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CDC/ATSDR Procedures for Protection of Human Researchtc \l1 "CDC/ATSDR Procedures for Protection of Human Research Participants

1/1/02

This manual of procedures applies to all institutions engaged in research
 involving human participants conducted by the Centers for Disease Control and Prevention and the Agency for Toxic Substances and Disease Registry (CDC/ATSDR),3 or funded in whole or in part by CDC.  Research, as defined by the Federal Policy for the Protection of Human Subjects (45 CFR 46; http://ohrp.osophs.dhhs.gov/humansubjects/guidance/45cfr46.htm) is A...a systematic investigation, including research development, testing and evaluation, designed to develop or contribute to generalizable knowledge.  Activities which meet this definition constitute research for purposes of this policy, whether or not they are conducted or supported under a program which is considered research for other purposes.  For example, some demonstration and service programs may include research activities.@  This includes research conducted by CDC employees, either directly, through grants, cooperative agreements, contracts, task or purchase orders, or in collaboration with outside parties.  It also includes research conducted by grantees, cooperative agreement awardees, and contractors.  Further, it includes research conducted or funded by CDC outside the United States.

A human subject (participant), according to 45 CFR 46, is defined as A...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.@  Intervention includes both 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.  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 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.

NOTE: All CDC investigators involved in research involving human participants are expected to know the contents of this manual; however, certain key areas have been highlighted.  We hope these highlights help focus your attention to particular areas of concern in research with human participants.

If you have questions, please call or email your CIO Human Subjects Contact (HSC; (http://intranet.cdc.gov/od/ads/cdccontacts.htm).

Office for Human Research Protections (OHRP) Assurancetc \l1 "Office for Human Research Protections (OHRP) Assurance
The Office for Human Research Protections (OHRP; http://ohrp.osophs.dhhs.gov/), U.S. Department of Health and Human Services (DHHS), is responsible for overseeing the implementation of the Federal regulations for the Protection of Human Subjects throughout the DHHS.  CDC has provided written assurance to OHRP that it will comply with this policy codified at Title 45, Code of Federal Regulations, Part 46 (45 CFR 46).  CDC holds Federalwide Assurance (FWA) #0000-1413.  For a list of domestic and international institutions holding assurances, see http://ohrp.osophs.dhhs.gov/irbasur.htm.

Institutional Responsibilitiestc \l1 "Institutional Responsibilities
Office of the Associate Director for Science (OADS)tc \l2 "Office of the Associate Director for Science (OADS)
Unless specifically exempt under 45 CFR 46 or waived by the Secretary, DHHS, no research activity involving human participants shall be supported by CDC until the requirements of 45 CFR 46 have been met.  The responsibility for the determination that all such requirements are met and that the rights and welfare of human participants have been and will be adequately protected resides at all levels of institutional review.  However, the final determination lies with the CDC=s Deputy Associate Director for Science (DADS).

The DADS is the individual authorized to act on behalf of the CDC Director and Associate Director for Science (ADS) and assumes the obligations imposed by 45 CFR 46 regarding any research involving human participants.

Additional responsibilities of the DADS include the following:

1.
Interprets 45 CFR 46 and works with IRBs, CDC researchers, and Centers/Institute/Offices (CIOs) management officials to formulate and develop CDC policies and procedures consistent with 45 CFR 46.





2. Provides written procedures and guidelines for conducting research involving human participants, as needed (http://intranet.cdc.gov/od/ads/hsrchklist.htm; http://www.cdc.gov/od/ads/hsrchklist.htm)

3.
Ensures institutional compliance with CDC=s FWA.

4.
Serves as the CDC liaison to OHRP.

5.
Convenes regular IRB Chairs meetings.  These meetings are attended by IRB Chairs, co-Chairs, the DADS, IRB Administrators, and other interested parties.

6.
Certifies that collaborating institutions have OHRP-approved Assurances and IRB approvals.

7.
Appoints members to the CDC IRBs and assists CDC IRBs in carrying out their mandate.

8.
Determines and documents whether research is exempt from IRB review.

9.
Reviews all grant and cooperative agreement program announcements to confirm the applicability of human subjects regulations.

Human Subjects Activity (HSA)tc \l3 "Human Subjects Activity (HSA)
Staff within the Human Subjects Activity (HSA) in Atlanta are responsible for carrying out the procedures described in this manual, which include:

1. Coordinates IRB meetings.

2. Processes new protocols, amendments, continuations, adverse events (AEs), and deferrals.

3. Handles expirations, suspensions, and terminations.

4. Facilitates securing all necessary assurances of compliance with 45 CFR 46 (Assurances).

5. Facilitate securing Deferral agreements with other institutions.

At the National Institute for Occupational Safety and Health (NIOSH), responsibilities 1-3

are handled by the IRB Chair; at the National Center for Health Statistics (NCHS) they are handled by the IRB administrator.

Human Subject Activity Staffing Information  (http://intranet.cdc.gov/od/ads/hsofolks.htm tc \l4 "Human Subject Activity Staffing Information  (http://intranet.cdc.gov/od/ads/hsofolks.htm)
Main Number:
404/639-4500

Facsimile: 

404/639-3711

E-mail:

huma@cdc.gov

Location:

Building 1, 2nd Floor, Rooms 2029, 2035, and 2405; Mailstop C25; Clifton Road

Employee 


Room #


Direct line

Annette Durr

2035



639-4031

Lynn Erickson

2405



639-4807

Pam Galusha

2035



639-4027



Barbara Kindell 

2035



639-4025



John Livengood

4322*



639-7260


Mark Long

2035



639-4035



Fran Sanden

2029



639-0509

Virginia Talley 

2035



639-4026

Copier/file room 

2405



639-4049




* (Office in Building 16, Clifton Road)

At NCHS, contact Dewey LaRochelle @ 301-458-4607

AT NIOSH, contact Mike Colligan @ 513-533-8222 or Cindy Wheeler @ 513-533-8591

Procurement and Grants Office (PGO)tc \l2 "Procurement and Grants Office (PGO) (http://intranet.cdc.gov/pgo/home.htm)
1.
Certifies that awardees have Assurances.

2.
Certifies that awardees= protocols have initial and annual (at least) IRB review.

Centers, Institute, Offices (CIOs)tc \l2 "Centers, Institute, Offices (CIOs)
Each CIO is responsible for designating an HSC (http://intranet.cdc.gov/od/ads/hsclist.htm).  The HSC:

1.
Determines and documents whether activities are research or nonresearch.

2.
Determines and documents whether research involves human participants.

3.
Reviews and clears all protocols for IRB review.

4.
Serves as the CIO expert and lead on implementing 45 CFR 46.

5.
Works with the HSA, investigators, and IRB Chairs, when indicated, to resolve problems.

6.
Maintains an internal system for documenting communications between the 

investigator and the HSA for tracking protocols.

7.
For Federally-funded research involving human participants, works with program and PGO to address all relevant requirements.

Investigatorstc \l2 "Investigators
Investigators are CDC employees who are working independently or in collaboration with an outside party in the design of a research study; development of methods and procedures for the study; or the collection, analysis, or interpretation of data.  Any CDC employee who becomes or intends to become an author on a publication generated from a research study may be an investigator of that research study.  Investigators= responsibilities:

1.
Makes an initial determination that a proposed study is research involving human beings and that the study may need IRB review.

2.
Writes or collaborates on writing the protocol and other documentation necessary for IRB review.

3. 
Is responsible for or collaborates with others in the conduct of the research.

4.
Is responsible for keeping the IRB informed of any relevant changes to an approved protocol.

5. Is responsible for requesting continuation, deferral, or termination of a protocol and informing the HSA and the IRB of AEs

6. Is responsible for ensuring that collaborators/collaborating institutions also comply with the human subjects regulations.

7. Does not have a conflicting interest in the study (http://ohrp.osophs.dhhs.gov/nhrpac/mtg12‑00/finguid.htm).

8. Verifies and documents that collaborating institutions have an Assurance of Compliance with 45 CFR 46 (i.e., Federalwide Assurance).

Data Monitoring Committees (DMCs; formerly Data and Safety Monitoring Boards [DSMBs])tc \l2 "Data Monitoring Committees (DMCs; formerly Data and Safety Monitoring Boards [DSMBs])
CDC conducts relatively few clinical trials, compared to NIH or FDA.  Still, CDC needs a systematic framework to monitor the conduct of all CDC-supported or conducted clinical trials to ensure the safety of participants and the validity and integrity of the data.

For multisite clinical trials involving interventions that entail potential risk to participants, a Data Monitoring Committee (DMC) should be established.  Unfortunately, there is presently no consensus on how DMCs should be created and operated.  Contact Fran Sanden of the HSA if you have questions about a DMC.

CDC=s OADS is developing a policy and a procedures manual for establishing DCMs to monitor CDC studies.
Institutional Review Boardstc \l1 "Institutional Review Boards
Establishment and Composition of CDC=s IRBstc \l2 "Establishment and Composition of CDC=s IRBs
Each IRB must be sufficiently qualified through the experience and expertise of its members, and the diversity of the members= background, to foster respect for its advice and counsel in safeguarding the rights and welfare of human participants.  In addition to possessing the professional competence necessary to review and approve specific research activities, the IRB must be able to ascertain the acceptability of proposed research in light of:

1.
Ethical principles set forth in the Belmont Report (http://ohrp.osophs.dhhs.gov/humansubjects/guidance/belmont.htm);

2.
45 CFR 46;

3.
Applicable Federal, state, and local laws; and

4.
Standards of professional conduct and practice (http://www.usoge.gov/pages/daeograms/dgr_files/2001/do01004a.pdf)

IRB members and Chairs are appointed by the CDC DADS for two-year renewable terms, after having been nominated by their CIO HSC.  Each CDC IRB shall have a Chair, co-Chair, and at least five members, with varying backgrounds to promote complete and adequate review of research activities commonly conducted by the institution.  Each IRB shall have two people who are not affiliated with CDC and at least one person who is a nonscientist.  Major scientific disciplines such as medicine, laboratory sciences, statistical sciences, epidemiology, and behavioral and social sciences must be represented on each IRB.  45 CFR 46.107(b) states that [e]very nondiscriminatory effort will be made to ensure that no IRB consists entirely of men or entirely of women, including the institution's consideration of qualified person of both sexes, so long as no selection is made to the IRB on basis of gender [NOTE: the 2002 gender composition of the four Atlanta boards is 36 women (62%) and 22 men].

An IRB may, in its discretion, invite individuals with competence in special areas to assist in 

the review of complex issues which require expertise beyond or in addition to that available on the IRB.  These individuals become ad hoc members and will not vote with the IRB.  Changes in IRB membership are reported to OHRP.

CDC has six regular IRBs. The regular IRBs include one at NIOSH, one at NCHS, and four in Atlanta (IRBs AA, B, C and G@). The Atlanta-based IRBs review and approve research for all CIOs other than NIOSH and NCHS.  Additional IRBs may be constituted as needed.  For protocols requiring emergency handling, contact Mark Long of the HSA.

