the Public Health Service Act (42 U.S.C. 289g(b)). (b) For purposes of this
section, the term “human embryo or embryos” includes any organism, not protected as a human subject under 45
CFR 46 as of the date of the enactment of this Act, that is derived by fertilization, parthenogenesis, cloning, or any
other means from one or more human gametes or human diploid cells.”

Limitation on Use of Funds for Promotion of Legalization of Controlled Substances

"(a) None of the funds made available in this Act may be used for any activity that promotes the legalization of any
drug or other substance included in schedule | of the schedules of controlled substances established by section
202 of the Controlled Substances Act except for normal and recognized executive-congressional

communications. (b) The limitation in subsection (a) shall not apply when there is significant medical evidence of
a therapeutic advantage to the use of such drug or other substance or that federally sponsored clinical trials are
being conducted to determine therapeutic advantage.”

NIH Public Access Requirement

“The Director of the National Institutes of Health shall require that all investigators funded by the NIH submit or
have submitted for them to the National Library of Medicine’s PubMed Central an electronic version of their final,
peer-reviewed manuscripts upon acceptance for publication, to be made publicly available no later than 12
months after the official date of publication: Provided, that the NIH shall implement the policy in a manner
consistent with copyright law.”

Further information on the implementation of NIH’s Public Access Requirement is available in NIH Guide Notice
NOT-OD-08-033 (http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-033.html) published on January 11,
2008.

Dissemination of False or Deliberately Misleading Scientific Information

“None of the funds made available in this Act may be used to disseminate scientific information that is deliberately
false or misleading.”

While this mandate has not been included in past appropriations acts, it is similar to existing requirements
concerning research integrity, fraud, and false claims, and as such, NIH does not expect this new requirement to
impact significantly the business practices at most institutions. Grantees and contractors are advised to review
their implementation of the PHS Policies on Research Misconduct contained in 42 CFR Part 93 and the Civil
False Claims Act (31 U.S.C. 3729(a)), Criminal False Claims Act (18 U.S.C. 287 and 1001), and Program Fraud
and Civil Remedies Act (31 U.S.C. 3801 et seq.).

Restriction on Employment of Unauthorized Alien Workers

“None of the funds in this Act may be used to employ workers described in section 274A(h)(3) of the Immigration
and Nationality Act.”

While this mandate has not been included in past appropriations acts, it is similar to existing requirements
contained in the Immigration and Nationality Act (18 U.S.C. 1324a), and as such, NIH does not expect this new
requirement to impact significantly the business practices at most institutions. Grantees and contractors are
advised to review their current hiring and employment practices to ensure compliance.

Contractor/Subcontractor/Consultant Travel
Expenditures for travel (transportation, lodging, subsistence, and incidental expenses) incurred in the direct
performance of this contract shall be unallowable without the prior written approval of the Contracting Officer.

5. METHOD OF SELECTION AND EVALUATION CRITERIA

Selection of an offeror for contract award will be based on an evaluation of proposals against three factors.
The factors in order of importance are: technical, cost and past performance. Although technical factors are
of paramount consideration in the award of the contract, past performance, cost/price is also important to the
overall contract award decision. All evaluation factors other than cost or price, when combined, are
significantly more important than cost/price.

All Phase Il proposals will be evaluated and judged on a competitive basis. Proposals will be initially screened
to determine responsiveness. Proposals passing this initial screening will be technically evaluated by
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engineers or scientists to determine the most promising technical and scientific approaches. Each proposal
will be judged on its own merit. The Agency is under no obligation to fund any proposal or any specific
number of proposals in a given topic. It also may elect to fund several or none of the proposed approaches to
the same topic or subtopic.

5.1 EVALUATION PROCESS

Your proposal will be peer reviewed by a panel of scientists selected for their competence in relevant
scientific and technical fields. Each peer review panel will be responsible for evaluating proposals for scientific
and technical merit. When relevant, reviewers will be instructed to comment on the reasonableness of the
following Resource Sharing Plans, or the rationale for not sharing the following types of resources. However,
reviewers will not factor the proposed resource sharing plan(s) into the determination of scientific merit or
priority score. Program staff within the funding organization will be responsible for monitoring the data sharing
policy.

e Data Sharing Plan [http://grants.nih.gov/grants/policy/data_sharing/data_sharing_guidance.htm]

e Sharing Model Organisms [http://grants.nih.gov/grants/guide/notice-files/NOT-OD-04-042.html]

e Genome Wide Association Studies (GWAS) [http://grants.nih.gov/grants/quide/notice-files/NOT-OD-07-
088.html]

The peer review panel provides a rating, makes specific recommendations related to the scope, direction
and/or conduct of the proposed research, and for those proposals recommended for award, may provide a
commentary about the funding level, labor mix, duration of the proposed contract project, vertebrate animal
and human subject research issues. The Institute program staff of the awarding component will conduct a
second level of review. Recommendations of the peer review panel and program staff are based on
judgments about not only the technical merit of the proposed research but also its relevance and potential
contributions to the mission and programs of the awarding component and commercial potential. Funding for
any/all acceptable proposals is not guaranteed.

5.2 TECHNICAL EVALUATION CRITERIA

In considering the technical merit of each proposal, the following factors will be assessed.

Factor for Phase Il Proposal Weight

1. The scientific/technical merit of the proposed research, including adequacy of the 30%
approach and methodology, and identification of clear, measurable goals to be °
achieved during Phase Il

2. The potential of the proposed research for commercialization, as documented in the
offeror’'s Commercialization Plan and evidenced by (a) the offeror’s record of
successfully commercializing its prior SBIR/STTR or other research projects, (b) 30%
commitments of additional investment during Phase Il and Phase lll from private sector °
or other non-SBIR funding sources, and (c) any other indicators of commercial potential
for the proposed research and , (d) The existence of third phase follow-on
commitments for the subject research,

3. The qualifications of the proposed PDs/Pls, supporting staff and consultants.

For proposals designating multiple PDs/Pls, is the leadership approach, including the 25%
designated roles and responsibilities, governance, and organizational structure,
consistent with and justified by the aims of the project and the expertise of each of the
PDs/PlIs?

4. The adequacy and suitability of the facilities and research environment. 15%
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PAST PERFORMANCE FACTOR
Offeror's past performance information will be evaluated subsequent to the technical evaluation. However, this
evaluation will not be conducted on any offeror whose proposal is determined to be technically unacceptable.

The evaluation will be based on information obtained from references provided by the offeror, other relevant past
performance information obtained from other sources known to the Government, and any information supplied by
the offeror concerning problems encountered on the identified contracts and corrective action taken.

The government will assess the relative risks associated with each offeror. Performance risks are those
associated with an offeror's likelihood of success in performing the acquisition requirements as indicated by that
offeror's record of past performance.

The assessment of performance risk is not intended to be a product of a mechanical or mathematical analysis of
an offeror's performance on a list of contracts but rather the product of subjective judgment by the Government
after it considers relevant information.

When assessing performance risks, the Government will focus on the past performance of the offeror as it relates
to all acquisition requirements, such as the offeror's record of performing according to specifications, including
standards of good workmanship; the offeror's record of controlling and forecasting costs; the offeror's adherence
to contract schedules, including the administrative aspects of performance; the offeror's reputation for reasonable
and cooperative behavior and commitment to customer satisfaction; and generally, the offeror's business-like
concern for the interest of the customer.

The Government will consider the currency and relevance of the information, source of the information, context of
the data, and general trends in the offeror's performance.

The lack of a relevant performance record may result in an unknown performance risk assessment, which will
neither be used to the advantage nor disadvantage of the offeror.

5.3 PROPOSAL DEBRIEFING

Offerors will be notified promptly in writing if their proposals are no longer being considered for award. Offerors
may request a debriefing by submitting a written request to the Contracting Officer within three days of receipt of
the notification. Untimely requests may be accommodated at the Government’s discretion.

RELEASE OF PROPOSAL REVIEW INFORMATION

After final award decisions have been announced, the technical evaluations of the offerors proposal may be
provide to the offeror. The identity of the reviewer(s) shall not be disclosed.

5.4 AWARD DECISION
For proposals recommended for award, the awarding component considers the following:

1 Ratings resulting from the scientific/technical evaluation process;
2. Areas of high program relevance;

3. Program balance (i.e., balance among areas of research); and

4.  Availability of funds.

The agency is not under any obligation to fund any proposal or make any specific number of contract awards in a
given research topic area. The agency may also elect to fund several or none of the proposals received within a
given topic area. The Government reserves the right to made award(s) without discussions.

29



6. CONSIDERATIONS

6.1 AWARDS

1. The award instrument will be a contract.

2. A profit or fixed fee may be included in the proposal, as specified in Federal Acquisition Regulation (FAR)
Part 15.404-4. The fee will be negotiated as an element of the potential total contract amount over and
above allowable costs.

It is anticipated that all Phase Il awards will be cost-plus-fixed-fee contracts.

Phase Il contracts may not exceed the designated topic cost ceiling - including direct costs, indirect costs,
and negotiated fixed fee. The designated topic ceilings are outlined in the cover letter.

5. Cost-sharing is permitted for proposals under this solicitation; however, cost sharing is not required nor will it
be an evaluation factor in the consideration of your proposal. Cost-sharing is an explicit arrangement under
which the contractor bears some of the burden of reasonable, allocable, and allowable contract cost. If cost-
sharing is proposed, it should be reflected in your budget summary.

6.2 PROGRESS REPORTS

Contractors will be required to submit progress reports along with their invoices at intervals (typically monthly or
quarterly) stipulated in the terms and conditions of award. In addition, specific deliverables may be required as
outlined in Attachment #2.

6.3 FINAL REPORT

A final report is required of all contractors. It should include a detailed description of the project objectives, the
activities that were carried out, and the results obtained. Contractors must also submit semi-annual progress
reports. A final report is required no later than the expiration date of the contract. All reports must be submitted as
specified in the contract or as directed by the Contracting Officer.

6.4 PAYMENT

The Government shall make payments, including invoice and contract financing payments, by electronic funds
transfer (EFT). As a condition to any payment, the contractor is required to register in the System for Award
Management (SAM) located at www.sam.gov.

Invoices/financing requests submitted for costs incurred under cost reimbursement contracts will be on a monthly
basis unless otherwise authorized by the contracting officer.

6.5 LIMITED RIGHTS INFORMATION AND DATA

Proprietary Information. Information contained in unsuccessful proposals will remain the property of the offeror.
The Government, however, may retain copies of all proposals. Public release of information in any proposal will
be subject to existing statutory and regulatory requirements.

The Department of Health and Human Services (DHHS) recognizes that, in responding to this solicitation, offerors
may submit information that they do not want used or disclosed for any purpose other than for evaluation. Such
data might include trade secrets, technical data, and business data (such as commercial information, financial
information, and cost and pricing data). The use or disclosure of such information may be restricted if offerors
identify it and the Freedom of Information Act (FOIA) does not require its release. For information to be protected,
offerors must identify in the Notice of Proprietary Information (on the Proposal Cover Sheet) the page(s) on which
such information appears. Any other Notice may be unacceptable to the Government and may constitute grounds
for removing the proposal from further consideration without assuming any liability for inadvertent disclosure.
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Unless disclosure is required by the FOIA, as determined by FOI officials of the DHHS, data contained in those
portions of a proposal that have been identified as containing restricted information, in accordance with the Notice
of Proprietary Information, shall not be used or disclosed except for evaluation purposes.

The DHHS may not be able to withhold data that has been requested pursuant to the FOIA, and the DHHS FOI
officials must make that determination. The Government is not liable for disclosure if the DHHS has determined
that disclosure is required by the FOIA.

If a contract is awarded to the offeror as a result of, or in connection with, the submission of a proposal, the
Government shall have the right to use or disclose the data to the extent provided by law. Proposals not resulting
in a contract remain subject to the FOIA.

Rights to Data Developed Under SBIR Funding Agreement. Rights to data, including software developed
under the terms of any funding agreement resulting from a contract proposal submitted in response to this
solicitation, shall remain with the awardee. However, the Government shall have the limited right to use such data
for Government purposes only.

1. Each agency must refrain from disclosing SBIR technical data to outside the Government (except
reviewers) and especially to competitors of the Small Business Concern (SBC), or from using the
information to produce future technical procurement specifications that could harm the SBC that
discovered and developed the innovation.

2. SBIR agencies must protect from disclosure and non-governmental use all SBIR technical data
developed from work performed under an SBIR funding agreement for a period of not less than four
years from delivery of the last deliverable under that agreement (either Phase |, Phase Il, or Federally-
funded SBIR Phase lll) unless, subject to paragraph (3) of this section, the agency obtains permission to
disclose such SBIR technical data from the awardee or SBIR offeror. Agencies are released from
obligation to protect SBIR data upon expiration of the protection period except that any such data that is
also protected and referenced under a subsequent SBIR award must remain protected through the
protection period of that subsequent SBIR award. For example, if a Phase lll award is issued within or
after the Phase |l data rights protection period and the Phase Ill award refers to and protects data
developed and protected under the Phase Il award, then that data must continue to be protected through
the Phase Il protection period. Agencies have discretion to adopt a protection period longer than four
years. The Government retains a royalty-free license for Government use of any technical data delivered
under an SBIR award, whether patented or not. This section does not apply to program evaluation.

3. SBIR technical data rights apply to all SBIR awards, including subcontracts to such awards, that fall
within the statutory definition of Phase I, Il, or Il of the SBIR program, as described in Section 4 of the
SBIR Policy Directive, dated September 24, 2002. The scope and extent of the SBIR technical data
rights applicable to Federally-funded Phase Ill awards is identical to the SBIR data rights applicable to
Phases | and Il SBIR awards. The data rights protection period lapses only: (i) Upon expiration of the
protection period applicable to the SBIR award, or (ii) by agreement between the awardee and the
agency.

Copyrights. The awardee may normally copyright and publish (consistent with appropriate national security
considerations, if any) material developed with PHS support. The awarding component receives a royalty-free
license for the Federal Government and requires that each publication contain an acknowledgement of agency
support and disclaimer statement, as appropriate. An acknowledgement shall be to the effect that: "This
publication was made possible by contract number from (DHHS awarding component)" or "The project
described was supported by contract number from (DHHS awarding component).”

Patents. Small business concerns normally retain the principal worldwide patent rights to any invention
developed with Government support. Under existing regulations, 37 CFR 401, the Government receives a royalty-
free license for Federal Government use, reserves the right to require the patent-holder to license others in
certain circumstances, and requires that anyone exclusively licensed to sell the invention in the United States
must normally manufacture it substantially in the United States.

To the extent authorized by 35 U.S.C. 205, the Government will not make public any information disclosing a
Government-supported invention for a four year period to allow the awardee a reasonable time to file a patent
application, nor will the Government release any information that is part of a patent application.
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Inquiries or information about additional requirements imposed by 37 CFR 401 should be obtained from local
counsel or from:

Office of Policy for Extramural
Research Administration,

Division of Extramural Inventions and
Technology Resources,

National Institutes of Health (NIH)
6705 Rockledge Drive, MSC 7980
Bethesda, MD 20892-7980

Phone: (301) 435-0679

Fax: (301) 480-0272

E-mail: jpkim@nih.gov

Inventions must be reported promptly—within two months of the inventor’s initial report to the contractor
organization—to the Division of Extramural Inventions and Technology Resources, NIH, at the address above.
This should be done prior to any publication or presentation of the invention at an open meeting, since failure to
report at the appropriate time is a violation of 35 U.S.C. 202, and may result in loss of the rights of the small
business concern, inventor, and Federal Government in the invention. All foreign patent rights are immediately
lost upon publication or other public disclosure unless a United States patent application is already on file. In
addition, statutes preclude obtaining valid United States patent protection after one year from the date of a
publication that discloses the invention.

Awardees are encouraged to submit reports electronically using Interagency Edison (http://www.iedison.gov).
Information from these reports is retained by the NIH as confidential and submission does not constitute any
public disclosure. Failure to report as described at 37 CFR Section 401.14 is a violation of 35 U.S.C. 202 and may
result in loss of the rights of the recipient organization. In addition to fulfilling reporting requirements, Edison
notifies the user of future time sensitive deadlines with enough lead-time to avoid the possibility of loss of patent
rights due to administrative oversight. Edison can accommodate the invention reporting need of all organizations.
For additional information about this invention reporting and tracking system, visit the Edison home page cited
above or contact Edison via e-mail at Edison@od.nih.gov.

Resource Sharing Plan(s). NIH considers the sharing of unique research resources developed through NIH-
sponsored research an important means to enhance the value of, and advance research. When resources have
been developed with NIH funds and the associated research findings published or provided to NIH, it is important
that they be made readily available for research purposes to qualified individuals within the scientific community. If
the final data/resources are not amenable to sharing (for example, human subject concerns, the Small Business
Act provisions, etc.), this must be explained in the Resource Sharing section of the proposal. See
http://grants.nih.gov/grants/policy/data sharing/data sharing fags.htm.

(a) Data Sharing Plan: Investigators seeking $500,000 or more in direct costs in any year are expected to include
a brief 1-paragraph description of how final research data will be shared, or explain why data-sharing is not
possible (for example human subject concerns, the Small Business Innovation Development Act provisions, etc.)
Offerors are encouraged to discuss data-sharing plans with their program contact. See Data-Sharing Policy
(http://grants.nih.gov/grants/policy/data_sharing/) or http://grants.nih.gov/grants/quide/notice-files/NOT-OD-
03-032.html.

(b) Sharing Model Organisms: Regardless of the amount requested, all proposals where the development of
model organisms is anticipated are expected to include a description of a specific plan for sharing and distributing
unigue model organisms and related resources, or state appropriate reasons why such sharing is restricted or not
possible. See Sharing Model Organisms Policy

(http://grants.nih.gov/grants/policy/model organism/index.htm), and NIH Guide NOT-OD-04-042
(http://grants.nih.gov/grants/quide/notice-files/NOT-OD-04-042.html).

(c) Genome Wide Association Studies (GWAS): Regardless of the amount requested, offerors seeking funding for
a genome-wide association study are expected to provide a plan for submission of GWAS data to the NIH-
designated GWAS data repository, or provide an appropriate explanation why submission to the repository is not
possible. A genome-wide association study is defined as any study of genetic variation across the entire genome
that is designed to identify genetic associations with observable traits (such as blood pressure or weight) or the
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presence or absence of a disease or condition. For further information see Policy for Sharing of Data Obtained in
NIH Supported or Conducted Genome-Wide Association Studies, NIH Guide NOT-OD-07-088
(http://www.nih.gov/grants/quide/notice-files/NOT-OD-07-088.html), and http://gwas.nih.gov/.

Royalties. If royalties exceed $1,500, you must provide the following information on a separate page for each
separate royalty or license fee:

Name and address of licensor.
Date of license agreement.
Patent numbers.

Patent application serial numbers, or other basis on which the royalty is payable.

o w0 DN =

Brief description (including any part or model number of each contract item or component on which the
royalty is payable).

Percentage or dollar rate of royalty per unit.
Unit price of contract item.
Number of units.

Total dollar amount of royalties.

= © ® N o

0. If specifically requested by the Contracting Officer, a copy of the current license agreement and identification
of applicable claims of specific patents (see FAR 27.204 and 31.205-37).

6.6 PERFORMANCE OF RESEARCH AND ANALYTICAL WORK

For Phase Il awards, The National Defense Authorization Act for FY 2013 (January 2013) prohibits the prime from
expending on subcontractors more than 50 percent of the amount paid under a contract.

However, the Act excludes from the 50% limitation on any subcontracts with any “similarly situated entities” that
have the same small business concern status as the prime contractor. For example, if the business concern is an
8(a) entity, it could subcontract work to other 8(a) entities without that work counting toward the limitation. Other
“similarly situated entities” include small business concerns, women-owned small business concerns, women-
owned small disadvantaged business concerns, service-disabled veteran-owned small business concerns, and
HUBZone small business concerns. The Contracting Officer must approve deviations from these requirements in
writing after consultation with the agency SBIR Program Manager/Coordinator.

Contractor Commitments. Upon award of a contract, the contractor shall be required to make legal
commitments through acceptance of Government contract clauses. The outline that follows is illustrative of the
types of provisions required by the Federal Acquisition Regulations that shall be included in the contract. This is
not a complete list of provisions to be included in the contract, nor does it contain specific wording of these
clauses. Copies of complete terms and conditions applicable to your contract are available upon request.

1. Standards of Work. Work performed under the contract must conform to high professional standards.

2. Inspection. Work performed under the contract is subject to Government inspection and evaluation at all
times.

3. Termination for Convenience. The Government may terminate the contract at any time for convenience if
it deems termination to be in its best interest, in which case the contractor will be compensated for work
performed and for reasonable termination costs.

4. Disputes. Any dispute concerning the contract that cannot be resolved by agreement shall be decided by
the contracting officer with right of appeal.

5. Equal Opportunity. The contractor will not discriminate against any employee or offeror for employment
because of race, color, religion, sex, or national origin.
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10.

1.

12.

13.

14.

Affirmative Action for Veterans. The contractor will not discriminate against any employee or offeror for
employment because he or she is a disabled veteran or veteran of the Vietnam era.

Affirmative Action for Handicapped. The contractor will not discriminate against any employee or offeror
for employment because he or she is physically or mentally handicapped.

Gratuities. The Government may terminate the contract if any gratuities have been offered to any
representative of the Government to secure the contract.

American-made Equipment and Products. When purchasing equipment or products under an SBIR
contract award, the contractor shall purchase only American-made items whenever possible.

Examination of Records. The Comptroller General (or a duly authorized representative) shall have the
right to examine any directly pertinent records of the contractor involving transactions related to this contract.

Default. The Government may terminate the contract for default if the contractor fails to perform the work
described in the contract and such failure is not the result of excusable delays.

Contract Work Hours. The contractor may not require an employee to work more than eight hours a day or
forty hours a week unless the employee is compensated accordingly (i.e., overtime pay).

Covenant Against Contingent Fees. No person or agency has been employed to solicit or secure the
contract upon an understanding for compensation except bona fide employees or commercial agencies
maintained by the contractor for the purpose of securing business.

Patent Infringement. The contractor shall report each notice or claim of patent infringement based on the
performance of the contract.

6.7

ELECTRONIC AND INFORMATION TECHNOLOGY (SECTION 508)

Pursuant to Section 508 of the Rehabilitation Act of 1973 (29 U.S.C. 794d), as amended by the Workforce
Investment Act of 1998, all electronic and information technology (EIT) products and services developed,
acquired, maintained, or used under the resultant contract must comply with the "Electronic and Information
Technology Accessibility Provisions" set forth by the Architectural and Transportation Barriers Compliance
Board (also referred to as the "Access Board") in 36 CFR part 1194. Information about Section 508
provisions is available at_http://www.section508.gov/. The complete text of Section 508 Final Standards can
be accessed at http://www.access-board.gov/sec508/standards.htm.

The contractor shall submit electronic reports/documents that meet the requirements of Section 508 of the
Rehabilitation Act of 1973, as amended by the Workforce Investment Act of 1998. Conformance shall be
verified by producing electronic reports/documents that satisfy the HHS Section 508 Checklists and
Standards. (See HHS Section 508 Checklists and Standards.) For further guidance, please see
http://www.hhs.gov/web/508/index.html.

6.8 ADDITIONAL INFORMATION

1.

This solicitation is intended for informational purposes and reflects current planning. If there is any
inconsistency between the information contained herein and the terms of any resulting SBIR contract, the
terms of the contract are controlling.

Prior to award of a SBIR contract; the Government may request the offeror to submit certain organizational,
management, personnel and financial information to assure responsibility of the offeror to receive an award.

The Government is not responsible for any expenditures of the offeror in advance and in anticipation of an
award. In a cost reimbursement contract, reimbursement of costs by the Government may be made only on
the basis of costs incurred by the contractor after award and during performance.

This solicitation is not an offer by the Government and does not obligate the Government to make any
specific number of awards. Awards under this program are contingent upon the scientific/technical merit of
proposals and the availability of funds.

The SBIR contract program is not intended as a mechanism to invite unsolicited proposals. Unsolicited SBIR
contract proposals shall not be accepted under the SBIR program.
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6. If an award is made pursuant to a proposal submitted in response to this SBIR solicitation, the contractor will
be required to certify that he or she has not previously been, nor is currently being, paid for essentially
equivalent work by any agency of the Federal Government.

7.  Prior to award of a contract, the contractor will be required to provide a Data Universal Numbering System
(DUNS) number. A DUNS number may be obtained immediately, at no charge, by calling Dun and
Bradstreet at 1-866-705-5711 or via the Internet at http://fedgov.dnb.com/webform. The contractor must also
be registered in the System for Award Management (SAM) located at www.sam.gov.

7. INSTRUCTIONS FOR PROPOSAL SUBMISSION

7.1 RECEIPT DATE

The deadline for receipt of all contract proposals submitted in response to this solicitation is:
5:00 PM . Eastern Standard Time
February 24, 2014

Any proposal, modification or revision received at the offices designated below after the exact time specified for
receipt is “late” and will not be considered unless it is received before award is made, and

1. There is acceptable evidence to establish that it was received at the Government installation designated for
receipt of offers and was under the Government’s control prior to the time set for receipt of offers; or

2. ltis the only proposal received.

Acceptable evidence to establish the time of receipt at the Government installation includes the time/date stamp
of that installation on the proposal wrapper, other documentary evidence of receipt maintained by the installation,
or oral testimony or statements of Government personnel.

If an emergency or unanticipated event interrupts normal Government processes so that proposals cannot be
received at the office designated for receipt of proposals by the exact time specified in the solicitation, and urgent
Government requirements preclude amendment of the solicitation, the time specified for receipt of proposals will
be deemed to be extended to the same time of day specified in the solicitation on the first work day on which
normal Government processes resume.

