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CITIZEN PETITION

Pursuant to 21 C.F.R. § 10.30, the American College of Obstetricians and Gynecologists,
Society of Family Planning, and Society for Maternal-Fetal Medicine submit this petition, together
with an appendix of supporting studies and documents, to request that the Food and Drug
Administration (“FDA”): (1) remove the Mifepristone Shared System Risk Evaluation and
Mitigation Strategy (“REMS”), including all of its Elements to Assure Safe Use (“ETASU”); or
(2) in the alternative, at a minimum, refrain from taking any action that would further reduce
patient access to mifepristone! and/or increase the burdens associated with prescribing or
dispensing mifepristone.

Over more than two decades, hundreds of medical studies and vast amounts of data have
confirmed that mifepristone, in combination with misoprostol, is a safe and effective way to
terminate an early pregnancy. The scientific evidence is overwhelming: major adverse events occur
in less than 0.32% of patients.! The risk of death is almost non-existent. Few drugs have been so
extensively studied after their approval by FDA and few can boast such a clear and compelling
record of safe use. Access to mifepristone enables practitioners to provide safe, medically-
appropriate, evidence-based, and effective care. Indeed, mifepristone, in combination with
misoprostol, constitutes the most common form of abortion in the United States, accounting for

nearly two out of every three abortions.

! Petitioners use “mifepristone” herein to refer to both Mifeprex (NDA 020687) and its generic
(ANDA 091178).
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FDA itself determined in 2016, based on more than 2.5 million uses, that the drug’s
“efficacy and safety have become well established by both research and experience, and serious
complications have proven to be extremely rare.”” Yet, despite this record, FDA continues to
subject mifepristone to unique regulatory requirements that impose burdens on health care
providers and hamper patients’ access to this medication. Particularly in light of rising maternal
mortality across the country, access to mifepristone is a crucial component of comprehensive
reproductive health care. Leading medical associations agree that, given mifepristone’s
outstanding safety record and its critical importance for reproductive health care, it is past time for
FDA to fully lift the mifepristone REMS.? Consistent with this medical community consensus,
Petitioners respectfully request that FDA eliminate its existing medically unnecessary barriers to
mifepristone, or at minimum, take no further steps that would reduce access to this safe, essential

medication.

ACTION REQUESTED

Petitioners request that FDA remove the Mifepristone Shared System REMS Program,
including but not limited to the three ETASU requiring prescriber certification, pharmacy
certification, and a patient agreement form. In the alternative, Petitioners request that FDA, at a
minimum, take no action imposing greater burdens on patient access to mifepristone, and no action
increasing burdens on the health care system relating to the provision of mifepristone, including
but not limited to (a) adding new ETASU, (b) reinstating former mifepristone ETASU that are not
currently part of the January 2023 REMS, (c¢) making the existing ETASU more onerous, or
(d) modifying the REMS or labeling for mifepristone in a manner inconsistent with prevailing

standards of evidence-based care.
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STATEMENT OF GROUNDS
A. Mifepristone is extremely safe

Twenty-five years ago, FDA approved mifepristone (under the brand name Mifeprex) as
part of a two-drug regimen for medication abortion.* In that regimen, which now is FDA-approved
through ten weeks of pregnancy, mifepristone blocks a hormone necessary to sustain pregnancy,
and misoprostol causes contractions and bleeding that empty the uterus.’ As of December 31, 2024,
approximately 7.5 million U.S. patients had used this regimen for medication abortion.® High-
quality studies also support the use of mifepristone with misoprostol specifically for managing
early pregnancy loss.’

While all abortion is very safe, FDA acknowledges that medication abortion with
mifepristone provides a “meaningful therapeutic benefit” to some patients and may be “preferable
and safer in [a patient’s] particular situation.”® Some patients, for instance, who have been the
victims of rape or sexual assault may prefer to avoid the use of medical instruments in a procedural
abortion; others may have uterine abnormalities that are contraindications for procedural abortion;
still others may use medication abortion to avoid the risks of any anesthesia or sedation associated
with abortion procedures.

