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October 4, 2022 

 

TO:  

 

Lauren Roth 

Associate Commissioner for Policy 

The US Food & Drug Administration  

10903 New Hampshire Ave 

Silver Spring, MD 20903 

 

 

CITIZEN PETITION 

 The American College of Obstetricians and Gynecologists submits this petition on behalf 

of itself and 48 other organizations listed below pursuant to 21 C.F.R. § 10.30 to request that the 

Food & Drug Administration (FDA) ask Danco Laboratories, LLC (“Danco”) – the holder of the 

approved new drug application for Mifeprex (mifepristone)—to submit a Supplemental New Drug 

Application (sNDA) that seeks to add miscarriage management as an indication to the drug’s label 

and to eliminate or modify mifepristone’s Risk Evaluation and Mitigation Strategy (REMS) so 

that it is not unduly burdensome for that use.1 In the meantime, Petitioners also request that FDA 

immediately exercise enforcement discretion with respect to the use and distribution of 

mifepristone for miscarriage management without complying with the REMS.2  

 
1
 There is precedent for such a request. In 1997, the FDA issued a notice encouraging the manufacturers of certain 

contraceptives to submit a New Drug Application that would modify the dose and use of its product for postcoital 

emergency contraception (1). The FDA found that this use was safe and effective, that postcoital emergency 

contraception was important for public health, and that manufacturers should make this product available. In this case, 

we are asking the FDA to request the manufacturer to submit an sNDA, as opposed to an NDA, because it is more 

efficient and the medication abortion drug dosages are identical to the miscarriage management protocol, which was 

not true in the emergency contraception example. 

 
2 There also is precedent for FDA to exercise enforcement discretion with respect to REMS requirements when they 

are seriously affecting patient access to important drugs, as it did last year, for example, with respect to the 

Clozapine REMS (2). Of course, FDA also exercised enforcement discretion with respect to part of the mifepristone 

REMS itself in order to facilitate patient access during the COVID-19 public health emergency (3).  
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Mifepristone, in combination with misoprostol, is the most effective regimen for medical 

management of miscarriage,3 but patient access to this regimen is currently limited both because 

the drug lacks FDA approval for this indication and because the REMS limits clinicians’ ability to 

use the drug for miscarriage management. We urge the FDA to request Danco to seek FDA 

approval of a miscarriage management indication for mifepristone because it is a safe and essential 

part of the most effective regimen for miscarriage management. With this new indication on the 

labeling, the REMS must be eliminated or modified so that it does not unduly burden access to the 

drug for this use and so that it accurately reflects the approved indications for mifepristone.  

 

ACTION REQUESTED 

 Petitioners request that the FDA ask Danco to submit an sNDA to add miscarriage 

management as an indication to the mifepristone label and to modify the REMS so that it does not 

unduly burden its use for miscarriage management. While the FDA is considering these changes, 

Petitioners request that FDA state that it will exercise enforcement discretion with respect to the 

use and distribution of mifepristone consistent with the requested indication and REMS 

modifications.   

 

STATEMENT OF GROUNDS 

Miscarriage is common, has significant physical, psychological, and social sequelae, and 

is a contributor to—and result of— racial health inequities. Miscarriage describes the spontaneous 

 
3 HHS Secretary Becerra called mifepristone the “gold standard for care when someone who’s pregnant experiences 

a miscarriage” (4). Indeed, the American College of Obstetricians and Gynecologists recommends using 

mifepristone in combination with misoprostol whenever available, citing studies we discuss below (5). Nevertheless, 

the REMS’s restrictions have made it difficult for this best practice for miscarriage care to become the standard of 

care as it ought to be, for reasons we explore in more depth below.   
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loss of a pregnancy prior to 20 weeks’ gestation (6). Miscarriage is most common early in 

pregnancy (7,8). While 1 in 6 recognized pregnancies ends in miscarriage worldwide (7), it is 

likely that miscarriage also occurs in some early, unrecognized pregnancies. When accounting for 

unrecognized pregnancies, the miscarriage rate is estimated to be around 25% (8). Miscarriage 

affects people of every age, race/ethnicity, and socioeconomic status, but is more common among 

groups negatively impacted by societal dynamics of power and oppression, such as pregnant 

people4 who are Black, poor, or exposed to environmental pollutants (7). These risk factors have 

compounding effects when it comes to health equity, as people of color are both more likely to be 

exposed to pollution and more likely to live in poverty (9,10).  

Miscarriage can also levy a heavy psychological toll, and the burdens of these negative 

mental health sequelae further exacerbate health inequities. In a recent prospective study in the 

United States, 1 in 4 people who experienced miscarriage were at risk for major depression 30 

days after their loss, according to their scores on a widely used and validated screener (11). Among 

participants in this study, people who identified as Black had significantly higher odds than people 

who identified as non-Black of being at risk for major depression following miscarriage, after 

adjusting for potential confounding medical and demographic differences (aOR 2.48; 95% CI 

1.28-4.81) (11). Miscarriage is also stigmatized in many societies and social groups, meaning 

people who experience pregnancy loss are socially marked as inferior and may be treated poorly 

or suffer lower self-esteem (12). 

      The risks and negative outcomes associated with miscarriage are mitigated when health 

care teams support patient autonomy in selecting a management strategy when appropriate (13). 

 
4
 Women are not the only people capable of becoming pregnant and not all women are capable of pregnancy. To be 

inclusive of the diversity of pregnancy-capable individuals, including girls, non-binary people, and trans men, we use 

gender neutral language in this petition whenever appropriate. However, when referring to studies that only included 

(presumably cisgender) women or when discussing the gendered impact of regulations, we use gendered language. 
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Miscarriage management options are particularly important for patients who experience missed or 

incomplete miscarriage, where the body has not expelled all of the pregnancy tissue on its own.  

