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1 INTRODUCTION

The National Institutes of Health (NIH) and the Centers for Disease Control and Prevention (CDC) invite small business
concerns to submit research proposals under this Small Business Innovation Research (SBIR) Contract Solicitation. Firms
with the capability to conduct research and development (R&D) in any of the health related topic areas described in Section
12.0, and to commercialize the results of that R&D, are encouraged to participate.

While the Phase Il proposal process is covered in this announcement, this solicitation is for Phase I, and in some cases,
FAST TRACK proposals only. Some NIH Components utilize a contract mechanism called FAST TRACK which
allows for the simultaneous submission of Phase | and Phase Il proposals for review and possible award of Phase |
with an option for Phase Il work. FAST TRACK PROPOSALS WILL ONLY BE SUBMITTED UNDER THE
FOLLOWING TOPICS AND ALL OTHER PHASE Il PROPOSALS WILL NOT BE CONSIDERED.

TOPIC NUMBER | TOPIC TITLE FOR FAST TRACK PROPOSALS

NCI 327 Reformulation of Failed Chemotherapeutic Drugs

NCI 328 Validation of 3D Human Tissue Culture Systems that Mimic the Tumor Microenvironment

NCI 329 Proteomic Analysis of Single Cells Isolated from Solid Tumors

NCI 330 Generation of Site-Specific Phospho-Threonine Protein Standards for use in Cancer Assays

NCI 331 Development of a Biosensor-Based Core Needle Tumor Biopsy Device

NCI 332 Development of Radiation Modulators for Use During Radiotherapy

NCI 333 Software Tools for the Development of Environmental Measures Related to Cancer Health Behaviors
and Resources

NHLBI 081 Passive MRI Cardiovascular Guidewire

NHLBI 082 MRI Myocardial Needle Injection Catheter

NHLBI 083 Transcatheter Pulmonary Artery Resistor

NHLBI 084 Value of Information Models for Clinical Trial Assessment

NHLBI 085 Development of Molecular Imaging Agents and Methods to Detect High Risk Atherosclerotic Plaque

NHLBI 086 Tools for Educating Children about Clinical Research

NIA 087 Development of Calorie-restricted and Nutrient-balanced Medicinal Food Products for Mitigation of
Age-related Diseases or Conditions

NIAAA 045 Development of a Database of Non-English Measures and Instruments for Use in Alcohol Research

NIDA 152 Technological Tools to Facilitate Implementation of Evidence-Based Substance Abuse Prevention
Interventions among the Military

NIDA 153 Products to Prevent (Lethal) Drug-induced Respiratory Depression

NIDA 154 Bundled Service for Designing Methodologically Rigorous Animal Studies

All firms that are awarded Phase | contracts originating from this solicitation will be eligible to participate in Phases 11 and
I11. HHS Components will notify Phase | awardees of the Phase Il proposal submission requirements. Submission of Phase Il
proposals will be in accordance with dates provided by individual Component instructions. The details on the due date,
content, and submission requirements of the Phase Il proposal will be provided by the awarding HHS Component either in
the Phase | award or by subsequent notification. All SBIR/STTR Phase 11 awards made on topics from solicitations prior
to FY13 will be conducted in accordance with the procedures specified in those solicitations.

The HHS is not obligated to make any awards under Phase I, Phase 11, or Phase I11, and all awards are subject to the
availability of funds. HHS is not responsible for any monies expended by the offeror before award of any contract.




2 PROGRAM DESCRIPTION

2.1  Objectives

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 dated October 18, 2012. This SBIR Contract solicitation strives to encourage scientific and
technical innovation in areas specifically identified by the NIH/CDC awarding components. 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/CDC and to the private sector.

2.2  Three Phase Program

The SBIR program consists of three separate phases. The award amount and duration listed below represent the guidelines of
the SBIR program and, unless the research topic stating the award listed in Section 12.0 of the solicitation states otherwise.

Phase I: Feasibility; $150,000; 6 months (See Section 12.0 for Specific Award amounts per Topic Number)

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 I1: Full R/R&D Effort; $1,000,000; 2 years

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 I 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 | contractors will be informed of the opportunity to apply for Phase 11, if not submitted concurrently with the
initial Phase | proposal under the Fast-Track procedure. Only one Phase Il award may result from a single Phase | SBIR
contract.

FAST TRACK (NIH COMPONENTS ONLY) - See Research Topics for Specific award amounts/period of performance

The “Fast-Track” initiative is a parallel review option available to those small business concerns (offeror organizations)
whose proposals satisfy additional criteria that enhance the probability of the project's commercial success. This initiative is
applicable only to NIH and only if an awarding component indicates it is accepting Fast-Track proposals for a particular
topic. (Refer to Section 12.0 “Research Topics,” for notation.)

Phase I11: Commercialization stage without SBIR funds

The objective of Phase |11, 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 Phases | and Il. Phase 111 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 | and 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 I11 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 111 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 I11 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. 253(b)(2).

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".

2.3 Grant Opportunity - Phase 11B Competing Renewal Awards (INFORMATION ONLY)

Some NIH Institutes/Centers (ICs) offer Phase Il SBIR/STTR awardees the opportunity to apply for Phase 11B Competing
Renewal awards. These are available for those projects that require extraordinary time and effort in the R&D phase and may
or may not require FDA approval for the development of such projects, including drugs, devices, vaccines, therapeutics, and
medical implants related to the mission of the IC. Some ICs have announced this opportunity through the NIH Guide for
Grants and Contracts (see link below), and some are using this Omnibus SBIR/STTR Grant Solicitation. Only those small
business concerns who have been awarded a Phase Il are eligible to apply for a Phase 11B Competing Renewal award.
Prospective applicants are strongly encouraged to contact NIH staff prior to submission. Additional requirements and
instructions (e.g., submission of a letter of intent) are available in the specific IC research topics section and in the specific 1C
Program Funding Opportunity Announcements . The following NIH 1Cs will accept applications for Phase 11B Competing
Renewal awards: NIA, NIAAA, NIAID (SBIR only), NICHD (SBIR only and only Competing Renewals of NICHD-
supported Phase Il awards), NIDA, NIDCD, NIDDK (only Competing Renewals of NIDDK-supported Phase 11 awards), NEI
(SBIR only), NIGMS (SBIR only), NIMH (SBIR only), NCATS (SBIR only), and ORIP (SBIR only). NCI offers Phase 1B
opportunities that focus on the commercialization of SBIR-developed technologies. Contact the NCI SBIR Development
Center at 240-276-5300, NCISBIR@mail.nih.gov for additional information. NHLBI offers Phase 1B Competing Renewals
that focus on the commercialization of technologies requiring regulatory approval through the NHLBI Bridge Award (RFA-
HL-13-016) and the NHLBI Small Market Award (RFA-HL-14-012). Contact Kurt Marek, Ph.D., at 301-443-8778 or
kurt.marek@nih.gov for additional information. NINDS accepts Phase I1B SBIR/STTR Competing Renewal applications
through specific opportunities that focus on the commercialization of SBIR and STTR developed technologies. These
opportunities can be found on the NINDS SBIR webpage: http://www.ninds.nih.gov/funding/small-
business/small_business funding_opportunities.htm. Contact Stephanie Fertig, M.B.A., at 301-496-1779 or
fertigs@ninds.nih.gov for additional information.

2.4  Awarding Components
The following awarding components are participating in this SBIR Solicitation for Contract Proposals.
National Institutes of Health (NIH) Components:

National Cancer Institute (NCI)

National Center for Advancing Translational Sciences (NCATS)

National Heart, Lung, and Blood Institute (NHLBI)

National Institute on Aging (NIA)

National Institute on Alcohol Abuse and Alcoholism (NIAAA)

National Institute of Allergy and Infectious Diseases (NIAID)

National Institute on Drug Abuse (NIDA)
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Centers for Disease Control and Prevention (CDC) Components:
Center for Global Health (CGH)
National Center for Birth Defects and Developmental Disabilities (NCBDDD)
National Center for Chronic Disease Prevention and Health Promotion (NCCDPHP)
National Center for Emerging Zoonotic and Infectious Diseases (NCEZID)
National Center for HIV/AIDs, Viral Hepatitis, STD, and TB Prevention (NCHHSTP)
National Center for Immunization and Respiratory Diseases (NCIRD)

Office of Public Health Preparedness and Response (OPHPR)



3  DEFINITIONS

3.1  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/cqi/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 I, Phase Il, or Phase 111 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.

Covered Small Business Concern. A small business concern that:

(1) Was not majority-owned by multiple venture capital operating companies (VCOCSs), 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) s 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
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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. 8§ 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 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
submitted in response to a program solicitation.
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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.

Program Solicitation. A formal solicitation for proposals issued by a Federal agency that notifies the small business
community of its R/R&D needs and interests in broad and selected areas, as appropriate to the agency, and requests proposals
from SBCs in response to these needs and interests. Announcements in the Federal Register or the GPE are not considered an
SBIR Program solicitation.

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 I, Phase Il, or Phase Il 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:

(@) Ownership and control.
(1) An SBIR awardee must

(i) Be aconcern 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

(if) 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

(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) 1f 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) Ifatrust 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.
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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.

3.2 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:

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

(c) clinical studies, or

(d) development of new technologies.

(2) Epidemiologic and Behavioral Studies.

(3) Outcomes Research and Health Services Research.
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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 I 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 Il 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 111 Clinical Trial. For the purpose of the Guidelines an NIH-defined Phase 111 clinical trial
is a broadly based prospective Phase I11 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 11 clinical trials.

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.
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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.

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.
10
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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. akey 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. Asystematic 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.
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).
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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

(ii) 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

(if) 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;

(ii) 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

(i) ifafood 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
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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 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/sh/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.
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4  PROPOSAL FUNDAMENTALS

Unless otherwise specified, Section 4 applies to both Phase | and Phase II.

4.1 Introduction

The proposal must provide sufficient information to demonstrate to the evaluator(s) that the proposed work represents an
innovative approach to the investigation of an important scientific or engineering problem and is worthy of support under the
stated criteria. The proposed research or research and development must be responsive to the chosen topic, although it need
not use the exact approach specified in the topic. Anyone contemplating a proposal for work on any specific topic should
determine that (a) the technical approach has a reasonable chance of meeting the topic objective, (b) this approach is
innovative, not routine, with potential for commercialization and (c) the proposing firm has the capability to implement the
technical approach, i.e., has or can obtain people and equipment suitable to the task.

4.2  Offeror Eligibility and Performance Requirements

To receive SBIR funds, each awardee of a SBIR Phase | or Phase Il 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.

Each offeror must qualify as a small business for research or research and development purposes and certify to this on the
Cover Sheet (Appendix A) of the proposal. For Phase |, a minimum of two-thirds of the research or analytical effort must be
performed by the awardee. For Phase 11, a minimum of one-half of the research or analytical effort must be performed by the
awardee. The percentage of work will be measured by labor hours. Offeror’s planning to subcontract a significant fraction
of their work should verify how it will be measured with their HHS Component contracting officer during contract
negotiations. For both Phase I and 11, the principal investigator must be primarily employed with the small business firm or
the research institution. Primary employment means that more than one half (50%) of the employee's time is spent with the
small business. Primary employment with a small business concern precludes full-time employment at another organization.
For both Phase | and Phase I1, all research or research and development work must be performed by the small business
concern and its subcontractors in the United States.

Phase I to Phase Il Transition Benchmark. Section 4(a) of the SBIR Policy Directive calls for each Federal agency
participating in SBIR to set a Phase | to Phase Il transition rate benchmark in response to Section 5165 of the SBIR/STTR
Reauthorization Act of 2011. The rate is the minimum required ratio of past Phase I1/Phase | awards that an awardee firm
must maintain to be eligible for a new Phase | award from a particular agency. The benchmark will apply to those Phase |
applicants that have received 20 or more Phase | awards Program-wide. Small businesses can view their transition rate on
www.shir.gov upon completion of registration. When logging in, the Phase | to Phase 11 transition rate will be displayed in
the welcome screen.

The HHS benchmark uses a five-year period and counts an applicant’s total number of Phase | awards over the last five fiscal
years, excluding the most recently completed fiscal year; and the total number of Phase 11 awards over the last five fiscal
years, including the most recently completed year. The HHS SBIR Phase | to 1l Transition Benchmark as published in the
Federal Register is:

For all SBIR Program Phase | contract applicants that have received 20 or more Phase | awards over the 5-year
period, the ratio of Phase Il awards received to Phase | awards received must be at least 0.25.