As is the case for all drugs sold in the United States, the FDA-approved labeling for
mifepristone warns of the drug’s risks.® For mifepristone, the boxed warning in the labeling lists:
“serious and sometimes fatal infections or bleeding,” both of which FDA accurately described in
2016 as “exceedingly rare, generally far below 0.1% for any individual adverse event.”!® As the
labeling makes plain, these risks arise whenever the pregnant uterus is evacuated, whether by
“miscarriage, surgical abortion, medical abortion, or childbirth.”!! The labeling confirms: “[n]o
causal relationship between the use of [Mifepristone tablets 200mg] and misoprostol and [serious

infections and bleeding] has been established.”!? Indeed, FDA concluded in 2016 that the “critical
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risk factor” for certain rare serious infections following mifepristone use “[wa]s pregnancy itself,”
not the medication.'® After nearly 25 years of mandatory reporting of deaths potentially associated
with mifepristone, the associated fatality rate is 0.00048%—and not one of the infinitesimally
small number of deaths can be “causal[ly]” attributed to mifepristone. '*

Mifepristone is as safe or safer than common drugs like Tylenol, Viagra, and penicillin—
some of which are sold without a prescription and none of which has a REMS. !> And mifepristone
is far safer than hundreds of opioid analgesics that are subject to less stringent ETASU than
mifepristone, even as opioids claim lives at such “a staggering rate” that they are “reducing life
»16

expectancy in the United States.

B. Mifepristone’s safety profile has remained strong and stable even after FDA
removed certain medically unnecessary restrictions

Mifepristone’s safety record has remained remarkably stable since FDA’s original approval
in 2000, including after FDA lifted some of its initial restrictions on the drug.

Since acknowledging in 2016 that mifepristone’s safety profile is “well-characterized” and
“has not changed over the period of surveillance,”!” FDA has made three principal changes to the
mifepristone REMS: (1) in 2016, FDA allowed all health care professionals with prescriptive
authority under state law to become certified prescribers; (2) that same year, FDA eliminated the
requirement that prescribers report serious adverse events potentially associated with mifepristone
other than death; and (3) in 2021, FDA suspended and then, in 2023, permanently lifted the
requirement that mifepristone be dispensed to patients only in person at a hospital, clinic, or
medical office. In addition, in 2016, FDA made numerous changes to mifepristone’s labeling,
including updating the dosing and the route of misoprostol administration, removing the indication
for multiple follow-up visits, and changing the gestational age indication from 49 days to 70 days.

There is no evidence that eliminating any of the former REMS restrictions (or changing
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the label indications) reduced mifepristone’s safety.!® To the contrary, and as further detailed
below, high-quality research and real-world data from both the United States and globally confirm
that mifepristone remains one of the safest medications used in medical practice.

1. Mifepristone is safe when prescribed and dispensed by qualified advanced
practice clinicians

In 2016, FDA correctly concluded that advanced practice clinicians (“APCs”) with
prescriptive authority under state law could safely prescribe and dispense mifepristone. When FDA
implemented this change, it relied upon three randomized controlled studies?’ and one comparative
study?! to support the conclusion that medication abortion is safe and effective when provided by
APCs.?? The success rates for medication abortions provided by APCs were greater than 96%
across all the studies, and were similar to the success rates for physician-prescribed abortions.?’

Since then, additional high-quality, peer reviewed studies further confirm FDA’s 2016
finding that mifepristone remains safe and effective when prescribed and dispensed by qualified
nonphysicians. A comprehensive, peer-reviewed review of the safety and effectiveness of
medication abortion, conducted by the National Academies of Science, Engineering, and
Medicine—an independent organization dedicated to providing objective expert advice on
scientific, engineering and medical issues to inform public policy—concluded that “both trained
physicians (OB/GYNs, family medicine physicians, and other physicians) and advanced practice
clinicians (APCs) (physician assistants, certified nurse-midwives, and nurse practitioners) can
provide medication and aspiration abortions safely and effectively.”** A retrospective
observational cohort study of medication abortion between 2009 to 2018 concluded that the safety
and effectiveness of APC-provided medication abortion are within the established medical

benchmarks.?® And in the event that uterine aspiration is needed to complete the evacuation of a

patient’s uterus, studies show that the very low complication rate for aspiration procedures is “not
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significantly different” whether performed by an APC or by a doctor.?® The latter finding is
consistent with research comparing the safety of aspiration abortion procedures when performed
by physicians and APCs.?’

