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Abstract 

Despite great need for improved understanding of the use of drugs and biological products in 

pregnancy, clinical trials in pregnancy are rare, therapeutics in pregnancy are woefully 

understudied, and pregnant individuals are routinely excluded as trial participants. Recently, 

however, the U.S. Food and Drug Administration (FDA) has signaled strong support for 

advancing scientific research with pregnant populations, marking a significant shift from the 

past. Over the last sixty years, precaution and fear have largely characterized clinical research in 

pregnancy, deriving in large part from a protectionist ethic that materialized after the 

thalidomide drug disaster. FDA reviewer Frances Kelsey courageously prevented thalidomide 

from being marketed in the United States, and her work guided and solidified the FDA’s image 

as protector of the general population from unsafe and ineffective drugs. Yet, when it comes to 



 

protection, pregnant persons have been left behind, and experts refer to the “shadows of 

thalidomide” that hamper clinical trials in pregnancy. Drawing on analysis of Frances Kelsey’s 

archived papers in addition to focused media coverage of Kelsey and thalidomide, we discuss 

the durable cultural narrative surrounding Kelsey’s important work. We argue that revisiting 

Kelsey’s legacy with attention to themes that have characterized her achievement—staying 

vigilant, prioritizing safety, and mitigating pharmaceutical-based harm—in fact facilitates 

progress toward the ethical obligation to protect pregnant people through research, toward the 

generation of pregnancy-specific data for evidence-based care, and toward realizing Kelsey’s 

legacy of safeguarding pregnant people and their offspring from the harms of untested drugs. 

 

Keywords: pregnancy, thalidomide, Frances Kelsey, culture, FDA, ethics 

 

1. Introduction 

In April 2018, the United States Food and Drug Administration (FDA) issued draft 

guidance for industry addressing scientific and ethical considerations for inclusion of pregnant 

women in clinical trials [1]. And in early 2021, the FDA, in conjunction with Duke University’s 

Margolis Center for Health Policy, held a public meeting to discuss scientific and ethical issues 

related to including pregnant people in clinical trials [2]. Both indicated strong, bold 

endorsement of the need to advance scientific research with pregnant populations, and have 

been cited as key elements among growing efforts to advance evidence-based use of 

medications and vaccines in pregnancy [3, 4]. 



 

Despite great need for improved understanding of the use of drugs and biological 

products in pregnancy, clinical trials in pregnancy are rare, therapeutics in pregnancy are 

woefully understudied, and pregnant individuals are routinely excluded as trial participants. For 

instance, a recent review found that, in a sample of clinical trials for novel drugs submitted to 

the FDA, 95% excluded pregnant individuals [5; see also 6]. Moreover, research participants 

who become pregnant during a trial are typically removed from the study. Habitual exclusion 

introduces significant harm to both pregnant people and fetuses [7]. 

While recent public communication from the FDA indicates support for responsibly 

including pregnant individuals in clinical trials, this stance is a marked shift from the past. Over 

the last sixty years, precaution and fear have characterized clinical research in pregnancy, 

deriving in large part from a protectionist ethic that materialized after the thalidomide drug 

disaster [7, 8]. FDA reviewer Frances Kelsey is famous for courageously preventing thalidomide 

from being marketed in the United States, and, as a result of her work, protecting the public 

from the harms of medications became a hallmark of the FDA’s reputation. 

In many ways, Frances Kelsey’s achievement came to represent the FDA’s commitment 

to ensuring the safety of drugs used by the public, in part through enhanced and expanded 

clinical trial studies. At the same time, numerous barriers to inclusion of pregnant people in 

biomedical research emerged as a means to protect them—and more pointedly their 

offspring—from research-related risk. Paradoxically, this cultural response to thalidomide 

limited the evidence needed to ensure the safety of drugs used in pregnant populations. During 

the FDA/Duke meeting in 2021, Dr. Christine Nguyen, Director of the Division of Urology, 

Obstetrics, and Gynecology at the FDA, articulated the need to reframe the message that has 



 

predominated since thalidomide: “We are still living in the shadows of thalidomide—we 

haven’t moved from there. That’s why we are having this workshop.” 