4.3  Multiple Principal Investigators

The NIH now provides offerors the opportunity to propose a multiple Principal Investigator (PI) model on research and
development contracts. The multiple PI model is intended to supplement, and not replace, the traditional single Pl model. The
NIH chose this RFP as a candidate for the multiple PI model. Ultimately, the decision to submit a proposal using the multiple
P1 versus single Pl is the decision of the investigators and their institutions. The decision should be consistent with and
justified by the scientific goals of the project.
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4.4  Joint Ventures

Joint ventures and limited partnerships are permitted, provided that the entity created qualifies as a small business in
accordance with the Small Business Act, 15 U.S.C. § 631.Majority Ownership in Part by Multiple Venture Capital, Hedge
Fund, and Private Equity Firms (NIH COMPONENTS ONLY)

4.5  Majority Ownership in Part by Multiple Venture Capital, Hedge Fund, and Private Equity Firms (NIH
COMPONENTS ONLY)

Small businesses that are owned in majority part by multiple venture capital operating companies (VCOCs), hedge funds, or
private equity funds are eligible to submit proposals for opportunities under this solicitation to the National Institutes of
Health components.

SBIR Application Certification for small business concerns majority-owned by multiple venture capital operating
companies, hedge funds, or private equity firms

Applicant small business concerns that are majority-owned by multiple venture capital operating companies (VCOC), hedge
funds, or private equity firms (e.g. majority VCOC-owned) are required to submit a “SBIR Application VCOC
Certification” at time of their application submission per the SBIR Policy Directive. Follow the instructions below.

1. Download the “SBIR Application VCOC Certification.pdf” at the NIH SBIR Forms webpage.

2. Answer the 3 questions and check the certification boxes.
3. The authorized business official must sign the certification.
4. The signed SBIR Application VCOC Certification must be submitted as part of the Pricing Proposal.

Applicant small business concerns who are 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 (i.e. NOT majority VCOC-owned) should NOT fill out the SBIR Application VCOC Certification and
should NOT attach it their application package.

4.6  Majority Ownership in Part by Multiple Venture Capital, Hedge Fund, and Private Equity Firms (CDC
COMPONENTS ONLY)

Small businesses that are owned in majority part by multiple venture capital operating companies (VCOCs), hedge funds, or
private equity funds are ineligible to submit proposals for opportunities under this solicitation to the CDC components.

4.7 Conflicts of Interest

Contract awards to firms owned by or employing current or previous Federal Government employees could create conflicts
of interest for those employees which may be a violation of federal law. Proposing firms should contact the cognizant Ethics
Counselor from the employee’s Government agency for further guidance if in this situation.

4.8 Market Research.

The NIH/CDC will not support any market research under the SBIR program. Neither will it support studies of the
literature that will lead to a new or expanded statement of work. Literature searches where the commercial product is a
database are acceptable.

For purposes of the SBIR program, “market research” is the systematic gathering, recording, computing, and analyzing of
data about problems relating to the sale and distribution of the subject of the research project. It includes various types of
research, such as the size of potential market and potential sales volume, the identification of consumers most apt to purchase
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the products, and the advertising media most likely to stimulate their purchases. However, “market research” does not include
activities under a research plan or protocol that require a survey of the public as part of the objective of the project to
determine the impact of the subject of the research on the behavior of individuals.

49 OMB Clearance

Any research proposal involving the collection of information, such as surveys or interviews of 10 or more public
respondents will require clearance by the U.S. Office of Management and Budget. Therefore it is not practical to propose any
such activity for Phase I, which normal only has a six-month period of performance.

4.10 Research Involving Human Subjects

The HHS regulations “Protection of Human Subjects” (45 CER 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 identifiable private information

Notice to Offerors of Requirements of 45 CFR Part 46, Protection of Human Subjects, HHSAR 352.270-4(a) (January
2006)

a. Copies of the Department of Health and Human Services (HHS) regulations for the protection of human
subjects, 45 CFR Part 46, are available from the Office for Human Research Protections (OHRP), Bethesda,
Maryland 20892. The regulations 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 HHS.

b. The regulations define a human subject as a living individual about whom an investigator (whether professional
or student) conducting research obtains data through intervention or interaction with the individual, or
identifiable private information. The regulations extend to the use of human organs, tissue, and body fluids from
individually identifiable human subjects as well as to graphic, written, or recorded information derived from
individually identifiable human subjects. The use of autopsy materials is governed by applicable State and local
law and is not directly regulated by 45 CFR Part 46.

c. Activities in which the only involvement of human subjects will be in one or more of the categories set forth in
45 CFR 46.101(b)(1-6) are exempt from coverage.

d. Inappropriate designations of the noninvolvement of human subjects or of exempt categories of research in a
project may result in delays in the review of a proposal. The Government's Project Officer will make a final
determination of whether the proposed activities are covered by the regulations or are in an exempt category,
based on the information provided in the proposal. In doubtful cases, the Project Officer will consult with
OHRP.

e. Inaccordance with 45 CFR Part 46, prospective Contractors being considered for award shall be required to file
with OHRP an acceptable Assurance of Compliance with the regulations, specifying review procedures and
assigning responsibilities for the protection of human subjects. The initial and continuing review of a research
project by an institutional review board shall assure that: the rights and welfare of the human subjects involved
are adequately protected; the risks to the subjects are reasonable in relation to both the potential benefits, if any,
to the subjects and the importance of the knowledge to be gained; and informed consent will be obtained by
methods that are adequate and appropriate. HHS regulations for the protection of human subjects (45 CFR Part
46), information regarding OHRP registration and assurance requirements/processes, and OHRP contact
information can be accessed at the OHRP Website.

f.  Offerors may consult with OHRP for advice or guidance concerning either regulatory requirements or ethical
issues pertaining to research involving human subjects.
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4.11 Care of Live Vertebrate Animals
The following notice is applicable when contract performance is expected to involve care of live vertebrate animals:

Notice to Offerors of Requirement for Compliance with the Public Health Service Policy on Humane Care and Use of
Laboratory Animals, HHSAR 352.270-5(a) (January 2006)

The Public Health Service (PHS) Policy on Humane Care and Use of Laboratory Animals (PHS Policy) establishes a number
of requirements for research activities involving animals. Before award may be made to an applicant organization, the
organization shall file, with the Office of Laboratory Animal Welfare (OLAW), National Institutes of Health (NIH), a written
Animal Welfare Assurance (Assurance) which commits the organization to comply with the provisions of the PHS Policy,
the Animal Welfare Act, and the Guide for the Care and Use of Laboratory Animals (National Academy Press, Washington,
DC). In accordance with the PHS Policy, applicant organizations must establish an Institutional Animal Care & Use
Committee (IACUC), qualified through the experience and expertise of its members, to oversee the institution's animal
program, facilities and procedures. Applicant organizations are required to provide verification of IACUC approval prior to
release of an award involving live vertebrate animals. No award involving the use of animals shall be made unless OLAW
approves the Assurance and verification of IACUC approval for the proposed animal activities has been provided to the
Contracting Officer. Prior to award, the Contracting Officer will notify Contractor(s) selected for projects that involve live
vertebrate animals that an Assurance and verification of IACUC approval are required. The Contracting Officer will request
that OLAW negotiate an acceptable Assurance with those Contractor(s) and request verification of IACUC approval. For
further information contact OLAW, at NIH, 6705 Rockledge Drive, RKL1, Suite 360, MSC 7982 Bethesda, Maryland
20892-7982 (E-mail: olaw@od.nih.gov ; Phone: 301-496-7163).

The PHS Policy is available on the internet at: http://www.grants.nih.gov/grants/olaw/olaw.htm.

4.12 Research Involving Recombinant DNA Molecules

Recombinant DNA Molecules are either 1) molecules that are constructed outside of 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). All research involving recombinant DNA molecules that is conducted at or sponsored by
an entity that receives any support for recombinant DNA research from NIH shall be conducted in accordance with the NIH
Guidelines for Research Involving Recombinant DNA Molecules (NIH Guidelines). The NIH Guidelines stipulate biosafety
and containment measures for recombinant DNA research and delineate points to consider in the development and conduct of
human gene transfer clinical trials, including ethical principles and safety reporting requirements (See Appendix M of the
Guidelines). More information about compliance with the NIH Guidelines can be found in a set of Frequently Asked

Questions.

The NIH Guidelines apply to both basic and clinical research studies. Prior to beginning any clinical trials involving the
transfer of recombinant DNA to humans, the trial must be registered with the NIH OBA and reviewed by the NIH
Recombinant DNA Advisory Committee (RAC). If this contract involves new protocols that contain unique and/or novel
issues, the RAC may recommend that the protocol also be discussed by the RAC in a public forum. Approval of the
Institutional Biosafety Committee (IBC) and the Institutional Review Board (IRB) are necessary before the Contracting
Officer's Representative (COR) and Contracting Officer may approve the protocol prior to the start of the research. The IBC
approval may not occur before the NIH RAC has concluded its review of the protocol.

Failure to comply with the NIH Guidelines may result in suspension, limitation, or termination of the contract for any work
related to recombinant DNA research or a requirement for Contracting Officer prior approval of any or all recombinant DNA
projects under this contract. This includes the requirements of the Institutional Biosafety Committee (IBC).

As specified in Appendix M-1-C-4 of the NIH Guidelines, any serious adverse event that that is both unexpected and
associated with the use of the gene transfer product (i.e., there is reasonable possibility that the event may have been caused
by the use of the product) must be reported to the NIH OBA and IBC within 15 days, or within 7 days if the event was life-
threatening or resulted in a death. A copy of the report must also be filed with the COR and Contracting Officer (See
http://oba.od.nih.gov/oba/rac/quidelines_02/APPENDIX_M.htm). Such reports must also be submitted within their
mandated time frames to the IRB, Food and Drug Administration, and, if applicable, the HHS Office for Human Research
Protections.

17


mailto:olaw@od.nih.gov
http://www.grants.nih.gov/grants/olaw/olaw.htm
http://oba.od.nih.gov/rdna/nih_guidelines_oba.html
http://oba.od.nih.gov/rdna/nih_guidelines_oba.html
http://oba.od.nih.gov/rdna_ibc/ibc_faq.html
http://oba.od.nih.gov/rdna_ibc/ibc_faq.html
http://oba.od.nih.gov/rdna_ibc/ibc.html
http://oba.od.nih.gov/oba/rac/guidelines_02/APPENDIX_M.htm

4.13 Debriefing

An unsuccessful offeror that submits a written request for a debriefing within 3 days of being notified that its proposal was
not selected for award will be provided a debriefing. Please note that Component-unique debriefing processes exist; in those
cases, the Component debriefing instructions supersede instructions provided here. The written request should be sent to the
HHS organization that provided such notification to the offeror. Be advised that an offeror that fails to submit a timely
request is not entitled to a debriefing, although untimely debriefing requests may be accommodated at the Government's
discretion.

4.14 Phase | Award and (FAST TRACK NIH ONLY) Information

a.  Number of Phase | Awards. The Topic Description indicates the number of Phase | contract awards
anticipated by the HHS Component. No Phase | contracts will be awarded until evaluation of all eligible
proposals for a specific topic is completed.

b. Type of Funding Agreement. Each Phase | proposal selected for award will be funded under negotiated
contracts. It is anticipated that the amounts negotiated for award will include a reasonable fee or profit
consistent with normal profit margins provided to profit-making firms for R/R&D work. Firm fixed price
contracts will be awarded for all Phase | projects.

c. Dollar Value. The Phase | contract value varies among the HHS Components; it is therefore important for
proposing firms to review understand Section 12.0 COMPONENT INSTRUCTIONS AND TECHNICAL
TOPIC DESCRIPTIONS, for the component to which they are proposing for any specific instructions regarding
award size.

4.15 Phase II/FAST TRACK Award Information

a. Number of Phase Il (as part of FAST TRACK) Awards. The number of Phase Il awards will depend upon
the results of the Phase | efforts and the availability of funds.

b. Type of Funding Agreement. Each Phase Il proposal selected for award will be funded under a cost,
reimbursement, negotiated contract and will include a reasonable fee or profit consistent with normal profit
margins provided to profit-making firms for R/R&D work.

c. Average Dollar Value. The typical size of award varies across the HHS Components. Information on award
size will be provided in HHS Component instructions for submission of Phase 11 proposals.