Without proper care and intervention when needed, miscarriage carries risks of hemorrhage, 

sepsis, and death (14). Second trimester miscarriage (14 weeks 0 days through 19 weeks 6 days 

gestation) can carry significant medical risks, and expectant management is not routinely 

recommended (5). However, for the estimated greater than 80% of miscarriages occurring in the 

first trimester (8), several management strategies may be appropriate. In general, there are three 

options for miscarriage management: expectant management, where no interventions are initiated 

immediately but patients are actively monitored for symptoms indicating that intervention could 

be needed (e.g., infection); medical management, where medications are used to help the body 

start or complete the miscarriage process; and surgical management, where a procedure is used to 

empty the uterus. (5,14) Each option has its own unique risks and benefits, and patients often have 

strong preferences on which option they prefer.  Widely accepted and used clinical guidelines 

support engaging uncomplicated patients who are experiencing miscarriage in a shared decision-

making process, wherein clinicians educate patients on available treatment options so they may 

make informed choices aligned with their values and preferences (5).  

Some patients prefer active intervention because both medical and surgical management 

on average lead to a faster completion of the pregnancy loss and involve fewer unplanned 

procedural interventions compared to expectant management. While expectant management can 

take up to 8 weeks to result in complete miscarriage, many observational studies and randomized 

trials affirm that medical management of miscarriage results in markedly faster resolution of the 

pregnancy, often within a few hours and usually not more than a few days after initiating treatment 

(15, 16, 17, 18). People who start medication treatment are also less likely to require a subsequent 



5 

uterine evacuation to complete their miscarriage compared to those who pursue expectant 

management. For example, in a randomized controlled trial of 1,200 pregnant patients, individuals 

who were randomized to expectant management were more likely to need unplanned surgical 

intervention to complete their miscarriage (44%) compared to those randomized to medical 

treatment of miscarriage (13%) (15). Some patients might also prefer active miscarriage 

management for psychosocial reasons, including an ability to have some control over an 

unexpected, and often disheartening, bodily process (7,13). In a randomized controlled trial of 

people experiencing miscarriages, pregnant individuals who were allocated to expectant 

management were significantly less likely to state they would choose this method again, compared 

to those allocated to intervention (18). This trial suggests that the experience of expectant 

management is on average less acceptable compared to intervention to empty the uterus.  

Qualitative research also suggests that choice of management strategy is paramount in 

driving patient satisfaction with miscarriage care. In a 2017 qualitative study, Wallace and 

colleagues found that women who had recently experienced miscarriage expressed a strong 

preference for informed choice among multiple options rather than being prescribed a single option 

by their health care team (19). The induced abortion patient population, though not perfectly 

analogous, also provides additional context, with similar findings about the value of method choice 

across multiple studies. Abortion patients hold strong preferences for method of termination. A 

2006 review of the global literature on abortion method preference found that in most settings and 

across multiple studies, the predominant reasons patients provide for choosing medication abortion 

are to avoid surgery and anesthesia, the (incorrect) perception that it is safer than procedural 

abortion, and the perception that is more natural compared to procedural abortion (20).  
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Importantly, surgical options are not always available to all patients. Rural patients in 

particular can struggle to access surgical management of miscarriage due to the lack of trained 

clinicians in rural communities, meaning that medical management is their only alternative to 

expectant management (21, 22). The literature is therefore clear that patients value and deserve a 

choice between expectant management, medical management, and surgical management in the 

context of miscarriage. 

To ensure access to the safest and most effective treatments for miscarriage, and to 

preserve patient choice in miscarriage management and equitably confer the benefits of that 

choice irrespective of geographic location, race/ethnicity, and socioeconomic status, it is 

imperative to promote access to evidence-based medical management of miscarriage, which 

includes access to mifepristone. To achieve this goal, Danco should request, and FDA should 

approve, a miscarriage management indication for mifepristone, and the REMS should be 

revised accordingly. Because the public health needs are urgent, FDA should immediately 

state that it will exercise enforcement discretion until this process is completed. 

 

 

 

I. Miscarriage Management Should be Approved as an Indication for Mifepristone 

Through the First Trimester of Pregnancy  

 

Miscarriage management should be added to the mifepristone label because it is the most 

effective regimen for medical management of miscarriage. Published research demonstrates that 

mifepristone is safe and effective for this use throughout the first trimester (13 weeks and 6 days 

of pregnancy) (23,24). Indeed, it is as safe or safer than alternatives for miscarriage management 

and the most effective medical option to manage miscarriage. Patients choosing medical 
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management of miscarriage should have access to the most effective protocol, which is 

mifepristone in combination with misoprostol.  

 

A. A Combination of Mifepristone and Misoprostol for Miscarriage is the Most 

Effective Protocol for Medical Management of Miscarriage 

 

Because of the onerous restrictions currently in place on mifepristone in the United States, 

the most commonly used medical protocol for miscarriage management today is misoprostol alone. 

However, leading professional organizations encourage the use of adjunctive mifepristone 

whenever possible.5 For example, based on a systematic review of the literature on miscarriage 

management with misoprostol, and on a large, randomized trial of a misoprostol-only regimen, the 

American College of Obstetricians and Gynecologists (ACOG) recommends an initial dose of 800 

micrograms of misoprostol administered vaginally, with a repeat dose administered in the same 

quantity and route as needed, when utilizing misoprostol alone for miscarriage management 

(5,17,25,26). However, ACOG further advises that “[t]he addition of a dose of mifepristone (200 

mg orally) 24 hours before misoprostol administration may significantly improve treatment 

efficacy” (5). Clinical experts in internal medicine also endorse mifepristone use for miscarriage 

management (27). These recommendations stem from the growing evidence that the mifepristone-

misoprostol regimen has superior efficacy for the treatment of miscarriage, compared to 

misoprostol alone. 