Moreover, rescinding the ability of APCs to prescribe mifepristone would burden patient
access by reducing the number of certified prescribers without increasing safety or efficacy.?® And
the burden would fall most heavily on underserved rural and remote populations.?’ Given the
significant data showing that APCs offer improved access without compromising safety or
efficacy, there is no reason for FDA to restrict the ability of APCs to provide medication abortions
where permitted by state law.

2. The elimination of the in-person dispensing ETASU did not impact the
safety of mifepristone

Telehealth for medication abortion is now a standard method of providing abortion care in
the United States and around the world.*® As in other areas of medicine provided by telehealth,
reproductive health clinics and providers have developed specific protocols and technologies for
telehealth care to ensure adequate patient contact and monitoring, such as health questionnaires,
specialized patient platforms (e.g., a patient “portal”), messaging and chat functions, and phone or
video calls, all of which enable care to be provided with fewer or no in-person visits.

Critically, telehealth protocols for medication abortion offer the same patient protections
as in-person dispensing and provide an equivalent level of patient care. Just as would happen
during in-person care, patients are evaluated by a clinician who screens the patient to confirm
pregnancy (relying on, e.g., medical history, self-reported symptoms, and results of an at-home
pregnancy test), assesses the duration of pregnancy, and identifies contraindications such as a
potential ectopic pregnancy or other medical conditions or drug allergies.’! Where clinically

appropriate, the patient is advised to obtain in-person testing before proceeding.>?
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After the patient’s eligibility for medication abortion has been confirmed and the patient
has provided informed consent, the clinician either sends the appropriate medications to the patient
directly or transmits a prescription to a mail-order or retail pharmacy.>* And just as would happen
during in-person care, the clinician advises the patient about follow-up care, including instructions
for confirming that the pregnancy has terminated and what to do if they experience signs and
symptoms of complications.>* The percentage of patients that visit an emergency room for any

1,>> and, as detailed below, the manner in which

abortion-related reason is exceedingly smal
mifepristone is prescribed or dispensed does not alter its safety profile.
a. Telehealth medication abortion is safe and effective

After reviewing (a) REMS assessment data, (b) data from FDA’s Adverse Event Reporting
System (“FAERS”) during the period when the in-person dispensing ETASU was not being
enforced during the COVID-19 pandemic, and (c) numerous published studies, FDA concluded in
December 2021 that “mifepristone will remain safe and effective for medication abortion if the in-
person dispensing requirement is removed.”*® Specifically, FDA’s analysis relied upon six studies
that “generally support a conclusion that dispensing by mail is safe.”*” FDA stated that it would
permanently remove the in-person dispensing requirement to “render the REMS less burdensome
to healthcare providers and patients,” enabling prescribers to provide medication abortion by
telehealth where permitted by state law.*® FDA formalized that change when it published the
updated REMS in January 2023.

FDA'’s decision to eliminate this ETASU was strongly supported by the scientific evidence

available as of December 2021. Research published since then further confirms that direct-to-

patient telemedicine for medication abortion is safe and effective.*
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For instance, a peer-reviewed study of over 6,000 telehealth patients in 20 states and
Washington DC treated by three different online clinics between April 2021 and January 2022
found that “telehealth for abortion is effective and safe, with [safety and efficacy] rates similar to
in-person care.”*” This study evaluated both “synchronous” telehealth care (where the provider
communicates with the patient either by video or phone call) and “asynchronous” telehealth care
(where the communication is by text message),*! and further found that both “synchronous and
asynchronous care are comparably effective and safe.”** Specifically, the rates for both serious
adverse events (0.25%) and ectopic pregnancy (0.14%) were “similar to previous studies of in-
person medication abortion care,” published in 2013 to 2015, which had found adverse event rates
of 0.2-0.5%, and ectopic pregnancy rates of 0.2%.*