Proposals may be withdrawn by written notice received at any time before award. Notwithstanding above, a
proposal received after the date and time specified for receipt may be considered if it offers significant cost or
technical advantages to the Government and it was received before proposals were distributed for evaluation, or
within 5 calendar days after the exact time specified for receipt, whichever is earlier.

Note: Modifications or revisions to proposals that result in the proposal exceeding the stated page limitations will
not be considered.

7.2 NUMBER OF COPIES

Submit the original and three (3) copies of the Business proposal and original and five (5) copies of the Technical
proposal, plus an electronic copy, of each Technical and Business proposal. The Principal Investigator and a
corporate official authorized to bind the offeror must sign the original. The 3 copies of the proposal may be
photocopies of the original.

In addition to the paper submissions, proposers must also submit two CD-Rom’s containing a PDF (Adobe
Acrobat) copy of the entire proposal (Technical and Business). This does not replace the paper copies but is in
addition to them. The paper copy is the official copy for recording timely receipt of proposals. By signing the
proposal, the offeror certifies that, as part of the offer, the information in the paper copy is exactly the same as
that which is contained on the electronic media.
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7.3 BINDING AND PACKAGING OF PROPOSAL

Send all copies of a proposal in the same package. Do not use special bindings or covers. Staple the pages in the
upper left corner of each proposal.

8. CONTRACTING OFFICERS AND ADDRESSES FOR MAILING OR DELIVERY OF PROPOSALS

Any offeror that intends to submit an SBIR contract proposal under this solicitation should provide the
contracting officer with early, written notice of its intent, giving its name, address, telephone, e-mail, and
topic number. If atopic is modified or canceled before this solicitation closes, only those companies that
have expressed such intent will be notified.

8.1 NATIONAL CANCER INSTITUTE

a. Inquiries must be submitted in writing to ncioasbir@nih.gov by Monday, February 17, 2014.

b. Proposals must be addressed as follows:

Ms. Victoria Cunningham
Contracting Officer

Office of Acquisitions
National Cancer Institute
9609 Medical Center Drive
Building 9609, Room 1E566
Rockville, MD 20850

9. SCIENTIFIC AND TECHNICAL INFORMATION SOURCES

Health science research literature is available at academic and health science libraries throughout the United
States. Information retrieval services are available at these libraries and Regional Medical Libraries through a
network supported by the National Library of Medicine. To find a Regional Medical Library in your area, visit
http://nnim.gov/ or contact the Office of Communication and Public Liaison at publicinfo@nim.nih.gov, (301) 496-
6308.

Other sources that provide technology search and/or document services include the organizations listed below.
They should be contacted directly for service and cost information.

National Technical Information Service
1-800-553-6847
http://www.ntis.gov

National Technology Transfer Center
Wheeling Jesuit College
1-800-678-6882

http://www.nttc.edu/

PART Il HUMAN SUBJECTS RESEARCH GUIDANCE AND INFORMATION SUPPLEMENT

1. INTRODUCTION

A Protection of Human Subjects section of the Research Plan is required for all proposals. The information
provided in the section on Protection of Human Subjects should be consistent with the information provided on
the face page of the proposal.
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For all research involving human subjects, the Scientific Review Group (SRG) will assess the adequacy of
protections for research participants against research risks, and the appropriate inclusion of women, minorities,
and children, based on the information provided in the proposal.

To assist in preparing the section on Protection of Human Subjects, six possible scenarios are provided in Section
2 below. All research projects will fall into one of these six scenarios (to help determine whether research that
involves the use of human data or biological specimens is human subjects research, refer to this Web site
http://grants.nih.gov/grants/policy/hs). Determine which scenario the proposed research falls into, then go to the
specific instructions applicable to that scenario in Section 3 of the Supplement. Where appropriate, Section 3
provides instructions on addressing the Inclusion of Women and Minorities, the Targeted/Planned Enrollment
Table, and the Inclusion of Children. All definitions related to human subjects research are linked to text found in
Part I, Section 3, Definitions. Section 5 of this Part includes descriptions of and links to the DHHS Human
Subjects Protections regulations and NIH policies that apply to clinical research.

2. SCENARIOS

SCENARIO A. NO HUMAN SUBJECTS RESEARCH

If no human subjects research is proposed in the proposal, check the box marked “No” on the Proposal Cover
Sheet (Appendix A) and indicate “No” on the Proposal Summary and Data Record (Appendix G). If your proposed
research involves the use of human data and/or biological specimens, you must provide a justification for your
claim that no human subjects are involved in the Protection of Human Subjects section of the Research Plan.

See the instructions for Scenario A.

SCENARIO B. NON-EXEMPT HUMAN SUBJECTS RESEARCH

If research involving human subjects is anticipated to take place under the award, check the box marked “Yes” on
the Proposal Cover Sheet (Appendix A) and indicate “Yes” on the Proposal Summary and Data Record (Appendix
G). Enter your Human Subjects Assurance Number.

In the Protection of Human Subjects section of the Research Plan, you must provide sufficient information for
reviewers to determine that the proposed research meets (1) the requirements of the DHHS regulations to protect
human subjects from research risks (45 CFR part 46), and (2) the requirements of NIH policies on inclusion of
women, minorities, and children. Research involving a clinical trial will fall under either Scenario E or F below.

See the instructions for Scenario B.

SCENARIO C. EXEMPT HUMAN SUBJECTS RESEARCH

If all of the proposed human subjects research meets the criteria for one or more of the exemptions from the
requirements in the DHHS regulations (46.101(b)), check the box marked “Yes” on the Proposal Cover Sheet
(Appendix A). Indicate “Yes” on the Proposal Summary and Data Record and insert E-1, E-2, E-3, E-4, E-5, or E-
6 as appropriate, in the field for Exemption Number (Appendix G). Leave IRB Approval Date field blank since a
Human Subjects Assurance Number is not needed for exempt research. Check “N/A” in field for “example of
informed consent” and “Clinical Protocol” as these are not required for exempt research.

In the section on Protection of Human Subjects in the Research Plan, provide a justification for the exemption(s)
containing sufficient information about the involvement of the human subjects to allow a determination by peer
reviewers and NIH staff that claimed exemption(s) is/are appropriate.

The PHS will make a final determination as to whether the proposed activities are covered by the regulations or
are in an exempt category, based on the information provided in the Research Plan. When in doubt, consult with
the Office for Human Research Protections (OHRP), Department of Health and Human Services by accessing
their Web site http://www.hhs.gov/ohrp/ for guidance and further information.

The exemptions appear in Part |, Section 3, Definitions.

Please note: If the proposed research involves only the use of human data or biological specimens, you should
first determine whether the research involves human subjects. The exemptions do not apply if the research does
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not involve human subjects. For help determining whether research that involves the use of human data or
biological specimens is human subjects research, please refer to this Web site
http://grants.nih.gov/grants/policy/hs/.

See the instructions for Scenario C.

SCENARIO D. DELAYED-ONSET HUMAN SUBJECTS RESEARCH

If human subjects research is anticipated within the period of the award but plans for involvement of human
subjects cannot be described in the proposal as allowed by the DHHS regulations (45 CFR part 46.118), check
“Yes” to “This proposed project involves human subjects” on the Proposal Cover Sheet (Appendix A) and indicate
“Yes” on the Proposal Summary and Data Record (Appendix G). In the section on Protection of Human Subjects
in the Research Plan, you should either include an explanation of anticipated protections for human subjects or an
explanation of why protections cannot be described.

Examples of delayed-onset of human subjects research include:
e Human subjects research is dependent upon the completion of animal or other studies; or

e Human subjects research protocols to be included will undergo an independent decision-making process
(often defined by a FOA).

See instructions for Scenario D.

SCENARIO E. HUMAN SUBJECTS RESEARCH INVOLVING A CLINICAL TRIAL

If research involving human subjects is anticipated to take place under the award, and you intend to conduct a
clinical trial during the project period, check the boxes marked “Yes” on the Proposal Cover Sheet (Appendix A) to
“This proposed project involves human subjects,” and “Clinical Trial?” Indicate “Yes” on the Proposal Summary
and Data Record (Appendix G). In addition, complete the items regarding the Institution’s General Assurance,
Institution’s Review Board, informed consent and clinical protocol.

In the section on Protection of Human Subjects in the Research Plan, you must provide sufficient information for
reviewers to determine that the proposed research meets:

—_

) the requirements of the DHHS regulations to protect human subjects from research risks (45 CFR part 46);

N

) NIH policy requirements for Data and Safety Monitoring for Clinical Trials;

w

) the ClinicalTrials.gov requirements if applicable;

N

) the requirements of NIH policies on inclusion of women, minorities, and children; and
5) the requirements of NIH policy on reporting race and ethnicity data for human subjects in clinical research.

See instructions for Scenario E.

SCENARIO F. HUMAN SUBJECTS RESEARCH INVOLVING AN NIH-DEFINED PHASE Il CLINICAL TRIAL

If research involving human subjects is anticipated to take place under the award, and you intend to conduct an
NIH-defined Phase Il clinical trial during the project period, check the boxes marked “Yes” to the following
statement/questions on the Proposal Cover Sheet (Appendix A):

e This proposed project involves human subjects.
e Clinical Trial?
e Agency-Defined Phase Il Clinical Trial?

Also indicate “Yes” on the Proposal Summary and Data Record (Appendix G) to the following question: Does this
proposal involve human subjects research? In addition, complete the items regarding the Human Subjects
Assurance Number, Institution’s Review Board, informed consent and Clinical Protocol.
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In the section on Protection of Human Subjects in the Research Plan, you must provide sufficient information for
reviewers to determine that the proposed research meets:

—_

) the requirements of the DHHS regulations to protect human subjects from research risks (45 CFR part 46);

N

) NIH policy requirements for Data and Safety Monitoring for Clinical Trials;

w

) the ClinicalTrilas.gov requirements if applicable;

N

) the requirements of NIH policies on inclusion of women, minorities, and children;

(9]

) additional Requirements for NIH-defined Phase Il clinical trials; and
6) the requirements of NIH policy on reporting race and ethnicity data for subjects in clinical research.

See instructions for Scenario F.

3. INSTRUCTIONS FOR PREPARING THE SECTION ON PROTECTION OF HUMAN SUBJECTS

SCENARIO A. NO HUMAN SUBJECTS RESEARCH PROPOSED

Criteria

Human Subjects Research No
Exemption Claimed No
Clinical Trial N/A
NIH-Defined Phase Il Clinical Trial N/A

Instructions and Required Information

In the proposal narrative, create a heading labeled “Protection of Human Subjects” and include the following
statement below the heading: “No Human Subjects Research is proposed in this proposal.”

If proposed studies using human data or biological specimens do not involve human subjects as described in the
OHRP Guidance on Research Involving Coded Private Information or Biological Specimens
(http://www.hhs.gov/ohrp/policy/cdebiol.html), provide an explanation of why the proposed studies do not
constitute research involving human subjects.

The explanation could include: a description of the source of the data/biological specimens, and whether there is

any intervention or interaction with the subjects in order to obtain the specimens and data; what identifiers will be
associated; the role(s) of providers of the data/biological specimens in the proposed research; and the manner by
which the privacy of research participants and confidentiality of data will be protected.

Research that does not involve intervention or interaction with living individuals, or identifiable private information,
is not human subjects research (see Part |, Section 3, Definitions). Research involving the use of coded private
information or biological specimens may not constitute human subjects research if the conditions of the OHRP
Guidance on Research Involving Coded Private Information or Biological Specimens have been met
(http://www.hhs.gov/ohrp/policy/cdebiol.html).

Research that only proposes the use of cadaver specimens is not human subjects research because human
subjects are defined as “living individuals.” The use of cadaver specimens is not regulated by 45 CFR part 46, but
may be governed by other Federal, State or local laws.

SCENARIO B. NON-EXEMPT HUMAN SUBJECTS RESEARCH
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Criteria

Human Subjects Research Yes
Exemption Claimed No
Clinical Trial No
NIH-Defined Phase Il Clinical Trial No

Instructions and Required Information
Although no specific page limitation applies to this section of the proposal, be succinct.

In the proposal narrative, create a section entitled “Protection of Human Subjects” and create a subheading for
each of the following items.

Follow the instructions that are identified for each of the following topics and provide the information that is
requested:

Protections for Human Subjects - Section 4.1 - 4.1.4

Inclusion of Women and Minorities - Section 4.2
Targeted/Planned Enrollment Table - Section 4.3
Inclusion of Children - Section 4.4

If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.

SCENARIO C: HUMAN SUBJECTS RESEARCH CLAIMING EXEMPTION 1, 2, 3, 4,5, 0R 6

Criteria

Human Subjects Research Yes

Exemption Claimed 1,2,3,4,5 0r6
Clinical Trial Yes or No
NIH-Defined Phase Il Clinical Trial No

Instructions and Required Information

Although no specific page limitation applies to this section of the proposal, be succinct. The exemptions appear in
Part I, Section 3, Definitions.

Although the research may be exempt from the DHHS regulatory requirements, it is still research involving human
subjects and the application must follow the instructions that are identified for each of the following topics and
provide the information that is requested.

In the proposal narrative, create a heading entitled “Protection of Human Subjects” and include the following
statement below the heading: “This Human Subjects Research falls under Exemption(s) ... .”
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Follow the instructions that are identified for each of the following topics and provide the information that is
requested:

Justification for Claimed Exemption(s):

In this section, identify which exemption(s) (1, 2, 3, 4, 5, or 6) you are claiming. Justify why the research
meets the criteria for the exemption(s) that you have claimed.

If the research will include a clinical trial, even if exempt, include a Data and Safety Monitoring Plan —
Section 4.1.5, and address the ClinicalTrials.gov requirements if applicable — Section 4.1.6.

Inclusion of Women and Minorities - Section 4.2
Targeted/Planned Enrollment Table - Section 4.3
Inclusion of Children - Section 4.4

*NOTE: If all the proposed research meets the criteria for Exemption 4, then the requirements for inclusion of
women and minorities, targeted/planned enroliment table, and inclusion of children, do not need to be
addressed.

SCENARIO D: DELAYED-ONSET HUMAN SUBJECTS RESEARCH

Criteria

Human Subjects Research Yes
Exemption Yes or No
Clinical Trial Yes or No
NIH-Defined Phase Il Clinical Trial Yes or No

Instructions and Required Information

In rare situations, proposals are submitted with the knowledge that human subjects will be involved during the
period of support, but plans are so indefinite that it is not possible to describe the involvement of human subjects
in the proposal. The kinds of activities that lack definite plans are often institutional awards where the selection of
specific projects is the institution's responsibility, research training grants, and projects in which the involvement of
human subjects depends upon completion of instruments, animal studies, or purification of compounds.

If the involvement of human subjects cannot be fully described, create a heading entitled “Protection of Human
Subjects” and provide a detailed explanation why it is not possible to develop definite plans at this time. The
explanation should be specific and directly related to the Specific Aims in the proposal. If the involvement of
human subjects depends upon information that is not presently available (e.g., completion of instruments, animal
studies, purification of compounds), be explicit about the information and the factors affecting the availability of
the information. Describe the information that will be necessary in order to develop definite plans for the
involvement of human subjects, why that information is not currently available, and when the information is
expected to become available during the course of the project.

If an award is made, prior to the involvement of human subjects the grantee must submit to the NIH awarding
office for prior approval either (1) detailed information as required in the Research Plan, Protection of Human
Subjects (addressing risks to the subjects, adequacy of protection against risks, potential benefits of the proposed
research, importance of the knowledge to be gained, and data and safety monitoring plan if applicable),OHRP
Assurance (FWA) and certification of IRB approval, OR (2) if all of the research meets the criteria for one or more
exemptions, identification of which exemption(s) is/are applicable to the research, and a justification for the
exemption with sufficient information about the involvement of human subjects to allow a determination that the
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claimed exemption is appropriate. For clinical research, the request for prior approval must also address the
inclusion of women and minorities, the inclusion of children, and provide completed targeted/planned enroliment
tables as required in the Research Plan.

Under no circumstance may human subjects be involved in research until approval is granted by the awarding
entity, and certification of IRB approval has been accepted by the agency.

In the proposal narrative, create a section entitled Protection of Human Subjects and a subheading for each of the
following items. Follow the instructions that are identified for each of the following topics and EITHER provide as
much of the information that is requested as possible; OR describe why it is not possible to provide the
information due to delayed-onset of human subjects research:

Protection of Human Subjects - Section 4.1 -4.1.4

If the research will include a clinical trial, even if exempt, include a Data and Safety Monitoring Plan - Section
4.1.5, and address the ClinicalTrials.gov requirements if applicable — Section 4.1.6.

Inclusion of Women and Minorities - Section 4.2
Targeted/Planned Enrollment Table - Section 4.3

Inclusion of Children - Section 4.4

SCENARIO E: CLINICAL TRIAL

Criteria

Human Subjects Research Yes
Exemption Yes or No
Clinical Trial Yes
NIH-Defined Phase Il Clinical Trial No

Instructions and Required Information

In the proposal narrative, create a section entitled “Protection of Human Subjects” and include the following
statement below the heading: “This Human Subjects Research meets the definition of a clinical trial.” (See
definition of "clinical trial" in Part I.) Create a subheading for each of the following items. Follow the instructions
that are identified for each of the following topics and provide the information that is requested:

Protection of Human Subjects - Section 4.1 -4.1.6

Inclusion of Women and Minorities - Section 4.2
Targeted/Planned Enrollment Table - Section 4.3
Inclusion of Children - Section 4.4

If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.

SCENARIO F: NIH DEFINED PHASE 11l CLINICAL TRIAL
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Criteria

Human Subjects Research Yes
Exempt No

Clinical Trial Yes
NIH-Defined Phase Il Clinical Trial Yes

Instructions and Required Information

In the proposal narrative, create a section entitled “Protection of Human Subjects” and include the following
statement below the heading: “This Human Subjects Research involves an NIH-Defined Phase Il Clinical Trial.”
(See "NIH defined Phase IlI Clinical Trial" in Definitions.)

Create a subheading for each of the following items. Follow the instructions that are identified for each of the
following topics and provide the information that is requested:

Protection of Human Subjects - Section 4.1 -4.1.6

Inclusion of Women and Minorities - Section 4.2

Additional Instructions and Requirements when NIH-Defined Phase Il Clinical Trials are Proposed - Section
4.2.1

Targeted/Planned Enrollment Table - Section 4.3
Inclusion of Children - Section 4.4

If the research involves collaborating sites or subprojects, provide the information identified above for each
participating site.

4. INSTRUCTIONS PERTAINING TO NON-EXEMPT HUMAN SUBJECTS RESEARCH

In your proposal narrative, create a section entitled “Human Subjects.” Although no specific page limitation
applies to this section of the proposal, be succinct. Scientific Review Groups will assess each proposal as being
acceptable or unacceptable with regard to the protection of human subjects. DHHS regulations and policies
governing human subjects research are described and referenced in Section 5 below. Use subheadings to
address the issues listed under items 4.1-4.4 below. If your research includes a clinical trial, include a subheadin
"Data and Safety Monitoring Plan" and follow the instructions in 4.2 below. If your research includes an NIH-
Defined Phase Il Clinical Trial, follow the additional instructions in 4.2.1 below.

g

4.1 PROTECTION OF HUMAN SUBJECTS
4.1.1 Risks to Human Subjects

a. Human Subjects Involvement, Characteristics, and Design

e Describe the proposed involvement of human subjects in the work outlined in the Human Subjects Research
section.

e Describe and justify the characteristics of the subject population, including their anticipated number, age
range, and health status if relevant.

e Describe and justify the sampling plan, as well as the recruitment and retention strategies and the criteria for
inclusion or exclusion of any subpopulation.
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Explain the rationale for the involvement of special vulnerable populations, such as fetuses, neonates,
pregnant women, children, prisoners, institutionalized individuals, or others who may be considered
vulnerable populations. Note that 'prisoners' includes all subjects involuntarily incarcerated (for example, in
detention centers) as well as subjects who become incarcerated after the study begins.

If relevant to the proposed research, describe procedures for assignment to a study group. As related to
human subjects protection, describe and justify the selection of an intervention’s dose, frequency, and
administration.

List any collaborating sites where human subjects research will be performed, and describe the role of those
sites and collaborating investigators in performing the proposed research. Explain how data from the site(s)
will be obtained, managed, and protected.

Sources of Materials

Describe the research material obtained from living individuals in the form of specimens, records, or data.
Describe any data that will be collected from human subjects for the project(s) described in the proposal.
Indicate who will have access to individually identifiable private information about human subjects.

Provide information about how the specimens, records, and/or data are collected, managed, and protected as
well as whether material or data that include individually identifiable private information will be collected
specifically for the proposed research project.

Potential Risks

Describe the potential risks to subjects (physical, psychological, financial, legal, or other), and assess their
likelihood and seriousness to the human subijects.

Where appropriate, describe alternative treatments and procedures, including the risks and potential benefits
of the alternative treatments and procedures, to participants in the proposed research.

4.1.2Adequacy of Protection Against Risks

Recruitment and Informed Consent

Describe plans for the recruitment of subjects (where appropriate) and the process for obtaining informed
consent. If the proposed studies will include children, describe the process for meeting requirements for
parental permission and child assent.

Include a description of the circumstances under which consent will be sought and obtained, who will seek it,
the nature of the information to be provided to prospective subjects, and the method of documenting consent.
If a waiver of some or all of the elements of informed consent will be sought, provide justification for the
waiver. Informed consent document(s) need not be submitted to the PHS agencies unless requested.

Protections Against Risk

Describe planned procedures for protecting against or minimizing potential risks, including risks to privacy of
individuals or confidentiality of data, and assess their likely effectiveness.

Research involving vulnerable populations, as described in the DHHS regulations, Subparts B-D must include
additional protections. Refer to DHHS regulations, and OHRP guidance:

Additional Protections for Pregnant Women, Human Fetuses and Neonates:
http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartb

Additional Protections for Prisoners:
http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartc
OHRP Subpart C Guidance: http://www.hhs.gov/ohrp/policy/index.html#prisoners
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Additional Protections for Children:
http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html#subpartd
OHRP Subpart D Guidance: http://www.hhs.gov/ohrp/policy/index.html#children

o Where appropriate, discuss plans for ensuring necessary medical or professional intervention in the event of
adverse effects to the subjects. Studies that involve clinical trials (biomedical and behavioral intervention
studies) must include a general description of the plan for data and safety monitoring of clinical trials and
adverse event reporting to the IRB, the NIH and others, as appropriate, to ensure the safety of subjects.

4.1.3 Potential Benefits of the Proposed Research to Human Subjects and Others
e Discuss the potential benefits of the research to research participants and others.

e Discuss why the risks to subjects are reasonable in relation to the anticipated benefits to research participants
and others.

4.1.4 Importance of the Knowledge to be Gained
e Discuss the importance of the knowledge gained or to be gained as a result of the proposed research.

e Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge that
reasonably may be expected to result.

NOTE: Test articles (investigational new drugs, devices, or biologics) including test articles that will be used for
purposes or administered by routes that have not been approved for general use by the Food and Drug
Administration (FDA) must be named. State whether the 30-day interval between submission of offeror
certification to the FDA and its response has elapsed or has been waived and/or whether use of the test article
has been withheld or restricted by the FDA, and/or the status of requests for an Investigational New Drug (IND) or
Investigational Device Exemption (IDE) covering the proposed use of the test article in the Research Plan.

4.1.5 Data and Safety Monitoring Plan
The NIH Data and Safety Monitoring Plan Policy is described and referenced in Section 5.3.
o |f the proposed research includes a clinical trial, create a heading entitled "Data and Safety Monitoring Plan."

e Provide a general description of a monitoring plan that you plan to establish as the overall framework for data
and safety monitoring. Describe the entity that will be responsible for monitoring and the process by which
Adverse Events (AEs) will be reported to the Institutional Review Board (IRB), the funding I/C, the NIH Office
of Biotechnology Activities (OBA), and the Food and Drug Administration (FDA) in accordance with
Investigational New Drug (IND) or Investigational Device Exemption (IDE) regulations. Be succinct. Contact
the FDA (http://www.fda.gov/) and also see the following Web sites for more information related to IND and
IDE requirements:
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr312_01.html (IND)
http://www.access.gpo.gov/nara/cfr/waisidx_01/21cfr812 01.html (IDE)

e The frequency of monitoring will depend on potential risks, complexity, and the nature of the trial; therefore, a
number of options for monitoring trials are available. These can include, but are not limited to, monitoring by
a:

PD/PI (required)

Institutional Review Board (IRB) (required)

c o

Independent individual/safety officer
Designated medical monitor

Internal Committee or Board with explicit guidelines

- o a o

Data and Safety Monitoring Board (DSMB). NIH specifically requires the establishment of Data and
Safety Monitoring Boards (DSMBs) for multi-site clinical trials involving interventions that entail
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potential risk to the participants, and generally for Phase lll clinical trials. Although Phase | and
Phase Il clinical trials may also need DSMBs, smaller clinical trials may not require this oversight
format, and alternative monitoring plans may be appropriate.

e A detailed Data and Safety Monitoring Plan must be submitted to the offeror’s offeror IRB and subsequently to
the funding IC for approval prior to the accrual of human subjects (http://grants.nih.gov/grants/quide/notice-
files/INOT-OD-00-038.html). For additional guidance on creating this Plan, see the above reference.

