Case 6:25-cv-01491-DCJ-DJA  Document 231-2  Filed 02/24/26  Page 1 of 14 PagelD
#. 6788

EXHIBIT A



Case 6:25-cv-01491-DCJ-DJA  Document 231-2  Filed 02/24/26  Page 2 of 14 PagelD
#. 6789

Initial Shared System REMS approval: 04/2019
Most Recent Modification: 03/2023

Mifepristone Tablets, 200 mg
Progestin Antagonist

RISK EVALUATION AND MITIGATION STRATEGY (REMS)
SINGLE SHARED SYSTEM FOR MIFEPRISTONE 200 MG

I. GOAL

The goal of the REMS for mifepristone is to mitigate the risk of serious complications associated with
mifepristone by:

a) Requiring healthcare providers who prescribe mifepristone to be certified in the Mifepristone
REMS Program.

b) Ensuring that mifepristone is only dispensed by or under the supervision of certified prescribers, or
by certified pharmacies on prescriptions issued by certified prescribers.

¢) Informing patients about the risk of serious complications associated with mifepristone.

Il. REMS ELEMENTS
A. Elements to Assure Safe Use
1. Healthcare providers who prescribe mifepristone must be specially certified.
a. Tobecome specially certified to prescribe mifepristone, healthcare providers must:
I. Review the Prescribing Information for mifepristone.

ii. Complete a Prescriber Agreement Form. By signing® a Prescriber Agreement Form,
prescribers agree that:

1) They have the following qualifications:
a) Ability to assess the duration of pregnancy accurately
b) Ability to diagnose ectopic pregnancies

c) Ability to provide surgical intervention in cases of incomplete abortion or severe
bleeding, or to have made plans to provide such care through others, and ability to
assure patient access to medical facilities equipped to provide blood transfusions and
resuscitation, if necessary

2) They will follow the guidelines for use of mifepristone (see b.i-vii below).

b. As a condition of certification, prescribers must follow the guidelines for use of mifepristone
described below:

I.  Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the
mifepristone treatment regimen are fully explained. Ensure any questions the patient may
have prior to receiving mifepristone are answered.

ii. Ensure that the healthcare provider and patient sign the Patient Agreement Form.

L In this REMS, the terms “sign” and “signature” include electronic signatures.

Reference ID: 5146641
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iii. Ensure that the patient is provided with a copy of the Patient Agreement Form and
Medication Guide.

iv. Ensure that the signed Patient Agreement Form is placed in the patient's medical record.

V. Ensure that any deaths are reported to the Mifepristone Sponsor that provided the
mifepristone, identifying the patient by a non-identifiable reference and including the NDC
and lot number from the package of mifepristone that was dispensed to the patient.

vi. If mifepristone will be dispensed by a certified pharmacy:
1) Provide the certified pharmacy a signed Prescriber Agreement Form.

2) Assess appropriateness of dispensing mifepristone when contacted by a certified
pharmacy about patients who will receive mifepristone more than 4 calendar days after
the prescription was received by the certified pharmacy.

3) Obtain the NDC and lot number of the package of mifepristone the patient received in
the event the prescriber becomes aware of the death of the patient.

Vii.The certified prescriber who dispenses mifepristone or who supervises the dispensing of
mifepristone must:

1) Provide an authorized distributor with a signed Prescriber Agreement Form.

2) Ensure that the NDC and lot number from each package of mifepristone dispensed are
recorded in the patient’s record.

3) Ensure that healthcare providers under their supervision follow guidelines i.-v.
c. Mifepristone Sponsors must:

I.  Ensure that healthcare providers who prescribe their mifepristone are specially certified in
accordance with the requirements described above and de-certify healthcare providers who
do not maintain compliance with certification requirements.

ii. Ensure prescribers previously certified in the Mifepristone REMS Program complete the
new Prescriber Agreement Form:

1) Within 120 days after approval of this modification, for those previously certified
prescribers submitting prescriptions to certified pharmacies.

2) Within one year after approval of this modification, if previously certified and ordering
from an authorized distributor.

iii. Ensure that healthcare providers can complete the certification process by email or fax to an
authorized distributor and/or certified pharmacy.

iv. Provide the Prescribing Information and their Prescriber Agreement Form to healthcare
providers who inquire about how to become certified.

V. Ensure annually with each certified prescriber that their locations for receiving mifepristone
are up to date.

The following materials are part of the Mifepristone REMS Program:
e Prescriber Agreement Form for Danco Laboratories, LLC
e Prescriber Agreement Form for GenBioPro, Inc.

e Patient Agreement Form
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2. Pharmacies that dispense mifepristone must be specially certified

Reference ID: 5146641

a. To become specially certified to dispense mifepristone, pharmacies must:

I. Be able to receive Prescriber Agreement Forms by email and fax.

ii. Be able to ship mifepristone using a shipping service that provides tracking information.

iii. Designate an authorized representative to carry out the certification process on behalf of the
pharmacy.

iv. Ensure the authorized representative oversees implementation and compliance with the
Mifepristone REMS Program by doing the following:

1)
2)

Review the Prescribing Information for mifepristone.

Complete a Pharmacy Agreement Form. By signing a Pharmacy Agreement Form, the
authorized representative agrees that the pharmacy will put processes and procedures in
place to ensure the following requirements are completed:

a) Verify that the prescriber is certified by confirming their completed Prescriber
Agreement Form was received with the prescription or is on file with the pharmacy.

b) Dispense mifepristone such that it is delivered to the patient within 4 calendar days of
the date the pharmacy receives the prescription, except as provided in ¢) below.

c) Confirm with the prescriber the appropriateness of dispensing mifepristone for
patients who will receive the drug more than 4 calendar days after the date the
pharmacy receives the prescription and document the prescriber’s decision.

d) Record in the patient’s record the NDC and lot number from each package of
mifepristone dispensed.

e) Track and verify receipt of each shipment of mifepristone.
f) Dispense mifepristone in its package as supplied by the Mifepristone Sponsor.

g) Report any patient deaths to the prescriber, including the NDC and lot number from
the package of mifepristone dispensed to the patient, and remind the prescriber of
their obligation to report the deaths to the Mifepristone Sponsor that provided the
mifepristone. Notify the Mifepristone Sponsor that provided the dispensed
mifepristone that the pharmacy submitted a report of death to the prescriber,
including the name and contact information for the prescriber and the NDC and lot
number of the dispensed product.

h) Not distribute, transfer, loan or sell mifepristone except to certified prescribers or
other locations of the pharmacy.

i) Maintain records of Prescriber Agreement Forms.
i) Maintain records of dispensing and shipping.

k) Maintain records of all processes and procedures including compliance with those
processes and procedures.

I) Maintain the identity of the patient and prescriber as confidential, including limiting
access to patient and prescriber identity only to those personnel necessary to dispense
mifepristone in accordance with the Mifepristone REMS Program requirements, or as
necessary for payment and/or insurance purposes..

m) Train all relevant staff on the Mifepristone REMS Program requirements.
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n) Comply with audits carried out by the Mifepristone Sponsors or a third party acting
on behalf of the Mifepristone Sponsors to ensure that all processes and procedures
are in place and are being followed.

b. Mifepristone Sponsors must:

i.  Ensure that pharmacies are specially certified in accordance with the requirements described
above and de-certify pharmacies that do not maintain compliance with certification
requirements.

ii. Ensure that pharmacies can complete the certification process by email and fax to an
authorized distributor.

i.  Verify annually that the name and contact information for the pharmacy’s authorized
representative corresponds to that of the current designated authorized representative for the
certified pharmacy, and if different, require the pharmacy to recertify with the new
authorized representative.

The following materials are part of the Mifepristone REMS Program:
e Pharmacy Agreement Form for Danco Laboratories, LLC
e Pharmacy Agreement Form for GenBioPro, Inc.

3. Mifepristone must be dispensed to patients with evidence or other documentation of safe use
conditions as ensured by the certified prescriber in signing the Prescriber Agreement Form.

a. The patient must sign a Patient Agreement Form indicating that the patient has:
I. Received, read and been provided a copy of the Patient Agreement Form.

ii. Received counseling from the healthcare provider regarding the risk of serious complications
associated with mifepristone.

B. Implementation System

1. Mifepristone Sponsors must ensure that their mifepristone is only distributed to certified prescribers and
certified pharmacies by:

a. Ensuring that distributors who distribute their mifepristone comply with the program
requirements for distributors.

i.  The distributors must put processes and procedures in place to:

1) Complete the certification process upon receipt of a Prescriber Agreement Form or
Pharmacy Agreement Form.

2) Notify healthcare providers and pharmacies when they have been certified by the
Mifepristone REMS Program.

3) Ship mifepristone only to certified pharmacies or locations identified by certified
prescribers.

4) Not ship mifepristone to pharmacies or prescribers who become de-certified from the
Mifepristone REMS Program.

5) Provide the Prescribing Information and their Prescriber Agreement Form to healthcare
providers who (1) attempt to order mifepristone and are not yet certified, or (2) inquire
about how to become certified.

Ii. Put processes and procedures in place to maintain a distribution system that is secure,
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confidential and follows all processes and procedures, including those for storage, handling,
shipping, tracking package serial numbers, NDC and lot numbers, proof of delivery and
controlled returns of mifepristone.

iii. Train all relevant staff on the Mifepristone REMS Program requirements.

iv. Comply with audits by Mifepristone Sponsors or a third party acting on behalf of
Mifepristone Sponsors to ensure that all processes and procedures are in place and are being
followed for the Mifepristone REMS Program. In addition, distributors must maintain
appropriate documentation and make it available for audits.

b. Ensuring that distributors maintain secure and confidential distribution records of all shipments
of mifepristone.

2. Mifepristone Sponsors must monitor their distribution data to ensure compliance with the
Mifepristone REMS Program.

3. Mifepristone Sponsors must ensure that adequate records are maintained to demonstrate that the
Mifepristone REMS Program requirements have been met, including, but not limited to records of
mifepristone distribution; certification of prescribers and pharmacies; and audits of pharmacies and
distributors. These records must be readily available for FDA inspections.

4. Mifepristone Sponsors must audit their new distributors within 90 calendar days and annually
thereafter after the distributor is authorized to ensure that all processes and procedures are in place
and functioning to support the requirements of the Mifepristone REMS Program. Mifepristone
Sponsors will take steps to address their distributor compliance if noncompliance is identified.

5. Mifepristone Sponsors must audit their certified pharmacies within 180 calendar days after the
pharmacy places its first order of mifepristone, and annually thereafter audit certified pharmacies that
have ordered mifepristone in the previous 12 months, to ensure that all processes and procedures are
in place and functioning to support the requirements of the Mifepristone REMS Program.
Mifepristone Sponsors will take steps to address their pharmacy compliance if noncompliance is
identified.

6. Mifepristone Sponsors must take reasonable steps to improve implementation of and compliance with
the requirements of the Mifepristone REMS Program based on monitoring and assessment of the
Mifepristone REMS Program.

7. Mifepristone Sponsors must report to FDA any death associated with mifepristone whether or not
considered drug-related, as soon as possible but no later than 15 calendar days from the initial receipt
of the information by the Mifepristone Sponsor. This requirement does not affect the sponsors’ other
reporting and follow-up requirements under FDA regulations.

C. Timetable for Submission of Assessments

The NDA Sponsor must submit REMS assessments to FDA one year from the date of the approval of the
modified REMS (01/03/2023) and annually thereafter. To facilitate inclusion of as much information as
possible while allowing reasonable time to prepare the submission, the reporting interval covered by each
assessment should conclude no earlier than 90 calendar days before the submission date for that
assessment. The NDA Sponsor must submit each assessment so that it will be received by the FDA on or
before the due date.

Reference ID: 5146641
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MIFEPREX® (Mifepristone) Tablets, 200 mg

PRESCRIBER AGREEMENT FORM

Mifeprex* (Mifepristone) Tablets, 200 mg, is indicated, in a regimen with misoprostol, for the medical
termination of intrauterine pregnancy through 70 days gestation. Please see Prescribing Information and
Medication Guide for complete safety information.

To become a certified prescriber, you must:
o If you submit Mifeprex prescriptions for dispensing from certified pharmacies:

o  Submit this form to each certified pharmacy to which you intend to submit Mifeprex prescriptions.
The form must be received by the certified pharmacy before any prescriptions are dispensed by
that pharmacy.

o If you order Mifeprex for dispensing by you or healthcare providers under your supervision:

o  Submit this form to the distributor. This form must be received by the distributor before the first
order will be shipped to the healthcare setting.

o Healthcare settings, such as medical offices, clinics, and hospitals, where Mifeprex will be
dispensed by or under the supervision of a certified prescriber in the Mifepristone REMS
Program do not require pharmacy certification.

Prescriber Agreement: By signing this form, you agree that you meet the qualifications below and will
follow the guidelines for use. You are responsible for overseeing implementation and compliance with the
Mifepristone REMS Program. You also understand that if the guidelines below are not followed, the
distributor may stop shipping mifepristone to the locations that you identify and certified pharmacies may
stop accepting your mifepristone prescriptions.

Mifepristone must be provided by or under the supervision of a certified prescriber who meets the
following qualifications:

¢ Ability to assess the duration of pregnancy accurately.
o Ability to diagnose ectopic pregnancies.

¢ Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have
made plans to provide such care through others, and be able to assure patient access to medical
facilities equipped to provide blood transfusions and resuscitation, if necessary.

¢ Has read and understood the Prescribing Information for mifepristone. The Prescribing Information is
available by calling 1-877-4 EARLY OPTION (1-877-432-7596 toll-free), or by visiting
www.earlyoptionpill.com.

In addition to meeting these qualifications, you also agree to follow these guidelines for use:

e Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the mifepristone
treatment regimen are fully explained. Ensure any questions the patient may have prior to receiving
mifepristone are answered.

Ensure the healthcare provider and patient sign the Patient Agreement Form.

Ensure that the patient is provided with a copy of the Patient Agreement Form and Medication Guide.

Ensure that the signed Patient Agreement Form is placed in the patient's medical record.

Ensure that any deaths of patients who received Mifeprex are reported to Danco Laboratories, LLC,
identifying the patient by a non-identifiable reference and including the NDC and lot number from the
package of Mifeprex that was dispensed to the patient.

*MIFEPREX is a registered trademark of Danco Laboratories, LLC

DANCO P.O. Box 4816-New York, NY 10185

Support - Progress* Options 1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com

Reference ID: 5146641
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Ensure that healthcare providers under your supervision follow the guidelines listed above.
o If Mifeprex will be dispensed through a certified pharmacy:

o  Assess appropriateness of dispensing Mifeprex when contacted by a certified pharmacy about
patients who will receive Mifeprex more than 4 calendar days after the prescription was received
by the certified pharmacy.

o  Obtain the NDC and lot number of the package of Mifeprex the patient received in the event the
prescriber becomes aware of the death of a patient.

o If Mifeprex will be dispensed by you or by healthcare providers under your supervision:
o  Ensure the NDC and lot number from each package of Mifeprex are recorded in the patient’s
record.

| understand that a certified pharmacy may dispense mifepristone made by a different manufacturer than
that stated on this Prescriber Agreement Form.

Print Name: Title:
Signature: Date:
Medical License # State
NP1 #

Practice Name(s):

Practice Setting Address:

Email: Phone: Preferred __ email __ phone

Return completed form to Mifeprex@dancodistributor.com or fax to 1-866-227-3343.

Approved 03/2023

*MIFEPREX is a registered trademark of Danco Laboratories, LLC

D ANCO P.O. Box 4816-New York, NY 10185

Support+ Progress* Options 1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com

Reference ID: 5146641
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PRESCRIBER AGREEMENT FORM Mifepristone Tablets, 200 mg

Mifepristone Tablets, 200 mg, is indicated, in a regimen with misoprostol, for the medical termination of
intrauterine pregnancy through 70 days gestation. Please see Prescribing Information and Medication
Guide for complete safety information.

To become a certified prescriber, you must:
o If you submit mifepristone prescriptions for dispensing from certified pharmacies:

o  Submit this form to each certified pharmacy to which you intend to submit mifepristone
prescriptions. The form must be received by the certified pharmacy before any prescriptions are
dispensed by that pharmacy.

e If you order mifepristone for dispensing by you or healthcare providers under your supervision:

o  Submit this form to the distributor. This form must be received by the distributor before the first
order will be shipped to the healthcare setting.

o Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be
dispensed by or under the supervision of a certified prescriber in the Mifepristone REMS Program
do not require pharmacy certification.

Prescriber Agreement: By signing this form, you agree that you meet the qualifications below and will
follow the guidelines for use. You are responsible for overseeing implementation and compliance with the
Mifepristone REMS Program. You also understand that if the guidelines below are not followed, the
distributor may stop shipping mifepristone to the locations that you identify and certified pharmacies may
stop accepting your mifepristone prescriptions.

Mifepristone must be provided by or under the supervision of a certified prescriber who meets the
following qualifications:

¢ Ability to assess the duration of pregnancy accurately.
o Ability to diagnose ectopic pregnancies.

¢ Ability to provide surgical intervention in cases of incomplete abortion or severe bleeding, or have made
plans to provide such care through others, and be able to assure patient access to medical facilities
equipped to provide blood transfusions and resuscitation, if necessary.

¢ Has read and understood the Prescribing Information for mifepristone. The Prescribing Information is
available by calling 1-855-MIFE-INFO (1-855—643-3463 toll-free), or by visiting www.Mifelnfo.com.
In addition to meeting these qualifications, you also agree to follow these guidelines for use:

e Ensure that the Patient Agreement Form is reviewed with the patient and the risks of the mifepristone
treatment regimen are fully explained. Ensure any questions the patient may have prior to receiving
mifepristone are answered.

Ensure the healthcare provider and patient sign the Patient Agreement Form.

Ensure that the patient is provided with a copy of the Patient Agreement Form and Medication Guide.

Ensure that the signed Patient Agreement Form is placed in the patient's medical record.

Ensure that any deaths of patients who received mifepristone are reported to GenBioPro, Inc.,
identifying the patient by a non-identifiable reference and including the NDC and lot number from the
package of mifepristone that was dispensed to the patient.

Ensure that healthcare providers under your supervision follow the guidelines listed above.

’ ‘. GenBioPro GenBioPro Inc. - PO Box 32011 - Las Vegas, NV 89103
PUTTING ACCESS INTO PRACTICE 1-855-MIFE-INFO (1-855-643-3463) - www.Mifelnfo.com
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o If mifepristone will be dispensed through a certified pharmacy:

o  Assess appropriateness of dispensing mifepristone when contacted by a certified pharmacy about
patients who will receive mifepristone more than 4 calendar days after the prescription was
received by the certified pharmacy.

o  Obtain the NDC and lot number of the package of mifepristone the patient received in the event
the prescriber becomes aware of the death of a patient.

o If mifepristone will be dispensed by you or by healthcare providers under your supervision:

o  Ensure the NDC and lot number from each package of mifepristone are recorded in the patient’s
record.

| understand that a certified pharmacy may dispense mifepristone made by a different manufacturer than
that stated on this Prescriber Agreement Form.

Print Name: Title:
Signature: Date:
Medical License # State
NP1 #

Practice Name(s):

Practice Setting Address:

Email: Phone: Preferred _ email __ phone

Return completed form to RxAgreements@GenBioPro.com or fax to 1-877-239-8036

Approved 03/2023 GBP-PA-01
’ 5' GenBioPro GenBioPro Inc. - PO Box 32011 - Las Vegas, NV 89103
PUTTING ACCESS INTO PRACTICE 1-855-MIFE-INFO (1-855-643-3463) - www.Mifelnfo.com

Reference ID: 5146641
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PATIENT AGREEMENT FORM Mifepristone Tablets, 200 mg

Healthcare Providers: Counsel the patient on the risks of mifepristone. Both you and the patient must
provide a written or electronic signature on this form.

Patient Agreement:

1. | have decided to take mifepristone and misoprostol to end my pregnancy and will follow my
healthcare provider's advice about when to take each drug and what to do in an emergency.
2. lunderstand:
a. | will take mifepristone on Day 1.

b. | will take the misoprostol tablets 24 to 48 hours after | take mifepristone.

3. My healthcare provider has talked with me about the risks, including:
* heavy bleeding
¢ infection

4. | will contact the clinic/office/provider right away if in the days after treatment | have:

¢ afever of 100.4°F or higher that lasts for more than four hours

* heavy bleeding (soaking through two thick full-size sanitary pads per hour for two hours in a
row)

¢ severe stomach area (abdominal) pain or discomfort, or | am “feeling sick,” including weakness,
nausea, vomiting, or diarrhea, more than 24 hours after taking misoprostol
— these symptoms may be a sign of a serious infection or another problem (including an
ectopic pregnancy, a pregnancy outside the womb).

My healthcare provider has told me that these symptoms listed above could require emergency
care. If | cannot reach the clinic/office/provider right away, my healthcare provider has told me who
to call and what to do.

5. 1should follow up with my healthcare provider about 7 to 14 days after | take mifepristone to be sure
that my pregnancy has ended and that | am well.

6. | know that, in some cases, the treatment will not work. This happens in about 2 to 7 out of 100
women who use this treatment. If my pregnancy continues after treatment with mifepristone and
misoprostol, | will talk with my provider about a surgical procedure to end my pregnancy.