Other high-quality studies have come to similar conclusions. For instance, one study that
compared in-person medication abortion care with telehealth care without in-person diagnostic or
screening tests concluded that “medication abortion [performed through] telehealth screening and
mail-order pharmacy dispensing of medications was associated with similar rates of complete
abortion as in-person care with ultrasonography, met the prespecified threshold for noninferiority,
and had low rates of [adverse events] overall.”** A smaller study of medication abortion in primary
care settings found that medication abortion provided by telehealth was “as effective, timelier and
potentially more accessible than in-clinic care.”*> Another study comparing abortion outcomes
between screening approaches across five telehealth sites showed no difference in serious adverse
events between patients who received pre-abortion ultrasound or pelvic exams and those who did
not.* And a systematic review and meta-analysis of the literature on medication abortion by
telehealth confirms that telehealth abortion care is as safe and effective as in-person care, with a

“shorter waiting time for medication delivery.”*’
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All of these studies confirm that FDA was correct in determining that removal of the in-
person dispensing requirement did not impact the safety and effectiveness of medication abortion.

b. Telehealth for medication abortion improves access to care with high
patient satisfaction

At the same time, research also confirms that the availability of medication abortion by
telehealth improves patient access to mifepristone and reduces burdens on the health care delivery
system while maintaining or improving patient satisfaction. Accordingly, any reversion to an in-
person dispensing requirement would burden patient access and the health care system, contrary
to the statutory standards that govern FDA’s imposition of ETASU. See 21 U.S.C. § 355-1(f)(2).

Telehealth increases access to abortion care by eliminating the need to travel to a health
care provider. Thus, it offers a particular benefit for patients living in rural and medically

underserved areas where there is no access to in-person abortion care,*3

as well as for patients who
find it challenging to take time off from work or arrange for childcare in order to travel for abortion
care.*” Without associated travel, patients do not have to incur any expenses for transportation,
gas, and lodging, incur fewer expenses for child care, and lose fewer wages.>® In other words,
telehealth eliminates or mitigates many of the burdens that can deter and delay abortion access for
the low-income populations that comprise a majority of abortion seekers.>! Telehealth also reduces
delays in obtaining care because it enables patients to avoid long wait times at physical clinics>>—
a particularly urgent concern since Dobbs v. Jackson Women's Health Organization, as state
abortion bans have increased demand for abortion care in many states where abortion remains

lawful.>?

Reinstating in-person dispensing—which would lead to even more in-person visits at
brick-and-mortar clinics already stretched thin—would increase burdens on the health care system

and impede patient access.
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Even without considering the time and expense of having to travel for abortion care,
medication abortion care is typically more affordable for patients when provided through telehealth
than through in-person care.’* In 2023, pricing data collected from brick-and-mortar clinics that
offered both in-person and telehealth care revealed that they were able to offer telehealth abortion
services at a lower rate than in-person medication abortion services.’> Given the longstanding
prohibition on using federal funds to pay for abortion, managing the cost of abortion care is
essential to ensure that patients with fewer resources are able to access the care they need.

In general, telehealth offers many opportunities for patients and providers to build trust and
rapport—and that observation holds true in the context of medication abortion. In a qualitative
study of 1,600 patients who received abortion care through telemedicine, “nearly all participants
were very satisfied with telehealth abortion,” with 98% of those surveyed reporting that they
trusted their provider.*® Patients further reported that choosing telehealth not only made abortion
care more accessible, but also allowed them to receive care more quickly and with greater privacy
in the comfort of their own home.*’

Studies also show that telehealth abortion care offers patients other significant advantages.
In a survey of medication abortion patients, those who received services by telehealth felt that the
option “allowed them to talk more freely and openly, and feel more confident about the privacy of
their abortion decision.”*® Indeed, a recent qualitative study of telehealth patients found that
telehealth mitigates some manifestations of abortion stigma by eliminating the need to visit a
physical clinic and thus reducing the visibility of one’s abortion decision.>® This benefit is all the
more essential given increased rates of anti-abortion violence and harassment at brick-and-mortar

clinics—violence and harassment specifically designed to deter or prevent access to reproductive

10
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care.®’ In short, depriving mifepristone patients of the telehealth option would impede patient
access in violation of FDA’s congressional mandate not to impede access.