In this paper, we draw on our analysis of Frances Kelsey’s archived papers in addition to 

focused media coverage of Kelsey to characterize and reassess the “shadows of thalidomide”. 

We discuss the durable narrative surrounding the ethic of protection established at the FDA 

after Kelsey prevailed in blocking thalidomide, then highlight the ways that ethic was 

misinterpreted in the context of pregnancy. Finally, we revisit Kelsey’s cultural legacy and argue 

that it in fact aligns with and supports an imperative for advancing research in pregnant 

populations. During the current historical moment—when the COVID-19 pandemic has exposed 

the high costs of excluding pregnant people from clinical trials [9] and the FDA is signaling 

change in this arena—a unique opportunity exists for reflecting on where the FDA has been and 

where it is heading in this area of immense importance to reproductive health. 

 

2. Kelsey, the FDA, and the Ethic of Protection 

No one is perhaps more associated with protecting pregnant people and their offspring 

from the harmful effects of drugs than Frances Kelsey. As a physician reviewing drug 

applications at the FDA in the early 1960s, Kelsey courageously prevented thalidomide—a drug 

that would soon be linked to terrible birth defects, most prominently phocomelia—from being 

approved in the United States. While the harms of thalidomide were largely averted in the U.S., 

the scope of the tragedy was large in other countries where the drug was approved and 

affected more than 10,000 pregnancies worldwide, reflecting the key role that regulators can 

play in ensuring medication safety [10]. 



 

For the public and for the FDA, Kelsey became an icon. In his authoritative book on the 

agency, Daniel Carpenter notes that the standard history of the FDA is often divided into two 

eras: “Before Thalidomide” and “After Kelsey” [11]. Kelsey’s work on thalidomide led to the 

passage of the Kefauver-Harris Drug Amendments of 1962, which, among other things, 

improved the FDA’s ability to determine the safety and efficacy of drugs, required pre-market 

FDA approval of new drugs, and gave the FDA authority over clinical trials [11, 12]. In 2010, the 

FDA named an award after Kelsey and honored her with it, bolstering her pivotal place within 

the agency’s history [13]. 

After her death in 2015, the New York Times referred to Kelsey’s “double legacy”, as her 

work both prevented a medical tragedy and improved drug protections [14]. More 

contemporary pieces solidify the narrative of how Kelsey’s work improved protection for 

everyone. In a recent critique of the FDA’s role regarding the opioid epidemic and “confused” 

response to the COVID-19 pandemic, journalist Farhad Manjoo openly wondered: “What might 

Frances Kelsey think of today’s F.D.A.?” [15]. Medical experts cite Kelsey’s work as crucial to the 

ability of clinicians and the public to “assume that the medications we take or prescribe have 

been found to be sufficiently safe and effective by the F.D.A.” [16]. 

 

3. The Paradox of Pregnancy: Thalidomide’s Shadows 

Clearly, Kelsey’s legacy extended beyond the special case of pregnancy to represent the 

FDA as protector of the general population from unsafe and ineffective drugs. Yet, when it 

comes to protection, pregnant persons have been left behind. 



 

Indeed, contemporary presumptions regarding the safety and efficacy of drugs do not in 

fact pertain to pregnancy. Drugs approved for use in adults are approved in all adult 

populations—including women of reproductive age and pregnant people, unless otherwise 

specified [17]. Yet less than 10% of drugs approved since 1980 have sufficient data to 

determine whether they cause birth defects; at the time of approval, most drugs have no 

human pregnancy data [18, 19]. Nor do they have pharmacokinetic data to ensure appropriate 

dosing and efficacy in the physiologically distinctive context of pregnancy [20].  