7. Ifl need a surgical procedure because the medicines did not end my pregnancy or to stop heavy
bleeding, my healthcare provider has told me whether they will do the procedure or refer me to
another healthcare provider who will.

| have the MEDICATION GUIDE for mifepristone.

My healthcare provider has answered all my questions.

Patient Signature: Patient Name (print): Date:

Provider Signature: Provider Name (print): Date:

Patient Agreement Forms may be provided, completed, signed, and transmitted in paper or electronically.
01/2023

Reference ID: 510884%
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MIFEPREX®(Mifepristone) Tablets, 200mg
PHARMACY AGREEMENT FORM

Pharmacies must designate an authorized representative to carry out the certification process and oversee
implementation and compliance with the Mifepristone REMS Program on behalf of the pharmacy.

Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be dispensed by or
under the supervision of a certified prescriber in the Mifepristone REMS Program do not require pharmacy
certification.

By signing this form, as the Authorized Representative | certify that:

e Each location of my pharmacy that will dispense Mifeprex is able to receive Prescriber Agreement Forms by
email and fax.

e Each location of my pharmacy that will dispense Mifeprex is able to ship Mifeprex using a shipping service
that provides tracking information.

e | have read and understood the Prescribing Information for Mifeprex. The Prescribing Information is available
by calling 1-877-4 EARLY OPTION (1-877-432-7596 toll-free) or online at www.earlyoptionpill.com; and

e Each location of my pharmacy that will dispense Mifeprex will put processes and procedures in place to
ensure the following requirements are completed. | also understand that if my pharmacy does not complete
these requirements, the distributor may stop accepting Mifeprex orders.

o

O O O O

Verify that the prescriber is certified in the Mifepristone REMS Program by confirming their completed
Prescriber Agreement Form was received with the prescription or is on file with your pharmacy.
Dispense Mifeprex such that it is delivered to the patient within 4 calendar days of the date the pharmacy
receives the prescription, except as provided in the following bullet.

Confirm with the prescriber the appropriateness of dispensing Mifeprex for patients who will receive the
drug more than 4 calendar days after the date the pharmacy receives the prescription and document the
prescriber’s decision.

Record in the patient’s record the NDC and lot number from each package of Mifeprex dispensed.
Track and verify receipt of each shipment of Mifeprex.

Dispense mifepristone in its package as supplied by Danco Laboratories, LLC.

Report any patient deaths to the prescriber, including the NDC and lot number from the package of
Mifeprex dispensed to the patient, and remind the prescriber of their obligation to report the deaths to
Danco Laboratories, LLC. Notify Danco that your pharmacy submitted a report of death to the prescriber,
including the name and contact information for the prescriber and the NDC and lot number of the
dispensed product.

Not distribute, transfer, loan or sell mifepristone except to certified prescribers or other locations of the
pharmacy.

Maintain records of Prescriber Agreement Forms, dispensing and shipping, and all processes and
procedures including compliance with those processes and procedures.

Maintain the identity of Mifeprex patients and prescribers as confidential and protected from disclosure
except to the extent necessary for dispensing under this REMS or as necessary for payment and/or
insurance.

Train all relevant staff on the Mifepristone REMS Program requirements.

Comply with audits carried out by the Mifepristone Sponsors or a third party acting on behalf of the
Mifepristone Sponsors to ensure that all processes and procedures are in place and are being followed.

Any new authorized representative must complete and submit the Pharmacy Agreement Form.

Authorized Representative Name: Title:

DANCO *MIFEPREX is a registered trademark of Danco Laboratories, LLC

Support- Progress - Options P.O. Box 4816-New York, NY 10185

1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com
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Signature: Date:

Email: Phone: Preferred __ email __ phone
Pharmacy Name:

Pharmacy Address:

Return completed form to Mifeprex@dancodistributor.com or fax to 1-866-227-3343.

DANCO *MIFEPREX is a registered trademark of Danco Laboratories, LLC

Support+ Progress Options P.O. Box 4816-New York, NY 10185
1-877-4-EARLY-OPTION (1-877-432-7596) www.earlyoptionpill.com

Reference ID: 510884%
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PHARMACY AGREEMENT FORM Mifepristone Tablets, 200 mg

Pharmacies must designate an authorized representative to carry out the certification process and oversee
implementation and compliance with the Mifepristone REMS Program on behalf of the pharmacy.

Healthcare settings, such as medical offices, clinics, and hospitals, where mifepristone will be dispensed by or
under the supervision of a certified prescriber in the Mifepristone REMS Program do not require pharmacy
certification.

By signing this form, as the Authorized Representative | certify that:

e Each location of my pharmacy that will dispense mifepristone is able to receive Prescriber Agreement Forms
by email and fax.

e Each location of my pharmacy that will dispense mifepristone is able to ship mifepristone using a shipping
service that provides tracking information.

e | have read and understood the Prescribing Information for mifepristone. The Prescribing Information is
available by calling 1-855-MIFE-INFO (1-855-643-3463 toll-free) or online at www.Mifelnfo.com; and

o Each location of my pharmacy that will dispense mifepristone will put processes and procedures in place to
ensure the following requirements are completed. | also understand that if my pharmacy does not complete
these requirements, the distributor may stop accepting mifepristone orders.

o Verify that the prescriber is certified in the Mifepristone REMS Program by confirming their completed

Prescriber Agreement Form was received with the prescription or is on file with your pharmacy.

o Dispense mifepristone such that it is delivered to the patient within 4 calendar days of the date the

pharmacy receives the prescription, except as provided in the following bullet.

o Confirm with the prescriber the appropriateness of dispensing mifepristone for patients who will receive
the drug more than 4 calendar days after the date the pharmacy receives the prescription and document
the prescriber’s decision.

Record in the patient’s record the NDC and lot number from each package of mifepristone dispensed.

Track and verify receipt of each shipment of mifepristone.

Dispense mifepristone in its package as supplied by GenBioPro, Inc.

Report any patient deaths to the prescriber, including the NDC and lot number from the package of

mifepristone dispensed to the patient, and remind the prescriber of their obligation to report the deaths to

GenBioPro, Inc. Notify GenBioPro that your pharmacy submitted a report of death to the prescriber,

including the name and contact information for the prescriber and the NDC and lot number of the

dispensed product.

o Not distribute, transfer, loan or sell mifepristone except to certified prescribers or other locations of the
pharmacy.

o Maintain records of Prescriber Agreement Forms, dispensing and shipping, all processes and procedures
including compliance with those processes and procedures.

o Maintain the identity of mifepristone patients and prescribers as confidential and protected from
disclosure except to the extent necessary for dispensing under this REMS or as necessary for payment
and/or insurance purposes.

o Train all relevant staff on the Mifepristone REMS Program requirements.

Comply with audits carried out by the Mifepristone Sponsors or a third party acting on behalf of the

Mifepristone Sponsors to ensure that all processes and procedures are in place and are being followed.

o O O O

Any new authorized representative must complete and submit the Pharmacy Agreement Form.

Authorized Representative Name: Title:
Signature: Date:
Email: Phone: Preferred _ email __ phone

Pharmacy Name:

Pharmacy Address:

Return completed form to RxAgreements@GenBioPro.com or fax to 1-877-239-8036.

’}. GenBiopro GenBioPro Inc. - PO Box 32011 - Las Vegas, NV 89103
‘ PUTTING ACCESS INTO PRACTICE 1-855-MIFE-INFO (1-855-643-3463) - www.Mifelnfo.com

Reference ID: 510884%
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July 3, 2025

VIA ELECTRONIC SUBMISSION (WWW.REGULATIONS.GOYV)

Division of Dockets Management

U.S. Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Rm. 1061

Rockville, MD 20852

CITIZEN PETITION

The undersigned submits this petition under Section 505 of the Federal Food, Drug, and
Cosmetic Act (“FDCA”) and 21 C.F.R. § 10.30 to request the Commissioner of Food and Drugs
to: (1) refrain from taking any action that would reduce patient access to the drug mifepristone
and/or increase the burdens associated with prescribing or dispensing mifepristone, absent new
robust scientific or clinical evidence that meets applicable statutory standards warranting such a
change; and (2) confirm that any steps that may be taken to modify, suspend, or withdraw FDA
approval for mifepristone, including in response to any court order, will follow all applicable rules
and procedures for any withdrawal or suspension required under the Administrative Procedure Act
(“APA”), the FDCA, and implementing regulations, and that Petitioner will be permitted to
continue to market and sell mifepristone in the United States until all such procedures have been
completed. !

GenBioPro, Inc. (“Petitioner”) markets a generic version of mifepristone, which provides
patients with a safe, effective, and non-invasive medication option for terminating a pregnancy.
Mifepristone was first approved by the Agency as safe and effective for medically terminating
early pregnancies over two decades ago, when FDA approved a New Drug Application (“NDA”)
for mifepristone tablets marketed under the brand name Mifeprex®.? Petitioner has held an FDA-
approved Abbreviated New Drug Application (“ANDA”) to market generic mifepristone since
2019.3 In the twenty-five years since the medication’s approval, mifepristone’s safety and efficacy
have been confirmed time and again through FDA’s repeated and rigorous review of the
underlying scientific data and literature, as well as real-world clinical experience of the millions
of American women who have safely terminated their pregnancies with the mifepristone regimen.
The robust scientific and clinical record demonstrates that mifepristone is safely used under the
mifepristone Risk Evaluation and Mitigation Strategy (“REMS”) with Elements to Assure Safe
Use (“ETASU”) as currently framed. And, as FDA has repeatedly recognized, there is no scientific

! All articles, references, and sources cited herein are provided in an attached Appendix, in accordance
with 21 C.F.R. § 10.20(c).

2U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., NDA Approval Letter, NDA 020687
(Sept. 28, 2000), https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2000/20687appltr.pdf.

3U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., ANDA Approval Letter, ANDA 091178
(Apr. 11, 2019), https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2019/0911780rigl1s000ltr.pdf.

1



http://www.regulations.gov/
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2000/20687appltr.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2019/091178Orig1s000ltr.pdf

Case 6:25-cv-01491-DCJ-DJA  Document 231-3  Filed 02/24/26  Page 3 of 32 PagelD
#: 6804

{"‘ GenBioPro

basis for allegations that administration of mifepristone causes harm to the environment. In light
of mifepristone’s longstanding safety and effectiveness profile, Petitioner respectfully requests
that FDA take no action that would reduce or inhibit patient access to this important medication.*

Furthermore, as FDA is well aware, FDA’s approvals regarding mifepristone have come
under legal challenge, and efforts are underway to seek withdrawal of, or limitations on,
Petitioner’s ANDA approval. These unfounded attacks on FDA’s well-reasoned and appropriate
decisions pursuant to its congressional mandate are of grave concern to Petitioner, which has
invested considerable effort and resources in reliance on FDA’s prior regulatory actions with
respect to mifepristone, with the understanding that any possible attempt to withdraw or take other
actions with respect to an FDA approval are subject to well-established and legally required FDA
processes. Accordingly, Petitioner respectfully requests confirmation that any steps to withdraw
or limit FDA’s approval of Petitioner’s ANDA for mifepristone—whether in effectuation of a
court order or otherwise—will follow all applicable procedures afforded by law and regulation to
Petitioner as the ANDA holder and that FDA will permit Petitioner to continue marketing and
selling mifepristone until those procedures have been completed, as required by law.

Petitioner is aware of recent statements by Department of Health and Human Services
(“HHS”) Secretary Robert F. Kennedy, Jr. that the Commissioner will undertake a “complete
review” of mifepristone and will provide a recommendation to President Trump regarding the
mifepristone label and REMS. Petitioner requests that it be provided an opportunity to comment
and provide input with respect to any such review, in accordance with Petitioner’s rights as the
ANDA holder for mifepristone. Additionally, Petitioner requests that, in the course of any such
review, FDA ensure that all data reviewed are made public; that the Agency consider the entire
body of evidence supporting mifepristone’s safety and effectiveness, which reflects over two
decades of robust scientific research and the experience of millions of patients; and that FDA
consider the content of and attachments to this Petition as part of its review. As the expert agency
charged by Congress with evaluating the safety and efficacy of drugs, FDA must adhere to its
longstanding scientific and legal standards requiring objective safety data and transparent study
methodologies, such that the Agency can continue to engage in scientifically sound, evidence-
based decision-making on important matters affecting public health.

* If anything, the current scientific and medical record may support expanding patient access by revising
aspects of the current REMS and ETASU.

5 Hearing on Fiscal Year 2026 Department of Health and Human Services Budget: Hearing Before the S.
Comm. On Health, Educ., Labor & Pensions, 119th Cong. (May 4, 2025) (statement of Robert F.
Kennedy, Jr., Secretary, Health and Human Services), https://www.help.senate.gov/hearings/hearing-on-
fiscal-year-2026-department-of-health-and-human-services-budget (Secretary Kennedy expressing that
“at very least the [mifepristone] label should be changed”); see also Amna Nawaz, What the new FDA
commissioner says about possible restrictions on abortion medication, PBS News (Apr 24, 2025),
https://www.pbs.org/newshour/show/what-the-new-fda-commissioner-says-about-possible-restrictions-
on-abortion-medication (reporting that the Commissioner stated he has “no plans to take action on
mifepristone”); Letter from Martin A. Makary, Comm’r of Food & Drugs, U.S. Food & Drug Admin., to
Senator Josh Hawley (June 2, 2025) (stating that the Commissioner is “committed to conducting a review
of mifepristone”).



https://www.help.senate.gov/hearings/hearing-on-fiscal-year-2026-department-of-health-and-human-services-budget
https://www.help.senate.gov/hearings/hearing-on-fiscal-year-2026-department-of-health-and-human-services-budget
https://www.pbs.org/newshour/show/what-the-new-fda-commissioner-says-about-possible-restrictions-on-abortion-medication
https://www.pbs.org/newshour/show/what-the-new-fda-commissioner-says-about-possible-restrictions-on-abortion-medication
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A. ACTION REQUESTED

Petitioner requests that, absent new peer-reviewed studies or otherwise robust scientific or
clinical evidence warranting such action, FDA take no action that would reduce patient access to
mifepristone and/or increase the burdens associated with prescribing or dispensing mifepristone,
including but not limited to any of the following actions:

(1) revoking or suspending the 2000 approval of Mifeprex (NDA 020687) or the 2019
approval of generic mifepristone (ANDA 091178);

(2) adding new ETASU to the current REMS for mifepristone;
(3) reinstating former ETASU that are not part of the current REMS;

(4) making the existing ETASU more onerous;
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(5) modifying the REMS or labeling for mifepristone in a manner that is not supported by
robust scientific or clinical evidence;

(6) modifying the REMS or labeling for mifepristone based on any scientific or clinical
evidence that has not been provided to Petitioner with sufficient time to comment on its
validity, relevance, and application to any REMS or labeling modification; or

(7) otherwise restricting healthcare practitioner or patient access to mifepristone without
adherence to statutory processes and standards.

Additionally, Petitioner requests that FDA confirm that:

(1) any withdrawal or other adverse action by FDA on the approval of Petitioner’s ANDA
for mifepristone—whether in effectuation of a court order or otherwise—will follow all
applicable procedures and meet all standards afforded by law and regulation to Petitioner
as the ANDA holder; and

(2) FDA will permit Petitioner to continue marketing and shipping mifepristone until such
procedures have been completed.

B. STATEMENT OF GROUNDS

1. As FDA Has Repeatedly Found, The Safety and Efficacy of
Mifepristone is Well-Established and Supported by Robust Scientific
Data

As FDA is aware, mifepristone is a progestin antagonist indicated, in a regimen with
misoprostol, for the medical termination of intrauterine pregnancy through 70 days gestation.®
Under the FDA-approved dosing regimen, mifepristone is administered in a single oral dose,
followed by buccal administration of misoprostol 24 to 48 hours after taking mifepristone. The
label provides that patients should follow up with their healthcare provider approximately 7 to 14
days after taking mifepristone to confirm that complete termination of pregnancy has occurred.
Since the medication’s approval nearly twenty-five years ago, mifepristone has continued to
exhibit a robust safety and efficacy profile, as demonstrated by its FDA approval history and
countless peer-reviewed medical studies.

a. FDA Has Repeatedly Concluded Mifepristone is Supported by
Substantial Evidence of Safety and Efficacy

For over two decades, FDA has consistently affirmed mifepristone’s safety and
effectiveness, grounded in rigorous scientific review and real-world data from millions of uses. As
the body of evidence supporting its safety and efficacy has grown over time, FDA has
appropriately updated mifepristone’s conditions of use to remove unduly burdensome restrictions
on patient access and the health care delivery system. At every stage, FDA’s decisions have been

¢ MIFEPREX Prescribing Information (Mar. 23, 2023),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/020687Orig1s0261bl.pdf.

4
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based on a comprehensive review of the entire body of scientific evidence, including peer-
reviewed clinical studies and robust scientific data, as further outlined below.

(i) NDA Approval and REMS

Mifepristone was first approved by FDA under the brand name Mifeprex in 2000.” This
approval was based on an extensive body of scientific data substantiating its safety and
effectiveness, including three clinical studies involving approximately 2,500 patients.® The
approval was granted under FDA regulations at 21 C.F.R Part 314 Subpart H, which allowed FDA
to impose conditions it deemed necessary to ensure the product’s safe use.

In 2008, at the request of several members of Congress, the U.S. Government
Accountability Office (“GAQ”) reviewed FDA’s approval of mifepristone and the Agency’s
oversight of the drug since approval.” GAO found that the mifepristone NDA was supported by a
four-year analysis by FDA of three clinical studies involving mifepristone, other substantial
scientific and medical data, and additional safety data from the prior extensive use of the drug
overseas. GAO concluded that FDA’s approval process and postmarket oversight of mifepristone
was consistent with its processes and postmarket oversight for other Subpart H drugs.

When Congress adopted the REMS framework in 2007, it deemed each drug with existing
Subpart H restrictions to have an approved REMS imposing the same restrictions.'? Congress
directed that ETASU imposed under REMS must “not be unduly burdensome on patient access to
the drug,” and, “to the extent practicable,” must “minimize the burden on the health care delivery
system.”!! In 2008, FDA reviewed the distribution restrictions set forth in the first FDA-approved
label for mifepristone and concluded they were sufficient to constitute an acceptable REMS for

7U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., NDA Approval Letter, NDA 020687
(Sept. 28, 2000), https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2000/20687appltr.pdf. See
also U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Medical Review (Sept. 28, 2000),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687 Mifepristone medr P1.pdf and
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687 Mifepristone medr P2.pdf.

$ MIFEPREX Prescribing Information (Sept. 28, 2000),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2000/206871bl.pdf (describing three clinical trials
underlying MIFEPREX 2000 approval). See also Irving M. Spitz et al., Early Pregnancy Termination
with Mifepristone and Misoprostol in the United States, 338 New England J. Med. 1241 (1998).

2 U.S. Gov’t Accountability Off., GAO-08-751, Food and Drug Administration: Approval and Oversight
of the Drug Mifeprex 15 (2008), https://www.gao.gov/assets/gao-08-751.pdf.

1021 U.S.C. § 331 note.
121 U.S.C. § 355-1()(2).



https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2000/20687appltr.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687_Mifepristone_medr_P1.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687_Mifepristone_medr_P2.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/label/2000/20687lbl.pdf
https://www.gao.gov/assets/gao-08-751.pdf
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the drug.!? In 2011, FDA approved a REMS for mifepristone providing for essentially the same
requirements previously imposed under Subpart H. '3

(ii) 2016 Changes

Fifteen years after FDA’s initial approval of Mifeprex, Danco Laboratories, LLC
(“Danco”), the NDA holder, submitted a supplemental NDA (“sNDA”) to revise Mifeprex’s label
and REMS in light of the further development of extensive data from dozens of clinical studies.'*
FDA approved most of the proposed modifications in 2016," including: (1) increasing the
gestational age limit in the labeling from 49 days to 70 days;'® (2) reducing the number of required

1273 Fed. Reg. 16313 (Mar. 27, 2008).

3 U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Supplement Approval Letter, NDA
020687/S-014 (June 8, 2011),
https://www.accessdata.fda.gov/drugsatfda docs/appletter/2011/020687s014ltr.pdf.

4U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Supplement Approval Letter, NDA
020687/S-020 (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda docs/appletter/2016/0206870rigl1s0201tr.pdf.

15U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Medical Review, Application No.
0206870rigls020 (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/0206870rigls020MedR.pdf (hereinafter
“2016 FDA Medical Review”).

