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Dangers of Relaxed Restrictions on Mifepristone

Obstetricians and gynecologists have a duty to care for the lives of both the pregnant pa-
tients and their preborn children. Medication abortion using mifepristone not only ends the
life of the preborn child but also poses significant risks to women, which vary according to
the circumstances under which the drugs are administered. The current efforts to relax re-
strictions on medication abortions demand an outline of the dangers to women from the
use of mifepristone and misoprostol without adequate medical supervision.

Background

Medication Abortion History

Medication abortion is accomplished
with two medications: mifepristone (a po-
tent progesterone receptor antagonist)
and misoprostol (a prostaglandin utero-
tonic) one to two days later. The Food and
Drug Administration (FDA) initially ap-
proved mifepristone for medication abor-
tion in September 2000 under restricted
distribution regulations to ensure the safe
use of the product.' In 2011, the FDA insti-
tuted a Risk Evaluation and Mitigation
Strategy (REMS) for mifepristone, which
incorporated the 2000 restrictions.?®

In 2016, the FDA changed the drug proto-
col, relaxed the prescribing requirements,
and eliminated the adverse event

reporting requirements unless the event
was a maternal death (see Table 1 for a
comparison of all changes in required
safety measures). The FDA further re-
laxed the criteria in 2020 during the
covid-19 pandemic, eliminating the re-
quirement for any in-person interaction.*
At the time of publication, medication
abortion may be administered without a
physical exam or ultrasound to confirm
the location and age of the pregnancy,
Rhesus antigen (Rh) status testing, or any
interaction with a physician.

Apart from disagreeing with abortion in
principle, the American Association of
Pro-Life OB/GYNs (AAPLOG) is greatly
concerned that the relaxed prescribing
requirements and "hands-off" approach
are hazardous to women's health.
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Regardless of their view on the ethics of
abortion, all healthcare providers should
agree that abortion should be as safe as
possible when it is performed.

REMS and Prescribing Requirements

When initially approved, medication
abortion was approved up to 49 days of
gestation using 600 milligrams (mg) of
mifepristone orally, followed two days
later by 400 micrograms (mcg) of miso-
prostol orally. The prescriber had to be a
licensed physician who was required to
sign and return a Prescriber Agreement
Form to the manufacturer, and who was
capable of ruling out ectopic pregnancy,
dating pregnancy accurately, and could
provide or arrange medical care includ-
ing surgical treatment of incomplete
abortion and blood transfusion." There
were three required office visits (days 1,
3,and 14), and providers were required to
report any severe adverse event, includ-
ing hospitalization, blood product trans-
fusion, maternal death, or ongoing preg-
nancy.

In 2011, the FDA instituted a Risk Evalua-
tion and Mitigation Strategy (REMS) for
mifepristone, incorporating these re-
strictions.?® In 2016, the FDA extended the
gestational age limit from 49 days to 70
days, changed the mifepristone dose
from 600 mg to 200 mg, changed the
misoprostol dose from 400 mcg orally on
Day 3 to 800 mcg buccally on Day 2 or
Day 3, allowed non-physicians to become

N ( Evidence-Based Guidelines for Pro-Life Practice

prescribers, reduced the number of re-
quired office visits from three to just one
follow up office visit, and permitted a re-
peat dose of misoprostol for retained
products of conception. Additionally, the
abortion provider was not required to re-
port any complications except maternal
death. The timing of these changes is still
visible on the package insert, since this
was the last suite of sweeping changes.®

In July 2020, during the covid-19 pan-
demic, a federal judge suspended the re-
quirement for in-person dispensing of
mifepristone. In January 2021, the Su-
preme Court ordered that women visit a
doctor's office, hospital, or clinic in person
to obtain mifepristone.® However, in April
2021, the FDA informed the American
College of Obstetricians and Gynecol-
ogists (ACOG) that in-person dispensing
was not required.*’

Complications

As with any medical intervention, compli-
cations can and do occur with medication
abortion. The most common serious ad-
verse events are retained products of
conception, bleeding, infection, and on-
going pregnancy.® Missed ectopic preg-
nancy has also been documented.®™
There have been twenty-four deaths in
the United States reported after medica-
tion abortion.” The rates of these compli-
cations is difficult to assess, as studies
are



Table 1. Summary of the history of prescribing requirements.

