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Medication for Early Pregnancy Termination

Rebecca H. Cohen, MD, MPH; Stephanie B. Teal, MD, MPH

The US Food and Drug Administration (FDA) first approved a medi-
cation abortion regimen in 2000, which consisted of mifepristone
(aprogesterone antagonist that causes pregnancy tissue to detach from
the endometrium) and misoprostol (a prostaglandin that induces cer-
vical softening and uterine contractions). Current evidence-based
regimens still rely on this drug combination, which is approved for
abortions up to 10 weeks' gestational age. In2017in the US, medication
abortions accounted for an estimated 60% of abortions at less than
10 weeks' gestation.!

Patients may opt to terminate an early pregnancy with medi-
cation rather than dilation and curettage because they perceive
it as more private and less invasive.? Patients may prefer being in
control of the timing and setting of their abortion or may have con-
cerns about surgery and its potential complications.? As legislative
barriers continue to reduce the ability of physicians to provide and
of patients to access procedural abortions, the use of medication
abortion will likely increase.! Medication abortion regimens are within
the scope of care of clinicians who can diagnose pregnancy, esti-
mate gestational age, discuss pregnancy options, have knowledge
of medication adverse effects and safety, provide follow-up, and
identify and manage (or refer for management of) complications.>
Contraindications to medication abortion are summarized in the Box.

Prescribing for Medication Abortion
Gestational age is typically determined by the date of the last men-
strual period. Although preprocedure ultrasonography is common,
mandatory ultrasonography can pose a barrier to access.* In asymp-
tomatic patients without risk factors for ectopic pregnancy (such as
known tubal occlusion) or inaccurate self-estimation of gestational age
(such as irregular menses or conception while using contraception),
less than 1% of presumed early pregnancies are too advanced for medi-
cation abortion or are found to be ectopic pregnancies.>®

The regimen for medication abortionincludes mifepristone, 200
mg, given orally, followed by misoprostol, 800 pg, buccally 24t0 48
hours later or vaginally 6 to 48 hours later. Prophylactic antibiotics
and routine measuring of hemoglobin levels are not recommended.?

The American College of Obstetricians and Gynecologists rec-
ommends offering Rh blood testing for patients with unknown Rh
status and Rh immunoglobulin testing for those with Rh-negative
blood types.2However, the risk of Rh sensitization after early abor-
tion is negligible based on in vitro data,” and clinicians can consider
forgoing this testing for medication abortion for patients at less than
70 days' (10 weeks') gestation.* As with all pregnancy-related vis-
its, clinicians should assess partner/family support and screen for risk
of violence.

Patient Experience

Patients typically have minimal or no symptoms with mifepristone
and are expected to have strong cramping and heavy bleeding with
use of misoprostol. Nonsteroidal anti-inflammatory drugs are more
effective than acetaminophen (paracetamol) for pain manage-
ment, and opioids should be used rarely, if at all.2
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Box. Medication Abortion Contraindications and Cautions

Medication Abortion Contraindications
Pregnancy >70 days' (10 weeks') gestation®

Allergy to mifepristone or misoprostol

Intrauterine device in place (can proceed after removal)
Inherited porphyria

Adrenal insufficiency or chronic adrenal failure
Concurrent use of long-term corticosteroid therapy
Bleeding disorder or use of anticoagulant therapy

Current ectopic pregnancy

Use Cautiously
Patients with severe anemia

Patients at high risk of loss to follow-up (eg, lack of phone
or transportation)

Obtain Ultrasonography Before Providing Medication Abortion
Irregular or uncertain last menstrual period

Vaginal bleeding

Unilateral abdominal pain

History of ectopic pregnancy

Conceived with intrauterine device in place or after tubal ligation
@ The FDA approved medication abortion until 70 days' gestation. When

clinical access is limited (eg, due to the pandemic), it can safely be offered
until 77 days' gestation.

Although cramping and bleeding diminish after the pregnancy
tissue passes, light crampingis normal for a few days and light bleed-
ing is common for a few weeks. Common adverse effects of miso-
prostol include nausea or vomiting (up to 30% of patients), diar-
rhea (up to 25% of patients), and low-grade fever or chills (up to 50%
of patients) within 24 hours of administration. Pregnancy symp-
toms, such as nausea and fatigue, typically resolve within1week af-
ter complete medication abortion.