16 Id. at 32-38, 53-57 & tbls. 6 & 7 (citing Beverly Winikoff et al., Two Distinct Oral Routes of
Misoprostol in Mifepristone Medical Abortion: A Randomized Controlled Trial, 112 Obstetrics &
Gynecology 1303 (2008), https://pubmed.ncbi.nlm.nih.gov/19037040/; Beverly Winikoff et al., Extending
Outpatient Medical Abortion Services Through 70 Days of Gestational Age, 120 Obstetrics &
Gynecology 1070 (2012), https://pubmed.ncbi.nlm.nih.gov/23090524/; Mary Gatter et al., Efficacy and
Safety of Medical Abortion Using Mifepristone and Buccal Misoprostol Through 63 Days, 91
Contraception 269 (2015), https://pmc.ncbi.nlm.nih.gov/articles/PMC4373977/; Patricio Sanhueza Smith
et al., Safety, Efficacy and Acceptability of Outpatient Mifepristone-Misoprostol Medical Abortion
Through 70 Days Since Last Menstrual Period in Public Sector Facilities in Mexico City, 22 Reprod.
Health Matters 75 (2015), https://pubmed.ncbi.nlm.nih.gov/25702071/; Adriana A. Boersma et al.,
Mifepristone Followed by Home Administration of Buccal Misoprostol for Medical Abortion Up to 70
Days of Amenorrhoea in a General Practice in Curacao, 16 Eur. J. Contraception & Reprod. Health Care
61 (2011), https://pubmed.ncbi.nlm.nih.gov/21303309/; Melanie Pena et al., Efficacy and Acceptability of
a Mifepristone-misoprostol Combined Regimen for Early Induced Abortion Among Women in Mexico
City, 127 Int’1 J. Gynecology & Obstetrics 82 (2014), https://pubmed.ncbi.nlm.nih.gov/24957534/; Erica
Chong et al., A Randomized Controlled Trial of Different Buccal Misoprostol Doses in Mifepristone
Medical Abortion, 86 Contraception 251 (2012), https://pubmed.ncbi.nlm.nih.gov/22305917/; Hillary
Bracken et al., 4 Two-pill Sublingual Misoprostol Outpatient Regimen Following Mifepristone for
Medical Abortion Through 70 days' LMP: A Prospective Comparative Open-label Trial, 89
Contraception 181 (2014), https://pubmed.ncbi.nlm.nih.gov/24332431/; Elaine V. Gouk et al., Medical
Termination of Pregnancy at 63-83 Days Gestation, 106 Brit. J. Obstetrics & Gynaecology 535 (1999),
https://pubmed.ncbi.nlm.nih.gov/10426609/; Daniel Grossman et al., Effectiveness and Acceptability of
Medical Abortion Provided Through Telemedicine, 118 Obstetrics & Gynecology 296 (2011),
https://pubmed.ncbi.nlm.nih.gov/21775845/; Mitchell D. Creinin et al., Mifepristone and Misoprostol
Administered Simultaneously Versus 24 Hours Apart for Abortion: A Randomized Controlled Trial, 109
Obstetrics & Gynecology 885 (2007), https://pubmed.ncbi.nlm.nih.gov/17400850/; Luu Doan Ireland et
6



https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2011/020687s014ltr.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2016/020687Orig1s020ltr.pdf
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/020687Orig1s020MedR.pdf
https://pubmed.ncbi.nlm.nih.gov/19037040/
https://pubmed.ncbi.nlm.nih.gov/23090524/
https://pmc.ncbi.nlm.nih.gov/articles/PMC4373977/
https://pubmed.ncbi.nlm.nih.gov/25702071/
https://pubmed.ncbi.nlm.nih.gov/21303309/
https://pubmed.ncbi.nlm.nih.gov/24957534/
https://pubmed.ncbi.nlm.nih.gov/22305917/
https://pubmed.ncbi.nlm.nih.gov/24332431/
https://pubmed.ncbi.nlm.nih.gov/10426609/
https://pubmed.ncbi.nlm.nih.gov/21775845/
https://pubmed.ncbi.nlm.nih.gov/17400850/
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in-person visits in the labeling from 3 to 1 (allowing for home administration of misoprostol and
remote follow-up);!” and (3) allowing mifepristone to be prescribed by non-physicians licensed to

al., Medical Compared with Surgical Abortion for Effective Pregnancy Termination in the First
Trimester, 126 Obstetrics & Gynecology 22 (2015), https://pubmed.ncbi.nlm.nih.gov/26241252/).

172016 FDA Medical Review at 38-41, 44, 65-66 & tbl. 8, (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/0206870rigls020MedR.pdf (citing Mary
Gatter et al., Efficacy and Safety of Medical Abortion Using Mifepristone and Buccal Misoprostol
Through 63 Days, 91 Contraception 269 (2015), https://pmc.ncbi.nlm.nih.gov/articles/PMC4373977/;
Beverly Winikoff et al., Two Distinct Oral Routes of Misoprostol in Mifepristone Medical Abortion: A
Randomized Controlled Trial, 112 Obstetrics & Gynecology 1303 (2008),
https://pubmed.ncbi.nlm.nih.gov/19037040/; Beverly Winikoff et al., Extending Outpatient Medical
Abortion Services Through 70 Days of Gestational Age, 120 Obstetrics & Gynecology 1070 (2012),
https://pubmed.ncbi.nlm.nih.gov/23090524/; Yael Swica et al., Acceptability of Home Use of
Mifepristone for Medical Abortion, 88 Contraception 122 (2013),
https://pubmed.ncbi.nlm.nih.gov/23177917; Karmen S. Louie et al., Acceptability and Feasibility of
Mifepristone Medical Abortion in the Early First Trimester in Azerbaijan, 19 Eur. J. Contraception &
Reprod. Health Care 457 (2014), https://pubmed.ncbi.nlm.nih.gov/25047120/; Melanie Pena et al.,
Efficacy and Acceptability of a Mifepristone-misoprostol Combined Regimen for Early Induced Abortion
Among Women in Mexico City, 127 Int’l J. Gynecology & Obstetrics 82 (2014),
https://pubmed.ncbi.nlm.nih.gov/24957534/; Hillary Bracken et al., A Two-pill Sublingual Misoprostol
Outpatient Regimen Following Mifepristone for Medical Abortion Through 70 days' LMP: A Prospective
Comparative Open-label Trial, 89 Contraception 181 (2014),
https://pubmed.ncbi.nlm.nih.gov/24332431/; Adriana Boersma et al., Mifepristone Followed by Home
Administration of Buccal Misoprostol for Medical Abortion Up to 70 Days of Amenorrhoea in a General
Practice in Curacao, 16 Eur. J. Contraception & Reprod. Health Care 61 (2011),
https://pubmed.ncbi.nlm.nih.gov/21303309/; Erica Chong et al., A Randomized Controlled Trial of
Different Buccal Misoprostol Doses in Mifepristone Medical Abortion, 86 Contraception 251 (2012),
https://pubmed.ncbi.nlm.nih.gov/22305917/; Nguyen Thi Nhu Ngoc et al., Acceptability and Feasibility
of Phone Follow-up After Early Medical Abortion in Vietnam: A Randomized Controlled Trial, 123
Obstetrics & Gynecology 88 (2014), https://pubmed.ncbi.nlm.nih.gov/24463668/; Phillip Goldstone et al.,
Early Medical Abortion Using Low-dose Mifepristone Followed by Buccal Misoprostol: A Large
Australian Observational Study, 197 Med. J Austral. 282 (2012),
https://pubmed.ncbi.nlm.nih.gov/22938126/; Patricio Sanhueza Smith et al., Safety, Efficacy and
Acceptability of Outpatient Mifepristone-Misoprostol Medical Abortion Through 70 Days Since Last
Menstrual Period in Public Sector Facilities in Mexico City, 22 Reprod. Health Matters 75 (2015),
https://pubmed.ncbi.nlm.nih.gov/25702071/; Elizabeth G. Raymond et al., First-trimester Medical
Abortion with Mifepristone 200 mg and Misoprostol: A Systematic Review, 87 Contraception 26 (2013),
https://pubmed.ncbi.nlm.nih.gov/22898359/; Daniel Grossman & Kate Grindlay, Alternatives to
Ultrasound for Follow-up After Medication Abortion: A Systematic Review, 83 Contraception 504 (2011),
https://pubmed.ncbi.nlm.nih.gov/21570546/; Lisa K. Perriera et al., Feasibility of Telephone Follow-Up
After Medical Abortion, 81 Contraception 143 (2010),
https://www.contraceptionjournal.org/article/S0010-7824(09)00387-4/abstract; Christian Fiala et al.,
Verifying the Effectiveness of Medical Abortion; Ultrasound Versus hCG Testing, 109 Eur. J. Obstetrics
& Gynecology & Reprod. Biology 190 (2003), https://pubmed.ncbi.nlm.nih.gov/12860340/; Kelsey Lynd
et al., Simplified Medical Abortion Using a Semi-quantitative Pregnancy Test for Home-Based Follow-up,
121 Int’l J Gynecology & Obstetrics 144 (2013), https://pubmed.ncbi.nlm.nih.gov/23477704/; S.T.
Cameron et al., Can Women Determine the Success of Early Medical Termination of Pregnancy
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prescribe drugs (e.g., nurse practitioners).'® Before granting the sSNDA and REMS modification,
FDA undertook a full review of all elements of the mifepristone REMS, finding that “[t]he safety
profile of [mifepristone] is well-characterized over 15 years of experience, with known risks
occurring rarely; the safety profile has not changed over the period of surveillance.”!” FDA found
that medication abortion “has been increasingly used as its efficacy and safety have become well-
established by both research and experience, and serious complications have proven to be
extremely rare.”?° FDA also found that the rates of serious adverse events associated with the new
regimen, including home administration of misoprostol, are “exceedingly low.”?!

In 2018, responding to another request from members of Congress, GAO reviewed FDA’s
approval of the 2016 changes. It found that FDA had reviewed numerous peer-reviewed published
studies, articles and data that supported the efficacy and safety of the proposed changes and had

Themselves? 91 Contraception 6 (2015),
https://www.sciencedirect.com/science/article/abs/pii/S0010782414006908).

182016 FDA Medical Review at 43-44, 78-79 (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2016/0206870rigls020MedR.pdf (citing R. Renner
et al., Who Can Provide Effective and Safe Termination of Pregnancy Care: A Systematic Review, 10
BJOG 23 (2013), https://pubmed.ncbi.nlm.nih.gov/22900974/; Claudia Diaz Olavarrieta et al., Nurse
Versus Physician-Provision of Early Medical Abortion in Mexico: A Randomized Controlled Non-
Inferiority Trial, 93 Bull. World Health Org. 249 (2015),
https://pmc.ncbi.nlm.nih.gov/articles/PMC4431559/; H. Kopp Kallner et al., The Efficacy, Safety and
Acceptability of Medical Termination of Pregnancy Provided by Standard Care by Doctors or by Nurse-
Midwives: A Randomized Controlled Equivalence Trial, 122 BJOG 510 (2015),
https://pubmed.ncbi.nlm.nih.gov/25040643/; 1.K. Warriner et al., Can Midlevel Health-Care Providers
Administer Early Medical Abortion as Safely and Effectively as Doctors? A Randomized Controlled
Equivalence Trial in Nepal, 377 Lancet 1155 (2011), https://pubmed.ncbi.nlm.nih.gov/21458058/;
Mahesh Puri et al., The Role of Auxiliary Nurse-Midwives and Community Health Volunteers in
Expanding Access to Medical Abortion in Rural Nepal, 22 Reprod. Health Matters 94 (2015),
https://pubmed.ncbi.nlm.nih.gov/25702073/). Since FDA’s 2016 review, additional studies have
confirmed FDA’s finding that mifepristone remains safe and effective when prescribed and dispensed by
qualified nonphysicians. See, e.g., L. Porsch et al., Advanced Practice Clinicians and Medication
Abortion Safety: A 10-Year Retrospective Review, 101 Contraception 357 (2020),
https://www.contraceptionjournal.org/article/S0010-7824(20)30119-0/abstract; Lydia Mainey et al., The
Role of Nurses and Midwives in the Provision of Abortion Care: A Scoping Review, 29 J. Clinical Nursing
1513 (2020), https://pubmed.ncbi.nlm.nih.gov/32045070/.

192016 FDA Medical Review at 88 (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2016/0206870rigls020MedR.pdf.

20 Id. at 12 (citing Kelly Cleland & Nicole Smith, Aligning Mifepristone Regulation with Evidence:
Driving Policy Change Using 15 Years of Excellent Safety Data, 92 Contraception 179 (2015),
https://www.contraceptionjournal.org/article/S0010-7824(15)00254-1/fulltext).

212016 FDA Medical Review at 62 (Mar. 29, 2016),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2016/0206870rigl1s020MedR.pdf.
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also evaluated adverse event data associated with Mifeprex.?? Specifically, GAO found that FDA
had reviewed 19 studies that evaluated increasing the gestational age limit, which demonstrated
efficacy rates of greater than 90% through 70 days gestation.”* FDA also reviewed 15 studies that
evaluated home administration of misoprostol, including a large literature review of 87 studies that
included over 45,000 women. GAO noted that FDA found no evidence that home use of
misoprostol increased rates of treatment failure or serious complications.?* After reviewing 11
studies that evaluated different methods for follow-up care after mifepristone administration, FDA
determined that various methods of follow-up, including home pregnancy testing and telephone
visits, were acceptable alternatives to an in-clinic follow up.?’ Finally, FDA reviewed four studies
addressing the ability of nonphysician health care providers to provide abortion care, finding that
efficacy rates were at least 96% across all studies, regardless of gestational age or provider type.°

Petitioner is not aware of any peer-reviewed study or other robust evidence (clinical or
epidemiological) that casts any doubt on these findings of either the FDA or GAO. Nor has FDA
ever provided any contrary studies or evidence to Petitioner or asked Petitioner for comments on
any such studies or evidence.

(iii)  ANDA Approval

On April 11, 2019, FDA approved Petitioner’s ANDA to manufacture and market generic
mifepristone.?” FDA’s approval of Petitioner’s ANDA reflects the Agency’s consistent finding
that mifepristone is safe and effective and was based on a robust review of vast amounts of data
and hundreds of medical studies over more than two decades, including data submitted by
Petitioner to support the approval of its ANDA. As required by the FDCA, Petitioner’s generic
mifepristone and Danco’s Mifeprex must have substantively identical labels, in recognition of the
fact that they are “bioequivalent” and have “the same therapeutic effect” and thus have the same
benefits and risks.?® FDA accordingly determined that the branded and generic mifepristone should
share a single, shared REMS pursuant to 21 U.S.C. § 355-1(i). Petitioner is the sole supplier of
generic mifepristone in the United States and currently supplies the majority of the mifepristone
used domestically for medication abortions.

22U.S. Gov’t Accountability Off., GAO-18-292, Food and Drug Administration: Information on
Mifeprex Labeling Changes and Ongoing Monitoring Efforts 11 (2018), https://www.gao.gov/assets/gao-

18-292.pdf.
2 1d. at 12-13.

2 1d. at 13-14.
2 Id. at 15.
% 1d.

27U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., ANDA Approval Letter, ANDA 091178
(Apr. 11, 2019), https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2019/0911780rigl1s000ltr.pdf.

2821 U.S.C. § 355()(2)(A)([iv)-(v), HHH(F)-(G).
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(iv) 2023 Changes

FDA more recently concluded that in-person dispensing of mifepristone is not necessary
to ensure its safe use, following a comprehensive review of published scientific literature and
adverse event data. From July 13, 2020 through January 2021, a court injunction barred FDA from
enforcing the in-person dispensing requirement during the COVID-19
Public Health Emergency (“PHE”).% In April 2021, as the COVID-19 PHE continued, FDA
further stated it intended to exercise enforcement discretion with respect to the in-person
dispensing requirement, finding that requiring a patient to visit a clinic to receive mifepristone
could pose COVID-related safety risks to those patients and healthcare personnel.’® FDA reached
this decision following ““a thorough scientific review” by experts within FDA’s Center for Drug
Evaluation and Research (“CDER”), who “evaluated relevant information, including available
clinical outcomes data and adverse event reports.”>!

Throughout the remainder of 2021, FDA “undertook a full review” of the mifepristone
REMS, evaluating published literature, safety information submitted to FDA during the COVID-
19 PHE, adverse event data, the one-year assessment report for the mifepristone REMS, and
information provided by advocacy groups, individuals, and the sponsors of the NDA and the
ANDA .*? In December 2021, FDA determined that the in-person dispensing requirement was not
necessary and directed sponsors to initiate the process to modify REMS.** In particular, after
reviewing adverse event data, FDA found no difference in adverse event rates between periods
when the in-person dispensing requirement was being enforced and periods when the in-person
dispensing requirement was not being enforced, suggesting that “mifepristone may be safely used
without an in-person dispensing requirement.”** FDA further concluded, based on published
studies, that dispensing by mail does not jeopardize efficacy of medical abortion, finding that the

2 Am. Coll. of Obstetricians & Gynecologists v. FDA, 472 F. Supp. 3d 183, 233 (D. Md. July 13, 2020),
order clarified, 2020 WL 8167535 (D. Md. Aug. 19, 2020) (preliminarily enjoining FDA from enforcing
the in-person dispensing requirement and any other in-person requirements of the mifepristone REMS);
FDAv. Am. Coll. of Obstetricians & Gynecologists, 141 S. Ct. 578 (Jan. 12, 2021) (staying the
preliminary injunction imposed by the District Court).

30 Letter from Janet Woodcock, Acting Comm’r of Food & Drugs, to Maureen Phipps, Chief Exec. Off.,
Am. Coll. of Obstetricians & Gynecologists, and William Grobman, President, Soc’y for Maternal Fetal
Med. (Apr. 12, 2021), available at

https://www.aclu.org/sites/default/files/field document/fda_acting commissioner letter to _acog_april 1
2 2021.pdf.

31 Response Letter from FDA CDER to Am. Ass’n of Pro-Life Obstetricians & Gynecologists and Am.
Coll. of Pediatricians, No. FDA-2019-P-1534, at 5 (Dec. 16, 2021),
https://www.regulations.gov/document/FDA-2019-P-1534-0016.

2 1d até.

3 U.S. Food & Drug Admin., REMS Modification Rationale Review (Dec. 16, 2021), available at
https://www.accessdata.fda.gov/drugsatfda_docs/summary review/2023/0206870rigls025SumR.pdf#pa
ge=41 (hereinafter “2021 REMS Modification Rationale Review”).

3 1d. at 23.
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safety and efficacy outcomes reported in these studies were
mifepristone labeling.”*

3

‘within the ranges described in

Based on this comprehensive review of the evidence, FDA concluded that mifepristone
“will remain safe and effective for medical abortion if the in-person dispensing requirement is
removed, provided all the other requirements of the REMS are met, and pharmacy certification is

33 Id. at 39; id. at 24-36 (citing Daniel Grossman et al., Mail-order Pharmacy Dispensing of Mifepristone
for Medication Abortion After In-person Clinical Assessment, 107 Contraception 36 (2021),
https://pubmed.ncbi.nlm.nih.gov/34555420/; Daniel Grossman et al., Medication Abortion with
Pharmacist Dispensing of Mifepristone, 137 Obstetrics & Gynecology 613 (2021),
https://pubmed.ncbi.nlm.nih.gov/33706339/; Erica Chong et al., Expansion of a Direct-to-Patient
Telemedicine Abortion Service in the United States and Experience During the COVID-19 Pandemic, 104
Contraception 43 (2021), https://pubmed.ncbi.nlm.nih.gov/33781762/; Courtney Kerestes et al., Provision
of Medication Abortion in Hawai’i During COVID-19: Practical Experience with Multiple Care Delivery
Models, 104 Contraception 49 (2021), https://pmc.ncbi.nlm.nih.gov/articles/PMC8005318/; Abigail R.A.
Aiken et al., Effectiveness, Safety and Acceptability of No-test Medical Abortion (Termination of
Pregnancy) Provided via Telemedicine: A National Cohort Study, 128 BJOG 1464 (2021),
https://pubmed.ncbi.nlm.nih.gov/33605016/; Corinne H. Rocca et al., Effectiveness and Safety of Early
Medication Abortion Provided in Pharmacies by Auxiliary Nurse-Midwives: A Non-inferiority Study in
Nepal, 13 PLoS ONE 1 (2018),
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0191174; Ellen R. Wiebe et al.,
Comparing Telemedicine to In-Clinic Medication Abortions Induced with Mifepristone and Misoprostol,
2 Contracept X 1 (2020), https://pubmed.ncbi.nlm.nih.gov/32550538/; Ushma D. Upadhyay et al., Safety
and Efficacy of Telehealth Medication Abortion in the US During the COVID-19 Pandemic, 4 JAMA
Network Open 1 (2021), https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2783451; Paul
Hyland et al., 4 Direct-to-Patient Telemedicine Abortion Service in Australia: Retrospective Analysis of
the First 18 Months, 58 Austl. & N.Z. J. Obstetricians & Gynaecologists 335 (2018),
https://pubmed.ncbi.nlm.nih.gov/29603139/; Elizabeth G. Raymond et al., Teldbortion: Evaluation of a
Direct to Patient Telemedicine Abortion Service in the United States, 100 Contraception 173 (2019),
https://www.sciencedirect.com/science/article/abs/pii/S0010782419301763; Holly A. Anger et al.,
Clinical and Service Delivery Implications of Omitting Ultrasound Before Medication Abortion Provided
Via Direct-to-Patient Telemedicine and Mail in the U.S., 104 Contraception 659 (2021),
https://pubmed.ncbi.nlm.nih.gov/34329607/; John Joseph Reynolds-Wright et al., Telemedicine Medical
Abortion at Home Under 12 Weeks’ Gestation: A Prospective Observational Cohort Study During the
COVID-19 Pandemic, 47 BMJ Sex Reprod. Health 246 (2021),
https://pubmed.ncbi.nlm.nih.gov/33542062/; Abigail R.A. Aiken et al., Self Reported Outcomes and
Adverse Events After Medical Abortion Through Online Telemedicine: Population Based Study in the
Republic of Ireland and Northern Ireland, 357 BMJ 1 (2017),
https://www.bmj.com/content/357/bmj.j2011; Hanna Nortén et al., 10-year Evaluation of the Use of
Medical Abortion Through Telemedicine: A Retrospective Cohort Study, 129 BJOG 151 (2022),
https://obgyn.onlinelibrary.wiley.com/doi/abs/10.1111/1471-0528.16765; M. Endler et al. Safety and
Acceptability of Medical Abortion Through Telemedicine After 9 Weeks of Gestation: A Population-
Based Cohort Study, 126 BJOG 609 (2019), https://pubmed.ncbi.nlm.nih.gov/30456778/; Elizabeth G.
Raymond et al., Commentary: No-test Medication Abortion: A Sample Protocol for Increasing Access
During a Pandemic and Beyond, 101 Contraception 361 (2020),
https://pubmed.ncbi.nlm.nih.gov/32305289/).
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added.”® FDA determined that this modification would “render the REMS less burdensome to
healthcare providers and patients” and that the modified REMS will “continue to ensure that the
benefits of mifepristone for medical abortion outweigh the risks.”*” FDA further recognized that
removing the in-person dispensing requirement would allow “dispensing of mifepristone by mail
via certified prescribers or pharmacies.”*® In January 2023, FDA approved the sponsors’
applications to remove the in-person dispensing requirement from the REMS.*

Again, Petitioner is not aware of any peer-reviewed study or other robust scientific
evidence (clinical or epidemiological) that casts any doubt on these findings. Nor has FDA ever
provided any contrary studies or evidence to Petitioner or asked Petitioner for comments on any
such studies or evidence. On the contrary, as discussed below, since December 2023, additional
research has further confirmed that the dispensing of mifepristone via telehealth is safe and
effective.

b. Mifepristone Remains Safe and Effective Under the Current
REMS

Mifepristone’s safety and efficacy profile has remained strongly supported across multiple
iterations of the mifepristone REMS, including after removing the in-person dispensing
requirement. As detailed above, the safety and efficacy of mifepristone is supported by a robust
body of scientific evidence, reflecting vast amounts of data and hundreds of medical studies
evaluating thousands of patients.*’ Moreover, mifepristone is recognized as a safe and effective
option for abortion care by numerous clinical practice guidelines and best practices issued by
professional groups and other reproductive health experts.*!