In the past decade, two large, randomized trials have augmented the observational literature 

to definitively prove that misoprostol with adjunctive mifepristone is superior to misoprostol alone 

 
5 ACOG’s practice bulletin notes that “the availability of mifepristone is limited by U.S. Food and Drug 

Administration Risk Evaluation and Mitigation Strategy restrictions,” which makes it inaccessible for miscarriage 

management in many places (5).  
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to treat miscarriage (23,24,27). Schreiber and colleagues found that 200 milligrams of oral 

mifepristone followed by 800 micrograms of vaginal misoprostol is more effective (complete 

expulsion of pregnancy after the initially prescribed regimen = 83.8%; 95% CI 76.8 to 89.3) 

compared to 800 micrograms of vaginal misoprostol alone (complete expulsion = (67.1%; 95% 

CI, 59.0 to 74.6) (23). Moreover, the need for uterine aspiration was much lower in the 

mifepristone-misoprostol group in this trial compared to misoprostol alone (8.8% vs. 23.5%; 

relative risk, 0.37; 95% CI, 0.21 to 0.68). A separately conducted randomized controlled trial 

through 14w0d of pregnancy replicated these results, with patients who received mifepristone and 

misoprostol having a lower risk of not passing their pregnancy within 7 days ([RR] 0.73, 95% CI 

0.54-0.99) and a lower risk of needing surgical intervention to empty the uterus ([RR] 0.71, 95% 

CI 0.53-0.95), compared to misoprostol alone (24).6 Having enrolled a diverse combined sample 

of over 1,000 participants across 30 hospitals in the United States and the United Kingdom, 

together these trials provide excellent evidence of the superiority of the mifepristone-misoprostol 

regimen compared to misoprostol alone.  

 

B. A Combination of Mifepristone and Misoprostol for Miscarriage is Safe 

Medical management of miscarriage has a comparable or superior safety profile than 

alternatives for miscarriage management. For the context of this discussion, we compare 

interventions based on the prevalence of (1) transfusion, (2) sepsis, (3) hospitalization, (4) 

 
6 Chu and colleagues did not directly compare the efficacy of the two originally administered regimens in their trial. 

Instead, they compared complete miscarriage at 7 days regardless of how many additional doses of misoprostol 

individuals received on top of the original 800 microgram dose. The difference in completion by 7 days between 

mifepristone plus a single dose of misoprostol, vs a single dose of misoprostol alone, would likely be larger in 

magnitude (24). 



9 

infection without sepsis, and (5) hemorrhage. These serious adverse events are substantially 

similar to the “serious adverse events” on the mifepristone label for abortion.7  

When mifepristone and misoprostol was compared to misoprostol alone for first trimester 

miscarriage, there were no differences in safety outcomes.  In two randomized trials that assigned 

pregnant people to misoprostol alone vs mifepristone with adjunctive misoprostol, there was no 

difference in the rate of blood transfusions or any other safety outcome (23,24). In a randomized 

trial including 300 individuals, Schreiber et al reported a serious adverse event (defined as bleeding 

resulting in transfusion or pelvic infection) rate of 3.4% for mifepristone and misoprostol 

combined vs 2.0% for misoprostol alone (p=0.47) (23). In a subsequent placebo-controlled trial 

that enrolled 711 individuals, Chu and colleagues found no difference in bleeding patterns between 

groups, and a rate of inpatient treatment for infection of 1% among both the misoprostol alone and 

mifepristone and misoprostol combined groups (24).  

 

 

C. Abortion Bills are Targeting Mifepristone, Potentially Limiting Access to the Drug 

for Miscarriage Management and Harming Public Health 

 

 Based on the evidence and clinical guidance cited above, clinicians with the political 

freedom to make evidence-based choices regarding miscarriage treatment are increasingly using 

mifepristone. For example, in a survey of Massachusetts obstetrician-gynecologists, Neill and 

colleagues found that 63% use mifepristone to treat miscarriages (29). However, clinicians in areas 

where abortion is highly stigmatized and legally scrutinized face many more barriers to this 

evidence-based best practice. Now that the Supreme Court has overturned Roe v. Wade, some 

 
7
 The only serious adverse event on the mifepristone label that we did not include is Emergency Room (ER) visits. 

ER visits are not a good indicator of safety in the miscarriage population because these patients often first seek care 

in the ER.  
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states are moving quickly to limit access to drugs that can induce abortion. These efforts have 

collateral consequences that harm all aspects of reproductive health, including miscarriage 

management.  

The fact that mifepristone is only approved to terminate a pregnancy—even though it is 

used and is recommended for use off-label for miscarriage management-–has made it vulnerable 

to wholesale bans on the drug. For instance, in the last legislative session, Alabama legislators 

introduced Alabama H261, which made it “unlawful for any person or entity to manufacture, 

distribute, prescribe, dispense, sell, or transfer the ‘abortion pill,’ otherwise known as RU-486, 

Mifepristone, Mifegyne, or Mifeprex, or any substantially similar generic or non-generic 

abortifacient drug in Alabama” (30). A nearly identical bill was also introduced in Arizona 

(H2811) and other states (31). These are wholesale bans on mifepristone for any use and, if 

enacted, will prevent clinicians from providing the gold standard miscarriage care in their 

communities of practice, harming public health. Even without a wholesale ban on mifepristone, 

clinicians in states that ban abortion may be hesitant to prescribe a drug that has only been 

approved for abortion even for a legal, off-label use, like miscarriage management (32). Adding 

miscarriage management to the label would legitimize this important use and potentially hamper 

legislative efforts to ban the drug so patients have greater access to the most effective medical tool 

for miscarriage care. 

Media reports affirm that out of an abundance of caution, in the wake of Dobbs v. Jackson 

Women’s Health Organization, some pharmacies are creating barriers to accessing drugs that can 

cause or treat pregnancy loss but are prescribed for other uses, such as methotrexate for rheumatic 

diseases or mifepristone or misoprostol for miscarriage (33,34,35).  Moving forward, regulators 

and the pharmacy community must work to clarify and educate the field on professional 



11 

responsibility of pharmacists—by law and by oath—to serve their patients’ medical needs and 

comply with federal law.8 In this context, including the indication of miscarriage management on 

the mifepristone label may help to clear up confusion or anxiety about legal compliance in a rapidly 

evolving legal landscape. 