Date 2000, Confirmed 2011 2016 2020-2021
Regimen Day 1: Mifepristone 600 mg Day 1: Mifepristone 300 Day 1: Mifepristone 300
orally mg orally mg orally
Day 3 Misoprostol 400 mcg Day 2 or 3 Misoprostol Day 2 or 3 Misoprostol
orally 800 mcg buccally 800 mcg buccally
No repeat misoprostol dose | Additional dose miso- Additional dose miso-
prostol if expulsion has prostol if expulsion has
not occurred. not occurred.
Maximum 49 days 70 days 70 days
gestation
Prescriber Physician Healthcare provider Healthcare provider
e Ability to assessthe du- | ¢ Same requirements e Same requirements
ration of pregnancy ac- as 2000, but no phy- as 2000, but no phy-
curately sician required sician required
¢ Ability to diagnose ec-
topic pregnancies
e Ability to provide surgi-
cal intervention in cases
of incomplete abortion
or severe bleeding, or to
have made plans to pro-
vide care through others
e Able to assure access to
medical facilities
equipped to provide
blood transfusions and
resuscitation if neces-
sary.
e Sign Prescriber agree-
ment form
Agreement The patient must sign in per- | The patient must sign in The patient does not
form son person need to sign in person
Required Three office visits (days One office visit (day 14) No in-person interaction
office visits 1,3,14) required during the
COVID-19 pandemic
Dispensing Dispensed to patients in per- | Dispensed to patients in May be dispensed by
location son only in clinics, medical person only in clinics, mail or through mail or-
offices, and hospitals by or medical offices, and hos- | der pharmacy
under the supervision of a pitals by or under the su-
certified prescriber. pervision of a certified
prescriber.
Reporting Must report any serious ad- Must report only deaths Must report only deaths
requirements | verse event, hospitalization,
and ongoing pregnancy

AAPLOG Committee Opinion. This document was developed by five authors on the Research Committee.

Committee Opinions summarize best practices that form an important part of pro-life practice.




conflicting. Still, complication rates in
published papers generally fall within the
range of 3-20%, depending on study de-
sign and inclusion criteria.>™?

There is reason to believe that adverse
events are underreported. The FDA esti-
mates that 3.7 million medication abor-
tions occurred between 2000 and 2018.°
If the rate of serious adverse events such
as emergency room visit is posited to be
a conservative 2%," then approximately
74,000 complications would be docu-
mented. Two analyses examined the ad-
verse event reports (AERs) between 2000
to 2019 and documented 607" and 3197°
events. This total of 3804 AERs suggests
that the FDA received only 5% of an esti-
mated 74,000 serious adverse events. The
reason for this underreporting is not
known, but several possibilities may be
considered.

First, reporting adverse events besides
death is not required. Busy clinicians may
opt not to report even serious adverse
events when not required to do so.

Second, many complications from medi-
cation abortion are managed by clini-
cians other than the abortion provider.
One study showed that less than 40% of
unplanned dilation and curettage after
medication abortion are done by abortion
providers.® These other providers may be
unaware of the relationship between
medication abortion and the adverse
event, and may be less likely to report it.
As a corollary, abortion providers may be
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unaware that a complication occurred if
they do not manage it.

Third, some advocates encourage pa-
tients with a possible adverse event to
avoid disclosing their abortion.” This pre-
vents clinicians from linking the adverse
event to mifepristone.

Fourth, even providers who report ad-
verse events do not always take time to
include sufficient data, or data is not
made available. An evaluation of the ad-
verse event reports showed that 16% of
reports since 2000 contained so little clin-
ical data that severity of the AER could
not be determined.® This suggests that
the reporting portal may pose excessive
administrative and time burden on pro-
viders treating a reportable event.