The primary role of the IRB is to protect the rights and welfare of human beings who are participants in the research.  In accordance with 45 CFR 46.111, an IRB may approve research only after it has determined that all of the following requirements are satisfied:

1.
Risks to participants are minimized: (i) by using procedures that are consistent with sound research design, and that do not unnecessarily expose participants to risks, and (ii) whenever appropriate, researchers should employ procedures that are being performed on participants for prevention, diagnostic or treatment purposes.

 2.
Risks to participants are reasonable relative to anticipated benefits, if any, to participants, and the importance of the knowledge that may reasonably be expected to result. In evaluating risks and benefits, the IRB should consider only those risks and benefits that may result from the research (as distinguished from risks and benefits of therapies subjects would receive even if not participating in the research).  The IRB should not consider possible long-range effects of applying knowledge gained in the research (for example, the possible effects of the research on public policy) as among those research risks that fall within the purview of its responsibility.

3.
Selection of participants is equitable.  In making this assessment the IRB must take into account the purposes of the research and the setting in which it will be conducted.  The IRB must be particularly attentive to the special problems that may arise when research involves vulnerable populations, such as children, pregnant women, fetuses, prisoners, mentally disabled persons, economically or educationally disadvantaged persons.  If any of the participants are likely to be susceptible to undue influence or coercion, the IRB may require additional safeguards in the study to protect such participants (link to special populations).

4.
Informed consent will be sought from each prospective participant, or the participant=s 
legally authorized representative (link to informed consent).

5.
Informed consent will be appropriately documented (link to informed consent).

6.
The research plan makes adequate provisions for ensuring the safety of participants.

7.
There are adequate provisions to protect the privacy of participants and to maintain the confidentiality of data.

The IRB must determine if the study is minimal or greater than minimal risk to participants.  45 CFR 46 classifies research into that which is minimal or not greater than minimal risk to the participant and that which is greater than minimal risk.  The definition of minimal risk given in '46.102(i) reads as follows:

AMinimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.@

Requirements no. 4 and 5 above present special concerns for both investigators and IRBs.  Therefore, we include here a section on informed consent:

Informed Consenttc \l2 "Informed Consent
The ethical principle of respect for persons (from the Belmont Report) requires that persons who participate in research shall have the opportunity to choose what shall or shall not happen to them.  The IRB must judge whether three conditions are met: disclosure of information (participant has been provided full information regarding the research), comprehension (participant fully understands all ramifications of the research), and voluntariness (participant is volunteering free of coercion and undue influence). 

The IRB will approve protocols that contain the following information as part of the informed consent process (45 CFR 46.116).  All of the following items must be in the consent form or their exclusion waived by the IRB.  If waived, a justification is required as described in 45 CFR 46.116(d) (see below).   If an item is not applicable to the research being conducted, the IRB may vote to waive the requirement.
1.
A statement that the study involves research, an explanation of the purposes of the research and the expected duration of the subject=s participation, a description of the procedures to be followed, and identification of any procedures which are experimental.

NOTE: It is CDC policy that all consent forms identify CDC as a collaborating partner when listing collaborators.
2.
A description of any reasonably foreseeable risks or discomforts to the participant.

3.
A description of any benefits to the participant or to others which may reasonably be expected from the research.

4.
A disclosure of appropriate alternative procedures or courses of treatment, if any, that might be advantageous to the participant.

5.
A statement describing the extent, if any, to which confidentiality of records identifying the participant will be maintained.

6.
For research involving more than minimal risk, an explanation as to whether any compensation and an explanation as to whether any medical treatments are available if injury occurs and, if so, what they consist of, or where further information may be obtained. 

7.
An explanation of whom to contact for answers to pertinent questions about the research and research participants' rights, and whom to contact in the event of a research‑related injury to the participant.

8.
A statement that participation is voluntary, refusal to participate will involve no penalty or loss of benefits to which the participant is otherwise entitled, and the participant may discontinue participation at any time without penalty or loss of benefits to which the participant is otherwise entitled.

When appropriate, one or more of the following elements of information shall also be provided to each participant:

1.
A statement that the particular treatment or procedure may involve risks to the participant (or to the embryo or fetus, if the participant is or may become pregnant) which are currently unforeseeable.

2.
Anticipated circumstances under which the subject's participation may be terminated by the investigator without regard to the participant's consent.

3.
Any additional costs to the participant that may result from participation in the research.


4.
The consequences of a participant's decision to withdraw from the research and procedures for orderly termination of participation by the subject.

5.
A statement that significant new findings developed during the course of the research which may relate to the participant's willingness to continue participation will be provided to the participant. 

6.
The approximate number of participants involved in the study.

An IRB may approve a consent procedure which does not include, or which alters, some or all of the elements of informed consent set forth above, or waive the requirements to obtain informed consent provided the IRB finds and documents that:

1.
The research involves no more than minimal risk to the participants.

2.
The waiver or alteration will not adversely affect the rights and welfare of the participants.

3.
The research could not practicably be carried out without the waiver or alteration.

4.
Whenever appropriate, the participants will be provided with additional pertinent information after participation.

All four criteria must be met in order to alter some or all of the consent process (45 CFR 46.116(d).

NOTE: It is the responsibility of the investigator to ask the IRB for a waiver of the consent process.  When requesting a waiver or alteration of consent under 45 CFR 46.116(d), a justification must be provided.  The IRB will not grant a waiver without written justification; rather, a requirement to include the justification will be included in the IRB=s report.

The informed consent process shall be documented by the use of a written consent form approved by the IRB and signed by the participant or the participant=s legally authorized representative.  A copy shall be given to the person signing the form.  The written consent form may be read to the participant or the participant=s legally authorized representative (45 CFR 46.117), but the investigator shall give the participant or the representative adequate opportunity to read it before it is signed.

A consent form should be written at a level that is understandable to the study population (http://intranet.cdc.gov/od/ads/hsrconsent.htm; http://www.cdc.gov/od/ads/hsrconsent.htm).  For most populations, the reading level of the consent form should be at the 8th grade level. Investigators should document to the IRB the reading level of the consent form.  If the reading level is written at a different level from the 8th grade, justification should be given for the use of the reading level.
The investigator may, as an alternative, give the participant or the representative a short written consent form which documents that the elements of the informed consent were presented orally to the participant or representative.  The short written consent form is signed by the participant or representative.  When this method is used, a witness should observe the oral presentation and a written summary of what is to be said to the participant or representative should be used.  The witness should sign the short written consent form and the summary.  The person actually obtaining consent should sign the summary.  A copy of the summary should be given to the participant or the representative, in addition to a copy of the short written consent form.

An IRB may waive the requirement for the investigator to obtain a signed consent form (45 CFR 46.117 (c)) for some or all participants under one of two conditions:

1.
The only record linking the participant and the research would be the consent form and the principal risk would be potential harm resulting from a breach of confidentiality. Each participant will be asked whether the participant wants documentation linking the participant with the research, and the participant=s wishes will govern. 

2.
That the research presents no more than minimal risk of harm to participants and involves no procedures for which written consent is normally required outside the research context.  In either case, the IRB may require the investigator to provide participants with a written statement regarding the research.

NOTE: It is the responsibility of the investigator to ask the IRB for a waiver of DOCUMENTATION of consent.  When requesting a waiver of written documentation of consent under 45 CFR 46.117(c)(1) or (c)(2), a justification must be provided.  The IRB will not grant a waiver without written justification; rather, a requirement to include the justification will be included in the IRB=s report.

The IRBs recognize that 45 CFR 46 was written for clinical trials and in our effort to make sections 116 (d) and 117 fit public health research, we have developed standard waiver language for use by IRB members.  For help in writing a consent document, see (http://intranet.cdc.gov/od/ads/hsrconsent.pdf) or (http://www.cdc.gov/od/ads/hsrconsent.pdf).

Conflicts of Interesttc \l2 "Conflicts of Interest
No IRB may have a member participating in the IRB's initial or continuing review of any protocol in which the member has a conflicting interest, except to provide information requested by the IRB.  A conflicting interest is defined as any interest in the research such that a member might not be able to review objectively a protocol for protection of human participants according to 45 CFR 46.  Types of interests that may cause a conflict are financial interest, special or unusual knowledge about the research, direct involvement in the research, supervision of any of the research investigators by the member, supervision of the member by the research investigators or personal involvement with the investigators.  In addition, any time an IRB member feels uncomfortable about participating in the review of a protocol, that member may have a conflict of interest.  

Each IRB member is required to sign a conflict of interest form at the beginning of each IRB meeting stating whether he/she has a conflicting interest with any item on the agenda. These forms are collected and maintained by the IRB Administrator or the IRB Chair (NIOSH).  During the discussion of the agenda item which is of conflict to the member, the member must leave the room and recuse him- or herself from the discussion and vote on the issue.  A quorum of remaining IRB members is required for full board deliberation of the agenda item.

IRB Meetingstc \l2 "IRB Meetings
The IRBs convene once a month at a specific CDC facility.

In Atlanta, the IRB Administrator, in consultation with the Human Subjects Manager (HSM) and  IRB Chairs, is responsible for setting the agenda for each meeting and calling convened meetings as often as required to accomplish the business of the IRB.  The IRB Administrator places the protocol on the agenda for a designated IRB meeting and prepares an agenda packet which includes each new protocol, amendment, or continuation, or adverse event being reviewed. In addition to the protocols, the packet also includes appropriate checklists (http://intranet.cdc.gov/od/ads/hsrchklist.htm; http://www.cdc.gov/od/ads/hsrchklist.htm), the Absence of Conflict of Interest form and a list of items that were expedited during the period between meetings.  At least seven days before the IRB meeting, the packet is sent to each member of the IRB.  At NIOSH, the IRB Chair sets the agenda, convenes each meeting, and handles the Absence of Conflict of Interest form; the investigator sends the protocol to the Chair and each member of the IRB.

A primary reviewer (PR) system is used to review new protocols, amendments, and requests for continuations and AEs.  The HSM or IRB Administrator, in consultation with the IRB Chairs, assigns a new protocol, amendment, adverse event report, or request for continuation to an IRB member for primary review.  All IRB members are expected to review all items on the agenda.  For new protocols, the PR is responsible for making a presentation describing the research, including any important human participants protection issues.  The PR drafts the IRB report (http://intranet.cdc.gov/od/ads/rptguide.htm) (http://www.cdc.gov/od/ads/rptguide.htm), which the Chair reviews.  The IRB Chair is ultimately responsible for the IRB report that is sent to the investigator.  For amendments and requests for continuation, the PR is responsible for reviewing the protocol and making a presentation describing the requested change (if an amendment is requested) or describing progress on the study (if it is a request for continuation).