3. Evidence supports FDA’s elimination of non-fatal mandatory adverse
event reporting for mifepristone

FDA determined in 2016 that it was unnecessary to require prescribers of mifepristone to
report non-fatal adverse events following the use of mifepristone given mifepristone’s stable risk
profile reflected in 15 years of mandatory serious-adverse-event reporting.®' Since then, multiple
data sources confirm that mifepristone continues to be extremely safe. FDA correctly lifted the
broad adverse-event reporting requirement in 2016, and the ongoing requirement that mifepristone
prescribers report the miniscule number of deaths following mifepristone use is extraneous.

First, FDA continues to collect data on adverse events for mifepristone through multiple
data sources, including FAERS and case reports in published medical literature, just as it does for
other drugs. See 21 U.S.C. § 355(k); 21 C.F.R. §§ 314.80, 314.81. FDA regularly relies upon stable
FAERS data in determining whether a REMS may be removed.®* Second, the medical literature
shows an adverse event rate for mifepristone when prescribed pursuant to updated standards of
evidence-based care, and in the absence of prior REMS requirements, that is comparable to the
real-world clinical data reported to FDA prior to 2016. For example, a recent large prospective
cohort study of over 6,000 patients who obtained medication abortion by telehealth had a serious
adverse event rate of only 0.25%, comparable to the rate for in-person care included in the
mifepristone labeling based on pre-2016 studies.®* In other words, there is no reason to believe
that the complication rate materially changed following the elimination of the pre-2016 adverse
event reporting requirement. And, given the infinitesimal death rate associated with (and not
proven to be caused by) mifepristone after millions of uses and decades of mandatory reporting,

there is likewise no reason to maintain this special REMS reporting requirement.

11
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C. A REMS is not necessary to ensure that mifepristone’s benefits outweigh its
risks, and the mifepristone ETASU do not fit the statutory profile

Given mifepristone’s safety, FDA has not gone far enough in eliminating burdensome,
medically unnecessary restrictions on this safe medication. As detailed below, the prescriber
certification, patient agreement, and pharmacy certification ETASUs do not enhance safety—but
do impede patient access and burden the health care delivery system. Indeed, FDA still regulates
mifepristone more stringently than nearly any other of the 20,000 drugs it regulates. Unlike the
97% of prescription drugs without a REMS—including, to take just two examples, Viagra (with a
fatality rate six-times that of mifepristone) and Jeuveau (a drug that temporarily improves the
appearance of wrinkles and whose labeling features a black-box warning of “life threatening”
breathing difficulties)}—mifepristone is among the tiny fraction of medications subject to such
regulation, alongside highly addictive and dangerous opioids.

A REMS is not necessary for mifepristone under the statutory scheme Congress has
mandated to guide FDA’s balancing of a medication’s risks and benefits. Specifically, a REMS is
permitted only if “necessary to ensure that the benefits of [a] drug outweigh [its] risks....” 21
U.S.C. § 355-1(a)(1); accord id. § 355-1(g)(4)(B)(1). Among other factors, Congress directed FDA
to consider the “seriousness of any known or potential adverse events” and “the background
incidence of such events in the population likely to use the drug, id.—a particularly meaningful
consideration here since the serious adverse events associated with mifepristone are risks of
“pregnancy itself.”% Congress further limited FDA’s authority to impose ETASU, permitting them
only where “necessary to assure safe use of the drug, because of its inherent toxicity or potential
harmfulness,” and only where “required as part of [a] strategy to mitigate a specific serious risk
listed in the labeling of the drug.” 21 U.S.C. §355-1(f)(1). Moreover, ETASU may be imposed

only when they are “commensurate with the specific serious risk[s] listed in the labeling”; must,

12
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“to the extent practicable,” “conform with [ETASU] for other drugs with similar, serious risks”;

29 ¢¢

and may “not be unduly burdensome on patient access,” “considering in particular ... patients who
have difficulty accessing health care (such as patients in rural or medically underserved areas).”
Id. §355-1(f)(1)-(2). Petitioners respectfully submit that the mifepristone REMS and ETASU do

not meet these statutory requirements.