Clinical Questions and Answers

Q Don't current studies suggest that
medication abortion is very safe?

The current studies on medication abor-
tion are conflicting. A 2015 systematic re-
view on this topic documented an effi-
cacy rate of 96.6%, an ongoing preg-
nancy rate of 0.8%, a transfusion rate of
0.03% to 0.06%, and a hospitalization
rate of 0.04 to 0.9%."? However, this re-
view requires further examination. The
complication rates for buccal misoprostol
were obtained from only five studies, and
96% of the data was from only two



studies.®” These two studies lost over
15% of patients to follow-up, and neither
evaluated emergency room visits. The
loss to follow-up rate and the failure to
account for potential adverse events in
emergency departments are serious
weaknesses of these studies, and this
weakens the claim of the systematic re-
view that relies so heavily on their conclu-
sions.

But what other data is available? In 2009,
all women in Finland undergoing abor-
tion before 63 days' gestation between
2000 and 2006 were followed up to 42
days postpartum using national health
registries.”® This study may be more accu-
rate than U.S. studies because healthcare
is centralized. The incidence of adverse
events was four times higher among
women who underwent medication abor-
tion compared to women who underwent
surgical abortion (20 vs. 5.6%, p < 0.001).
This was largely driven by the higher rate
of hemorrhage with medication abortion
(15.6 vs. 2.1%, p < 0.001), but higher rates
of incomplete abortion (6.7 vs. 1.6%, p <
0.001) and unplanned surgical evacuation
(5.9 vs. 1.8%, p < 0.001) also contributed.

In 2013, a systematic review combined 87
trials utilizing mifepristone 200 mg fol-
lowed by misoprostol at less than 63 days
gestation, incorporating 45,528 abortion
outcomes." Treatment failure occurred in
4.8% of cases and ongoing pregnancy in
11%. Treatment failure was higher at
higher gestational ages: specifically,
treatment failure was higher in trials
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where at least one out of four women
were more than 8 weeks' gestational age,
or greater than 56 days' gestation (OR 1.5,
95% CI 1.1-2.0). Most of the studies were
small studies, with only seven having
more than 1000 patients. Almost 40% (46
of 119) of the hospitalizations occurred in
a single trial from the United Kingdom
(UK), which followed 4132 medication
abortions from 1994 to 2001.” In this large
trial from a developed country with cen-
tralized healthcare, about 1% of women
undergoing medication abortion were
hospitalized. The review, in contrast, con-
cludes that only 0.3% of all women are
hospitalized after medication abortion;
this order of magnitude difference may
represent dilution of good data (the U.K.
study’s 1% hospitalization rate) with miss-
ing or suboptimal data in smaller studies
with less reliable follow-up.

In 2018, the National Academies of Sci-
ences, Engineering, and Medicine pub-
lished The Safety and Quality of Abortion
Care in the U.S., which asserted that abor-
tion is extremely safe.?’ This report cites
pro-choice funding sources without a
conflict of interest statement, including
the Susan Thompson Buffett Foundation,
which alone has been estimated to have
donated $1.2 billion to pro-abortion or-
ganizations.?’ This report excludes an
large number of studies with findings that
contradict its conclusion that serious
complications after abortion are rare. As
a result, the report concludes that abor-
tions can be performed safely in an office-



based or telemedicine setting, that no
special equipment or emergency ar-
rangements are required, and that it can
safely be performed by certified nurse
midwives, nurse practitioners, and physi-
cian assistants.?°

Some of the studies to which this report
refers have flaws. One study in the Na-
tional Academies report reported that
99.6% of medication abortions were suc-
cessful, but also reported that 2.1% re-
quired surgical aspiration. The need for
surgical intervention, by definition, makes
these medication abortions unsuccess-
ful.2