PRs may contact investigators prior to the IRB meeting at which his/her protocol will be discussed in order to clarify any issues before the meeting.  In addition, PIs for new protocol submissions will be invited to attend the meeting to clarify issues or answer questions from the Board.  PIs on protocols for which an amendment, continuation, or AE action is up for discussion may also be invited if the Board, PR or Chair believes it to be necessary.  This can be an efficient way to get information and resolve issues that may be likely to surface during the IRB meeting.  It is important for all to remember to document any direct interactions with CDC investigators by ccing the appropriate CIO HSC and the HSA (through the Human Subjects Review-OD mailbox).  Also, please cc the CIO HSC and the HSA on emails summarizing the results of phone conversations with investigators.  If additional information is requested/given, the PR should request that it be given in writing (e.g., email) so that it can be added to the IRB record.

Deliberations and voting on protocols is closed.  Full board actions require the presence of a quorum of the voting members, defined as a 50% plus one majority of the membership including at least one member who is a nonscientist.  If any member recuses himself or herself because of a conflict of interest, a quorum of the remaining members is needed for full board actions.  Other non-IRB members wishing to observe should contact the HSA to arrange a convenient date.

IRB meetings are conducted in accordance with Robert=s Rules of Order (http://www.robertsrules.com/).  That is, at a minimum, the Chair conducts the meetings from a predetermined agenda and the minutes of the prior meeting are voted upon.  All actions and resolutions require a voice or show-of-hands vote of the members present following discussion and the making and seconding of a motion.  Minutes from every meeting must include the recording of attendees; any actions taken; the vote on the actions, including the number of members voting for, against, and abstaining; the basis for requiring changes in or disapproving research; and a written summary of the discussion of controversial issues.  Also included are the resolution and documentation of special requirements for research involving pregnant women, human fetuses and neonates 45 cfr 46, Subpart B; prisoners 45 CFR 46, Subpart C; and children 45 CFR 46, Subpart D.  The IRB Administrator is responsible for taking minutes for the Atlanta-based and NCHS Boards; at NIOSH, it is handled by the IRB Chair.

OHRP allows the use of conference calls or teleconferencing (e.g., ENVISION) to convene IRB meetings.

IRB Actions on Research Protocolstc \l2 "IRB Actions on Research Protocols
An IRB may vote to approve, to approve upon receipt of satisfactory responses to specific issues, to defer action, or to disapprove a protocol action.  If a protocol action is reviewed through the expedited review process as outlined in 45 CFR 46.110(b)(1) and (http://ohrp.osophs.dhhs.gov/humansubjects/guidance/expedited98.htm), the designated PR may not defer action or disapprove a protocol; deferral of action of disapproval requires a full Board vote.  A Board may defer action on a protocol if it determines that substantive modifications or clarifications are needed before it can conduct a comprehensive review of the protocol.  A Board may vote to disapprove a protocol if it determines that the basic criteria for IRB approval of research as outlined in 45 CFR 46.111 have not been met.  At this point, if the Board has voted to approve a protocol upon receipt of satisfactory responses, the Board decides whether the investigator=s response to the IRB report must come back to the full Board for review or may be reviewed by the PR in consultation with the Chair.  If the full Board votes to defer action or to disapprove a protocol, the revised protocol must go back to the full Board for reconsideration.

These actions require the vote of a majority of the members present at the meeting.  The Chair does not vote, except to break a tie, or to maintain a quorum.  If the vote is not unanimous, the minority opinion may be incorporated into the minutes of the meeting or attached to the minutes.  A member may abstain from voting for any reason, without explanation.  A member may also change his/her vote up until the time the vote is announced by the Chair, after which time a member=s vote may be changed only with the permission of the IRB and may be granted by general consensus.

After the IRB reviews a protocol action, either through the expedited review process or at a meeting of the full Board, the Chair and/or PR will either notify the HSA that an approval may be issued or will write a report to investigators. The report will detail the IRB action taken, i.e., approved pending receipt of satisfactory responses to the issues outlined in the report; action deferred, with an explanation as to why and what issues need to be addressed before the Board can reconsider the protocol; or disapproved with an explanation as to why and what substantive modifications will need to be made to the protocol before it may be resubmitted for IRB review, if investigators desire to do so.  

Appeal of IRB Actionstc \l2 "Appeal of IRB Actions
By federal regulation, institutional officials may not approve research that has been disapproved by an IRB.  There is no mechanism for appeal of IRB decisions to other institutional components; the IRB is an autonomous entity with its decisions being binding.  Investigators may request an IRB to reconsider a decision regarding a research protocol.  However, investigators do not have the option to seek the reversal of an IRB decision by submitting the same protocol to another CDC IRB.

Reporting of Unanticipated Adverse Events/Problems (AE), and Breaches of Protocoltc \l2 "Reporting of Unanticipated Adverse Events/Problems (AE), and Breaches of Protocol
CDC defines an adverse event (AE) as an unanticipated problem encountered during the conduct of any research study in which CDC is involved.  OHRP expects that certain adverse events (AEs) will be determined by investigators and/or the IRB to be unanticipated problems involving risks to subjects.   This determination may be made by listing examples of Aanticipated adverse events@ in the original protocol.  Unanticipated adverse events and problems that should be reported promptly to the CDC IRB include, but are not limited to, physical injury to a participant; psychological, social, or economic harm to a participant; and breaches of protocol, such as breakdowns in the informed consent process, violations of confidentiality of data or privacy of an individual, and complaints by participants. 

Serious, life threatening events should be reported to the CIO HSC by telephone within 48 hours of the event, with a written report (http://intranet.cdc.gov/od/ads/docs/AEreportform.pdf) to follow within ten working days.  Less serious events should be reported in writing to the CIO HSC within ten working days of when the CDC investigator became aware of the event (not its resolution).  Investigators should report anticipated adverse events as part of their annual request for continuing review (CDC form 0.1251, item 8). 

The CIO HSC will report the adverse event to the HSA.  After CDC IRB review of the event, the HSA will inform the CDC principal investigator (PI) of the outcome of the CDC IRB review (either a message stating that no further action is required or in the form of a report from the IRB outlining concerns).  The HSA will also inform the CDC DADS of the event and actions taken, who will then notify OHRP in writing of the event, as required by 45 CFR 46.

IRB Records Managementtc \l2 "IRB Records Management
The HSA (Atlanta), the IRB Administrator (NCHS), or the IRB Chair (NIOSH) maintains copies of protocols and consent documents that each IRB has reviewed including continuing reviews; scientific evaluations, if any, that accompany protocols; minutes of its meetings; a current approved membership list; progress reports submitted by investigators; reports of  harm to participants; copies of all correspondence between the IRB and investigators; statements of significant new findings provided to participants; and documentation of collaborative and cooperative research activities occurring at other institutions with OHRP-approved Assurances, including documentation of protocol and consent form approval by the IRBs at these sites.  All records and documents are maintained for at least two years in the HSA after completion of the research, and are accessible for inspection and copying by authorized representatives of OHRP.  After two years, the records are sent to the Federal Records Center.

During 2001, a new database to track CDC human subjects research protocols was installed in CDC=s HSA.  Currently, HSA staff have read-write access to this tracking system.  All other CDC scientists may view information on the status of protocol actions via the CDC intranet at http://158.111.239.11/adshsp/source/query.asp.  While a few features still need to added and a few wrinkles ironed out, the tracking system is a welcome addition to the lives of the HSA and CDC investigators.

Special Populationstc \l1 "Special Populations
Inclusion of Women and Minoritiestc \l2 "Inclusion of Women and Minorities
The 1996 CDC policy entitled AInclusion of Women and Ethnic Minorities in Research@ (http://www.cdc.gov/od/foia/policies/inclusio.pdf) requires that CDC IRBs ensure that women and racial and ethnic minority populations are appropriately represented in research.  Women and members of racial and ethnic minority groups should be adequately represented in all CDC research involving human participants, unless a clear and compelling rationale and justification are given that inclusion is inappropriate or clearly not feasible.  Although this policy does not apply to studies when the investigator cannot control the race, ethnicity, and gender of participants, women and racial and ethnic minority populations must not be routinely and/or arbitrarily excluded from such investigations.

In addition, women of childbearing potential should also not be routinely and/or arbitrarily excluded from participation even though there are ethical and risk issues to consider for inclusion and exclusion.  Information on differences in adverse outcomes or risk profiles for pregnant women may be reason for exclusion.  Therefore, pregnancy status may need to be determined prior to enrollment for some studies and, if necessary, during an intervention to safeguard the participants' health.  The IRB must determine the degree of certainty of pregnancy status necessary in a study according to the potential risk imposed on the fetus.  Requiring a pregnancy test in addition to a woman=s self-report of pregnancy status should be dependent upon the degree of risk to the fetus.

Inclusion of women and/or racial and ethnic minority groups in research can be addressed either by including all appropriate groups in one single study or by conducting multiple studies.  In general, protocols should employ a design with gender and/or minority representation appropriate to the scientific objectives.  It is not a requirement that the study design provide sufficient statistical power to answer the questions posed for men and women and racial and ethnic groups separately; however, whenever there are scientific reasons to anticipate differences between men and women and/or racial and ethnic groups with regard to the hypothesis under investigation, investigators should include an evaluation of these gender and racial/ethnic group differences in the study proposal.  If adequate inclusion of one gender and/or minority group is impossible or inappropriate with respect to the purpose of the proposed study, the rationale for the study population must be well explained and justified.  Similarly, if in the only study population available, there is a disproportionate representation of one gender or minority/majority group, the rationale for the study population must be well explained and justified. The cost of inclusion of women and/or racial and ethnic minority groups shall not be a permissible consideration for exclusion from a given study unless data regarding women and/or racial and ethnic minority groups have been or will be obtained through other means that provide data of comparable quality.

Research Involving HIV Antibody Testingtc \l2 "Research Involving HIV Antibody Testing
In 1988, the Public Health Service (PHS) issued a policy stating that research participants tested for HIV antibody, if the testing is conducted or supported by Federal funds, must receive their results and be provided with appropriate counseling.

The IRB must assess the potential risk/benefit balance of the study and ensure that the consent process clearly distinguishes experimental procedures from clinical care.

When HIV antibody testing is to be performed as part of a research protocol, both the protocol and the consent form must state that the HIV testing is being performed for purposes of the study; the protocol must include a justification as to why this testing is being offered; pre‑ and post‑test counseling of the participants by qualified personnel must be performed; and the participants must be informed of their test results.

The participants should be counseled as to the various risks associated with HIV testing as well as the risks associated with being HIV positive. If the person is HIV positive, the various options available for treatment should be discussed.  The details of this counseling, including where, when, and by whom it will be done, should be included in the consent form.  In addition, the protocol should discuss how the confidentiality of the HIV antibody test results will be maintained.

The 1988 policy identified three exceptions: pertaining to the individual, pertaining to the protocol design, and pertaining to foreign sites.  In the first exception, where there are compelling and immediate reasons that justify not informing a particular individual that s/he is seropositive, (e.g., an indication that an individual would attempt suicide), the particular individual need not be informed of HIV test results.  When this exception is made, the investigators will promptly report the exception to the local IRB and the CDC IRB without identifying the individual.

