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1 PURPOSE and APPLICABILITY

1.1 This SOP describes the requirements and procedures for non-exempt human subjects research involving pregnant women and/or their fetuses. The term “pregnant women” is used in this document to refer to pregnant women and/or their fetuses.

2 POLICY

2.1	Opportunity. The UW IRB supports the policy of providing pregnant women with the same opportunities as non-pregnant women to participate in research unless the individual meets exclusionary criteria or the study poses more than minimal risk to the fetus. Research that includes pregnant women increases the likelihood that the knowledge gained can be extended judiciously to this population.
2.2 Pregnant women: target population or incidental participants? During the course of a study, pregnant women may be encountered coincidentally as potential participants. Alternatively, pregnant women and fetuses may be a study target population(s).
2.3 Applicable regulations. Different federal funding agencies have different regulations concerning the involvement of pregnant women in research. 
2.3.1	Health and Human Services (HHS). The HHS regulations (45 CFR 46 Subpart B) apply to all research targeting pregnant women or fetuses that is supported by HHS or the other federal agencies that have agreed to adopt Subpart B (Department of Homeland Security; Central Intelligence Agency).
2.3.2	Department of Defense (DoD). Though the DoD applies the HHS Subpart B, it:
· Replaces the phrase “biomedical knowledge” with “generalizable knowledge in 45 CFR 46.204; and 
· Limits the applicability of Subpart B to research involving: 1) pregnant women as participants in research that is more than minimal risk and includes interventions or invasive procedures to the woman or fetus; or 2) fetuses or neonates as participants. 
2.3.3	Environmental Protection Agency (EPA). EPA has its own set of regulations concerning pregnant women and fetuses which are more restrictive than the HHS regulations. The requirements are described in the SOP Environmental Protection Agency and the WORKSHEET Environmental Protection Agency.
2.3.4	All other research. Per the UW Flexibility Policy (GUIDANCE Authority and Responsibilities of HSD and UW IRB), the UW IRB applies the HHS Subpart B regulations about pregnant women, fetuses, nonviable neonates, and neonates of uncertain viability to all research except research that meets both of these criteria:
· The research is not governed by Subpart B; and
· The research involves no more than minimal risks to the women, fetuses, and/or neonates.
When Subpart B is applied to studies that are not governed by Subpart B, the phrase “biomedical knowledge” in one of the Subpart B criteria for approval [45 CFR 46.204(b)] is replaced by the phrase “generalizable knowledge”.
[bookmark: _Hlk69991989]2.3.5	Human Fetal Tissue (HFT) from elective abortions. National Institutes of Health (NIH) policy dictates additional requirements for using HFT obtained from elective abortions in research (NOT-OD-19-128, NOT-OD-19-137, NOT-OD-21-111, and FAQs). These requirements apply to competitive applications for grants and cooperative agreements submitted on or after September 25, 2019. It is UW policy to apply these regulatory requirements to all research approved on or after September 25, 2019 and HSD strongly suggests that studies approved before that data also adhere to the policy requirements. 
The policy imposes some requirements for the consent process and the consent form that are outlined in Notice Number NOT-OD-19-128. Template language which satisfies the consent form requirements can be found in the web guidance Designing the Consent Process. 
A sample of the consent form including this language and a letter signed by the PI attesting to compliance with specific consent-related requirements must be provide to NIH with the application or Just-In-Time materials.

3 DEFINITIONS

3.1	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. Presumptive signs of pregnancy are signs and symptoms suggestive of pregnancy that may also indicate another condition. They occur early and are more subjective than other signs. The presumptive signs are missed menses, nausea and vomiting, frequent urination, and fatigue.
3.2	Delivery. Complete separation of the fetus from the woman by expulsion or extraction or any other means.
3.3	Fetus. The product of conception from implantation until delivery.
3.4	Neonate. A newborn.
3.5	Nonviable neonate. A neonate after delivery that, although living, is not viable.
3.6	Viability of a neonate. Being able, after delivery, to survive (given the benefit of available medical therapy) to the point of independently maintaining heartbeat and respiration. 

4 PROCEDURES – Pregnant Women and/or Fetuses as the Target Study Population

4.1	Pregnant women or fetuses may be involved in research only if the IRB determines that all of the requirements and conditions described in applicable regulations are met. The IRB uses the WORKSHEET Pregnant Women as a guide to ensure that the applicable requirements and conditions are addressed, and the CHECKLIST Regulatory to document its decisions.
4.1.1	The IRB application and consent form should provide the following information, which is necessary for the IRB’s determination:
· Whether the research is directed toward the mother’s health or toward the fetus; and
· The risks and risk levels to the woman and to the fetus.
4.2	Prospective subjects should be informed about possible reproductive or lactation risks from the study and measures that will be taken to minimize them.
4.3	There is any involvement of the Environmental Protection Agency (funding, facilities, personnel, etc.), the IRB uses the WORKSHEET Environmental Protection Agency to ensure that the additional requirements and conditions of the EPA are addressed.
4.4	The IRB also considers the issues discussed below in Issues to Consider (Section 7).