1. Prescriber Certification

The Prescriber Certification ETASU requires would-be prescribers to fax a form to the drug
distributor attesting that they can date a pregnancy and diagnose an ectopic pregnancy; can ensure
patient access to a uterine evacuation procedure in cases of incomplete abortion or severe bleeding
and to medical facilities equipped to provide blood transfusions and resuscitation if necessary; and
have read and understood the prescribing information. Clinicians also agree to review the Patient
Agreement with the patient, answer the patient’s questions, obtain a signature, retain the signed
form, and provide the patient a copy; and (as discussed in Section B.3, above), to report any patient
deaths to the drug sponsor. As of 2023, this ETASU also requires clinicians to fulfill certain
obligations if a pharmacy will dispense the mifepristone, including providing the pharmacy with
their signed Prescriber Certification form and communicating directly with the pharmacy if the
pharmacy cannot ensure delivery within four calendar days.

For 99.5% of the over 20,000 prescription drugs it regulates, FDA does not impose a
prescriber certification ETASU.® This is true even for drugs that, unlike mifepristone, require
diagnostic tests or special screening before they can be safely prescribed. FDA has retained the
Prescriber Certification ETASU because it assumes that certification is necessary to assure that
only qualified providers will prescribe mifepristone.®® The facts, however, show otherwise. For
instance, in 2017, Canada removed its REMS-like requirements, which included a prescriber

certification requirement. While eliminating those restrictions significantly increased access to

13
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mifepristone, it had no negative impact on mifepristone’s safety or efficacy.®’

Contrary to FDA’s assumption, the Prescriber Certification ETASU is unnecessary to
assure that health care professionals prescribe mifepristone only when competent to do so because
all clinicians are ethically obligated to provide only medically necessary and appropriate care
within the scope of their training and competence.® There are countless medications not subject
to a Prescriber Certification ETASU that can be safely prescribed only when the clinician makes a
proper diagnosis, screens for contraindications, and provides instructions for any necessary follow-
up or emergency care—and there is nothing unique about prescribing mifepristone that makes this
burdensome ETASU necessary. To the contrary, as Petitioner ACOG noted in a letter to FDA nearly
a decade ago, “[a] standard clinical license should be sufficient to ensure that a practitioner meets
qualifications for prescribing mifepristone.”® Nor is it necessary to assure that a health care
professional will obtain a patient’s informed consent for mifepristone when medical ethics and
professional guidelines already require informed consent as an essential practice across all areas
of medicine, including abortion care.’”® Indeed, FDA has recognized that there is “strong adherence
to evidence-based guidelines” by clinicians who provide abortion care.”!

The Prescriber Certification ETASU also impedes patient access to mifepristone by chilling
a health care provider’s decision to offer this medication. Nearly one in ten OBGYNs responding
to a survey of Petitioner ACOG’s members were deterred from prescribing mifepristone because
of the requirement that they register with the drug sponsor.”? A qualitative survey of family
practitioners concluded that removal of the in-person dispensing requirement would not eliminate
the distinct deterrent effect of prescriber certification on would-be prescribers.”?

It is well-documented that many would-be prescribers do not register to prescribe

mifepristone because they fear anti-abortion threats and violence if their registrations became

14
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public.”® Moreover, the Pharmacy Certification ETASU requires prescribers to send their
certification form to every pharmacy that will dispense mifepristone to their patients and requires
the pharmacy to keep that form on file. Notwithstanding the important confidentiality safeguards
contained in the Pharmacy Certification’s ETASU requirement, this protocol multiplies the
possibility of a data breach and amplifies providers’ concerns for their safety and the safety of their
families. In the aftermath of the Dobbs decision, acts of anti-abortion violence and harassment
have increased dramatically in states where abortion access is protected by state law.”> The
Prescriber Certification ETASU persists in deterring providers from prescribing mifepristone and
impeding patient access.