The second exception pertaining to protocol design covers circumstances in which extremely valuable knowledge might be gained from research involving participants who would be expected to refuse to learn their HIV test results.  The IRB shall consider the particular circumstances of the research, the characteristics of the target research participants, and other factors, and may approve a testing procedure that would allow research participants to participate without being informed of their individual results.  In proposing such an exception, the investigator must demonstrate to the satisfaction of the IRB that:

1. Research participants will be informed of their risk of infection;

2. Research participants will receive risk reduction counseling regardless of whether they receive their test results;

3. There is good reason to believe that a requirement for test results notification would significantly impair collection of study information that could not be obtained by other means; and

4. The risk/benefit ratio to individuals, their partners, and society will be periodically re-evaluated by the IRB so that the study might be revised or terminated if it is determined that it is no longer justifiable to allow participants to continue to participate without receiving their HIV test results.

The third exception covers protocols conducted at foreign sites.  Activities should be evaluated to account for cultural norms, the health resource capabilities, and official health policies of the host country.  If a research protocol review is involved, the reviewing IRB must consider whether any modification to the policy is significantly justified by the risk/benefit evaluation of the research.

The CDC IRB must approve any protocol that falls into the second or third exception.  If the IRB approves the protocol, the DADS will submit the decision to the Director, CDC requesting approval of the exception.  Prior to or at the same time that the decision is being posed to the Director, CDC, it must also be sent to OHRP.  In the event that the Director, CDC disagrees with the IRB=s decision and will not approve the exception, the IRB will be so informed.  The Director, CDC could not, however, approve the exception if the IRB disapproved it.

Research Involving CDC Employeestc \l2 "Research Involving CDC Employees
Occasionally, there may be circumstances under which an investigator wishes to use CDC employees as research participants.

The protocol must contain the procedures that will be used to ensure that participation is voluntary and there is no coercion by supervisors, peers, or other groups.  To help in this, the investigator must consider obtaining volunteers from units outside the investigator=s and his/her supervisor=s unit or posting an announcement about the research project and the need for volunteers.  The announcement must be included in the protocol.  Regardless of what mechanism is used, the consent form must include a provision that emphasizes strongly that the individual=s participation is truly voluntary, and the fact that the individual can contact the HSA (Atlanta), the Chair of the IRB (NIOSH), or the IRB Administrator (NCHS) to file complaints about possible coercion.

For each protocol that uses CDC employees as research participants, a list of individuals who have participated must be maintained and supplied to the IRB, in case there is a need by the IRB to interview the participants for an investigation of alleged coercion.

The consent form and the protocol must contain all of the conditions under which the CDC employee will participate.

The protocol must contain the procedures utilized to ensure that sensitive data remain confidential.  The best solution is to have no demographic data collected. 

If demographic data are collected or results are provided to the participant, procedures must be described to minimize the risk of an individual=s co-workers identifying participants.  One solution might be to have a third party (outside of CDC) collect the data.  This third party would then have the only Across-file@ that would link results with an individual.

The protocol and consent form must contain a statement as to the expected number and duration of time that CDC employees will be expected to spend in the study and whether compensation will be offered.  The consent form must appropriately cover the liability issues if the individual participates on his/her own time or during his/her regular tour of duty.

Research Involving Non-English Speaking Participantstc \l2 "Research Involving Non-English Speaking Participants
The IRB should ensure that adequate provisions have been made for appropriate translation of the consent document or the availability of translators to ensure an adequate understanding of the research project.  Although back translations of consent documents are not required in the Federal regulations, CDC policy requires an investigator to attest to the fact that the consent document has been translated and then back translated, and that the translation has been found to be satisfactory.

Research participants who do not speak English should be presented with a consent document written in a language understandable to them.  When written documentation is not feasible, oral presentation of informed consent information in conjunction with a short written consent document (stating that the elements of consent have been presented orally) and a written summary of what is presented orally may be used.  A witness to the oral presentation is required, and the participant must be given copies of the short written consent document and the summary.  When this procedure is used with participants who do not speak English, the oral presentation and the short written consent document should be in a language understandable to the participant; the IRB-approved English language informed consent may serve as the summary; and the witness should be fluent in both English and the language of the participant.

Research involving Pregnant Women, Human Fetuses and Neonatestc \l2 "Research involving Pregnant Women, Human Fetuses and Neonates
In November 2001, new DHHS regulations affecting pregnant women, human fetuses and neonates in research were published.  The new regulations are reprinted below.

Subpart B--Additional Protections for Pregnant Women, Human Fetuses and Neonates Involved in Researchtc \l2 "Subpart B--Additional Protections for Pregnant Women, Human Fetuses and Neonates Involved in Research
Sec. 46.201
To what do these regulations apply?tc \l3 "Sec. 46.201
To what do these regulations apply?
(1) Except as provided in paragraph (b) of this section, this subpart applies to all research involving pregnant women, human fetuses, neonates of uncertain viability, or nonviable neonates conducted or supported by the Department of Health and Human Services (DHHS). This includes all research conducted in DHHS facilities by any person and all research conducted in any facility by DHHS employees.

(2) The exemptions at Sec. 46.101(b)(1) through (6) are applicable to this subpart.

(3) The provisions of Sec. 46.101(c) through (i) are applicable to this subpart. Reference to State or local laws in this subpart and in Sec. 46.101(f) is intended to include the laws of federally recognized American Indian and Alaska Native Tribal Governments.

(4) The requirements of this subpart are in addition to those imposed under the other subparts of this part.

Sec. 46.202
Definitions.tc \l3 "Sec. 46.202
Definitions.
The definitions in Sec. 46.102 shall be applicable to this subpart as well. In addition, as used in this subpart:

(1) Dead fetus means a fetus that exhibits neither heartbeat, spontaneous respiratory activity, spontaneous movement of voluntary muscles, nor pulsation of the umbilical cord.

(2) Delivery means complete separation of the fetus from the woman by expulsion or extraction or any other means.

(3) Fetus means the product of conception from implantation until delivery.

(4) Neonate means a newborn.

(5) Nonviable neonate means a neonate after delivery that, although living, is not viable.

(6) Pregnancy encompasses the period of time from implantation until delivery. A woman shall be assumed to be pregnant if she exhibits any of the pertinent presumptive signs of pregnancy, such as missed menses, until the results of a pregnancy test are negative or until delivery.

(7) Secretary means the Secretary of Health and Human Services and any other officer or employee of the Department of Health and Human Services to whom authority has been delegated.

(8) Viable, as it pertains to the neonate, means being able, after delivery, to survive (given the benefit of available medical therapy) to the point of independently maintaining heartbeat and respiration. The Secretary may from time to time, taking into account medical advances, publish in the Federal Register guidelines to assist in determining whether a neonate is viable for purposes of this subpart. If a neonate is viable then it may be included in research only to the extent permitted and in accordance with the requirements of subparts A and D of this part.

Sec. 46.203
Duties of IRBs in connection with research involving pregnant women, fetuses,

and neonates.tc \l3 "Sec. 46.203
Duties of IRBs in connection with research involving pregnant women, fetuses,and neonates.
In addition to other responsibilities assigned to IRBs under this part, each IRB shall review research covered by this subpart and approve only research which satisfies the conditions of all applicable sections of this subpart and the other subparts of this part.

Sec. 46.204
Research involving pregnant women or fetuses.tc \l3 "Sec. 46.204
Research involving pregnant women or fetuses.
Pregnant women or fetuses may be involved in research if all of the following conditions are met:

(1) Where scientifically appropriate, preclinical studies, including studies on pregnant animals, and clinical studies, including studies on nonpregnant women, have been conducted and provide data for assessing potential risks to pregnant women and fetuses;

(2) The risk to the fetus is caused solely by interventions or procedures that hold out the prospect of direct benefit for the woman or the fetus; or, if there is no such prospect of benefit, the risk to the fetus is not greater than minimal and the purpose of the research is the development of important biomedical knowledge which cannot be obtained by any other means;

(3) Any risk is the least possible for achieving the objectives of the research;

(4) If the research holds out the prospect of direct benefit to the pregnant woman, the prospect of a direct benefit both to the pregnant woman and the fetus, or no prospect of benefit for the woman nor the fetus when risk to the fetus is not greater than minimal and the purpose of the research is the development of important biomedical knowledge that cannot be obtained by any other means, her consent is obtained in accord with the informed consent provisions of subpart A of this part;

(5) If the research holds out the prospect of direct benefit solely to the fetus then the consent of the pregnant woman and the father is obtained in accord with the informed consent provisions of subpart A of this part, except that the father's consent need not be obtained if he is unable to consent because of unavailability, incompetence, or temporary incapacity or the pregnancy resulted from rape or incest.

(6) Each individual providing consent under paragraph (d) or (e) of this section is fully informed regarding the reasonably foreseeable impact of the research on the fetus or neonate;

(7) For children as defined in Sec. 46.402(a) who are pregnant, assent and permission are obtained in accord with the provisions of subpart D of this part;

(8) No inducements, monetary or otherwise, will be offered to terminate a pregnancy;

(1) Individuals engaged in the research will have no part in any decisions as to the timing, method, or procedures used to terminate a pregnancy; and

(10) Individuals engaged in the research will have no part in determining the viability of a neonate.

Sec. 46.205
Research involving neonates.tc \l3 "Sec. 46.205
Research involving neonates.
(1) Neonates of uncertain viability and nonviable neonates may be involved in research if all of the following conditions are met:

(1)
Where scientifically appropriate, preclinical and clinical studies have been conducted and provide data for assessing potential risks to neonates.

(2)
Each individual providing consent under paragraph (b)(2) or (c)(5) of this section is fully informed regarding the reasonably foreseeable impact of the research on the neonate.

(3)
Individuals engaged in the research will have no part in determining the viability of a neonate.

(4)
The requirements of paragraph (b) or (c) of this section have been met as applicable.

(2) Neonates of uncertain viability. Until it has been ascertained whether or not a neonate is viable, a neonate may not be involved in research covered by this subpart unless the following additional conditions are met:

(1)
The IRB determines that:

(i)
The research holds out the prospect of enhancing the probability of survival of the neonate to the point of viability, and any risk is the least possible for achieving that objective, or

(ii)
The purpose of the research is the development of important biomedical knowledge which cannot be obtained by other means and there will be no added risk to the neonate resulting from the research; and

(2)
The legally effective informed consent of either parent of the neonate or, if neither parent is able to consent because of unavailability, incompetence, or temporary incapacity, the legally effective informed consent of either parent's legally authorized representative is obtained in accord with subpart A of this part, except that the consent of the father or his legally authorized representative need not be obtained if the pregnancy resulted from rape or incest.

