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On June 5,  2019, the Department of Health and Human Services (HHS) announced—following an audit and review of all HHS research involving the use of human fetal tissue from elective abortions—that the Administration has decided to discontinue intramural research (i.e., internal) projects involving fetal tissue from elective abortions at the National Institutes of Health (NIH) and let expire an existing contract for human fetal tissue research with the University of California at San Francisco.1 The Administration also indicated it would require additional ethics review for new extramural research (i.e., external) involving such tissue, pursuant to Public Health Service Act (PHSA) Section 492A.2 In general, about 10% of NIH funding goes to intramural researchers at NIH-operated facilities and over 80% of NIH funding goes to extramural researchers at universities and other institutions, in the form of grants, contracts, and cooperative agreements.3

On July 26, 2019, NIH issued a notice announcing new requirements for extramural research involving human fetal tissue obtained from elective abortions. The new requirements apply to grant applications with due dates on or after September 25, 2019, or submissions for contract solicitations published after September 25, 2019. The requirements apply to new proposed projects involving human fetal tissue, or changes in scope to existing projects that would involve human fetal tissue but previously did not.4 In addition, the requirements prohibit those receiving NIH training awards (such as graduate students or postdoctoral fellows) from proposing projects involving the use of human fetal tissue under such awards. New NIH grant, cooperative agreement, or contract awards involving the use of human fetal tissue must provide a justification of why such tissue is scientifically necessary; details regarding tissue procurement and costs (including details about informed consent obtained); and information about how human fetal tissue will be used in the proposed work and disposed of following its use.

The proposed use of human fetal tissue is to be evaluated in both the scientific and technical review portion of grant application review (technical evaluation for contracts), as well as by a new ethics advisory board prior to awarding the grant or cooperative agreement, pursuant to PHSA Section 492A.5 The ethics advisory board, to be comprised of scientists, ethicists, and others as specified in PHSA Section 492A, is to assess the proposed project's compliance with NIH policy, the scientific justification for the research, and the process and procedure for obtaining the fetal tissue, among other things, in order to make a recommendation to NIH on whether it should fund the project in light of ethical considerations. For new grants and cooperative agreements awarded, annual reporting requirements will require justification for the ongoing scientific necessity of human fetal tissue in the research.6

This report provides answers to frequently asked questions concerning the regulation and use of human fetal tissue in research, including a description of what constitutes human fetal tissue research, and how such tissue is acquired, along with rules and regulations governing the use and acquisition of fetal tissue. It also provides an overview of current research at NIH and other federal agencies that conduct medical research.

What is human fetal tissue?

PHSA Section 498A(g) defines "human fetal tissue" as "tissue or cells obtained from a dead human embryo or fetus after a spontaneous or induced abortion, or after a stillbirth." An embryo is defined as the product of conception (sperm and egg) from implantation until the eighth week of pregnancy, then the product of conception is called a fetus from the ninth week of pregnancy until birth.7

What are the uses of human fetal tissue in biomedical laboratory research?

Scientists use human fetal tissue in many ways in laboratory research. They may conduct studies on the tissue itself, particularly for studies of human development. Scientists may also use it to build models for studying disease. Fetal tissue cells are less specialized than adult cells, and therefore are more readily grown in the laboratory.8

Scientists have been conducting research using fetal tissue in the United States for decades. For example, dating back to the 1960s, fetal tissue was used to create two different cell lines (WI-38 and MRC-5) that have been used to develop vaccines, including for Hepatitis A, Rubella, Varicella (chickenpox), and Zoster (shingles). Scientists found that the cell lines derived from fetal tissue were more useful than existing animal cell lines for cultivating viruses needed to develop vaccines.9 These cell lines are also used as tools for research, such as in aging and drug toxicity studies.10 No additional fetal tissue has been added to these cell lines since they were first created.11