4.1.6 ClinicalTrials.gov Requirements

Public Law 110-85 (also known as the FDA Amendments Act (FDAAA) of 2007) mandates registration and results
reporting of certain "applicable clinical trials" in ClinicalTrials.gov. Under the statute these trials generally include:
(1) Trials of Drugs and Biologics: Controlled, clinical investigations, other than Phase 1 investigations, of a
product subject to FDA regulation; and (2) Trials of Devices: Controlled trials with health outcomes, other than
small feasibility studies, and pediatric postmarket surveillance. Review the statutory definition of applicable clinical
trial to identify if registration is required to comply with the law (See PL 110-85, Section 801(a), adding new 42
U.S.C. 282(j)(1)(A)).

NIH encourages registration of ALL clinical trials whether required under the law or not.

Registration is accomplished at the ClinicalTrials.gov Protocol Registration System Information Web site
(http://prsinfo.clinicaltrials.gov/). A unique identifier called an NCT number, or ClinicalTrials.gov registry number,
will be generated during the registration process.

The NIH implementation of FDAAA requires:

e the registration of applicable clinical trials in ClinicalTrials.gov no later than 21 days after the first subject is
enrolled,

e the reporting of summary results information (including adverse events) no later than 1 year after the
completion date for registered applicable clinical trials involving drugs that are approved under section 505 of
the Food, Drug and Cosmetic Act (FDCA) or licensed under section 351 of the PHS Act, biologics, or of
devices that are cleared under section 510k of FDCA, and

o if an “applicable clinical trial” is funded in whole or in part by an NIH grant or cooperative agreement, grant
and progress report forms shall include a certification that the responsible party has made all required
submissions to ClinicalTrials.gov.

For competing (new and renewal) applications that include applicable clinical trials which require registration and,
in certain cases, require results reporting under FDAAA, provide the NCT number/s, Brief Title/s (protocol title
intended for the lay public — see Definitions), and the identity (name, organization) of the responsible party (or
parties) and their contact information (e-mail address is required for internal administrative use only) in the human
subjects section of the Research Plan under a section heading entitled ClinicalTrials.gov. If a new applicable
clinical trial is proposed or if the contract will support an applicable clinical trial that is ongoing but not yet required
to register under FDAAA (e.g. less than 21 days have passed since enroliment of the first patient), under the
heading ClinicalTrials.gov include a clear statement that the proposal includes an applicable clinical trial which
will require registration in ClinicalTrials.gov.

The entity responsible for registering the trial is the “responsible party.” The statute defines the responsible party
as:

(1) the sponsor of the clinical trial (as defined in 21 CFR 50.3)
(http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm?fr=50.3), or

(2) the principal investigator of such clinical trial if so designated by a sponsor, grantee, contractor, or awardee
(provided that “the principal investigator is responsible for conducting the trial, has access to and control over the
data from the clinical trial, has the right to publish the results of the trial, and has the ability to meet all of the
requirements” for submitting information under the law) (http://frwebgate.access.gpo.gov/cgi-
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bin/getdoc.cgi?dbname=110_cong_public_laws&docid=f:publ085.110.pdf). See PL 110-85, Section 801(a),
(adding new 42 U.S.C. 282(j)(1)(A)(ix)).

For the complete statutory definitions of “responsible party” and “applicable clinical trial”, refer to Elaboration of
Definitions of Responsible Party and Applicable Clinical Trial.

The signature on the proposal of the Authorized Organizational Representative assures compliance with FDAAA.

Additional information can be found on the ClinicalTrials.gov Web site (http:/grants.nih.gov/ClinicalTrials_fdaaa).

4.2 INCLUSION OF WOMEN AND MINORITIES

Create a section heading entitled "Inclusion of Women and Minorities" and place it immediately following the
“Protection of Human Subjects" section. Although no specific page limitation applies to this section of the
proposal, be succinct. The NIH Policy on the Inclusion of Women and Minorities in Clinical Research is described
and referenced in Section 5.6.

Scientific Review Groups will assess each proposal as being acceptable or unacceptable with regard to the
inclusion of women and minorities in clinical research.

In this section of the Research Plan, address, at a minimum, the following four points:

1. The targeted/planned distribution of subjects by sex/gender and racial/ethnic groups for each proposed study
or protocol using the format in the Targeted/Planned Enroliment Table. (Instructions for completing this table
are provided below in 4.3.) If using existing specimens and/or data without access to information on the
distribution of women and minorities, so state and explain the impact on the goals of the research as part of
the rationale that inclusion cannot be described (item 3 below). Alternatively, describe the gender and
minority composition of the population base from whom the specimens and/or data will be obtained. Include
the Targeted/Planned Enrollment Table in this section.

2. Adescription of the subject selection criteria and rationale for selection of sex/gender and racial/ethnic group
members in terms of the scientific objectives and proposed study design. The description may include, but is
not limited to, information on the population characteristics of the disease or condition under study.

3. A compelling rationale for proposed exclusion of any sex/gender or racial/ethnic group (see examples
below).

4. A description of proposed outreach programs for recruiting sex/gender and racial/ethnic group members as
subjects.

Examples of acceptable justifications for exclusion of:

A. One gender:

1. One gender is excluded from the study because:

e inclusion of these individuals would be inappropriate with respect to their health;
o the research question addressed is relevant to only one gender;

e evidence from prior research strongly demonstrates no difference between genders; or

o sufficient data already exist with regard to the outcome of comparable studies in the excluded gender, and
duplication is not needed in this study.

2. One gender is excluded or severely limited because the purpose of the research constrains the offeror’s
offeror selection of study subjects by gender (e.g., uniquely valuable stored specimens or existing datasets
are single gender; very small numbers of subjects are involved; or overriding factors dictate selection of
subjects, such as matching of transplant recipients, or availability of rare surgical specimens).

a7


http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=110_cong_public_laws&docid=f:publ085.110.pdf
http://prsinfo.clinicaltrials.gov/ElaborationsOnDefinitions.pdf
http://prsinfo.clinicaltrials.gov/ElaborationsOnDefinitions.pdf
http://grants.nih.gov/ClinicalTrials_fdaaa

B.

Gender representation of specimens or existing datasets cannot be accurately determined (e.g., pooled
blood samples, stored specimens, or data-sets with incomplete gender documentation are used), and this
does not compromise the scientific objectives of the research.

Minority groups or subgroups:

Some or all minority groups or subgroups are excluded from the study because:

inclusion of these individuals would be inappropriate with respect to their health;
the research question addressed is relevant to only one racial or ethnic group;

evidence from prior research strongly demonstrates no differences between racial or ethnic groups on the
outcome variables;

a single minority group study is proposed to fill a research gap; or

sufficient data already exists with regard to the outcome of comparable studies in the excluded racial or ethnic
groups and duplication is not needed in this study.

Some minority groups or subgroups are excluded or poorly represented because the geographical location
of the study has only limited numbers of these minority groups who would be eligible for the study, and the
investigator has satisfactorily addressed this issue in terms of:

the size of the study;
the relevant characteristics of the disease, disorder or condition; or
the feasibility of making a collaboration or consortium or other arrangements to include representation.

Some minority groups or subgroups are excluded or poorly represented because the purpose of the
research constrains the offeror’s offeror selection of study subjects by race or ethnicity (e.g., uniquely
valuable cohorts, stored specimens or existing datasets are of limited minority representation, very small
numbers of subjects are involved, or overriding factors dictate selection of subjects, such as matching of
transplant recipients or availability of rare surgical specimens).

Racial or ethnic origin of specimens or existing datasets cannot be accurately determined (e.g., pooled blood
samples, stored specimens or data sets with incomplete racial or ethnic documentation are used) and this
does not compromise the scientific objectives of the research.

4.2.1 Additional Instructions and Requirements When NIH-Defined Phase Ill Clinical Trials Are Proposed

If the proposed research includes an NIH-Defined Phase Il Clinical Trial, the section on Inclusion of Women and
Minorities also must address whether clinically important sex/gender and/or race/ethnicity differences are
expected from the intervention effect. The discussion may include supporting evidence and/or data derived from
animal studies, clinical observations, metabolic studies, genetic studies, pharmacology studies, and
observational, natural history, epidemiology and other relevant studies. The discussion of expected sex/gender
and/or race/ethnicity differences in intervention effect must include selection and discussion of one of the
following analysis plans:

Plans to conduct valid analyses to detect significant differences in intervention effect among sex/gender
and/or racial/ethnic subgroups when prior studies strongly support these significant differences among
subgroups, or

Plans to include and analyze sex/gender and/or racial/ethnic subgroups when prior studies strongly support
no significant differences in intervention effect between subgroups. (Representation of sex/gender and
racial/ethnic groups is not required as subject selection criteria, but inclusion is encouraged.), or

Plans to conduct valid analyses of the intervention effect in sex/gender and/or racial/ethnic subgroups
(without requiring high statistical power for each subgroup) when the prior studies neither support nor negate
significant differences in intervention effect among subgroups.
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4.3 INSTRUCTIONS FOR COMPLETING THE TARGETED/PLANNED ENROLLMENT TABLES FOR
REPORTING RACE AND ETHNICITY DATA FOR SUBJECTS IN CLINICAL RESEARCH

The NIH Policy on Reporting Race and Ethnicity Data for Subjects in Clinical Research is described and
referenced in Section 5.8.

A. New Proposals

All new clinical research studies should collect and report information on participants with respect to two
categories of ethnicity and five categories of race. The Inclusion Enroliment Report
(http://grants.nih.gov/grants/funding/424/SF424R-R_enrolimentreport.doc) for reporting summary data on
participants to NIH includes two categories of ethnicity and five categories of race and is based on the Office of
Management and Budget (OMB) reporting standards for data on race and ethnicity. Investigators should review
the instructions and Frequently Asked Questions about using the Enrollment Table format at
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-01-053.html.

When reporting these data in the aggregate, investigators should report: (a) the number of research participants
in each ethnic category; (b) the number of research participants who selected only one category for each of the
five racial categories; (c) the total number of research participants who selected multiple racial categories
reported as the “number selecting more than one race,” and (d) the number of research participants in each racial
category who are Hispanic or Latino. Investigators may provide the detailed distributions, including all possible
combinations, of multiple responses to the racial designations as additional information. However, more detailed
data should be compiled in a way that they can be reported using the required categories.

Instructions for Completing Targeted/Planned Enroliment Table

(http://grants.nih.gov/grants/funding/424/SF424R-R_enrollment.doc)

Provide the study title.

The “Total Planned Enrollment” means the number of subjects that are expected to be enrolled in the study,
consistent with the definition in ClinicalTrials.gov.

The “Total Planned Enroliment” will be reported in two ways in the table: by “Ethnic Category” and by “Racial
Categories.”

“Ethnic Category”: Provide the numeric distribution of the Total Planned Enrollment according to ethnicity and
sex/gender in the top part of the table.

“Racial Categories”: Provide the numeric distribution of the Total Planned Enroliment, this time by racial
categories and sex/gender, in the bottom part of the table. Note that Hispanic is an ethnic, not a racial, category.

If there is more than one study/protocol, provide a separate table for each.
List any proposed racial/ethnic subpopulations below the table.

Submitting Proposals Using Existing Data in Clinical Research with No Plans for Collecting
New/Additional Data:

Investigators are instructed to provide plans for the total number of subjects proposed for the study and to provide
the distribution by ethnic/racial categories and sex/gender using the Targeted/Planned Enroliment Table. Under
these circumstances, investigators are not required to re-contact subjects solely to comply with the newly revised
categories.

If Data Collection is Ongoing, Such that New Human Subjects Will be Enrolled and/or Additional Data Will
be Collected from Human Subjects:

Investigators should report ethnicity/race and sex/gender sample composition using the Inclusion Enroliment
Report.
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If Data Collection is Complete, Such that No New/Additional Subject Contact is Planned:
Investigators should use the Inclusion Enroliment Report.
Research Conducted at Foreign Sites:

If proposed studies involve a foreign site, investigators are encouraged to design culturally sensitive and
appropriate data collection instruments that allow research participants to self-identify their racial and ethnic
affiliation. However, these items should be designed in a way that they can be aggregated into the OMB-required
categories. Also, the investigator can report on any racial/ethnic subpopulations by listing this information in an
attachment to the required table. This may be particularly useful when distinctive subpopulations are relevant to
the scientific hypotheses being studied.

When completing the tables that describe research in foreign sites, investigators should asterisk and footnote the
table indicating that data include research participants in foreign sites. If the aggregated data only includes
participants in foreign research sites, the investigator should provide information in one table with an asterisk and
footnote. However, if the study includes both domestic and foreign sites, the investigator should complete two
separate tables — one for domestic and another for foreign participants.

B. Progress Reports

The Inclusion Enrollment Report (http://grants.nih.gov/grants/funding/424/SF424R-R_enrollmentreport.doc) must
be used for reporting accrual data to the NIH. In annual progress reports, investigators conducting clinical
research are required to provide the cumulative total enroliment of subjects to-date, showing the distribution by
ethnic/racial categories and sex/gender on the Inclusion Enrollment Report, and must update the
Targeted/Planned Enrollment Table as needed.

4.4 INCLUSION OF CHILDREN

The NIH Policy on Inclusion of Children is referenced and described in Section 5.7. Instructions for this item under
the “Human Subjects” heading of the Research Plan are as follows:

e Create a section entitled “Inclusion of Children” and place it immediately following the Targeted/Planned
Enroliment Table.

o For the purpose of implementing these guidelines, a child is defined as an individual under the age of 21
years (for additional information see http://grants.nih.gov/grants/funding/children/children.htm and
http://grants.nih.gov/grants/quide/notice-files/not98-024.html).

e Provide either a description of the plans to include children, or, if children will be excluded from the
proposed research, or proposal, present an acceptable justification for the exclusion (see below).

o |If children are included, the description of the plan should include a rationale for selecting a specific age
range of children. The plan also must include a description of the expertise of the investigative team for
working with children at the ages included, of the appropriateness of the available facilities to
accommodate the children, and the inclusion of a sufficient number of children to contribute to a
meaningful analysis relative to the purpose of the study.

o Scientific Review Groups will assess each proposal as being acceptable or unacceptable with regard to
the age-appropriate inclusion or exclusion of children in the research project.

o When children are involved in research, the Additional Protections for Children Involved as Subjects in
Research (45 CFR part 46 Subpart D (http://www.hhs.gov/ohrp/humansubjects/quidance/
45cfr46.html#subpartd)) apply and must be addressed under the Protections Against Risk subheading
(4.1.2.b).

Justifications for Exclusion of Children
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For the purposes of this policy, all individuals under 21 are considered children; however, exclusion of any
specific age group, such as individuals under 18, should be justified in this section. It is expected that children will
be included in all clinical research unless one or more of the following exclusionary circumstances apply:

1. The research topic to be studied is not relevant to children.
Laws or regulations bar the inclusion of children in the research.

The knowledge being sought in the research is already available for children or will be obtained from another
ongoing study, and an additional study will be needlessly redundant. Documentation of other studies
justifying the exclusions should be provided. NIH program staff can be contacted for guidance on this issue if
the information is not readily available.

4. A separate, age-specific study in children is warranted and preferable. Examples include:

a. The condition is relatively rare in children, as compared to adults (in that extraordinary effort would be
needed to include children, although in rare diseases or disorders where the offeror offeror has made a
particular effort to assemble an adult population, the same effort would be expected to assemble a
similar child population with the rare condition); or

b. The number of children is limited because the majority are already accessed by a nationwide pediatric
disease research network; or

c. Issues of study design preclude direct applicability of hypotheses and/or interventions to both adults and
children (including different cognitive, developmental, or disease stages or different age-related
metabolic processes). While this situation may represent a justification for excluding children in some
instances, consideration should be given to taking these differences into account in the study design and
expanding the hypotheses tested, or the interventions planned, to allow inclusion of children rather than
excluding them.

5. Insufficient data are available in adults to judge potential risk in children (in which case one of the research
objectives could be to obtain sufficient adult data to make this judgment). Although children usually should
not be the initial group to be involved in research studies, in some instances, the nature and seriousness of
the illness may warrant their participation earlier based on careful risk and benefit analysis.

6. Study designs are aimed at collecting additional data on pre-enrolled adult study subjects (e.g., longitudinal
follow-up studies that did not include data on children).

7.  Other special cases can be justified by the investigator and found acceptable to the review group and the
Institute/Center Director.

5. HUMAN SUBJECTS RESEARCH POLICY

Human Subjects Research Policy includes DHHS regulations for the protection of human subjects and the
following NIH policies related to human subjects research.

5.1 PROTECTION OF HUMAN SUBJECTS

The Department of Health and Human Services (DHHS) regulations for the protection of human research subjects
provide a systematic means, based on established, internationally recognized ethical principles, to safeguard the
rights and welfare of individuals who participate as subjects in research activities supported or conducted by the
DHHS. The regulations stipulate that the awardee organization, whether domestic or foreign, bears responsibility
for safeguarding the rights and welfare of human subjects in DHHS-supported research activities. The regulations
require that offeror organizations engaged in nonexempt human subjects research supported or conducted by the
DHHS hold a Federal-wide Assurance (FWA) with the Office for Human Research Protections (OHRP), and
establish appropriate policies and procedures for the protection of human subjects. These regulations, 45 CFR
part 46 (http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html), Protection of Human Subjects, are
available from OHRP, Department of Health and Human Services, The Tower Building, 1101 Wootton Parkway,
Suite 200, Rockville, MD 20852; telephone: 1-866-447-4777 (toll-free) or (240) 453-6900; e-mail:
ohrp@osophs.dhhs.gov. In general, OHRP considers organizations that receive direct support from DHHS for the
conduct of nonexempt human subjects research to be engaged in human subjects research (for more information
on whether an institution is engaged in human subjects research, refer to:
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http://www.hhs.gov/ohrp/policy/engage08.html). When a research project is conducted by multiple organizations,
each organization that is engaged in nonexempt human subjects research must hold an FWA and comply with the
regulations at 45 CFR 46.

Nonexempt research involving human subjects may only be conducted under a DHHS award if the engaged
organization(s) is operating in accord with an approved FWA and provides verification that an Institutional Review
Board (IRB) that is registered under the specific FWA has reviewed and approved the proposed activity in
accordance with the DHHS regulations. No award to an individual will be made unless that individual is affiliated
with an assured organization that accepts responsibility for compliance with the DHHS regulations. Foreign offeror
organizations must also comply with the provisions of the regulations unless a determination of equivalent
protections is made in accord with 45 CFR 46.101(h).

Under DHHS regulations to protect human subjects, certain research areas are exempt. However, if an offeror
makes inappropriate designations of the noninvolvement of human subjects or of exempt categories of research,
this may result in delays in the review of a proposal or an application not being reviewed. The PHS will make a
final determination as to whether the proposed activities are covered by the regulations or are in an exempt
category, based on the information provided in the Research Plan. With the exception of research projects that
meet the criteria for Exemption 4, studies that are exempt from the human subjects regulatory requirements must
still address the inclusion of women, minorities and children in the study design.

Regulations of the Food and Drug Administration (21 CFR 50, 21 CFR 56) generally apply to biomedical research
involving an unapproved drug, device or biologic and may apply to certain studies of approved products.
Additional information on FDA regulations is available at
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm. If work falls under FDA's regulatory
requirements, the grantee must follow both DHHS and FDA human subject protection regulations.

The National Institutes of Health Guidelines for Research Involving Recombinant DNA Molecules (NIH
Guidelines) apply to all projects (NIH-funded and non NIH-funded) involving recombinant DNA molecules that are
conducted at or sponsored by an institution that receives NIH support for recombinant DNA research. As defined
by the NIH Guidelines, recombinant DNA molecules are either: (1) molecules that are constructed outside living
cells by joining natural or synthetic DNA segments to DNA molecules that can replicate in a living cell; or (2) DNA
molecules that result from the replication of those described in (1). The NIH Guidelines set forth principles and
standards for safe and ethical conduct of recombinant DNA research and apply to both basic and clinical research
studies. The NIH Guidelines should be carefully reviewed and implemented to ensure that proper biosafety and
containment practices are employed for all projects involving recombinant DNA research, including review by an
Institutional Biosafety Committee that meets the requirements of the NIH Guidelines. Further, the NIH Guidelines
include special review and reporting requirements for the conduct of human gene transfer studies (under
Appendix M). Failure to comply with the NIH Guidelines may result in suspension, limitation, or termination of NIH
funds for recombinant DNA research at the organization or a requirement for NIH prior approval of any or all
recombinant DNA projects at the organization. A copy of the NIH Guidelines is posted at the following URL:
http://oba.od.nih.gov/rdna/nih_guidelines oba.html and may be obtained from the NIH Office of Biotechnology
Activities, 6705 Rockledge Drive, Suite 750, Bethesda, MD 20892, 301-496-9838.

Federal requirements to protect human subjects apply to most research on human specimens (such as cells,
blood, and urine), residual diagnostic specimens, and medical information. Research involving existing data,
documents, records, pathological specimens, diagnostic specimens, or tissues that are individually identifiable is
considered “research involving human subjects.” The NIH Office of Extramural Research Human Subjects Web
site contains additional information and Frequently Asked Questions to help investigators understand how these
federal requirements apply to their research. See http://grants.nih.gov/grants/policy/hs/index.htm.

The DHHS regulations require the NIH to evaluate all proposals involving human subjects
(http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#46.120). This independent evaluation is
conducted at the NIH through the peer review system and NIH staff review, and, as required, will take into
consideration the risks to the subjects, the adequacy of protection against these risks, the potential benefits of the
research to the subjects and others, and the importance of the knowledge gained or to be gained. On the basis of
this evaluation, the NIH may approve or disapprove the proposal, or enter into negotiations to develop an
approvable one.
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5.2 VULNERABLE POPULATIONS

Investigators who conduct research involving pregnant women, human fetuses and neonates, prisoners (or
subjects who become prisoners after the research has started), or children, must follow the provisions of the
regulations in Subparts B, C, and D of 45 CFR part 46
(http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html), respectively. The subparts describe the
additional protections required for conducting research involving these populations. Relevant information may be
obtained at the OHRP Web site (http://www.hhs.gov/ohrp/policy/index.html).

REMINDER: DHHS regulations at 45 CFR part 46, Subpart C
(http:/iwww.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html#subpartc) describe requirements for
additional protections for research involving prisoners as subjects or individuals who become prisoners
after the research has started. Refer to: http://iwww.hhs.gov/ohrp/policy/prisoner.html for complete
instructions.

Exemptions 1-6 do not apply to research involving prisoners or subjects who become prisoners (see Subpart C
(http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartc)). Although Exemptions 1 and 3-6
apply to research involving children (see Subpart D
(http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html#subpartd)), Exemption 2 can only be used for
research involving educational testing or observations of public behavior when the investigator(s) do not
participate in the activities being observed.

5.3 DATA AND SAFETY MONITORING PLANS FOR CLINICAL TRIALS

For each proposed clinical trial, NIH requires a data and safety monitoring plan that describes oversight and
monitoring to ensure the safety of participants and the validity and integrity of the data. The level of monitoring
should be commensurate with the risks and the size and complexity of the clinical trial. Prior to the accrual of
human subjects, a detailed data and safety monitoring plan must be submitted to the offeror’s IRB and to the
funding entity for approval. Adverse Events must be reported to the IRB, the NIH funding Institute or Center, and
other appropriate offices or agencies. This policy requirement is in addition to any monitoring requirements
imposed by 45 CER part 46 (http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html). NIH policy
specifically requires the establishment of a Data and Safety Monitoring Board (DSMB) for multi-site clinical trials
involving interventions that entail potential risk to the participants, and generally for Phase 11l clinical trials.

5.4 IRB APPROVAL

NIH does not require certification of IRB approval of the proposed research prior to NIH peer review of a proposal.
See http://grants.nih.gov/grants/guide/notice-files/INOT-OD-00-031.html.

Following NIH peer review, the offeror organization will be notified of the need for review and approval of the
proposed research by an IRB that is registered under the institutional assurance with OHRP. See
http://www.hhs.gov/ohrp/ to register an IRB. Certification of IRB approval must be sent to the Grants Management
Office identified in the notice requesting documentation. Certification of IRB review and approval must include: the
PHS SBIR proposal number, title of the project, name of the program director /principal investigator, date of IRB
approval, and appropriate signatures. Grantees may also use the optional form “Protection of Human Subjects -
Assurance Identification/IRB Certification/Declaration of Exemption (Common Rule)” (OMB Form No. 0990-0263
http://www.hhs.gov/ohrp/assurances/forms/of310.rtf) to meet this requirement.

According to OHRP policy, in general, an institution is considered to be engaged in human subjects research
when it receives an NIH award to support nonexempt human subjects research. See
http://www.hhs.gov/ohrp/policy/engage08.html. All institutions engaged in human subjects research must obtain a
Federalwide Assurance (FWA) from OHRP. Instructions for applying for a Federalwide Assurance (FWA) are
available from the OHRP Web site at http://www.hhs.gov/ohrp/assurances/index.html.

DHHS human subject regulations at 45 CFR 46.103(f) require that each application for non-exempt HHS-
supported human subject research be reviewed and approved by an IRB (see also
http://www.hhs.gov/ohrp/policy/conditionalapproval2010.html). Only the date of approval of the application should
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be submitted to NIH. However, the IRB must ensure that any corresponding protocol(s) are consistent with the
application, and must maintain documentation of IRB approval of all corresponding protocols, including those
reviewed by consortium participants. For multi-site research, the primary grantee is expected to collect the
certification from each subrecipient.

Any modifications to the Research Plan in the proposal, required by either NIH or by the IRB, must be submitted
with follow-up certification of IRB approval to the NIH before the competing award is made. It is the responsibility
of the PD/PI and the offeror organization to submit the follow-up documentation.