A second study® found that 6.4% of
women have an emergency department
visit within 6 weeks of medication abor-
tion, but attributed only 0.87% of these to
abortion in the abstract. A close reading
of the text discloses that “40.5% [of the
3,631 emergency room visits] (n=1,431)
were abortion-related,” which represents
2.6% of the 54,911 abortions. The reason
that the majority of these were dismissed
was related to documentation: “Among
abortion-related visits, two thirds (66.6%,
n=953) were cases in which a patient
presented with abortion-related symp-
toms but did not receive a pathologic di-
agnosis or treatment.” The authors of the
present document have grave concerns
about treating emergency room docu-
mentation as equivalent to careful data
safety monitoring documentation of the
true nature of adverse events.
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A second study in the National Acade-
mies report documented a very low inci-
dence of serious abortion complications
by reviewing Planned Parenthood health
centers' data.?? However, abortion provid-
ers do not provide the majority of the care
of abortion complications,® nor do all of
them maintain hospital privileges with
which to do so, as was seen when the
number of abortion providers dropped
precipitously in Texas following passage
of a hospital privilege requirement in
2014.2

Q How are women who seek medica-
tion abortion evaluated for ectopic
pregnancy?

Ruling out an ectopic pregnancy is im-
portant, as mifepristone (with or without
misoprostol) is not an acceptable treat-
ment for ectopic pregnancy when used
alone.” Providers cannot screen for ec-
topic pregnancy by risk factors alone
(such as prior ectopic pregnancy), since
half of women with ectopic pregnancies
have no risk factors for it.% Ectopic im-
plantation causes about 6% of maternal
deaths when untreated, but when
treated, this figure drops to 0.05%.%"28
Thus, recognition and treatment are key
in preventing mortality.

Mortality from ectopic pregnancy is al-
ready higher in women seeking abor-
tion.?® The rate of mortality associated



with ectopic pregnancy was 1.3 times
higher in these patients; in at least 60% of
the deaths, care was delayed because of
the failure to recognize the diagnosis of
ectopic pregnancy. The current relaxation
of restrictions on medication abortion
mean that there is no required exam or ul-
trasound. There is also no opportunity to
assess for chorionic villi as in surgical
abortion. This abandonment of the re-
sponsibility to patients at risk of death
from ectopic pregnancy is unacceptable.

Q How can gestational age be deter-
mined without an ultrasound or
exam? What are the risks of inaccu-
rate gestational age?

Higher gestational age is associated with
higher failure rates of medication abor-
tion, as noted above, even within the 70
day FDA-approved window, with failure
rates rising after week 8, approaching
7% at 10 weeks,? and reaching 40% in the
second trimester.*°

Relying on women's reported LMP may
be inaccurate due to faulty recollection,
irregular menses, or implantation bleed-
ing—as many as 40% of women are re-
dated using first trimester ultrasound.®

Accurate confirmation of gestational age
reduces the potential for taking medica-
tion abortion pills outside of recom-
mended window or giving the patient
falsely elevated chances of a successful
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abortion with this technique. Informed
consent is a professional obligation, and
it would be impossible to tailor counsel-
ing about medication abortion to each
patient if gestational ages are not con-
firmed.

Q Should women undergoing medi-
cal abortion undergo evaluation for
Rh status and Rh D immune globu-
lin administration?

Evaluation of Rhesus antibody status
("Rh status”) and provision of Rhogam, if
indicated, can prevent a mother from
mounting an immune response to her fu-
ture unborn children*> ACOG recom-
mends that “Rh D immune globulin ... be
given to Rh D-negative women who have
a pregnancy termination, either medical
or surgical."®* ACOG further states that
"Rh testing is standard of care in the U.S.
and Rh immunoglobulin should be ad-
ministered if indicated."*?

There are no studies that specifically ad-
dress the risk of alloimmunization to Rh-
negative women during medication abor-
tions. However, the risk of alloimmuniza-
tion during 1st-trimester surgical abortion
is 4.6% without Rh D immune globulin.®*
Giving Rh D immune globulin to at-risk
women decreases the risk of alloimmun-
ization from 13-16% to 0.5 - 1.8%.%%3¢ Ig-
noring these recommendations may have
significant consequences since 14% of
untreated alloimmunized infants will be



stillborn, and half will suffer neonatal
death or brain injury.®” Failure to docu-
ment Rh status with bloodwork is lower-
ing the standard of care to that of a coun-
try without a prophylaxis program.