Follow-up

The FDA requires that patients initiating medication abortion follow up
with their clinician about 7 to 14 days after taking mifepristone to assess
for completion and complications.? Prior to the COVID-19 pandemic,
ultrasonography was typically used to document expulsion of the ges-
tational sac. Sonographic endometrial stripe thickness varies after
medication abortion and a “thickened"” stripe alone does not require
intervention if the patient is hemodynamically stable without heavy
bleeding or signs of infection.? A review of 6 randomized clinical trials
that involved 6886 patients reported that remote follow-up by tele-
phone, text, or online questionnaire using symptom checklists, followed
by confirmatory urine pregnancy test 4 to 5 weeks after receiving mife-
pristone, was preferred by patients and equally effective at detecting
ongoing pregnancy compared with an in-person visit.&
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Contraception

Fertility returns rapidly after medication abortion. Clinicians can safely
provide any form of contraception, except for intrauterine devices, at
mifepristoneingestion.? Contraceptive implants and medroxyproges-
terone acetateinjection can beinitiatedimmediately, obviating the need
for a second visit in many cases. Contraceptive pills, patches, or rings
can be prescribed at the time of mifepristone provision and started af-
ter pregnancy expulsion.

Risks and Management of Complications
In some cases, the pregnancy is not terminated after administra-
tion of medications for inducing abortion and continues to be vi-
able, with this risk increasing with gestational age (less than 0.5%
priorto 7 weeks; up to 3.4% at 10 weeks).> Because misoprostol can
be teratogenic, patients with ongoing pregnancy should be coun-
seled on the risks and benefits of repeating the medication abor-
tionregimen, having a uterine aspiration abortion, or continuing the
pregnancy. Retained nonviable pregnancy tissue occursin less than
3% of cases and can be managed expectantly with repeat misopros-
tol or with dilation and curettage based on patient preference.?
Hemorrhage and infection are rare but serious complications and
require prompt evaluation. Patients should be evaluated if they have
unusually heavy bleeding (soaking >2 pads/h for >2 hin arow), fever
more than 24 hours after using misoprostol, recurrence of severe ab-
dominal pain after passage of pregnancy tissue, or persistence of preg-
nancy symptoms more than1week after medication abortion. Clinicians
canreassure patients and families that medication abortion has not been
associated with long-term adverse mental health (anxiety, depression,
or suicidality) or physical health outcomes, including future fertility.”

No-Test Medication Abortion
Since FDA approval, mifepristone has been subject to a Risk Evalu-
ation and Mitigation Strategy (REMS).3

The REMS required that ordering clinicians register with mifepris-
tone distributors and that the drug be dispensed directly to patients
in clinics rather than sold through retail pharmacies. In response to
the COVID-19 pandemic, the FDA permanently removed the in-
person dispensing requirement for mifepristone. Protocols were de-
veloped for provision of medication abortion without ultrasonogra-
phy or blood testing.* Pregnant individuals with a gestational age of
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less than 77 days who have norisk factors or symptoms of ectopic preg-
nancy can be offered mifepristone and misoprostol without testing,
recognizing the less than 1% risk of missing an ectopic pregnancy or
more advanced gestation.>® Some states require that the prescribing
clinician be physically present when mifepristone is administered,
effectively preempting the use of telehealth abortion services.

Self-managed Medication Abortion
Some people may opt to purchase mifepristone and misoprostol out-
side of the formal medical system, such as from entities that pro-
vide mail-order medication and advertise these services outside of
US prescribing regulations, especially in places where access to abor-
tion care is restricted.'® After taking the medications, these pa-
tients may present for evaluation with pain or bleeding similar to mis-
carriage. Evaluation should focus on confirming complete abortion
via ultrasonography and managing rare complications, such as hem-
orrhage or infection.'®

Although self-managed medication abortion is illegal in some
states, clinicians who provide care for these patients should focus
on patient safety. Clinician reporting of suspected self-managed
medication abortion to authorities violates patients' right to pri-
vacy and delays effective medical care.’®

Legal and Regulatory Issues

In2018, the National Academies of Sciences, Engineering, and Medi-
cinereleased areport that demonstrated no benefit to patient health
or safety from the many regulations related to abortion provision,®
including no benefit to assigning mifepristone a restrictive REMS.
Nevertheless, clinicians must be familiar with their state laws re-
garding medication abortion, including gestational age limits,
parental consent or notification requirements for minors, waiting
periods, elements of counseling (eg, state-mandated scripts or ul-
trasonography viewing), and follow-up.

Summary

Medication abortionis safe, effective, and widely used in the US and
it meets the needs of potential patients. Even though certain state
and federal laws regarding provision of mifepristone can unneces-
sarily complicate care delivery, medication abortion remains anim-
portant option for patients in early pregnancy.
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