The dismal situation is particularly shocking when juxtaposed against the concerns of 

Kelsey in the aftermath of the thalidomide episode. Kelsey continued to work at the FDA and 

was a prolific public speaker in the ensuing decades. Here, we draw on a set of 132 speeches 

that Kelsey gave to professional societies, governmental organizations, and university 

audiences, among others, between the early 1960s and the early 1990s [21]. These texts 

suggest a clear contrast between the move toward exclusion of pregnant persons from 

research and the priorities Kelsey highlighted in public comments following the averted 

tragedy. 

About thalidomide, Kelsey bemoaned the lack of responsible clinical studies, noting that 

the effects of thalidomide “should have been recognized in a well-controlled clinical study 

involving comparatively few patients during early pregnancy”, but that “apparently no such 

studies preceded its introduction on the market” [22]. “Had such studies been undertaken,” she 

explained, “they would surely have revealed the nature of the drug” [23]. 

While Kelsey spoke at length about possible and actual teratogenic effects of drugs—

urging physicians and women to consider whether the benefits of a drug outweigh the potential 



 

risks—she also emphasized the potential protective effect of drugs for both the fetus and the 

mother. She said, “Unquestionably during the past few years there has been considerable 

apprehension concerning the effect of drugs and other environmental factors on the 

developing embryo”, but that consideration should “also be given to the role that drugs may 

play in protecting the offspring and the newborn” [24]. She offered the example of untreated 

diabetic patients, in whom “congenital abnormalities are believed to be higher…than in those 

under control with anti-diabetic agents, even though there is evidence from animal 

experiments and limited clinical reports that some of these agents may in themselves have an 

adverse effect on the developing young.” She elaborated:  

 

“However, there are times in pregnancy when the withholding of 

a drug would have a much more serious consequence than the 

possible risk of adverse effects to either mother or child. It would 

indeed be unfortunate if fear of adverse effects to the offspring 

deprived the mother of drugs that might be essential to her well-

being and indeed, possibly also to the successful outcome of the 

pregnancy itself” [24]. 

 

 Kelsey also highlighted the importance of research—for example, she stated that “there 

is great need for continued research in the area of drugs in pregnancy” [24, 25]. And while she 

explained that thalidomide “prompted a more cautious approach to the use of drugs during 

pregnancy” among patients and physicians, it also “stimulated a search for newer and better 



 

ways to evaluate the safety of drugs during pregnancy” [26]. Kelsey’s speeches magnified the 

need to learn more about teratogenic effects, improve basic research, and expand surveillance 

of drugs in pregnancy. She detailed the steps the agency outlined after thalidomide (1966) that 

must be taken before a new drug is administered to women of childbearing age (i.e., animal 

reproduction studies), recognizing that clinical trials of investigational new drugs may be 

appropriately undertaken in pregnancy. In such cases, she emphasized the importance of 

documenting information about dosing, stage of pregnancy, treatment duration, and pregnancy 

outcome. Throughout her speeches, as she discussed “wide gaps in our present knowledge in 

this area” [24], her words did not suggest blanket exclusion of pregnant people from clinical 

research but rather expressed the need to know and learn more about the role of drugs in 

pregnancy. 

Into the 1980s, Kelsey noted that “the Food and Drug Administration recognizes that the 

conduct of clinical trials in pregnant women and in infants and children present certain special 

problems”, but that “such trials are necessary to assure that safe and effective drugs will be 

available for their use” [27]. In her public remarks over the years, Kelsey consistently kept 

pregnant people in mind as end users of drugs, and repeatedly underscored the FDA’s role in 

evaluating the safety of drugs in pregnancy. 

Protecting the safety of pregnant women and their offspring—an ethic of protection—

was a key motivator for Kelsey, and yet pregnant people are a notable exception to the 

expectation of safety that has been linked to the FDA and Kelsey’s work. Why? 