Q What do the studies on telemedi-
cine abortion show?

A retrospective cohort study by a consult-
ant for Planned Parenthood showed that
few adverse events were reported to the
manufacturer after telemedicine distribu-
tion of medication abortion pills.3® As al-
ready noted, the rate of adverse events
are vulnerable to the deficiencies in this
data.’®

But missing data is not the only concern
with applying studies like this to exclu-
sively virtual telemedicine visits. In this
study, “telemedicine” abortions included
a physical exam, ultrasound, and on-site
labs. The only “telemedicine” was a video
consultation with an off-site physician.
This study cannot be used to show the
safety of no-contact abortions.

Likewise, a 2019 paper studying almost
6000 abortions claimed that telemedicine
abortions were safe compared to in-per-
son.*®* However, women in the telemedi-
cine group and in the in-person groups all
had in-person ultrasounds, labwork,
counseling, and consent. The only
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difference between groups was in the
distribution of the pills.

Interestingly, despite no practical differ-
ence in the provision of abortion between
groups, there was a disparity in incom-
plete abortions: 1.4% of telemedicine
abortions failed and required dilation and
curettage, compared to 4.5% of standard
medication abortions. The reason for this
is likely related to the 40% loss to follow-
up rate in this study (compared to 23%
loss to follow-up in standard care pa-
tients). This demonstrates vividly one of
the significant problems with remotely
prescribed abortions. Once a woman re-
ceives the pills, she may be left to deal
with complications on her own.

Removing all testing recommendations
(that were previously considered stand-
ard of care) is such a new approach that
studies do not exist to demonstrate the
full range of adverse events. As noted
above, complications will undoubtedly be
higher. However, a small study of over-
the-counter provision of medical abortion
in India suggests that complications from
unsupervised distribution will be dis-
tressingly frequent.*® Of 40 patients, 27%
consumed the pills after the gestational
age limit, 77% presented with excessive
bleeding, 12% presented with severe ane-
mia, and 5% presented in shock. Surgical
evacuation was required in 2/3 (67%) of
these women, 12% required transfusion,
and 7% experienced sepsis. No



medication with this side effect panel
should be permitted without careful su-
pervision.

Q What data did the FDA use to jus-
tify removing the REMS re-
strictions?

In her letter justifying the removal of
these restrictions, acting FDA commis-
sioner Janet Woodcock referenced only
four studies. The first was a small Hawai-
ian study (334 patients), which suggested
that women receiving mifepristone and
misoprostol by mail had lower failure
rates (2.9%) than those cared for in the
clinic (6.4%).* The authors of the present
document are concerned that this is re-
lated to loss to follow-up after remote
prescribing, just as in other studies cited
above,"3

The second study referenced by the FDA
letter was a larger U.S-based study that
documented telemedicine medication
abortion during the covid-19 pandemic.
The original protocol required a facility-
based test of eligibility for medication
abortion, such as a physical exam or ul-
trasound and a determination by a clini-
cian that the patient was of less than 70
days' gestation and did not have an ec-
topic pregnancy. However, 64.1% of
women did not have a facility-based test,
attributed to the pandemic.*? In the study
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population taken as a whole, 6% of
women had emergency room visits re-
lated to abortion after medication abor-
tion, and 5% required a surgical proce-
dure; these adverse events were not ex-
amined separately among women who
did or did not receive a facility-based test,
making this study unable to comment on
the safety of this approach. 13% of out-
comes were unknown; separate loss to
follow-up rates were not published for
women who did or did not receive a facil-
ity-based test.

The third study was UK-based and re-
ported almost 30,000 tele-abortions with-
out ultrasound, compared to a similar
number of women who received in-per-
son ultrasound and screening.”®* The
study cited its own main weakness as
“actively to follow up patients after their
abortion,” and did not specify the number
of women lost to follow-up in either
group. However, the National Health Ser-
vice (NHS) is a robust backup mecha-
nism given its centralized record-keep-
ing, and the UK also has a reporting sys-
tem in place for adverse events.