Fetal tissue is also used in infectious disease and immune system-related studies, such as on HIV, the dengue virus, Hepatitis C virus, Ebola virus, and tuberculosis.12 Humanized mice engrafted with fetal tissue can serve as models for the human immune system, and can be used for studying disease and testing new therapeutics. Normally, mouse and human immune systems are quite different, and therefore regular mice can be inadequate for certain studies related to human immune systems. Animals with immune systems more similar to those of humans, such as primates, are more difficult and expensive to research, and may pose other ethical challenges. Humanized mice created with fetal tissue, therefore, serve as a way to conduct studies related to human immune systems using small animals in a laboratory-controlled setting.13 One review of the role of humanized mice created with fetal tissue in HIV research asserted that they are "valuable models for the research and development of vaccine strategies and therapeutic interventions to control or eradicate HIV."14

Studies of human development can also use fetal tissue, such as studies of brain development, eye development, and diseases that begin early in human development, such as type 1 diabetes. In such research, scientists may study the fetal tissue itself in the laboratory to understand the early stages of human development.15

A Nature analysis of FY2014 NIH funding data found that research projects involving human fetal tissue were carried out in the following areas (percentage of total): HIV/AIDS (39%); developmental biology (18%); eye development and disease (14%); other infectious diseases (e.g., hepatitis C) (13%); miscellaneous (e.g., type 1 diabetes) (8%); in utero diseases, toxic exposures, and congenital conditions (7%); and fetal tissue repository (1%).16 In FY2018, NIH funded 200 research projects involving human fetal tissue with $115 million. NIH estimates that it will spend $120 million on such research in FY2019.17



What are the alternatives to fetal tissue in laboratory research?

Various alternatives to fetal tissue in biomedical research are currently in development, and may one day replace fetal tissue in certain research studies where the tissue is currently used. In December 2018, NIH announced up to $20 million in funding over two years for research on fetal tissue alternatives.18 Still, many scientists and medical experts assert that for some areas of research, no alternative to fetal tissue will be sufficient, such as in studies of early human development or diseases that develop in utero (i.e., before birth).19

For immune system-related studies, some types of humanized mice can be created with adult stem cells and/or umbilical cord blood cells and are useful for some studies. Mice created with fetal bone marrow/liver/thymus cells (BLT; human fetal tissue) currently allow for the most representational model of a human immune system, and therefore, scientists rely on the BLT mice or other fetal tissue models for certain studies, including related to HIV/AIDS, Zika virus, and Hepatitis B and C virus infections.20 Last year, scientists published a new way to create humanized mice using surplus neonatal thymus tissue from neonatal cardiac surgery patients—the NeoThy model. Further experiments are sought to compare this new model to the fetal tissue model, in order to determine whether and how it can serve as an alternative to the BLT model in future studies.21 As stated by the lead author of the NeoThy study, Matthew E. Brown, in a December 2018 letter to the House Oversight and Government Reform Committee members,

While I strongly stand behind the work presented in our paper and am excited about the potential of this model, it is premature to make generalizable conclusions about the NeoThy replacing fetal tissue (BLT type) models in all humanized mouse research applications. Further, in no way does our paper support the claim that fetal tissue research as a whole is no longer needed. I believe that it is possible, for certain research applications, that the NeoThy may prove a better model than the BLT, but at this point these are only hypotheses that would need to be tested in well-controlled side-by-side comparisons.22

Other potential alternatives to fetal tissue include reprogrammed adult stem cells (i.e., induced pluripotent stem cells; iPS cells) and organoids, three-dimensional lab-created models of human organs.23 While promising, scientists are still endeavoring to get iPS cells and organoids to mimic the behavior of natural human cells and organs, as do those from fetal tissue naturally. iPS cell technology has advanced since it was first discovered in 2006. Scientists continue working on ways to fully reprogram these cells to serve in disease modelling.24 New gene editing technologies, such as CRISPR-Cas9 may help with such efforts.25

Organoids are created from stem cells, like iPS cells, and scientists have made advances in developing organoid models of many types of tissues, including the brain, retina, and intestine. However, these models remain incomplete and many others are still in early stages of development. Since organoids are created from stem cells, they also are constrained by limitations in stem cell technology.26 Some scientists use fetal tissue to compare their stem-cell derived organoids with actual human organ development, in order to assess the adequacy of the new models.27 Therefore, while iPS cells and organoids may one day replace the need for fetal tissue in certain areas of research, these technologies are still in development and some scientists rely on fetal tissue as a reference material when developing new organoids.