362021 REMS Modification Rationale Review at 39 (Dec. 16, 2021), available at
https://www.accessdata.fda.gov/drugsatfda docs/summary review/2023/0206870rig1s025SumR.pdf#pa

ge=41.
37 Id. at 39-40.
3 Id. at 40.

3U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Supplement Approval Letter, NDA
020687/S-025 (Jan. 3, 2023),
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2023/0206870rig1s0251tr.pdf; U.S. Food &
Drug Admin., Ctr. for Drug Evaluation & Rsch., Prior Approval Supplement Approval Letter, ANDA
091178/S-004 (Jan. 3, 2023),
https://www.accessdata.fda.gov/drugsatfda_docs/appletter/2023/0911780rig1s004ltr.pdf. See also U.S.
Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Approval Package, Application No.
0206870rigls025 (Jan. 3, 2023),

https://www.accessdata.fda.gov/drugsatfda _docs/nda/2023/0206870rig1s025.pdf.

40 See Nat’l Acad. of Sci., Eng’g & Med., The Safety and Quality of Current Abortion Methods in The
Safety & Quality of Abortion Care in the U.S. (2018),
https://nap.nationalacademies.org/read/24950/chapter/1.

4 See, e.g., Am. Coll. of Obstetricians & Gynecologists, Prac. Bull. No. 225: Medication Abortion Up to
70 Days of Gestation (Oct. 2020), https://www.acog.org/clinical/clinical-guidance/practice-
bulletin/articles/2020/10/medication-abortion-up-to-70-days-of-gestation; Nat’l Abortion Fed., 2024
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Adverse events with mifepristone are extremely rare, as demonstrated by FDA’s summary
report of post-marketing adverse events through December 31, 2024.%? In that report, FDA
estimates that approximately 7.5 million women have used mifepristone in the U.S. for medical
termination of pregnancy from its approval through December 2024. Among those millions of
patients, there have been 36 reported deaths (which are included regardless of any causal
attribution to mifepristone), corresponding to an approximate mortality rate of 0.00048%.%
Moreover, as FDA has recognized, even that small percentage of deaths cannot be causally
attributed to mifepristone because of concurrent use of other drugs, other medical or surgical
treatments, co-existing medical conditions, and/or information gaps about patient health status and
clinical management of the patient.**

Other adverse events also remain rare: from November 2012 through December 2024,
adverse events were reported in 1,512 cases of mifepristone users in the entire nation, of which
288 required hospitalization (excluding deaths).* As the FDA-approved label recognizes,
infections and bleeding can occur “very rarely following spontaneous, surgical, and medical
abortions,” and “[n]o causal relationship between the use of [mifepristone] and misoprostol and
these events has been established.”*¢ Evidence suggests that the “critical risk factor” in the reported

Clinical Policy Guidelines for Abortion Care (2024), https://prochoice.org/wp-content/uploads/2024-
CPGs-FINAL-1.pdf; World Health Organization, Abortion Care Guideline 95 (Mar. 8, 2022),
https://www.who.int/publications/i/item/9789240039483; Royal Coll. of Obstetricians & Gynaecologists,
Best Practice in Abortion Care (Mar. 2022), https://www.rcog.org.uk/media/geifySbx/abortion-care-best-
practice-paper-april-2022.pdf; Nathalie Kapp & Patricia A. Lohr, Modern Methods to Induce Abortion:
Safety, Efficacy and Choice, 63 Best Prac. & Rsch. Clinical Obstetrics & Gynaecology 37 (2020),
https://pubmed.ncbi.nlm.nih.gov/32029379/.

42 U.S. Food & Drug Admin., Mifepristone U.S. Post-Marketing Adverse Events Summary through
12/31/2024, https://www.fda.gov/media/185245/download?attachment.

43 Id. The 36 total number of reported deaths includes 13 cases associated with sepsis; 2 cases of
homicide, 2 cases of combined drug intoxication/overdose, 2 cases of ruptured ectopic pregnancy, 2 cases
of drug intoxication, 2 cases of suicide, and 1 case each of the following: substance abuse/drug overdose;
methadone overdose; suspected homicide; delayed onset toxic shock-like syndrome; hemorrhage;
bilateral pulmonary thromboemboli; unintentional overdose resulting in liver failure; probable
anaphylactic medication reaction; septic shock due to necrotizing fasciitis; sepsis with multiple
complications possibly secondary to toxic shock syndrome 82 days after mifepristone; sudden death of
undetermined etiology despite performance of an autopsy; and a case of natural death due to severe
pulmonary emphysema.

4 U.S. Food & Drug Admin., Questions and Answers on Mifepristone for Medical Termination of
Pregnancy Through Ten Weeks Gestation (Feb. 11, 2025), https://www.fda.gov/drugs/postmarket-drug-
safety-information-patients-and-providers/questions-and-answers-mifepristone-medical-termination-
pregnancy-through-ten-weeks-gestation.

4 U.S. Food & Drug Admin., Mifepristone U.S. Post-Marketing Adverse Events Summary through
12/31/2024, https://www.fda.gov/media/185245/download?attachment.

4 MIFEPREX Prescribing Information (Mar. 23, 2023),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/0206870rig1s0261bl.pdf (emphasis added).
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https://www.rcog.org.uk/media/geify5bx/abortion-care-best-practice-paper-april-2022.pdf
https://www.rcog.org.uk/media/geify5bx/abortion-care-best-practice-paper-april-2022.pdf
https://pubmed.ncbi.nlm.nih.gov/32029379/
https://www.fda.gov/media/185245/download?attachment
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cases of infection “is pregnancy itself.”#” Importantly, mifepristone is associated with significantly
fewer, and less severe, complications than full-term pregnancy. Approximately 1.6% of women
giving birth in U.S. hospitals experience severe maternal morbidity—including hemorrhage,
eclampsia, sepsis, and organ failure—which can have significant short- and long-term health
consequences.*® In 2023, the maternal mortality rate was 18.6 deaths per 100,000 live births
(0.0186%).%

As discussed above, FDA’s decision to eliminate the in-person dispensing requirement was
fully supported by the scientific evidence available as of December 2021. Since December 2021,
further research has demonstrated that the dispensing of mifepristone via telehealth is safe and
effective.’® Again, Petitioner is not aware of any peer-reviewed study or other robust data (clinical

47 Citizen Petition Denial Response from FDA CDER to the Am. Ass’n of Pro Life Obstetricians &
Gynecologists 25-26 n.69, No. FDA-2002-P-0364 (Mar. 29, 2016),
https://www.regulations.gov/document/FDA-2002-P-0364-0002.

“8 Dorothy A. Fink et al., Trends in Maternal Mortality and Severe Maternal Morbidity During Delivery-
Related Hospitalizations in the United States, 2008 to 2021, 6 JAMA Network Open 1 (2023),
https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2806478.

4 Donna L. Hoyert, Ctrs. for Disease Control & Prevention, Health E-Stat 100: Maternal Mortality Rates
in the United States, 2023 (Feb. 2025), https://www.cdc.gov/nchs/data/hestat/maternal-
mortality/2023/Estat-maternal-mortality.pdf; see also Elizabeth G. Raymond & David Grimes, The
Comparative Safety of Legal Induced Abortion and Childbirth in the United States, 119 Obstetrics &
Gynecology 215 (2012),

https://journals.lww.com/greenjournal/abstract/2012/02000/the _comparative_safety of legal induced ab

ortion.3.aspx.

30 See, e.g., Ushma D. Upadhyay et al., Effectiveness and Safety of Telehealth Medication Abortion in the
USA, 30 Nature Med. 1191 (2024), https://www.nature.com/articles/s41591-024-02834-w; Lauren J.
Ralph et al., Comparison of No-Test Telehealth and In-Person Medication Abortion, 332 JAMA 898
(2024), https://jamanetwork.com/journals/jama/article-abstract/2820321; Silpa Srinivasulu et al.,
Telehealth Medication Abortion in Primary Care: A Comparison to Usual in-Clinic Care, 37 J. Am. Bd.
Fam. Med. 295 (2024), https://pubmed.ncbi.nlm.nih.gov/38740468/; Caitlin Hunter et al., Test or No-
Test: Comparison of Medication Abortion Outcomes and Adverse Events When Forgoing Ultrasound,
Laboratory Testing, and Physical Examination, 47 J. Obstetrics & Gynaecology Can. 1, 7 (2025),
https://pubmed.ncbi.nlm.nih.gov/39615625/; Holly Anger & Elizabeth G. Raymond, Clinical and Service
Delivery Outcomes Following Medication Abortion Provided With or Without Pretreatment Ultrasound
or Pelvic Examination: An Updated Comparative Analysis, 140 Contraception 1 (2024),
https://pubmed.ncbi.nlm.nih.gov/39059683/; Leonardo Cely-Andrade et al., Telemedicine for the
Provision of Medication Abortion to Pregnant People at up to Twelve Weeks of Pregnancy: A Systematic
Literature Review and Meta-Analysis, 21 Reprod. Health 136, 155 (2024),
https://pubmed.ncbi.nlm.nih.gov/39300581/; Martha K. Smith et al., The Safety and Efficacy of a “No
Touch” Abortion Program Implemented in the Greater Toronto Area During the COVID-19 Pandemic,
46 J. Obstetrics & Gynaecology Can. 1 (2024), https://pubmed.ncbi.nlm.nih.gov/38458271/; Ushma D.
Upadhyay et al., OQutcomes and Safety of History-Based Screening for Medication Abortion: A
Retrospective Multicenter Cohort Study, 182 JAMA Internal Med. 482 (2022),
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2790319; Marit Pearlman Shapiro et
al., No-Test Medication Abortion: A Systemic Review, 141 Obstetrics & Gynecology 23 (2023),
https://pubmed.ncbi.nlm.nih.gov/36701607/. See also Karin Brandell et al., Randomized Trial of Very
Early Medication Abortion, 391 New England J. Med. 1685 (2024),
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https://www.nature.com/articles/s41591-024-02834-w
https://jamanetwork.com/journals/jama/article-abstract/2820321
https://pubmed.ncbi.nlm.nih.gov/38740468/
https://pubmed.ncbi.nlm.nih.gov/39615625/
https://pubmed.ncbi.nlm.nih.gov/39059683/
https://pubmed.ncbi.nlm.nih.gov/39300581/
https://pubmed.ncbi.nlm.nih.gov/38458271/
https://jamanetwork.com/journals/jamainternalmedicine/fullarticle/2790319
https://pubmed.ncbi.nlm.nih.gov/36701607/

Case 6:25-cv-01491-DCJ-DJA  Document 231-3  Filed 02/24/26  Page 16 of 32 PagelD
#. 6817

(} GenBioPro

or epidemiological) that contradicts FDA’s decision to remove the in-person dispensing
requirement.

C. Unsubstantiated Claims by Abortion Opponents Do Not Justify
Imposing Restrictions on Mifepristone Access

Despite mifepristone’s well-established safety and efficacy profile—which has been borne
out in hundreds of medical studies over more than two decades as well as use by millions of
women—some ideological opponents of abortion have alleged that mifepristone carries
unacceptable safety risks. Such opponents have urged FDA either to revoke its approval of
mifepristone or to impose burdensome restrictions on patient access. As discussed further below,
there is no scientifically robust evidence to support these spurious claims, which fall far short of
the evidentiary standard required by the FDCA.

First, to withdraw the mifepristone approval, FDA would need to find that: (1) “clinical or
other experience, tests, or other scientific data show that such drug is unsafe for use under the
conditions of use upon the basis of which the application was approved,” (2) “new evidence of
clinical experience” or “tests by new methods” show that a drug is “not shown to be safe for use
under the conditions of use upon the basis of which the application was approved,” or (3) “new
information” demonstrates a “lack of substantial evidence that the drug will have the effect it
purports or is represented to have under the conditions of use prescribed, recommended, or
suggested in the labeling thereof.”! No such evidence exists with respect to mifepristone.
Petitioner is not aware of any scientifically robust evidence—including clinical experience, tests,
or data—showing that mifepristone is unsafe for use under its conditions of use. Nor is Petitioner
aware of any new information that demonstrates a lack of substantial evidence of effectiveness.
To the contrary, the overwhelming weight of scientific research and peer-reviewed studies
demonstrate that mifepristone is safe and effective for the medical termination of intrauterine
pregnancy through 70 days gestation.

Second, when evaluating a REMS for potential modification, FDA considers “new safety
information.”>? The statute provides explicit instruction on the type of evidence that FDA may
consider, defining “new safety information” to mean “information derived from a clinical trial, an
adverse event report, a postapproval study . . . , or peer-reviewed biomedical literature; data
derived from the postmarket risk identification and analysis system . . . ; or other scientific data

https://www.nejm.org/doi/10.1056/NEJMo0a2401646; Vera Kelesidou et al., Combination of Mifepristone
and Misoprostol for First-Trimester Medical Abortion: A Comprehensive Review of the Literature, 79
Obstetrical & Gynecological Survey 54 (2024), https://pubmed.ncbi.nlm.nih.gov/38306292/; Abigail R.A.
Aiken et al., Safety and Effectiveness of Self-Managed Medication Abortion Provided Using Online
Telemedicine in the United States: A Population Based Study, 10 Lancet Reg’l Health — Ams. 1 (2022),
https://www.thelancet.com/journals/lanam/article/PIIS2667-193X(22)00017-5/fulltext; Ushma D.
Upadhyay et al., Safety and Effectiveness of Synchronous and Asynchronous Telehealth Medication
Abortion Provided by US Virtual Clinics, 116 Contraception 69 (2022),
https://www.contraceptionjournal.org/article/S0010-7824(22)00263-3/abstract.

5121 U.S.C. § 355(e) (emphasis added).
221 US.C. § 355-1(b)(3).
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deemed appropriate by the Secretary.”>* Such information must address: (1) “a serious risk or an
unexpected serious risk associated with the use of the drug that the Secretary has become aware of
(that may be based on a new analysis of existing information) . . . since the last assessment of the
approved [REMS] for the drug”; or (2) “the effectiveness of the approved [REMS] for the drug
obtained since the last assessment of such strategy.”>* Petitioner is not aware of any such new
clinical trial, adverse event report, postapproval study, peer-reviewed biomedical literature, or
other scientific data that merits a modification to the mifepristone label or REMS to make them
more restrictive or to reinstate previously removed requirements. >

Petitioner is aware that, in late April 2025 and early May 2025, the Ethics and Public Policy
Center (“EPPC”) issued two documents arguing that FDA should reverse its findings with respect
to the mifepristone REMS and label and “reconsider its approval altogether.”® Secretary Kennedy
was expressly questioned about the April 2025 document at a recent congressional hearing where
Senator Josh Hawley (a strong opponent of abortion) demanded that FDA undertake a complete
review of mifepristone.

At the outset, it is important to note that EPPC is not a medical or scientific organization:
EPPC describes its mission as “working to apply the riches of the Jewish and Christian traditions
to contemporary questions of law, culture, and politics, in pursuit of America’s continued civic
and cultural renewal.”>’ The EPPC documents on mifepristone were issued as part of the
organization’s “Life and Family Initiative,” which “works nationwide to advance pro-life policies
that protect unborn children by restricting abortion at the state and federal levels, via legislation,

53 Id. (emphasis added)
54 Id. (emphasis added).

3 Some abortion opponents have advocated that FDA should re-impose the in-person dispensing
requirement or otherwise modify the REMS to mitigate a purported risk that a pregnant individual could
be forced or coerced to ingest mifepristone in order to induce an abortion. Any forced or coerced use of
mifepristone would be inconsistent with the existing FDA-approved label and REMS, as well as both
unethical and illegal. Petitioner is unaware of any study or data analyzing whether or to what extent such
conduct has occurred in the United States, let alone linking such conduct to the recent REMS
modification. Petitioner also is unaware of any evidence of such alleged activity indicated in the FDA
Adverse Event Reporting System (“FAERS”) database. In the absence of any such scientific evidence
evaluating this purported risk, FDA cannot reinstate the in-person dispensing requirement or otherwise
modify the REMS on the basis of this unfounded allegation. Moreover, if FDA believed such evidence
existed, it would be incumbent on FDA to accord Petitioner, who worked with FDA to develop and
finalize the current REMS, notice and an opportunity to comment on such material.

56 Jamie Bryan Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., The Abortion Pill Harms Women:
Insurance Data Reveals One in Ten Patients Experiences a Serious Adverse Event (Apr. 28, 2025),
https://eppc.org/wp-content/uploads/2025/04/25-04-The-Abortion-Pill-Harms-Women.pdf; Jamie Bryan
Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., The Abortion Pill Harms Women: Insurance Data
Reveals Repeated Abortion Attempts Due to High Failure Rate (May 12, 2025), https://eppc.org/wp-
content/uploads/2025/05/25-05-SHW-Insurance-Data-Reveals-Repeated-Abortion-Attempts-Due-to-
High-Failure-Rate.pdf.

37 Ethics & Pub. Pol’y Ctr., About Us, https://eppc.org/about/.
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regulation, and litigation.”>® Similarly, the authors of the documents at issue, Jamie Bryan Hall
and Ryan T. Anderson, are neither physicians nor medical scientists. Hall and Anderson state that
the project was conducted by an unnamed “team” of data scientists, analysts, and engineers, with
assistance from a group of unnamed physicians. Most critically, the documents were self-published
on EPPC’s website and not subject to peer review, meaning Hall and Anderson’s methodology,
data, and conclusions were never scrutinized by experts in the field for accuracy or reliability.

The EPPC documents are, in fact, deeply flawed and present no legitimate basis for FDA
to revise the mifepristone REMS or to revoke its approval of the drug. We outline some (but not
all) of those flaws below.

In the first document, Hall and Anderson claim that the unnamed team used an unnamed
dataset to identify patients whose medical records contained a code for a medication abortion, a
prescription for mifepristone, or a code for an abortion or unwanted pregnancy alongside coding
consistent with a medication abortion. Among those patients, Hall and Anderson claim that10.93%
allegedly also had some mention of some other purported adverse event within 45 days of the prior
entry.>® Hall and Anderson state that they identified “serious adverse events” using an undefined
list of “relevant” diagnosis codes and procedure codes. They then grouped those codes into 10
categories, which include, among other categories: (1) emergency room visits (with abortion-
related diagnosis and procedure codes); (2) other events that a group of unnamed doctors “judge
to be life-threatening” (including ectopic pregnancy); (3) subsequent surgical abortion procedures;
or (4) unspecified “other abortion complications,” including “life-threatening mental health
diagnoses.”®® These categories present several critical and likely fatal issues.

To begin, it is clear that Hall and Anderson did not follow accepted scientific practices in
conducting their result-oriented analysis, including, but not limited to, use of a validated algorithm
for probing the data. For example, counting abortion-related emergency room visits by themselves
as serious adverse events is contrary to the FDCA and FDA guidance.®! It is also inconsistent with
real world evidence: studies have repeatedly demonstrated that the majority of patients with
abortion-related emergency room visits receive observation care only.%? Patients often visit

58 Ethics & Pub. Pol’y Ctr., Life and Family Initiative, https://eppc.org/program/life-and-family-
initiative/.
59 Jamie Bryan Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., The Abortion Pill Harms Women:

Insurance Data Reveals One in Ten Patients Experiences a Serious Adverse Event (Apr. 28, 2025),
https://eppc.org/wp-content/uploads/2025/04/25-04-The-Abortion-Pill-Harms-Women.pdf.