4.16 Registrations and Certifications
Registration in the System for Award Management (SAM)

Before the HHS Components can award a contract, proposing firms must be registered in the System for Award Management
(SAM). If you were previously registered in CCR, your information has been transferred to SAM. However, it is in the
firm’s interest to visit SAM and ensure that all the firm’s data is up to date from SAM and other databases to avoid delay in
award. SAM replaced the Central Contractor Registration (CCR), Online Representations and Certifications Application
(ORCA), and the Excluded Parties List System (EPLS). SAM allows firms interested in conducting business with the federal
government to provide basic information on business capabilities and financial information. To register, visit SAM.gov.

SBA Company Registry

All applicants to the SBIR and STTR programs are required to register at the SBA Company Reqistry 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
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company, you may verify the information on the SAM site. Confirmation of your 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. Ifyou 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.

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 | and 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.

4.17 Promotional Materials

Promotional and non-project related discussion is discouraged and additional information provided via Universal Resource
Locator (URL) links or on computer disks, CDs, DVDs, video tapes or any other medium will not be accepted or considered
in the proposal evaluation.

4.18 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. A firm that
receives a Phase | SBIR contract may submit a Phase Il grant application and vice versa.

A Phase | contractor is eligible to submit a Phase 11 contract or grant proposal. Phase | contractors will be informed of the
opportunity to apply for Phase II.

IMPORTANT — While it is permissible, with proposal notification, to submit identical proposals or proposals containing a
significant amount of essentially equivalent work for consideration under numerous federal program solicitations, it is
unlawful to enter into contracts or grants requiring essentially equivalent effort. If there is any question concerning prior,
current, or pending support of similar proposals or awards, it must be disclosed to the soliciting agency or agencies as early
as possible.
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4.19 Fraud and False Statements

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.

The Contractor shall not use contract funds to disseminate information that is deliberately false or misleading.

4.20 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 11
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.

NIH and CDC Components

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.

421 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 Central Contractor Registration (CCR)
database before the award of a contract. Offerors must access the CCR through the System for Award Management (SAM)

located at www.sam.gov.

Payments on Phase | contracts may be made based on the satisfactory completion, receipt and acceptance of contract
deliverables. Advance payments may be requested, and approved on a case-by-case basis, and is dependent on Agency
procedures. Invoices/financing requests submitted for costs incurred under Phase 11 cost reimbursement contracts will be no
more frequently than on a monthly basis unless otherwise authorized by the contracting officer.
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4.22 Proprietary Information

Information contained in unsuccessful proposals will remain the property of the applicant. The Government may, however,
retain copies of all proposals. Public release of information in any proposal submitted will be subject to existing statutory and
regulatory requirements. If proprietary information is provided by an applicant in a proposal, which constitutes a trade secret,
proprietary commercial or financial information, confidential personal information or data affecting the national security, it
will be treated in confidence, to the extent permitted by law. This information must be clearly marked by the applicant with
the term “confidential proprietary information” and the following legend must appear on the title page of the proposal:
“These data shall not be disclosed outside the Government and shall not be duplicated, used, or disclosed in whole or in part
for any purpose other than evaluation of this proposal. If a funding agreement is awarded to this applicant as a result of or in
connection with the submission of these data, the Government shall have the right to duplicate, use, or disclose the data to the
extent provided in the funding agreement and pursuant to applicable law. This restriction does not limit the Government's
right to use information contained in the data if it is obtained from another source without restriction. The data subject to this
restriction are contained on pages __ of this proposal.”

4.23 ldentification and Marking of SBIR Technical Data in Proposals

To preserve the SBIR data rights of the awardee, the legend (or statements) used in the SBIR Data Rights clause included in
the SBIR award must be affixed to any submissions of technical data developed under that SBIR award. If no Data Rights
clause is included in the SBIR award, the following legend, at a minimum, should be affixed to any data submissions under
that award. These SBIR data are furnished with SBIR rights under Funding Agreement No. __ (and subcontract No. __if
appropriate), Awardee Name __, Address, Expiration Period of SBIR Data Rights __. The Government may not use, modify,
reproduce, release, perform, display, or disclose technical data or computer software marked with this legend for four (4)
years. After expiration of the 4- year period, the Government has a royalty-free license to use, and to authorize others to use
on its behalf, these data for Government purposes, and is relieved of all disclosure prohibitions and assumes no liability for
unauthorized use of these data by third parties, except that any such data that is also protected and referenced under a
subsequent SBIR award shall remain protected through the protection period of that subsequent SBIR award. Reproductions
of these data or software must include this legend.”

21



5 CONTRACT REQUIREMENTS

5.1  Other Contract Requirements

Upon award of a contract, the contractor will be required to make certain legal commitments through acceptance of
Government contract clauses in the Phase | contract. The outline that follows is illustrative of the types of provisions
required by the Federal Acquisition Regulation that will be included in the Phase | contract. This is not a complete list of
provisions to be included in Phase | contracts, nor does it contain specific wording of these clauses. While a Phase Il contract
may include some or all of the provisions below, additional provisions will be required. Copies of complete general
provisions will be made available prior to award.

a.

b.

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

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

Examination of Records. The Comptroller General (or a fully 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 if the contractor fails to perform the work contracted.
Termination for Convenience. The contract may be terminated at any time by the Government 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.

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

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 (that is, receives overtime pay).

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

Affirmative Action for Veterans. The contractor will not discriminate against any employee or applicant for
employment because he or she is a disabled veteran.

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

Officials Not to Benefit. No member of or delegate to Congress shall benefit from the contract.
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.

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

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

E-Verify. Contracts exceeding the simplified acquisition threshold may include the FAR clause 52.222-54
“Employment Eligibility Verification” unless exempted by the conditions listed at FAR 22.1803.
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p. Needle Distribution. The Contractor shall not use contract funds to carry out any program of distributing
sterile needles or syringes for the hypodermic injection of any illegal drug.

g. Acknowledgement of Federal Funding. The Contractor shall clearly state, 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: (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) the
percentage and dollar amount of the total costs of the project or program that will be financed by
nongovernmental sources.

r. Restriction on Abortions. The Contractor shall not use contract funds for any abortion.

s. Continued Ban on Funding of Human Embryo Research. The Contractor shall not use contract funds 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 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)). 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.

Additionally, in accordance with a March 4, 1997 Presidential Memorandum, Federal funds may not be used for
cloning of human beings.

t. Limitation on Use of Funds for Promotion of Legalization of Controlled Substances. The Contractor shall
not use contract funds to support activities that promote the legalization of any drug or other substance included
in schedule I of the schedules of controlled substances established under section 202 of the Controlled
Substances Act, except for normal and recognized executive-congressional communications. This limitation
shall not apply when the Government determines that 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.

u. Dissemination of False or Deliberately Misleading Information. The Contractor shall not use contract funds
to disseminate information that is deliberately false or misleading.

v. Salary Rate Limitation. None of the funds appropriated in this title shall be used to pay the salary of an
individual, through a grant or other extramural mechanism, at a rate in excess of Executive Level I11." In
previous years, the Salary Limitation was based upon Executive Level | of the Federal Executive Pay
Scale. Effective January 1 through December 31, 2010 the Executive Level | of the Federal Executive Pay
Scale was $199,700. Effective December 23, 2011, the Salary Limitation is based upon the Executive
Level Il of the Federal Executive Pay Scale. That amount is $179,700.

w. Anti-Lobbying. No part of any appropriation contained in this Act or transferred pursuant to section 4002 of
Public Law 111-148 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, electronic communication, radio, television, or video presentation designed to support or defeat the
enactment of legislation before the Congress or any State or local legislature or legislative body, except in
presentation to the Congress or any State or local legislature itself, or designed to support or defeat any
proposed or pending regulation, administrative action, or order issued by the executive branch of any State or
local government, except in presentation to the executive branch of any State or local government itself.

5.2  Special Contract Requirements

Specific contract requirements relating to research involving the use of Human Subjects or Animals will be required in any
contract awarded for a project involve the use of Human Subjects or Animals.
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5.3  Copyrights

With prior written permission of the Contracting Officer, the awardee may copyright material developed with HHS support.
HHS receives a royalty-free license for the Federal Government and requires that each publication contain an appropriate
acknowledgment and disclaimer statement.

5.4 Patents

Small business firms normally may retain the principal worldwide patent rights to any invention developed with Government
support. The Government receives a royalty-free license for its use, reserves the right to require the patent holder to license
others in certain limited circumstances, and requires that anyone exclusively licensed to sell the invention in the United States
must normally manufacture it domestically. To the extent authorized by 35 USC 205, the Government will not make public
any information disclosing a Government-supported invention for a period of four years to allow the awardee to pursue a
patent. See also Invention Reporting in Section 5.6.

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

See also Invention Reporting in Section 5.6.

5.5  Technical Data Rights

Rights in Data Developed Under SBIR Funding Agreement. The Act provides for “retention by an SBC of the rights to data
generated by the concern in the performance of an SBIR award.”

(1) Each agency must refrain from disclosing SBIR technical data to outside the Government (except reviewers) and
especially to competitors of the 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 I, Phase 11, or Federally-funded SBIR Phase I11) unless, subject to paragraph (b) (3) of
this section, the agency obtains permission to disclose such SBIR technical data from the awardee or SBIR applicant.
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 I11 award is issued within or after the Phase |1 data rights
protection period and the Phase 111 award refers to and protects data developed and protected under the Phase 1l award,
then that data must continue to be protected through the Phase 111 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, 1, or 111 of the SBIR Program, as described in section 4 of the SBIR Policy Directive. The scope
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and extent of the SBIR technical data rights applicable to Federally-funded Phase 111 awards is identical to the SBIR data
rights applicable to Phases I and 1l SBIR awards. The data rights protection period lapses only:

(i) Upon expiration of the protection period applicable to the SBIR award; or

(if) By agreement between the awardee and the agency.

5.6  Invention Reporting

The reporting of inventions may be accomplished by submitting paper documentation, including fax, or through the Edison
Invention Reporting System for those agencies participating in iEdison.

Inventions must be reported promptly—within two months of the inventor’s initial report to the contractor organization—to:

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

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.

If no invention is disclosed or no activity has occurred on a previously disclosed invention during the applicable reporting
period, a negative report shall be submitted to the Contracting Officer at the address listed above.

To assist contractors in complying with invention reporting requirements of the clause, the NIH has developed "Interagency
Edison," an electronic invention reporting system. Use of Interagency Edison is encouraged as it streamlines the reporting
process and greatly reduces paperwork. Access to the system is through a secure interactive Web site to ensure that all
information submitted is protected. Interagency Edison and information relating to the capabilities of the system can be
obtained from the Web.
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6 METHOD OF EVALUATION

If the NIH Component has indicated in the topic description that FAST Track proposals are accepted under a specific topic,
and the offeror wishes to be considered for a FAST Track award, they must submit a Phase | and Phase 1l (FAST Track)
proposal for concurrent peer review and evaluation. The Phase | and Fast Track Proposals will be evaluated and scored
individually. Consequently, if a Phase | proposal is evaluated and found to be Technically Unacceptable; the Fast Track
proposal will not be evaluated.

All proposals will be evaluated and judged on a competitive basis. Using the technical evaluation criteria specified below, a
panel of primarily nongovernment experts knowledgeable in the disciplines or fields under review will evaluate proposals 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 proposals or any specific number of proposals in a given topic. It may also elect
to fund several or none of the proposed approaches to the same topic.

6.1 Evaluation Process

Your proposal will be peer reviewed by an external panel of experts 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.

Data Sharing Plan http://grants.nih.gov/grants/policy/data_sharing

Human Subject Protection http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html

Data Safety Monitoring Plan http://grants.nih.gov/grants/quide/notice-filessfNOT-OD-00-038.html
Inclusion of Women and Minorities in Study Populations
http://grants.nih.gov/grants/funding/women_min/women_min.htm

Inclusion of Children http://www.hhs.gov/ohrp/humansubjects/quidance/45cfr46.html#subpartd
e Animal Welfare http://grants.nih.gov/grants/oer_offices/olaw.htm

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 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. A contract may be awarded
only if the proposal has been recommended as technically acceptable by the peer review panel. Funding for any/all
acceptable proposals is not guaranteed. Proposals that are found to be technically unacceptable by the peer review panel
will not be considered further for award.

Selection of an offeror for contract award will be based on an evaluation of proposals against two factors. The factors in order
of importance are: technical and cost/price. However, cost/price may become a critical factor in source selection in the event
that two or more offerors are determined to be essentially equal following the evaluation of all factors other than cost or

price. Inany event, the Government reserves the right to make an award to that offeror whose response provides the best
overall value to the Government.