If more than a year will have elapsed between the initial IRB review date and the anticipated award date, the
awarding unit staff shall require re-review by the IRB prior to award.

5.5 REQUIRED EDUCATION IN THE PROTECTION OF HUMAN RESEARCH PARTICIPANTS

NIH requires education on the protection of human research participants for all individuals identified in PHS
applications as senior/key personnel who will be involved in the design or conduct of human subjects research,
before funds are awarded for applications or contract proposals involving human subjects. For information relating
to this requirement, see the following notices http://grants.nih.gov/grants/quide/notice-files/NOT-OD-00-039.html
and http://grants.nih.gov/grants/quide/notice-files/NOT-OD-01-061.html, and Frequently Asked Questions at:
http://grants.nih.gov/grants/policy/hs _educ faq.htm. Prior to award, offerors will be required to provide a
description of education completed in the protection of human subjects for all senior/key personnel involved in the
design or conduct of human subjects research. Although NIH does not endorse specific programs, there are
curricula available that can provide guidance or that can be modified to provide training in this area. See
http://phrp.nihtraining.com/users/login.php for computer-based training developed by NIH that can be downloaded
at no charge. For information on facilitating education and developing curricula, see
http://www.nih.gov/sigs/bioethics.

5.6 NIH POLICY ON THE INCLUSION OF WOMEN AND MINORITIES IN CLINICAL RESEARCH

NIH policy requires that women and members of minority groups and their subpopulations must be included in all
NIH-supported biomedical and behavioral research projects involving clinical research unless a clear and
compelling rationale and justification establishes to the satisfaction of the funding IC Director that inclusion is
inappropriate with respect to the health of the subjects or the purpose of the research. Exclusion under other
circumstances must be designated by the Director, NIH, upon the recommendation of an IC Director based on a
compelling rationale and justification. Cost is not an acceptable reason for exclusion except when the study would
duplicate data from other sources. Women of childbearing potential should not be routinely excluded from
participation in clinical research. All NIH-supported biomedical and behavioral research involving human subjects
is defined as clinical research. This policy applies to research subjects of all ages.

The inclusion of women and members of minority groups and their subpopulations must be addressed in
developing a research design appropriate to the scientific objectives of the study. The Research Plan should
describe the composition of the proposed study population in terms of sex/gender and racial/ethnic group, and
provide a rationale for selection of such subjects. Such a plan should contain a description of the proposed
outreach programs for recruiting women and minorities as participants. See
http://grants.nih.gov/grants/funding/women_min/women min.htm.

5.7 NIH POLICY ON INCLUSION OF CHILDREN

Research involving children (see definition of “child”) must comply with the NIH Policy and Guidelines on the
Inclusion of Children in Clinical Research. Investigators should obtain full copies of the Policy and Guidelines from
NIH staff, or from http://grants.nih.gov/grants/funding/children/children.htm.

NIH policy requires that children (i.e., individuals under the age of 21) must be included in all clinical research,
conducted or supported by the NIH unless there are clear and compelling reasons not to include them. Therefore,
proposals for clinical research must include a description of plans for including children. If children will be
excluded from the research, the proposal must present an acceptable justification for the exclusion.
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The involvement of children as subjects in research must be in compliance with all applicable subparts of 45 CFR
part 46 (http://www.hhs.gov/ohrp/humansubjects/guidance/45cfr46.html) as well as with other pertinent Federal
laws and regulations.

IRBs have special review requirements to protect the well-being of children who participate in research. These
requirements relate to risk, benefit, parental/guardian consent, and assent by children, and to research involving
children who are wards of the state or of another institution. The local IRB approves research that satisfies the
conditions set forth in the regulations.

5.8 NIH POLICY ON REPORTING RACE AND ETHNICITY DATA: SUBJECTS IN CLINICAL RESEARCH

The Office of Management and Budget (OMB) (http://www.whitehouse.gov/omb/fedreg 1997standards) defines
minimum standards for maintaining, collecting and presenting data on race and ethnicity for all Federal reporting
agencies (including NIH) in OMB Directive 15, http://www.whitehouse.gov/omb/fedreg_1997standards. The
standards were revised in 1997 and include two ethnic categories (Hispanic or Latino and Not Hispanic or Latino)
and five racial categories (American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian
or Other Pacific Islander, and White). Reports of data on race and ethnicity shall use these categories. The
categories in this classification are social-political constructs and should not be interpreted as being
anthropological in nature. NIH is required to use these definitions to allow comparisons to other federal
databases, especially the census and national health databases. The following definitions apply to the minimum
standards for the ethnic and racial categories.

ETHNIC CATEGORIES:

Hispanic or Latino: A person of Cuban, Mexican, Puerto Rican, South or Central American, or other Spanish
culture or origin, regardless of race. The term, “Spanish origin,” can be used in addition to “Hispanic or
Latino.”

Not Hispanic or Latino

RAcCIAL CATEGORIES:

American Indian or Alaska Native: A person having origins in any of the original peoples of North, Central,
or South America, and who maintains tribal affiliation or community attachment.

Asian: A person having origins in any of the original peoples of the Far East, Southeast Asia, or the Indian
subcontinent including, for example, Cambodia, China, India, Japan, Korea, Malaysia, Pakistan, the
Philippine Islands, Thailand, and Vietnam. (Note: Individuals from the Philippine Islands have been recorded
as Pacific Islanders in previous data collection strategies.)

Black or African American: A person having origins in any of the black racial groups of Africa. Terms such
as “Haitian” or “Negro” can be used in addition to “Black or African American.”

Native Hawaiian or Other Pacific Islander: A person having origins in any of the original peoples of Hawaii,
Guam, Samoa, or other Pacific Islands.

White: A person having origins in any of the original peoples of Europe, the Middle East, or North Africa.

Ethnic/Racial Subpopulations: In addition to OMB ethnic and racial categories, NIH uses the following definition
for ethnic/racial subpopulations:

Subpopulations: Each ethnic/racial group contains subpopulations that are delimited by geographic origins,
national origins, and/or cultural differences. It is recognized that there are different ways of defining and
reporting racial and ethnic subpopulation data. The subpopulation to which an individual is assigned depends
on self-reporting of specific origins and/or cultural heritage. Attention to subpopulations also applies to
individuals who self identify with more than one race. These ethnic/racial combinations may have biomedical,
behavioral, and/or social-cultural implications related to the scientific question under study.

GUIDANCE ON COLLECTING RACE AND ETHNICITY DATA FROM HUMAN SUBJECTS
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When an investigator is planning to collect data on ethnicity and race, the categories identified above should be
used. The collection of greater detail is encouraged, for example on ethnic/racial subpopulations. However, any
collection that uses more detail must be designed in a way that data can be aggregated into these minimally
required categories. Use self-report or self-identification to collect this information by asking two separate
questions — one on ethnicity and one on race. Collect ethnicity information first followed by the question on race
and provide subjects with the option to select more than one racial category.

See NIH Policy on Inclusion of Women and Minorities and
http://grants.nih.gov/grants/funding/women_min/women_min.htm.

5.9 RESEARCH ON TRANSPLANTATION OF HUMAN FETAL TISSUE

In signing the proposal Cover Page, the Authorized Organizational Representative/Corporate Official of the offeror
organization certifies that if research on the transplantation of human fetal tissue is conducted, the offeror
organization will make available, for audit by the Secretary, DHHS, the physician statements and informed
consents required by section 498A (b)(2) and (c) of the Public Health Service Act, 42 U.S.C. 289g (b)(2) and (c),
or ensure DHHS access to those records, if maintained by an entity other than the offeror organization.

5.10 RESEARCH USING HUMAN EMBRYONIC STEM CELLS

In signing the proposal Cover Page, the Authorized Organizational Representative/Corporate Official of the offeror
organization certifies that if research using human embryonic stem cells (hESCs) is proposed, the offeror
organization will identify hESCs to be used from the NIH Registry (http://stemcells.nih.gov/research/registry/), or,
if a specific cell line cannot be referenced at the time of application, certify that one from the NIH Registry will be
used, in accord with the NIH Guidelines on Human Stem Cell Research
(http://stemcells.nih.gov/policy/2009quidelines.htm) . See http://stemcells.nih.gov/index.asp for additional
information on stem cells, and http://stemcells.nih.gov/policy/guidelines.asp for Federal policy statements and
guidelines on federally funded stem cell research.

5.11CLINICALTRIALS.GOV REQUIREMENTS

In signing the proposal Cover Page, the Authorized Organizational Representative/Corporate Official of the offeror
organization certifies that if the research includes an applicable clinical trial under Public Law 110-85, the offeror
organization will be in compliance with the registration and reporting requirements of Public Law 110-85, if
applicable (http://frwebgate.access.gpo.gov/cgi-bin/getdoc.cgi?dbname=110_cong public _laws&docid=
f:publ085.110.pdf). The law, enacted 09/27/2007, amends the Public Health Service Act to expand the scope of
clinical trials that must be registered in ClinicalTrials.gov. It also increases the number of registration fields that
must be submitted, requires certain results information to be included, and sets penalties for noncompliance.

The trials that must be registered are called “applicable clinical trials.” Under the statute these trials generally
include: (1) Trials of Drugs and Biologics: Controlled, clinical investigations, other than Phase 1 investigations, of
a product subject to FDA regulation; and (2) Trials of Devices: Controlled trials with health outcomes, other than
small feasibility studies, and pediatric postmarket surveillance. NIH encourages registration of ALL trials whether
required under the law or not.

Additional information can be found on the ClinicalTrials.gov Web site (http://grants.nih.gov/ClinicalTrials_fdaaa/).

APPENDIX H: SBA CERTIFICATIONS REQUIRED THROUGH THE EVALUATION, AWARD AND
CONTRACT ADMINISTRATION PROCESS:

1. Certification for Offerors that are Majority-Owned by Multiple Venture Capital Operating Companies, Hedge
Fund or Private Equity Films

2. SBIR Funding Agreement Certification

3. Life Cycle Certification

4. SBA Company Registry — Link and instructions.
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All applicants to the SBIR and STTR programs are required to register at the SBA Company Registry prior to
application submission and attach proof of registration. Completed registrations will receive a unique SBC
Control ID and .pdf file. If applicants have previously registered, you are still required to attach proof of
registration. The SBA Company Registry recommends verification with SAM, but a SAM account is not
required to complete the registration. In order to be verified with SAM, your email address must match one of
the contacts in SAM. If you are unsure what is listed in SAM for your company, you may verify the information
on the SAM site. Confirmation of our company's DUNS is necessary to verify your email address in SAM.
Follow these steps listed below to register and attach proof of registration to your application.

a. Navigate to the SBA Company Registry.

b. If you are a previous SBIR/STTR awardee from any agency, search for your small business by
Company Name, EIN/Tax ID, DUNS, or Existing SBIR/STTR Contract/Grant Number in the search
fields provided. Identify your company and click “Proceed to Registration”.

c. If you are a first time applicant, click the New to the SBIR Program? link on lower right of registry
screen.

d. Fill out the required information on the “Basic Information” and “Eligibility Statement” screens.

e. Press “Complete Registration” on the lower right of the “Eligibility Statement” screen and follow all
instructions.

f. Download and save your SBA registry PDF locally. The name will be in the format of
SBC_123456789.pdf, where SBC_123456789 (9 digit number) is your firm’s SBC Control ID.

g. A copy of the completed SBA Company Registration for your organization must be submitted as
part of your Pricing Proposal.

6.0 State and Other Assistance Available

State Assistance - Many states have established programs to provide services to those small business firms and
individuals wishing to participate in the Federal SBIR/STTR Program. These services vary from state to state.
Contact your State STTR Support office at http://www.sbir.gov/state-contacts for further information.

Technical Assistance-NIH offers distinct technical assistance programs to NIH SBIR and STTR Phase | and
Phase Il awardees. These programs offer specialized, strategic business training and provide access to a vast
network of industry experts possible through the efficiencies of scale that under a contract deliver the best value
to the government and the intended small businesses seeking such assistance.

If you wish to utilize your own technical assistance provider, you are required to include these costs in your
budget and to provide a detailed budget justification. You may request up to $5,000 for assistance. Refer to
Section 8.1 for how to include this in your Pricing Proposal. If the amount of $5,000 is included in your cost
proposal is determined to be appropriate and allowable for technical assistance, this will be in addition to the
amount negotiated per award, and as specified in the topic description.
Please note, if funds are requested to utilize your own technical assistance vendor and an award is made, the
awardee is not eligible to apply for the NIH-provided technical assistance program for the phase of their award.
Reimbursement is limited to services received that comply with 15 U.S.C. § 638(q):
To provide small business concerns engaged in SBIR or STTR projects with technical assistance services, such
as access to a network of scientists and engineers engaged in a wide range of technologies, or access to
technical and business literature available through on-line data bases, for the purpose of assisting such concerns
in—

a. making better technical decisions concerning such projects;

b. solving technical problems which arise during the conduct of such projects;
c. minimizing technical risks associated with such projects; and

d. developing and commercializing new commercial products and processes resulting from such projects.
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Appendix A (Page 1)

DEPARTMENT OF HEALTH AND HUMAN SERVICES

SMALL BUSINESS INNOVATION RESEARCH PROGRAM
PHASE | PROPOSAL COVER SHEET

TOPIC NO. PROJECT TITLE FAST TRACK PROPOSAL
YES [] no
SUBMITTED BY (Firm name, address, and telephone number) YEAR FIRM FOUNDED

NO. OF EMPLOYEES (Include all affiliations)

NOTICE TO OFFERORS

The offeror organization and the principal investigator are jointly responsible for the accuracy and validity of all the administrative, fiscal, and scientific
information in the proposal. Deliberate withholding, falsification, or misrepresentation of information could result in a determination of non-
responsibility [FAR 9.104] which would preclude an award to the offeror. In addition, sanctions such as suspension, debarment, and criminal penalties
could apply.

CERTIFICATIONS
YES NO
1. The above organization certifies that it is a small business concern as defined in this Solicitation.
*2. The above organization certifies that it is an 8(a) small business concern as defined in this Solicitation.
*3. The above organization certifies that it is a HubZone small business concern as defined in this Solicitation.

*4. The above organization certifies that it is a service-disabled veteran-owned small business concern as defined in this
Solicitation.

*5. The above organization certifies that it is a socially and economically disadvantaged small business concern as defined in
this Solicitation.

*6. The above organization certifies that it is a woman-owned small business concern as defined in this Solicitation.

7. The above organization certifies that, if this proposal results in a contract award, more than one-half of the principal
investigator's time will be spent in the employ of the firm.

Him|N NN
HimEn .

* Capture of this information is strictly for statistical purposes.

YES

The above organization and/or principal investigator has submitted contract proposals or grant applications for essentially
equivalent work (as defined in this Solicitation) under other federal programs, or has received other federal awards containing
a significant amount of essentially equivalent work. (If YES, include for this group the same information required for the
“Current Awards and Pending Proposals/Applications* portion of the proposal. See instructions in Solicitation.)

[]
[13

|:| |:| 2. If this proposal does not result in an award, is the Government permitted to disclose the title and abstract of your research
project, and the name, address and telephone number of the corporate official of your firm, to organizations that may be
interested in contacting you for further information or possible investment?

|:| |:| 3. This proposed project involves human subjects. (See instructions in Solicitation.)
Clinical Trial? Yes No
Agency-Defined Phase Il Clinical Trial’?[l Yes I:l No

|:| |:| 4. This proposed project involves vertebrate animals. (See instructions in Solicitation.) If YES, identify by common names and
circle primates.

NOTICE OF PROPRIETARY INFORMATION

The information identified by asterisks (*) on pages of this proposal constitutes trade secrets

or information that is commercial or financial and confidential or privileged. It is furnished to the Government in confidence with the understanding that
such information shall be used or disclosed only for evaluation of this proposal; provided that, if a contract is awarded as a result of or in connection
with the submission of this proposal, the Government shall have the right to use or disclose information herein to the extent provided by law. This
restriction does not limit the Government’s right to use the information if it is obtained without restriction from another source.




Appendix A (Page 2)

PRINCIPAL INVESTIGATOR/PROJECT MANAGER

CORPORATE OFFICIAL

NAME NAME

SIGNATURE DATE SIGNATURE DATE
TITLE TITLE

PHONE : PHONE :

FAX: FAX:

E-MAIL ADDRESS :

E-MAIL ADDRESS :




Appendix B

ABSTRACT OF RESEARCH PLAN

NAME, ADDRESS, AND TELEPHONE NUMBER OF OFFEROR ORGANIZATION

AGENCY NAME:

SOLICITATION NUMBER:

TOPIC NUMBER:

TITLE OF PROJECT

KEY PERSONNEL ENGAGED ON PROJECT

Name (First, Middle, Last)

POSITION TITLE

ORGANIZATION

ABSTRACT OR RESEARCH PLAN: State the proposal’s long-term objectives and specific aims, making reference to the health-relatedness of
the project. Describe concisely the research design and methods for achieving these goals, and discuss the potential of the research for technological
innovation. Summarize the results that are expected. Avoid summaries of past accomplishments and the use of the first person. This abstract is
meant to serve as a succinct and accurate description of the proposed work when separated from the application. If the proposal is funded, this
description, as is, will become public information. Therefore, do not include proprietary/confidential information. DO NOT EXCEED 200 WORDS.

Provide key words (8 maximum) to identify the research or technology.

Provide a brief summary of the potential commercial applications of the research.




INSTRUCTIONS

OMB Control No. 9000-0013 APPENDIX C

How to use this Excel file:
(Updated 10/9/2008)

IMPORTANT NOTE: If you have opened this file before saving on your computer, you will be prompted for a user name and a password
and you will lose all the data you may have inserted. Please close the file and click on the link again and save before opening.

This worksheet is intended to help you prepare your cost proposal. If you provide us with an electronic copy of the cost proposal, we can save time by not recreating it. This
will help speed up the review/award process and perhaps reduce the number of questions we need to ask in order to understand your proposal. We understand that one
spreadsheet format can not fit every situation; however, we have attempted to create a simple model that fits most circumstances that arise in Government contracting. _Feel
free to modify the spreadsheet to fit your circumstances, and to use the parts that work for you. There are more specific instructions on specific cost element pages where
applicable.

Summary Page
Please insert your organization's name in cell A2 and the RFP No. in cell A3.

The totals from each cost element page are automatically carried forward to the Summary worksheet. Enter the start date of the contract in cell C5.
This Excel file is set up for seven periods.

Direct Labor

Use the Labor - Percent of Effort worksheet if you track labor on a percent of effort basis. Generally, Universities, Hospitals, and Non-Profit Organizations tract labor by
percent of effort.

Use the Labor - Hourly worksheet if you track labor on an hourly basis. Commercial organizations track labor on an hourly basis.

Use both pages if you track some employees by each method. Please do not put any employee on both pages. Consultants should be proposed on the consultants
worksheet, not the labor worksheets.

The proposed amounts must be based on current payroll information which shows hourly, monthly, or annual rate/salary for each proposed (named) individuals. Acceptable
documentation includes any one of the following: 1) personnel action forms, or 2) most recent payroll register showing name, pay rate, and percent of effort if applicable, or 3)
copy of pay stub. Supporting documentation may be requested at a later date.

If the proposed positions have not been filled or are to be named or hired, then acceptable documentation includes the following: 1) letter of intent to hire including salary rate
and title, or 2) position descriptions and salary scales or organizational wage table showing salary range and a copy of hiring policy, or 3) a comparable employee's payroll
document. Supporting documentation may be requested at a later date. Increases for the to be named or hired are not eligible for increases in the first period.

Indirect Rates Including Fringe Benefit Rate(s) for Commercial Organizations

If your organization does not have negotiated rates, the following website contains information which will assist you in computing indirect rates:
http://oamp.od.nih.gov/dfas/IdCSubmission.asp

Please do not submit your indirect proposal to the Division of Financial Advisory Services at this time.

Points of Contact
If you have any questions regarding this Excel file, please contact Cindi Brown (301-496-4494) email at CB25B@NIH.GOV.

If you have contracting questions, please call the NIH Contracting Official who is listed in the RFP.
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SUMMARY OF PROPOSED COSTS
** Contractor's Name

** RFP No.
PERIOD | PERIOD Il PERIOD Il PERIOD IV PERIOD V PERIOD VI PERIOD VII TOTAL
*** Period ( dates) 1/1/2007 1/1/2008 1/1/2009 1/1/2010 1/1/2011 1/1/2012 1/1/2013
Through Through Through Through Through Through Through
12/31/2007 12/31/2008 12/31/2009 12/31/2010 12/31/2011 12/31/2012 12/31/2013

Direct Labor - Percent of Effort $0 $0 $0 $0 $0 $0 $0 $0
Fringe Benefits - Percent of Effort 0 0 0 0 0 0 0 0
Direct Labor - Hourly 0 0 0 0 0 0 0 0
Fringe Benefits - Hourly 0 0 0 0 0 0 0 0
Total Direct Labor & Fringe Benefits $0 $0 $0 $0 $0 $0 $0 $0
i\( Overhead 0% $0 0% $0 0% $0 0% $0 0% $0 0% $0 0% $0 $0
Materials and Supplies $0 $0 $0 $0 $0 $0 $0 $0
Professional Travel 0 0 0 0 0 0 0 0
Equipment 0 0 0 0 0 0 0 0
Consultants 0 0 0 0 0 0 0 0
Other Direct Costs 0 0 0 0 0 0 0 0
Patient Care Costs 0 0 0 0 0 0 0 0
Subcontracts 0 0 0 0 0 0 0 0
Total Other Direct Costs $0 $0 $0 $0 $0 $0 $0 $0
Subtotal: Direct Labor, Fringe Benefits, Overhead , & Other Directs $0 $0 $0 $0 $0 $0 $0 $0
Exclusion(s) From Base For G&A 0 0 0 0 0 0 0 0
Adjusted Base for G&A $0 $0 $0 $0 $0 $0 $0 $0

G&A 0% 0 0% 0 0% 0 0% 0 0% 0 0% 0 0% 0 0
Total Proposed Cost Excluding Fee 0 0 0 0 0 0 0 0
Proposed Fee/Profit 0% 0 0% 0 0% 0 0% 0 0% 0 0% 0 0% 0 0
Total Proposed Cost Plus Fee/Profit $0 $0 $0 $0 $0 $0 $0 $0

* Not all organizations allocate indirect cost in the same way. It is important that you use the indirect rate structure appli cable to your organization. For example,

such as fringe benefits, overhead, G&A, etc.

If applicable, insert exclusions to the G&A base in row 26.

if you have a two tier indirect rate structure, then you will use a two tier structure when proposing indirect costs.

The base for overhead costs includes direct labor and fringe benefits. Please modify if your base is different.

Generally, Universities and Non-Profits have fringe benefit and G&A (or sometimes called F&A) rates, while For-Profit Companies can have various indirect rates

* |If you have questions regarding indirect (F&A) rates see website: http://oamp.od.nih.gov/dfas/ldCSubmission.asp

** |Pleaseinsertthe Company's name and the RFP #.

|Enter the contract start date in cell C5 and make adjustments for leap year.




SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS
PERCENT OF EFFORT

** Contractor's Name PERIOD I* PERIOD II*
** RFP No. 1/1/2007  Through  12/31/2007 1/1/2008  Through  12/31/2008
CURRENT ADJUSTED |PERCENTOF NUMBER  SALARY  FRINGE  FRINGE ||PERCENT OF NUMBER  SALARY FRINGE  FRINGE
EMPLOYEE POSITION BASE SALARY BASE SALARY | EFFORT MONTHS COST RATE CcosT EFFORT  MONTHS CcOoSsT RATE CcoSsT
1 $0 $0 0% 12.00 $0 0% $0 0% 12.00 $0 0% $0
2 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
3 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
4 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
5 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
6 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
7 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
8 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
9 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
10 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
11 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
12 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
13 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
14 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
15 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
16 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
17 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
18 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
19 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
20 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
21 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
22 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
23 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
24 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
25 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
26 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
27 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
28 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
29 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
30 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
31 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
SUBTOTALS = 0% $0 [ $0 0% | $0 $0 |

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:

(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually|
in Column "D" of the spreadsheet and explained in the budget justification)

ANNUAL INCREASE FACTOR: 0.00% l«— |Insert annual cost of living % and/or merit increases as
applicable and explain the % in the budget justification.

ANNUAL INCREASE DATE: 00/00/00 - |Insert annual increase date.

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE 0 - |Insert number of months at the new salary.