What is human fetal tissue transplantation research?

Human fetal tissue transplantation research is a distinct subtype of human fetal tissue research that explores the clinical use of human fetal tissue as a cellular therapy to replace damaged tissues or cells to treat or cure disease in humans. NIH does not currently fund any clinical research on human fetal tissue transplantation, and has not done so for many years.28 However, several other entities including private institutions and foreign funders are currently financing human clinical trials for various treatments derived from human fetal tissue.

Since the late 1920s, researchers in several countries, including the United States, "have grafted fetal liver, nerve, thymus and pancreas tissue into children and adults in efforts to reverse various neurological disorders, spinal cord injuries, diabetes, immune deficiencies, cancers and life-threatening blood diseases."29 Perhaps the most widely known application in the field of human fetal tissue transplantation has been the treatment of Parkinson's disease. The first such attempt, using the transplantation of human fetal brain cells, "took place in 1987 at Lund University in Sweden where the technique was pioneered."30

Throughout the late 1980s and 1990s, various entities supported clinical trials using fetal tissue grafts for Parkinson's disease. By 1997, about 200 patients around the world had received the treatment.31 NIH was the main funder for U.S. trials of fetal tissue therapy for Parkinson's disease.32 As stated in a 1997 Government Accountability Office (GAO) report, from 1993 to 1996, NIH awarded over $6 million for five extramural projects involving therapeutic human fetal tissue research, two of which involved actual transplantation of fetal tissue into humans. The other three projects were to clinically observe Parkinson's patients after receiving fetal transplant surgery. The report noted that no intramural projects involving human fetal tissue transplantation had been funded, and no new projects were proposed for the following fiscal year.33

The results of these Parkinson's trials showed that some patients benefitted from the treatment, with some having improved to the extent that they were able to discontinue medication. However, some patients experienced a side effect known as dyskinesias, or uncontrolled, involuntary movements, that in rare cases were disabling and required surgery.34 In addition, some trials found no difference between the treatment and placebo groups.35 Because many patients did not benefit from the treatment, and it was unclear why this was the case, an international moratorium was imposed in 2003 on such replacement-therapy trials.36

Based on analyses of the long-term outcomes of patients who received fetal tissue transplants for Parkinson's and reexamining previous study methodologies, European researchers have decided to break the international moratorium on fetal tissue therapy trials.37 Currently, a clinical trial—called TRANSEURO, funded by the European Union—involves grafting fetal brain tissue into patients with Parkinson's disease. The trial is ongoing, and as stated in an April 2019 update, a total of 11 patients received grafts in Cambridge, United Kingdom and Lund, Sweden with no further surgeries planned. The trial is estimated to be completed in 2021.38

Other recent clinical trials have involved cellular transplantation therapies using stem cells or progenitor cells derived from fetal tissue—progenitor cells are a type of fetal cell that is partially, but not fully, specialized as a particular cell type (e.g., a heart cell, brain cell).39 Recent clinical trials use fetal stem cells or progenitor cells to treat various eye related diseases including age-related macular degeneration and retinitis pigmentosa.40 Fetal-derived neural (e.g., brain) stem cells have also been used in clinical trials for brain and nervous system-related therapies including for Amyotrophic Lateral Sclerosis (ALS), spinal cord injury, and stroke.41

Though fetal tissue transplantation research is not currently supported by NIH, federal law allows HHS to fund research on new therapies that involve the transplantation of human fetal tissue if certain conditions are met (explained in "Which federal law and regulation governs the collection and use of fetal tissue for research?").