 

II. The Mifepristone REMS Must Be Eliminated Because it is Not Necessary for the 

Drug’s Benefits to Outweigh its Risks and is Unduly Burdensome for this New Use 

 

If miscarriage management is added as an indication to the mifepristone label, then changes 

to the mifepristone REMS would also be needed to ensure that it is not unduly burdensome for 

this new use. Section 505-1(f)(2) of the Federal Food, Drug, and Cosmetic Act states that an 

Element to Assure Safe Use (ETASU) may “not be unduly burdensome on patient access to the 

drug, considering in particular . . . patients who have difficulty accessing health care (such as 

patients in rural or medically underserved areas).”  21 U.S.C. § § 355–1(f)(2). The statute also 

only permits the imposition of a REMS where it is “necessary to ensure that the benefits of the 

drug outweigh the risks of the drug.” 21 U.S.C. § 355-1(a)(1). And finally, each ETASU must 

“conform with elements to assure safe use for other drugs with similar, serious risks.” 21 U.S.C. 

§ § 355–1(f)(2)  

Each element of the mifepristone REMS imposes unique burdens on accessing 

mifepristone for miscarriage management and is unnecessary to ensure mifepristone’s benefits 

for miscarriage management outweigh its risks. Furthermore, as described below, the 

misoprostol-only alternative has lower efficacy and similar risks but is not subject to an ETASU 

(or any REMS at all). As a result, the REMS burdens the equally safe and more effective 

 
8 HHS Secretary Becerra recently issued a guidance document stating that a pharmacy’s refusal to dispense 

mifepristone for miscarriage management due to its concern for abortion laws constituted unlawful sex discrimination 

(36). 
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miscarriage management protocol, making it harder for patients, especially poor and rural 

patients, to access it. Accordingly, a REMS with ETASU is inappropriate for a miscarriage 

management indication for mifepristone and should therefore be eliminated. 

 

A. The Patient Agreement Form is Not Necessary for the Benefits of Mifepristone to 

Outweigh the Risks and Unduly Burdens Access to the Drug  

 

We recommend that the Patient Agreement Form be removed entirely because it is 

medically unnecessary and repetitive of informed consent, as a previous review conducted by 

CDER determined in 2016.9 As a result, the Form does nothing to ensure the benefits of the drug 

outweigh the risks. Moreover, for miscarriage management, there is an additional concern: the 

medical alternative (misoprostol alone) does not require patients to sign any form, and therefore 

the mandated Patient Agreement Form adds an administrative and logistical burden that 

disincentivizes the most effective protocol for medically managing miscarriage at the health 

systems level. It should therefore be removed for that reason. 

If the Patient Agreement Form is retained, however, it at least minimally needs to be 

amended to reflect the new indication or separate forms should be used for the separate 

indications. The current Form makes people attest that they are ending a pregnancy, which is not 

accurate for the indication of miscarriage, in which the loss of the pregnancy has already occurred 

or is already in process. Asking a miscarriage patient to attest to having an abortion will confuse 

patients at best, but due to the prevalence of abortion stigma, it might also add emotional harm to 

their miscarriage experience (38). 

 

 
9 These recommendations were ultimately rejected by Dr. Janet Woodcock, who decided to retain this element of the 

REMS (37). 
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B. The Provider Self-Certification Process for Mifepristone is Not Necessary for the 

Benefits of Mifepristone to Outweigh the Risks and Unduly Burdens Access to the 

Drug 

 

Second, the Certified Provider Requirement serves no benefit to patient safety, especially 

in the miscarriage population. In this population, the pregnancy has already been confirmed and 

diagnosed as a miscarriage. Moreover, clinicians prescribing mifepristone for miscarriage know 

how to date a pregnancy, diagnose an ectopic pregnancy, and treat complications that arise (or 

refer to someone who could). Clinicians who commonly provide early pregnancy loss care, such 

as emergency medicine specialists, obstetrician-gynecologists, family physicians, women’s 

health nurse practitioners, and certified nurse midwives, receive training in pregnancy dating, 

ectopic risk factors,10 and care coordination (40,41).  As a result, the certification is redundant 

and unnecessary to prove that mifepristone’s benefits outweigh its risks for this indication.  

The negligible or non-existent benefits of provider self-certification are vastly outweighed 

by the impediments to accessing mifepristone that result from this requirement. This requirement 

creates an administrative burden that discourages clinicians from using the drug. First, social 

science research demonstrates in other contexts that an opt-in requirement generally 

disincentivizes participation (42). The certification process therefore presents an administrative 

burden that busy clinicians may be unable or unwilling to fulfill without institutional support or 

technical assistance. 

In addition to the administrative burden, clinicians might also be particularly wary about 

undergoing the certification process for mifepristone given its relationship to abortion. Even before 

 
10 Recent studies have suggested that mifepristone use is safe even for pregnancies of unknown location (PUL). In a 

2022 retrospective cohort study of 432 abortion patients with a PUL and no ectopic risk factors, Goldberg and 

colleagues report that individuals had a faster time to rule out ectopic pregnancy when they were treated with 

mifepristone immediately, rather than delaying initiation of mifepristone until after pregnancy location was diagnosed 

(39).  
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Roe v. Wade was overturned, abortion providers have consistently faced risks of violence and 

harassment unlike any other field of medicine (43). For that reason, clinicians might have 

reasonable reservations about opting into a prescription system that could, if their certification 

were leaked, suggest they were an abortion provider and open them up to violence and harassment 

(42). In recent qualitative studies in Illinois and Massachusetts, researchers found this fear was 

present even among physicians who personally only plan to prescribe mifepristone for miscarriage 

care (29,44). It is likely that clinicians’ reservations will increase in states that have moved to ban 

abortion care since the Dobbs decision, further compounding the effects of abortion stigma (45). 

Research has shown that without certification, more clinicians would prescribe mifepristone. In 

qualitative studies in Massachusetts, Illinois, Alabama, and with a national sample, both generalist 

obstetrician-gynecologists and primary care providers described the REMS as a barrier to 

integration of mifepristone use in their practice (29,44,45,46).  

The result is that only the limited number of clinicians who have already navigated 

mifepristone REMS compliance to provide abortion care are prepared to prescribe mifepristone 

for miscarriage. And those clinicians are almost always located in cities (47,48), meaning that rural 

residents will disproportionately lack access to certified providers who can prescribe mifepristone 

as part of a medical miscarriage protocol. Moreover, rural residents are more likely to lack access 

to OBGYNs (21), meaning that surgical management is also less likely to be an option. Thus, rural 

residents will only have access to a less effective medical protocol for managing miscarriage or 

may be forced to complete their miscarriage without active measures.  