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS
PERCENT OF EFFORT

** Contractor's Name PERIOD III* PERIOD IV*
** RFP No. 1/1/2009  Through  12/31/2009 1/1/2010  Through  12/31/2010
CURRENT ADJUSTED PERCENT OF NUMBER  SALARY FRINGE  FRINGE ||PERCENT OF NUMBER  SALARY  FRINGE FRINGE
EMPLOYEE POSITION BASE SALARY BASE SALARY EFFORT MONTHS CcosT RATE CcosT EFFORT MONTHS COoSsT RATE COoSsT
1 $0 $0 0% 12.00 $0 0% $0 0% 12.00 $0 0% $0
2 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
3 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
4 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
5 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
6 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
7 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
8 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
9 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
10 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
11 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
12 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
13 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
14 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
15 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
16 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
17 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
18 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
19 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
20 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
21 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
22 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
23 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
24 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
25 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
26 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
27 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
28 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
29 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
30 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
31 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
SUBTOTALS = 0% $0 [ $0 0% [ $0 $0 |

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:

(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually|
in Column "D" of the spreadsheet and explained in the budget justification)

ANNUAL INCREASE FACTOR: 0.00%

ANNUAL INCREASE DATE:[___00/00/00
NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS
PERCENT OF EFFORT

** Contractor's Name PERIOD V* PERIOD VI*

** RFP No. 1/1/2011  Through  12/31/2011 1/1/2012  Through 12/31/2012

CURRENT ADJUSTED PERCENT OF NUMBER  SALARY  FRINGE FRINGE | |PERCENT OF NUMBER  SALARY FRINGE  FRINGE
EMPLOYEE POSITION BASE SALARY BASE SALARY EFFORT MONTHS CcosT RATE CcoSsT EFFORT  MONTHS COoSsT RATE COoSsT

1 $0 $0 0% 12.00 $0 0% $0 0% 12.00 $0 0% $0
2 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
3 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
4 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
5 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
6 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
7 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
8 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
9 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
10 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
11 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
12 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
13 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
14 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
15 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
16 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
17 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
18 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
19 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
20 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
21 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
22 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
23 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
24 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
25 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
26 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
27 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
28 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
29 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
30 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
31 0 0 0% 12.00 0 0% 0 0% 12.00 0 0% 0
SUBTOTALS = 0% $0 $0 0% $0 $0

CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO

(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually|
in Column "D" of the spreadsheet and explained in the budget justification)

ANNUAL INCREASE FACTOR: 0.00%

ANNUAL INCREASE DATE: 00/00/00

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS
PERCENT OF EFFORT

** Contractor's Name PERIOD VII*
** RFP No. 1/1/2013  Through  12/31/2013 TOTAL TOTAL
CURRENT ADJUSTED ||PERCENT OF NUMBER  SALARY FRINGE  FRINGE | SALARY FRINGE
EMPLOYEE POSITION BASE SALARY BASE SALARY EFFORT  MONTHS COST RATE COST CcosT CcosT
1 $0 $0 0% 12.00 $0 0% $0 $0 $0
2 0 0 0% 12.00 0 0% 0 0 0
3 0 0 0% 12.00 0 0% 0 0 0
4 0 0 0% 12.00 0 0% 0 0 0
5 0 0 0% 12.00 0 0% 0 0 0
6 0 0 0% 12.00 0 0% 0 0 0
7 0 0 0% 12.00 0 0% 0 0 0
8 0 0 0% 12.00 0 0% 0 0 0
9 0 0 0% 12.00 0 0% 0 0 0
10 0 0 0% 12.00 0 0% 0 0 0
11 0 0 0% 12.00 0 0% 0 0 0
12 0 0 0% 12.00 0 0% 0 0 0
13 0 0 0% 12.00 0 0% 0 0 0
14 0 0 0% 12.00 0 0% 0 0 0
15 0 0 0% 12.00 0 0% 0 0 0
16 0 0 0% 12.00 0 0% 0 0 0
17 0 0 0% 12.00 0 0% 0 0 0
18 0 0 0% 12.00 0 0% 0 0 0
19 0 0 0% 12.00 0 0% 0 0 0
20 0 0 0% 12.00 0 0% 0 0 0
21 0 0 0% 12.00 0 0% 0 0 0
22 0 0 0% 12.00 0 0% 0 0 0
23 0 0 0% 12.00 0 0% 0 0 0
24 0 0 0% 12.00 0 0% 0 0 0
25 0 0 0% 12.00 0 0% 0 0 0
26 0 0 0% 12.00 0 0% 0 0 0
27 0 0 0% 12.00 0 0% 0 0 0
28 0 0 0% 12.00 0 0% 0 0 0
29 0 0 0% 12.00 0 0% 0 0 0
30 0 0 0% 12.00 0 0% 0 0 0
31 0 0 0% 12.00 0 0% 0 0 0
SUBTOTALS = 0% $0 $0 $0 $0

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:

(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually|
in Column "D" of the spreadsheet and explained in the budget justification)

ANNUAL INCREASE FACTOR: 0.00%

ANNUAL INCREASE DATE:[___00/00/00
NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR
AND FRINGE BENEFITS
Hourly Rates

** Contractor's Name PERIOD I* PERIOD II*
* RFP No. 1/1/2007  Through 12/31/2007 1/1/2008  Through  12/31/2008
CURRENT BASE ADJUSTED NUMBER NUMBER SALARY FRINGE FRINGE NUMBER NUMBER SALARY FRINGE  FRINGE
EMPLOYEE POSITION HOURLY RATE HOURLY RATE | HOURS  MONTHS COST RATE COST HOURS  MONTHS COST RATE COST

1 $0.00 $0.00 0.00 12.00 $0 0% $0 0.00 12.00 $0 0% $0

2 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

3 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

4 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

5 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

6 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

7 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

8 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

9 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
10 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
11 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
12 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
13 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
14 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
15 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
16 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
17 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
18 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
19 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
20 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
21 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
22 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
23 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
24 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
25 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
26 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
27 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
28 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
29 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
30 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
31 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0

SUBTOTALS = 0.00 $0 [ $0 0.00 $0 $0 |

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO

CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:

(Use of these cells will affect all of the adjusted base salary column; if individual

anniversary dates differ, the adjusted base salaries must be entered individually in

Column "D" of the spreadsheet and explained in the budget justification)

[nsert vour direct work vear. |
e
NUMBER OF HOURS FOR FULL TIME EQUIVALENT: 0
ANNUAL INCREASE FACTOR: 0.00% <«

Insert annual cost of living % and/or merit increases as

ANNUAL INCREASE DATE: 00/00/00 “«—

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[ 0 | «—

*Adjust the number of months per period as recommended in the RFP.

applicable and explain the % in the budget justification.

|Insert annual increase date.

|Insert number of months at the the new hourly rate.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS

Hourly Rates

** Contractor's Name PERIOD III* PERIOD IV*
** RFP No. 1/1/2009  Through 12/31/2009 1/1/2010  Through  12/31/2010
CURRENT BASE ADJUSTED NUMBER NUMBER  SALARY FRINGE  FRINGE | NUMBER NUMBER SALARY FRINGE FRINGE
EMPLOYEE POSITION HOURLY RATE HOURLY RATE | HOURS MONTHS COST RATE COST HOURS MONTHS COST RATE COST
1 $0.00 $0.00 0.00 12.00 $0 0% $0 0.00 12.00 $0 0% $0
2 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
3 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
4 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
5 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
6 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
7 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
8 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
9 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
10 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
11 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
12 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
13 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
14 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
15 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
16 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
17 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
18 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
19 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
20 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
21 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
22 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
23 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
24 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
25 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
26 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
27 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
28 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
29 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
30 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
31 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
SUBTOTALS = 0.00 $0 [ $0 0.00 $0 $0 |

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:
(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually in
Column "D" of the spreadsheet and explained in the budget justification)

NUMBER OF HOURS FOR FULL TIME EQUIVALENT:
ANNUAL INCREASE FACTOR:

0

0.00%

ANNUAL INCREASE DATE: 00/00/00

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[_____ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS

Hourly Rates

** Contractor's Name PERIOD V* PERIOD VI*
** RFP No. 1/1/2011  Through  12/31/2011 1/1/2012  Through 12/31/2012
CURRENT BASE ADJUSTED NUMBER NUMBER SALARY FRINGE FRINGE | NUMBER NUMBER  SALARY FRINGE  FRINGE
EMPLOYEE POSITION HOURLY RATE HOURLY RATE | HOURS MONTHS COST RATE COST HOURS  MONTHS COST RATE COST
1 $0.00 $0.00 0.00 12.00 $0 0% $0 0.00 12.00 $0 0% $0
2 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
3 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
4 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
5 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
6 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
7 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
8 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
9 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
10 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
11 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
12 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
13 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
14 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
15 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
16 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
17 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
18 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
19 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
20 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
21 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
22 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
23 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
24 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
25 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
26 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
27 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
28 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
29 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
30 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
31 0.00 0.00 0.00 12.00 0 0% 0 0.00 12.00 0 0% 0
SUBTOTALS = 0.00 $0 [ $0 0.00 $0 $0 |

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:
(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually in
Column "D" of the spreadsheet and explained in the budget justification)

NUMBER OF HOURS FOR FULL TIME EQUIVALENT:
ANNUAL INCREASE FACTOR:

0

0.00%

ANNUAL INCREASE DATE: 00/00/00

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[_____ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF DIRECT LABOR

AND FRINGE BENEFITS

Hourly Rates

** Contractor's Name PERIOD VII*

** RFP No. 1/1/2013  Through  12/31/2013 TOTAL TOTAL

CURRENT BASE ADJUSTED NUMBER NUMBER SALARY  FRINGE FRINGE | SALARY FRINGE

EMPLOYEE POSITION HOURLY RATE HOURLY RATE | HOURS MONTHS COST RATE COST COST COST
1 $0.00 $0.00 0.00 12.00 $0 0% $0 $0 $0
2 0.00 0.00 0.00 12.00 0 0% 0 0 0
3 0.00 0.00 0.00 12.00 0 0% 0 0 0
4 0.00 0.00 0.00 12.00 0 0% 0 0 0
5 0.00 0.00 0.00 12.00 0 0% 0 0 0
6 0.00 0.00 0.00 12.00 0 0% 0 0 0
7 0.00 0.00 0.00 12.00 0 0% 0 0 0
8 0.00 0.00 0.00 12.00 0 0% 0 0 0
9 0.00 0.00 0.00 12.00 0 0% 0 0 0
10 0.00 0.00 0.00 12.00 0 0% 0 0 0
11 0.00 0.00 0.00 12.00 0 0% 0 0 0
12 0.00 0.00 0.00 12.00 0 0% 0 0 0
13 0.00 0.00 0.00 12.00 0 0% 0 0 0
14 0.00 0.00 0.00 12.00 0 0% 0 0 0
15 0.00 0.00 0.00 12.00 0 0% 0 0 0
16 0.00 0.00 0.00 12.00 0 0% 0 0 0
17 0.00 0.00 0.00 12.00 0 0% 0 0 0
18 0.00 0.00 0.00 12.00 0 0% 0 0 0
19 0.00 0.00 0.00 12.00 0 0% 0 0 0
20 0.00 0.00 0.00 12.00 0 0% 0 0 0
21 0.00 0.00 0.00 12.00 0 0% 0 0 0
22 0.00 0.00 0.00 12.00 0 0% 0 0 0
23 0.00 0.00 0.00 12.00 0 0% 0 0 0
24 0.00 0.00 0.00 12.00 0 0% 0 0 0
25 0.00 0.00 0.00 12.00 0 0% 0 0 0
26 0.00 0.00 0.00 12.00 0 0% 0 0 0
27 0.00 0.00 0.00 12.00 0 0% 0 0 0
28 0.00 0.00 0.00 12.00 0 0% 0 0 0
29 0.00 0.00 0.00 12.00 0 0% 0 0 0
30 0.00 0.00 0.00 12.00 0 0% 0 0 0
31 0.00 0.00 0.00 12.00 0 0% 0 0 0
SUBTOTALS = 0.00 $0 $0 $0 $0

THE FOLLOWING BOXES IN COLUMN "D" BELOW MAY BE USED TO
CALCULATE THE ADJUSTED BASE SALARY, AS INDICATED:
(Use of these cells will affect all of the adjusted base salary column; if individual
anniversary dates differ, the adjusted base salaries must be entered individually in
Column "D" of the spreadsheet and explained in the budget justification)

NUMBER OF HOURS FOR FULL TIME EQUIVALENT:
ANNUAL INCREASE FACTOR:

0

0.00%

ANNUAL INCREASE DATE: 00/00/00

NUMBER OF MONTHS AT NEXT ANNUAL INCREASE[_____ 0|

*Adjust the number of months per period as recommended in the RFP.
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SUMMARY OF MATERIALS AND SUPPLIES

* RFP No.
Period | Period I Period Il Period IV
Unit Unit Unit Unit Unit Unit Unit Unit

ITEM Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal
1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00

Please use current catalog, historical
documentation, or vendor quotes.
Supporting documentation may be
requested at a later date.
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SUMMARY OF MATERIALS AND SUPPLIES

* RFP No.
Period V Period VI Period VII
Unit Unit Unit Unit Unit Unit
ITEM Price Quantity  Subtotal Price Quantity Subtotal Price Quantity  Subtotal TOTAL

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00

TOTAL = $0.00 $0.00 $0.00 $0.00

Please use current catalog, historic
documentation, or vendor quotes.
Supporting documentation may be
requested at a later date.
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SUMMARY OF TRAVEL COSTS

** Contractor's Name
** RFP No.

Cost Element  Period | Period Il Period Ill Period IV Period V Period VI Period VIl TOTAL
Trip # 1 1 1 1 1 1 1
Site
Reason
Airfare $0 $0 $0 $0 $0 $0 $0
Lodging 0 0 0 0 0 0 0
Meals 0 0 0 0 0 0 0
Incidentals 0 0 0 0 0 0 0
Ground Transport 0 0 0 0 0 0 0
Total Per Trip $0 $0 $0 $0 $0 $0 $0
No. of persons 0 0 0 0 0 0 0
SUBTOTAL = $0 $0 $0 $0 $0 $0 $0 $0 |
Trip # 2 2 2 2 2 2 2
Site
Reason
Airfare $0 $0 $0 $0 $0 $0 $0
Lodging 0 0 0 0 0 0 0
Meals 0 0 0 0 0 0 0
Incidentals 0 0 0 0 0 0 0
Ground Transport 0 0 0 0 0 0 0
Total Per Trip $0 $0 $0 $0 $0 $0 $0
No. of persons 0 0 0 0 0 0 0
SUBTOTAL = $0 $0 $0 $0 $0 $0 $0 $0 |
Trip # 3 3 3 3 3 3 3
Site
Reason
Airfare $0 $0 $0 $0 $0 $0 $0
Lodging 0 0 0 0 0 0 0
Meals 0 0 0 0 0 0 0
Incidentals 0 0 0 0 0 0 0
Ground Transport 0 0 0 0 0 0 0
Total Per Trip $0 $0 $0 $0 $0 $0 $0
No. of persons 0 0 0 0 0 0 0
SUBTOTAL = $0 $0 $0 $0 $0 $0 $0 $0
TOTAL COST BY PERIOD = $0 $0 $0 $0 $0 $0 $0 $0

|Please review the RFP for the recommended niimber of trins and destinations if%‘?}g)ﬂrghle, Please 11se the comnanv or |



SUMMARY OF EQUIPMENT COSTS

** Contractor's Name
** RFP No.

Period | Period |l Period Il Period IV
Unit Unit Unit Unit Unit Unit Unit Unit

ITEM Price Quantity Subtotal Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00
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SUMMARY OF EQUIPMENT COSTS

** Contractor's Name
** RFP No.

Period V Period VI Period VII
Unit Unit Unit Unit Unit Unit

ITEM Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity Subtotal | TOTAL

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00
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SUMMARY OF CONSULTANT COSTS

* Contractor's Name
** RFP No.

Period |

Period |l

Period I

CONSULTANT Rate # Hours | # Days [ Travel Subtotal Rate # Hours | # Days

Travel

Subtotal

Rate

# Hours

# Days

Travel

Subtotal

(1)
()
@)
(4)
®)
(6)
(@)
(8)
9)
(10)

Roid
o
Rl
o
Roid

[eNeoNeoNoNoNeNoNoNolNo)
[eNeoNoNoNoloNoNoNo)
o|o|o|o|o|o|o|o|o
[eNeoNoNoNoNoNoNoNoNo)

Rl
o

[eNeoNoNoNolNoNoNolNe)

Roid
o

o|o|o|o|o|o|o|o|o

[eNeoNoNolNoNoNeNoNoNe)

Rl
o

[eNeoNeoNoNolNoNolNolNo)

Roid
o

o|o|o|o|o|o|o|o|o

TOTAL =

Rl
o

B2
o

Period IV Period V

CONSULTANT Rate # Hours | # Days [ Travel Subtotal Rate # Hours | # Days

Travel
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Period VI Period VII

CONSULTANT Rate # Hours| # Days | Travel Subtotal Rate # Hours | # Days

Travel

Subtotal

TOTAL
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TOTAL =

Rl
o

Please provide a complete breakdown for each consultant with rates for the number hours or days plus any proposed travel
costs (including travel rates). Please obtain a signed letter of commitment which shows the base rate for each consultant.
Supporting doucmentation may be requested at a later date.
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SUMMARY OF OTHER DIRECT COSTS

** Contractor's Name
** RFP No.

Period | Period 1l Period I Period IV
Unit Unit Unit Unit Unit Unit Unit Unit

ITEM Price Quantity  Subtotal Price Quantity Subtotal Price Quantity  Subtotal Price Quantity  Subtotal

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00

Please use current catalog prices, or

vendor quotes. Supporting
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SUMMARY OF OTHER DIRECT COSTS

** Contractor's Name

** RFP No.
Period V Period VI Period VII
Unit Unit Unit Unit Unit Unit

ITEM Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity Subtotal | TOTAL

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00

Please use current catalog prices, o
vendor quotes. Supporting
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SUMMARY OF PATIENT CARE COSTS

* RFP No.
Period | Period | Period Il Period IV
Unit Unit Unit Unit Unit Unit Unit Unit

ITEM Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal
1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00
TOTAL = $0.00 $0.00 $0.00 $0.00

|Please use current institutional costs|
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SUMMARY OF PATIENT CARE COSTS

* RFP No.
Period V Period VI Period VII
Unit Unit Unit Unit Unit Unit
ITEM Price Quantity  Subtotal Price Quantity  Subtotal Price Quantity  Subtotal TOTAL

1 $0.00 0 $0.00 $0.00 0 $0.00 $0.00 0 $0.00 $0.00
2 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
3 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
4 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
5 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
6 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
7 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
8 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
9 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
10 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
11 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
12 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
13 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
14 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
15 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
16 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
17 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
18 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
19 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
20 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
21 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
22 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
23 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
24 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
25 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
26 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
27 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
28 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
29 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00
30 0.00 0 0.00 0.00 0 0.00 0.00 0 0.00 0.00

TOTAL = $0.00 $0.00 $0.00 $0.00

|Please use current institutional cost
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SUMMARY OF SUBCONTRACTOR COSTS

** Contractor's Name

** RFP No.
SUBCONTRACT # Period | Period I Period 1l Period IV Period V Period VI Period VII TOTAL

(1) $0 $0 $0 $0 $0 $0 $0 $0
(2) 0 0 0 0 0 0 0 0
(3) 0 0 0 0 0 0 0 0
(4) 0 0 0 0 0 0 0 0
(5) 0 0 0 0 0 0 0 0
(6) 0 0 0 0 0 0 0 0
(7) 0 0 0 0 0 0 0 0
(8) 0 0 0 0 0 0 0 0
(9) 0 0 0 0 0 0 0 0
(10) 0 0 0 0 0 0 0 0
$0 $0 $0 $0 $0 $0 $0 $0

A complete breakdown and summary sheet for each proposed subcontract must be
included with the prime proposal. The same format should be used for both the prime and
subcontract proposals.
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Appendix D

PHASE Il TECHNICAL PROPOSAL COVER SHEET

NAME and ADDRESS OF OFFEROR ORGANIZATION AGENCY NAME:

SOLICITATION NUMBER:

TOPIC NUMBER:

TITLE OF PROJECT

OFFEROR PERSONNEL ENGAGED ON PROJECT*

NAME (First, Middle, Last) DEGREE(S) POSITION TITLE

Principal Investigator

SUBCONTRACTOR ORGANIZATION(S)

(If more than one, list each organization and its personnel separately.)

NAME and ADDRESS PERSONNEL (Names and Degrees)*

Principal Investigator

COLLABORATORS OR CONSULTANTS

NAME DEGREE(S) ORGANIZATION

* Ligt al co-investigatorgkey personnel



Appendix E

SAMPLE FORMAT- STATEMENT OF WORK

TITLE: (Normally carries the same title as Phase |, but may be changed if the
previous title no longer accurately describes the project.)

I. Background Information and Objectives

A. Background Information — provide a general, non-technical brief summary
of the requirement.

B. Phase Il Technical Objectives — state the specific objectives and list the
anticipated end results of the proposed Phase Il effort.

Il. Services to be Performed

A. General Requirements — state substantially as follows.

1. The contractor shall independently perform all work and furnish all
labor, materials, supplies, equipment, and services (except as
otherwise specified in the contract.)

2. All work will be monitored by the Government Project Officer identified
in Section G of the contract.

B. Specific Requirements — List all tasks in a logical sequence to precisely
describe what is expected of the contractor in performance of the work.
Tasks should contain detail to (1) establish parameters for the project, (2)
keep the effort focused on meeting the objectives, (3) describe end
products and deliverables, and (4) describe periodic/final reports required
to monitor work progress under the contract. Do not include any
proprietary information.

C. If the research plan includes the use of human subjects or animals refer to
paragraphs IV. I — O. of the PHS Solicitation for further guidance.



APPENDIX F
SUMMARY OF RELATED ACTIVITIES

The following specific information must be provided by the offeror pertaining to the Project Director,
Principal Investigator, and each of any other proposed key professional individuals designated for
performance under any resulting contract.
a. Identify the total amount of all presently active federal contracts/cooperative agreements/

grants and commercial agreements citing the committed levels of effort for those projects

for each key individual(s) in this proposal. If an individual has no obligation(s), so state.

Professional’s Name and Title/Position:

Identifying Number Agency Total Effort Committed

BN =

b. Provide the total number of outstanding proposals, exclusive of the instant proposal, having
been submitted by your organization, not presently accepted but in an anticipatory stage,
which will commit levels of effort by the proposed professional individuals. If an individual
has no obligation(s), so state.

Identifying Number Agency Total Effort Committed

=

c. Provide a statement of the level of effort to be dedicated to any resultant contract awarded
to your organization for those individuals designated and cited in this proposal.

Name Title/Position Total Proposed Effort

B w N =



Appendix G

DEPARTMENT OF HEALTH AND HUMAN SERVICES
NATIONAL INSTITUTES OF HEALTH
PROPOSAL SUMMARY AND DATA RECORD

RFP NUMBER/CONTRACT NUMBER

PROJECT TITLE (Title of RFP or Contract Proposal)

LEGAL NAME AND ADDRESS OF OFFEROR

PLACE OF PERFORMANCE (Full address including ZIP)

TYPE OF CONTRACT PROPOSED
[ ] coST-REIMBURSEMENT [ ] FixeppricE

[ ] cosT-PLUS FIXED-FEE

[ ] otHER

ESTIMATED TIME REQUIRED TO COMPLETE PROJECT

PROPOSED STARTING DATE

ESTIMATED DIRECT COSTS IN PROPOSED YEAR (From Budget)

DOES THIS PROPOSAL INCLUDE A SUBCONTRACT?

[ ]ves [ Jno

(If yes, please furnish name and location of organization, description of services, basis for selection, responsible person employed by subcontractor

and cost information.) (Use attachment if necessary.)

NAME AND TITLE OF PRINCIPAL INVESTIGATOR

EST. HOURS WEEKLY

AREA CODE/TEL. NO.

NAME AND TITLE OF CO-INVESTIGATOR (Use attachment if necessary) EST. HOURS WEEKLY

AREA CODE/TEL. NO.

NAME AND TITLE OF INDIVIDUAL(S) AUTHORIZED TO NEGOTIATE CONTRACTS

NAME AND TITLE OF INDIVIDUAL(S) AUTHORIZED TO EXECUTE CONTRACTS

DOES THIS PROPOSAL INVOLVE HUMAN
[ Ives [ ] no

SUBJECTS RESEARCH?

EXEMPTION NUMBER (IFAPPLICABLE)

If YES to Human Subjects, is the IRB review Pending? I:' YES

I:' NO If IRB Review Not Pending, IRB Approval Date

Human Subjects Assurance Number

An example of the informed consent for this study is enclosed

|_|YES |_| NO |_| N/A

A Clinical Protocol is enclosed

|_|YES |_| NO |_| N/A

Are Vertebrate Animals Used?

|_|YES |_| NO

If YES to Vertebrate Animals, is the IACUC review Pending?

[ Jves [ ]no

If IACUC Review Not Pending, IRB Approval Date

|Animal Welfare Assurance Number

OFFEROR’S ACKNOWLEDGEMENT OF AMENDMENTS TO THE RFP (use attachment if necessary)

ERRATA DATE
NUMBER

ERRATA
NUMBER

DATE

NAME, ADDRESS, AND PHONE NUMBER OF COGNIZANT
GOVERNMENT AUDIT AGENCY

NUMBER OF EMPLOYEES CURRENTLY EMPLOYED

DOLLAR VOLUME OF BUSINESS PER ANNUM

(120 DAYS IF NOT SPECIFIED)

THIS OFFER EXPIRES DAYS FROM THE DATE OF THIS OFFER.

FOR THE INSTITUTIO

N

SIGNATURE OF PRINCIPAL INVESTIGATOR

SIGNATURE OF BUSINESS REPRESENTATIVE

TYPED NAME AND TITLE

TYPED NAME AND TITLE

EMPLOYER IDENTIFICATION NUMBER

DATE OF OFFER

NIH-2043 (Rev. 07/08)



(1

Certification for Applicants that are Majority-Owned by Multiple Venture

Capital Operating Companies, Hedee Fund or Private Equity Firms

Any small businesses that 1s majority-owned by multiple venture
operating companies (VCOCs), hedge funds or private equity firms and
are submitting an application for and SBIR funding agreement must
complete this certification prior to submitting an application. This
includes checking all of the boxes and having an authorized officer of the
applicant sign and date the certification each time it is requested.

Please read carefully the following certification statements. The Federal
government relies on the information to determine whether the business is
eligible for a Small Business Innovation Research (SBIR) Program award
and meets the specific program requirements during the life of the funding
agreement. The definitions for the terms used in this certification are set
forth in the Small Business Act, SBA regulations (13 C.F.R. Part 121), the
SBIR Policy Directive and also any statutory and regulatory provisions
referenced in those authorities.