How is fetal tissue acquired for research?

Fetal tissue for research is collected from health care facilities and transferred to laboratories for research purposes, often through an intermediary such as a biotechnology company, a university, or a medical center.

Fetal tissue used in research is mostly obtained from elective (induced) abortions. Though statute (PHSA Section 498A(g))42 also permits the collection of human fetal tissue from spontaneous abortions (e.g., miscarriages) or stillbirths for subsequent use in federally funded research, these events often occur during unpredictable circumstances where it is difficult to preserve the tissue for research purposes. In addition, the tissue from spontaneous abortions or stillbirths is more likely to have genetic or other abnormalities that preclude its use for research purposes.43

There are limited comprehensive studies on how researchers acquire human fetal tissue. In 2000, the Government Accountability Office (GAO) reported findings from a survey on fetal tissue acquisition among researchers, but it has not published another report on the topic since that time.

According to the 2000 GAO report, biomedical researchers at that time obtained human fetal tissue from central tissue suppliers (62%), academic medical center hospitals (31%), and health clinics (30%).44 Central tissue suppliers identified in the report included entities that had received federal funding, as well as entities that were not federally funded. Three of such suppliers identified as receiving NIH funding included the Birth Defects Laboratory at the University of Washington, the Brain and Tissue Banks for Developmental Disorders at the University of Maryland, and the University of Miami School of Medicine/Children's Hospital of Orange County.45 Central tissue suppliers that did not receive federal funds included Advanced Bioscience Resources, Inc. (Alameda, CA), and the Albert Einstein College of Medicine Human Tissue Repository (New York, NY). Alternatively, some researchers obtained fetal tissue directly from an academic medical center hospital or a health clinic.46

News reports suggest that fetal tissue acquisition practices have changed since 2000. A 2015 Associated Press article asserted that nonprofits and university labs used to serve as the primary intermediaries for transferring fetal tissue from health care facilities to scientific laboratories, but since 2010, for-profit companies have increasingly served as intermediaries for fetal tissue acquisition.47

A 2015 New York Times article explored how private intermediaries (both nonprofit and for-profit), which include StemExpress and Advanced Bioscience Resources Inc., collect the tissue from hospitals and health care facilities, process the tissue for research purposes (such as by isolating specific types of cells or tissues) and then charge laboratories for the cost of the service. Collecting and processing fetal tissue for research is only one component of their services, which involve the processing and development of a range of biological products for research. In the case of StemExpress, "fetal tissue accounted for about 10 percent of the company's business."48

According to the July 2019 NIH changes to requirements for extramural research involving human fetal tissue, funding applications for new projects (starting on September 25, 2019)49 involving human fetal tissue are required to include detailed specifications about the costs, quantity, type, and source of the fetal tissue.50

Can fetal tissue be sold for research purposes?

Under the NIH Revitalization Act of 1993, it is "unlawful for any person to knowingly acquire, receive, or otherwise transfer any human fetal tissue for valuable consideration if the transfer affects interstate commerce."51 While this provision prohibits the sale or purchase of fetal tissue itself, the term valuable consideration "does not include reasonable payments associated with the transportation, implantation, processing, preservation, quality control, or storage of human fetal tissue."52 Thus, tissue companies may charge researchers to recover the costs associated with these types of activities.

Persons violating these provisions shall be subject to fines, imprisonment for not more than 10 years, or both.53 Violations involving the payment of valuable consideration shall result in fines reflecting not less than twice the amount of the valuable consideration received.54

Biotechnology companies StemExpress and Advanced Bioscience Resources have reportedly paid small fees, less than $100 or less per specimen, for tissue from abortion providers.55 The tissue is processed and later sold to researchers at generally higher rates that reflect the processing performed by the companies.56

Who investigates the illegal sale of fetal tissue?