This certification barrier has devastating effects for the miscarriage population, who may 

only be able to access the most effective medical miscarriage management protocol if their hospital 

or provider group has an abortion provider on staff.  And these burdens fall disproportionately on 
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poor and rural women, contrary to goals of the REMS statute. Because the misoprostol-only 

alternative does not require certification despite being less effective and having a similar risk and 

safety profile, the certified provider requirement again burdens the more effective protocol and 

makes it much harder to access the best medical treatment for miscarriage. 

 

 

 

C. The Certified Pharmacy Requirement is Not Necessary for the Benefits of 

Mifepristone to Outweigh the Risks and Unduly Burdens Access to the Drug 

 

Though the details of the new pharmacy certification requirement have yet to be finalized, 

research also suggests that the pharmacy requirement is unnecessary to ensure that mifepristone’s 

benefits outweigh its risks and unduly burden access. A preliminary trial of pharmacy dispensing 

of mifepristone conducted by Grossman and colleagues in California and Washington state 

suggests that pharmacies are already equipped to dispense the drug without special certification. 

In this trial of 266 individuals, which was halted early due to the COVID-19 pandemic, rates of 

non-serious adverse events following pharmacy dispensing were extremely low (1.5%) and no 

higher than rates from studies of in-clinic dispensing, and satisfaction was high, with 65.4% of 

patients very and 19% somewhat satisfied. Though the pharmacies in this study partnered with 

prescribers, there is no reason to think the results would be different with retail pharmacies, 

especially in light of the Canadian data discussed in the next section (49). 

The pharmacy certification requirement is also expected to create similar barriers to care 

for the miscarriage population as the provider certification. The extra administrative burden will 

disincentivize participation and the fact that pharmacies are businesses, not people, exacerbates 

this concern. Unlike clinicians, who may endure the obstacles of certification out of a moral 
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conviction or professional obligation to provide the best reproductive healthcare, pharmacies will 

engage in a business decision where they will evaluate whether the financial gain in distributing 

the drug is worth the costs and risks (42). Moreover, given that the antiabortion movement is 

known for boycotts, pharmacies will also likely weigh the risks associated with their status as a 

certified pharmacy becoming public. Walgreens already indicated that it will not seek certification, 

and many large retail pharmacies may follow suit (42). People will therefore be dependent on 

online pharmacies to access mifepristone—even for miscarriage management.  

As with the certified provider requirement, the burdens associated with the certified 

pharmacy requirement will also fall disproportionately on poor and rural women, contrary to the 

REMS statute. Most Americans rely on neighborhood retail pharmacies to obtain their prescription 

drugs, and retail pharmacy distribution of drugs can increase access for rural residents (42). For 

instance, when the government in Australia started allowing retail pharmacies to dispense 

mifepristone, access to the drug increased, especially in rural areas (43). If only online pharmacies 

become certified to dispense mifepristone, then it might harm those with less digital literacy, who 

may have more difficulty interfacing with online pharmacies after their clinicians prescribe 

mifepristone for miscarriage. This might be especially true for patients struggling to process their 

loss, who have little emotional capacity to set up an account and learn a new pharmacy’s online 

interface. Moreover, adults who are not digitally literate are disproportionately less educated and 

more likely to be Black, Hispanic, or foreign born, meaning that these groups would likely be the 

most adversely impacted if mifepristone is available solely through online pharmacies (50). Given 

that the misoprostol-only alternative can be accessed at any pharmacy, the pharmacy certification 

requirement therefore incentivizes the less effective protocol for medical miscarriage management 

and will limit access to the most effective protocol.  
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D. Existing Data Demonstrate that a Removal of All REMS Requirements Will Not Harm 

Patient Safety 

 

After Canada removed all restrictions on prescribing mifepristone for abortion, thereby 

allowing it to be prescribed and dispensed like any other drug (“normal prescribing”), there was 

no increase in complications from mifepristone use (51). In a 2022 study, Schummers and 

colleagues used multiple sources of medical and administrative data to create a linked dataset 

containing information on Ontario residents receiving abortion care through Canada’s universal, 

single-payer health system from 2012 through 2020 (total n=314,859 abortions). They found no 

difference in the rate of any complication (0.67% vs. 0.69%) or in the rate of serious adverse 

events (0.03% vs. 0.04%) between the ten-month period when mifepristone was distributed with 

REMS-like restrictions and the twenty-eight-month period of normal prescribing after all such 

restrictions were lifted and mifepristone was prescribed with no special self-certification and 

dispensed routinely from pharmacies (52). We expect the same results in the miscarriage 

population given the similarity in regimens when using mifepristone for abortion and miscarriage.  

 

III. FDA Should Immediately State That it Will Exercise Enforcement Discretion Until 

This Process is Completed 

 

 As just discussed, clinicians who treat miscarriage and their patients have an urgent need 

to address increasing barriers to accessing mifepristone.  While we urge both FDA and Danco to 

act expeditiously on our requests, we recognize that submission and review of an sNDA and 

corresponding REMS changes will take time. Thousands of patients suffering miscarriages will be 

adversely affected during this period. We therefore request that FDA immediately announce that 

it will exercise enforcement discretion to permit the use and distribution of mifepristone consistent 
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with the requested miscarriage indication and changes in the REMS for this indication. The public 

health needs for this safe and effective treatment are substantial. Just last year, FDA exercised 

enforcement discretion with respect to certain pharmacy and wholesale distribution requirements 

under the Clozapine REMS because they had frustrated patients’ ability to access a needed drug. 

FDA explained that its “highest priorities” are “[c]ontinuity of care, patient access . . ., and patient 

safety” (2).  Patient access to the gold standard of miscarriage care, which is being significantly 

restricted due to the mifepristone REMS, and patient safety weigh heavily in favor of exercising 

enforcement discretion here as well. There is, of course, precedent for FDA to exercise 

enforcement discretion specifically with respect to the mifepristone REMS as well, as it did last 

year during the COVID-19 public health emergency (3). Enforcement discretion will ensure 

patients have access to the most effective regimen for miscarriage management while Danco 

submits, and FDA reviews, the sNDA.  