(3) Nonviable neonates. After delivery nonviable neonate may not be involved in research covered by this subpart unless all of the following additional conditions are met:

(1)
Vital functions of the neonate will not be artificially maintained;

(2)
The research will not terminate the heartbeat or respiration of the neonate;

(3)
There will be no added risk to the neonate resulting from the research;

(4)
The purpose of the research is the development of important biomedical knowledge that cannot be obtained by other means; and

(5)
The legally effective informed consent of both parents of the neonate is obtained in accord with subpart A of this part, except that the waiver and alteration provisions of Sec. 46.116(c) and (d) do not apply. However, if either parent is unable to consent because of unavailability, incompetence, or temporary incapacity, the informed consent of one parent of a nonviable neonate will suffice to meet the requirements of this paragraph (c)(5), except that the consent of the father need not be obtained if the pregnancy resulted from rape or incest. The consent of a legally authorized representative of either or both of the parents of a nonviable neonate will not suffice to meet the requirements of this paragraph (c)(5).

(4) Viable neonates. A neonate, after delivery, that has been determined to be viable may be included in research only to the extent permitted by and in accord with the requirements of subparts A and D of this part.

Sec. 46.206
Research involving, after delivery, the placenta, the dead fetus or fetal material.tc \l3 "Sec. 46.206
Research involving, after delivery, the placenta, the dead fetus or fetal material.
(1) Research involving, after delivery, the placenta; the dead fetus; macerated fetal material; or cells, tissue, or organs excised from a dead fetus, shall be conducted only in accord with any applicable Federal, State, or local laws and regulations regarding such activities.

(2) If information associated with material described in paragraph (a) of this section is recorded for research purposes in a manner that living individuals can be identified, directly or through identifiers linked to those individuals, those individuals are research subjects and all pertinent subparts of this part are applicable.

Sec. 46.207
Research not otherwise approvable which presents an opportunity to understand,

prevent, or alleviate a serious problem affecting the health or welfare of pregnant women, fetuses, or neonates.tc \l3 "Sec. 46.207
Research not otherwise approvable which presents an opportunity to understand,prevent, or alleviate a serious problem affecting the health or welfare of pregnant women, fetuses, or neonates.
The Secretary will conduct or fund research that the IRB does not believe meets the requirements of Sec. 46.204 or Sec. 46.205 only if:

(1) The IRB finds that the research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women, fetuses or neonates; and

(2) The Secretary, after consultation with a panel of experts in pertinent disciplines (for example: science, medicine, ethics, law) and following opportunity for public review and comment, including a public meeting announced in the Federal Register, has determined either:

(1)
That the research in fact satisfies the conditions of Sec. 46.204, as applicable; or

(2)
The following:

(i)
The research presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of pregnant women, fetuses or neonates;

(ii)
The research will be conducted in accord with sound ethical principles; and

(iii)
Informed consent will be obtained in accord with the informed consent provisions of subpart A and other applicable subparts of this part. [FR Doc. 01-28440 Filed 11-9-01; 8:45 am]

Research Involving Prisonerstc \l2 "Research Involving Prisoners
In addition to all other IRB responsibilities, any protocol involving prisoners as research participants must also meet specific requirements as described in Subpart C of the Federal regulations.  A prisoner is defined as any individual involuntarily confined or detained in a penal institution.  The term is intended to encompass individuals sentenced to such an institution under a criminal or civil statute, individuals detained in other facilities by virtue of statutes or commitment procedures which provide alternatives to criminal prosecution or incarceration in a penal institution, and individuals detained pending arraignment, trial, or sentencing.  All studies involving prisoners are reviewed by a fully convened IRB.

The specific requirements are: 

With respect to the IRB, a majority of the IRB (exclusive of prisoner members) members shall have no association with the prison(s) involved, apart from their membership on the IRB, and at least one member of the IRB shall be a prisoner or a prisoner representative with appropriate background and experience to serve in that capacity.  However, where a particular research project is reviewed by more than one IRB, only the local IRB need have a prisoner or prisoner advocate according to OHRP policy.  Of course, all of the IRBs may have a prisoner or prisoner advocate.

In addition, the IRB shall approve such research only if it meets the following requirements (45 CFR 46.305 and 45 CFR 46.306):

1.
The research under review represents one of the following categories: 

(a)
Study of the possible causes, effects, and processes of incarceration, and of criminal behavior, provided that the study presents no more than minimal risk and no more than inconvenience to the participants.

(b)
Study of prisons as institutional structures or of prisoners as incarcerated persons, provided that the study presents no more than minimal risk and no more than inconvenience to the participants. 

(c)
Research on conditions particularly affecting prisoners as a class (for example, vaccine trials and other research on hepatitis which is much more prevalent in prisons than elsewhere; and research on social and psychological problems such as alcoholism, drug addiction and sexual assaults).  Following approval by the CDC IRB, the Deputy ADS will notify OHRP who will provide, via Secretary=s (of DHHS) panel, final approval for the research.

(d)
Research on practices, both innovative and accepted, which have the intent and reasonable probability of improving the health or well being of the participant.  In cases in which those studies require the assignment of prisoners to control groups which may not benefit from the research, upon approval by the CDC IRB, the Deputy ADS will notify OHRP who will provide, via Secretary=s (of DHHS) panel, final approval for the research.

2.
Any possible advantages accruing to the prisoner through his or her participation in the research, when compared to the general living conditions, medical care, quality of food, amenities and opportunity for earnings in the prison, are not of such a magnitude that his or her ability to weigh the risks of the research against the value of such advantages in the limited choice environment of the prison is impaired.

3.
The risks involved in the research are commensurate with risks that would be accepted by nonprisoner volunteers.

4.
Procedures for the selection of participants within the prison are fair to all prisoners and immune from arbitrary intervention by prison authorities or prisoners. Unless the investigator provides to the IRB justification in writing for following some other procedures, control participants must be selected randomly from the group of available prisoners who meet the characteristics needed for that particular research project.

5.
The information is presented in language which is understandable to the participant population.

6.
Adequate assurance exists that parole boards will not take into account a prisoner's participation in the research in making decisions regarding parole, and that each prisoner is clearly informed in advance that participation in the research will have no effect on his or her parole.

7.
Where the IRB finds that there may be a need for follow‑up examination or care of participants after the end of their participation, adequate provision has been made for such examination or care, taking into account the varying lengths of individual prisoners' sentences, and for informing participants of this fact.

Upon approval of the protocol by the IRB, the Deputy ADS will notify OHRP about the research, the category under which it is permitted (45 CFR 46.306) and that the duties of the IRB under 45 CFR 46.305 have been fulfilled.

Finally, any protocol involving prisoners as research participants must meet all applicable state laws.

Research Involving Childrentc \l2 "Research Involving Children
In addition to all other IRB responsibilities, any protocol involving children must meet specific requirements as described in Subpart D of the Federal regulations.  Children are persons who have not attained the legal age for consent to treatments or procedures involved in the research, under the applicable law of the jurisdiction in which the research will be conducted (46.402(a)). This definition, when read in the context of the Federal regulations, requires a review of state or local law to determine the age at which an individual can consent to participation in research without parental permission.  46.402(a) should be interpreted in conjunction with each state=s laws related to age of majority, emancipation, and other relevant laws.  IRBs may waive the requirement for parental permission in accordance with the procedures set forth in 46.116(a) or 46.408(c) if appropriate measures are taken to protect the interests of minors. 

The IRB must consider the benefits, risks, and discomforts of the research and assess their justification for children's participation in light of the benefits to the child‑participant(s) or to society as a whole.  In calculating the risks and benefits, the IRB should consider the circumstances of the participants under study, the magnitude of risks or discomforts that may accrue from research participation, and the potential benefits the research may provide to the participant or class of participants.

An important aspect of IRBs' considerations of research involving children is an evaluation of what constitutes "minimal risk.@  Procedures which generally present no more than minimal risk to healthy children include: urinalyses, small amounts of blood obtained by venipuncture, electroencephalography (EEG), allergy scratch tests, minor changes in diet or daily routine, and/or the use of standard psychological or educational tests.  However, the assessment of the probability and magnitude of harm or discomfort may be different in ill children and may vary depending on the diseases or conditions that the children may have.  For example, obtaining research blood samples from a very ill and anemic child may present more than minimal risk to the child.  The IRB must also consider the extent to which research procedures would be a burden to a child‑participant, regardless of whether the child is accustomed to the proposed procedures. Procedures that exceed minimal risk may be difficult to define in the abstract, but should not be difficult to identify on a case‑by‑case basis.  Higher risk procedures might include biopsy of internal organs, spinal taps, or the use of drugs whose risks to children have not yet been established.  Behavioral interventions likely to cause psychological stress also may exceed minimal risk.

Additionally, for any research involving children the IRB must verify that the research protocol has made adequate provisions for soliciting the assent of the children and the permission of the parents or legal guardian.  Assent means a child=s affirmative agreement to participate in research.  Mere failure to object should not, absent affirmative agreement, be construed as assent.  Permission means the agreement of parent(s) or guardian to the participation of their child or ward in research.  Parent means a child=s biological or adoptive parent.  Guardian means an individual who is authorized under applicable state or local law to consent on behalf of a child to general medical care.   The IRB must determine whether the permission of one or both parents is required, or whether parent permission can be waived. The need for permission of one or both parents is based on the level of risk and benefit involved in the research (see Categories of Research Involving Children, below).

Although children are not capable of giving legally valid consent, they may be able to assent or dissent from participation.  Out of respect for children as developing persons, they should be asked whether they wish to participate in research, particularly if they can comprehend and appreciate what it means to be a volunteer for the benefit of others and the research is not likely to benefit them directly. Taking into account such factors as the nature of the research and the age, status, and medical condition of potential participants, the IRB must determine for each protocol whether all or some of the children are capable of assenting to participation.  There is no requirement that assent be sought at a specific age, but that it be sought when in the judgment of the IRB, the children are capable of providing assent.  Generally, CDC IRBs require that assent be obtained from children seven years of age and older.

If the IRB determines that the capability of some or all of the children is so limited that they cannot reasonably be consulted or that the intervention or procedure involved in the research holds out a prospect of direct benefit that is important to the health or well-being of the children and is available only in the context of the research, the assent of the children is not a necessary condition for proceeding with the research.  Even where the IRB determines that the participants are capable of assenting, the IRB may still waive the assent requirement under the criteria for waiving consent in 45 CFR 46.116(d).

In addition to the criteria for waiving consent in 45 CFR 46.116(d), if the IRB determines that a research protocol is designed for conditions or for a participant population for which parental or guardian permission is not a reasonable requirement to protect the participants (for example, neglected or abused children), it may waive the usual consent requirements, provided an appropriate mechanism for protecting the children who will participate in the research is substituted, and provided further that the waiver is consistent with Federal, state, and local laws. The choice of an appropriate mechanism would depend upon the nature and purpose of the activities described in the protocol, the risk and anticipated benefit to the research participants, and their age, maturity, status, and condition.

Wards of the Statetc \l3 "Wards of the State
Children who are wards of the state or any other agency, institution, or entity can be included in research only if such research is: 

1.
Related to their status as wards; or

2.
Conducted in schools, camps, hospitals, institutions, or similar settings in which the majority of children involved as participants are not wards.