On the federal level, the Department of Justice, and more specifically the Federal Bureau of Investigation (FBI), would open investigations into individuals and entities suspected of violating federal law with respect to the illegal sale, or trafficking, of human fetal tissue and other organs. As noted earlier, federal law prohibits the sale or purchase of human fetal tissue in interstate commerce.57 In 2000, the FBI reportedly investigated a Kansas clinic affiliated with Planned Parenthood for allegedly selling—and profiting from the sale of—fetal tissue; ultimately, no laws were found to have been broken.58 In 2017, the Department of Justice (DOJ) reportedly requested Senate Judiciary Committee documents from a 2016 committee investigation on fetal tissue exchange,59 but reports do not indicate whether DOJ took formal legal action in this instance.

Which federal law and regulation governs the collection and use of fetal tissue for research?

Federal law and regulation govern the conduct of federally funded research transplanting human fetal tissue specifically; the participation of human research subjects in any human fetal tissue research (i.e., the recipient of a human fetal tissue transplant); and the privacy and confidentiality of individually identifiable protected health information to the extent that it is generated in the course of human fetal tissue research.

Federal law specifies the conditions under which the Department of Health and Human Services (HHS) can fund research on new therapies that involve the transplantation of human fetal tissue using tissue derived from an elective or spontaneous abortion, or from a stillbirth (PHSA Section 498A).60 HHS does not currently fund research on therapeutic fetal tissue transplantation and has not done so for many years.61 According to federal law, human fetal tissue may be used in federally funded research involving fetal tissue for therapeutic transplantation only if the following conditions are met:


	The woman must provide her written consent that she is donating the fetal tissue for research, that the donation is being made without any restrictions on who may receive the tissue, and that she has not been informed of the identity of any such recipients.62

	The attending physician must declare in writing that, in the case of an induced abortion (1) the woman's consent for the abortion was obtained prior to requesting or obtaining consent to donate the fetal tissue for research; (2) the timing, method, or procedures used to terminate the pregnancy were not altered in order to obtain the tissue; and (3) the abortion was performed in accordance with applicable state law. In addition, the attending physician must declare that the tissue has been donated with the woman's consent and that the woman has been fully informed of the physician's interest, if any, in the research, and of any medical or privacy risks associated with the tissue donation.63

	The principal researcher must declare in writing that (1) he or she is aware that the tissue is human fetal tissue that may have been obtained from an elective or spontaneous abortion, or a stillbirth, and that it was donated for the purposes of research; and (2) prior to obtaining the informed consent of a research subject to be a recipient of the transplanted tissue (see discussion of Common Rule, below), he or she will provide the same information about the fetal tissue to the research subject and get written acknowledgement of receipt of such information.64



In addition to the above statutory requirements, fetal tissue research that involves human subjects is subject to the Common Rule.65 In human fetal tissue transplantation research, the transplant recipient would always be a human research subject. In certain cases only, the donor or living relatives of the donor of the human fetal tissue in human fetal tissue research may also be considered human research subjects for purposes of federal regulation. Under the Common Rule, research protocols involving human research subjects typically must be approved by an Institutional Review Board (IRB) to ensure that the rights and welfare of the research subjects are protected.66

The Common Rule lists several criteria for IRB approval, including the requirement that researchers obtain the informed consent of their research subjects.67 In addition, it sets out the types of information that must be provided to prospective research subjects during the informed consent process, for example, an explanation of the purpose of the research, a description of the research procedures, and a description of the risks and potential benefits of the research.68 An IRB may decide to waive the informed consent requirement if it determines that (1) the research poses no more than minimal risk to the subjects, (2) the waiver will not adversely affect the rights and welfare of the subjects, and (3) the research is not practicable without a waiver, among other things.69

If the human fetal tissue to be used in the research is identifiable, such that information associated with the material links it to one or more living individuals (which often may be the case), then those individuals also become research subjects under the Common Rule.70 Thus, an IRB may have to review the protocol for collecting and testing the human fetal tissue, and the woman who is donating the tissue may have to provide informed consent (unless waived by the IRB).71

The researchers may also be required to obtain authorization from the Food and Drug Administration (FDA) by filing an Investigational New Drug (IND) application. An IND would be required if, for example, the research is testing a new diagnostic or therapeutic intervention in human clinical trials for the purposes of obtaining FDA marketing approval (see "What federal law and regulation governs the clinical use of fetal tissue?"). One of the IND requirements is that the researchers obtain IRB approval.