 

ENVIRONMENTAL IMPACT 

 The proposed action is exempt from the requirement of an environmental impact statement 

under 21 C.F.R. § 25.24(c)(2).  

 

ECONOMIC IMPACT 

No information required at this time.  

 

CERTIFICATION 
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The petitioners certify that, to the best of our knowledge and belief, this petition includes 

all information and views on which the petition relies. The petitioners know of no data unfavorable 

to the opinion.   

Signed:  

American College of Obstetricians and Gynecologists 

Advancing New Standards in Reproductive Health  

All Families Healthcare 

American Academy of Family Physicians 

American Civil Liberties Union 

American College of Nurse-Midwives 

American Humanist Association 

American Medical Association 

American Medical Women's Association 

American Society for Reproductive Medicine  

Association of Women's Health, Obstetric and Neonatal Nurses 

Black Mamas Matter Alliance 

Centering Equity, Race, and Cultural Literacy in Family Planning  

Center for Reproductive Rights 

Collective Energy for Nurturing Training in Reproductive and Sexual Health  

Community Catalyst 

Doctors for America FDA Task Force 

EMAA Project 

ExPAND Mifepristone 

Guttmacher Institute 

Gynuity Health Projects 

Ibis Reproductive Health 

Ipas  

Jacobs Institute of Women's Health 

Jefferson Health 

Just The Pill/Abortion Delivered 

NARAL Pro-Choice America 

National Abortion Federation 

National Association of Nurse Practitioners in Women’s Health  

National Birth Equity Collaborative 

National Consumers League  

National Family Planning & Reproductive Health Association 

National Health Law Program 

National Latina Institute for Reproductive Justice 

National Partnership for Women & Families 

National Women's Health Network 

Nurses for Sexual and Reproductive Health 

Partners in Abortion Care 
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Pegasus Health Justice Center 

Physicians for Reproductive Health 

Planned Parenthood Federation of America  

Power to Decide 

Reproductive Health Access Project 

Reproductive Health Education in Family Medicine 

SisterReach 

Society for Academic Specialists in General Obstetrics and Gynecology  

Society for Maternal-Fetal Medicine 

Society of Family Planning 

UCSF Bixby Center for Global Reproductive Health 

 

 

 

 

 

 

 

 

 

 

References 

1. Department of Health and Human Services. Prescription drug products; certain 

combined oral contraceptives for use as postcoital emergency contraception. 

Notice. 62 Fed. Regis. 1997 February 25; 8610. 

2. U.S. Food and Drug Administration. FDA is temporarily exercising enforcement 

discretion with respect to certain Clozapine REMS program requirements to 

ensure continuity of care for patients taking clozapine [Internet]. 2021 December 

2. Available from: https://www.fda.gov/drugs/drug-safety-and-availability/fda-

temporarily-exercising-enforcement-discretion-respect-certain-clozapine-rems-

program  

3. Woodcock J. (Acting Commissioner, U.S. Food and Drug Administration, Silver 

Spring, MD). Letter to: Phipps M. (Chief Executive Officer, American College of 

https://www.fda.gov/drugs/drug-safety-and-availability/fda-temporarily-exercising-enforcement-discretion-respect-certain-clozapine-rems-program
https://www.fda.gov/drugs/drug-safety-and-availability/fda-temporarily-exercising-enforcement-discretion-respect-certain-clozapine-rems-program
https://www.fda.gov/drugs/drug-safety-and-availability/fda-temporarily-exercising-enforcement-discretion-respect-certain-clozapine-rems-program


21 

Obstetricians and Gynecologists, Washington, D.C.). Grobman W. (President, 

Society for Maternal-Fetal Medicine, Washington, D.C.). 2021 April 12. 

Available from: https://www.aclu.org/letter/fda-response-acog-april-2021  

4. Becerra J. Remarks by Secretary Xavier Becerra at the press conference in 

response to President Biden's directive following overturning of Roe v. Wade 

[Speech video recording]. 2022 June 28. U.S. Department of Health and Human 

Services. Available from: https://www.hhs.gov/about/news/2022/06/28/remarks-

by-secretary-xavier-becerra-at-the-press-conference-in-response-to-president-

bidens-directive-following-overturning-of-roe-v-wade.html 

5. American College of Obstetricians and Gynecology. Committee on Practice 

Bulletins–Gynecology. Early pregnancy loss: interim update. Obstetrics and 

Gynecology, 2018 Nov;132(5):e197-207.  

6. Centers for Disease Control and Prevention. Pregnancy and infant loss [Internet.] 

2020 August 13 [cited 2022 July 20]. Available from: 

https://www.cdc.gov/ncbddd/stillbirth/features/pregnancy-infant-loss.html 

7. Quenby S, Gallos ID, Dhillon-Smith RK, Podesek M, Stephenson MD, et al. 

Miscarriage matters: the epidemiological, physical, psychological, and economic 

costs of early pregnancy loss. Lancet. 2021; 397: 1658–67. 

8. Wang X, Chen C, Wang L, Chen D, Guang W, French J. Conception, early 

pregnancy loss, and time to clinical pregnancy: a population-based prospective 

study. Fertil Steril. 2003;79(3):577-84. 

https://www.aclu.org/letter/fda-response-acog-april-2021
https://www.hhs.gov/about/news/2022/06/28/remarks-by-secretary-xavier-becerra-at-the-press-conference-in-response-to-president-bidens-directive-following-overturning-of-roe-v-wade.html
https://www.hhs.gov/about/news/2022/06/28/remarks-by-secretary-xavier-becerra-at-the-press-conference-in-response-to-president-bidens-directive-following-overturning-of-roe-v-wade.html
https://www.hhs.gov/about/news/2022/06/28/remarks-by-secretary-xavier-becerra-at-the-press-conference-in-response-to-president-bidens-directive-following-overturning-of-roe-v-wade.html
about:blank


22 

9. Tessum CW, Paolella DA, Chambliss S, Apte JS, Hill JD, Marshall, JD. PM2. 5 

polluters disproportionately and systemically affect people of color in the United 

States. Science Advances. 2021; 7(18):eabf4491. 