 

3.1. The rise of pregnancy’s protectionist ethic 



 

A key contributor to this paradox was a particular form that the ethic of protection took 

with regard to pregnancy—a “protectionist ethic” that led to broad exclusion of pregnant 

persons from research. For one, the thalidomide tragedy prompted a policy response that 

emphasized prevention of risk exposure in clinical studies. Thalidomide “created an aversion” 

to involving pregnant women or women of reproductive age in research on drugs [28]. In 

addition, the effect of diethylstibesterol (DES) “would bolster this aversion” [29], as it was 

becoming known in the 1970s that young women whose mothers, while pregnant, had been 

given DES twenty years earlier developed a rare form of vaginal cancer. It appeared to 

researchers and the public that the fetus was both immediately (as with thalidomide) and 

enduringly (as with DES) vulnerable to the effects of drugs. 

The aversion was soon codified. In 1975, Subpart B—“additional protections” for 

research activities related to fetuses, pregnant women, and in vitro fertilization—was added to 

DHEW regulations on the protection of human subjects in research, and it struck a markedly 

precautionary tone, indicating that “no pregnant woman may be involved” in research unless 

certain criteria are met [30]. Pregnant women were subsequently listed as part of the 

“vulnerable populations” category in the regulations. This designation of pregnant persons as 

“vulnerable” (a category that concerns whether a person can adequately consent to research) 

was denounced by many as disregarding women’s autonomy [29]. (Pregnant women were at 

last removed from the “vunerable populations” category in the 2018 revision to the Common 

Rule.) In 1977, the FDA issued guidelines that explicitly excluded pregnant women—and all 

women “of childbearing potential”—from early-phase clinical trials [31]. Although thalidomide 

and DES were problems of inadequate research, rather than cases of harm caused by 



 

participation in research, both sourced a protectionist policy stance [28, 32] as well as a 

dominant ethical focus on fetal risk avoidance in research [33]. 

This protectionist stance was challenged by scholars and commentators in the 1980s 

and 1990s, who argued that it both impeded research with women and facilitated a “special 

neglect of pregnant women” [34]. HIV/AIDS activists concurrently and crucially shifted the 

broader conversation in research ethics from protectionism to access, especially access to 

potentially life-saving investigational therapeutics, with significant implications for gender 

equity in research [28, 35, 36]. By 1993, FDA policy had changed, along with that of the NIH, to 

foster inclusion of women in clinical trials [37, 38]. Some still raised concerns about this change 

in FDA policy, citing worry about “another thalidomide” [39]. And routine exclusion of pregnant 

women continued despite an IOM report recommending they be presumed eligible for clinical 

studies [29]. While the FDA made efforts to address exclusion of pregnant individuals from 

research [40, 41], government reports continued to gesture to earlier episodes, especially 

thalidomide, that undergirded protectionist guidelines [38]. 

A cultural shift in thinking about the harms of pregnancy exclusions in clinical trials did 

not take hold until years later, as the Second Wave Initiative convened leaders across the 

research community to address the problem of ongoing evidence gaps specific to pregnancy 

[7]. FDA officials joined these discussions; following a 2009 Second Wave Workshop at 

Georgetown, they asserted that “it is not only permissible but also imperative that pregnant 

women be judiciously included in research” [42]. Nevertheless, thalidomide had cast—and 

would continue to cast—a “long shadow” over conversations about pregnancy and clinical 

research [7]. 



 

Indeed, thalidomide offered its own legacy beyond Kelsey’s work, for the tragedy 

tapped into and expanded deep fears about the permeability of the pregnant body—made 

manifest by the alarming fact that something ingested by a pregnant woman could harm the 

fetus, and terribly. As such, the tragedy shifted not just policy but culture. As historian Leslie 

Reagan notes, intense media attention to thalidomide—including photos of babies with severe 

limb abnormalities—brought thalidomide to “the American public’s consciousness” [43]. Such 

images ushered in an era in which women were strongly advised to avoid any medications 

whatsoever in pregnancy, as medicines that “should be seen as therapeutic or lifesaving are 

instead seen as frightening or poisonous” [44]. 