2. Pharmacy Certification

The Pharmacy Certification ETASU is largely a means of enforcing the Prescriber
Certification requirement by “ensur[ing] that mifepristone is only dispensed pursuant to
prescriptions that are written by certified prescribers.”’® As detailed above, there is no valid reason
for maintaining Prescriber Certification, undermining any justification for this derivative ETASU.
Meanwhile, the Pharmacy Certification ETASU compounds the burdens on providers and the
health care delivery system. As Petitioners and other commenters have previously warned, the
extra costs and administrative burdens that this ETASU imposes on pharmacies disincentivizes

pharmacies from dispensing mifepristone—an assessment that FDA seemingly shared when it

9 ¢

pharmacies choosing to certify.””’

found that the Pharmacy Certification would “likely limit

Critically, FDA has not reckoned with the significant burdens the Pharmacy Certification
ETASU imposes on patients—particularly those who already face significant obstacles in
obtaining needed health care—despite a statutory requirement to assess those burdens. See 21

U.S.C. §355-1(f)(2)(C)(i1). First, the strong disincentivizing effect of the ETASU on brick-and-

mortar pharmacies leaves telehealth patients dependent on mail-order (i.e., online) pharmacies to
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access mifepristone. While it is critical that patients retain the option to have their mifepristone
mailed to them, this model does not work for everyone, as Petitioners’ members see in their
practices. Individuals who lack stable housing may not have a physical address to which a package
can be securely and confidentially mailed. Patients experiencing abuse in their household may not
be able to rely on mail delivery if they need to keep their pregnancy and abortion decision
confidential for their own safety. Patients who lack facility with computers’® or who lack reliable
internet access, such as those living in rural areas, are more likely to depend on neighborhood retail
pharmacies to access mifepristone. In such situations, the inability to use an online pharmacy may
impede access altogether.

Moreover, the Pharmacy Certification ETASU places significant burdens on the health care
delivery system by, for example, mandating that pharmacies either ensure delivery to the patient
within four days of receiving the prescription or contact the prescriber to confirm that later delivery
is acceptable. In their discussions with FDA, the drug sponsors noted that this means a default of
“two-day or next day shipping,” and noted concerns about the resulting “affordability of shipping
services.”” Indeed, this four-day requirement makes expedited delivery the default option—
effectively increasing shipping costs for all patients—even when delivery on a longer timeline is
clinically appropriate. To be sure, Petitioners are deeply invested in ensuring timely access to
health care. But mifepristone is no different from the countless other time-sensitive medications
dispensed through pharmacies without a Pharmacy Certification ETASU mandating such
deadlines.®® As the sponsors made clear, “the professional practice of pharmacy requires that
pharmacies promptly dispense products to patients upon receiving the prescription or swiftly
communicate with the patient and prescriber if that is not possible within the appropriate clinical

window.”®! And FDA found no increase in adverse events when mail-order pharmacies dispensed
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mifepristone during the COVID-19 pandemic with no delivery-date mandate.® At bottom, while
timely access to health care is certainly critical, it is not in mifepristone patients’ best interests for
FDA to impose delivery restrictions that needlessly increase the cost of abortion care and deter
pharmacies from dispensing this medication.

Additionally, the Pharmacy Certification ETASU means that prescribers cannot simply
issue a prescription to the patient’s preferred pharmacy location, as they do with virtually all other
medications (including other time-sensitive medications). Instead, they have to contact any
pharmacy their patients may seek to use in order to identify one that is certified to dispense
mifepristone. As a practical matter, since so few pharmacies are certified, the Pharmacy
Certification ETASU results in additional burdens and delay.

3. Patient Agreement

The Patient Agreement ETASU requires the patient to sign an FDA-approved form stating
that they are taking mifepristone because they have “decided ... to end [their] pregnancy,” that they
will follow a particular clinical protocol, and that they understand when and how to seek follow-
up or emergency care. Notably, in 2016, FDA’s own scientific review team determined that this
ETASU was “duplicative” of the Medication Guide that every patient receives and “does not add
to safe use conditions” and, accordingly, recommended its elimination.®® However, FDA’s
Commissioner at the time overrode the review team’s recommendation, leading FDA to maintain
this ETASU.™

In choosing to again retain this requirement in 2023, FDA speculated that new mifepristone
prescribers might not provide appropriate counseling and obtain informed consent absent the
Patient Agreement ETASU.% FDA’s speculation, however, cannot be reconciled with the Agency’s
recognition that, in general, “informed consent in medicine is an established practice.”® As noted

above in Section C.1, informed consent is part of the professional guidelines governing abortion
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care.’” And, as FDA recognizes, the “same risk information” contained in the Patient Agreement
is contained in the Medication Guide that all patients receive.®® FDA did not identify any evidence
suggesting that new prescribers of mifepristone would shirk these professional norms; in fact, the
Agency routinely approves entirely new drugs without a patient agreement ETASU, even though
every prescriber will be unfamiliar with that new medication. This evidence justifies “remov[ing]
this REMS requirement[] . . . based on the integration of the REMS safe use condition into clinical
practice,® as the Agency has done for other drugs.