Importantly, if the purpose of the human fetal tissue research is solely to acquire new biomedical knowledge, and it is not being conducted under an IND or involving human research subjects, then the research is not subject to the Common Rule or FDA regulation.

Finally, the Health Insurance Portability and Accountability Act (HIPAA) Privacy Rule applies if the researchers want access to individually identifiable protected health information about the woman from whose fetus the fetal tissue was obtained.72 Under the Privacy Rule, an individual's protected health information may not be used or disclosed for research without the individual's written authorization unless an IRB (or equivalent Privacy Board) waives the authorization based on certain specified criteria.73

Who monitors researcher compliance with laws and regulations governing fetal tissue research?

When research is conducted in an intramural, or federal laboratory, that federal agency has direct responsibility for ensuring that research complies with relevant laws and regulations. For extramural research conducted through grants or contracts awarded to universities or other research institutions, the awardee institution is primarily responsible for ensuring compliance. NIH extramural grants are awarded to institutions, not directly to researchers. Institutions share responsibility for oversight of researchers along with the NIH.74

Federal agencies and federally funded institutions have Institutional Review Boards that review research protocols involving human subjects and are to ensure compliance with relevant laws and regulations (particularly the Common Rule). The HHS Office for Human Research Protections (OHRP) is the main office responsible for registering IRBs at HHS agencies and other HHS-funded institutions.75 Most other federal agencies have codified versions of the Common Rule (42 C.F.R. Part 46) in separate regulations, and have their own agency policies and procedures regarding the protection of human subjects and IRB registration.76 IRBs are required at all institutions conducting federally funded research. They are to approve research projects before they begin, and conduct periodic reviews to ensure compliance with laws and regulations regarding the protection of human subjects.

When an extramural researcher submits an application for an NIH grant involving human fetal tissue, the authorized organization representative's signature on the application is meant to certify that the institution will ensure compliance with laws and regulations in acquiring fetal tissue for research.77 The NIH Division of Grants Compliance and Oversight in its Office of Extramural Research conducts compliance site visits and targeted site reviews to ensure that institutions understand and properly comply with relevant laws, regulations, and NIH requirements.78

The July 2019 NIH Notice added new reporting requirements for extramural research involving human fetal tissue, specifically human fetal tissue derived from elective abortions only. The notice further specifies that human fetal tissue subject to the new requirements includes the following:


	"human fetal primary or secondary cell cultures, whether derived by the investigator or obtained from a vendor.

	animal models incorporating HFT [human fetal tissue] from elective abortions, including obtaining such models from a vendor.

	derivative products from elective abortion tissues or cells such as protein or nucleic acid extracts.

	any human extra-embryonic cells and tissue, such as umbilical cord tissue, cord blood, placenta, amniotic fluid, and chorionic villi, if obtained from the process of elective abortion."79



As stated in the notice, the requirements do not apply to research involving human fetal tissue or derivative products that are not obtained from elective abortions; human fetal cell lines established as of June 5, 2019; human fetal cells present in maternal blood or other maternal sources; and embryonic stem cells or embryonic cell lines, among other exclusions.80 According to NIH, these requirements are designed to ensure researchers' compliance with all applicable laws, regulations, and policies regarding the use of human fetal tissue in research. Applicants for new projects (starting September 25, 2019)81 involving fetal tissue must provide detailed budgets and plans for the costs, quantity, and source of human fetal tissue to be used in research; certification that valuable consideration has not been provided for acquisition of the fetal tissue; as well as detailed information of how informed consent was obtained at the time of fetal tissue collection, including an example of the IRB-approved consent form used.82

HHS OHRP also conducts oversight of HHS-funded researchers through surveillance activities, and investigating complaints about human subject protections in HHS-funded research. OHRP also promotes compliance through issuing guidance and education for institutions conducting research.83

What federal law and regulation governs the clinical use of fetal tissue?