Additionally, the thalidomide tragedy intersected with other events that furthered the 

notion that the fetus needs protection—from drugs, but also from research. For instance, a 

culture of fetal protection became pronounced post-Roe v. Wade [36], producing a “chilling 

effect” on research involving women of childbearing age [45]. Moreover, the legality of 

abortion was a potent backdrop for reasoning about risk and pregnancy, contributing to a 

tendency to frame issues in reproductive ethics as “maternal-fetal conflict,” foregrounding 

trade-offs between the pregnant woman and fetus, and characterizing the intersection of 

research and pregnancy as something to be avoided. Where research in pregnancy did go 

forward, it primarily did so in contexts where a woman’s medical condition posed an urgent 

threat to fetal health—e.g., research aimed at preventing vertical transmission of HIV. Such 

studies often tended to focus on the health needs of the fetus, with pregnant individuals 

studied as either “vessels or vectors”, but not as ends in themselves [46]. 



 

Ultimately, pregnancy has been marked by a particular protectionist ethic, in which 

protection has largely manifested as exclusion of pregnant people from research, rather than 

protection of the public from harms of exposure to unsafe medications in pregnancy.  

 

3.2. The harms of pregnancy’s protectionist ethic 

The protectionist ethic surrounding pregnancy has resulted, paradoxically, in harms to 

pregnant persons and fetuses. First, the protectionist ethic contributed to a failure to 

responsibly address research-related risk in pregnancy. News reports and FDA publications—

then and now—rarely mention that thalidomide was a tragedy that stemmed from the absence 

of robust research in pregnancy and responsible oversight [7, 47–49]. As mentioned above, this 

point was not lost on Kelsey, who detailed this fact in multiple speeches. Yet, the dominant 

cultural and regulatory interpretation of this episode was to exclude pregnant people—and, for 

a time, potentially pregnant people—from research.   

Second, the protectionist ethic failed to make drugs safer. It prompted regulators, IRBs, 

clinical investigators, and sponsors to focus on their ethical duty to protect research subjects 

and their (sometimes potential) fetuses from research-related risks. This form of protection 

took hold without consideration of the perspectives of pregnant people on their potential 

participation in research that might benefit them or inform care of others (something that 

researchers have more recently begun to study [50, 51]). In pursuing protection through 

exclusion, the protectionist ethic obscured the responsibility to gather data to inform safe and 

effective clinical use. Rather than eliminate risk, this approach simply shifted risks to clinical 



 

settings where, unchecked by evidence, they expanded. As a result, clinicians must make 

recommendations and offer care to pregnant patients without adequate data to inform them. 

Third, the protectionist ethic failed to make pregnant people or their offspring safer. 

Pregnancy and illness often co-occur [52], and require treatment or prevention. The 

protectionist ethic led to harmful evidence gaps: without data, pregnant people may be 

prescribed drugs that turn out to have unacceptable risks for them or their offspring or are 

ineffective or toxic at doses determined in non-pregnant adults; they may lack access to newer 

drugs that lack a track-record of safety; or, because of questions about safety, may lack access 

to needed drugs or vaccines, thus bearing the risks of untreated disease. Even in Phase IV 

clinical studies, where enrolling pregnant people is “potentially the most appropriate and least 

controversial”, they are routinely excluded [53]. And even in instances of trials for life-saving 

therapeutics, such as drug and vaccine trials for Ebola, pregnant people have been excluded, 

prompting the observation that pregnant people are “protected to death” [54]. 

To be sure, some regulatory changes after thalidomide did facilitate evidence regarding 

pregnancy, especially preclinical studies now required for drugs. Yet, such studies are far from 

sufficient to establish safety or indicate harm, as Kelsey noted repeatedly in her public remarks. 

“Negative results in animal reproduction tests do not ensure the safety of drugs in human 

subjects during pregnancy any more than positive results in animals mean that such will 

necessarily occur in human subjects”, she said in one speech [26]. Moreover, preclinical 

requirements have often been cited as the key reason for exclusion of pregnant people from 

studies, including, most recently, studies leading to authorization of COVID vaccines.  