0 1d.

6121 U.S.C. § 355-1(b)(4); U.S. Food & Drug Admin., What is a Serious Adverse Event? (May 18, 2023),
https://www.fda.gov/safety/reporting-serious-problems-fda/what-serious-adverse-event (“Emergency
room visits that do not result in admission to the hospital should be evaluated for one of the other serious
outcomes (e.g., life-threatening; required intervention to prevent permanent impairment or damage; other
serious medically important event).”).

2 Ushma D. Upadhyay et al., Incidence of Emergency Department Visits and Complications After

Abortion, 125 Obstetrics & Gynecology 175 (2015), https://pubmed.ncbi.nlm.nih.gov/25560122/; Ushma

D. Upadhyay et al., Abortion-Related Emergency Department Visits in the United States: An Analysis of a
17



https://eppc.org/program/life-and-family-initiative/
https://eppc.org/program/life-and-family-initiative/
https://eppc.org/wp-content/uploads/2025/04/25-04-The-Abortion-Pill-Harms-Women.pdf
https://www.fda.gov/safety/reporting-serious-problems-fda/what-serious-adverse-event
https://pubmed.ncbi.nlm.nih.gov/25560122/

Case 6:25-cv-01491-DCJ-DJA  Document 231-3  Filed 02/24/26  Page 19 of 32 PagelD
#: 6820

(} GenBioPro

emergency rooms to receive care for normal uterine cramping and bleeding, to ask questions, or
simply to confirm they are no longer pregnant. None of those scenarios would qualify as a serious
adverse event under FDA’s definition. In any event, it is well established in the scientific literature
(and reflected in the mifepristone label) that a small number of patients will visit an emergency
room following administration of mifepristone and misoprostol, and this evidence was available
to, and considered by, FDA when it approved changes to mifepristone’s labeling and REMS. Yet,
emergency room visits constitute over 40% of the purported serious adverse events identified by
Hall and Anderson.

Hall and Anderson also count any subsequent procedure to complete the abortion as a
serious adverse event. But, again, it is well-known and expected that approximately 2-7% of
patients will need a surgical procedure following mifepristone administration, and this possibility
is already included in the FDA-approved mifepristone labeling.%® Yet again, surgical abortion
procedures account for over 25% of the purported serious adverse events identified by EPPC.

Hall and Anderson also include ectopic pregnancy as a serious adverse event, even though
ectopic pregnancies are not caused by mifepristone. As already made clear in its labeling,
mifepristone is contraindicated in patients with ectopic pregnancy because it is not effective for
terminating such pregnancies; however, there is no evidence that mifepristone leads to unusual
complications for women with ectopic pregnancies.®* Yet Hall and Anderson claim, without
support, that use of mifepristone in the case of ectopic pregnancy “poses extraordinary, heightened
risk” to the patient’s health.%

The largest category of alleged adverse events in the EPPC’s findings—over half—is made
up of unspecified “other abortion-specific complications.” Hall and Anderson do not list the
diagnosis or procedure codes used for this category, and hence it is impossible to determine the
codes’ relevance (if any) to mifepristone treatment.

National Emergency Department Sample, 16 BMC Med. (2018),
https://bmcmedicine.biomedcentral.com/articles/10.1186/s12916-018-1072-0.

6 MIFEPREX Prescribing Information (Mar. 23, 2023),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2023/0206870rig1s0261bl.pdf; see also Ushma D.
Upadhyay et al., Incidence of Emergency Department Visits and Complications After Abortion, 125
Obstetrics & Gynecology 175 (2015), https://pubmed.ncbi.nlm.nih.gov/25560122/; Elizabeth G.
Raymond et al., First-trimester Medical Abortion with Mifepristone 200 mg and Misoprostol: A
Systematic Review, 87 Contraception 26 (2013); Kelly Cleland et al., Significant Adverse Events and
Outcomes After Medical Abortion, 121 Obstetrics & Gynecology 166 (2013),
https://pubmed.ncbi.nlm.nih.gov/23262942/.

64 Caitlin Shannon et al., Ectopic Pregnancy and Medical Abortion, 104 Obstetrics & Gynecology 161
(2004), https://pubmed.ncbi.nlm.nih.gov/15229016/.

65 Jamie Bryan Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., Frequently Asked Questions About
the Largest Study on Chemical Abortion (May 7, 2025), https://eppc.org/wp-
content/uploads/2025/05/Frequently-Asked-Questions-About-the-Largest-Study-on-Chemical-

Abortion.pdf.
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In the second document, Hall and Anderson claim that, among those patients identified as
having received a medication abortion based on claims data, within a 45-day window, 3.22% had
some entry suggesting repeated mifepristone administration, and 2.84% had some entry suggesting
a subsequent procedure to complete the abortion. Hall and Anderson use these “findings” to assert
that mifepristone has a “real-world failure rate” of 5.26%.% Again, there are several seriously
problematic issues with this document. We highlight just two. First, as discussed above, it is known
and expected that a small percentage of patients will need a surgical procedure following
mifepristone administration to complete the abortion, and this possibility is already included in the
mifepristone labeling. Second, Hall and Anderson do not explain how they identified the purported
repeated use of mifepristone, or the steps taken (if any) to ensure such entries in the unnamed
dataset did not merely reflect duplicate claims. Such entries may also reflect instances in which a
patient received two mifepristone prescriptions but only ingested a single dose.

The failure of Hall and Anderson to disclose the “commercially available all-payer health
insurance claims database”®’ underlying their “findings;” the methodology (if any) used to address
misclassified or missing information; any steps taken to preserve data quality or remove duplicate
claims; or the diagnosis and procedure codes used to identify adverse events make it impossible to
independently verify or replicate the results. More specifically, EPPC’s decision to withhold the
identity of the claims database also makes it impossible for FDA, the mifepristone NDA and
ANDA holders, the scientific and medical community at large, or anyone else to assess either the
reliability or relevance of that dataset with respect to any decision on the approval or REMS
requirements for the drug.

As FDA recognized in its guidance regarding the use of electronic health records and
medical claims data (“EHR Guidance”), “existing electronic health care data were not developed
for research purposes or to support regulatory submissions to FDA, [so] it is important to
understand their potential limitations when they are used for that purpose.”®® One potential
limitation recognized by FDA is that the purpose of medical claims data is to “support payment
for care.”®® Accordingly, as FDA has stated, claims data “may not accurately reflect” the presence,
characteristics, severity, or clinical management of a particular condition or event.”

6 Jamie Bryan Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., The Abortion Pill Harms Women:
Insurance Data Reveals Repeated Abortion Attempts Due to High Failure Rate (May 12, 2025),
https://eppc.org/wp-content/uploads/2025/05/25-05-SHW-Insurance-Data-Reveals-Repeated-Abortion-
Attempts-Due-to-High-Failure-Rate.pdf.

67 Jamie Bryan Hall & Ryan T. Anderson, Ethics & Pub. Pol’y Ctr., The Abortion Pill Harms Women:
Insurance Data Reveals One in Ten Patients Experiences a Serious Adverse Event (Apr. 28, 2025),
https://eppc.org/wp-content/uploads/2025/04/25-04-The-Abortion-Pill-Harms-Women.pdf.

% U.S. Food & Drug Admin., Guidance for Industry: Real-World Data: Assessing Electronic Health
Records and Medical Claims Data to Support Regulatory Decision-Making for Drug and Biological
Products 4 (2024), https://www.fda.gov/media/152503/download.

1d.
.

19


https://eppc.org/wp-content/uploads/2025/05/25-05-SHW-Insurance-Data-Reveals-Repeated-Abortion-Attempts-Due-to-High-Failure-Rate.pdf
https://eppc.org/wp-content/uploads/2025/05/25-05-SHW-Insurance-Data-Reveals-Repeated-Abortion-Attempts-Due-to-High-Failure-Rate.pdf
https://eppc.org/wp-content/uploads/2025/04/25-04-The-Abortion-Pill-Harms-Women.pdf
https://www.fda.gov/media/152503/download

Case 6:25-cv-01491-DCJ-DJA  Document 231-3  Filed 02/24/26  Page 21 of 32 PagelD
#. 6822

{"‘ GenBioPro

FDA has likewise cautioned that investigators should “identify whether the data sources
cover all populations relevant to the study” and that “[d]ifferences in terminology and coding
systems used in different health care systems” may affect the relevance of the data source.”! There
is no evidence suggesting Hall and Anderson gave any consideration to these issues or other
potential limitations of their dataset. Until EPPC discloses the identity of the dataset it claims to
have analyzed—and independent reviewers at FDA and the medical community are able to assess
its relevance, reliability and integrity (or any of the more detailed data issues FDA has also
specified in its EHR Guidance)—any use of (much less reliance on) EPPC’s purported “findings”
from that unidentified data would violate FDA’s own standards and procedures.

In sum, the EPPC documents utterly fail to provide robust scientific evidence regarding the
safety and effectiveness of mifepristone. The documents do not constitute “new safety
information” for purposes of REMS modification assessments, which the FDCA requires to be
derived from a clinical trial, adverse event reports, a postapproval study, peer-reviewed biomedical
literature, FAERS data, or other scientific data.””> To the extent that FDA considers these
documents at all, FDA must also consider the overwhelming weight of scientific research and peer-
reviewed studies that support mifepristone’s safety and efficacy. In light of its many obvious
scientific flaws—which are apparent even upon a facial review—the EPPC documents cannot
provide a legitimate basis to restrict access to mifepristone—a drug which has been repeatedly
verified as safe and effective for terminating early pregnancies through vast amounts of data,
hundreds of medical studies, and use by millions of women over more than two decades.

d. FDA Must Avoid Undue Burdens on Patient Access to
Mifepristone

The FDCA requires FDA to balance safety and access in adopting and revising a REMS.”
Specifically, ETASU imposed under a REMS must “not be unduly burdensome on patient access
to the drug,” and, “to the extent practicable,” must “minimize the burden on the health care delivery
system.””*

In its 2021 review of the mifepristone REMS, FDA correctly determined that removing the
in-person dispensing requirement would “render the REMS less burdensome to healthcare
providers and patients” and that the modified REMS would “continue to ensure that the benefits

M Id. at 5.
721 US.C. § 355-1(b)(3).

321 U.S.C. § 355-1(g)(4)(B) (authorizing FDA to require a sponsor to modify a REMS to “ensure
benefits of the drug outweigh the risks of the drug” or “minimize the burden on the health care delivery
system”); 21 U.S.C. § 355-1(f)(5) (requiring FDA to periodically evaluate whether ETASU “are not
unduly burdensome on patient access to the drug” and “to the extent practicable, minimize the burden on
the health care delivery system”). Congress was particularly concerned about access to REMS drugs for
“patients who have difficulty accessing health care (such as patients in rural or medically underserved
areas).” 21 U.S.C. § 355-1(f)(2).

7421 U.S.C. § 355-1(H)(2).
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of mifepristone for medical abortion outweigh the risks.””> Since then, numerous peer-reviewed
studies have confirmed that the availability of medication abortion through telehealth improves
patient access to care.’® In particular, studies have shown that telehealth provides an important
care option for patients living in rural and medically underserved areas, who would otherwise have
to travel long distances to receive in-person care. Telehealth also provides a particular benefit for
patients who may find it difficult to take time off work or arrange for childcare in order to travel
for abortion care.

FDA appropriately balanced patient safety and access when it determined that the
mifepristone REMS should be modified in 2021. Reinstating the prior ETASU, such as the in-
person dispensing requirement, would unduly restrict patient access to mifepristone without a
legitimate patient safety rationale. Doing so would also violate the FDCA’s mandate that REMS
requirements be firmly rooted in scientific evidence and clinical data and no more burdensome
than necessary to ensure safe use.

2. There is No Scientific Evidence Suggesting that Mifepristone Causes
Harm to the Environment

FDA has previously and correctly rejected claims that mifepristone somehow causes harm
to the environment, and there continues to be no evidence that would support restricting access to

52021 REMS Modification Rationale Review at 39-40, (Dec. 16, 2021), available at
https://www.accessdata.fda.gov/drugsatfda docs/summary review/2023/0206870rig1s025SumR.pdf#pa

ge=41.

76 Leah R. Koenig et al., The Role of Telehealth in Promoting Equitable Abortion Access in the United
States: Spatial Analysis, 9 IMIR Pub. Health Surveillance 45671 (2023),
https://publichealth.jmir.org/2023/1/€45671; Amy Tressan et al., Telemedicine Abortion in Primary Care:
An Exploration of Patient Experiences, 22 Annals of Fam. Med. 19 (2024),
https://pubmed.ncbi.nlm.nih.gov/38253506/; Leah R. Koenig et al., Patient Acceptability of Telehealth
Medication Abortion Care in the United States, 2021-2022: A Cohort Study, 114 Am. J. Pub. Health 241,
247-48 (2024), https://pubmed.ncbi.nlm.nih.gov/38237103/; Emily M. Godfrey et al., Patient
Perspectives Regarding Clinician Communication During Telemedicine Compared With In-Clinic
Abortion, 141 Obstetrics & Gynecology 1139, 1143 (2023), https://pubmed.ncbi.nlm.nih.gov/37141602/;
Andréa Becker et al., “It Was So Easy in a Situation That’s So Hard”: Structural Stigma and Telehealth
Abortion, J. Health & Soc. Behav. (2025),
https://journals.sagepub.com/doi/epub/10.1177/00221465241303873; Samantha P. Ruggiero et al.,
Patient and Provider Experiences Using a Site-to-Site Telehealth Model for Medication Abortion, 30
mHealth 1 (2022), https://mhealth.amegroups.org/article/view/100653/html; Courtney Kerestes et al.,
Person-Centered, High-Quality Care From a Distance: A Qualitative Study of Patient Experiences of
TelAbortion, a Model for Direct-to-Patient Medication Abortion by Mail in the United States, 54
Perspectives Sexual & Reprod. Health 177 (2022), https://pubmed.ncbi.nlm.nih.gov/36229416/; Leah R.
Koenig et al., Mailing Abortion Pills Does Not Delay Care: A Cohort Study Comparing Mailed to In-
Person Dispensing of Abortion Medications in the United States, 121 Contraception 1 (2023),
https://www.contraceptionjournal.org/article/S0010-7824(23)00015-X/fulltext; Kathleen Marie
Beardsworth et al., Miles and Days until Medical Abortion via TelAbortion versus Clinic in Oregon and
Washington, USA, 48 BMJ Sex Reprod Health, €38 (2021), https://srh.bmj.com/content/48/e1/e38.long;
Anna E. Fiastro et al., Telehealth vs In-Clinic Medication Abortion Services, 6 JAMA Network Open 1-5,
4 (Sept. 1, 2023), https://jamanetwork.com/journals/jamanetworkopen/fullarticle/2809068.
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https://publichealth.jmir.org/2023/1/e45671
https://pubmed.ncbi.nlm.nih.gov/38253506/
https://pubmed.ncbi.nlm.nih.gov/38237103/
https://pubmed.ncbi.nlm.nih.gov/37141602/
https://journals.sagepub.com/doi/epub/10.1177/00221465241303873
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mifepristone on this basis. Further, when granting the mifepristone NDA and ANDA, FDA
complied with all applicable law and regulations regarding environmental reviews and
consultations, including environmental assessment requirements.

As FDA is aware, opponents of medical abortion have alleged that mifepristone or its
metabolites cause harm to the environment, despite the lack of any scientific evidence, including
by filing the below citizen petitions:

(1) Students for Life of America (“SFLA”) Citizen Petition (Nov. 2022): This petition
requested that FDA modify the REMS to require prescribers to include a medical
waste bag and catch-kit with all mifepristone prescriptions to ‘“alleviate some
amount of human remains (this includes fetal remains) and Mifepristone
contaminants in the nation’s water supply.”’”” SFLA’s petition claimed that
exposure to mifepristone in the nation’s water can cause “teratologic repercussions
or congenital anomalies.””®

(2) SFLA Citizen Petition (Apr. 2023): This petition requested that FDA revoke
approval of the NDA, ANDA, and modifications to the REMS, on the basis that
FDA failed to comply with the Endangered Species Act (“ESA”) by not consulting
with the United States Fish and Wildlife Service (“FWS”) and National Marine
Fisheries Service (“NMFS”).” SFLA claimed that mifepristone in the water supply
can have “detrimental effects on the fertility of animals, as well as having unknown
detrimental effects on plant life and ecosystems.” 3’

3) SFLA Citizen Petition (Aug. 2023). This petition requested that FDA revoke
approval of the mifepristone NDA, ANDA, and modifications to the REMS, on the

basis that FDA failed to comply with certain requirements of the Clean Water Act
(“CWA”).8!

(4) SFLA Citizen Petition (Dec. 2024): This petition requested that FDA “refrain from
modifying the approved use of [m]ifepristone to include miscarriage care” until the
Agency requires the provision of a medical waste bag and catch-kit and determines
compliance with the CWA and ESA.%

7 Citizen Petition from Students for Life of America, No. FDA-2022-P-2872, at 2 (Nov. 15, 2022),
https://www.regulations.gov/document/FDA-2022-P-2872-0001.

Id at7.

7 Citizen Petition from Students for Life of America, No. FDA-2023-P-1528, at 1 (Apr. 19, 2023),
https://www.regulations.gov/document/FDA-2023-P-1528-0001.

%0 1d. at 15.

81 Citizen Petition from Students for Life of America, No. FDA-2023-P-3328, at 1 (Aug. 1, 2023),
https://www.regulations.gov/document/FDA-2023-P-3328-0001.

82 Citizen Petition from Students for Life of America, No. FDA-2024-P-5967 (Dec. 18, 2024),
https://www.regulations.gov/document/FDA-2024-P-5967-0001.
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FDA correctly rejected these requests.®® There is no scientific evidence whatsoever that suggests
mifepristone or the products of conception have any effect, let alone an adverse one, on the
environment (including protected species, habitats, or water quality).

As FDA has recognized, the 2000 approval of Mifeprex and the 2019 approval of generic
mifepristone complied with all environmental assessment requirements and demonstrated that
mifepristone would have no adverse environmental effects.3 FDA is required under the National
Environmental Policy Act (“NEPA”) to assess the environmental impacts of qualifying actions
and ensure that the public is informed of these analyses.® When assessing “environmental effects
and feasible alternatives for NEPA,” an agency is accorded “substantial deference” as to the “depth
and breadth of its inquiry.”®® Under FDA regulations, the approval of an NDA, ANDA, and certain
supplements to these applications require at least the preparation of an environmental assessment
(“EA”), unless the action qualifies for a categorical exclusion.®” Action on an ANDA qualifies for
a categorical exclusion from the requirement to prepare an EA “if the action does not increase the
use of the active moiety.”%®

FDA’s approval of the mifepristone NDA complied with all applicable EA requirements,
and Petitioner properly claimed a categorical exclusion on its ANDA, meaning no additional EA
was required. In 1996, the applicant for the mifepristone NDA submitted an EA in accordance
with NEPA and applicable FDA regulations, which was reviewed by FDA to determine whether
approval of mifepristone would have a significant environmental impact.®® The EA evaluated the
potential environmental impacts of the manufacture of the drug product, use of the drug product
by patients (i.e., excretion by patients), and disposal of pharmaceutical waste. In accordance with
FDA guidance, the EA calculated a projected environmental introduction concentration into the

8 Response from FDA CDER to Students for Life of America, No. FDA-2022-P-2872 (Jan. 15, 2025),
https://www.regulations.gov/document/FDA-2022-P-2872-0004; Final Response from FDA CDER to
Students for Life of America, No. FDA-2023-P-1528 (Jan. 15, 2025),
https://www.regulations.gov/document/FDA-2023-P-1528-0005; Response Letter from FDA CDER to
Students for Life of America, No. FDA-2023-P-3328 (Jan. 15, 2025),
https://www.regulations.gov/document/FDA-2023-P-3328-0004; Response Letter from FDA CDER to
Students for Life of America, No. FDA-2024-P-5967 (May 21, 2025),
https://www.regulations.gov/document/FDA-2024-P-5967-0003.

8 Response from FDA CDER to Students for Life of America, No. FDA-2022-P-2872, at 17 (Jan. 15,
2025), https://www.regulations.gov/document/FDA-2022-P-2872-0004.

8542 U.S.C. § 4321 et seq.

8 Seven Cnty. Infrastructure Coal. v. Eagle Cnty., Colorado, 145 S. Ct. 1497, 1513 (2025); see id.
(according “substantial deference” to the agency’s decision as to “whether and to what extent to prepare
an [environmental impact statement]” (quoting Dep't of Transp. v. Pub. Citizen, 541 U.S. 752, 767
(2004)).

5721 C.F.R. § 25.20(1).
21 C.F.R. § 25.31(a).

8 U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Environmental Assessment and Finding
of No Significant Impact for NDA 20-687 Mifepristone Tablets (1996),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687 Mifepristone EA.pdf.
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aquatic environment from use of much less than I part per billion using default, conservative
screening-level assumptions that all drug substance produced is used, there is even distribution
throughout the United States per day, and there are no metabolism or depletion mechanisms.’® The
Material Safety Data Sheet also noted that mifepristone is “[b]iodegradable in natural media,”
meaning that mifepristone is not expected to accumulate in the environment because it will break
down through the action of microorganisms.’! Based on these materials, FDA made a finding of
no significant impact, concluding that mifepristone “can be manufactured, used and disposed of
without any expected adverse environmental effects,” that “[a]dverse effects are not anticipated
upon endangered or threatened species,” and that approval of the NDA “will not have a significant
effect on the quality of the human environment.”? In support of its ANDA, Petitioner
appropriately claimed a categorical exclusion under 21 C.F.R. § 25.31(a) because action on its
ANDA would not increase use of the active moiety.