Currently, fetal tissue is not being used in any clinical applications involving transplantation. Any such therapeutic use of human fetal tissue would be regulated by FDA's Center for Biologics Evaluation and Research (CBER) as an HCT/P, which stands for human cells, tissues, and cellular and tissue-based products. FDA regulations define an HCT/P as an article "containing or consisting of human cells and tissues that are intended for implantation, transplantation, infusion, or transfer into a human recipient."84 HCT/Ps include bone, ligament, skin, dura mater, heart valves, cornea, hematopoietic stem/progenitor cells derived from peripheral and cord blood, and semen or other reproductive tissue.85 Notably, the regulations do not specifically refer to human fetal tissue.

FDA regulates HCT/Ps primarily under its general authority to control the spread of communicable diseases in PHSA Section 361.86 This authority allows FDA to make and enforce regulations necessary to prevent the introduction, transmission, or spread of communicable diseases.87 FDA regulations governing HCT/Ps issued pursuant to this authority are codified in 21 C.F.R. Part 1271.

The HCT/P regulations are focused on (1) preventing the use of contaminated cells and tissues with the potential for transmitting infectious diseases; (2) preventing the improper handling or processing of cells and tissues that might contaminate or damage them; and (3) ensuring the clinical safety and effectiveness of cells and tissues. HCT/Ps that meet the requirements in 21 C.F.R. Part 1271 are not required to undergo FDA's premarket review process.88 This is in contrast to other therapeutic products regulated by FDA (e.g., drugs, medical devices, and biological products), which generally must obtain approval, clearance, or licensure prior to marketing.89

The regulations at 21 C.F.R. Part 1271 require establishments that manufacture90 HCT/Ps for clinical purposes to register with FDA and submit a list of their products.91 The regulations also establish eligibility criteria for donors of HCT/Ps, including donor screening and testing,92 and set forth good tissue practices (GTPs) that govern the methods, facilities, and controls used for "the manufacture of HCT/Ps, including but not limited to all steps in recovery, donor screening, donor testing, processing, storage, labeling, packaging, and distribution."93 The GTPs address personnel, procedures, environmental control and monitoring, equipment, supplies and reagents, recovery, processing and process controls, storage, shipment and distribution, records, tracking, and complaints.

There are exceptions from the requirements of 21 C.F.R. Part 1271, including establishments that use HCT/Ps solely for nonclinical scientific or educational purposes, or that remove HCT/Ps from an individual and implant such HCT/Ps into the same individual during the same surgical procedure.94 An HCT/P that does not meet the criteria specified in 21 C.F.R. 1271.10 or the exceptions in 21 C.F.R. 1271.15 would be regulated as a drug, device, and/or biological product under the Federal Food, Drug, and Cosmetic Act (FFDCA) and/or Section 351 of the PHSA and would be subject to premarket approval, clearance, or licensure.95

Is the system for collecting nonfetal organs and tissue different from that for fetal tissue?

Yes. The federal government has established policies and a system for procuring organs for therapeutic transplantation that are separate from policies for the acquisition of fetal tissue. However, consent for organ and tissue donation for therapeutic, research, and other purposes is regulated at the state level, and in some states, such laws apply to human fetal tissue.

Organs are procured (or acquired) from living persons or cadavers. The National Organ Transplant Act (NOTA of 1984; P.L. 98-507, as amended)96 provides authority for the Organ Procurement and Transplantation Network (OPTN), which is the federally supported system for organ sharing in the United States. HHS's Health Resources and Services Administration (HRSA) oversees organ procurement and transplantation through administration of the contract for the OPTN. Fetal tissue is not currently used for therapeutic transplantation.