 



 

4. Revisiting Kelsey’s Legacy: Toward an Ethics of Research and Pregnancy 

It was thalidomide, not Kelsey’s work to protect the public from thalidomide, that 

prompted a protectionist ethic. The cultural and regulatory response that unfolded after the 

thalidomide episode went beyond Kelsey—beyond her words and her influence. Rather than 

serving as an example of inadequate research in pregnancy that put people in harm’s way, or as 

a reason for advancing responsible clinical trials in pregnancy, it instead furnished a backdrop of 

fear that is still referenced today as a stifling force on research in pregnancy (“the shadows of 

thalidomide”). Since Kelsey’s work is in many ways inextricable from the thalidomide episode 

and from the very notion of protection that the FDA strives to uphold, the legacy of thalidomide 

(protectionist ethic) and the legacy of Kelsey (the ethic of protection) have become entangled 

over time.  

We can do better by Kelsey. Refocusing on Kelsey’s work enhances understanding of the 

cultural legacy of her achievement, as potentially distinguishable from the cultural response to 

thalidomide. Here, we aim to characterize the broad cultural response to Kelsey’s work. Using 

grounded theory [55], we undertook a thematic analysis of articles published in the New York 

Times from 1962 to early 2022, using the search terms thalidomide and Kelsey (n=90). While 

this focused sample of articles is obviously not exhaustive of news coverage, as a paper of 

record, the Times reflects one key cultural lens on the work of Frances Kelsey. In addition to 

Kelsey’s well recognized courage and persistence, we report on emergent and overlapping 

themes that, together, can be understood as the ethic of protection that Kelsey exemplified: an 

ethic that reveals how her legacy might relate to—and indeed support—new efforts to advance 

research in pregnancy. 



 

 

4.1. Staying vigilant 

First, much coverage of the thalidomide episode—from the 1960s to today—mentions 

the importance of Kelsey staying vigilant, emphasizing her approach of asking questions, being 

skeptical, suspicious, aware, and watchful, of examining closely what data are or are not 

available [56–58]. Kelsey illuminated these themes in her speeches, as she was attuned to 

pregnancy effects throughout her work. “Despite the failure in recent years to identify 

additional teratogenic drugs in humans, continued vigilance in this regard is necessary,” she 

said in 1971, as she also noted that “on the average between three and four drugs are 

prescribed during pregnancy” [59]. 

 Such vigilance is key to the Second Wave agenda, which has emphasized the importance 

of gathering data specific to pregnancy—of asking questions about the safety and efficacy of 

drugs in development, designing studies that can answer such questions, gathering and 

reporting data about pregnancy exposures in trials, enhancing pharmacovigilance efforts in 

post-approval settings (which recommendations from the FDA in 2019 reaffirm [60]), and 

attending to evidence gaps by conducting research on drugs widely used in pregnancy. 

Pregnancy in the context of research is not an “adverse event”, but an opportunity to gather 

data critical to safe use of drugs. Vigilance pertains not to the detection or prevention of 

pregnancy in studies, but to data that might be gathered in medication-exposed pregnancy.  

This conception of vigilance reflects Kelsey’s legacy. Vigilance can be deployed in this 

way—by asking good questions and being thoughtful about the end users of drugs. Vigilance 

may also lead to reasoned recommendations to exclude pregnant people from a trial—where a 



 

safety signal or known mechanism points toward unacceptable toxicity or where the disease 

being studied does not affect pregnant populations. But vigilance—following Kelsey—should 

prompt investigators (and also IRB and DSMB members) to ask questions about pregnancy: 

whether pregnancy is relevant to the clinical trial and its impact, and what the implications—

ethical and otherwise—of excluding pregnant people from a trial or failing to collect pregnancy-

specific data might be. 