If the funding agreement officer believes that the business may not meet
certain eligibility requirements at the time of award, they are required to
file a size protest with the U.S. Small Business Administration (SBA),
who will determine eligibility. At that time, SBA will request further
clarification and supporting documentation in order to assist in the
verification of any of the information provided as part of a protest. 1f the
funding agreement officer believes, after award, that the business is not
meeting certain funding agreement requirements, the agency may request
further clarification and supporting documentation in order to assist in the
verification of any of the information provided.

Even if correct information has been included in other materials submitted
to the Federal government, any action taken with respect to this
certification does not affect the Government’s right to pursue criminal,
civil or administrative remedies for incorrect or incomplete information
given in the certification. Each person signing this certification may be
prosecuted if they have provided false information.

The undersigned has reviewed, verified and certifies that (all boxes must

be checked):

The applicant is NOT more than 50% owned by a single VCOC, hedge
fund or private equity firm.
Yes [No

{2) The applicant is more than 50% owned by multiple domestic business
concerns that are VCOCs, hedge funds, or private equity firms.
Yes [No

Attachment 1
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(331 have registensd with SBA at woarw SBIR. pov as a business that is
majority=ownied by multiple YOO s, hedge fumds or private equity firms,
Wes (Mo

I unaberstand that the information submitted may be given to Federal,
State and local agencics for determining vielations of law and odher

PUErPasEE,

All the staterments and information prosvided in this form and any
documents submitbed are true, accurate and complete. 1F assistance was
obtained in completing this form and the suppoerting documenation, | have
personally reviewed the information and it 1s tree and accwrate, |
undersiamnd that, in general, these statements are made For the purpaese of
determining cligibility for an SBIR funding agreement and continuing
eligihility.

I understand that the certifications in this document are continuing in
mature, Each SBIR funding agreement Tfor which the small business
submits an offer or application or reecives an award constitutes a
restwtement amd reaflfirmation of these cerifications,

I undderstand that | may not misrepresent siatus as small business wo: 1)
obilain s contract under the Small Business Act; or 23 obtain any benefit
under a provision of Federal law that references the SBIR Program.

I am an gfficer of the business concern authorized 1o represend it and
sign this certification on itz behalf, By signing this cenification, | am
representing on my own behalf, and on behalf of the SBIR applicant or
awardee, that the information provided in this certification, the
application, and all edher information submitted in connection with this
application, is true and correct as of the date of submission, |
acknowledge that amy intentional or negligent misrepresentation of the
information contained in this cerification may resull in crirminal, civil or
admimistrative sanctiomns, ncluding but not limaited to: (1) fines, restitoton
and/or imprisonmient wder 18 LLS.C, £1001; (2) wreble darmages and civil
penaltics wnder the False Claims Act (31 ULS.C §372%9 o seq.k; (3) double
damages and civil penalties under ihe Program Fraud Civil Remedies Act
(31 ULSC, 38010 ef seq. ks (4) civil recovery of award funds,

(5} suspension amlior debammemnt from all Federal procurement and
nonprocurement iransactions (FAR Subpan 9.4 or 2 C.F.R. part 180% and
{6} other adminisirative penaliies including termination of SBIRSTTER
Awards.

Fring Name (Firse, Widdfe, Laxg)

Tirle
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SBIR Funding Agreement Certification

All small businesses that are selected for award of an SBIR funding agreement
must complete this certification at the time of award and any other time set forth
in the funding agreement that is prior to performance of work under this award.
This includes checking all of the boxes and having an authorized officer of the
awardee sign and date the certification each time it is requested,

Please read carefully the following certification statements. The Federal
government relies on the information to determine whether the business is eligible
for a Small Business Innovation Research (SBIR) Program award. A similar
certification will be used to ensure continued compliance with specific program
requirements during the life of the funding agreement. The definitions for the
terms used in this certification are set forth in the Small Business Act, SBA
regulations ( 13 C.F.R. Part 121), the SBIR Policy Directive and also any statutory
and regulatory provisions referenced in those authorities.

If the funding agreement officer believes that the business may not meet certain
eligibility requirements at the time of award, they are required to file a size protest
with the U.S. Small Business Administration (SBA), who will determine
eligibility. At that time, SBA will request further clarification and supporting
documentation in order to assist in the verification of any of the information
provided as part of a protest. 1 the funding agreement officer believes, after
award, that the business is not meeting certain funding agreement requirements,
the agency may request further clarification and supporting documentation in
order to assist in the verification of any of the information provided,

Even if correct information has been included in other materials submitted to the
Federal government, any action taken with respect to this certification does not
affect the Government’s right to pursue criminal, civil or administrative remedies
for incorrect or incomplete information given in the certification. Each person
signing this certification may be prosecuted if they have provided false
information.

The undersigned has reviewed, verified and certifies that (all boxes must be
checked):

The business concern meets the ownership and control requirements set forth
in 13 C.F.R, §121.702,
Yes [No

(2) If' a corporation, all corporate documents (articles of incorporation and any
amendments, articles of conversion, by-laws and amendments, sharcholder
meeting minutes showing director elections, shareholder meeting minutes
showing officer elections, organizational meeting minutes, all issued stock
certificates, stock ledger, buy-sell agreements, stock transfer agreements, voting
agreements, and documents relating to stock options, including the right to
convert non-voting stock or debentures into voting stock) evidence that it meets
the ownership and control requirements set forth in 13 CF.R. §121.702.

[Yes No MN/A Explain why N/A:

i 3) If a partnership, the partnership agreement evidences that it meets the
ownership and control requirements set forth in 13 C.F.R. §121.702.
Yes [ No M/A Explain why N/A:
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(4) If a limited liability company, the articles of organization and any
amendments, and operating agreement and amendments, evidence that it meeis
the ownership and control requirements set forth in 13 C.F.R. §121.702.

Yes DMo  DN/A Explain why N/A:

{3) The birth certificates, naturalization papers, or passports show that any
individuals it relies upon to meet the eligibility requirements are U.S. citizens or
permanent resident aliens in the United States.

Yes [No  UN/A Explain why N/A:

(6) It has no more than 500 employees, including the employees of its affiliates.
Yes [No

(7) SBA has not issued a size determination currently in effect finding that this
business concern exceeds the 500 employvee size standard.
Yes [MNo

(8) During the performance of the award, the principal investigator will spend
more than one half of his/her time as an employee of the awardee or has requested
and received a written deviation from this requirement from the funding
agreement officer.
Yes [No [ Deviation approved in writing by funding agreement officer:

%

(9) All, essentially equivalent work, or a portion of the work proposed under this

project (check the applicable ling):

_Has not been submitted for funding by another Federal agency.

_Has been submitted for funding by another Federal agency but has not been

funded under any other Federal grant, contract, subcontract or other transaction.
IA portion has been funded by another grant, contract, or subcontract as

described in detail in the proposal and approved in writing by the funding

agreement officer,

(10 During the performance of award, it will perform the applicable percentage
of work unless a deviation from this requirement is approved in writing by the
funding agreement officer (check the applicable line and fill in if needed):

SBIR Phase I: at least two-thirds (66 2/3%) of the research.

ISBIR Phase II: at least half (50%) of the research.

Deviation approved in writing by the funding agreement officer: _%
(11) During performance of award, the research/research and development will be
performed in the United States unless a deviation is approved in writing by the
funding agreement officer.
“Yes [No [ /'Waiver has been granted

(12) During performance of award, the research/research and development will be
performed at my facilities with my employees, except as otherwise indicated in
the SBIR application and approved in the funding agreement.

¥es [No

{13} It has registered itself on SBA’s database as majority-owned by venture
capital operating companies, hedge funds or private equity firms.
Yes [No N/A Explain why N/A:
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(14} It is a Covered Small Business Concern (@ small business concem that:
{a) was ned majorily-owned by multiple venture capital operating companies
(VCOCs), hedge funds, or private cquity firms on the date on which it submitted
an application in respenze (o an SBIR solicitation; and (b) on the date of the SBIR
award, which is made more than 9 months after the closing date of the
solicitation, 15 majority-owned by multiple venture copatal opsrating companies,
hedge funds, or private equity fims).

Yoz | No

It will notify the Federal agency immediately if all or a portion of the work
proposed is subsequently funded by another Federal agency,

I wnderstand that the information submitted may be given to Federal, State and
local agencies for determining violations of law and other purposes,

1 am an officer of the business concem anthorized 1o represemt it and sign this
certification on its behalf. By signing this certification, | am representing on my
own behalf, and on behall of the business concern that the information provided
in this certification, the application, and all other information submitted in
connection with this application, is tree and correct as of the date of submission.
acknowledge that any intentional or negligent misrepresentation of the
information contained in this certification may result in criminal, civil or
administrative sanctions, including but not limited to: (1) fines, restitution and’or
imprisonment wber 18 US.C. $1001; (2) wreble damages and civil penalties
under the False Claims Act (31 ULS.C. 3729 f seq.); (3) double damages and
civil penalties under the Program Fraud Civil Remedies Act (31 US.C. 38010 &
sedg. ): (4) civil recovery of award funds, (5) suspension andior debarment from all
Federal procurement amd nonprocurement transsctions (FAR Subpart 9.4 or
2CF.R. part 180); and (6) other administrative penaltics including termination of
SBIR/STTR awards,

Sigmatnre

Date_

Print Name (First, Widdle, Last}

Tirle

Business Name

65


http://www.sbir.gov/
https://s3.amazonaws.com/images.federalregister.gov/ER06AU12.004/original.gif

SBIE Funding Agreement Certification —Life Cyele Certification

All SBIR Phase | and Phase 11 awardees must complete this certification at all
times set forth in the funding agreement (see §8(h) of the SBIR Policy Directive).
This includes checking all of the boxes and having an authorized officer of the
awardee sign and date the certification each time 1t is requested,

Please read carefully the following certification statements. The Federal
government relies on the information to ensure compliance with specific program
requirements during the life of the funding agreement. The definitions for the
terms used in this certification are set forth in the Small Business Act, the SBIR
Policy Directive, and also any statutory and regulatory provisions referenced in
those authorities,

If the funding agreement officer believes that the business is not meeting certain
funding agreement requirements, the agency may request further clarification and
supporting documentation in order to assist in the verification of any of the
information provided.

Even if correct information has been included in other materials submitted to the
Federal government, any action taken with respect to this certification does not
affect the Government’s right to pursue criminal, civil or administrative remedies
for incorrect or incomplete information given in the certification. Each person
signing this certification may be prosecuied if they have provided false
information.

The undersigned has reviewed, verified and certifies that (all boxes must be
checked):

{1) The principal investizator spent more than one half of his/her time as an
employee of the awardee or the awardee has requested and received a written
deviation from this requirement from the funding agreement officer.

Yes Mo [Deviation approved in writing by funding agreement officer:

%o

(2) All, essentially equivalent work, or a portion of the work performed under this
project (check the applicable ling):

Has not been submitted for funding by another Federal agency.

Has been submitted for funding by another Federal agency but has not been
funded under any other Federal grant, contract, subcontract or other transaction,

A portion has been funded by another grant, contract, or subcontract as
described in detail in the proposal and approved in writing by the funding
agreement officer.

(3) Upon completion of the award it will have performed the applicable
percentage of work, unless a deviation from this requirement is approved in
writing by the funding agreement officer (check the applicable line and fill in if
needed):

ISBIR. Phase I: at least two-thirds (66 2/3%) of the research.

ISBIR. Phase I1: at least half {50%) of the research.

Deviation approved in writing by the funding agreement officer: %o
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(4) The work is completed and it has performed the applicable percentage of
work, unless a deviation from this requirement is approved in writing by the
funding agreement officer (check the applicable line and fill in if needed):

ISBIR Phase I: at least two-thirds (66 2/3%) of the research.

SBIR Phase I at least half (50%) of the research,

Deviation approved in writing by the funding agreement officer: _%

N/ A because work is not completed

(5) The research/research and development is performed in the United States
unless a deviation is approved in writing by the funding agreement officer.
Yes [No  [IWaiver has been granted

(6) The research/research and development is performed at my facilities with my
employees, except as otherwise indicated in the SBIR application and approved in
the funding agreement.

Yes Mo

it will notify the Federal agency immediately if all or a portion of the work
proposed is subsequently funded by another Federal agency.

I understand that the information submitted may be given to Federal, State and
local agencies for determining violations of law and other purposes,

I am an officer of the business concern authorized to represent it and sign this
certification on its behalf. By signing this certification, I am representing on my
own behalf, and on behalf of the business concern, that the information provided
in this certification, the application, and all other information submitted in
connection with the award, is true and correct as of the date of submission. 1
acknowledge that any intentional or negligent misrepresentation of the
information contained in this certification may result in criminal, civil or
administrative sanctions, including but not limited to; (1) fines, restitution and/or
imprisonment under 18 US.C. §1001; (2) treble damages and civil penalties
under the False Claims Act (31 U.S.C. §3729 ef seq.); (3) double damages and
civil penalties under the Program Fraud Civil Remedies Act (31 U.5.C. §3801 &t
seg.); (4) civil recovery of award funds, (5) suspension and/or debarment from all
Federal procurement and nonprocurement transactions (FAR Subpart 9.4 or
2 C.F.E. part 180); and (6) other administrative penalties including termination of
SBIR/STTR awards.

Kignature Date__ /7

Pring Name (First, Widdle, .f.q-.ﬂ')

Title
Business Name
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SBIR Phase Il Topics:
255 Development of Anticancer Agents

Budget (total costs): Phase Il: $1,500,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

The short term goal of this SBIR contract topic is to support small businesses that are developing novel
candidate therapeutic agents of interest. The scope of work may include structure activity relationships
(SAR), medicinal chemistry and formulation, animal efficacy testing, pharmacokinetic, pharmacodynamic,
and toxicological studies, as well as production of GMP bulk drug and clinical product. These data will
establish the rationale for continued development of the experimental therapeutic agent to the point of
filing an investigational new drug application (IND)
(http://www.fda.gov/cder/regulatory/applications/ind_page 1.htm). Successful projects may be eligible for
further development at NCI, through participation in the NCI Experimental Therapeutics (NExT) Program
(http://next.cancer.gov/). For this, companies should submit proposals for the development of agents that
are in mid to late pre-clinical development (expected time to clinic 1-3 years). The development plan,
targeted to oncologic indications, will be reviewed by NCI. Agents for rare cancers are of particular
interest to the NCI.

Project goals:

The goal of the NCI SBIR program is to accelerate the development of products that benefit cancer
patients. The long term goal of this contract is to enable a small business to bring a fully developed
cancer therapeutic agent to the clinic and eventually to the market.

Phase Il Activities and Expected Deliverables:

e Complete all experiments (e.g. pharmacokinetics, preclinical efficacy, GMP manufacturing)
according to the development plan (can be re-evaluated if needed).

o |f warranted, provide sufficient data to file an IND or an exploratory IND for the candidate
therapeutic agent in question (oncologic indications).

o Demonstrate the ability to produce a sufficient amount of clinical grade materials suitable for an
early clinical trial (according to FDA’s Exploratory IND guidance)
(http://www.fda.gov/BiologicsBloodVaccines/DevelopmentApprovalProcess/InvestigationalNew
DrugINDorDeviceExemptionIDEProcess/). For additional guidance refer to the following
guidance.
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/u

cm078933.pdf).
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277 Development of Companion Diagnostics
Budget (total costs): Phase Il $1,500,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Recently, the demand for companion diagnostics has greatly increased with the recognition that matching
the right patient to the right drug can improve patient care and may decrease health care costs. More
than a dozen companion diagnostic tests have been approved by the FDA to guide the prescription of
products in oncology, cardiovascular disease, and infectious disease. Among them, tests of Philadelphia
chromosome, tumor-associated EGFR overexpression, and HER2 protein overexpression have been
identified by the FDA as "required" for the identification of candidate cancer patients for receiving
Gleevec, Erbitux (cetuximab) and Herceptin (trastuzumab), respectively, in certain indications.

Despite initial success, many therapies in the cancer arena are still lacking prediction and guidance from
companion diagnostics. This is true for both primary as well as adjuvant treatments. In particular, many
patients die from recurrence and metastasis as a result of unpredicted resistance to drugs and/or
radiation developed during therapy, or due to pre-existing tumor insensitivity to the drugs and/or radiation
therapy. Guidance towards effective and safe therapy is therefore much in need. Companion diagnostics
include tests that are developed after a drug has come to market, tests that are being developed in
conjunction with the development of a drug and tests to predict the interaction of novel agents with
existing standard of care therapies such as radiation or cytotoxic chemotherapy. This contract topic seeks
to stimulate research, development, and commercialization of innovative tests and technology platforms
for all these types of companion diagnostic applications. Companies with advanced biomarkers are
particularly encouraged to apply.

Project Goals:

The goal of this contract topic is to develop companion diagnostics for selecting patients for which a
particular therapeutic regimen, including existing drugs and those in clinical development and radiation,
will be safe and effective. Although the example companion diagnostic tests mentioned above are for
targeted therapies, tests may also encompass therapeutics outside of this class. These tests include, but
are not limited to tumor RNA/protein expression or overexpression, gene mutation or deletion/insertion,
allelic variation, and enzymatic deficiency. Noninvasive and minimally invasive sampling methods (e.g.,
body fluids and mouth swab) are preferred. Other sampling methods are also acceptable if they provide
significantly improved predictive value, accuracy, and clinical applicability. This topic is not intended to
support the development of assays unless they provide predictive/prognostic information for a therapy.
For example, development of an assay for the sole purpose of measuring whether the drug hits its target
would not be considered responsive.

Phase Il Activities and Expected Deliverables:

o Demonstrate clinical utility and value by testing sufficient numbers of patients to unequivocally
prove statistical significance with regards to patient selection for the therapy.

o If the phase | conclusions are mainly based on animal experiment or ex vivo modeling, then a
correlation study between these models and treatment in human subjects may be expected.
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o Establish marketing partner or alliance with pharmaceutical companies that are developing the
therapy unless the therapy is already on the open market.

e Deliver the final SOP to NCI for evaluation.

291 Development of Radiation Modulators For Use During Radiotherapy

Budget (total costs): Phase II: $1,500,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Radiotherapy is employed in the treatment of over half of all cancer patients. Many of those patients
however, may suffer some adverse effects from this therapy during and/or after treatment. In addition, in
approximately half of the patients treated with curative intent, the tumors recur. Enhancing specific tumor
killing and minimizing normal tissue damage from radiotherapy would improve tumor control and patient
quality of life. An ideal intervention would enhance both radiation effects in tumors and protect the normal
tissues.

Radiosensitizers are agents that are intended to enhance tumor cell killing while having a minimal effect
on normal tissues. Recently, two new radiation sensitization drugs have proven clinically effective:
Temozolomide treatment with radiotherapy for glioblastoma and Cetuximab treatment combined with
radiation for head and neck squamous cell cancers. A large number of other targeted therapies are
possible and although some are currently in varying phases of development, there is significant potential
for further development of novel agents.

Conventionally, radioprotectors are defined as agents given before radiation exposure to prevent or
reduce damage to normal tissues, while mitigators refer to those agents given during or after a patient’s
prescribed course of radiation therapy to prevent or reduce imminent damage to normal tissues. Both
radioprotectors and mitigators are also being developed as potential countermeasures against
radiological terrorism and several have shown promise in pre-clinical testing. In order for these to be
developed and useful in clinical radiation therapy applications it is imperative to demonstrate that they do
not protect cancer cells.

The importance of developing agents that sensitize tumor cells, protect or mitigate radiation-induced
damage in normal tissue, improve survival, quality of life, and palliative care in cancer patients was
emphasized in a recent NCI workshop on Advanced Radiation Therapeutics - Radiation Injury Mitigation
held on January 25th 2010 (2), and in a workshop on Radiation Resistance in Cancer Therapy: Its
Molecular Bases and Role of the Microenvironment on its Expression held Sept 1-3, 2010. Prior
workshops have dealt with sensitization, protection, or radiation effects assessment (3,4).

This contract topic aims to encourage the development of innovative and promising radioprotectants,
mitigators, or sensitizers that either selectively protect normal tissues (but not tumors) against ionizing
radiation or selectively sensitize tumors, thereby increasing the therapeutic ratio of radiation. Proposals
for radiation modulators are solicited that include preclinical and/or early phase clinical studies
demonstrating safety, efficacy, dose, schedule, pharmacokinetics (PK), pharmacodynamics (PD), and
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metabolism. Proposals should also demonstrate a clear understanding of regulatory requirements, and
should include a regulatory plan including key steps such as a pre-IND meeting with FDA, submitting an
investigational new drug (IND) application, approval of clinical trial design, and ultimately drug
registration.

Project goals:

The goal is to stimulate collaborations among academic institutions, small businesses, and contract
research organizations in order to promote the rapid development of innovative radioresponse modifiers
that will decrease normal tissue injury and/or enhance tumor killing thereby improving radiotherapy
outcomes. The long-term goal is to enable small businesses to fully develop, license, and/or market
radioresponse modifiers for clinical use.

The contract proposal must describe:
Phase II:

e The approach to early-phase human trials, as indicated, that are designed taking into account the
relevant molecular pathways and targets and aim to gather pharmacodynamic and
pharmacokinetic data to confirm the compound’s observed behavior in animal studies.

e The approach to assessing the safety and efficacy of the compound(s) in early-phase human
trials employing, as appropriate, physician-reported endpoints as well as patient-reported
outcomes.

Activities and Expected Deliverables:

The following deliverables may be required depending on a compound’s maturity in the developmental
pipeline:

Phase Il:
For advanced pre-clinical work:

e Design of an NCl/institutional animal care and use committee approval of in vivo experimentation
plan including statistical validation of experimental design/sample size including power
calculations. In addition, selection and approval of tumor cell panel and normal tissues for in vitro
testing.

e Demonstration of bioavailability PK and PD in rodent model.

e For radiation protectors / mitigators: demonstration by physiologic testing and histological
assessment that irradiated normal tissues are spared over a 6-month period.

¢ Demonstration of effects (sensitization or lack of protection as appropriate) on tumors using in
vivo radiation regrowth delay assays.

e Collection of data validating lack of drug toxicity, efficacy, and specificity for normal cells over
tumor cells in the case of radiation protectors/mitigators.

For proposals advancing to early phase human trials:

¢ Identify GMP drug source
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e Obtain IND approval

e Provide evidence of established clinical collaboration

e Submitted protocol for IRB approval

e Define suitable clinical endpoints and patient-oriented outcomes.

Documentation of the testing protocol and testing results should be provided to NCI as part of the Phase
Il progress report for pre-clinical studies.

298 Low-Field Electron Paramagnetic Resonance Imaging Device to Optimize Development of
Anti-Angiogenic Therapeutics in Cancer Animal Models (NIH TT)

Budget (total costs): Phase Il: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

The commercial availability of a device to measure tissue oximetry non-invasively would have important
and direct implications for the development of anti-cancer therapeutics. Over the last decade, one of the
most promising classes of anti-cancer agents has been anti-angiogenic agents. According to the NCI,
anti-angiogenic agents are now being tested in active Phase Il treatment trials against 14 types of human
cancer. A necessary component of preclinical analysis of candidate anti-angiogenic therapeutics is
measuring the efficacy of the drugs in tumor-bearing animal models. Currently, the effects of candidate
drugs are discerned primarily through volumetric changes in the tumor that typically require weeks to
occur and thus consume highly valuable time. In contrast, the subject inventions enable quantitative in
vivo measurement of drug-induced neo-vascular suppression. This invention would dramatically cut down
the time currently required to identify and measure anti-angiogenic effects, thus speeding the
development time of these drugs to commercialization, and ultimately to the patient’s bedside.

Electron Paramagnetic Resonance Imaging (EPRI) is a form of Magnetic Resonance Imaging (MRI) that
has recently been recognized as an important tool for noninvasive imaging of tissue oxygen pressure
(pO,). One important potential application of EPRI is the in vivo screening of candidate anti-angiogenic
drugs in mouse models of human cancer through observation of drug-induced neo-vascular suppression.
However, for in vivo imaging, current EPRI technologies are not suitable because it is difficult to design
and construct resonant cavities large enough and having the required shapes. Second, motion, including
respiration and heartbeat, can alter the resonance frequency. Finally, as most microwave energy is
absorbed in the first few centimeters of tissue, it is impossible to obtain adequate signal strength for
imaging at greater depth. To overcome these obstacles, it is necessary to use lower resonance
frequencies.

The NCI Center for Cancer Research (CCR) has developed two inventions that may address this
shortcoming. One invention is a low-frequency coil design suitable for detecting time domain electron
paramagnetic resonance responses from spin probes after low frequency, irradiation-mediated pulse
excitation. The design can accommodate and irradiate objects of varying dimensions containing free
radical spin probes and induce an EPR signal that can also be recovered by a resonator. Such a
resonator has the capability of facilitating the enhanced dissipation of noise to thermal noise levels
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associated with the input power from the radio-frequency pulse, and recovering weak and rapidly-
decaying free induction decays. This invention is fully described in U.S. Patent Number 5,865,746 and is
the subject of HHS Reference Number E-175-1995/0.

A second invention is an image-formation method for in vivo imaging of physiological function. It
emphasizes image resolution and quantitative assessment of in vivo tissue oxygen. The method pertains
exclusively to time-domain Fourier Transform EPR imaging (FT-EPRI) with emphasis on spatial and
temporal resolution. This invention is fully described in PCT Patent Application Number
PCT/US2009/65956 and is the subject of HHS Reference Number E-250-2008/0.