10. Kaiser Family Foundation. State health facts: poverty rate by race/ethnicity, 2019. 

[Internet.]  2022 [cited 2022 August 7]. Available from: 

https://www.kff.org/other/state-indicator/poverty-rate-by-

raceethnicity/?currentTimeframe=0&sortModel=%7B%22 

colId%22:%22Location%22,%22sort%22:%22asc%22%7D  

11. Shorter JM, Koelper N, Sonalkar S, Oquendo MA, Sammel MD, Schreiber CA. 

Racial disparities in mental health outcomes among women with early pregnancy 

loss. Obstet Gynecol. 2021;137(1):156-163. 

12. Layne L. “True gifts from God”: paradoxes of motherhood, sacrifice, and 

enrichment in motherhood lost: a feminist account of pregnancy loss in America. 

Routledge, 2002:145-172. 

13. Wallace RR, Goodman S, Freedman LR, Dalton VK, Harris LH. Counseling 

women with early pregnancy failure: utilizing evidence, preserving preference. 

Patient Educ Couns. 2010;81(3):454-61.  

14. Goldberg AB, Carusi D, Westhoff C. “Pregnancy Loss.”  In Paul M, Lichtenberg 

PES, Borgotta L, Grimes DA, Stubblefield PG, Creinin MD, eds. Management of 

Unintended and Abnormal Pregnancy: Comprehensive Abortion Care. Wiley, 

2009, pp. 264-279. 

15. Trinder J, Brocklehurst P, Porter R, Read M, Vyas S, Smith L. Management of 

miscarriage: expectant, medical, or surgical? Results of randomised controlled 

https://www.kff.org/other/state-indicator/poverty-rate-by-raceethnicity/?currentTimeframe=0&sortModel=%7B%22
https://www.kff.org/other/state-indicator/poverty-rate-by-raceethnicity/?currentTimeframe=0&sortModel=%7B%22


23 

trial (miscarriage treatment (MIST) trial). BMJ. 2006 May 27; 332(7552):1235-

40.  

16. Blohm F, Fridén BE, Milsom I, Platz-Christensen JJ, Nielsen S. A randomised 

double blind trial comparing misoprostol or placebo in the management of early 

miscarriage. BJOG. 2005 Aug;112(8):1090-1095. 

17. Zhang J, Gilles JM, Barnhart K, Creinin MD, Westhoff C, Frederick MM. A 

comparison of medical management with misoprostol and surgical management 

for early pregnancy failure. N Engl J Med. 2005 Aug 25;353:761-769 

18. Wieringa-de Waard M, Bindels PJE, JVos J, Bonsel GJ, Stalmeier PFM, Ankum 

WM. Patient preferences for expectant management vs. surgical evacuation in 

first-trimester uncomplicated miscarriage. J Clin Epidemiol. 2004 Feb;57(2):167-

73.  

19. Wallace R, DiLaura A, Dehlendorf C. "Every person's just different": women's 

experiences with counseling for early pregnancy loss management. Womens 

Health Issues. 2017;27(4):456-462.  

20. Ho PC. Women’s perceptions on Medical Abortion. Contraception. 2006 

Jul;74(1):11-5. 

21. Rayburn WF, Klagholz JC, Murray-Krezan C, Dowell LE, Strunk AL. 

Distribution of American Congress of Obstetricians and Gynecologists fellows 

and junior fellows in practice in the United States. Obstet Gynecol. 

2012;119(5):1017-1022. 

22. Agency for Healthcare Research and Quality. Primary care workforce facts and 

stats number 3: Pub. No. 12-P001-4-EF [Internet.].  2021 Jan [cited 2022 Aug 7]. 

about:blank
about:blank
about:blank
about:blank
about:blank
about:blank


24 

Available from: 

https://www.ahrq.gov/sites/default/files/publications/files/pcwork3.pdf  

23. Schreiber CA, Creinin MD, Atrio J, Sonalkar S, Ratcliffe SJ, Barnhart KT. 

Mifepristone pretreatment for the medical management of early pregnancy loss. N 

Engl J Med 2018;378:2161-70.  

24. Chu JJ, Devall AJ, Beeson LE, Hardy P, Cheed V, et al. Mifepristone and 

misoprostol versus misoprostol alone for the management of missed miscarriage 

(MifeMiso): a randomised, double-blind, placebo-controlled trial. Lancet. 2020; 

396(10253): 770–778. 

25. Neilson JP, Hickey M, Vazquez JC. Medical treatment for early fetal death (less 

than 24 weeks).  Cochrane Database Syst Rev. 2006 Jul 19;2006(3):CD002253.  

26. Kim C, Barnard S, Neilson JP, Hickey M, Vazquez JC, Dou L. Medical 

treatments for incomplete miscarriage. Cochrane Database Syst Rev. 2017 Jan 

31;1(1):CD007223. 

27. Beaman J, Prifti C, Schwarz EB, Sobota M. Medication to manage abortion and 

miscarriage. J Gen Intern Med. 2020;35(8):2398–405 

28. Ghosh J, Papadopoulou A, Devall AJ, Jeffery HC, Beeson LE,  et al. Methods for 

managing miscarriage: a network meta-analysis.  Cochrane Database Syst Rev. 

2021 Jun 1;6(6):CD012602.  

29. Neill S, Goldberg AB, Janiak E. Medication management of early pregnancy loss: 

the impact of the US Food and Drug Administration Risk Evaluation and 

Mitigation Strategy [A289]. Obstet Gynecol. 2022 May;139: 83S. 

https://www.ahrq.gov/sites/default/files/publications/files/pcwork3.pdf


25 

30. Alabama Chemical Abortion Prohibition Act, H.B. 261, Reg. Sess. (Alabama 

2022).  