FDA acknowledged in 2016 that the Patient Agreement ETASU “is a burden for patients.””’
It can also be a burden for qualified health care providers who seek to prescribe mifepristone, since
they often must struggle with administrative complexities associated with integrating the Patient
Agreement form into existing clinical record systems.”! In the course of its reviews of the
mifepristone REMS, the Agency has never explained why it believes this ETASU’s burdens are
essential to ensure that mifepristone’s benefits outweigh its risks.

D. FDA should have reviewed all relevant data in its most recent REMS review

During FDA’s most recent REMS review, FDA excluded from consideration information
that was directly relevant to the Agency’s statutory obligation to ensure that an ETASU is “not ...
unduly burdensome on patient access” (especially for those patients in “rural or medically
underserved areas”), as well as the requirement that FDA “minimize the burden on the health care
delivery system” when imposing ETASU. 21 U.S.C. §§ 355-1(f)(2)(C), (D).”* That information
included input from Petitioners and other associations of health care professionals on the burdens
imposed by the REMS, as well as “[d]ata on the logistics of accessing abortion care in general,
such as time to appointment or the distance traveled to obtain care.””?

These exclusions prevented FDA from accurately assessing the burdens that the

mifepristone ETASU impose on patient access and the health care system. Petitioners respectfully
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submit that this was a significant misstep, which deprived FDA of information directly relevant to
the applicable statutory requirements. Petitioners therefore urge FDA to revisit this highly relevant
evidence from 2022 or earlier as well as the more recent evidence cited above confirming that
mifepristone remains extremely safe and effective after FDA’s 2016 and 2023 changes to the
REMS and mifepristone label and that those regulatory updates reduced needless burdens.

E. In the alternative, and at an absolute minimum, FDA must maintain the status
quo with respect to mifepristone

At the very minimum, based on the evidence detailed above of mifepristone’s ongoing
safety and efficacy, there is no medical basis to further restrict access beyond the status quo as of
January 2023 by, for instance, reinstating any previously withdrawn ETASU; increasing the
burdens of the existing ETASU; imposing a new ETASU; or modifying the mifepristone labeling
to be inconsistent with prevailing standards of evidence-based care. As discussed in Section B,
numerous high-quality studies show that mifepristone’s safety profile remained strong and stable
even after FDA removed the special non-fatal adverse-event reporting requirement, permitted
APCs to independently prescribe mifepristone where permitted by state law, and eliminated the
in-person dispensing requirement. To be sure, anti-abortion activists have pointed to other
publications in support of their efforts to reinstate previous, superseded ETASU, such as the five
articles attached to the complaint in Alliance v. Hippocratic Medicine, No. 2:22-cv-00223-Z (N.D.
Tex.). But as FDA recognized at the time, none of these articles contains “safety data relevant to”
the removal of the in-person dispensing requirement.”*

Conversely, the evidence is clear that reinstating the prior ETASU would impede patient
access. For example, one recent study found that telehealth plays an “instrumental role in obtaining

an abortion among patient populations who are known to face the most structural barriers to

abortion care,” particularly “those residing in rural areas, and those who resided far from an
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abortion facility.””> Reinstating the prior ETASU would demonstrably impede patient access,
particularly for “patients who have difficulty accessing health care,” in violation of the statutory

command of 21 U.S.C. § 355-1(f)(2).

ENVIRONMENTAL IMPACT
Petitioners’ proposal is categorically exempt from the requirement of an environmental

impact statement under 21 C.F.R. § 25.31(a) or 21 C.F.R. § 25.31(b).

ECONOMIC IMPACT

No information required at this time.

CERTIFICATION

Petitioners certify that, to the best of our knowledge and belief, this petition includes all
information and views on which the petition relies, and that it includes representative data and

information known to the petitioners which are unfavorable to the petition.
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