6.2 Phase | Technical Evaluation Criteria

Proposals will be evaluated based on the criteria outlined below:
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FACTORS FOR PHASE | PROPOSALS

WEIGHT

1. The soundness and technical merit of the proposed approach based on:

a. ldentification of clear measureable goals (milestones) that have a reasonable chance of
meeting the topic objective in Phase I;

b. The approach is innovative and not routine,

c.  Offeror’s ability to implement technical approach, i.e., has or can obtain the resources
(facilities, personnel and equipment) suitable to the task.

(Preliminary data are not required for Phase | proposals.)

40%

2. The qualifications of the proposed PDs/Pls, is the leadership approach, including the
designated roles and responsibilities, governance, and organizational structure, consistent with
and justified by the aims of the project and expertise of each of the PDs/PIs?

20%

3. The potential of the proposed research for technological innovation.

15%

4. The potential of the proposed research for commercial application. The commercial potential
of a proposal will be assessed using the following criteria:

a.  Whether the outcome of the proposed research activity will likely lead to a marketable
product or process.

b. The offeror’s discussion of the potential barriers’ to entry and the competitive market
landscape as well as method to overcome.

15%

5. The adequacy and suitability of the facilities and research environment.

10%

Technical reviewers will base their conclusions only on information contained in the proposal. It cannot be assumed that
reviewers are acquainted with the firm or key individuals or any referenced experiments. Relevant supporting data such as
journal articles, literature, including Government publications, etc., should be contained or referenced in the proposal and

will count toward the page limit.

6.3 FAST TRACK (NIH ONLY)/Phase Il Technical Evaluation Criteria Evaluation Criteria

FACTORS FOR PHASE Il PROPOSALS

WEIGHT

1. The soundness and technical merit of the proposed approach based on:

a. ldentification of clear measureable goals (milestones) that have a reasonable chance of
meeting the topic objective in Phase Il;

b. The approach is innovative and not routine,

c. Offeror’s ability to implement technical approach, i.e., has or can obtain the resources
(facilities, personnel and equipment) suitable to the task.

25%
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FACTORS FOR PHASE Il PROPOSALS

WEIGHT

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) commitments of additional investment during
Phase | and Phase 11 from private sector or other non-SBIR funding sources, and (c) any other
indicators of commercial potential for the proposed research.

30%

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

For proposals designating multiple PDs/Pls, is the leadership approach, including the 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/Pls?

25%

4. The adequacy and suitability of the facilities and research environment.

15%

Technical reviewers will base their conclusions only on information contained in the proposal. It cannot be assumed that
reviewers are acquainted with the firm or key individuals or any referenced experiments. Relevant supporting data such as
journal articles, literature, including Government publications, etc., should be contained or referenced in the proposal and

will count toward the page limit.

6.4  Award Decisions

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.

5. Cost/Price

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 SBIR contract projects do not require establishing a competitive range or requesting final proposal revisions before

reaching source selection decisions.

28




7  PROPOSAL SUBMISSION

7.1  Limitation on the Length of the Technical Proposal.
SBIR Phase | technical proposals (Item 1) shall not exceed 50 pages.

SBIR Phase Il technical proposals (Item 1) shall not exceed 150 pages. All pages shall be single-sided, single-spaced pages
for the entire proposal, all inclusive [including all pages, cover sheet(s), tables, CVs, resumes, references, pictures/graphics,
and all enclosures, appendices or attachments, etc.]. Proposal pages shall be numbered “Page 1 of 50,” “Page 2 of 50,” and so
on. Pages shall be of standard size (8.5” X 11”) with a font size of 11 points (or larger). Two sided pages count as two pages.
There are NO exclusions to the page limit — the technical proposal shall not exceed 50 pages for Phase I, and 150 pages for
Phase 11. Pages in excess of the page limitation will be removed from the proposal and will not be read, considered, or
evaluated.

7.2 Submission, Modifications, Revision, and Withdrawal of Proposals

(a) Offerors are responsible for submitting proposals, and any revisions, and modifications, so as to reach the Government
office designated in the solicitation by the time specified in the solicitation. Offerors may use any transmission method
authorized by the solicitation (i.e., regular mail, electronic commerce, or facsimile). If no time is specified in the
solicitation, the time for receipt is 4:30 p.m., local time, for the designated Government office on the date that proposals
are due.

(b) (1) Any proposal, modification, or revision, that is received at the designated Government office after the exact
time specified for receipt of proposals is “late” and will not be considered unless it is received before award
is made, the contracting officer determines that accepting the late proposal would not unduly delay the
acquisition ; and—

(i) If it was transmitted through an electronic commerce method authorized by the solicitation, it was
received at the initial point of entry to the Government infrastructure not later than 5:00 p.m. one
working day prior to the date specified for receipt of proposals; or

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

(iii) 1t was the only proposal received under the HHS Component Topic.

(2) However, a late modification of an otherwise successful proposal, that makes its terms more favorable to
the Government, will be considered at any time it is received and may be accepted.

(c) 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.

(d) If an emergency or unanticipated event interrupts normal Government processes so that proposals cannot be received at
the Government office designated for receipt of proposals by the exact time specified in the solicitation, and urgent
Government requirements preclude amendment of the solicitation closing date, 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.

(e) Proposals may be withdrawn by written notice at any time before award. One copy of withdrawn proposals should be

retained in the contract file (see 4.803(a) (10)). Extra copies of the withdrawn proposals may be destroyed or returned to
the offeror at the offerors request. Extremely bulky proposals must only be returned at the offeror’s request and expense.
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(f) The contracting officer must promptly notify any offeror if its proposal, modification, or revision was received late, and
must inform the offeror whether its proposal will be considered, unless contract award is imminent and the notice
prescribed in 15.503(b) would suffice.

(9) Late proposals and modifications that are not considered must be held unopened, unless opened for identification, until
after award and then retained with other unsuccessful proposals.

(h) If available, the following must be included in the contracting office files for each late proposal, modification, revision,
or withdrawal:

(1) The date and hour of receipt.
(2) A statement regarding whether the proposal was considered for award, with supporting rationale.

(3) The envelope, wrapper, or other evidence of date of receipt.

7.3 How To Submit Proposals

Paper copies and the Original Proposal are to be submitted by the due date and time specified in the solicitation, and to the
Contracting Officer, at the address specified for their respective HHS Component or Topic in Section 10.

We do not have the technology at this time to accept electronic proposals. Nor do we have a portal through which you can
track your proposal through the award process. Please keep your component contact information available so that you can
contact them directly for an update on your proposal.
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8 PROPOSAL PREPARATION AND INSTRUCTIONS

8.1  Introduction
It is important to read and follow the proposal preparation instructions carefully. The requirements for Phase | and FAST

Track proposals are different, and are outlined below. Pay special attention to the requirements concerning Human Subjects
and Animal Research if your project will encompass the use of either item.

8.2  Phase I Proposal Instructions
A complete Phase | proposal consists of four elements:
Item 1: Technical Element (1 Original, 5 Copies)
a. Proposal Cover Sheet Appendix A
b. Table of Contents
c. Abstract of the Research Plan, (Appendix B)
d. Content of the Technical Element
Item 2: Pricing Proposal (Appendix C) (1 Original, 5 copies)
Item 3: SBIR Application VCOC Certification
(See Section 4.5 to determine if this applies to your organization)
Item 4: Proof of Registration in the SBA Company Registry
(Refer to Section 4.7 for Directions)
In addition to the paper submissions, proposers are also encouraged to submit two (2) CD. One CD should contain Item 1
only and the other CD should contain Items 2-4, all in PDF format (Adobe Acrobat). 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.

With the exception of the FAST TRACK proposals that may be submitted as specified in some NIH ONLY Research
Topics, Phase 11 proposals may only be submitted by Phase | awardees. Submission of Phase 11 proposals are not
permitted at this time and, if submitted, will be rejected without evaluation. Phase 11 proposal preparation and
submission instructions will be provided by the HHS Components to Phase | awardees in a separate solicitation.

IMPORTANT -- While it is permissible, with proposal notification, to submit identical proposals or proposals containing a
significant amount of essentially equivalent work for consideration under numerous federal program solicitations, it is
unlawful to enter into contracts or grants requiring essentially equivalent effort. If there is any question concerning this, it
must be disclosed to the soliciting agency or agencies as early as possible. If a proposal submitted for a Phase 11 effort is
substantially the same as another proposal that was funded, is now being funded, or is pending with another Federal Agency,
or another or the same HHS Component, you must reveal this on the Cover Sheet and provide the information required.

8.3  Fast Track Proposal Instructions

A complete Phase 1l as part of a (FAST TRACK) proposal consists of four elements:
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Item 1: Technical Element (1 Original, 5 Copies)
a. Technical Proposal Cover Sheet Appendix D
b. Table of Contents
c. Abstract of the Research Plan, (Appendix B)
d. Content as outlined in the Technical Element Description
e. Draft Statement of Work (Appendix E)
f.  Summary of Related Activities (Appendix F)
Item 2: Pricing Proposal (Appendix C) | (1 Original, 5 Copies)
Item 3: SBIR Application VCOC Certification
(See Section 4.5 to determine if this applies to your organization)
Item 4: Proof of Registration in the SBA Company Registry
(Refer to Section 4.7 for Directions)
In addition to the paper submissions, proposers are also encouraged to submit two (2) CD. One CD should contain Item 1
only and the other CD should contain Items 2-4, all in PDF format (Adobe Acrobat). 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.

1. Technical Proposal Cover Sheet (Item One)

For Phase | Proposals complete the form identified as Appendix A and use it as the first page of the proposal. No
other cover sheet should be used.

MS Word (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixA.docx)

PDF (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixA.pdf)

If submitting a proposal reflecting Multiple Project Directors/Principal Investigators (PDs/Pls), the individual designated
as the Contact PI should be entered here.

For Fast Track Proposals Complete the form identified as Appendix D and use it as the first page of the proposal.
No other cover sheet should be used.

MS Word (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixD.docx)

PDF (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixD.pdf)

If submitting a proposal reflecting Multiple Project Directors/Principal Investigators (PDs/PIs), the individual designated
as the Contact PI should be entered here.

o  Topic Number. Provide the appropriate numerical designator of the research topic for which your proposal is
being submitted

o Project Title. Select a title that reflects the substance of the project. Do not use the title of the topic that appears

in the solicitation.
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o FAST TRACK Only. 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 1.

2. Table of Contents (Item One)

Layout: Include a Table of Contents. Number all pages of your proposal consecutively. Those who wish to respond must
submit a direct, concise, and informative research or research and development proposal (no type smaller than 11-point on
standard 8-1/2" x 11" paper with one inch margins). The header on each page of the technical proposal should contain your
company name and topic number. The header may be included in the one-inch margin.

3. Abstract of Research Plan (Item One)
Complete the form identified as Appendix B

MS Word (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixB.docx)

PDF (http://grants.nih.gov/grants/funding/SBIRContract/ContractAppendixB.pdf)

Do not include any proprietary information as abstracts of successful proposals will be published by NIH. The abstract
should include a brief description of the problem or opportunity, specific aims, and a description of the effort.

Summarize anticipated results and potential commercial applications of the proposed research. Include at the end of the
Abstract a brief description (two or three sentences) of the relevance of this research to public health. In this description,

be succinct and use plain language that can be understood by a general, lay audience.

PROPOSAL AND LABEL AS REQUIRED.

NOTE: PRIOR TO PREPARING THE RESEARCH PLAN APPLICANTS SHOULD REFER TO THE
SPECIFIC RESEARCH TOPIC (SEE SECTION 12.0 OF THE SOLICITATION) TO REVIEW THE
DESCRIPTION AND THE OUTLINED GOALS, ACTIVITIES AND BUDGET BEFORE PREPARING THIS
ELEMENT OF THEIR PROPOSAL. ALSO, IF YOUR RESEARCH IS TO INCLUDE HUMAN OR ANIMAL
SUBJECTS YOU MUST ADDRESS THE REQUIREMENTS OUTLINED IN THE ‘PROPOSAL
FUNDAMENTALS”. ADD RESS THESE ITEMS IN A SEPARATE SECTION OF YOUR TECHNICAL

you are addressing the appropriate Research Plan.

