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1. Introduction.  This guide is designed to provide NMRC/NMRCD personnel with additional information to complete the Determination of Human Subject Research form (HRPP Form-1).  If your project is determined to be human subject research this guide also provides information about next steps (see paragraph 6 below).

2. Investigator responsibilities.
a. Scope. All planned NMRC and NMRCD projects involving interaction (direct or indirect) with humans or the use of human specimens must be evaluated to determine if the study constitutes human subject research.  Investigators may not make the determination unless it is obvious that it is human subject research. In this case, the investigator should proceed directly with protocol development and submission for SRB and IRB review.

b. Timing of submission. The form should be used prior to initiating work on any project involving humans or human specimens.  

3. Important definitions.
a. Research. DoD regulations at 32 CFR 219.102(d) and the Common Rule define research as “a systematic investigation, including research development, testing, and evaluation, designed to develop or contribute to generalizable knowledge.”  

b. Human subject. DoD regulations at 32 CFR 219.102(f) and the Common Rule define human subject as “a living individual about whom an investigator (whether professional or student) conducting research obtains (1) data through intervention or interaction with the individual or (2) identifiable private information.”  SECNAVINST 3900.39C, paragraph 6.b(10), clarifies that human subjects may also include investigators when they serve a “subject” role.

i. Intervention includes both physical procedures by which data are gathered (e.g., venipuncture) and manipulations of the subject or the subject’s environment that are performed for research purposes.  Interaction includes communication or interpersonal contact between investigator and subject. 

ii. 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. It also includes information which has been provided for specific purposes by an individual and which the individual can reasonably expect will not be made public (e.g., 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. 

iii. Obtaining means receiving or accessing identifiable private information or identifiable specimens for research purposes, including an investigator’s use, study, or analysis for research purpose of identifiable private information or identifiable specimens already in the possession of the investigator. 

4. Completing the form (Determination of Human Subject Research, HRPP Form-1). Completed forms with applicable attachments should be routed through the Directorate/Detachment chain to ORA for processing.
a. Initial submission vs. resubmission:  For first time submission, select the “initial submission” checkbox. If the determination from the first review is that additional information is required, select the “resubmission” checkbox.
b. Part A – background information:  Answer all questions as completely as possible and include all attachments as applicable.  These questions have been specifically designed to assist the Reviewer in determining whether the project is (1) research, and (2) involves human subjects, as defined above. 
i. Research involving only coded private information or specimens. According to available guidance, research involving only coded private information or specimens does not involve human subjects if the following conditions are both met: (1) the private information or specimens were not collected specifically for the currently proposed research project through an interaction or intervention with living individuals; and (2) the investigator cannot readily ascertain the identity of the subjects (because, for example, the key to decipher the code is destroyed before the research begins; the investigators and the holder of the key enter into an agreement prohibiting the release of the key to the investigators under any circumstances; there are IRB-approved written policies and procedures for a repository or data management center that prohibit release of the key; or there are other legal prohibitions). 
c. Part B – signatures:  The applicant must check the attestations as applicable, sign the form and route to ORA via his/her chain.  ORA will return any forms that do not include all signatures.
5. Review and determination. 

a. Pre-review.  ORA is available to assist in completing the Determination of Human Subject Research form (HRPP Form-1).  Upon submission, ORA will conduct a limited pre-review to ensure completeness of the form and will follow up with the applicant with any additional needs. 

b. IRB Chair/Vice Chair review and determination.  Given the urgent time requirements for initiating projects such as outbreak investigations, the IRB Chair or Vice-Chair will provide a determination of whether the project involves human subjects research as defined at 32 CFR 219.102(f).  A copy of the determination will be provided to Applicant: 

i. Non-human subject research.  If the project is determined not to involve human subject research, NMRC/NMRCD personnel should note that any modification to the project procedures may change the character of the project from non-human subject research to human subject research.  DoD regulations at 32 CFR 219.119 require that when research undertaken without the intention of involving human subject is later proposed to involve human subjects, the research shall first be reviewed and approved by an IRB.  It is the responsibility of the NMRC/NMRCD project leader to contact ORA with such changes for prospective review.

ii. Human subject research.  If the determination is that the activity involves human subject research, a protocol should be submitted for prospective review by the SRB and IRB.  Based on the information provided in the form, the Reviewer may also provide a preliminary assessment as to whether the project might meet one of the exempt categories (32 CFR 219.101(b)) or expedited categories (63 Federal Register (FR) 60353-56).  Paragraph 6 below discusses additional considerations for human subject research involving specimens.

iii. Additional information required.  If more information is necessary, the Applicant should revise the form to address the Reviewer’s comments and resubmit to ORA.