The fourth study was a Scottish study of
663 patients who received medication
abortions without ultrasound or Rh test-
ing.** Of these, 8.4% sought in-person
care after their telemedicine abortion,
and 8.7% presented to in-person care for
contraception shortly afterwards. One ec-
topic pregnancy was caught because this



woman happened to have an ultrasound
prior to her telemedicine management.

In her letter, Woodcock also stated that
the small number of adverse events re-
ported to the FDA during the COVID-19
pandemic does not indicate that any de-
viation or non-compliance with the REMS
program contributed to the adverse
events. As noted previously, currently re-
porting of adverse events (other than
death) is not required. It is unclear how
any conclusion about the safety of mife-
pristone can be drawn from voluntary re-
porting.

These are not the only studies of telemed-
icine abortion, but special attention has
been paid to these, given their role in
changing the FDA’'s approach to mife-
pristone.

Q What are additional factors to con-
sider about the dangers of remote
prescription of medical abortion
without standard testing?

First, mandatory provider training and
patient consent help ensure that the pro-
vider and patient are both aware of the
unique risks of medication abortion. This
measure contributes to informed con-
sent.

Second, mifepristone must be dispensed
directly to the woman seeking an abor-
tion. This requirement prevents use in
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reproductive coercion, a type of abuse to
which women seeking abortion are par-
ticularly vulnerable.®s# Intimate partner
violence is associated with abortion and
with repeat abortions,* and this is partic-
ularly true of adolescents*® and women
being trafficked for sex.*® This is a con-
cern that bridges gaps and is seen in
heartfelt documents from ACOG and the
National Abortion Federation.%°%" Interac-
tion with the health care system is an op-
portunity for these women to be identified
and helped, but availability of medication
abortion to abusers removes this oppor-
tunity.

Third, removal of in-person interaction
brings into question the adequacy of in-
formed consent. As with any medical pro-
cedure or intervention, a thorough dis-
cussion of the advantages, disad-
vantages, risks, and alternatives is essen-
tial. Reducing a significant life decision
like abortion to a remote interaction is a
disservice. Any woman seeking an abor-
tion deserves to be afforded adequate
counseling and discussion with her phy-
sician before proceeding.

Fourth, currently, an abortion provider
must intentionally register to prescribe
mifepristone; removing this restriction
may create pressure on other healthcare
providers and pharmacists to provide
mifepristone. Currently, most physicians
do not perform abortions.

Fifth and finally, a provider is obligated to
provide surgical intervention in the 5-8%
of cases where medical abortion fails.
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Without a robust physician-patient rela-
tionship or proximity to emergency care,
a woman experiencing a complication
will be on her own to seek out care. This
is suggested by the disparate follow-up
rates and rates of adverse outcomes in
the telemedicine groups in several stud-
ies cited above.

Summary of Recommendations
and Conclusion

The following recommendations are
based on good and consistent scientific
evidence (Level A):

1. Ultrasound and exam before med-
ication abortion to confirm gesta-
tional age and evaluate for ectopic
pregnancy are important to mater-
nal safety.

2. All pregnant women undergoing
medication abortion or otherwise
should be evaluated for Rh status
and offered Rh D immune globulin
if indicated.

The following recommendations are
based on limited and inconsistent scien-
tific evidence (Level B):

1. Consultation with a physician is
essential before medication abor-
tion to provide counseling and dis-
cuss risks and alternatives, includ-
ing surgical abortion, which is
safer.
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2. The Food and Drug Administration
should restore the 2011 REMS and
add requirements for ultrasound ,
physical exam, and labwork.

The following recommendations are
based primarily on consensus and expert
opinion (Level C):

1. In-person follow-up after medica-
tion abortion is essential to ensure
maternal safety.

2. Aregistry should be established to
track complications of medication
abortion prospectively.
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