NOTE: The Requirements for the Research Plan(s) for Phase | and Phase 11 are provided below. The Research
Plans for Phase | have distinctly different requirements. In developing your technical proposal please make sure

4. Content of Technical Element (Item 1)
The Technical Item should cover the following items in the order given below.
(A) Research Plan for a Phase I Proposal

Discuss in the order indicated the following elements:

1) Ildentification and Significance of the Problem or Opportunity. Provide a clear statement of the specific

technical problem or opportunity addressed.

2) Technical Objectives. State the specific objectives of the Phase I effort, including the technical
questions it will try to answer to determine the feasibility of the proposed approach.

3) Work Plan. Provide an explicit, detailed plan for the Phase | R&D to be carried out, including the

experimental design, procedures, and protocols to be used. Address how the objectives will be met and
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4)

5)

6)

7)

8)

9)

the questions stated in Item b above. Discuss in detail the methods to be used to achieve each objective
or task. The plan should indicate what is planned, how, when, and where the work will be carried out, a
schedule of major events, the final product to be delivered, and the completion date of the effort. The
Phase | effort should determine the technical feasibility of the proposed concept.

Related Research or R&D. Describe significant research activities directly related to the proposed
effort, including any conducted by the Project Director/Principal Investigator (PD/PI), the proposing
firm, consultants, or others. Describe how these activities interface with the proposed project and
discuss any planned coordination with outside sources. The PD/P1 must persuade reviewers of his or
her awareness of recent significant research or R&D conducted by others in the same scientific field.

Relationship with Future R&D.
a) State the anticipated results of the proposed approach, assuming project success.

b) Discuss the significance of the Phase | effort in providing a foundation for the Phase I1
R/R&D effort.

Potential Commercial Applications. Describe why the proposed project is deemed to have potential
commercial applications (for use by the Federal Government and/or private sector markets.) Describe
the market as it currently exists and how your product may enter and compete in this market. Include
the potential barriers to market entry and how you expect to overcome them.

Senior/Key Personnel and Bibliography of Directly Related Work. Identify senior/key personnel,
including their directly related education, experience, and bibliographic information. Where resumes
are extensive, focus on summaries of the most relevant experience or publications. Provide dates and
places of employment and some information about the nature of each position or professional
experience. Resumes must identify the current or most recent position.

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.

Subcontractors/Consultants. Involvement of a university or other subcontractors or consultants in the
project may be appropriate and is permitted. If such involvement is intended, it should be described in
detail and identified in the cost proposal. In addition, supported by appropriate letters from each
individual confirming his/her role in the project must be included. Small business concerns must
perform a minimum of two-thirds for Phase I of the research and/or analytical effort (i.e., total contract
price less profit/fee) conducted under the resulting contract. The Contracting Officer must approve
deviations from this requirement in writing after consultation with the agency SBIR Program
Manager/Coordinator.

Facilities and Equipment. Indicate where the proposed research will be conducted. One of the
performance sites must be the offeror organization. Describe the facilities* to be used; identify the
location; and briefly indicate their capacities, pertinent capabilities, relative proximity, and extent of
availability to the project. Include clinical, computer, and office facilities of the offeror and those of
any other performance sites to be used in the project.

List the most important equipment items already available for this project, noting location and
pertinent capabilities of each.
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Any equipment and products purchased with Government funds shall be American-made, to the extent
possible.

Title to Equipment. Title to equipment purchased with Government funding by the SBIR awardee in
relation to project performance vests upon acquisition in the Federal Government. However, the
Government may transfer such title to an SBIR awardee upon expiration of the project where the
transfer would be more cost-effective than recovery of the property.

*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).

(B) NIH FAST TRACK Only. Anticipated Results of the Phase | Effort

Briefly discuss and summarize the objectives of the Phase | effort, the research activities to be carried out, and
the anticipated results.

(C) Research Plan for Phase 11 (FAST TRACK) Research Plan

1)

2)

3)

4)

5)

Detailed Approach and Methodology - provide an explicit detailed description of the Phase I1
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 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 Subjects or Vertebrate Animals in their research should refer to the
specific instructions provided in this solicitation.

Personnel - List by name, title, department and organization, the extent of commitment to this Phase 11
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.

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.)

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 4.10 and 4.11 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.
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6)

7)

If budget allocation is planned, the distribution of resources to specific components of the project or
the individual PDs/PIs 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.

a) 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 or NIH
Guide NOT-OD-04-042.

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 unique model organisms or state appropriate reasons
why such sharing is restricted or not possible. See Sharing Model Organisms Policy, and NIH
Guide NOT-OD-04-042.

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 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,
and Genome-Wide Association Studies.

8) Commercialization Plan — Required for the Phase 11 portion of ALL Fast-Track proposals. The Phase

Il portion of Fast-Track 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

36


http://grants.nih.gov/grants/policy/data_sharing/data_sharing_faqs.htm
http://grants.nih.gov/grants/%20policy/data_sharing/
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-03-032.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-03-032.html
http://grants.nih.gov/grants/policy/model_organism/%20index.htm
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-04-042.html
http://grants.nih.gov/grants/guide/notice-files/NOT-OD-04-042.html
http://www.nih.gov/grants/guide/notice-files/NOT-OD-07-088.html
http://gwas.nih.gov/

c)

d)

€)

9)

h)

)

K)

functions as your company evolves from a small technology R&D business to a successful
commercial entity.

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,
faster, 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.)

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.

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 111 and begin the revenue stream. Plans for this financing stage may be demonstrated in
one or more of the following ways:

i) Letter of commitment of funding.
i) Letter of intent or evidence of negotiations to provide funding, should the Phase 1l
project be successful and the market need still exist.
iii) Letter of support for the project and/or some in-kind commitment, e.g., to test or
evaluate the innovation.
iv) Specific steps you are going to take to secure Phase I11 funding.

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.

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 111 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.

Fast-Track proposals that do not contain all parts described above will be redirected for Phase I consideration

only.
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(D) Prior, Current, or Pending Support of Similar Proposals or Awards. If a proposal submitted in response to
this solicitation is substantially the same as another proposal that was funded, is now being funded, or is
pending with another Federal Agency, or another or the same HHS Component, you must reveal this on the
Proposal Cover Sheet and provide the following information:

1) Name and address of the Federal Agency(s) or HHS Component, to which a proposal was submitted,
will be submitted, or from which an award is expected or has been received.

2) Date of proposal submission or date of award.
3) Title of proposal.
4) Name and title of principal investigator for each proposal submitted or award received.

5) Title, number, and date of solicitation(s) under which the proposal was submitted, will be submitted, or
under which award is expected or has been received.

6) If award was received, state contract number.
7) Specify the applicable topics for each SBIR/STTR proposal submitted or award received.

Note: If this does not apply, state in the proposal *No prior, current, or pending support for proposed
work."

8.4  Human Subjects Research and Protection from Risk
Instructions and Required Information

If your project involves the use of Human Subjects as defined in Section 3.2 of this solicitation, this information must be
submitted with the proposal.

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

Instructions to Offerors Regarding Protection of Human Subjects
Offerors must address the following human subjects protections issues if this contract will be for research involving human
subjects (note: under each of the following points below, the offeror should indicate whether the information provided relates
to the primary research site, or to a collaborating performance site(s), or to all sites:
a. Risks to the subjects
m  Human Subjects Involvement and Characteristics:

o Describe the proposed involvement of human subjects in response to the solicitation.

o Describe the characteristics of the subject population, including their anticipated number, age
range, and health status.

O ldentify the criteria for inclusion or exclusion of any subpopulation. Explain the rationale for
the involvement of special classes of subjects, such as fetuses, pregnant women,
children, prisoners, institutionalized individuals, or others who are likely to be vulnerable
populations.

m  Sources of Materials:
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O

Identify the sources of research material obtained from individually identifiable living
human subjects in the form of specimens, records, or data. Indicate whether the material or
data will be obtained specifically for research purposes or whether use will be made of
existing specimens, records, or data.

m Potential Risks:

O

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

Describe alternative treatments and procedures, including the risks and benefits of
the alternative treatments and procedures, to participants in the proposed research,
where appropriate.

b. Adequacy of Protection Against Risks

m  Recruitment and Informed Consent:

O

Describe plans for the recruitment of subjects and the procedures for obtaining

informed consent. 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. The informed consent
document for the Contractor and any collaborating sites should be submitted only if requested
elsewhere in the solicitation. Be aware that an IRB-approved informed consent document for
the Contractor and any participating collaborative sites must be provided to the

Government prior to patient accrual or participant enroliment.

m  Protection Against Risk:

O

Describe the procedures for protecting against or minimizing potential risks, including risks
to confidentiality, and assess their likely effectiveness.

Discuss provisions for ensuring necessary medical or professional intervention in the event of
adverse effects to the subjects where appropriate.

In studies that involve interventions, describe the provisions for data and safety monitoring of
the research to ensure the safety of subjects.

c. Potential Benefits of the Proposed Research to the Subjects and Others

Discuss the potential benefits of the research to the subjects and others.

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

Describe treatments and procedures that are alternatives to those provided to the participants by the
proposed research, where appropriate.

d. Importance of the Knowledge to be Gained

m Discuss the importance of the knowledge gained or to be gained as a result of the proposed research.

m  Discuss why the risks to subjects are reasonable in relation to the importance of the knowledge

that may reasonably be expected to result.
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Note : If a test article (investigational new drug, device, or biologic) is involved, name the test article
and state whether the 30-day interval between submission of offeror's certification to the Food and
Drug Administration (FDA) and its response has elapsed or has been waived and/or whether the FDA
has withheld or restricted use of the test article.

Collaborating Site(s)

When research involving human subjects will take place at collaborating site(s) or other performance
site(s), the offeror must provide in this section of its proposal a list of the collaborating sites and their
assurance numbers. Further, if you are awarded a contract, you must obtain in writing, and keep on
file, an assurance from each site that the previous points have been adequately addressed at a level of
attention that is at least as high as that documented at your organization. Site(s) added after an award is
made must also adhere to the above requirements.

Required Education in the Protection of Human Research Participants

NIH policy requires education on the protection of human subject participants for all investigators submitting NIH proposals
for contracts for research involving human subjects. This policy announcement is found in NOT-OD-00-039 in the NIH
Guide for Grants and Contracts Announcement dated June 5, 2000. Offerors should review the policy announcement prior to
submission of their offers. The following is a summary of the Policy Announcement:

For any solicitation for research involving human subjects, the offeror shall provide in its technical proposal the following
information: (1) a list of the names of the principal investigator and any other individuals proposed under the contract who
are responsible for the design and/or conduct of the research; (2) the title of the education program completed (or to be
completed prior to the award of the contract) for each named personnel; (3) a one sentence description of the program(s)
listed in (2) above. This requirement extends to investigators and all individuals responsible for the design and/or conduct of
the research who are working as subcontractors or consultants under the contract.

Curricula that are readily available and meet the educational requirement include the NIH Office of Extramural Research
(OER) on-line tutorial, entitled "Protecting Human Research Participants/" This course is also available in Spanish under the
title "Proteccién de los participantes humanos de la investigacion." You may take the tutorials on-line or download the
information in PDF form at no cost. The University of Rochester has made its training program available for individual
investigators. Completion of this program will also satisfy the educational requirement. The University of Rochester manual
can be obtained through Centerwatch, Inc.

If an institution already has developed educational programs on the protection of research participants, completion of these
programs also will satisfy the educational requirement.

In addition, prior to the substitution of the principal investigator or any other individuals responsible for the design and/or
conduct of the research under the contract, the Contractor shall provide the contracting officer with the title of the education
program and a one sentence description of the program that the replacement has completed.

Inclusion of Women and Minorities in Research Involving Human Subjects

It is NIH policy that women and members of minority groups and their sub-populations must be included in all NIH-
supported clinical research projects involving human subjects, unless a clear and compelling rationale and justification
establishes to the satisfaction of the relevant Institute/Center Director that inclusion is inappropriate with respect to the health
of the subjects or the purpose of the research. The Director, NIH, may determine that exclusion under other circumstances is
acceptable, upon the recommendation of an Institute/Center 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. This policy results from the
NIH Revitalization Act of 1993 (Section 492B of Public Law 103-43), and applies to research subjects of all ages.

All investigators proposing research involving human subjects should read the UPDATED "NIH Policy and Guidelines on
the Inclusion of Women and Minorities as Subjects in Clinical Research, Amended October 2001," published in the NIH
Guide for Grants and Contracts on October 9, 2001.
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These guidelines contain a definition of clinical research adopted in June 2001, as: "(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, (b) therapeutic interventions, (c) clinical trials, and (d) development of new technologies; (2) Epidemiologic
and behavioral studies; and (3) Outcomes research and health services research."