6. What if the project is determined to be human subject research?
  As discussed above, if the Reviewer determines that the project involves human subject research, then the Investigator must submit a protocol for review by the SRB and IRB and approval.

If your project is determined to be human subject research, it may satisfy one of the exempt or expedited categories.  The exempt categories of research are described at Research that is exempt from the human subject protection regulations is described in the DoD regulations at 32 CFR 219.101(b), but must be verified by the IRB Chair or Vice Chair.  DoD and NMRC require that exempt protocols receive scientific review and verification of exempt status by the IRB Chair or Vice Chair.  Additionally, annual status reports must be submitted to ORA.  Projects that do not meet one of the exempt categories may be eligible for expedited review and can be reviewed by the IRB Chair or IRB Vice Chair.  The expedited categories are listed at 63 FR 60353-56.
a. Is the research exempt from IRB review?  Research with specimens and data from living persons is exempt when it is determined that the research either does not involve human subjects or the only involvement of human subjects is in one of the “exempt” categories listed set forth at 32 CFR 219.101(b). The exemption that is most pertinent to work with human specimens is exempt category 4 (32 CFR 219.101(b)(4)): 

· “Unless otherwise required by Department or Agency heads, research activities in which the only involvement of human subjects will be in one or more of the following categories are exempt from this policy: ...(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.” 

Exempt category 4 does not apply to specimens that are linked to subject identity, even if the subject identifiers are locked up or kept by someone other than the researcher. It does not matter if the tissue would otherwise have been discarded.  

The following key terms are defined:

i. “Existing” data or specimens. Exempt category 4 applies to retrospective studies of specimens that have already been collected. The materials must be “on the shelf” (or in the freezer) at the time the protocol is initiated. 

ii. Specimens obtained from a tissue banks. Use of tissue specimens obtained from an established tissue repository may be exempt, even though the bank continues to procure new specimens while the research project proceeds. There are many kinds of tissue banks that operate in different ways. The NMRC IRB will need to determine whether the bank meets the requirements of the exemption.  

iii. “Publicly available sources.” This language in the regulation was intended to apply to public sources of data, such as death certificates.  Its meaning with respect to human tissue specimens is widely debated. Although there are organizations that make human cells and tissues broadly accessible at reasonable cost to the research community, these materials are not usually available to the public at large. Even when obtaining specimens from such a source, investigators should not assume that it meets the definition of “publicly available.”  

iv. “Identifiers linked to the subjects.”  Identifiers (such as names, addresses, social security numbers, or accession numbers) permit specimens to be linked to individual people and perhaps also to associated medical information. Exempt category 4 applies most clearly to specimens where such personal information was never collected. It may apply to specimens provided by a tissue bank or other repository, so long as the specimens are provided without identifiers and the repository has firm policies and procedures, reviewed by its own IRB, to prevent the release of personal information. It generally does not apply in situations where a researcher receives “coded” specimens from a collaborator if the collaborator retains the key to the code, even though the researcher may have no access to subject identities. 

b. If the research does not fit one of the exempt categories, can it be reviewed by expedited procedures?  Human subject research with specimens and data from living persons which is not exempt, can be reviewed via expedited procedures when it is determined that the research is minimal risk and all parts of the research satisfies one or more categories set forth in the FDA/OHRP 1998 list of research activities eligible for expedited review (63 Federal Register 60353-56). Expedited review procedures consist of a review of human subject research by the IRB Chair or by one or more designated IRB experienced reviewers. The expedited categories that are most pertinent to work with human specimens are:

· Category 2.  Prospective collection of blood samples by finger stick, heel stick, ear stick, or venipuncture.

· Category 3.  Prospective collection of biological specimens for research purposes by noninvasive means.

· Category 5. Research involving materials that have been collected for any purpose or will be collected solely for nonresearch purposes. 

Expedited review is not appropriate for greater than minimal risk research or classified research.  Additionally, the expedited review process may not be used where identification of subjects and/or their responses would reasonably place them at risk of criminal or civil liability or be damaging to the subjects’ financial standing, employability, insurability, reputation, or be stigmatizing, unless reasonable and appropriate protections will be implemented so that risks related to invasion of privacy and breach of confidentiality are no greater than minimal.  

i. Waivers of consent.  Investigators may request a waiver of consent under 32 CFR 219.116(d) when it is determined and documented that: (1) the research involves no more than minimal risk to subjects; (2) the waiver will not adversely affect the rights and welfare of the subjects; (3) the research could not practicably be carried out without the waiver or alteration; and (4) whenever appropriate, the subjects will be provided with additional pertinent information after participation.  
c. Specimens from collaborators. Unless the research is exempt, BOTH NMRC/NMRCD investigators and the collaborator must have approvals from the IRBs at their respective institutions. 


� The NIH guide on human tissues served as the basis for information provided under this paragraph.  
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