5 PROCEDURES – Pregnant Women Who are Not the Target Study Population

5.1	When research targets a wide population that will include women of childbearing potential, there is the possibility of pregnancy, coincidental to subject selection.
· In the IRB application, the researcher should describe the conditions and requirements (if any) for: 1) inclusion of pregnant women; 2) exclusion of pregnant women; or 3) women of childbearing potential who may become study participants.
5.2	The IRB should consider the following issues:
5.2.1	Does the IRB application or research protocol define any conditions under which pregnant women or women of childbearing potential who may be encountered during study enrollment can be included or excluded?
5.2.2	Does the consent form for treatment and intervention studies describe any known risks to the pregnant or lactating woman (or to the fetus or neonate if the woman is or becomes pregnant)? If the risks are not known because there is little experience in pregnant women, does the consent form clearly state this? These risks and the steps to be taken to minimize them should be discussed in the IRB application and the consent form.
5.2.3	Should researchers advise participants to avoid pregnancy or nursing for a time during or following the research? Is it appropriate to advise the subjects to notify the researcher immediately should they become pregnant?
5.2.4	The IRB should also consider the issues discussed below in Issues to Consider (Section 7).

6 PROCEDURES – Pregnancy as an Exclusion Criterion 

6.1	If a study proposes to exclude pregnant women, the IRB application should describe the risks that require exclusion or, if applicable, state that pregnancy is exclusionary due to a lack of knowledge of the risks. This requirement is relevant to the criteria for IRB approval.
6.2	For research that poses an unacceptable risk to the pregnant woman or fetus, the criteria for IRB approval are interpreted by the UW IRB to mean that non-pregnant participants of child-bearing potential should be:
· Instructed on methods to avoid pregnancy during and (as applicable) for some time after the study; 
· Informed about any pregnancy testing that may be required before and during the study; and
· The information should be clearly described in the consent form.
6.3	The IRB should also consider the issues discussed below in Issues to Consider (Section 7).

7 ISSUES TO CONSIDER – Reproductive Harm Risks, Contraception, and Risk Management

7.1	Prospective study subjects should be warned about possible reproductive or lactation risks (if any) from study treatments. These risks and the steps taken to minimize them should be described in the IRB application and in the consent form.
7.2	Study-specific. Discussion of reproductive harm, and measures taken to minimize harm, should be study-specific. This may include: 
· Direct teratogenic effects
· Possible germline effects
· Effects on a woman’s ability to continue the current pregnancy
· Effects on fertility and future pregnancies
7.3	Gender appropriate. Reproductive harms and steps to be taken to avoid or minimize them may be unique to gender or may be different for men and women. The IRB application and consent forms should address concerns appropriate to each subject population.
7.4	Exclusion and testing. While some risks legitimately justify exclusion of particular subject groups, in many studies prospective subjects should have the right to make their own choice about the level of risk they will tolerate, when they have been fully informed of the risks and possible benefits of participation.
· If exclusion of pregnant women, nursing women, or people who wish to start a pregnancy is justified for a study, the IRB application and consent form should explain the reasons for the exclusion and the steps to be taken to avoid problems, such as pregnancy testing prior to treatment and periodically during the study.
7.5	Abstinence and methods of contraception. Methods required by the study and described in the consent form should be adequate to address the specific risks of the study. Issues:
· The time period when steps should be taken – before, during, or after treatment – should be clear in the IRB application and the consent form.
· Choices of methods should be as broad as is consistent with subject safety. Subjects should be told the short- and long-term advantages and disadvantages of the allowable methods.
· Barrier methods should be used when body fluids may transfer infectious agents, vectors, or medications. 
7.6	Banking sperm and ova. When appropriate, the researcher should address the advisability of banking sperm and ova.
7.7	If pregnancy occurs. The IRB application and consent form should describe what will happen if a subject, or the partner of a subject, becomes pregnant. Generally, the subject should contact the researcher, who can then discuss the risks and provide counseling about additional steps to be taken.

8 RELATED MATERIALS

CHECKLIST Regulatory [HSD staff access only]
GUIDANCE Authority and Responsibilities of HSD and UW IRB
SOP Environmental Protection Agency
WEBPAGE Designing the Consent Process Guidance
WORKSHEET Environmental Protection Agency 
WORKSHEET Pregnant Women
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