Information Required for ALL Clinical Research Proposals

This solicitation contains a review criterion addressing the adequacy of: (1) the offeror's plans for inclusion of women and
minorities in the research proposed; or (2) the offeror's justification(s) for exclusion of one or both groups from the research
proposed.

Provide information on the composition of the proposed study population in terms of sex/gender and racial/ethnic groups and
provide a rationale for selection of such subjects in response to the requirements of the solicitation. The description may
include (but is not limited to) information on the population characteristics of the disease or condition being studied in the
planned research, and/or described in the statement of work, national and local demography, knowledge of the
racial/ethnic/cultural characteristics of the population, prior experience and collaborations in recruitment and retention of the
populations and subpopulations to be studied, and the plans, arrangements and letters of commitment from relevant
community groups and organizations for the planned research.

The proposal must include the following information:

A description of the subject selection criteria

The proposed dates of enrollment (beginning and end)

A description of the proposed outreach programs for recruiting women and minorities as subjects

A compelling rationale for proposed exclusion of any sex/gender or racial/ethnic group

The proposed sample composition using the "Targeted/Planned Enrollment Table"(see Section J, Attachments)

NOTE 1: For all proposals, use the ethnic and racial categories and complete the "Targeted/Planned Enrollment Table in
accordance with the Office of Management and Budget (OMB) Directive No. 15.

NOTE 2: If this is an Indefinite Delivery, Indefinite Quantity (IDIQ) or Requirements contract as defined in FAR 16.5, the
proposal should describe in general terms how it will comply with each bulleted item above for each task order. When the
Government issues a task order request for proposal, each of the bulleted information items must be fully and specifically
addressed in the proposal.

Standards for Collecting Data. When you, as a contractor, are planning data collection items on race and ethnicity, you shall
use, at a minimum, the categories identified in OMB Directive No. 15. The collection of greater detail is encouraged.
However, you should design any additional, more detailed items so that they can be aggregated into these required categories.
Self-reporting or self-identification using two separate questions is the preferred method for collecting data on race and
ethnicity. When you collect race and ethnicity separately, you must collect ethnicity first. You shall offer respondents the
option of selecting one or more racial designations. When you collect data on race and ethnicity separately, you shall also
make provisions to report the number of respondents in each racial category who are Hispanic or Latino. When you present
aggregate data, you shall provide the number of respondents who selected only one category, for each of the five racial
categories. If you collapse data on multiple responses, you shall make available, at a minimum, the total number of
respondents reporting "more than one race.” Federal agencies shall not present data on detailed categories if doing so would
compromise data quality or confidentiality standards.

In addition to the above requirements, solicitations for NIH defined Phase 111 clinical trials * require that: a) all proposals
and/or protocols provide a description of plans to conduct analyses, as appropriate, to detect significant differences in
intervention effect by sex/gender, racial/ethnic groups, and relevant subpopulations, if applicable; and b) all contractors to
report annually cumulative subject accrual, and progress in conducting analyses for sex/gender and race/ethnicity differences.

(See NIH Guide: http://grants.nih.gov/grants/funding/women_min/guidelines_amended_10_2001.htm , Definitions -
Significant Difference.)
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*The definition of an "NIH-Defined Phase 111 clinical trial" can also be found at this website.

Offerors may obtain copies of the Updated Guidelines from the sources above or from the contact person listed in the
solicitation.

Also, the proposal must include one of the following plans:

Plans to conduct valid analysis 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,

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 between subgroups.

Use the form entitled, ""Planned Enroliment Report,” when preparing your response to the solicitation requirements for
inclusion of women and minorities.

Unless otherwise specified in this solicitation, the Government has determined that the work required by this solicitation does
not involve a sex/gender specific study or a single or limited number of minority population groups. Therefore, the NIH
believes that the inclusion of women and minority populations is appropriate for this project.

Use the form entitled, ""Cumulative Inclusion Enrollment Report," for reporting in the resultant contract.

Inclusion of Children in Research Involving Human Subjects

It is NIH policy that children (defined below) must be included in all human subjects research, including, but not limited to,
clinical trials, conducted under a contract funded by the NIH, unless there are clear and compelling reasons not to include
them. (See examples of Justifications for Exclusion of Children below). For the purposes of this policy, contracts involving
human subjects include categories that would otherwise be exempt from the HHS Policy for Protection of Human Research
Subjects (sections 101(b) and 401(b) of 45 CFR 46), such as surveys, evaluation of educational interventions, and studies of
existing data or specimens that should include children as participants. This policy applies to both domestic and foreign
research contracts.

For purposes of this policy, a child is defined as an individual under the age of 21 years.

All offerors proposing research involving human subjects should read the "NIH Policy and Guidelines on the Inclusion of
Children as Participants in Research Involving Human Subjects" which was published in the NIH Guide for Grants and
Contracts on March 6, 1998 and is available at the following URL address: http://www.nih.gov/grants/quide/notice-
files/not98-024.html. Offerors also may obtain copies from the contact person listed in the RFP.

Inclusion of children as participants in research must be in compliance with all applicable subparts of 45 CFR 46 as well as
other pertinent laws and regulations whether or not such research is otherwise exempted from 45 CFR 46. Therefore, any
proposals must include a description of plans for including children, unless the offeror presents clear and convincing
justification for an exclusion. The "Human Subjects" section of your technical proposal should provide either a description of
the plans to include children and a rationale for selecting or excluding a specific age range of child, or an explanation of the
reason(s) for excluding children as participants in the research. This solicitation contains a review criterion addressing the
adequacy of: (1) the plans for including children as appropriate for the scientific goals of the research; and/or (2) the
justification of exclusion of children or exclusion of a specific age range of children.

When children are included, the plan also must include a description of: (1) the expertise of the investigative team for dealing
with children at the ages included; (2) the appropriateness of the available facilities to accommodate the children; and, (3) the
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inclusion of a sufficient number of children to contribute to a meaningful analysis relative to the purpose/objective of the
solicitation.

Justifications for Exclusion of Children

It is expected that children will be included in all research involving human subjects unless one or more of the following
exclusionary circumstances can be fully justified:

e The objective of the solicitation is not relevant to children.

There are laws or regulations barring the inclusion of children in the research to be conducted under the solicitation.

e 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 redundant. You should provide documentation of other studies justifying the
exclusion.

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

O  The relative rarity of the condition in children, as compared with adults (in that extraordinary effort would be
needed to include children); or

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

o Issues of study design preclude direct applicability of hypotheses and/or interventions to both adults and
children (including different cognitive, developmental, or disease stages of different age-related metabolic
processes); or

o 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). While 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; or

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

o Other special cases justified by the offeror and found acceptable to the review group and the Institute Director
Definition of a Child

For the purpose of this solicitation, a child is defined as an individual under the age of 21 years.The definition
of child described above will pertain to this solicitation (notwithstanding the FDA definition of a child as an
individual from infancy to 16 years of age, and varying definitions employed by some states). Generally, State
laws define what constitutes a "child," and such definitions dictate whether or not a person can legally consent
to participate in a research study. However, State laws vary, and many do not address when a child can consent
to participate in research. Federal Regulations (45 CFR 46, subpart D, Sec.401-409) address HHS protections
for children who participate in research, and rely on State definitions of "child" for consent purposes.
Consequently, the children included in this policy (persons under the age of 21) may differ in the age at which
their own consent is required and sufficient to participate in research under 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.

8.5  Research Involving Prisoners as Subjects

HHS Regulations at 45 CFR Part 46, Subpart C provide additional protections pertaining to biomedical and behavioral
research involving prisoners or those individuals who, during the period of the contract become prisoners, as subjects. These
regulations also set forth the duties of the Institutional Review Board (IRB) where prisoners are involved in the research.
HHS funded research involving prisoners as subjects may not proceed until the Office for Human Research Protections
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(OHRP) issues approval, in writing, as required by 45 CFR 46.306(a)(2). In addition, OHRP Guidance on the Involvement of
Prisoners in Research may be found at: http://www.hhs.gov/ohrp/humansubjects/quidance/prisoner.pdf .

HHS Waiver for Epidemiological Research Involving Prisoners as Subjects

On June 20, 2003 the Secretary of HHS waived the applicability of certain provisions of Subpart C of 45 CFR Part 46,
(Additional HHS Protections Pertaining to Biomedical and Behavioral Research Involving Prisoners as Subjects) to specific
types of epidemiological research involving prisoners as subjects.

The applicability of 45 CFR 46.305(a)(1) and 46.306(a)(2) for certain epidemiological research conducted or funded by HHS
is waived when:

The sole purposes are:
a. todescribe the prevalence or incidence of a disease by identifying all cases, or
b. to study potential risk factor associations for a disease, and

The Institution responsible for the conduct of the research certifies to the OHRP that the Institutional Review Board (IRB)
approved the research and fulfilled its duties under 45 CFR 46.305(a)(2 7) and determined and documented that:

a. the research presents no more than minimal risk, and
b. no more than inconvenience to the prisoner subjects, and
c. prisoners are not a particular focus of the research.

For more information about this Waiver see http://www.hhs.gov/ohrp/special/prisoners/Prisoner waiver 6-20-03.pdf

8.6  Research Involving Human Fetal Tissue

Human Fetal Tissue means tissue or cells obtained from a dead human fetus, including human embryonic stem cells, human
pluripotent stem cells and human embryonic germ cells.

The governing federal statute is the Public Health Service Act, 42 U.S.C. 289g 1 and 2899 2. Implementing regulations and
guidance for conducting research on human fetal tissue may be found at 45 CFR 46, Subpart B and_NIH Guide NOT-OD-93-
235 and any subsequent revisions to this NIH Guide to Grants and Contracts ("Guide") Notice.

By signing the face page of the proposal, the offeror (authorized institutional official) certifies that researchers using human
fetal tissue are in compliance with 42 USC 289g 2. This statute specifically prohibits any person from knowingly acquiring,
receiving, or transferring any human fetal tissue for valuable consideration. "Valuable consideration" is a concept similar to
profit, and does not include reasonable payment for costs associated with the collection processing, preservation, storage,
quality control or transportation of these tissues.

Research involving the transplantation of human fetal tissue must be conducted in accordance with applicable Federal, State
and local law.

8.7  Research Involving Live Vertebrate Animals

If it is intended that live vertebrate animals will be used during performance of this contract. The Public Health Service
(PHS) Policy on Humane Care and Use of Laboratory Animals (authority derived from the Health Research Extension Act of
1985) specifies that certain information is required from offerors in contract proposals submitted to the NIH that will use live
vertebrate animals.

The following five points must be addressed in a separate section of the Technical Proposal titled ""Vertebrate Animal
Section" (VAS):
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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.

3. Provide information on the veterinary care of the animals involved.

4. 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.

A concise (no more than 1-2 pages), complete description addressing these five points must be provided. The description
must be cohesive and include sufficient information to allow evaluation by reviewers and NIH staff. For more discussion
regarding the five points in the VAS, see NIH Guide Notice NOT-OD-10-049.

NIH no longer requires Institutional Animal Care and Use Committee approval of the proposed research before NIH peer
review of a proposal (NOT-OD-02-064).

In August, 2002 NIH announced an IACUC “Just-in-Time” process for applications submitted for the October 1, 2002
deadline or other deadlines where the applications 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.
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8.8  Content of the Pricing Proposal (Item Two).

Complete the Pricing Item in the format shown in the Pricing Proposal (Appendix C). Some items in the Pricing Proposal
may not apply to the proposed project. If that is the case, there is no need to provide information on each and every item.
What matters is that enough information be provided to allow us to understand how you plan to use the requested funds if a
contract is awarded.

1. List all key personnel by name as well as by humber of hours dedicated to the project as direct labor.

2. While special tooling and test equipment and material cost may be included under Phases I, the inclusion of equipment
and material will be carefully reviewed relative to need and appropriateness for the work proposed. The purchase of
special tooling and test equipment must, in the opinion of the Contracting Officer, be advantageous to the Government
and should be related directly to the specific topic. These may include such items as innovative instrumentation or
automatic test equipment. Title to property furnished by the Government or acquired with Government funds will be
vested with the HHS Component; unless it is determined that transfer of title to the contractor would be more cost
effective than recovery of the equipment by the HHS Component.

3. Cost for travel funds must be justified and related to the needs of the project.

4. 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 a Phase | proposal.

5. All subcontractor costs and consultant costs must be detailed at the same level as prime contractor costs in regards to
labor, travel, equipment, etc. Provide detailed substantiation of subcontractor costs in your cost proposal. Enter this
information in the Explanatory Material section of the on-line cost proposal form.