An organ as defined by NOTA for the purpose of procurement and transplantation is "[a] human kidney, liver, heart, lung, pancreas, or intestine (including the esophagus, stomach, small or large intestine, or any portion of the gastrointestinal tract), or vascularized composite allograft."97 This definition does not explicitly include fetal organs. However, the definition of an organ in Section 301 of the NOTA, which prohibits the purchase of organs, does explicitly include fetal organs and any subpart of an organ derived from a fetus.98

Consent for organ and tissue donation for therapeutic, research, and other purposes is regulated at the state level. All 50 states and the District of Columbia have enacted versions of model legislation referred to as the Uniform Anatomical Gift Act (UAGA) to create a regulatory framework for organ and tissue donation.99 The UAGA, as adopted by some states, includes "fetus" in the definition of a deceased individual whose body or part is or may be the source of an anatomical gift.100 The purpose of including "fetus" in this definition is to afford the statutory protections conferred by the UAGA (specifically the need for appropriate consent for donation) to fetuses as to other decedents.101

Does the Department of Veterans Affairs (VA) allow the use of human fetal tissue in research conducted by VA researchers?

The Veterans Health Administration (VHA) of the VA generally permits "research in which the focus is either a fetus, either in-utero or ex-utero ... [to be] conducted by VA [researchers] while on official VA duty, at VA facilities, or at VA-approved off-site facilities."102 However, VHA follows the same policies on the use of human fetal tissue, and human stem cells set by NIH for recipients of NIH research funding.103 Therefore, the research conducted by VA researchers while on official VA duty, at VA facilities, or at VA-approved off-site facilities would need to align with NIH policies. According to VHA, VA researchers cannot conduct "research involving the creation of a human embryo or embryos solely for research purposes or research in which a human embryo or embryos are destroyed, discarded, or knowingly subjected to risk of injury or death"104 greater than those currently permitted by federal regulations that govern the collection and use of fetal tissue for research and the Common Rule.105 VA is a signatory to the Common Rule (Title 38 C.F.R. Part 16).

Does the Department of Defense use fetal tissue in medical research?

Currently, DOD funds extramural medical research utilizing fetal tissue.106 There are no statutory or regulatory prohibitions on the Department of Defense (DOD) for using fetal tissue in medical research. However, DOD policy requires any research using fetal tissue to (1) "comply with sections 289g–289g-2" of title 42, United States Code107; (2) undergo an administrative review prior to commencing research activities; and (3) be approved by the appropriate DOD component.108 DOD is a signatory to the Common Rule (Title 32 C.F.R. Part 219).

Does the Food and Drug Administration (FDA) use fetal tissue in research?

FDA has used fetal tissue to create humanized mice for research, including for investigating the immune response or immune-related adverse events that result from new drugs (such as new immunotherapies or biosimilar products), and to evaluate the immune response from experimental Ebola vaccines.109 The agency has reportedly had contracts with Advanced Biosciences Resources, Inc. (ABR) for fetal tissue acquisition since 2009.110 In September 2018, HHS terminated the ABR contract with FDA, stating, "HHS was not sufficiently assured that the contract included the appropriate protections applicable to fetal tissue research or met all other procurement requirements."111 As communicated to CRS, "Since the canceling of the contract in September 2018, FDA has not acquired new human fetal tissue or engaged in research that would require new acquisition of human fetal tissue. In compliance with applicable requirements, FDA has continued to pursue those aspects of this research that do not require the acquisition of new human fetal tissue."112 FDA has ongoing research (through an agreement with Johns Hopkins University) to create a new nonfetal tissue humanized mouse model to replace the fetal tissue model for drug testing.113

An FDA staff manual guide includes guidelines and responsibilities for research involving human fetal tissue. Among other things, the guide provides that FDA researchers who seek to conduct research involving human fetal tissue must describe the research in an application to FDA's Institutional Biosafety Committee for review, and submit an attestation form that they will comply with relevant legal and policy requirements.114
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