In rejecting the aforementioned citizen petitions, in January 2025, FDA reaffirmed that the
1996 EA complied with NEPA and FDA'’s regulations, concluding that “FDA appropriately
assessed the potential impact on the human environment from excretion by patients who use
mifepristone and determined that there would be no significant effects on the quality of the human
environment.””> FDA concluded that the 1996 EA and FDA’s finding of no significant impact
“show that ‘remnants of mifepristone’ are not causing harm to the environment and to people
through environmental pathways, and also show, by extension, that metabolites from patients using
mifepristone have not been ‘causing teratologic repercussions or congenital anomalies in animals
like birth defects.””*

The findings from the 1996 EA were also reaffirmed by a new environmental analysis
conducted by FDA. In January 2025, FDA conducted its own environmental analysis, using
publicly available data on current usage rates of mifepristone and applying the default

% Response from FDA CDER to Students for Life of America, No. FDA-2022-P-2872, at 3, 12-14 (Jan.
15, 2025), https://www.regulations.gov/document/FDA-2022-P-2872-0004; see also U.S. Food & Drug
Admin., Guidance for Industry for the Submission of an Environmental Assessment in Human Drug
Applications and Supplements (1995) (hereinafter “1995 EA Guidance”); U.S. Food & Drug Admin.,
Guidance for Industry: Environmental Assessment of Human Drug and Biologics Applications (1998),
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/environmental-assessment-
human-drug-and-biologics-applications (hereinafter “1998 EA Guidance”). The 1995 EA Guidance was
replaced in July 1998 by the 1998 EA Guidance.

%1'U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Environmental Assessment and Finding
of No Significant Impact for NDA 20-687 Mifepristone Tablets, Appendix D, Material Safety Data Sheet
(1996), https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687 Mifepristone EA.pdf.

2U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Environmental Assessment and Finding
of No Significant Impact for NDA 20-687 Mifepristone Tablets 1-2 (1996),
https://www.accessdata.fda.gov/drugsatfda_docs/nda/2000/20687 Mifepristone EA.pdf (emphasis
added).

% Response from FDA CDER to Students for Life of America, No. FDA-2022-P-2872, at 19 (Jan. 15,
2025), https://www.regulations.gov/document/FDA-2022-P-2872-0004.

% Id. at 12 (citing Citizen Petition from Students for Life of America, No. FDA-2022-P-2872, at 2, 9
(Nov. 15, 2022), https://www.regulations.gov/document/FDA-2022-P-2872-0001)).
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environmental calculations described in FDA’s current environmental guidance. This analysis
reaffirmed the findings from the 1996 EA: FDA concluded that its “conservative calculations”
using estimates of current use rates of mifepristone “show an exposure level that is so low that is
it predicted to have no effect on the environment, including threatened and endangered species.”?’
As FDA recognized, the SFLA petitions “provide[d] no evidence showing that bodily fluid from
patients who have used mifepristone (a one-time, single-dose drug product) is causing harm to the
nation’s aquatic environment.”’® FDA further stated that the Agency is not aware of any evidence
“suggesting that products of conception pose an environmental hazard to the water supply” or that
“products of conception from induced abortions differ from the naturally occurring products of
conception from spontaneous abortions.”®” No new evidence contradicts FDA’s conclusions. And,
if FDA now believes such evidence exists, it must accord Petitioner notice and an opportunity to
comment on such material.

Separately, FDA also correctly concluded that the ESA and CWA do not impose
requirements on FDA’s approval of drug applications. In rejecting the April 2023 SFLA citizen
petition, FDA correctly explained that it does not have “discretionary Federal involvement or
control” over approvals of the type that would trigger obligations under ESA Section 7;
accordingly, it is not required to consult with FWS or NMFS before approving an NDA or
ANDA.?® Additionally, in rejecting the August 2023 SFLA citizen petition, FDA explained that
the CWA does not apply to FDA’s approval of mifepristone, because excretion of mifepristone,
its metabolites, or any products of conception into wastewater would not be considered a
“discharge” or nonpoint “runoff’ under the CWA.?’ It remains the case today that the ESA and
CWA are inapplicable to FDA’s approval of drug applications. If FDA adopts the position that
these regimes somehow impact the approval of mifepristone, Petitioner must be accorded notice
and opportunity to comment on and challenge such an unfounded interpretation.

* * *

In summary, FDA’s approval of mifepristone and the current REMS reflects its judgment
that the drug is safe and effective and has a favorable benefit-risk balance under the current
conditions of use. FDA’s decisions regarding mifepristone have been based on the agency’s review
of vast amounts of data and hundreds of medical studies over more than two decades. Further,
FDA'’s decisions regarding mifepristone have twice been found to be legally and factually valid
by the GAO.

% Id. at 16-17 (emphasis added).
% Id. at 8-9 (emphasis added).
71d. at 13.

% Final Response from FDA CDER to Students for Life of America 8, No. FDA-2023-P-1528 (Jan. 15,
2025), https://www.regulations.gov/document/FDA-2023-P-1528-0005.

% Response Letter from FDA CDER to Students for Life of America 8-10, No. FDA-2023-P-3328 (Jan.
15, 2025), https://www.regulations.gov/document/FDA-2023-P-3328-0004.
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Accordingly, FDA should take no action that would reduce patient access to mifepristone
and/or increase the burdens associated with prescribing or dispensing mifepristone, as such actions
are not scientifically or medically warranted, or consistent with applicable law.

3. Any FDA Withdrawal of Petitioner’s ANDA Approval Must Follow
All Applicable Procedures Afforded by Law and Regulation

As FDA is well aware, FDA’s longstanding approvals regarding mifepristone have come
under legal challenge. These ill-advised and unfounded attacks on FDA’s decisions pursuant to its
congressional mandate are of grave concern to Petitioner, which has invested considerable effort
and expense in reliance on FDA’s past regulatory actions with respect to mifepristone, and with
the understanding that any withdrawal of an FDA approval is subject to a well-established FDA
regulatory process. Petitioner therefore must respectfully insist that any steps to withdraw or
otherwise restrict FDA’s approval of Petitioner’s ANDA for mifepristone as currently labeled—
whether in effectuation of a court order or otherwise—follow all applicable procedures afforded
by law and regulation, and that FDA permit Petitioner to continue marketing and selling
mifepristone under current conditions of use until those procedures have been completed.

a. FDA'’s Approval of Petitioner’s ANDA is Facing a Legal
Challenge

On November 18, 2022, the Alliance for Hippocratic Medicine filed a complaint in the
U.S. District Court for the Northern District of Texas challenging FDA’s approvals of Danco’s
NDA for Mifeprex and Petitioner’s ANDA for mifepristone, as well as other FDA actions related
to mifepristone. On April 7, 2023, the district court granted in part the plaintiffs’ preliminary
injunction motion, purporting to “stay[] the effective date of FDA’s September 28, 2000,
[a]pproval of mifepristone” and subsequent actions on mifepristone that the plaintiffs challenged,
including the REMS modifications in 2016 and 2021 and the approval of Petitioner’s ANDA in
2019.'% That order, however, was stayed pending appeal; on June 13, 2024, the Supreme Court
ultimately held that the plaintiffs lacked Article III standing to challenge FDA’s actions relating
to mifepristone. ! The case was subsequently remanded to the district court.'%?

But that was not the end of the legal threat to Petitioner’s ANDA. On remand, intervenor-
plaintiff States in the lawsuit, now captioned Missouri v. FDA, have alleged that FDA “lacked
legal authority” when approving Petitioner’s ANDA.!% Intervenor-plaintiffs have asserted that
Petitioner’s ANDA approval “must be held unlawful, stayed, set aside, vacated, and preliminarily
and permanently enjoined.” % Because Petitioner’s ANDA for generic mifepristone remains under

100 411. for Hippocratic Med. v. FDA, 668 F. Supp. 3d 507, 560 (N.D. Tex. 2023).
' FDA v. All for Hippocratic Med., 602 U.S. 367 (2024).
102 II. for Hippocratic Med. v. FDA, 117 F.4th 336, 340 (5th Cir. 2024).

103 Amended Complaint § 764, Missouri v. FDA, No. 2:22-cv-223-Z (N.D. Tex. Jan. 16, 2025), ECF No.
217.

104 14, 4 787.
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attack, Petitioner is acutely interested in FDA’s adherence to all applicable procedures governing
any potential withdrawal of approved drug applications. %

As a result of this legal threat, Petitioner has previously and repeatedly insisted that FDA
confirm that any withdrawal of approval for Petitioner’s ANDA for mifepristone would follow all
applicable procedures afforded by law to Petitioner as the ANDA holder, and that FDA would
permit Petitioner to continue marketing and selling mifepristone until those procedures have been
completed. Petitioner communicated these requests in letters to FDA in March and April 2023, as
it considered the potential impact of the district court’s order in Alliance for Hippocratic Medicine
v. FDA.'% FDA responded to one such letter by declining to provide the assurances sought by
Petitioner, instead stating that FDA would “need to review the Court’s opinion and order before
determining what steps may be necessary to comply with it.”!®” FDA did not respond to
Petitioner’s other communications on this topic.

b. Statute and Regulations Require FDA to Follow Specific
Procedures to Withdraw an ANDA

Petitioner believes that FDA should confirm that any steps to withdraw the approval of
Petitioner’s ANDA for mifepristone—whether in purported effectuation of a court order or
otherwise—will follow all applicable procedures afforded by law and regulation to Petitioner as
the ANDA holder, and that Petitioner may continue marketing and selling mifepristone until those
procedures have been completed.

(1) Statutory Withdrawal Procedures

Any withdrawal of Petitioner’s ANDA must comport with the statutory provisions
governing the withdrawal of an approved drug application. Congress granted FDA, and FDA
alone, the authority to oversee the withdrawal of an approved drug application.'*® Withdrawal
requires a finding by FDA that one of the relevant statutory criteria has been met, as well as “due
notice and opportunity for hearing to the applicant.”'® As discussed above, under the FDCA, and

105 Petitioner has intervened in the Missouri v. FDA lawsuit to defend against the Intervenor-plaintiff
States’ unfounded attacks on the ANDA approval and other FDA regulatory actions, including on the
basis that the lawsuit is procedurally improper for multiple reasons. As Petitioner has made clear in its
filings in the case, Intervenor-plaintiffs’ legal challenges should be dismissed.

106 See Letter from Evan Masingill, Chief Exec. Officer, GenBioPro, Inc., to the Honorable Robert M.
Califf, M.D., Comm’r, FDA (Mar. 1, 2023); Letter from Evan Masingill, Chief Exec. Officer, GenBioPro,
Inc., to the Honorable Robert M. Califf, M.D., Comm’r, FDA (Apr. 9, 2023); Letter from Evan Masingill,
Chief Exec. Officer, GenBioPro, Inc., to the Honorable Robert M. Califf, M.D., Comm’r, FDA (Apr. 13,
2023).

107 Letter from Patrizia Cavazzoni, MD, Dir., Ctr. for Drug Evaluation and Rsch., FDA, to Evan
Masingill, Chief Exec. Officer, GenBioPro, Inc. (Mar. 24, 2023).

10821 U.S.C. § 355(e).
109 74
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as relevant here, the Secretary of HHS may withdraw approval of an application only if the
Secretary finds that:

[C]linical or other experience, tests, or other scientific data show
that such drug is unsafe for use under the conditions of use upon the
basis of which the application was approved . . . [or] on the basis of
new information before him with respect to such drug, evaluated
together with the evidence available to him when the application
was approved, that there is a lack of substantial evidence that the
drug will have the effect it purports or is represented to have under
the conditions of use prescribed, recommended, or suggested in the
labeling thereof. 1

The Secretary, in turn, has delegated the responsibility for making the requisite finding to
the FDA Commissioner.'!" Any withdrawal of a drug approval on safety or efficacy grounds
therefore requires a finding that the evidence demonstrates that the drug’s benefit-risk balance
requires withdrawal. As the Supreme Court has emphasized, the FDCA does “not provide any
mechanism other than the Commissioner’s suspension authority under [section 355(e)], whereby
an NDA once effective could cease to be effective.”!!?

(ii) FDA Regulations on Withdrawal Procedures

The regulations that implement 21 U.S.C. § 355(e)’s requirements of notice and
opportunity to be heard set out the specific and detailed procedures FDA must follow when
withdrawing a drug approval. In addition to notice and the opportunity for a hearing on a proposal
to withdraw a drug, FDA regulations also expressly permit the applicant to submit studies, data,
and other information.!'® Specifically with regard to the holder of an ANDA such as Petitioner,
the regulations require an opportunity to submit written comments and, if a hearing is granted, the
opportunity to participate and to submit written objections to an initial decision.''*

The participation of the manufacturer in withdrawal proceedings is crucial to upholding
the legitimacy of (and public confidence in) FDA’s decision-making. Moreover, manufacturers
such as Petitioner are often the most knowledgeable party regarding the drug’s use, safety profile,
and the related health care delivery systems. The due process protections embodied within these
statutory and regulatory procedures are also constitutionally necessary for the protection of
Petitioner’s property interest in its mifepristone ANDA.

110 Id

M FDA Staff Medical Guides, Staff Manual Guides 1410.10, Delegations of Authority to the
Commissioner of Food and Drugs 1.A(1) (Nov. 29, 2022), https://www.fda.gov/media/81983/download.

112 Weinberger v. Hynson, Wescott & Dunning, Inc., 412 U.S. 609, 633 (1973).
11321 C.F.R. §§ 314.150, 314.200, 314.530.
1421 CFR. § 314.151.
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(iii)  Authority to Suspend Approval Without Pre-Deprivation
Process

While the FDCA permits the suspension of an ANDA without pre-deprivation process, this
power may be used only in exceptional circumstances.!!> Such suspension requires a finding of
“an imminent hazard to the public health.”!!¢ FDA regulations, in turn, provide that an “imminent
hazard to the public health” is considered to exist only when “the evidence is sufficient to show
that a product or practice, posing a significant threat of danger to health, creates a public health
situation: (1) that should be corrected immediately to prevent injury and (2) that should not be
permitted to continue while a hearing or other formal proceeding is being held.”!!”

The legislative history of the suspension statute makes clear that this authority is to be used
only in extraordinary situations. Congress believed that the suspension authority, “which could
have grave effects upon a manufacturer and upon the confidence of the public in a drug which
might later be found appropriate for continued availability to physicians, should only be exercised
under the most extreme conditions and with the utmost care.”!!® In the event that FDA finds an
“imminent hazard” and orders the immediate suspension of an application approval, the approval
holder is entitled to immediate procedural protections, including “prompt notice,” and “an
expedited hearing.”'!” The holders of any ANDAs whose approval rests on a suspended NDA
must be allowed to participate in the post-suspension proceeding for the NDA. 2

C. Suspension of Mifepristone Outside FDA Procedure Would Be
Unlawful

To date, there has been no finding of imminent hazard made with respect to mifepristone—
nor could there be given the mountain of replicated scientific data establishing the drug is safe and
effective as used by millions of women for over twenty years in the United States. Therefore,
without the requisite “imminent hazard” finding—and the procedural protections that accompany
such a finding—FDA may not deprive Petitioner of its protected property interests in marketing
its ANDA for mifepristone.

HHS and FDA'’s procedures for withdrawing or suspending drug approvals are far more
than regulatory formalities. In addition to harming the constitutional rights of NDA and ANDA
holders, suspension of approvals outside FDA and HHS’s express procedures disrupts the
evidence-based mandate of FDA. It undermines public confidence in FDA’s approval of drugs by
incorrectly suggesting that FDA approval is not grounded in scientific principles or by implying

1521 U.S.C. § 355(c)
116 Id
11721 C.F.R. § 2.5 (emphasis added).
118 108 Cong. Rec. 17366 (Aug. 23, 1962).
1921 U.S.C. § 355(c); see 21 C.F.R. § 314.150(a)(1).
12021 CE.R. § 314.150(a)(1).
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that FDA misinterpreted those scientific principles in such a way that a drug must be immediately
pulled from the market.

Crucially, since FDA’s approval of Petitioner’s ANDA in 2019, FDA has never presented
Petitioner with any scientific evidence that would justify withdrawal or suspension of its approval.
Petitioner must be afforded an opportunity to be heard on any such evidence prior to any
withdrawal or suspension.

In sum, the statutory and regulatory procedures governing the withdrawal and suspension
of an application approval are necessary to protect Petitioner’s property interests in its mifepristone
ANDA, as well as the patient desire for medication access. Accordingly, Petitioner requests that
FDA confirm that any withdrawal of the approval of Petitioner’s ANDA for mifepristone, or any
other action that would impair the approval or labeling—whether in effectuation of a court order
or otherwise—must follow all applicable procedures afforded by law and regulation to Petitioner
as the ANDA holder, and that Petitioner may continue marketing and selling mifepristone until
those procedures have been completed.

4. Conclusion
For the foregoing reasons, Petitioner respectfully requests that FDA:

(1) refrain from taking any action that would reduce patient access to mifepristone and/or
increase the burdens associated with prescribing or dispensing mifepristone; and

(2) confirm that any FDA withdrawal of approval for mifepristone, including in response
to any court order, will follow all applicable rules and procedures for any withdrawal, suspension
or other action under the APA, the FDCA, and implementing regulations, and that Petitioner will
be permitted to continue to market and sell mifepristone in the United States until those procedures
have been completed.

C. ENVIRONMENTAL IMPACT

We claim categorical exclusion under 21 C.F.R. § 25.31. Therefore, an environmental
impact analysis is not required.

D. ECONOMIC IMPACT

Pursuant to 21 C.F.R. § 10.30(b), an economic impact statement will be submitted upon
request of the Commissioner.

E. CERTIFICATION

The undersigned certifies that, to the best knowledge and belief of the undersigned, this
petition includes all information and views on which the petition relies, and that it includes
representative data and information known to the petitioner which are unfavorable to the petition.
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Respectfully submitted,
Evan Masingill

Chief Executive Officer
GenBioPro, Inc.

3651 Lindell Road

STE D1041

Las Vegas, NV 89103
855-643-3463
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Safety and effectiveness of self-managed medication
abortion provided using online telemedicine in the
United States: A population based study
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Summary

Background As access to clinical abortion care becomes increasingly restricted in the United States, the need for
self-managed abortions (i.e. abortions taking place outside of the formal healthcare setting) may increase. We exam-
ine the safety, effectiveness, and acceptability of self-managed medication abortion provided using online
telemedicine.

Methods We retrospectively examined records of the outcomes of abortions provided by the sole online telemedicine
service providing self-managed medication abortion in the U.S. We calculated the prevalence of successful medica-
tion abortion (the proportion who ended their pregnancy without surgical intervention); the prevalence of serious
adverse events (the proportions who received intravenous antibiotics and blood transfusion); and assessed whether
any deaths were reported to the service. We also examined the proportions who were satisfied and felt self-manage-
ment was the right choice.

Findings Between March 20th 2018 and March 20th 2019, abortion medications were mailed to 4,584 people and
3,186 (70%) provided follow-up information. Among these, 2,797 (88%) confirmed use of the medications and pro-
vided outcome information, while 389 (12%) confirmed non-use. Overall, 96.4% (95% CI 95.7% to 97.1%) of those
who used the medications reported successfully ending their pregnancy without surgical intervention and 1.0% (CI
0.7%-1.5%) reported treatment for any serious adverse event. Among these, 0.6% (CI 0.4% to 1.0%) reported receiv-
ing a blood transfusion, and 0.5% (CI 0.3% to 0.9%) reported receiving intravenous antibiotics. No deaths were
reported to the service by family, friends, the authorities, or the media. Among 2,268 who provided information
about their experience, 98.4% were satisfied and 95.5% felt self-management was the right choice.

Interpretation Self-managed medication abortion provided using online telemedicine can be highly effective with
low rates of serious adverse events. In light of increasingly restricted access to in-clinic abortion in the U.S., it may
offer a safe and effective option for those who cannot access clinical care.

Funding The Society of Family Planning and The National Institutes of Health.

Copyright © 2022 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY license
(http://creativecommons.org/licenses/by/4.0/)

Keywords: Abortion; Self-managed; Online telemedicine; United States

Introduction access to abortion in the clinic setting is moving further
Abortion access is approaching cross-roads in the — out of reach due to restrictive state legislation. One hun-
United States. The Supreme Court is currently consid- dred and eight abortion restrictions were enacted in
ering an enacted Mississippi law that bans abortion at ~ state legislatures in 2021, more than any other year
15 weeks’ gestation” and recently allowed a G-week ban since Roe.> These laws make clinical abortion harder to
in effect in Texas to stand.* Although the right to choose =~ access by imposing waiting periods and medically

established by Roe v. Wade in 1973 still currently stands, ~ unnecessary medical tests on patients and requiring
clinics and providers to conform to unnecessary admin-

istrative regulations.’
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Research in context

Evidence before this study

In many U.S. states, access to abortion in the clinic setting
is becoming increasingly restricted. In the face of dwin-
dling access, there is evidence that people in the United
States are self-managing their abortions (i.e. sourcing
and conducting them outside of the formal healthcare
setting). While self-managed abortions have been hap-
pening in North America for centuries using botanicals,
and later misoprostol, one important contemporary
method of self-management is the use of online tele-
medicine to provide the abortion medications mifepris-
tone and misoprostol. No studies, however, have
examined the safety, effectiveness, and acceptability of
self-managed medication abortion using this model in
the United States. We conducted a systematic search of
MEDLINE and PubMed using the MeSH terms ‘Abortion’,
‘Self-managed’, ‘United States’, ‘Safety’ and ‘Effectiveness’
with no language or date restrictions, and found no rele-
vant reports as of September 2021. Using data from the
sole online telemedicine organization that provides self-
managed medication abortion to people in the United
States, we provide here an analysis of the reported out-
comes of self-managed abortions provided between
March 20th 2018 and March 20th 2019. We report both
the proportion that resulted in successful termination of
pregnancy and the proportion that resulted in serious
adverse events. We also describe the acceptability of
these self-managed abortions based on user experience.