 

4.2. Prioritizing safety 

A second theme, closely related to vigilance, is prioritizing safety. Over the years, news 

coverage has consistently referenced how Kelsey demonstrated for the FDA and for the public 

what prioritizing safety looks like; she emphasized safety as a counterpoint to intense pressure 

she was under from pharmaceutical companies at the time [15, 61, 62]. Popular reporting of 

her work solidified her place as the standard-bearer of drug safety for Americans as a whole, 

and Kelsey often highlighted the FDA’s role in ensuring drug safety for the public—including for 

pregnancy. 

As is true for other populations, prioritizing safety for pregnant people requires 

gathering evidence. Failures to gather such evidence suggest other priorities: delays in 

conducting DART studies have been linked to expense; exclusion of pregnant people from 

studies—including those of life-saving interventions—have been linked to barriers such as trial 

insurance and liability concerns; researchers often cite lack of expertise, experience, and 

guidance as barriers to conducting needed studies. These are serious challenges indeed, and 

the notion of “prioritizing safety” is often used as a reason to limit research with pregnant 



 

people. But we argue that prioritizing safety requires a commitment to addressing these 

ongoing challenges—and to endorsing research in pregnancy as ethically imperative. 

 

4.3. Mitigating pharmaceutical-based harm 

Third, Kelsey is often lauded for mitigating pharmaceutical-based harm. As she kept 

thalidomide off the market, she spared the nation a tragedy, as so many news stories about her 

work note [63–65]. Kelsey’s legacy is typically framed as one of keeping hazardous drugs out of 

the homes of Americans—a benefit to all. The thalidomide story and Kelsey’s achievement have 

been invoked for decades as an exemplar of broad-based protection from the dangers of 

pharmaceutical-based harm. 

But exclusion of pregnant people from biomedical research has left them and their 

offspring exposed to pharmaceutical-based harm, shifting risk from research to clinical settings. 

Without data to inform decisions, pregnant people may use drugs that pose unacceptable risks 

to the fetus, may receive ineffective or toxic doses of drugs, or be denied access to drugs for 

lack of data, leaving them consigned to regimens less optimal to their health.  Conducting 

responsible research in pregnancy is critical to mitigating pharmaceutical-based harm—and, we 

would argue, more authentic to Kelsey’s important legacy. 

 

5. Conclusions 

Sixty years after Kelsey’s foundational work, the FDA is signaling a new era— a 

“paradigm shift” toward inclusion of pregnant and breastfeeding people in clinical research 

[66]. Recent FDA activities such as the 2018 draft guidance reflect the expanding recognition of 



 

the ethical obligation to consider pregnancy not as an exclusion criterion but as an opportunity 

to collect data critical to ensuring the safety of drugs and biological products for the population 

who will use them. The guidance calls attention to pregnancy-specific data as a “critical public 

health need” and the specific harms of the profound evidence gaps around drugs in pregnancy. 

It highlights the role of pre-market research, the problems of reliance on post-marketing 

studies, and the urgent need for dosing specific to pregnancy. It also offers important 

clarifications regarding technical issues in the service of facilitating inclusion and removing 

regulation-related barriers, suggesting concrete ways the guidance aligns with a paradigm that 

prioritizes protection through research, rather than from it. To be sure, there is still work to do 

in implementing a collective effort to advance clinical research in pregnancy. Vigilance is key—

not just in terms of asking the right questions and gathering data, but in protecting against the 

powerful and distorting influence of thalidomide’s shadows. 

Ultimately, the shift toward responsible inclusion can and should be understood not as a 

shift away from Kelsey’s legacy but toward a more expansive ethic of protection that she 

illustrated through her work—as a way to more robustly align with the ideals she upheld, 

including vigilance, safety, and prevention of pharmaceutical-based harm. The assumption that 

drugs used by the public are both safe and effective should apply to the context of pregnancy. 

In recognizing that pregnant individuals and their offspring can be protected through ethical 

research, the FDA’s recent activities indicate not just a substantial evolution and turning point 

in its orientation to the ethics of clinical trials and pregnancy, but an opportunity to live up to 

the public reputation as protector that Frances Kelsey helped instill. 
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