31. Unlawful Abortion Medication, HB 2811, Reg. Sess. (Arizona 2022). 

https://apps.azleg.gov/BillStatus/BillOverview/77880  

32. Belluck, P. They had miscarriages, and new abortion laws obstructed treatment 

[Internet]. The New York Times. 2022 July 17 [cited 2022 July 20]. Available 

from: https://www.nytimes.com/2022/07/17/health/abortion-miscarriage-

treatment.html 

33. Murphy T. CVS seeks verification on drugs with possible abortion use [Internet]. 

AP News. 2022 July 21 [cited 2022 July 21]. Available from: 

https://apnews.com/article/abortion-us-supreme-court-health-medication-

1f2e8da6ac0ff43e0128c683f40689db 

34. Sellers F, Nirappil F. Confusion post-Roe spurs delays, denials for some 

lifesaving pregnancy care [Internet]. The Washington Post. 2022 July 16 [cited 

2022 July 20]. Available from: 

https://www.washingtonpost.com/health/2022/07/16/abortion-miscarriage-

ectopic-pregnancy-care/  

35. Christensen J. Women with chronic conditions struggle to find medications after 

abortion laws limit access [Internet]. CNN. 2022 July 22 [cited 2022 July 22]. 

Available from: https://www.cnn.com/2022/07/22/health/abortion-law-

medications-methotrexate/index.html 

36. U.S. Department of Health and Human Services. Office for Civil Rights. 

Guidance to Nation’s Retail Pharmacies: Obligations under Federal Civil Rights 

https://apps.azleg.gov/BillStatus/BillOverview/77880
https://www.nytimes.com/2022/07/17/health/abortion-miscarriage-treatment.html
https://www.nytimes.com/2022/07/17/health/abortion-miscarriage-treatment.html
https://apnews.com/article/abortion-us-supreme-court-health-medication-1f2e8da6ac0ff43e0128c683f40689db
https://apnews.com/article/abortion-us-supreme-court-health-medication-1f2e8da6ac0ff43e0128c683f40689db
https://www.washingtonpost.com/health/2022/07/16/abortion-miscarriage-ectopic-pregnancy-care/
https://www.washingtonpost.com/health/2022/07/16/abortion-miscarriage-ectopic-pregnancy-care/
https://www.cnn.com/2022/07/22/health/abortion-law-medications-methotrexate/index.html
https://www.cnn.com/2022/07/22/health/abortion-law-medications-methotrexate/index.html


26 

Laws to Ensure Access to Comprehensive Reproductive Health Care Services. 

2022 July 13. Available from: https://www.hhs.gov/sites/default/files/pharmacies-

guidance.pdf  

37. U.S. Food and Drug Administration. Center for Drug Evaluation and Research. 

Risk Assessment and Risk Mitigation Review(s); Application Number 

020687Orig1s020. 2016 March 29. Available from: 

https://www.accessdata.fda.gov/drugsatfda_docs/ da/2016/0 

20687Orig1s020RiskR.pdf  

38. Norris A, Bessett D, Steinberg JR, Kavanaugh ML, De Zodro S, Becker D. 

Abortion stigma: a reconceptualization of constituents, causes, and consequences. 

Women’s Health Issues. 2011; 21(3 Suppl):S49-54. 

39. Goldberg AB, Fulcher IR, Fortin J, Hofer RK, Cottrill A, Dthier D, et al. 

Mifepristone and misoprostol for undesired pregnancy of unknown location. 

Obstet Gynecol 2022;139(5):771-780. 

40. Society of Teachers of Family Medicine. [Internet.] EPAs, competencies, 

subcompetencies, and milestones. Accessed June 17, 2022. Available from: 

https://www.stfm.org/teachingresources/resources/epascompetenciesmilestones/o

verview/#7136    

41. Accreditation Council for Graduate Medical Education. Obstetrics and 

Gynecology Milestones. 2021. [cited 2022 September 13.] Available from: 

https://www.acgme.org/globalassets/pdfs/milestones/obstetricsandgynecologymil

estones.pdf  



27 

42. Donley G. Medication abortion exceptionalism. Cornell Law Review. 2022;107. 

U. of Pittsburgh Legal Studies Research Paper No. 2021-09. Posted: 5 Mar 

2021 Last revised: 7 Jul 2022. 

43. Cohen DS, Connon K. Living in the crosshairs: The untold stories of anti-abortion 

terrorism. Oxford University Press; 2015. 

44. Calloway D, Stulberg DB, Janiak E. Mifepristone restrictions and primary care: 

Breaking the cycle of stigma through a learning collaborative model in the United 

States. Contraception. 2021 July; 104(1):24-28.  

45. Mokashi M, Boulineaux C, Janiak E, Boozer M, Neill S. “There’s only one use 

for it”: stigma as a barrier to mifepristone use for early pregnancy loss in 

Alabama. [A31]. Obstet Gynecol. 2022 May:139:9S-10S. 

46. Razon N, Wulf S, Perez C, McNeil S, Maldonado L, et al. Exploring the impact 

of mifepristone’s risk evaluation and mitigation strategy (REMS) on the 

integration of medication abortion into US family medicine primary care clinics. 

Contraception 2022;109(5):19-24. 

47. Bearak JM, Burke KL, Jones RK. Disparities and change over time in distance 

women would need to travel to have an abortion in the USA: a spatial analysis. 

Lancet Public Health. 2017; 2:e493–500.  

48. Committee on Health Care for Underserved Women. Health Disparities in Rural 

Women. American College of Obstetricians and Gynecologists. Obstet Gynecol. 

2014;123:384-388. 



28 

49. Grossman D, Baba CF, Kaller S, Biggs MA, Raifman S, et al. Medication 

abortion with pharmacist dispensing of mifepristone. Obstet Gynecol 

2021;137(4):613-622 

50. Mamedova S, Pawlowksi E. A Description of U.S. adults who are not digitally 

literate. National Center for Education Statistics. 2018 May 29. Available from: 

https://nces.ed.gov/pubsearch/pubsinfo.asp?pubid=2018161 

51. Health Canada. Regulatory decision summary — Mifegymiso — Health Canada 

[Internet]. 2017 November 7. Available from: https://hprrps.hres.ca/reg-

content/regulatory-decision-summary-detail.php?lang= en&linkID=RDS00294  

52. Schummers L, Darling EK, Dunn S, McGrail K, Gayowsky A, et al. Abortion 

Safety and Use with Normally Prescribed Mifepristone in Canada. N Engl J Med. 

2022 Jan 6;386(1):57-67. 

 

 