The IRB shall require appointment of an advocate for each child who is a ward, in addition to any other individual acting on behalf of the child as guardian or in loco parentis.  One individual may serve as advocate for more than one child.  The advocate shall be an individual who has the background and experience to act in, and agrees to act in, the best interests of the child for the duration of the child's participation in the research and who is not associated in any way (except in the role as advocate or member of the IRB) with the research, the investigator(s), or the guardian organization.

Categories for Research Involving Childrentc \l3 "Categories for Research Involving Children
The IRB must classify the research into one of four categories and must document in the minutes their discussions of the risk and benefits of the research study.  The IRB may approve research in each of these four categories of research involving children:

1. Research that does not involve greater than minimal risk to children.
The IRB may approve research in this category if adequate provisions are made for obtaining assent of the children and the permission of their parents or guardian.  The IRB may decide that the permission of one parent is sufficient for the research to be conducted.

2. Research involving greater than minimal risk, but presenting the prospect of direct benefit to the individual (child) participant.
To approve research in this category, the IRB must determine that the risk is justified by the anticipated benefit to the participants, the relation of the anticipated benefits to the risk is at least as favorable to the participants as that presented by available alternative approaches, and adequate provision is made for obtaining assent of the children and permission of their parents or guardian.  The IRB may decide that the permission of one parent is sufficient for the research to be conducted.

3. Research involving greater than minimal risk and no prospect of benefit to the individual (child) participant, but likely to yield generalizable knowledge about the participant=s disorder or condition.
To approve this category of research, the IRB must first determine that the risk of the research represents no more than a minor increase over minimal risk; that the intervention or procedure presents experiences to the child‑participants that are reasonably commensurate with those inherent in their actual, or expected medical, dental, psychological, social, or educational situations; the intervention or procedure is likely to yield generalizable knowledge about the participant's disorder or condition which is of vital importance for understanding or amelioration of the disorder or condition; and adequate provisions are made for obtaining assent of the children and permission of their parents or guardian.  The permission of both parents must be obtained unless one parent is deceased, unknown, incompetent, or not reasonably available, or when only one parent has legal responsibility for the care and custody of the child.

4. Research not otherwise approvable under one of the other three categories, but the IRB determines that the study presents a reasonable opportunity to further the understanding, prevention, or alleviation of a serious problem affecting the health or welfare of children. 

In these cases, upon approval by the CDC IRB, the DADS will notify OHRP who will provide final approval for the research.

Any protocol involving children as research participants must meet all applicable state laws.
Protocol Handlingtc \l1 "Protocol Handling
Protocols of New Researchtc \l2 "Protocols of New Research
All research studies, including pilot studies, involving CDC investigators must be reviewed and approved by a CDC IRB before they begin, unless they are exempt from IRB review. Investigators develop and write or collaborate on the development and writing of research protocols for submission to the IRB.  (NOTE: If the research is collaborative, the same protocol should be submitted to each involved IRB.)  The protocol is reviewed and cleared at the CIO level (division level -- NIOSH) of CDC.  Final clearance at this level is given by the designated human subjects research official for the CIO.  The protocol, with CDC form 0.1250, Request for New Protocol Approval (http://intranet.cdc.gov/od/ads/hsrirb.htm), (http://www.cdc.gov/od/ads/hsrirb.htm) and other required forms, is consecutively numbered and sent electronically to the HSA (Atlanta), IRB Administrator (NCHS), or the IRB Chair (NIOSH) who logs it into a protocol database.  At NIOSH, for any protocol requiring regular, full-board review, the investigator sends a copy of the protocol to each NIOSH IRB member. A file is created and maintained for every protocol. The file contains the protocol and every accompanying form issued during the life of the protocol.  The IRB Administrator (Atlanta), IRB Administrator (NCHS), or the IRB Chair (NIOSH) reviews and determines, based upon 45 CFR 46.110, whether the protocol is eligible for review by the expedited review process or whether it requires full board review.  Each new research protocol is assigned to an IRB in order of readiness.











The HSA continues to receive new protocols for existing research.  When submitting this type of research, please clearly identify it as existing research and include a status report.

For funded research, if PGO has restricted funding pending CDC IRB approval, please so indicate in a memo or on the CDC 0.1250 form.  This information will help the HSA and IRB to act as quickly as possible in the processing and review of the protocol.

Amendmentstc \l2 "Amendments
In conducting the research study, if changes to the protocol, consent form, or other study documents are needed from what was approved by the IRB, the investigator electronically submits a description of and justification for the change in the protocol, along with CDC form 0.1252, Request for Amendment (http://intranet.cdc.gov/od/ads/hsrirb.htm), (http://www.cdc.gov/od/ads/hsrirb.htm), to the IRB through the HSA (Atlanta), the IRB Administrator (NCHS), or the IRB Chair (NIOSH).  If it is a minor amendment (e.g., additional sites added, submission of site specific consent forms, revisions of data collection documents that do not add increased sensitivity to the originally approved protocol, expansion of the study population that does not include inclusion of new categories of participants, addition/deletion of laboratory tests that do not increase the risk or impact the validity of the study) which presents no additional risks to the participant, the review and approval are handled by the expedited review process.

If significant findings are reported in the literature that may result in a change in the risks or benefits associated with the study or require a change in the protocol, the investigator should report the literature findings to the IRB immediately along with an amendment outlining recommended corrective actions to the protocol.

Continuation of Protocol Approvalstc \l2 "Continuation of Protocol Approvals
A research protocol must be reviewed by an IRB at least annually until the study is completed.  Completion of a study is defined as completion of data analysis or removal of identifying information from the data.  Approval for a research protocol is valid for no more than one year.  IRBs are required by 45 CFR 46 to conduct continuing reviews of research at intervals appropriate to the degree of risk, but not less than once a year.  The investigator is responsible for the timely submission of a continuing review application to the HSA.  The IRB's stipulations, if any, must be met by the investigator before approval for continuation is granted.  At the time of continuation reapproval, research protocols that required full IRB review initially, have completed participant accrual, and are in the process of analyzing data, may be reviewed using the expedited process.  Research protocols that were reviewed using the expedited review process initially may be reviewed using the expedited review process as long as the degree of risk associated with the study has not changed.

Normally, to assist investigators in submitting continuation requests in a timely fashion, 60 days before protocol expiration, the HSA or the IRB Chair (NIOSH) notifies, via registered E-mail, the investigator of the upcoming deadline. The investigator is asked to submit electronically a Request for Approval of Continuation of Protocol Approval, CDC form 0.1251 (http://intranet.cdc.gov/od/ads/hsrirb.htm), (http://www.cdc.gov/od/ads/hsrirb.htm).  A second notice is sent 30 days before expiration, if the investigator has not responded.  If necessary, 30 days before expiration, the DADS, submits, via registered E-mail to the CIO HSC, a request for the status on the protocol and for the investigator to complete the form.  Requests for continuation must be received by the HSA 45 days prior to the expiration date.  The HSA cannot guarantee that requests for continuation submitted fewer than 45 days prior to the expiration date will be processed and reapproved prior to the expiration date.  However, due to staff shortages and increased volume, the Atlanta HSA , until further notice, will provide each CIO a monthly list of pending protocol expiration dates.

A continuation request must include all of the following:

1. Request for protocol continuation form (CDC form 0.1251)

2. Copy of the currently approved informed consent document if participants are being accrued

If changes in the protocol are substantive or there are changes in the consent document, data collection instruments, or site locations, an amendment request (CDC form 0.1252) should be submitted along with the continuation request, CDC form 0.1251.

If the continuation request is not received by the protocol=s expiration date, the IRB will terminate the approval of the protocol.  A termination letter is sent to the investigator and the HSC.  Reactivation of the study requires submission of a new protocol to the IRB.

If the continuation request is received prior to the expiration date, but the IRB approval of the protocol expires before it is reapproved, the investigator and HSC are notified that no new participants can be accrued until the protocol is approved by the IRB.  If the continuing review is under active consideration by the IRB, but has not been approved one month after the expiration due, the investigator will be notified again that participant accrual is suspended and that unless the continuing review process is completed within 45 days from the date of this final reminder, all protocol activities may be suspended or terminated at the discretion of the HSM, in consultation with the DADS and IRB Chair.

The timing of submission of the continuation request does not affect the anniversary date for subsequent reviews, i.e., there is no "resetting the clock" for the next due date, unless the IRB requires an earlier review.  Approval dates are set to the anniversary date of the initial IRB approval of the protocol.

For all actions taken by the IRB on new, continuing, or amended protocols that result in ANY changes to the protocol, consent form(s) and/or other ancillary documents, a Amarked up@ and a final ACLEAN@ copy of these documents are required in the HSA before final IRB approval is given.  A Amarked-up@ copy is one that shows, by Astrike-out@ that which was deleted; or by Abolding or italicizing@ that which was added.  A ACLEAN@ copy is defined as one that has the changes incorporated but for which the Astrike-outs@ and Abolding/italicizing@ have been removed.
Deferrals (Reliance on Another IRB)tc \l2 "Deferrals (Reliance on Another IRB)
When CDC is one of the collaborating institutions in a collaborative research project, CDC's IRB will review and approve the research protocol.  On occasion, CDC may choose to rely upon the review of another IRB, (i.e., defer to another IRB).

Criteria for Reliance on Another IRBtc \l3 "Criteria for Reliance on Another IRB
CDC IRB review of a research project conducted in part by CDC investigators may be deferred to an OHRP-registered, non-CDC IRB when all of the following conditions are met:

1. CDC=s role is limited, i.e., the PI is not an employee, contractor, visiting scientist or fellow of CDC.  This policy does not apply to a CDC employee who is assigned to another agency and who functions as an employee of that agency and lists his/her affiliation with the other agency and not with CDC.

2. CDC investigators do not have direct interaction with study participants or possess or have access to individually identifiable data from the study.

3. The study has been granted approval by an outside IRB of an organization that has an Assurance from OHRP and is responsible for participant recruitment.

4. The study involves no more than minimal risk and does not address a controversial, sensitive, or Ahot@ topic.  Minimal risk means that the probability and magnitude of harm or discomfort anticipated in the research are not greater in and of themselves than those ordinarily encountered in daily life or during the performance of routine physical or psychological examinations or tests.  Controversial topics, sensitive, or Ahot@ topics may include illegal behaviors, sexual behavior practices, or psychiatric illness; a vulnerable population as defined in 45 CFR 46; or an issue of particular interest to the DHHS or Congress. 

5. The study has not begun.

CIO Responsibilitiestc \l3 "CIO Responsibilities
The CIO submits a CDC form 0.1256, Request for Deferral of New Protocol to Another Institutional IRB (http://intranet.cdc.gov/od/ads/hsrirb.htm; http://www.cdc.gov/od/ads/hsrirb.htm), to the HSA. (Although the intent is to rely on the IRB of another institution with an OHRP-approved Assurance, the HSA still needs to track the disposition of the protocol.)  The request should address each of the criteria listed above in the following manner:

1. The identity of the PI and his/her affiliation and the names of the CDC collaborators and their roles in the research study.