6. NIH Policy on Threshold for Negotiation of General and Administrative (G&A)/Indirect Costs (IDC) Rates for SBIR
proposals - SBIR offerors who propose in the contract an G&A/IDC rate of 40 percent of total direct costs or less will
not be required to provide further justification at the time of award, and G&A/IDC costs will be awarded at the requested
rate. However, the Division of Financial Advisory Services (DFAS) will retain the authority to require well-documented
proposals for G&A/IDC rates on an ad hoc basis. If the SBC has a currently effective negotiated indirect cost rate(s) with
a Federal agency, such rate(s) shall be used when calculating proposed G&A/IDC costs for an NIH proposal. (However,
the rate(s) must be adjusted for IR&D expenses, which are not allowable under HHS awards.)

SBCs are reminded that only actual G&A/IDC costs may be charged to projects. If awarded at a rate of 40 percent or less
of total direct costs, the rate used to charge actual G&A/ID costs to projects cannot exceed the awarded rate unless the
SBC negotiates an indirect cost rate(s) with DFAS.

7. Offerors submitting proposals may include the amount of $5,000 for technical assistance as discussed and outlined in
Section 4.20 of the solicitation.

8.9  Proposal Checklists
Phase | Proposal:

Item 1:
a. Proposal Cover Sheet Appendix A (1 Original, 5 Copies)
b. Table of Contents
c. Abstract of the Research Plan, (Appendix B) (1 Original, 10 Copies)
d. Content of the Technical Element

Item 2: Pricing Proposal (Appendix C) (1 Original, 5 copies)
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Item 3: SBIR Application VCOC Certification
(See Section 4.5 to determine if this applies to your organization)
Item 4: Proof of Registration in the SBA Company Registry
(Refer to Section 4.16 for Directions)
Phase Il as part of a Fast Track Proposal
Item 1: Technical Element
a. Technical Proposal Cover Sheet Appendix D (1 Original, 5 Copies)
b. Table of Contents
c. Abstract of the Research Plan, (Appendix B) (1 Original, 10 Copies)
d. Content as outlined in the Technical Element Description
e. Draft Statement of Work (Appendix E)
f.  Summary of Related Activities (Appendix F)
Item 2: Pricing Proposal (Appendix C) | (1 Original, 5 Copies)
Item 3: SBIR Application VCOC Certification
(See Section 4.5 to determine if this applies to your organization)
Item 4: Proof of Registration in the SBA Company Registry

(Refer to Section 4.16 for Directions)

Those responding to this solicitation should note the proposal preparation tips listed below:

1.

Read and follow all instructions contained in this solicitation, including the instructions in Section 12.0 of the HHS
Component to which the firm is applying.

Check that the cost adheres to the Component criteria specified and the price on the cover sheets matches the price in the
Pricing proposal.

Check that the Project Abstract and other content provided on the cover sheets contain NO proprietary information.
Mark proprietary information within the Technical Proposal as instructed in Section 4.23.
That the header on each page of the technical proposal should contain the company name and topic number.

Ensure that if you have proposed for your research to include Human Subjects or Research on Animals that you have
addressed the requirements outlined in the solicitation in the Technical proposal as necessary.
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9

SUMMARY OF HHS COMPONENTS ANTICIPATED NUMBER OF AWARDS

ANTICIPATED
HHS COMPONENTS NO. OF ANTICIPATED TIME OF AWARD
AWARDS
Scientific and Technical Merit Review:
National Institutes of Health (NIH) 25 - 38 March-May 2014
National Cancer Institute (NCI) Anticipated Award Date: August-
September 2014
) ) Scientific and Technical Merit Review:
Nat!ona: Instltutis of I;ealth_ (NIH) tional it February-March 2014
Na_tlona Center for Advancing Translationa Anticipated Award Date: September
Sciences (NCATS)
2014
) ) Scientific and Technical Merit Review:
National Institutes of Health (N1H) February-April 2014
National Heart, Lung, and Blood Institute 10-17 . _
(NHLBI) Anticipated Award Date: July-
September 2014
National Institutes of Health (N1H) 1-2 Scientific and Technical Merit Review:
National Institute on Aging (NIA) February-March 2014
Anticipated Award Date: August-
September 2014
National Institutes of Health (NIH) Scientific and Technical Merit Review:
National Institute on Alcohol Abuse and 1 March 2014
Alcoholism (NIAAA) Anticipated Award Date: August 2014
National Institutes of Health (N1H) Scientific and Technical Merit Review:
National Institute of Allergy and Infectious 4-10 March 2014
Diseases (NIAID) Anticipated Award Date: August 2014
) ) Scientific and Technical Merit Review:
National Institutes of Health (NIH) 8-10 March 2014
National Institute on Drug Abuse (NIDA) Anticipated Award Date: August 2014
Centers for Disease Control and Prevention (CDC) 1-2 Scientific and Technical Merit Review:
Center for Global Health (CGH) May-June 2014
Anticipated Award Date: August 2014
Centers for Disease Control and Prevention (CDC) 1-3 Scientific and Technical Merit Review:
National Center for Birth Defects and May-June 2014
Developmental Disabilities (NCBDDD) Anticipated Award Date: August 2014
Centers for Disease Control and Prevention (CDC) 3 Scientific and Technical Merit Review:
National Center for Chronic Disease Prevention May-June 2014
and Health Promotion (NCCDPHP) Anticipated Award Date: August 2014
Centers for Disease Control and Prevention (CDC) 5 Scientific and Technical Merit Review:
National Center for Emerging Zoonotic and May-June 2014
Infectious Diseases (NCEZID) Anticipated Award Date: August 2014
7 Scientific and Technical Merit Review:

Centers for Disease Control and Prevention (CDC)
National Center for HIV/AIDs, Viral Hepatitis,
STD, and TB Prevention (NCHHSTP)

May-June 2014
Anticipated Award Date: August 2014
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ANTICIPATED

HHS COMPONENTS NO. OF ANTICIPATED TIME OF AWARD
AWARDS
Centers for Disease Control and Prevention (CDC) 2 Scientific and Technical Merit Review:
National Center for Immunization and Respiratory May-June 2014
Diseases (NCIRD) Anticipated Award Date: August 2014
2 Scientific and Technical Merit Review:

Centers for Disease Control and Prevention (CDC)
Office of Public Health Preparedness and
Response (OPHPR)

May-June 2014
Anticipated Award Date: August 2014
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10 CONTRACTING OFFICERS AND ADDRESSES FOR DELIVERY OF CONTRACT PROPOSALS

General Questions about the NIH SBIR Program
Email: shir@od.nih.gov

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

NATIONAL INSTITUTES OF HEALTH (NIH)

NATIONAL CANCER INSTITUTE (NCI)

Ms. Elizabeth Shanahan

Phone: (240) 276-5432

Fax: (240) 276-5431

E-mail: eshanahan@mail.nih.gov

Proposals to the NCI, if mailed through the U.S. Postal Service, must be addressed as follows:

Ms. Elizabeth Shanahan

Contracting Officer

Office of Acquisitions

National Cancer Institute

9609 Medical Center Drive, 1E564, MSC9700
Bethesda, MD 20892-9700

*Change the city to Rockville and the zip code to 20850 if hand-delivered or delivered by an overnight service to the NCI.

NATIONAL CENTER FOR ADVANCING TRANSLATIONAL SCIENCES (NCATYS)

Mr. Bryan Jones
Phone: 301-594-1852
E-mail: bryan.jones@nih.gov

Proposals to the NCATS, if mailed through the U.S. Postal Service, must be addressed as follows:

Ms. Bryan Jones

Branch Chief

Office of Acquisitions

NIDA COAC

6701 Democracy Blvd, Suite 1086
Bethesda, MD 20892-4874 *

*Change the zip code to 20817 if hand-delivered or delivered by an express or other courier service to the NCATS.

NATIONAL HEART, LUNG, AND BLOOD INSTITUTE (NHLBI)

Mr. John Taylor

Phone: (301) 435-0327

Fax: (301) 480-3338

E-mail: taylorjc@nhlbi.nih.gov
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Proposals to the NHLBI, if mailed through the U.S. Postal Service, must be addressed as follows:

Review Branch

Division of Extramural Research Activities
National Heart, Lung, and Blood Institute
Rockledge 2, Room 7195

6701 Rockledge Drive, MSC 7924
Bethesda, MD 20892-7924 *

*Change the zip code to 20817 if hand-delivered or delivered by an express or other courier service to the NHLBI.

NATIONAL INSTITUTE ON AGING (NIA)

For inquiries about NIA’s SBIR Contract Solicitation and Topic:

Max Guo, Ph.D.

Division of Aging Biology
National Institute on Aging
Office: 301-402-7747

Fax: 301-402-0010

Email: Max.Guo@NIH.GOV

NIA SBIR Contract Proposals must be mailed or delivered to:

Suzanne Stinson

NIDA COAC (COAC for NIA)
MSC 9661/NSC/8154

6001 Executive Boulevard
Rockville, MD 20892-9661*

*Change the city to the zip code to 20852 if hand-delivered or delivered by an overnight service

NATIONAL INSTITUTE ON ALCOHOL ABUSE AND ALCOHOLISM (NIAAA)

Mr. Paul D. McFarlane

Phone: (301) 443-3041

Fax: (301) 443-3891
Email:_paul.mcfarlane@nih.gov

Proposals to the NIAAA must be mailed or delivered to:

Mr. Paul D. McFarlane

Chief, NIAAA Contracts Management Branch
NICHD Office of Acquisitions, NIH

5635 Fishers Lane, Room 3019

Bethesda, MD 20892-9304 *

*Change the city to Rockville, MD and the zip code to 20852 if hand-delivered or delivered by an overnight service to the
NIAAA.

NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DISEASES (NIAID)

Eileen Webster-Cissel
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Chief, AIDS Research Contracts Branch
Phone: 301-496-0612

FAX: 301-480-4675

Email: webstere@niaid.nih.gov

Proposals to the NIAID, if mailed through the U.S. Postal Service, must be addressed as follows:

Eileen Webster-Cissel

Office of Acquisitions, Division of Extramural Activities
6700B Rockledge Drive

Bethesda, Maryland 20892

Room 3214

Mail stop 7612

*Change the city to Rockville, MD and the zip code to 20817 for hand-delivery or overnight delivery service.

NATIONAL INSTITUTE ON DRUG ABUSE (NIDA)

Mr. Brian O’Laughlin
Phone: (301) 443-6677
Fax: (301) 443-7595
E-mail: bo50d@nih.gov

Proposals to the NIDA must be mailed or delivered to:

Mr. Brian O’Laughlin

NIDA R&D Contracts Management Branch
Neurosciences Office of Acquisition

6001 Executive Boulevard

Room 4211, MSC 9559

Bethesda, MD 20892-8402 *

*Change the city to Rockville and the zip code to 20852 if hand-delivered or delivered by an overnight service to the NIDA.

CENTERS FOR DISEASE CONTROL AND PREVENTION (CDC)

For general administrative SBIR program questions, contact:
Office of the Director, Office of the Associate Director for Science

Juliana Cyril, Ph.D., M.P.H.

Director, Office of Technology and Innovation
Office of the Associate Director for Science
Phone: (404) 639-4639

Fax: (404) 639-4903

E-mail: JCyril@cdc.gov

Sean David Griffiths, M.P.H.