Project Goals:

The ultimate goal of this topic is to develop a commercial scanner that employs the algorithms developed
by the CCR inventors for in vivo imaging of physiological functions, such as tissue oxygen status. The
development of this technology would aid in optimizing development of anti-angiogenic cancer
therapeutics. The short term goal of this project is to develop a functional prototype capable of generating
oxygen-related physiological maps using the described inventions.

This is an NIH TT (Technology Transfer) contract topic from the NCI. This is a new program whereby
inventions from the NCI Intramural Research Program (Center for Cancer Research, CCR) are licensed
to qualified small businesses with the intent that those businesses develop these inventions into
commercial products that benefit the public. The contractor funded under this contract topic shall work
closely with the NCI CCR inventor of this technology, who will provide access to operational scanners and
hardware as well as image-formation and reconstruction algorithms. The inventor will provide assistance
in a collaborative manner with reagents and discussions during the entire award period. Between the time
this contract topic is published and the time an offeror submits a contract proposal for this topic, no
contact will be allowed between the offeror and the NCI CCR inventor. However, a pre-submission public
briefing and/or webinar will be given by NCI staff to explain in greater detail the technical and licensing
aspects of this program (for further information, see http://sbir.cancer.gov/news/upcoming/). In addition, a
list of relevant technical, invention, and licensing-related questions and answers (including those from the
public briefing) will be posted, maintained, and updated online (http://sbir.cancer.gov/news/upcoming/)
during this time period.

The awarded contractor will automatically be granted a royalty-free, non-exclusive license to use NIH-
owned and patented background inventions only within the scope and term of the award. However, an
SBIR offeror or SBIR contractor can apply for an exclusive or non-exclusive commercialization license to
make, use, and sell products or services incorporating the NIH background invention. Offerors submitting
an SBIR contract proposal in response to this topic are strongly encouraged to submit concurrently an
application for a commercialization license to such background inventions. Under the NCINIH TT
program, the SBIR contract award process will be conducted in parallel with, but distinct from, the review
of any applications for a commercialization license.

To apply for an exclusive commercial license to develop this NIH invention, an SBIR offeror or SBIR
contractor must submit a license application to the NIH Licensing and Patenting Manager: Michael
Shmilovich, shmilovm@mail.nih.gov or (301) 435-5019. A license application and model license
agreements are available at _http://www.ott.nih.gov/pdfs/LicApp.pdf and
http://www.ott.nih.gov/forms model agreements/forms model agreements.aspx#LAP.
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This license application provides NIH with information about the potential licensee, some of the terms
desired, and the potential licensee's plans for development and/or commercialization of the invention.
License applications will be treated in accordance with Federal patent licensing regulations as provided in
37 CER Part 404. A further description of the NIH licensing process is available at

http://www.ott.nih.gov/licensing_royalties/intra_techlic.aspx. NIH will notify an SBIR offeror who has

submitted an application for an exclusive commercialization license if another application for an exclusive
license to the background invention is received at any time before such a license is granted.

Any invention developed by the contractor during the course of the NIH TT contract period of
performance will be owned by the contractor subject to the terms of Section 8.5.

Phase Il activities and expected deliverables:

Phase Il envisages the development of a complete pulsed EPR imaging system with all the necessary
modules explicitly outlined below and conforming to the precise specs mentioned. This will involve
definite and defined improvement over the Phase | prototype. The end product will be a stand-alone
research EPR imaging spectrometer ready for application in testing anti-angiogenic drugs using
appropriate mouse models.

Based on the prototype built in Phase |, build a device with an internal magnet. Build a
magnet/gradient assembly with homogeneity better than 50 ppm at an operating field of 10
milliTesla over a 5 cm diameter spherical volume. This should be a 3-axis gradient system
capable of providing gradients of a maximum of 30 milliTesla/meter with linearity better than one
percent (1%).

Build a versatile pulse programmer with time resolution better than one (1) nanosecond, capable
of generating the desired pulse shapes/sequences including pseudo-random noise (stochastic)
excitation, Frank pulse sequences, and spin echo sequences.

Build a receive system with recovery times less than 200 nanoseconds from the coil and the front
end preamplifiers.

Build a data acquisition system with sampling/summing rates and a bit resolution of better than 10
bits.

Integrate image-formation and reconstruction algorithms.

Design, optimize, and conduct testing in cancer animal models of image resolution, and tissue
oximetry. Test the effect on tissue oximetry and tumor volume of at least three FDA-approved
anti-angiogenic agents (e.g. Avastin, Sutent, Nexvar).

Provide a letter of interest from a pharmaceutical company to use the EPR technology/device to
screen for new anti-angiogenic drugs in animals

Provide to NCI the Standard Operating Procedure for evaluation in animals of the effect on tissue
oximetry of known anti-angiogenic drugs

Provide a letter of commitment from a pharmaceutical company to use the EPR
technology/device to screen for new anti-angiogenic drugs in animals
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300 Reformulation of Cancer Therapeutics using Nanotechnology
Budget (total costs): Phase II: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

The design of novel therapies and drug delivery systems for cancer is being enabled by nanotechnology.
Nanoscale devices carrying therapeutic payloads and delivered within close proximity of the tumor in vivo
will play a significant role in increasing the effectiveness of the treatment while decreasing severity of side
effects. Such techniques would be highly relevant, particularly for organs that are difficult to access
because of a variety of biological barriers, including those developed by tumors. The successful delivery
of well established chemotherapeutics using nanoparticle-based delivery platforms has previously been
demonstrated; however, an even bigger opportunity that can be enabled by nanoparticle delivery is the
potential to mitigate the adverse properties of once promising drugs which failed to reach clinical trials or
failed in clinical trials due to excessive toxicity and can be reformulated into safe and viable therapies
using nanoparticles. Furthermore, poor oral bioavailability, poor solubility in biological fluids, inappropriate
pharmacokinetics, and lack of efficacy within a tolerable dose range can be also addressed using such
reformulation approaches.

To accelerate such efforts, the National Cancer Institute (NCI) requests proposals for the development of
commercially-viable nanotechnology-based platforms for the reformulation of cancer therapeutics.

Project Goals:

The goal of this project is to identify and evaluate the potential of candidate nanotechnologies to
significantly improve the performance of anti-cancer agents. Specifically, this topic is intended to fund
nanotechnology delivery systems which will enable anti-cancer drugs which could not otherwise be
delivered in free form due to their excessive toxicity, poor oral bioavailability, poor solubility in biological
fluids, inappropriate pharmacokinetics, and lack of efficacy within a tolerable dose range to be re-
examined as potential therapies for cancer treatment. Drug-nanoparticle constructs must yield a
significant improvement in properties with respect to the free drug and FDA-approved formulations of the
drug. Of special interest are drug-nanoparticle constructs which mitigate the unacceptable properties of
the drugs which may not currently be administered to humans in free form.

These drug-nanoparticle constructs can take, for example, the form of multi-functional targeted
nanoparticles or multi-chamber chips carrying encapsulated drugs. Further, the drug-nanoparticle
constructs may also utilize imaging agents for a combination of therapeutic and diagnostic modalities that
aim to provide real-time feedback and monitoring of therapy. They may include, but are not limited to the
following:

¢ novel therapeutic nanodevices
e devices involving novel tumor targeting and concentrations schemes
¢ novel drug loading and releasing schemes

¢ novel therapeutic or theranostic nanodevices which are able to cross the blood-brain barrier
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Offerors must identify the drug which they intend to reformulate for this topic. Offerors must also cite at
least one clinical trial, one paper in a respected journal or submit original data which clearly demonstrates
the reason(s) which prevented the drug from receiving FDA approval or entering clinical trials. Offerors
must provide evidence that they can synthesize, purchase or otherwise obtain the drug as part of their
proposal in order to be eligible for this topic (i.e., Offerors are solely responsible for obtaining the drug).
Intellectual property issues and material transfer agreements regarding the usage of the drug are the
responsibility of the offerors. Peptides, proteins and nucleic acids are not acceptable drug
candidates for this topic.

Phase Il Activities and Expected Deliverables:
e Long Term Toxicity Studies
e Biodistribution Studies
e Initiation of large animal studies
e Demonstration of nanotherapeutic manufacturing and scale-up scheme

¢ IND-enabling studies carried out in a suitable pre-clinical environment

301 Probing Tumor Microenvironment Using In Vivo Nanotechnology-based Sensors

Budget (total costs): Phase Il: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Biological fluids and tissue biopsies provide important information with respect to a diagnosis of cancer
and to efficacy of its treatment. The collection of both (especially the biopsy) is invasive and can be
achieved only in single time points with limited frequency. The analysis of biological fluids (blood, urine),
which are easier to collect, do not provide for direct representation of the tumor development. It assesses
the status of the tumor only on the basis of biomarkers which are given away by the tumor and release to
the biological fluid. The release of these biomarkers and its close correlation to tumor growth varies from
organ to organ and its kinetics is not well understood.

On the other hand, ability to monitor tumor microenvironment directly in vivo, in close proximity to the
tumor site, will facilitate for a significant improvement in the collection of data (metabolite concentrations,
biomarkers, enzymatic activity) associated with tumor growth and its behavior under treatment. It will also
contribute to advancing out understanding of metastasis. Nanotechnology allows for the design and
manufacture of complex multi-functional particles and devices which could yield temporal data for these
important parameters in vivo. This could be achieved in several ways: 1) through the development of
nanoparticles with surfaces or biological coatings which recognize parameters associated with tumor
microenvironment where tumor-targeted particles are introduced systemically; 2) through the design of
implantable biochemical sensors which can collect data over the extended period of time; 3) through the
design of circulating nano-sensors which collect data while traveling in blood stream and then are
excreted from the body for further evaluation.
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To accelerate such efforts, the National Cancer Institute (NCI) requests proposals for the development of
commercially-viable nanotechnology-based diagnostic platforms capable of monitoring tumor
microenvironment in vivo.

Project Goals:

The goal of the project is to develop nano-enabled in vivo diagnostic platforms that can provide increased
sensitivity and specificity in detecting cancer or cancer metastasis or monitoring effectiveness of the
treatment in pre-clinical animal models of cancer and/or in human patients. These capabilities will offer
clinicians a way to maximize opportunities for early disease recognition and produce positive clinical
outcomes.

Potential relevant sensing nanoplatforms could include, but are not limited to:
Nano-enabled Sensing Platforms for In Vivo Applications

Examples: Several different design modalities can be considered: 1) use of nanoparticles which are
introduced systemically or locally and possess surfaces or biological coatings which recognize
parameters associated with tumor microenvironment and report their change (through the change of
electrical, optical, magnetic signal); 2) use of biochemical sensors which are implanted and can collect
data over the extended period of time; 3) use of systemically introduced nanoparticles or nanodevices
which collect the data and subsequently are excreted for further evaluation.

Potential Applications: Diagnosis of cancer or cancer metastasis or long-term monitoring of treatment
effectiveness based on biochemical markers or CTCs or other physiological indicators such as pH or
oxygen level.

Given the diversity of potential applications discussed above, submitted proposals should place emphasis
on the specific nanotechnology-enabling component of the proposed platform.

Phase Il Activities and Expected Deliverables:
e Second-stage validation of design for potential clinical adaptation

o Demonstrate the recognition of relevant clinical biomarkers or other tumor microenvironment
indicators by nanoparticles or nanodevices in relevant animals models including large
animals

e Systematic study of sensitivity and specificity of the sensor platform in pre-clinical or clinical
samples and demonstrate reproducibility

e Collect data from a statistically significant number of animals or patients in preparation for an IDE
application

e Submit IDE application to obtain necessary regulatory approval for clinical validation

305 Novel Digital X-ray Sources for Cancer Imaging Applications

Budget (total costs): Phase Il: $1,500,000 for 2 years

NCI 10



Attachment # 2
National Cancer Institute/Office of Acquisitions
SBIR Phase Il Request for Proposal

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Medical imaging is extensively used in clinical management of cancer patients. Key medical imaging
modalities such as Computed Tomography (CT), digital radiography, fluoroscopy, and mammography use
X-rays and play an important role in cancer screening, diagnosis, and treatment. At the present time,
however, all clinical imaging systems produce X-rays using vacuum tubes that have high cost, high
weight, and relatively low reliability. Conventional design of vacuum tubes puts constraints on the
geometries of medical imaging systems, and leads to decreased reliability and increased cost. Novel
approaches to the manufacturing of multi-pixel digital X-ray sources are emerging that are enabled by
developments in nanotechnology, material science, and micro-fabrication. These approaches, if
successful, will lead to a new generation of cancer imaging devices.

The purpose of this contract topic is to stimulate the construction and commercialization of innovative
multi-pixel X-ray sources to be incorporated in clinical modalities, including: digital breast tomosynthesis,
fluoroscopy, computed tomography, and digital radiography. It is expected that the proposal will specify
clinical applications of the proposed X-ray source technology.

Project goals:

The short-term goal of this project is to develop a prototype of the innovative multi-pixel X-ray source with
performance characteristics suitable for cancer imaging. The long-term goal of this project is to develop
medical imaging system designs incorporating innovative X-ray radiation sources. These system designs
should significantly reduce the cost of imaging systems, make them more portable, enable new image-
guided procedures, and positively impact clinical outcomes.

Phase Il Activities And Expected Deliverables:

Phase Il activities should support further development of the X-ray source as well as design of the
prototype imaging system employing the source.

e Design and produce a full-scale X-ray source prototype supporting a specific clinical application
e Design and produce a prototype thermal management system

e Characterization of source performance parameters

e Design and build a prototype imaging system incorporating the developed X-ray source

e Perform measurements of performance parameters for the developed imaging system such as
uniformity, spatial resolution, contrast, etc.

306 Development of Innovative Algorithms for Processing & Analysis of In Vivo Images

Budget (total costs): Phase Il: $1,000,000 for 2 years
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It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Image processing algorithms are increasingly important as imaging and image-guided intervention
technologies become critical in screening, diagnosis, staging, treatment and monitoring of cancer
patients. The use of in vivo imaging modalities such as MRI, X-ray, CT, Positron Emission Tomography,
Nuclear Medicine, Ultrasound, Optical Coherence Tomography, and Photo-acoustic imaging, as well as
multi-modality imaging for the management of cancer patients has continued to increase exponentially.
As more and more imaging data becomes available, innovative software algorithms for image processing
and analysis will be a critical need for effective use of the information presented by medical images.

Improved image processing and analysis software serves the needs of cancer patients by enhancing the
ability to distinguish viable cancer from necrotic cells, or swelling, or other benign causes of persistent
radiographic abnormalities. Advanced software also allows the radiologist to detect cancer earlier, when
treatments may be more effective, and to perform a non-invasive or image-guided needle biopsy
approach to diagnose cancer and avoid an open surgical procedure. In many cases, advanced
visualization and post processing algorithms enable faster and more accurate assessment of disease
extent to guide treatment options, at the time of diagnosis and during treatment.

Project goals:

The short-term goal of this topic is to develop robust algorithms to enable faster and more accurate
decision making for imaging and image-guided interventions. These include but are not limited to the
following:

e Algorithms that enable real-time reconstruction and display of images for image-guided
interventions.

e Extraction of clinically relevant quantitative information from images.

¢ Improvements in multimodality image co-registration, image fusion and deformable models for
image visualization and image-guided interventions.

o Optimization in image processing techniques that enhance visualization (e.g. segmentation tools,
noise reduction etc) and facilitates image analysis.

¢ Novel methods for feature extraction, object recognition to develop tools for computer-aided
detection (CAD) and monitor changes over time.

o Algorithms to process large image data sets quickly.

Development of algorithms for image acquisition and/or routine image processing for a new medical
imaging device is not appropriate for this solicitation and should not be submitted. Image processing
algorithms that are vendor independent and can be applied to multiple modalities are strongly
encouraged by the NCI. However, this does not exclude the possibility that future commercialization may
be executed initially through a single vendor.

It is expected that the proposed innovation will be driven by clinical practice. Therefore, in addition to
standard proposal components; the contract proposal must contain specific discussion of the target
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patient population and evidence of an existing clinical problem which is addressed by the proposed
method. The proposal must also contain an analysis of competitive methods to address the same
problem and explanation of competitive technical advantages of proposed algorithm. All Phase Il or Fast-
Track proposals MUST contain a section entitled “Regulatory Plan” that demonstrates an understanding
of the regulatory requirements for clearing the software device through the FDA, details the company’s
plan to meet the requirements, and explains how the proposed work helps to meet these requirements. If
regulatory approval is not expected to be required, the offeror must provide an extensive justification for
this.

The long-term goal of the program is to create software packages with novel algorithms that can be
integrated into one or more different commercial imaging platforms, where appropriate.

Applicants are encouraged to explore affiliations with the NCI Research Networks such as the
Quantitative Imaging Network (QIN) (http://grants.nih.gov/grants/quide/pa-files/PAR-08-225.html) which
aims to develop a consensus on methods to validate software and modeling methods , share ideas and
approaches to validate and standardize imaging data and related imaging metadata for quantitative
measurements of responses to cancer therapies.

Phase Il Activities and Expected Deliverables:
e Establishment of an FDA-compliant Quality System for software development.
¢ Production of a clinic ready software package with user-friendly graphical user interface.

o Extensive clinical validation using reader studies with prospective data to demonstrate
improvements from the developed algorithms including usability as compared to current standard
of care.

e Draft user manual.
e Provide Standard Operating Procedure for clinic-ready software to NCI.

e Present final results to NCI.

307 Novel Imaging Agents to Expand the Clinical Toolkit for Cancer Diagnosis, Staging, and
Treatment

Budget (total costs): Phase Il: $1,500,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Medical imaging plays a key role in clinical management of cancer patients. Cancer imaging agents are
used in conjunction with medical imaging equipment, and, by highlighting the contrast between normal
and malignant tissues, they allow the collection of information on cancer presence, spread, and
metabolism.
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Recent scientific advances in nanotechnology, radiochemistry, reporter gene imaging, cancer stem cell
imaging, and other fields now enable the development of novel imaging agents for:

¢ Early detection and diagnosis of cancer

¢ Differentiation of benign disease from malignancy

e Stratification of patients for the purpose of selecting a cancer therapy
e Surgical planning

e Evaluation of tumor response to chemotherapy and radiation therapy
e Detection of cancer recurrence

However, despite significant preclinical scientific progress, very few cancer imaging agents are actually
available in the clinic. Therefore, this SBIR contract topic seeks to stimulate the commercialization of
novel imaging agents, including: nanotechnology-based imaging agents, radiopharmaceuticals for
positron emission tomography (PET) and single photon emission computed tomography (SPECT),
targeted contrast agents for X-ray, computed tomography (CT), and magnetic resonance imaging (MRI),
optical contrast agents, and reporter gene imaging technologies.

One specific area of interest under this topic is the development of single-domain antibody fragments
used to target radionuclides for imaging and targeted radiotherapy of cancer. Single-domain antibody
fragments comprise the single variable region of naturally-occurring antibodies that lack a light chain or
engineered antibody fragments. This type of small protein or peptide has advantages over conventional
antibodies and antibody fragments in terms of favorable and tunable clearance kinetics, ability to
recognize hidden or uncommon epitopes, agent format flexibility, and ease of manufacture. Therefore,
developing an imaging technology for early diagnosis of cancer at the molecular level based on single
domain antibody fragments will be encouraged.

Project goals:

The short-term goal of this SBIR contract topic is to support research and development activity at small
businesses that are developing cancer imaging agents. The imaging agent should be novel and, when
appropriate, have high affinity and specificity against tumor targets. It should also display fast in vivo
clearance, rapid tumor accumulation, sufficient in vivo stability and good biovailability, and low
immunogenicity and toxicity. The work scope may include animal testing, formulation, GMP production,
pharmacokinetic studies, pharmacodynamic studies, and toxicological studies. These data will support
the rationale for continued development of the experimental medical imaging agent to the point of filing an
Investigational New Drug application (IND).

The long-term goal of this contract topic is to enable small businesses to bring novel classes of fully
developed cancer imaging agents to the clinic and the market. Therefore, businesses are encouraged to
submit applications for development of lead compounds representing novel technology platforms.

Phase Il Activities and Expected Deliverables:

Phase Il should follow the development plan laid out in the Phase |, and should further support
commercialization of proposed cancer imaging agents. Some of the expected activities are:
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e Completion of all pre-clinical experiments according to the development plan.

o Demonstration of fast in vivo clearance, rapid tumor accumulation, sufficient in vivo stability, good
bioavailability, and low immunogenicity/toxicity.

e Demonstration of high reproducibility and accuracy of the imaging technology in several animal
models.

e When appropriate, demonstration of similar or higher specificity and sensitivity of the technology
when compared to other imaging technologies.

o When appropriate, demonstration of capabilities to monitor efficacy of drugs in tumor cell lines
and/or animals.

¢ Production of sufficient amount of clinical grade material suitable for an early clinical trial.
e |f warranted, filing of an IND or an exploratory IND for the candidate imaging agent.
e Completion of a small-scale clinical study.

The Phase Il research plan must contain specific, quantifiable, and testable feasibility milestones.

308 Automated Collection, Storage, Analysis, and Reporting Systems for Dietary Images

Budget (total costs): Phase Il: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Current dietary assessment methods and systems largely depend on time and resource intensive self-
report and/or recall methods. Accuracy of the assessment is often compromised when diet is assessed
via self-report because of the cognitive challenges in recalling or reporting quantities, types, and
preparation of foods eaten. Dietary assessment methods that do not rely solely on self-report and recall
could enhance the accuracy and efficiency of dietary intake data collection and contribute to improved
understanding of the diet-disease relationship. Technological and analytic advances over the past decade
have led to more objective methods to assess dietary intake. Leading examples include sophisticated
dietary image or short video capture devices, that may be housed on a mobile phone platform and paired
with speech recognition, text interface, and/or geospatial location. With the advent of electronic medical
records and the focus on the epidemic of obesity and related co-morbidities, clinicians, researchers, and
practitioners are increasingly interested in using objective measures to monitor patient/participant
behavior as a tool for chronic disease prevention or management and health research.

The development of an easily deployable architecture for image-based dietary data transfer, storage,
analysis, and reporting will support the potential to increase understanding of the relationship between
diet and cancer risk. However, software systems necessary to manage and analyze the rich media
collected by mobile sensors are currently limited. The complexity of data management and analysis
needed to provide image-based measures of dietary intake presents a significant barrier to the integration
of these measures into clinical practice and trials, epidemiological research, and behavioral monitoring
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applications. To overcome current barriers and facilitate integration of image-based dietary measures into
applications including electronic medical records and other health information systems, contracts shall
stimulate development of an easily deployable architecture for data collection, transfer, storage, analysis,
and reporting of dietary intake.

Project objectives include:

1) Development of a mobile application to facilitate and control the collection and transfer of dietary
images or video, and any associated information such as annotations, probes, or geospatial location.

2) Development of a standardized dietary rich media database architecture and procedures to import
and store data transferred from the mobile application.

3) Development of transparent and modifiable analytic tools that can incorporate existing and evolving
methods to generate individual and group level dietary intake measures from dietary images and
associated data.

4) Development of reporting systems to communicate outputs to patients/subjects, electronic medical
records, health surveillance systems, or researchers.

Project Goals:

This topic addresses the need to develop high throughput, efficient methods to standardize collection,
processing, and reporting of image-based dietary intake measures, for use in clinical and research
settings, and for case management in prevention or treatment of chronic disease. This topic’s goal is to
encourage development of mobile applications to facilitate and control the collection and transfer of
dietary rich media files; and paired systems for data importation, storage, analyses, and output reporting
of image-based dietary intake measures. Required data elements include dietary images or short video
capture of consumed foods. Additional elements may include (but are not limited to) speech recording
and recognition, text interface, and/or geospatial location. The NIH Genes, Environment, and Health
Initiative (GEI) Exposure Biology Program has supported development of technology and analytic
methods for image-based dietary assessment with relevance to the current topic.

An essential task for each proposal is the application or development of transparent and expandable
analytic tools to generate summary individual level dietary measures from collected dietary rich media
files. Data processing applications and analytic tools may be drawn from established or emerging
methods for dietary image analysis research and practice. An expandable set of analytic tools for
processing image and supplemental dietary input data shall be developed, including automated food item
identification, quantity estimation, and consumed volume reconstruction based on pre and post-meal
images/video. Data processing and analytic tools must provide linkages to established nutrient databases
including the USDA Food and Nutrient Database for Dietary Studies (FNDDS) and the USDA MyPyramid
Equivalents Database (MPED). Capacity to incorporate or expand to handle additional data is also
encouraged, such as Global Positioning System (GPS) location or linkage to the Gladson Nutrition
Database which includes Universal Product Code (UPC) data. Data linkages are required within the
Dietary Intake Summary Database to identify individual level data characteristics based minimally on
eating occasion or meal, day, and week.

Proposals must demonstrate implementation or development of data standards and capacity for sharing
dietary summary measures via output reporting systems. Recommended short term targets for dietary
outputs include ability to provide reports to patients/participants, health systems, and researchers; with
longer term targets to provide reports directly to electronic medical records and public health surveillance
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systems. Recommended reports are consistent with current health outcomes policy priorities and
objectives in the Meaningful Use Matrix for electronic health records established by the Health
Information Technology Policy Committee (see http://healthit.hhs.gov/portal/server.pt).

Figure 1 summarizes data flow through the system architecture. Potential steps within a developed
systems data cycle are described below:

1)

2)

A front end mobile application to facilitate and control dietary rich media data collection and transfers
is deployed to a user’s smartphone.

Using the front end mobile application, a user collects dietary image or short video files and system
specific annotation options (such as speech recognition, text interface, or probing options) and/or
geospatial location.