2. A description of CDC=s role (level of engagement) in the study.

3. A statement that CDC will not have direct interaction with study participants nor possess nor have access to personally identifiable data.

4. Evidence that an OHRP-approved, outside IRB has approved the study (provide the name, address, and phone number of the IRB=s Chair and of the IRB=s Administrator).

5. A statement that the study involves no more than minimal risk and involves no controversial issues.

6.
A statement that the study has not begun.

A copy of the approved protocol, consent forms, and IRB approval memo or letter, and any amendments continuations (including the current year IRB approval and available IRB minutes) must be attached to the 0.1256 form.  If the research study is approved for review by another IRB, the HSC will submit a copy of any amendments submitted to the non-CDC IRB, as well as copies of all annual reports on the protocol and certifications of annual IRB review and approval. 
HSA Responsibilitiestc \l3 "HSA Responsibilities
The CDC DADS will determine whether reliance on another IRB is appropriate.  If a decision is made to defer, the DADS will contact the non-CDC IRB to complete the appropriate paperwork.  The study protocol will be assigned a CDC protocol number and tracked as an active study protocol.

CDC=s decision to defer protocol review will be reviewed on an annual basis by the DADS.  A CDC form 0.1251,  Request for Approval of Continuation of Protocol Approval, must be submitted with a copy of the annual report and certification of IRB approval by the non-CDC IRB to the CDC HSA within 30 days of the new CDC IRB expiration date.  The report and recertification will be reviewed by the DADS.
Closure (by investigator when study is complete)tc \l2 "Closure (by investigator when study is complete)
As mentioned previously, a protocol must be reviewed by an IRB until the study is completed.  Completion of a study is defined as completion of data analysis or removal of identifying information from the data.  Once the study is completed, the investigator is asked to submit, through the CIO HSC, a CDC form 0.1253, Request for Termination of Protocol (), (http://www.cdc.gov/od/ads/hsrirb.htm).  This form is used to formally notify the IRB of the protocol=s termination.  It also allows the HSA to formally retire the protocol.

The same procedure should be used for studies that were canceled (never started) after submission to the HSA.
Expedited Reviewtc \l2 "Expedited Review
The HSM or the IRB Administrator (Atlanta), IRB administrator (NCHS), or the IRB Chair (NIOSH) determines whether a new protocol, amendment, or continuation request is eligible for expedited review (http://ohrp.osophs.dhhs.gov/humansubjects/guidance/expedited98.htm).  Under an expedited review procedure, the review is carried out by the IRB Chair or the Chair=s designee.  In reviewing the research, the reviewers may exercise all of the authorities of the IRB except that they may not disapprove the research.  A research activity may be disapproved only after it is reviewed in accordance with the nonexpedited procedure set forth in 45 CFR 46.108(b).  At every IRB meeting, each member is provided with a written report of any protocols handled through expedited review since the last regular meeting.

Applicabilitytc \l3 "Applicability
Research activities that (1) present no more than minimal risk to human subjects, and (2) involve only procedures listed in one or more of the categories in the linked document ((http://ohrp.osophs.dhhs.gov/humansubjects/guidance/expedited98.htm), may be reviewed by the IRB through the expedited review procedure authorized by 45 CFR 46.110 and 21 CFR 56.110. The activities listed should not be deemed to be of minimal risk simply because they are included on this list. Inclusion on this list merely means that the activity is eligible for review through the expedited review procedure when the specific circumstances of the proposed research involve no more than minimal risk to human subjects.

Suspensions or Terminations (by IRB)tc \l2 "Suspensions or Terminations (by IRB)
CDC IRBs have authority to suspend (bar new enrollment) or terminate approval of research when it is found that a previously approved research protocol is not being conducted in accordance with the IRB=s requirements or that the protocol has been associated with unexpected serious harm to participants. The IRB promptly prepares a statement identifying the reasons for its action. This statement is reported to the investigator and the appropriate institutional officials. 

If the research is collaborative and conducted under a funded agreement, notification to the awardee will be made by the Grants Management Officer or the Contracting Officer.  Suspensions and terminations will be reported to OHRP by the CDC DADS.

Exempt Researchtc \l2 "Exempt Research
Some human subjects research may be exempt from IRB review.  CDC uses the criteria for exemption as described in 45 CFR 46.101.  The DADS makes the final determination whether research is exempt. Documentation of the exemption (CDC form 0.1255), must include the specific category in 45 CFR 46.101 justifying the exemption.  Each exempt research study is tracked in the protocol tracking system.  Exempt research is reviewed on an annual basis to determine whether it continues to meet the criteria for exemption.

It should be stressed, however, that exemption from IRB review does not relieve the investigator from conducting ethically sound research.  For example, it is still important to protect the confidentiality of identifiable data.  Also, it may be appropriate to consent participants.
NOTE: The exemption criteria do not apply to research involving pregnant women, human fetuses, neonates, or prisoners.

Investigators should submit CDC form 0.1255, Request for Exemption Determination for Protocol (http://intranet.cdc.gov/od/ads/hsrirb.htm), (http://www.cdc.gov/od/ads/hsrirb.htm), with a brief description of the research or a protocol.

To facilitate the flow of IRB items through the HSA, new protocols, amendments, continuations, deferrals, terminations, exemptions, and AEs should be e-mailed to the AHuman Subjects Review-OD@ mailbox (huma@cdc.gov). This mailbox is the HSA=s AIn Box@ and is accessed by all HSA staff.  Hard copy submissions will be accepted, although their handling takes considerably longer than electronic submissions, which are e-mailed to the IRB chairs and reviewers.  Items sent by interoffice mail or delivered in person should be addressed to the HSA, Building 1, Room 2035, mailstop C25.
Confidentiality Protectiontc \l1 "Confidentiality Protection
Confidentiality protection is an assurance that researchers will greatly limit disclosures and will not be compelled (primarily under subpoena or court order) to disclose sensitive data collected on human research participants.  It is generally sought when the information being collected is of such a sensitive nature (data collection on such areas as sexual practices, use of alcohol or drugs, illegal conduct, information the disclosure of which could lead to social stigmatization, etc.) that the respondents would not likely furnish the information or might not provide valid responses (thereby possibly compromising research objectives) unless such an assurance is given.  It should be noted that this type of Aassurance@ is quite different from the AAssurance of Compliance with 45 CFR 46" that institutions give OHRP (i.e., MPA, SPA, or FWA) as their pledge to follow the Federal regulations for protecting human subjects.

CDC and ATSDR must comply with Federal access statutes that govern disclosures.  Unless an exemption applies, Federal agencies must supply responses to Freedom of Information Act (FOIA) requests.  When appropriate, the FOIA (b)(6) exemption--covering information the release of which would constitute a Aclearly unwarranted invasion of personal privacy@--can be used to enable sensitive individually identified data being requested under that Act to be withheld.  However, under an appeal, a court might rule in favor of disclosure.  While strong objections would be raised, there is a possibility the agency could be compelled to furnish the data in identifiable form.  Further, the Privacy Act, while providing adequate protection for the majority of  research projects involving individually identified data, nevertheless permits disclosures under 12 conditions, including  routine uses listed in the system notice and court orders.  Additionally, the Act does not provide protection for dead individuals nor institutions.  

There are two types of confidentiality protections available to CDC researchers (http://intranet.cdc.gov/maso/confidentiality/confass.htm).  The first, called a  AConfidentiality Assurance,@ provides protection to both individuals and institutions.  This  assurance, authorized under Section 308(d) of the PHS Act,  is used for studies conducted by CDC staff and/or contractors.  The second, known as a ACertificate of Confidentiality,@  authorized under Section 301(d) of the PHS Act,  provides protection only to individuals, and is primarily used for grants or cooperative agreement projects funded by CDC and ATSDR.

Confidentiality can be promised ONLY when a formal application for 308(d) or 301(d) confidentiality protection for the project has been made and approval has been granted by the CDC Confidentiality Review Group (CRG).  The CRG is comprised of a representative from the Office of General Counsel, a medical ethics expert from the Office of the CDC ADS, the CDC Privacy Act Officer, the NCHS Confidentiality Officer, and senior level management epidemiologists and statisticians.  The application procedure and criteria for approval differ for the two types of confidentiality protection.



Cooperative Researchtc \l1 "Cooperative Research
Cooperative research projects are those projects that involve more than one institution and are normally supported through grants, contracts, cooperative agreements, or similar arrangements.  Where the principal grantee or primary contractor involve additional institutions in the research, they remain responsible to CDC for safeguarding the rights and welfare of human participants.  However, each cooperating institution shall comply with 45 CFR 46 except that in complying with 45 CFR 46 institutions may use joint review, reliance upon the review of another qualified IRB, or similar arrangements aimed at avoidance of duplication of effort, with approval of OHRP.  The HSA (for nonfunded research ) and PGO (for funded research) will be responsible for ensuring that collaborative institutions have OHRP-approved assurances of compliance with 45 CFR 46 and that collaborative institutions' IRBs have reviewed and approved the research.

Assurance of Compliance with 45 CFR 46 (Assurances)tc \l2 "Assurance of Compliance with 45 CFR 46 (Assurances)
When research takes place in collaboration with other institutions (e.g., other government agencies, foreign entities, community-based organizations [CBOs], or healthcare institutions), procedures normally followed to protect human subjects may differ from those used by CDC.  To this end, OHRP=s policy (http://ohrp.osophs.dhhs.gov/index.htm) requires that Aeach institution engaged in research which is covered by this policy and which is conducted or supported by a Federal Department or Agency will provide written assurance satisfactory to the Department or Agency head that it will comply with the requirements set forth in this policy.@  On December 1, 2001, OHRP made major revisions to the Assurance process. Visit OHRP=s Assurance website (http://ohrp.osophs.dhhs.gov/irbasur.htm) or the most current information.
What is an Assurance?tc \l3 "What is an Assurance?
An assurance is a document-a pledge-that OHRP requires both CDC and other involved institution(s) to sign showing each institution's commitment to the ethical principles governing research with human beings.  Signatures are required from the state or host country's ethics committee chairperson and an official from the collaborating institution who can "bind" the institution to the tenets of the ethical principles as described in one of the following documents:

1. Declaration of Helsinki

2. Council for International Organizations of Medical Sciences International Ethical Guidelines for Biomedical Research Involving Human Subjects

3. CIOMS International Guidelines for Ethical Review of Epidemiologic Studies 

4. Belmont Report

5. Title 45 Code of Federal Regulation Part 46 (for U.S. institutions) 

6. Other appropriate statement of principles approved by OHRP
Each research protocol also must be reviewed by a CDC IRB and an OHRP-approved designated ethics committee for the state or host country institution.

Federalwide Assurance (FWA)tc \l3 "Federalwide Assurance (FWA)
Recently, OHRP implemented a new Federalwide Assurance (FWA) that covers an institution for three years.  The new FWA can be used for domestic and foreign institutions and is the  recommended assurance for all institutions. Existing CPAs and SPAs will remain in effect until their designated expiration date or December 31, 2003, whichever comes first.  If an institution collaborating with or being funded by CDC does not have a FWA in place by that date, CDC will be required to terminate the study and cut off all funding and/or collaboration.  Therefore, OHRP is requesting that institutions apply for a FWA as soon as possible.