Office of Technology and Innovation
Office of the Associate Director for Science
Phone: 404-639-4641

Fax: 404-639-4903

E-mail: SGriffiths@cdc.gov
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CENTER FOR GLOBAL HEALTH (CGH)

Carlos Smiley

Contracting Officer

Phone: (770) 488-1517

Fax: (770) 488-2688

E-mail: CSmileyl@cdc.gov

Proposals to CGH must be mailed or delivered to:

Carlos Smiley

Contracting Officer

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

NATIONAL CENTER FOR BIRTH DEFECTS AND DEVELOPMENTAL DISABILITIES (NCBDDD)

Julio Lopez
Contracting Officer
Phone: (770) 488-2892
Fax: (770) 488-2868

E-mail: jlopez3@cdc.gov

Proposals to NCHHSTP must be mailed or delivered to:
Julio Lopez

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

NATIONAL CENTER FOR CHRONIC DISEASE PREVENTION AND HEALTH PROMOTION (NCCDPHP)

Julio Lopez
Contracting Officer
Phone: (770) 488-2892
Fax: (770) 488-2868

E-mail: jlopez3@cdc.gov

Proposals to NCHHSTP must be mailed or delivered to:

Julio Lopez

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

NATIONAL CENTER FOR EMERGING ZOONOTIC AND INFECTIOUS DISEASES (NCEZID)

Theresa Routh-Murphy
Contracting Officer
Phone: (770) 488.2173

E-mail: TNR3@cdc.gov
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Proposals to NCHHSTP must be mailed or delivered to:

Theresa Routh-Murphy

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

NATIONAL CENTER FOR HIV/AIDS, VIRAL HEPATITIS, STD, AND TB PREVENTION (NCHHSTP)

Theresa Routh-Murphy
Contracting Officer
Phone: (770) 488.2713

E-mail: TNR3@cdc.gov

Proposals to NCEZID must be mailed or delivered to:

Theresa Routh-Murphy

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

NATIONAL CENTER FOR IMMUNIZATION AND RESPIRATORY DISEASES (NCIRD)

Alan Sims

Contracting Officer, Lead
Phone: (770) 488-2647
Fax: (770) 488-2670
E-mail: ASimsl@cdc.gov

Proposals to NCIRD must be mailed or delivered to:

Alan Sims

Contracting Officer

Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road

Atlanta, GA 30341

OFFICE OF PUBLIC HEALTH PREPAREDNESS AND RESPONSE (OPHPR)

Lawrence (Mac) McCoy, Contracting Officer
Phone: (770) 488-2087

Fax: (770) 488-2671

E-mail: GWG8@cdc.gov

Proposals to OPHPR must be mailed or delivered to:

Lawrence (Mac) McCoy, Contracting Officer
Centers for Disease Control and Prevention
Procurement and Grants Office

2920 Brandywine Road (MS- E14)

Atlanta, GA 30341
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11 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://nnlm.gov/ or contact the
Office of Communication and Public Liaison at publicinfo@nlm.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/
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12 COMPONENT INSTRUCTIONS AND TECHNICAL TOPIC DESCRIPTIONS

NATIONAL INSTITUTES OF HEALTH

NATIONAL CANCER INSTITUTE (NCI)

The NCI is the Federal Government’s principal agency established to conduct and support cancer research, training,
health information dissemination, and other related programs. As the effector of the National Cancer Program, the
NCI supports a comprehensive approach to the problems of cancer through intensive investigation in the cause,
diagnosis, prevention, early detection, and treatment of cancer, as well as the rehabilitation and continuing care of
cancer patients and families of cancer patients. To speed the translation of research results into widespread
application, the National Cancer Act of 1971 authorized a cancer control program to demonstrate and communicate
to both the medical community and the general public the latest advances in cancer prevention and management.
The NCI SBIR program acts as NCI’s catalyst of innovation for developing and commercializing novel technologies
and products to research, prevent, diagnose, and treat cancer.

It is strongly suggested that potential offerors do not exceed the total costs (direct costs, facilities and administrative
(F&A)/indirect costs, and fee) listed under each topic area.

Unless the Fast-Track option is specifically allowed as stated within the topic areas below, applicants are requested
to submit only Phase | proposals in response to this solicitation.

NCI Phase 11B Bridge Award

The National Cancer Institute would like to provide notice of a recent funding opportunity entitled the SBIR Phase
I1B Bridge Award. This notice is for informational purposes only and is not a call for Phase 1B Bridge Award
proposals. This informational notice does not commit the government to making such awards to contract awardees.

Successful transition of SBIR research and technology development into the commercial marketplace is difficult,
and SBIR Phase Il awardees often encounter significant challenges in navigating the regulatory approval process,
raising capital, licensure and production, as they try to advance their projects towards commercialization. The NCI
views the SBIR program as a long-term effort; to help address these difficult issues, the NCI has developed the
SBIR Phase 11B Bridge Award under the grants mechanism. The previously-offered Phase 1B Bridge Award was
designed to provide additional funding of up to $3M for a period of up to three additional years to assist promising
small business concerns with the challenges of commercialization. The specific requirements for the previously-
offered Phase 11B Bridge Award can be reviewed in the full RFA announcement.

The NCI expanded the Phase 11B Bridge Award program in FY2011 to allow previous SBIR Phase Il contract
awardees to compete for SBIR Phase 1B Bridge Awards. Pending its planned continuation, it is anticipated that the
Phase I1B Bridge Award program will be open to contractors that successfully complete a Phase | award as a result
of this solicitation, and who are subsequently awarded a Phase Il contract (or have an exercised Phase Il option
under a Fast-Track contract). Provided it is available in the future, NIH SBIR Phase 1l contractors who satisfy the
above requirements may be able to apply for a Phase 11B Bridge Award under a future Phase 11B Bridge Award
grant funding opportunity announcement (FOA), if they meet the eligibility requirements detailed therein. Selection
decisions for a Phase 1B Bridge Award will be based both on scientific/technical merit as well as
business/commercialization potential.

NCI Topics:

This solicitation invites Phase | (and in certain topics Fast-Track) proposals in the following areas:
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326 Development of Novel Therapeutic Agents that Target Cancer Stem Cells

(Fast-Track proposals will not be accepted. Phase 11 information is provided only for informational purposes to
assist Phase | offerors with long-term strategic planning.)

Number of anticipated awards: 3 -5
Budget (total costs, per award): Phase I: $225,000 for 9 months; Phase I1: $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

Cancer stem cells (CSCs) are a subset of tumor cells that possess characteristics associated with normal stem cells.
Specifically, they have the ability to self-renew, differentiate and generate the diverse cells that comprise the tumor.
CSCs have been identified and isolated in several human cancer types, including breast, brain, colon, head and neck,
leukemia, liver, ovarian, pancreas and prostate. These CSCs represent approximately 1% of the tumor as a distinct
population and cause relapse and metastasis by giving rise to new tumors. While chemotherapy and other
conventional cancer therapies may be more effective at killing bulk tumor cells, CSCs may manage to escape and
seed new tumor growth due to the survival of quiescent CSCs. Therefore, traditional therapies often cannot
completely eradicate tumors or prevent cancer recurrence and progression to metastasis. With growing evidence
supporting the role of CSCs in tumorigenesis, tumor heterogeneity, resistance to chemotherapeutic and radiation
therapies, and the metastatic phenotype, the development of specific therapies that target CSCs holds promise for
improving survival and quality of life for cancer patients, especially those with metastatic disease.

Project Goals

The goal of this solicitation is to provide support for the development of novel therapeutic agents that target CSCs.
These small molecules or biologics should be designed to target CSCs, CSC-related biomarkers, or CSC pathways
that affect fundamental processes associated with carcinogenesis, tumor progression, maintenance, recurrence or
metastasis. Particular emphasis is placed on agents that target CSC self-renewal, regeneration, or differentiation
processes. Proposals that combine the development of agents that target CSCs with conventional cancer therapy are
encouraged. The long term goal of this contract topic is to enable small businesses to bring fully developed
therapeutic agents that target CSCs to the clinic and eventually to the market.

To apply for this topic, offerors should:

e Have at least one validated target. The target can be, but is not limited to: a marker, a pathway, a set of markers
or pathways, or any other molecular targets that are specifically associated with CSCs in the cancer of choice.

e Provide data or cite literature to support that the target is tightly associated with CSCs.

e Have ownership of, or license for, at least one lead agent (e.g., compound or antibody) with preliminary data
showing that the agent hits the identified target.

e Have experience with a well-validated assay for CSCs.

e Describe what is known about the mechanism by which the agent acts on CSCs.

Phase | Activities and Expected Deliverables

e Demonstrate in vitro efficacy for the agent(s) that targets CSCs.

e Validate the effect of the agent(s) on CSCs. The offerors are required to provide evidence confirming that the
agent(s) specifically targets CSCs (e.g., measurement showing reduced quantity, viability, or frequency of
CSCs).

e Conduct structure-activity relationship (SAR) studies, medicinal chemistry, and/or lead antibody optimization
(as appropriate).

National Cancer Institute (NCI) 57



e Perform animal toxicology and pharmacology studies as appropriate for the agent(s) selected for development.
e Develop a detailed experimental plan (to be pursued under a future SBIR Phase 11 award) necessary for filing an
IND or an exploratory IND.

Phase Il Activities and Expected Deliverables

e Complete IND-enabling experiments and assessments according to the plan developed in Phase I (e.g.,
demonstration of desired function and favorable biochemical and biophysical properties, PK/PD studies, safety
assessment, preclinical efficacy, GMP manufacturing, and commercial assessment). The plan should be re-
evaluated and refined as appropriate.

e Develop and execute an appropriate regulatory strategy. If warranted, provide sufficient data to file an IND or
an exploratory IND for the candidate therapeutic agents (i.e., oncologic indications for CSCs).

e Demonstrate the ability to produce a sufficient amount of clinical grade materials suitable for an early clinical
trial.

327 Reformulation of Failed Chemotherapeutic Drugs

(Fast-Track proposals will be accepted.)
Number of anticipated awards: 2 — 4
Budget (total costs, per award): Phase I: $225,000 for 9 months; 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

Many promising chemotherapeutic candidates have failed to gain FDA approval due to adverse properties
discovered in pre-clinical development or in human clinical trials. Such failures often occur due to unacceptable
toxicity, although other limitations may also derail the development of promising anti-cancer agents. Novel drug
delivery systems for cancer treatment that carry and deliver therapeutic payloads within close proximity of the tumor
in vivo play a significant role in increasing the effectiveness of the treatment while decreasing the severity of
toxicities. The successful delivery of well-established chemotherapeutics has been demonstrated previously using a
number of platforms; however, such systems provide only incremental improvements in the overall therapeutic
index of previously-approved drugs. An even greater opportunity is associated with reformulating once promising
chemotherapeutic drugs that either failed to reach clinical trials or failed in clinical development. Among the
limitations that reformulation strategies can address are poor oral bioavailability, poor solubility in biological fluids,
inappropriate pharmacokinetics, and/or lack of efficacy within a tolerable dose range. To accelerate such efforts, the
National Cancer Institute (NCI) requests proposals for the development of commercially-viable platforms for the
reformulation of chemotherapeutic drugs that have failed previously in pre-clinical development or in human
clinical trials.

Project Goals

The goal of this project is to add new agents to the current arsenal of chemotherapeutic drugs by identifying and
evaluating candidate delivery systems to enable the therapeutic potential of drugs that could not otherwise be
delivered to humans in free form. The focus of this topic is on the reformulation of small-molecule
chemotherapeutic agents. The proposed drug-delivery platform must yield a significant improvement in properties
with respect to the free drug in order to enable the re-evaluation of the chemotherapeutic drug as a potential therapy
for cancer treatment.

Proposals submitted under this topic must:
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Name the small-molecule chemotherapeutic drug (i.e., the active pharmaceutical ingredient [API]) proposed for
reformulation;

Describe to the greatest extent possible the mechanism by which the chemotherapeutic drug acts on cancer cells
(i.e., mode of action);

Cite published literature and/or clinical data and/or other supporting evidence to clearly demonstrate that the
chemotherapeutic drug is not deliverable in its free form;

Describe the drug-delivery platform/reformulation approach that will be used to reformulate the drug, and
provide a compelling scientific rationale for why the solution may reduce or eliminate the adverse properties of
the free drug.

The proposed drug-delivery platform/reformulation approach may utilize any technology capable of meeting the
stated goals of this contract topic. Examples include the use of multi-functional targeted drug delivery platforms or
multi-chamber chips carrying encapsulated drugs, although other approaches will be favorably considered. The
final drug formulation may utilize an imaging agent(s) for a combination of therapeutic and diagnostic modalities, in
order to provide real-time feedback and monitoring of therapy; however, such “theranostic” approaches are NOT
required. Acceptable technologies/approaches under this contract may include, but are not necessarily limited to:

Devices involving novel tumor targeting and concentration schemes;

Novel drug loading and releasing schemes;

Novel drug delivery platforms, which are able to cross the blood-brain barrier, penetrate stromal barriers,
overcome multi-drug resistance or treat metastatic cancer;

Novel therapeutic nanoparticle systems;

Antibody-drug conjugates;

Biomimetic constructs;

Virus-like particles (VLPSs);

Combination therapies utilizing at least one chemotherapeutic agent meeting the above criteria.

Please note that the following approaches are NOT acceptable under this contract topic:

Chemical entities that have received FDA approval for any indication (cancer or otherwise) are NOT acceptable
chemotherapeutic drug candidates unde