Added value of this study

This study presents the first evidence that self-managed
medication abortion provided through online telemedi-
cine in the United States is effective, acceptable to users,
and has a very low rate of serious adverse outcomes.
This evidence adds to a global body of data showing
that self-managed medication abortion is safe and effec-
tive. In this study, 70% of those to whom medications
were shipped provided follow-up information about their
abortions, and among these 2,797 (88%) confirmed use
of the medications and provided outcome information,
while 389 (12%) confirmed non-use. Among those who
used the medications, 96% were able to end their preg-
nancies without surgical intervention from a clinical pro-
vider, a rate comparable with the in-clinic setting.
Treatment for serious adverse events was uncommon
with 1% receiving a blood transfusion or intravenous
antibiotics. No deaths were reported to the service by
family, friends, the authorities, or the media. Among the
2,268 people who provided information about their
experience, 98% expressed satisfaction with their abor-
tion experience and 96% said it was the right choice.

Implications of all the available evidence

As restrictive abortion legislation continues to create
substantial barriers to in-clinic abortion in many U.S.
states, abortion self-managed outside of the formal
healthcare setting is an important option for those who

GBP-PET00011

cannot or prefer not to access clinical care. This study
provides key evidence for clinicians, policymakers, and
the public that safe, effective, self-managed medication
abortion is available in the United States. However, peo-
ple who self-manage are still vulnerable to legal risks
and in some states unjust prosecutions have occurred.
Rather than being subject to criminalization, self-man-
aged abortion should be a legitimate part of a spectrum
of options for abortion care that must be made avail-
able in the United States.

Recent research suggests that one possible conse-
quence of increasing barriers to in-clinic abortion is that
more people will self-manage.*> A self-managed abor-
tion is one that takes place outside of the formal health-
care setting, and includes a spectrum of methods, such
as the abortion pills mifepristone and/or misoprostol,
menstrual extraction, botanicals, herbs, vitamins, bever-
ages, and ingestion of toxic substances and physical
injury. Self-managed abortion has been happening in
North America for centuries and recent estimates sug-
gest that approximately 7 percent of U.S. women have
attempted a self-managed abortion in their lifetime.°

An important consideration for people who self-man-
age is the safety and effectiveness of the method they are
using. Since 2018, self-managed abortion using mifepris-
tone and misoprostol has been available through online
telemedicine in the U.S. via a non-profit service called
Aid Access.” The service received 57,506 requests from
people in the U.S. in its first two years of operation.*
While clinic-based and physician-led telemedicine mod-
els that provide medication abortion within the formal
healthcare setting are also available in some U.S. states,”
"' Aid Access is distinct from these service models
because it offers self-managed abortion, operating out-
side of the formal U.S. healthcare setting in all 50 states.
Provision of self-managed medication abortion using
similar services, such as Women on Web and Women
Help Women, has been explored in other countries," "
but outcomes have not been studied in any U.S.-based
population. Using data from Aid Access, the objective of
this study is to examine the safety, effectiveness, and
acceptability of self-managed medication abortion pro-
vided via online telemedicine in the U.S.

Methods

Data

Aid Access currently provides medication abortion up to
10 weeks gestation at the time of request, which is
made using an online consultation form. A doctor
reviews the form to ensure no contraindications and
provides a prescription of 20omg mifepristone to be
taken orally and 8oomcg misoprostol to be taken sub-
lingually, along with an additional 8oomcg of
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misoprostol for use if needed, according to the World
Health Organization (WHO) recommended dosage reg-
imen for medication abortion.”* A partner organization
then mails the medications along with usage instruc-
tions. A donation of $110 to support the service is
requested, but those who cannot afford it are asked to
donate what they can. An online non-clinical helpdesk
team is available to answer questions. Four weeks after
receipt of the medications, users are invited to report
their abortion outcomes using an online evaluation
form or via an email to the helpdesk.

Our dataset includes all U.S. residents to whom
abortion medications were shipped between March
20th 2018 and March 20th 2019. Since Aid Access is
the sole organization of its kind serving the U.S., our
sample represents the universe of people in the U.S.
self-managing a medication abortion using online tele-
medicine outside the formal healthcare system. De-
identified data from the online consultation form, fol-
low-up form, and emails were provided by Aid Access.
All individuals in the sample consented to the anony-
mized use of their data at the aggregate level for
research purposes.

The online consultation form includes self-reported
information about age, weeks’ gestation, parity, feelings
about the decision to have an abortion, any medical con-
traindications, whether or not a person has had an ultra-
sound scan for the current pregnancy, knows someone
who can be with them during their abortion, and lives
within 60 min of a hospital. We categorized age as
“Under 20 years”, “20—24 years” and into 5-year incre-
ments thereafter, with a final group of “40 years and
over”. Gestation was reported as “< 7 weeks” or “7—10
weeks”, which represents gestation at the time of the
consultation. Those who did not have an ultrasound
scan used a pregnancy calculator based on their last
menstrual period. Number of children was reported
numerically, and we constructed categories of “o” and
“1 or more”. Feelings about the decision to have an abor-
tion were reported as “I can cope with my feelings
regarding my decision” and “I have some worries about
my decision and would like further information”. Those
who expressed worries were directed to appropriate
sources of information. Medical history questions
included the presence of any contraindications (e.g.
bleeding disorders, inherited porphyrias, allergies to
mifepristone or misoprostol) or medical conditions that
required additional medical screening (e.g. having an
[UD in place or having a suspected STI).

The evaluation form is based on similar follow-up
instruments used in the clinical setting and is sent to
participants 4 weeks after receipt of the medication.
Available information included the number who con-
firmed delivery of the medications, the number who
confirmed whether or not they used the medications,
and the outcome of the pregnancy or abortion. Those
who confirmed using the medications were asked about

www.thelancet.com Vol 10 Month June, 2022

gestation at the time of use, whether or not they were
still pregnant, whether or not they received any clinical
intervention to help end the pregnancy (Dilation and
Curettage (D&C) or vacuum aspiration), and any other
treatment they received for a possible serious adverse
event following their abortion. Those who confirmed
not using the medications were asked about the out-
come of their pregnancy.

Analysis

We compared available clinical and demographic char-
acteristics among those who provided follow-up infor-
mation and those who did not. We conducted chi-
squared difference of proportions tests using an alpha
level of o.05 to indicate statistical significance to check
for any systematic differences between the two groups
that might affect the outcome of their abortions.

Among those for whom self-reported information on
outcomes was available, we examined these in the over-
all sample as well as constructing two groups: those
reported a gestation of 10 weeks or fewer at the time of
using the pills, and those who reported a gestation of
over 10 weeks. This threshold was chosen to allow com-
parison with outcomes of medication abortion in the
clinic setting, where the mifepristone-misoprostol com-
bined regimen is approved by the FDA through 7o days
gestation.”” While requestors must be 10 weeks preg-
nant or less at the time of filling out the consultation
form, the medications may take 1—3 weeks to arrive and
thus some individuals may be over 10 weeks at the time
of use. We first examined the proportion who reported
that they were no longer pregnant, and then the propor-
tion for whom medication abortion was successful
according to the standard definition of success in the
Medical Abortion Reporting of Efficacy (MARE) Guide-
lines, i.e. the proportion who were able to expel their
pregnancy without the need for surgical intervention.'®
Next, we examined the prevalence of reported serious
adverse events, following to the extent possible the cate-
gories defined by Cleland et al."” Information was avail-
able on receipt of IV antibiotics and blood transfusion
and we also assessed whether any deaths were reported,
recognizing that we are relying on reporting by friends,
family members, the authorities, or the media. We cal-
culated point-estimates and exact binomial 95% confi-
dence intervals (CI) both for the overall population and
for the binary gestation categories available in our data-
set. To compare outcomes between the two gestation
groups we used Fisher’s exact test and considered find-
ings statistically significant at an alpha level of 0.05.

The follow-up form also included a series of “yes/no”
questions asking about the abortion experience, includ-
ing satisfaction with the service, and whether: using it
had been the right choice; affording the full donation
(which at the time of data collection was $90) had been
difficult; enough information had been provided about
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the abortion process; and enough support was available
from family and friends. We calculated the proportions
of people answering “yes” and “no” to each question.

Data analysis was conducted using Stata version
15.1."% The Institutional Review Board of the University
of Texas at Austin approved the study.

Role of the funding source

Neither funding source that supported the investigators
during the study had any involvement in study design,
data collection, analysis or interpretation, and had no
role in the writing of this manuscript or the decision to
submit for publication.

Results

Between 20th March 2018 and 20th March 2019, Aid
Access provided mifepristone and misoprostol by mail
to 4584 people. Among these, 3,186 provided follow-up
information for a follow-up rate of 70% (Figure 1). Of
those who provided follow-up information, 27797 (88%)
confirmed use of the medications and provided infor-
mation on the outcome of their abortion, while 389
(12%) confirmed non-use of the medications. Reasons
for non-use included spontaneous pregnancy loss
(45%), accessing abortion care in a clinic (21%), decid-
ing to continue the pregnancy (19%), shipping delays
(6%), having self-managed using another method (3%),
the pregnancy being a false alarm (3%); and experienc-
ing symptoms of an ectopic pregnancy, for which they
reported receiving clinical treatment (0.5%). An addi-
tional 3% did not specify a reason for not using the med-
ications.

The demographic and clinical characteristics of those
who provided follow-up information vs. those who did
not are shown in Table 1. Among those who provided
follow-up, 94.9% reported being under 7 weeks preg-
nant at the time of requesting the service. The majority
(63.1%) were aged under 30. Virtually all (99.4%) felt
OK about their decision to have an abortion and none

had any contraindications to abortion medications. A
greater proportion of those who provided follow-up
were aged 20 or over (89.1% vs. 85.4%, p < o.01),
already had children (58.1% vs. 48.4%, p < 0.001), and
had not received an ultrasound scan prior to their abor-
tion (90.4% vs. 87. 6%, p=0.005). There were no signif-
icant differences in any characteristic, including
gestation, that might reasonably bias the follow-up
group towards more favorable outcomes.

Among those who confirmed use of the medications
(n=2,797), 2402 (86%) reported being under 10 weeks
pregnant, while 395 (14%) reported being 10 weeks
pregnant or more. Overall, 99.0% of all those who used
the medications reported having ended their pregnan-
cies (Table 2), and 96.4% reported a successful medica-
tion abortion (i.e., ending their pregnancies with no
surgical intervention). There was no significant differ-
ence by gestation in the proportion reporting ending
their pregnancies (99.1% vs. 98.2%, p=0.097), but
those who were less than 10 weeks pregnant had a lower
rate of surgical intervention compared to those who
were 10 weeks or more (2.0% vs. 6.1%, p < 0.001).
Overall, among the 72 people who reported receiving a
procedure to help end their pregnancy, 54 received
D&C, 12 received aspiration, and 6 did not specify pro-
cedure type. No ectopic pregnancies were reported
among those who confirmed use of the medications.

Potentially serious adverse events were not common
(Table 3). Overall, 29 people (1.0%) reported experienc-
ing any serious adverse event. Of these, 18 people
(0.6%) reported receiving a blood transfusion and 15
(0.5%) reported receiving IV antibiotics (4 people
reported receiving both). No deaths were reported by
family, friends, clinicians, the authorities, or the media.
Rates of adverse events overall were more common
among those who reported a gestation of 10 weeks or
more as compared with those who were less than 10
weeks (2.3% vs. 0.8%, p=0.009).

Among the 2797 people who provided follow-up
information, 2268 (81%) reported on the acceptability
of their self-management experience (Table 4). Almost

Figure 1. U.S. residents accessing abortion medications through Aid Access.
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Characteristic Provided follow-up information Did not provide follow-up information P-value
(N=3,186) (N=1,398)
Gestation (weeks)
7 weeks or fewer 3,025 (94.9) 1,337 (95.6) 0317
8-10 weeks 161 (5.1) 61 (4.4)
Age (years)
Under 20 347 (10.9) 206 (14.7) 0.005
20-24 795 (25.0) 357 (25.5)
25-29 867 (27.2) 359(25.7)
30-34 661 (20.7) 269 (19.2)
35-39 376 (11.8) 152(10.9)
40 and over 140 (4.4) 55(3.9)
Children
0 1,335 (41.9) 721(51.6) <0.001
1 or more 1,851 (58.1) 677 (48.4)
Feelings about abortion decision
Ok with decision 3,167 (99.4) 1,386 (99.1) 0317
Troubled by decision 19 (0.6) 12(0.9)
Contraindications to medication abortion
Yes 0(0.0) 0(0.0) -
No 3,186 (100.0) 1,398 (100.0)
Ultrasound Scan
Yes 305 (9.6) 172 (124) 0.005
No 2,881 (90.4) 1,226 (87.6)
Current STI
Yes 14 (0.4) 9 (0.6) 0.367
No 3,172 (99.6) 1,389 (99.4)
IUD in place
Yes 6(0.2) 3(0.2) 0.853
No 3,180 (99.8) 1,395 (99.8)
Knows somebody who can be present during the abortion
Yes 3,111 (97.6) 1,363 (97.5) 0.761
No 75(2.4) 35(2.5)
Within 60 mins of a hospital
Yes 3,139 (98.5) 1,369 (97.9) 0.144
No 47 (1.5) 29 (2.1)
Table 1: Demographic and clinical characteristics of those to whom abortion medications were provided by Aid Access (N=4584).

all (98.4%) felt satisfied with the service, and 95.5%
felt it was the right choice for them. Most (98.1%) felt
they had enough information on how to use the medi-
cations, and 93.4% felt they had enough information

on what to expect from the process. Fewer (81%) felt
that they had enough support from family or friends,
and 61.8% had difficulty affording the full requested

donation.

Frequency (percent, 95% Cl) F

Outcome All gestations (N=2797) Up to 10 weeks (N=2402) Over 10 weeks (N=395) P-value

requency (percent, 95% Cl) Frequency (percent, 95% Cl)

surgical intervention

Pregnancy

No longer pregnant 2,769 (99.0, 98.6-99.3) 2,381 (99.1, 98.7-99.5) 388 (98.2, 96.4-99.3) 0.097
Surgical Intervention

Reported surgical intervention 72(26,2.0-3.2) 48 (2.0, 1.5-2.6) 24 (6.1,3.9-8.9) <0.001
Successful medication abortion

No longer pregnant and no 2,697 (96.4, 95.7-97.1) 2,333 (97.1, 96.4-97.8) 364 (92.1, 89.1-94.6) <0.001

Table 2: Outcome of abortion reported by people who self-managed a medication abortion using Aid Access (N=2797).
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Outcome All gestations (N=2797) Up to 10 weeks (N=2402) Over 10 weeks (N=395) P-value
Frequency (percent, 95% Cl) Frequency (percent, 95% Cl) Frequency (percent, 95% Cl)
Serious Adverse Event
Blood transfusion 18 (0.6, 0.4-1.0) 11 (0.5, 0.2-0.8) 7(1.8,0.7-3.6) 0.002
IV Antibiotics 15 (0.5, 0.3-0.9) 12(0.5,0.3-0.9) 3(0.8,0.2-2.2) 0.509
Death 0 (0.0, 0.0-0.0) 0 (0.0, 0.0-0.0) 0 (0.0, 0.0-0.0) -
Any serious adverse event® 29 (1.0,0.7-1.5) 20 (0.8,0.5-1.3) 9(2.3,1.1-4.3) 0.009
Table 3: Serious adverse events reported by people who self-managed a medication abortion through Aid Access (N=2797).
* Each serious adverse event is counted only once.

Discussion

We used a data set containing all available outcomes of
self-managed medication abortions provided through
online telemedicine, outside the formal healthcare sys-
tem, in the U.S. for one year. We found that abortions
self-managed using this model were highly effective,
with reported success rates comparing favorably with
medication abortions carried out up to 10 weeks within
the formal U.S. healthcare setting.'® The reported preva-
lence of serious adverse events was very low, and the
users of service reported high levels of satisfaction.

Our results offer the first insight into the outcomes
of self-managed medication abortions provided using
online telemedicine in the U.S. The high effectiveness
rates and low prevalence of serious adverse events we
found mirror findings from other countries where med-
ication self-management is used.”°”** We note that
although most people in our study did not receive an
ultrasound, they reported awareness of the duration of
their pregnancy at the time of medication use. These
findings are in line with prior evidence suggesting that
last menstrual period is an accurate method for deter-
mining gestation in early pregnancy®® and WHO guide-
lines, which clearly specifies that ultrasound is not a
necessary pre-requisite for medication abortion.*

Our findings also add to evidence on the safety and
effectiveness of self-managed medication abortion
beyond 10 weeks. While rates of surgical intervention
were higher among the small proportion in our study
who used the medications after 10 weeks compared to
those at 10 weeks or under, almost all were able to end
their pregnancies and the rate of successful medication

abortion was similar to other studies examining medica-
tion abortion in the late first trimester,”* and medica-
tion self-management after 13 weeks using an
accompaniment model.*> Those self-managing after 10
weeks in our study also tended to have experienced ship-
ping delays and some received modified instructions
according to the WHO protocol for medication abortion
at 12 weeks and over'# and additional support from Aid
Access. In addition, no ectopic pregnhancies were
reported after using the medications and indeed a small
number were diagnosed quickly by the service at the
time of initial contact.

This study has several limitations. The first is that
abortion outcomes were self-reported by people who
self-managed. However, since these abortions take place
outside of the formal healthcare system, self-reporting is
by definition the only possible method of follow-up.
Moreover, a previous large randomized controlled trial
showed that self-assessment of the outcome of medica-
tion abortion was non-inferior to clinical follow-up, indi-
cating that people are capable of determining on their
own whether or not their abortion has been success-
ful.*® Since an examination of the outcomes of medica-
tion abortions taking place outside the formal
healthcare setting cannot be dealt with by a randomized
controlled trial or clinical trial, we have drawn on the
best available “real world” data to answer these impor-
tant questions.

Second, although the 70% follow-up rate in this
study is incomplete, it is on par with or better than
many clinical studies, since most outcomes are only
recorded if patients decide to follow up with the clinic.*”

Outcome

All gestations (N=2268)* Frequency (percent)

Felt satisfied with the service

Felt self-management using the service was the right choice
Felt had enough information on how to use pills

Felt had enough information on what to expect to see and feel
Felt had enough support from family/friends

Had difficulty affording the full requested donation

2,231 (984
2,166 (95.5
2,225 (98.1
2,118 (934
1,837 (81.0

)
)
)
)
)
1,401 (61.8)

Table 4: Experiences reported by people who self-managed a medication abortion through Aid Access (N=2268).
* 529 people who confirmed using medications did not provide information on acceptability outcomes.
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Moreover, we took a more conversative approach than
most clinical studies in that we did not consider those
for whom no outcome data were available as presumed
successful abortions. Third, while self-reporting could
be subject to recall or social desirability bias, the short
time period between the abortion and the collection of
follow-up information should minimize recall bias.

While treatment for serious adverse events was a
rarely reported outcome in our study, rates were still
higher than those reported in studies of abortions tak-
ing place in the clinical setting.'9*® We note, however,
that we are not able to verify whether the treatment
received by users of the service who did engage with the
formal healthcare system was appropriate to their situa-
tion. For example, most of those who reported receiving
surgical intervention also received antibiotics, which
may have been given prophylactically or to treat an exist-
ing infection. Studies in other countries have shown
that rates of intervention and additional treatment dur-
ing clinical abortion follow-up are highly variable, espe-
cially in countries where hospital staff are not trained to
care for abortion patients.”® While we did examine
whether any deaths were reported to the service, we
were of course unable to fully assess whether any deaths
occurred in the group that did not provide follow-up
information.