The front end mobile application wirelessly transfers the collected data to the backend system for
data management and processing.

Using automated procedures, the transferred data is screened and imported into the structured
Dietary Rich Media Database.

Automated analytic tools are used to process images and supplemental data for food item
identification, quantity estimation, and consumed volume reconstruction based on pre and post-meal
images/video.

Analytic tools link to established nutrient databases including FNDDS and MPED for nutrient intake
and equivalents estimation.

Food and nutrient intake summary measures are stored within a Dietary Intake Summary Database
with linkages allowing individual or group outputs based on eating occasion or meal, day, week,
and/or other periods of assessment.

Reporting systems provide outputs directly to information users, such as the patient, research study
site, or the patient’s electronic medical records for review and follow-up by health care team
members.

NCI 17


http://healthit.hhs.gov/portal/server.pt

Attachment # 2
National Cancer Institute/Office of Acquisitions
SBIR Phase Il Request for Proposal

Figure 1. Schematic of data cycle architecture to enable image-based dietary data collection, transfer,
storage, analysis, and reporting in clinical and research applications

System Inputs System Architecture
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Phase Il Activities and Expected Deliverables:
¢ Beta test and finalize front end mobile applications listed in phase 1.

e Beta test and finalize automated file transfer, screening, and database importation protocols and
systems.

o Develop, beta test, and finalize analytic tools listed in phase 1.
o Develop, beta test, and finalize applicable user interface systems.

e Develop and beta test output reporting systems capabilities for multiple system output targets
listed above.
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o Demonstrate system compatibility with sensor(s), mobile platform(s), and mobile device(s),
included in the phase 1 compatibility matrix.

o Develop systems documentation where applicable.

o In the first year of the contract, provide the program and contract officers with a letter(s) of
commercial interest.

¢ In the second year of the contract, provide the program and contract officers with a letter(s) of
commercial commitment.

o Usability testing for both front end and back end aspects of the user-interface.

309 Development of Low Cost, Small Sample Multi-Analyte Technologies for Cancer Diagnosis,
Prognosis and Early Detection

Budget (total costs): Phase Il: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

Cancer is recognized as a multistep process involving multiple genomic and epigenomic alterations that
occur in multiple phases. The complexity of cancer requires multivariate assays for accurate diagnosis,
prognosis and treatment monitoring. Recently, two multivariate gene-expression assays, Oncotype DX
and MammaPrint, have been developed for determining whether chemotherapy is necessary for breast
cancer. The Oncotype DX analyzes the expression of a 21-gene signature by TagMan RT-PCR. The
MammaPrint microarray which measures the expression of 70 breast cancer genes as a signature,
provides information about the likelihood of tumor recurrence and guides treatment.

Given the multivariate and heterogeneous nature of the disease, it is likely that the early detection and
diagnosis of cancer will be based on multiple analytes. However, the currently available clinical multi-
analyte technology platforms have many limitations, including the requirement of multiple biopsies and
special specimen collection/storage process. Additionally, their processes are often slow, complex, labor
intensive and with sup-optimal sensitivity. These factors contribute to the added cost which also limits
their broad applicability. For example the current list price of both Oncotype DX and MammaPrint are over
$4000 per sample.

While the various NIH and other Government (DOD, DARPA, NSF, NASA, USDA etc) programs are
developing new cutting edge technologies, their focuses are not on commercialization, and these novel
technologies have not penetrated into clinical use. This contract topic seeks to promote the development
of such innovations in early detection and diagnostic technology to facilitate the commercialization of low
cost, efficient multi-analyte technologies with optimal sensitivity for cancer early detection, diagnosis and
prognosis. In particular, this topic requests the development of technologies that can obtain multi-analyte
molecular information from small volume clinical specimens (e.g. core biopsy, fine needle aspiration,
circulating tumor cells or FFPE sections). In addition, this contract topic encourages proposals based on
improving both early detection and diagnosis of cancer from easily accessible samples (e.g. blood,
sputum, urine, fecal) with low abundant cancer markers.
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Project Goals:

The short-term goal for the project is to develop working prototypes of low cost devices or methodologies
for multi-analyte analysis of small samples or easily accessible samples with low abundant cancer
biomarkers. Long-term goals are to improve cancer early detection, diagnosis, prognosis and treatment
monitoring by developing low cost, more efficient, and more sensitive devices or methodologies for multi-
analyte detection and analysis. Additionally, this topic requests the development of technologies that can
be used with small volume, small numbers of cells or low cancer biomarker abundant clinical specimens
obtained through regular biopsy procedures (e.g. core biopsy, FNA), surgery (e.g. FFER sections) or
minimally invasive methods (e.g. blood, sputum, urine, and fecal). The technology should be innovative
and make use of recent advances in areas such as microfluidics, nanotechnology, multichannel imaging,
and transducer technologies for biosensors including optical, electrochemical, piezoelectric, Field Effect
Transistor, cantilevers or any other rapid multi-analytes transducers. These devices and methodologies
should be more cost efficient than current ones (>5x cost reduction), have significantly improved
sensitivity/specificity (>10x) and can be used with samples obtained from single core biopsy or FNA.
Acceptable devices and methodologies should be able to analyze at least 30 markers (DNA, RNA, RNAI,
or proteins) simultaneously within four hours. If the innovation includes an integrated device, the cost of
the market ready device should be less than $15,000. Ideally, the input for the device should be core
biopsy, FNA or any small clinical biopsy specimen and the output should be the profile of the markers.
This solicitation also encourages developing non-invasive biomarker based technologies and available
multi-analyte technologies and assays for cancer early detection.

Accepted devices or methodologies include, but are not limited to:

e Rapid sample preparation and multi-analyte concentration technologies for high quality DNA/RNA
RNAI/protein/cell

e Multi-analyte amplification technologies for DNA,RNA, ncRNAs, RNAI, proteins, and
glycoproteins

o Low-frequency mutation analysis (e.g. for multiple relevant genetic markers/mutations)
o Rapid DNA sequencing (e.g. for multiple relevant genetic markers/mutations)
e Advanced PCR techniques

¢ New protein or DNA/RNA/ RNAI labeling and label free technologies. Preference will be given to
label free technologies

e Point of Care DNA, RNA or antibody microarrays
e Automated integrated system
Phase Il Activities and Expected Deliverables:

e Develop a prototype of the device or analytical tool incorporating the technology demonstrated in
Phase | including automation, software and data analysis.

o Test the device with clinically relevant cancer biomarkers.
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o Test with a sufficient number of patient samples in several laboratories to demonstrate
concordance, clinical utility and advantages, with an appropriate consideration of statistical
significance.

310 Simplified Tissue Microarray Instrument For Clinical and Research Settings (NIH Technology
Transfer)

Budget (total costs): Phase II: $1,500,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

The capacity to present defined, pre-selected samples of archival tissue for immunohistochemical and in
situ molecular analysis has revolutionized the development and validation of tissue-based biomarkers in
research and clinical application. In the clinical setting, most new diagnoses of cancer use
immunohistochemical assays of tissue samples to support the diagnoses, and these
immunohistochemical assays must be carefully calibrated and validated. Tissue microarrays are the
means for validating the accuracy of these tissue diagnostic assays. Tissue microarrays can present
hundreds of tiny discs (range 0.6 to 3.0 mm) of human or animal tissue specimens, arranged in a grid on
a single microscope slide. Currently available arraying tools are capable of fabricating hundreds to
thousands of copies of one such slide. Arraying tools can be quite expensive (especially the automated
tools) , complex, and require special training to operate and maintain quality. These tools are therefore
often beyond the resources of many laboratories that either have to settle for lower quality slides
produced without instrumentation, or purchase slides from manufacturers or specialty labs. Thus, a need
exists for a simple and inexpensive instrument for fabricating tissue microarrays in clinical settings and
research laboratories.

In the research setting, a typical application of tissue microarrays is the analysis of several hundred
breast tumor tissue samples from patients at different stages of disease development (normal tissue, in
situ cancer, invasive cancer, metastases) to identify the specific step at which biologic alterations take
place, as well as the frequency of these alterations. In another example, tissue microarrays can be
constructed from tissue materials in a retrospective study design, where one can immediately correlate
the expression of a molecular marker with poor prognosis or response to therapy. Furthermore, coupling
with automated imaging platforms is possible, and multiple different tumor types along with normal tissues
can be screened simultaneously.

Researchers at NCI have invented an instrument for manual construction of tissue microarrays that is
projected to be more accurate and less expensive than currently available. The invention requires further
proof of concept to establish reliability, accuracy, and precision, and development of a fully functional
prototype capable of being manufactured in quantity.

This invention is the subject of issued U.S. Patent Number 7,854,899 and HHS Reference Number E-
098-2004/0.

Project Goals:
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The preliminary goal of this project is to develop a functional prototype capable of generating tissue
microarrays using the described methods. The final product will be a modular system that will enable
clinical and research laboratories to construct tissue microarrays on a routine basis. The long term goal of
this project is to bring to market this simplified, low-cost instrument for tissue microarray construction to
meet the needs and applications of researchers and clinicians as described below.

This is an NIH TT (Technology Transfer) contract topic from the NCI. This is a new program whereby
inventions from the NCI Intramural Research Program (Center for Cancer Research, CCR) are licensed
to qualified small businesses with the intent that those businesses develop these inventions into
commercial products that benefit the public. The contractor funded under this contract topic shall work
closely with the NCI CCR inventor of this technology, who will provide non-human tissue samples, as well
as other reagents as needed. The inventor will provide assistance in a collaborative manner with reagents
and discussions during the entire award period. Between the time this contract topic is published and the
time an offeror submits a contract proposal for this topic, no contact will be allowed between the offeror
and the NCI CCR inventor. However, a pre-submission public briefing and/or webinar will be given by NCI
staff to explain in greater detail the technical and licensing aspects of this program (for further information,
see http://sbir.cancer.gov/news/upcoming/). In addition, a list of relevant technical, invention, and
licensing-related questions and answers (including those from the public briefing) will be posted,
maintained, and updated online (http://sbir.cancer.gov/news/upcoming/) during this time period.

The awarded contractor will automatically be granted a royalty-free, non-exclusive license to use NIH-
owned and patented background inventions only within the scope and term of the award. However, an
SBIR offeror or SBIR contractor must negotiate an exclusive or non-exclusive commercialization license
to make, use, and sell products or services incorporating the NIH background invention. An SBIR contract
proposal will be accepted as an application for a commercialization license to such background
inventions. Under the NCI NIH TT program, the SBIR contract award process will be conducted in parallel
with, but distinct from, the review of any applications for a commercialization license.

Model license agreements are available at

http://www.ott.nih.gov/forms model agreements/forms model agreements.aspx#LAP. Certain terms of
the model license agreement are subject to negotiation. Please contact NIH Licensing and Patenting
Manager (Cristina Thalhammer-Reyero, 301-435-4507, thalhamc@mail.nih.gov) with further questions.

Licensing procedures will comply with Federal patent licensing regulations as provided in 37 CFR part
404. A further description of the NIH licensing process is available at
http://www.ott.nih.gov/licensing_royalties/intra_techlic.aspx. NIH will notify an SBIR offeror or SBIR
contractor who has submitted an application for an exclusive commercialization license if another
application for an exclusive license to the background invention is received at any time before such a
license is granted.

Any invention developed by the contractor during the course of the NIH TT contract period of
performance will be owned by the contractor subject to the terms of Section 8.5.

Phase Il Activities and Expected Deliverables:

A Phase Il proposal will typically only be invited by NCI if the Phase | contractor has been granted a
commercialization license via the process described above.

o Build prototypes of the tissue arrayer that incorporates the following:
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o A multi-recipient block tissue arrayer appropriate for research use.
o Capable of daily run, large core, low multiplicity immunohistochemical controls.

o Capable of immunohistochemical assay validation for use with samples of moderate core
size and scalable multiplicity.

o Capable of controlling the temperature of the donor block holder, the recipient block holder,
and the needle.

o Capable of fabricating arrays in substrates other than paraffin blocks including, but not limited
to, other solid/semi-solid embedding substrates and frozen materials.

o Design, optimize and evaluate the Phase | prototype as well as alternative Phase |l prototypes by
using the devices to construct tissue microarrays using tissue samples and then using the
resulting tissue microarrays for:

o Immunohistochemical controls
o Validation of immunohistochemical tests
o Immunohistochemistry and/or in situ assays in a research setting.

e Demonstrate that the Phase Il prototype can produce tissue microarrays of equal quality to those

constructed with current technology, according to the following quantitative metrics:

o Presence of 95% of cores of tissue in array design (in first sections)

o Alignment of cores, with less than 10% displacement

o Less than 5% of cores placed off of perpendicular to array face

o Generation of an equal number of TMA sections compared to current technology (within 5%).
o 95% of cores without carry-over tissue from previously placed tissue cores.

¢ Provide data on the use of the tissue microarray by research facility staff for routine analytic
protocols and of staff training in using the prototypes, as compared to other comparably priced
arrayers.

o Develop a robust and scalable process for the manufacture of the tissue arrayer produced in
Phase I.

e Provide NCI with all data resulting from Phase Il Activities and Deliverables.

312 Generation and Qualification of Site-specific Post-translationally Modified Proteins for Use as
Calibrators in Pharmacodynamic (PD) Assays

Budget (total costs): Phase Il: $1,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary:

NCI is committed to developing clinically useful biomarker tests that identify critical molecular targets
within a patient's tumor, which can provide drug sensitivity, resistance, and real-time response
information. For this SBIR topic, NCI requests that qualified small businesses submit proposals to aid the
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development of robust, quantitative pharmacodynamic (PD) immunoassays. Specifically, this topic solicits
proposals to develop methods for the generation of stable, site-directed, high-content (50-80%) post-
translationally modified (e.g., phosphorylated) protein calibrators AND associated processes for bench-
top purification, characterization and qualification of these protein calibrators

Approximately 30% of proteins in eukaryotic cells are subject to phosphorylation. This crucial post-
translational modification of proteins regulates numerous normal cellular events including the cell cycle,
differentiation, metabolism, and neuronal communication. Likewise, dysregulated phosphorylation has
been implicated in the etiology of many diseases. Thus, pharmacodynamic (PD) assays that directly
detect and quantify phosphorylated proteins serve as a means to assess the type and magnitude of the
cellular response to an external stimulus (i.e. cancer drugs). Given the important role kinases play, it is
critical for researchers to have quality tools: (1) to generate stable post-translationally modified protein
calibrators, particularly phospho-proteins; (2) to accurately identify the post-translationally modified sites;
and (3) to quantify the level of site-specifically modified protein residues. Such reference standards are
critically needed to serve as calibrators for absolute quantitation in PD assays. Moreover, the NCI
anticipates that a subset of the PD assays that use these calibrators may ultimately be repurposed as
companion diagnostic assays for approved drugs.

Producing post-translationally modified proteins (e.g., phospho-proteins) is currently imprecise involving
chemical, enzymatic, and recombinant techniques. For example, biological systems provide poor control
over site-directed phosphorylation and the percentage of phosphorylation at each site. A detailed
characterization of the sites of post-translational modification is also difficult, with quantitation or semi-
quantitation of modified residues now being carried out by mass spectrometry, fluorescence
immunoassays, Microscale Thermophoresis (MST), FRET, Time-Resolved Fluorescence (TRF),
fluorescence polarization, and ELISA. The development of technologies for producing high quality, high
content, and analytically verified post-translationally modified proteins is becoming increasingly important
for the systematic analysis of complex cell signaling networks that drive normal and abnormal cellular
function. Thus, there is a great need to develop new approaches for quantitative generation and
characterization of post-translationally modified proteins, which could encompass one or more of the
methods above and be designed to be time-, labor-, and money-saving.

A primary roadblock in the development of robust, quantitative assays for the detection of post-
translationally modified proteins is the lack of well-defined turn-key processes for the production and
characterization of purified proteins that are quantitatively modified at particular amino acid residues but
not others. (Such reference standards are critically needed to serve as calibrators.) Improving the quality
of clinical grade assay development for post-translationally modified proteins will require the development
of methods/systems that allow the reproducible generation of stable protein calibrators by directed and
quantitative modification of certain residues (50-80% of the specified site), but not others (90-100% of the
remaining sites should remain unmodified). Such methods and systems should be capable of evaluating
the effectiveness of the post translational modification process, including an assessment of the
heterogeneity of the modifications generated. The method/system should also be capable of assessing
the effectiveness of the purification method(s), enabling both the detection of impurities and lot-to-lot
comparisons.

The focus of this topic is to use innovative, state-of-the-art technologies to develop turn-key
systems/processes that can provide assay-specific, stable post translationally modified proteins with
reasonable throughput and the analytic verification of the particular modified residue(s) and level of
modification. The desired outputs include reproducible production of post translationally modified protein
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calibrators, identification of the modified residue(s), 50-80% modification of the specified sites, purity,
yields, and possibly other parameters (e.g., percent native vs. denatured protein). Easy-to-use, on-
demand, bench top generation and characterization processes/systems will be applicable to a broad
range of medical and biomedical applications in both academics and industry.

Thus, the overarching goal of this topic is to extend capabilities for the NCI and the broader cancer
community to generate robust, quantitative protein-based assays to enable more efficacious, targeted
therapeutic treatment of cancer patients.

Proposals submitted under this topic should include a detailed strategy/plan to develop the appropriate
methodology, reagents, and instrumentation/processes to produce stable, high-content, site-specific,
post-translationally-modified (e.g., phosphorylated) protein calibrators. Offerors submitting proposals
under this topic are encouraged to consider focusing on the production of calibrators from the list of
molecular targets below, which are of particular interest to the NCI. However, proposals may focus on
the development of any protein target and/or cancer-relevant post-translational modification of
clinical relevance to cancer.

Proteins/targets of particular interest to the NCI:

Receptor Tyrosine Kinases
MET

RON

EGFR

ALK

IGF1R

Non-Receptor Tyrosine Kinases
SRC
FAK
JAK
ABL
CSK

Project goals:

The goal of the NCI SBIR program is to fund small businesses to develop commercially viable products
that advance the research and development needs of the Institute and the broader cancer community. It
is expected that companies submitting proposals under this topic will execute and extend their work to
develop marketable instrumentation that enhances the qualification of critical protein reagents for use in
PD and other types of diagnostic assays for cancer patients. The NCI Strategic Plan identifies validating
molecular targets for cancer prognosis, metastasis, treatment response, and progression as a strategic
priority (Strategy 4.2). Part of this strategy includes creating a library of validated molecular target assays
to advance broad development of targeted anti-tumor agents. Assay development encompasses the
provision of qualified critical protein reagents as capture and detection agents, calibrators, or controls.
One reason for the slow adoption of PD and patient characterization assays is inconsistency in assay
performance between sites, and a primary cause of this performance variability is the lack of qualified
critical reagents. Market analysis indicates that qualified critical reagents are essential for rapid clinical
adoption of new assays, especially the initial “home-brew” assays developed in CLIA-certified laboratories
and in small biotechnology companies without the financial means to contract out reagent qualification.
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Development of technologies to include methodologies and/or prototype instrument systems for rapid,
turn-key, bench-top generation of qualified post-translationally modified (e.g., phospho-protein) calibrators
will be a valuable step toward the eventual commercialization of diagnostic assays that target post-
translationally modified proteins associated with disease or drug action.

Phase Il Activities and Expected Deliverables:

e Processes should be optimized to generate quantitative, site-specific post-translational
modification with the highest level of modification feasible (>80% preferred), for all the designated
protein residues of interest

e Refine and develop validated, CLIA-quality protocols, reagents and instrumentation systems (if
applicable) with Quality Control and calibration protocols and standards for all analytic
parameters for all of designated protein targets described in Phase |

e Perform full validation of the protocol and instrumentation prototypes with a statistically significant
number of runs, and provide data that characterize reproducibility, variability, and accuracy of the
refined technologies [three lots of calibrators for all designated protein targets must be evaluated;
all generated calibrators and the Certificate of Performances and SOPs of CLIA quality for use of
the technologies and performance of all analytic characterizations are to be delivered to NCI
(Appendix 1- 2)]

o Establish quality control measures and carryout critical reagent supply chain audits; evaluate the
quality of supply chain for key reagents, materials, and instrumentation; provide data supporting
consistent quality; and determine the accessibility to maintain supply chain

e Provide the NCI with access to the refined instrument(s) and sufficient reagents for 10 test runs of
each analytic parameter for independent validation

e Provide technical support and one on-site training session for NCI

e Provide the program and contract officers with a letter of commercial interest

314 Development of Human Tissue Culture Systems that Mimic the Tumor Microenvironment

Budget (total costs): Phase Il: $2,000,000 for 2 years

It is strongly suggested that proposals adhere to the above budget amounts and project periods.
Proposals with budgets exceeding the above amounts and project periods may not be funded.

Summary

There is a critical need to improve the accuracy of preclinical drug efficacy screening and testing through
the development of in vitro culture systems that more effectively mimic the in vivo environment. Currently,
two-dimensional (2D) in vitro culture systems or in vivo animal models are the primary tools used to test
cancer cell responses to drugs. However, drug sensitivity data obtained via 2D culture systems can be
misrepresentative, while animal models are expensive, time-consuming, and not always predictive of the
effects on human tumors in their native environment. Three-dimensional (3D) culture systems that mimic
the tumor microenvironment using human tissue could be a better tool for drug screening by providing a
more accurate, in vivo-like structure and organization than 2D culture systems, without the cost and time
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associated with using animal models. In addition, culture systems using human tissue may produce
responses more predictive of humans than animal models. Advances in bioengineering and 3D cell
culture models have led to in vitro systems that better replicate the structure, physiology, and function of
tissues seen in vivo. 3D models more accurately mimic the in vivo milieu than current 2D in vitro culture
systems by recreating the morphology and arrangement of individual cells, concentration gradients of
signaling molecules and therapeutic agents, and the composition, structure, and mechanical forces of
extracellular matrix around cells. The use of 3D systems that recreate the human tumor microenvironment
could improve drug development in at least two ways: 1) speed decision-making for whether a particular
therapeutic agent is worth pursuing in an animal model, reducing the time and cost of development; 2)
lead to fewer clinical trial failures because of earlier, more relevant results from human tissue.

Properly representing the tumor microenvironment is particularly critical for testing the effectiveness of
anti-cancer therapeutic agents. For example, extravascular transport in solid tumors is a fundamental
determinant of the efficacy of both locally and systemically administered cancer agents. Large diffusion
distances in tumor tissues, elevated interstitial fluid pressure, and interactions between anti-cancer drugs,
tumor tissue, and normal tissue are factors that significantly limit drug diffusion in the extravascular
compartment. Additionally, due to rapid proliferation and poor blood supply to tumor cells, the tumor
microenvironment is often acidic and hypoxic, which can lead to the resistance of tumor cells to both drug
and radiation therapy. Thus, systems to properly recreate the tumor microenvironment are essential to
advance the discovery and development of effective anti-cancer agents.

Project Goals

The focus of this topic is the development of 3D human tissue model culture systems that accurately
mimic the tumor microenvironment, including factors affecting tumor cell responses such as
vascularization and interactions with heterogeneous cell types. The project goal is to produce a system
that is validated against known effective anti-cancer agents to demonstrate the system’s utility as a
predictive tool and screening assay. It is anticipated that the development of 3D systems representative
of human tumor microenvironments will lead to an increase in the quality of and reduction in the timelines
and costs associated with screening drugs, and enhancement in efficacy information for regulatory
decisions.

Essential characteristics of an in vitro tumor microsystem should include all or some of the following
features: 1) multicellular architecture that represents physiologically relevant characteristics of the tumor
and tissue of origin; 2) reproducible and viable operation with simple and clear protocols; 3) ability to
examine multiple aspects of cancer, such as tumor growth, angiogenesis, cell proliferation, migration,
and/or invasion; and 4) compatibility with high content screening platforms that include multiple molecular
read-outs, such as genomic, proteomic, metabolomic, or epigenomic analyses. System development
should permit scale-up production such that the system can be reliably reproduced at a cost with
reasonable expectation for market success. An eventual goal for such systems may include the ability to
incorporate individual patient tumor biopsies to test patient-specific responses to available agents.

It is important to note that full 3D tumor microenvironment systems will consist of more than just an
extracellular matrix containing tumor cells and will facilitate the inclusion of various cell types to mimic
tumor cell interaction with surrounding normal cells and their effects on cancer aggressiveness and
response to anti-cancer drugs. Examples include stromal cells that can induce chemoresistance and
encourage metastasis, as well as endothelial cells that can carry therapeutics to the cancer. This topic is
not intended to fund microphysiological organ systems for the study of toxicity, though tumor culture
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systems developed under this topic may be combined as a module with systems such as those being
developed through the collaborative program between NIH, FDA, and DARPA:
http://www.ncats.nih.gov/research/reengineering/tissue-chip/tissue-chip.html.

Phase Il Activities and Expected Deliverables

Benchmark performance in developed system against applicable in vivo animal model(s) and
known clinical performance

o Test multiple agents with known clinical profiles in the developed prototype

o Test at least one agent that has proven efficacious in animal trials but not in clinical trials

o Assess genomic, proteomic, metabolomic, and epigenomic profile of the tumor system

e Use validated markers and/or evaluative criteria from in vivo histologic analysis

e Genomic data may be compared to The Cancer Genome Atlas
(http://cancergenome.nih.gov)

o Compare dose-response relationships of known anti-cancer agents
Demonstrate the ability to scale-up the system for use in high-throughput therapeutic agent
screening assays

o Demonstrate the ability to perform high-throughput quantitative analysis on samples, such as
simple harvesting and/or automated imaging.
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