1. Any institution can apply for a FWA without prior approval or recommendation by CDC or any other DHHS agency.

2. FWAs should be sent directly to OHRP by the institution.

3. The institution applying for a FWA does not have to have its own IRB, but if none exists it must designate an OHRP-approved IRB from another institution before applying for a FWA.

4. The FWA is not protocol specific nor does a protocol or study need to be in place or be in preparation before an institution can apply.

Multiple Project Assurance (MPA)tc \l3 "Multiple Project Assurance (MPA)
MPAs cover domestic institutions and were originally approved for five years.  MPAs remain in effect until OMB provides final approval of the new FWA.  Upon OMB approval, all institutions with MPAs will have 60 days to apply for a FWA.

Cooperative Project Assurance (CPA)tc \l3 "Cooperative Project Assurance (CPA)
CPAs cover many foreign institutions and some domestic projects.  They were originally approved for five years.  All CPAs will remain in effect until the designated expiration date on the assurance letter or December 31, 2003, whichever comes first.  CPAs normally cannot be used for domestic institutions unless CDC has requested OHRP approval to utilize a CPA for a specific study.  Requests to use an existing domestic CPA must be justified in writing and submitted to the HSA=s Assurance Coordinator.  OHRP is not accepting new CPA requests sent to them directly.

Single Project Assurance (SPA)tc \l3 "Single Project Assurance (SPA)
SPAs are protocol specific and were originally approved for the life of the study.  All SPAs will remain in effect until the end of the study indicated on the assurance letter or December 31, 2003, whichever comes first.  OHRP is not accepting new requests for SPAs sent to them directly.  New SPA requests must be submitted to the HSA=s Assurance Coordinator, with a copy of the final IRB-approved protocol and consent forms or award package.  Award packages must include the award cover page.

Obtaining an Assurancetc \l3 "Obtaining an Assurance
To obtain an assurance, the PI should include on the new protocol submission form (CDC form 0.1250) or amendment form (CDC form 0.1252) when adding new sites, a list of all collaborating institutions.  All CDC IRB submission forms now incorporate the triage form requiring the investigator to furnish OHRP‑approved assurance numbers (available @ http://ohrp.osophs.dhhs.gov/irbasur.htm.  The PI is responsible for having the assurance document translated, if necessary and for subsequently obtaining all necessary signatures.  A signed English version must accompany any signed, translated assurance; OHRP will not accept assurances submitted only in a foreign language.  The PI should then forward the documents to the CDC HSA for approval.  Note that the project cannot begin until the signed assurance is approved by OHRP.  Once the assurance is in place and the protocol has been approved by the appropriate IRBs, the PI will receive an approval letter from CDC HSA.
CDC and Collaborating Institution IRB Reviews of Cooperative Research
For cooperative research conducted between CDC and another institution, a protocol and consent form should be developed that will be reviewed by the CDC IRB and the collaborating institution IRB.  It is recommended that the CDC IRB review the protocol and consent form prior to the review by the collaborating institution IRB.  If the collaborating institution IRB changes the protocol and any supplementary documents, those changes must also be submitted to and approved by the CDC IRB (and vice versa) as an amendment.
Federally-funded Researchtc \l2 "Federally-funded Research
For information on the involvement of human subjects in federally-funded research (i.e., grants, contacts, cooperative agreements, purchase orders, etc.), please see the PGO website (http://intranet.cdc.gov/pgo/grants/rev_apps.htm).

Noncompliancetc \l1 "Noncompliance
Noncompliance by an Investigatortc \l2 "Noncompliance by an Investigator
Common lapses in investigator compliance include unreported changes in protocols, misuse or nonuse of the informed consent process, including misuse of the informed consent document, and failure to submit protocols to the IRB in a timely fashion.  Problems such as these are often caused by communication difficulties.  With investigator goodwill, these cases can be resolved by the IRB without jeopardizing the welfare of research participants.  Occasionally, an investigator will either avoid or ignore an IRB review.  Such cases present a more serious challenge to the IRB and to the institution.  Regardless of investigator intent, unapproved research involving human participants places those participants at an unacceptable risk.  When unapproved research is discovered, the IRB and CDC will act promptly to halt the research, ensure remedial action regarding any breach of regulatory or institutional human subject protection requirements, and address the question of the investigator's fitness to conduct human subject research.  In addition, any serious or continuing noncompliance with 45 CFR 46 will be reported to OHRP.

Noncompliance by an IRBtc \l2 "Noncompliance by an IRB
IRB noncompliance occurs whenever the IRB deviates from the duties imposed upon it by 45 CFR 46.  Such deviations include the inadequate review of research protocols by failing to ensure that the consent document and process provide sufficient information to allow prospective participants to make an informed decision whether to participate in the research; failing to ensure that the research design includes adequate monitoring of the data and any additional safeguards necessary to protect the welfare of particularly vulnerable participants; and failing to conduct continuing review of research at intervals appropriate to the degree of risk. IRBs also breach their regulatory responsibilities by failing to maintain adequate records of IRB business and to hold their meetings with a majority of members present, including a nonscientific member. A demonstrated inability to carry out IRB responsibilities in accordance with 45 CFR 46 can be cause for the suspension or withdrawal of CDC=s Assurance.

Research Involving Food and Drug Administration (FDA) Regulatedtc \l1 "Research Involving Food and Drug Administration (FDA) Regulated Test Articles
Any research study involving FDA regulated test articles must meet the requirements of 45 CFR 46 and FDA regulations for protecting human subjects, 21 CFR 50 and 21 CFR 56 (http://www.access.gpo.gov/cgi‑bin/cfrassemble.cgi?title=200021).  A test article means any drug, biological product, or medical device for human use; human food additive, color additive, electronic product or any other article subject to regulation by the Food, Drug and Cosmetic Act or under Sections 351 or 354 of the PHS Act.

The definition of a Adevice@ includes in vitro diagnostic products, devices that aid in the diagnosis of disease or medical/physiological conditions (e.g., pregnancy) by using human or animal components to cause chemical reactions, fermentation, and the like.  A few diagnostic products are intended for use in controlling other regulated products (such as those used to screen the blood supply for transfusion-transmitted diseases) and are regulated as biological products.

Referencestc \l1 "References
The Belmont Report: Ethical Principles and Guidelines for the Protection of Human Subjects of Research. National Commission for the Protection of Human Subjects of Biomedical and Behavioral Research. 1979.

Inclusion of Women and Ethnic Minorities in Research. CDC Manual Guide-- General Administration No. 80.  Centers for Disease Control and Prevention. 1996.

Policy on Informing Those Tested about HIV Serostatus. United States Public Health Service. 1988.

Protecting Human Research Subjects: Institutional Review Board Guidebook. Office for Protection from Research Risk, National Institutes of Health. 1993.
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Information Sheets: Guidance for Institutional Review Boards and Clinical Investigators. Food and Drug Administration Office of Health Affairs. Department of Health and Human Services. 1998.

Index of Hot Linkstc \l1 "Index of Hot Links
45 CFR 46 (Federal policy for the protection of human subjects):
http://ohrp.osophs.dhhs.gov/humansubjects/guidance/45cfr46.htm
Adverse Event Report: http://intranet.cdc.gov/od/ads/docs/AEreportform.pdf 

Belmont Report: http://ohrp.osophs.dhhs.gov/humansubjects/guidance/belmont.htm
Federalwide Assurance (FWA) (CDC FWA #0000-1413): http://ohrp.osophs.dhhs.gov/irbasur.htm
Checklists (CDC=s human subjects research checklists): http://intranet.cdc.gov/od/ads/hsrchklist.htm; http://www.cdc.gov/od/ads/hsrchklist.htm
Confidentiality protections: http://intranet.cdc.gov/maso/confidentiality/confass.htm 

Conflicts of interest: http://ohrp.osophs.dhhs.gov/nhrpac/mtg12‑00/finguid.htm
Consent (Guide to writing consent documents): http://intranet.cdc.gov/od/ads/hsrconsent.pdf; http://www.cdc.gov/od/ads/hsrconsent.pdf
Expedited review categories: http://ohrp.osophs.dhhs.gov/humansubjects/guidance/expedited98.htm
FDA regulations (21 CFR 50 and 21 CFR 56): http://www.access.gpo.gov/cgi‑bin/cfrassemble.cgi?title=200021
Federally-funded research with human subjects: http://intranet.cdc.gov/pgo/home.htm
Form 0.1250, Request for New Protocol Approval (CDC form)

Form 0.1251, Request for Approval of Continuation of Protocol Approval (CDC form)

Form 0.1252, Request for Amendment (CDC form)

Form 0.1253, Request for Termination of Protocol (CDC form) 

Form 0.1255, Request for Exemption Determination for Protocol (CDC form) 

Form 0.1256, Request for Deferral (CDC form):
http://intranet.cdc.gov/od/ads/hsrirb.htm, http://www.cdc.gov/od/ads/hsrirb.htm
HSA intranet/WWW homepages: http://www.cdc.gov/od/ads/hsr2.htm; http://intranet.cdc.gov/od/ads/hsr2.htm 
HSA (Human Subject Activity) Staffing: http://intranet.cdc.gov/od/ads/hsofolks.htm

HSC (CIO human subjects contacts): http://intranet.cdc.gov/od/ads/cdccontacts.htm

OHRP (Office for Human Research Protections): http://ohrp.osophs.dhhs.gov/
OHRP (Office for Human Research Protections) Assurances: http://ohrp.osophs.dhhs.gov/irbasur.htm
PGO (Procurement and Grants Office): http://intranet.cdc.gov/pgo/home.htm

Readability: http://www.cdc.gov/od/ads/hsrconsent.htm
Reports (Guide to writing an IRB report): http://www.cdc.gov/od/ads/rptguide.htm
Robert=s Rules of Order: http://www.robertsrules.com/
Standards of Professional Conduct: http://www.usoge.gov/pages/daeograms/dgr_files/2001/do01004a.pdf
Status (Status of CDC protocols): http://158.111.239.11/adshsp/source/query.asp
Women and Ethnic Minorities in Research (CDC Policy): http://www.cdc.gov/od/foia/policies/inclusio.pdf
CDC Human Subjects Intranet and Web Pagestc \l1 "CDC Human Subjects Intranet and Web Pages
World Wide Web: http://www.cdc.gov/od/ads/hsr2.htm
Intranet: 

http://intranet.cdc.gov/od/ads/hsr2.htm
1 This manual will be updated annually.


 2 See the HSA intranet/WWW homepages at http://intranet.cdc.gov/od/ads/engage.pdf


 http://www.cdc.gov/od/ads/engage.pdf


for the OHRP memo defining engagement in research.


 3 References to CDC also apply to ATSDR.