It is also important to consider the rates of self-
reported adverse events shown in this study in the con-
text of the other possible outcomes for people in the U.
S. who cannot access in-clinic abortion care. Between
200,000 and 1.2 million unsafe abortions are estimated
to have taken place per year in the U.S. in the 1950s and
1960s pre-Roe, with the resulting burden of morbidity
and mortality falling disproportionately on racially
minoritised people.’** While we do not expect the same
prevalence of unsafe abortion today, we cannot assume
that none will occur. Moreover, those forced to carry a
pregnancy to term would also be at higher risk than
those who self-manage using Aid Access. Rates of hem-
orrhage postpartum in the U.S. are over five times
higher than those reported in this study, with Black
women at disproportionately high risk.>"**

The trajectory of highly restricted access to in-clinic
abortion in the U.S. and the future possibility of full abor-
tion bans in some states means that self-managed abor-
tion is likely to become an increasingly used alternative.
The FDA recently permanently suspended the in-person
dispensing requirement on mifepristone, paving the way
for expanded clinic-based telemedicine abortion services.
However, at least 19 states already have laws banning
telemedicine for medication abortion and in these juris-
dictions the FDA ruling will have little effect.”® These
states are the also the ones with the highest rates of
requests to Aid Access.* In the majority of U.S. states,
self-management is not illegal, and clinicians who may
provide follow-up care have no reporting obligation.** It
is important to note, however, that there have been 24

www.thelancet.com Vol 10 Month June, 2022

cases of unjust prosecution for alleged self-management
since 2000, with populations already subject to increased
surveillance and biased treatment, including people with
low incomes and racially minoritised people, at highest
risk.*> While legal risks remain, our findings demon-
strate that self-management using medications provided
through online telemedicine is a safe, effective, and
acceptable option for people in the U.S. and thus it is
both an important method of harm reduction and a
means of preserving reproductive autonomy.
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Self reported outcomes and adverse events after medical abortion
through online telemedicine: population based study in the
Republic of Ireland and Northern Ireland

Abigail R A Aiken,"2 Irena Digol,>* James Trussell,>¢ Rebecca Gomperts’

ABSTRACT

OBJECTIVES

To assess self reported outcomes and adverse events
after self sourced medical abortion through online
telemedicine.

DESIGN
Population based study.

SETTING

Republic of Ireland and Northern Ireland, where
abortion is unavailable through the formal healthcare
system except in a few restricted circumstances.

POPULATION

1000 women who underwent self sourced medical
abortion through Women on Web (WoW), an online
telemedicine service, between 1January 2010 and 31
December 2012.

MAIN OUTCOME MEASURES

Successful medical abortion: the proportion of women
who reported ending their pregnancy without surgical
intervention. Rates of adverse events: the proportion
who reported treatment for adverse events, including
receipt of antibiotics and blood transfusion, and
deaths reported by family members, friends, or the
authorities. Care seeking for symptoms of potential
complications: the frequency with which women
reported experiencing symptoms of a potentially
serious complication and the proportion who reported
seeking medical attention as advised.

WHAT IS ALREADY KNOWN ON THIS TOPIC

In many countries where abortion through the formal healthcare system is
restricted, self sourced medical abortion through online telemedicine provides an
alternative to methods such as sharp objects or noxious substances

Little is known about the safety and effectiveness of medical abortion provided
through this online pathway

Previous studies have been limited by small sample sizes, high losses to follow-up,
and inability to examine self screening for potentially serious complications

WHAT THIS STUDY ADDS

events are low

This study is based on women’s self reports of outcomes and complications of
medical abortion and provides the best evidence to date that self sourced medical
abortion through online telemedicine is highly effective and that rates of adverse

Reported rates of successful medical abortion are comparable with protocols in
clinics, and women report successfully self screening for potentially serious
complications and seeking medical assistance when necessary

For the millions of women worldwide living in areas where access to abortion is
restricted, the findings show the vital role played by self sourced medical abortion in
providing an option with high effectiveness rates and few reported adverse outcomes

thebmj | BMJ2017,357:j2011 | doi: 10.1136/bmj.j2011
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RESULTS

In 2010-12, abortion medications (mifepristone and
misoprostol) were sent to 1636 women and follow-up
information was obtained for 1158 (71%). Among these,
1023 women confirmed use of the medications, and
follow-up information was available for 1000. At the
time women requested help from WoW, 781 (78%) were
<7 weeks pregnant and 219 (22%) were 7-9 weeks
pregnant. Overall, 94.7% (95% confidence interval
93.1% to 96.0%) reported successfully ending their
pregnancy without surgical intervention. Seven women
(0.7%, 0.3% to 1.5%) reported receiving a blood
transfusion, and 26 (2.6%, 1.7% to 3.8%) reported
receiving antibiotics (route of administration (IV or
oral) could not be determined). No deaths resulting
from the intervention were reported by family, friends,
the authorities, or the media. Ninety two women
(9.3%, 7.6% to 11.3%) reported experiencing any
symptom for which they were advised to seek medical
advice, and, of these, 87 (95%, 87.8% to 98.2%)
sought attention. None of the five women who did not
seek medical attention reported experiencing an
adverse outcome.

CONCLUSIONS

Self sourced medical abortion using online
telemedicine can be highly effective, and outcomes
compare favourably with in clinic protocols. Reported
rates of adverse events are low. Women are able to self
identify the symptoms of potentially serious
complications, and most report seeking medical
attention when advised. Results have important
implications for women worldwide living in areas
where access to abortion is restricted.

Introduction

About a quarter of the world’s population lives in coun-
tries with highly restrictive abortion laws.! Women in
these countries often resort to unsafe methods to end
their pregnancies. Globally, each year an estimated
43000 women die as a result of lack of access to safe
legal abortion services through their countries’ formal
healthcare systems.? Millions more have complica-
tions.> Worldwide, the fourth leading cause of maternal
mortality is unsafe abortion.*

Yet in many countries, self sourced medical abortion
provides a vital alternative to dangerous methods such
as using sharp objects or noxious substances. Women
source mifepristone and misoprostol (or misoprostol
alone) themselves and use the medications outside the
formal healthcare system. In some settings, women buy
the medications from pharmacies or markets.> In other
settings, they can self source using online telemedicine
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initiatives that provide medications as well as help and
support by email or instant messaging.®

One setting in which online telemedicine has dramat-
ically changed women’s access to abortion is in the
Republic of Ireland and Northern Ireland. Abortion
laws in both the Republic and Northern Ireland are
among the most restrictive in the world.! Abortion is
allowed only to save a women’s life and, in Northern
Ireland only, her permanent physical and mental
health.”8 Although Northern Ireland is part of the UK,
the Northern Irish legislature did not adopt the 1967
Abortion Act, which legalised abortion carried out by
registered medical practitioners in England, Scotland,
and Wales. As a result, abortion under most circum-
stances remains illegal there under the Offences Against
the Person Act of 1861, which provides a maximum pen-
alty for the woman undergoing the abortion of life
imprisonment.’

Women from the Republic and Northern Ireland who
do not want to, or feel they cannot, continue with a
pregnancy have traditionally had three options: those
with the requisite financial and logistical means can
travel abroad to access abortion in a clinic, while those
who do not must either self induce using an unsafe
method or continue their unwanted pregnancy. For the
past decade, however, women of all financial means
have also had the option to self source early medical
abortion through online telemedicine.!o!

Despite having been used by thousands of women in
the Republic and Northern Ireland! and tens of thou-
sands of women worldwide,? little is known about the
outcomes of these self sourced medical abortions. Two
existing studies have examined data from telemedicine
initiatives: one across various settings® and the other in
Brazil. These studies showed encouraging results with
respect to efficacy but were limited by small sample
sizes and relatively high losses to follow-up. Moreover,
no study has examined whether women are able to
safely manage their own abortions by identifying the
symptoms of serious complications and presenting for
medical advice when appropriate.

Using data from an online telemedicine initiative, we
conducted a population based analysis of women in the
Republic of Ireland and Northern Ireland who self
sourced medical abortion during a three year period.
We examined self reported outcomes and complica-
tions after medical abortion through online telemedi-
cine and assessed women’s ability to self screen for the
symptoms of potentially serious complications of abor-
tion and their propensity to seek medical attention. In
light of current policy debates,’* the Republic and
Northern Ireland provide a particularly important and
timely opportunity to examine women’s self reported
outcomes.

Methods

We examined data from Women on Web (WoW), a non-
profit organisation that provides early medical abortion
through online telemedicine in countries where access
to safe abortion is restricted. The service is currently
available for women up to 10 weeks’ gestation at the
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time of request. To make a request, women fill out a
consultation form on the WoW website (www.wome-
nonweb.org/en/i-need-an-abortion).’> A doctor reviews
the medical information on the form and, if clinical cri-
teria are met, provides a prescription according to the
WHO recommended dose regimen for medical abor-
tion.’® Mifepristone and misoprostol are sent through
the mail by a partner organisation. Women either make
a donation to support the service or, if they cannot
afford to do so, the service is donated to them. Real time
instruction about how to use the medications, as well as
help and support during and after the abortion process,
are provided by a multilingual specially trained help-
desk team.® Women are invited to share their experi-
ences four weeks later using an online evaluation form
or by emailing the helpdesk.

Our dataset includes all women in the Republic and
Northern Ireland who filled out an online consultation
form and to whom mifepristone and misoprostol were
sent from 1]January 2010 to 31 December 2012. We chose
this date range for three reasons. Firstly, although WoW
began providing online telemedicine abortion in 2006,
changes to the software used to handle requests mean
that data are available only from 1 January 2010
onwards. Secondly, in January 2013, a change to the
evaluation form reduced the level of detail available on
symptoms of potential complications and help seeking
behaviour. Thirdly, WoW was the only telemedicine ser-
vice operating in the Republic and Northern Ireland in
2010-13. Our sample therefore represents all women
accessing medical abortion through online telemedi-
cine during this period. Overall, 2150 women contacted
the WoW helpdesk to request an abortion from 1 Janu-
ary 2010 to 31 December 2012. Among these, 514 can-
celled their request or discontinued contact with the
helpdesk, and no medications were sent to them. The
analytic sample size was determined by the number of
women remaining to whom medications were sent and
who subsequently confirmed using them and provided
follow-up information about the outcome of their
abortion.

We did not distinguish between women who live in
the Republic and Northern Ireland in our analyses. All
women living in the Republic who access abortion
through WoW have their medications sent to an address
outside the Republic because the import by mail of pre-
scription medications is prohibited and all incoming
medications are confiscated by Irish customs.” Some
women from the Republic are already aware of the cus-
toms situation and select Northern Ireland as their
country of origin on the consultation form. The border
between the two countries, however, is, at present,
barely discernible and fully open to travel. Moreover,
the practicalities women face in terms of accessing
abortion in the two countries is similar.

The online consultation form includes self reported
information about age, weeks’ gestation, feelings about
the decision to have an abortion, and any medical con-
traindications or conditions requiring additional
screening. We categorised age as <20, 20-24, and into 5
year increments thereafter, with a final group of >45.

doi: 10.1136/bmij,j2011 | BMJ2017;357:2011 | thebmj
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Gestational age was reported as <7 weeks’ or 7-9 weeks’,
which represents gestational age at the time of the con-
sultation. During the time period of our study, WoW
collected data on gestational age according to these cat-
egories to reflect the change in the registered use of
mifepristone from up to 7 weeks’ to up to 9 weeks’ ges-
tation in 2009.18 In our sample, 58% of women reported
having gestational age confirmed through ultrasonog-
raphy, and the remainder used a pregnancy calculator
based on the date of their last menstrual period, which
has been shown to be an accurate method of determin-
ing gestational age for early medical abortion."” The
estimated time for the medications to arrive in the
Republic/Northern Ireland is between five and seven
days, and 94% of women who used them reported
doing so less than a week after they arrived. Thus, while
we do not have information on women’s exact gesta-
tional ages at the time they took the medications, we
can estimate that for most women it was less than two
weeks after the consultation.

Feelings about the decision to have an abortion were
reported as “I can cope with my feelings regarding my
decision” and “I have some worries about my decision
and would like further information.” Women who
expressed worries were directed to appropriate sources
of information. Questions on medical history included
the presence of any contraindications (such as bleeding
disorders, inherited porphyrias, allergies to mifepris-
tone or misoprostol) or medical conditions that required
additional medical screening (such as hypertension
and diabetes).

We retrieved follow-up information for as many
women as possible through either an evaluation form
sent out four weeks after the medications were sent or
email follow-up through the helpdesk. The evaluation
form is based on similar follow-up instruments used in
the clinical setting. Available information included the
number of women who confirmed delivery of mifepris-
tone and misoprostol, the number who confirmed
whether or not they had used the medications, and,
among those who confirmed use, the outcome of the
abortion. The number of women who confirm using the
medications is inevitably lower than the number to
whom the medications are sent because some experi-
ence a spontaneous miscarriage, decide travel to obtain
an abortion abroad, decide to continue with their preg-
nancy, or simply do not respond to follow-up from the
helpdesk.

Women who confirmed using the medications were
asked whether or not they are still pregnant, whether
they received any surgical intervention (dilatation and
evacuation or vacuum aspiration), and whether they
received any other treatment after their abortion,
including antibiotics and blood transfusion. Women
were also asked if they experienced any symptoms of
potentially serious complications, including: “bleeding
requiring more than two maxi pads an hour for more
than two hours”; “fever over 39°C or abnormal vaginal
discharge”; and “persistent pain continuing for several
days after the abortion.” They were then asked whether
they went to a hospital or to see a doctor. WoW advises
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women to seek medical attention if any of the above
symptoms arise.

For women who completed medical abortion at home
and for whom self reported information on outcome
was available, we first examined the age distribution,
gestational age, feelings about abortion, and preva-
lence of contraindications and comorbidities. We then
examined the proportion for whom medical abortion
was successful according to the standard definition of
success in the Medical Abortion Reporting of Efficacy
(MARE) Guidelines—that is, the proportion who were
able to expel their pregnancy without the need for sur-
gical intervention.?’ Next, we examined the prevalence
of reported adverse events, following to the extent pos-
sible the categories defined by Cleland and colleagues.?!
Information was available on antibiotics, blood trans-
fusion, and death. The highly politicised nature of abor-
tion in the Republic and Northern Ireland means that
any death suspected to be related to abortion would be
extremely high profile news. We think it is likely that
WoW would either have known if the woman in ques-
tion had accessed their service or would have been noti-
fied by the authorities or the woman’s family or friends.
Finally, we examined the prevalence with which women
reported symptoms of possibly serious complications
and the frequency with which those who reported such
symptoms sought medical attention.

Data analysis was conducted with Stata version 13.1
(StataCorp. 2013. College Station, TX). We calculated
point estimates and exact binomial 95% confidence
intervals for the overall population and for the binary
categories of gestational age available in our dataset.
Characteristics and outcomes by category of gestational
age were compared with the Fisher-Freeman-Halton
test and Fisher’s exact test, respectively. Findings were
considered significant at an o level of 0.05. Anonymised
data were provided to us by WoW.

Patient involvement

Patients were not involved in the design or conduct of
the study. The follow-up that WoW provides, however,
is designed to deal with the priorities and experiences
of women who access the service. Thus, though this
study is an analysis of secondary, anonymised data,
with no direct participant involvement, the research
questions were informed by the needs of women who
rely on WoW to access abortion.

Results

From 1 January 2010 to 31 December 2012, WoW sent
200 mg mifepristone and 1200 pug misoprostol to 1636
women living in the Republic and Northern Ireland
(fig 1). Among these, 1181 women confirmed subsequent
use or non-use of the medications. Among the remain-
der, 24 women confirmed delivery but offered no further
follow-up information, while 431 neither confirmed
delivery nor offered further follow-up information.
Among the 1181 women who confirmed use or non-use
of the medications, 1023 used the pills, and 158 did not.
Follow-up information on abortion outcome (that is,
whether or not a woman was still pregnant after using

3
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Women sent abortion medications (n=1636)

|

No further follow-up (n=431)

) '

Delivery confirmed but no Delivery confirmed and
further follow-up (n=24) use or non-use of pills
confirmed (n=1181)

{

Used pills (n=1023)
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Fig 1| Women accessing medical abortion through WoW (Women on the Web)

the medications) was available for 1000 of the 1023
women who confirmed use of the medications. Thus,
outcome data were available for 1158 women who were
sent mifepristone and misoprostol, representing 71%
follow-up. Reasons for not using the medications
included having had a spontaneous miscarriage in the
meantime, accessing abortion through another path-
way such as travelling abroad, and deciding to continue
the pregnancy. One woman elected not to use the med-
ications because she discovered her pregnancy was
ectopic. No other ectopic pregnancies were reported
either before or after use of the medications.

Among the 1000 women who used the medications
and for whom we had information about the outcome of
the abortion, 781 (78%) reported being <7 weeks preg-
nant at the time of requesting help from WoW, and 219
(22%) reported being 7-9 weeks pregnant (table 1).
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Almost a third (n=306) of women were aged 30-34, 236
were 35-39, and 195 were 25-29, 79 were aged <24, and
184 were >40. Virtually all (997) reported being able to
cope with their decision to have an abortion. None had
any contraindications to medical abortion, and 23 had
a medical condition that required extra screening to
ensure that it could be carried out safely. Comparison of
the characteristics of the 1158 women for whom fol-
low-up information was available versus the 478
women for whom no follow-up information was avail-
able showed no clinically or statistically significant dif-
ferences between the two groups (see appendix).

Virtually all women (99.2%, 95% confidence interval
98.4% to 99.7%) reported having ended their pregnan-
cies, and 94.7% (93.1% to 96.0%) reported a successful
medical abortion (that is, ending their pregnancies with
no surgical intervention) (table 2). Women with a
reported gestational age of 7-9 weeks at the time they
requested an abortion more commonly reported receiv-
ing a surgical intervention than women with a reported
gestational age of <7 weeks (7.3% (4.2% to 11.6% v 3.7%
(2.5% to 5.3%), respectively, P=0.04). There were, how-
ever, no statistically or clinically significant differences
by gestational age in the proportions reporting a suc-
cessful medical abortion (95.4% (93.7% to 96.8%) v
92.2% (87.9% t0 95.4%); P=0.09).

Among the 1000 women for whom information about
the outcome of their abortion was available, informa-
tion about adverse events and symptoms of potentially
serious complications was available for 987 (99%).
Rates of self reported treatment for adverse events were
low: 3.1% (95% confidence interval: 2.1% to 4.4%)

Table 1| Medical and demographic characteristics of women conducting self sourced medical abortion through online

telemedicine. Figures are number (percentage) of women

All gestations

<7 weeks’ 7-9 weeks’

Characteristic (n=1000) gestation (n=781) gestation (n=219) Pvalue
Age (years):

<20 4 (0.4) 3(0.4) 1(0.5)

20-24 75 (7.5) 53 (6.8) 22 (10.1)

25-29 195 (19.5) 146 (18.7) 49 (22.4)

30-34 306 (30.6) 238 (30.5) 68 (31.1) 017

35-39 236 (23.6) 190 (24.3) 46 (21.0)

40-44 135 (13.5) 115 (14.7) 20 (9.1)

=45 49 (4.9) 36 (4.6) 13 (5.9)
Gestational age (weeks):

<7 78 (78.0) = _

7-9 22 (22.0) = = B
Feelings about decision to have an abortion:

| can cope with my feelings 997 (99.7) 778 (99.7) 219 (100.0)

| have some worries about my feelings 3(0.3) 3(0.3) 0 (0.0) 0.36
Contraindications to abortion:

No contraindication 1000 (100.0) 781 (100.0) 219 (100.0) 1.0
Comorbidities:

Heart disease 1(0.0) 1(0.1) 0 (0.0)

Epilepsy 1(0.1) 1(0.1) 0(0.0)

Hypertension 4 (0.4) 3(0.4) 1(0.5)

Diabetes 4 (0.4) 2(0.3) 2(0.9) .

Hepatic disease 1(0.1) 1(0.1) 0 (0.0) ’

Renal disease 0(0.0) 0(0.0) 0 (0.0)

Thyroid disease 13(1.3) 10(1.3) 3(1.4)

Any co-morbidity 23 (2.3) 17 2.2 6(2.7)

GBP-PET00021
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Table 2 | Outcome of abortion reported by women conducting medical abortion through online telemedicine. Figures are number of women (percentage,

95% confidence interval)

Abortion outcome All gestations (n=1000) <7 weeks’ gestation (n=781) 7-9 weeks’ gestation (n=219) Pvalue
Pregnancy

No longer pregnant 992 (99.2,98.4 10 99.7) 774 (99.1,98.2 t0 99.6) 218 (99.5, 97.5 to 100.0) 1.0
Surgical intervention

Reported surgical intervention” 45 (4.5,3.3t0 6.0) 29 (3.7,2.5t05.3) 16 (7.3, 4.2t0 11.6) 0.04
Successful medical abortion

No longer pregnant and no surgical intervention 947 (94.7,93.1 to 96.0) 745 (95.4, 93.7 t0 96.8) 202 (92.2,87.9 t0 95.4) 0.09

*Dilatation and evacuation; vacuum aspiration.

Table 3 | Treatment for adverse events reported by women conducting medical abortion through online telemedicine.
Figures are number of women (percentage, 95% confidence interval)

Treatment All gestations (n=987) <7 weeks’ gestation (n=768) 7-9 weeks’ gestation (n=219) Pvalue
Antibiotics 26 (2.6,1.71t03.8) 19(2.5,1.5t03.8) 7(3.2,1.3t06.5) 0.63
Blood transfusion 7(0.7,0.3t0 1.5) 4(0.5,011t01.3) 3(1.4,0.3t04.0) 0.19
Death 0(0,0.0t00.4) 0(0,0.0t00.5) 0(0,00t01.7) 1.0

Any adverse event 31(31,21t04.4) 21 (2.7,1.7t0 4.1) 10 (4.6,2.21t08.2) 0.19

reported any treatment for a possible adverse event
(table 3). Overall, 2.6% (1.7% to 3.8%) reported receiving
antibiotics by any route of administration, 0.7% (0.3%
to 1.5%) reported receiving a blood transfusion, and no
deaths were reported by family, friends, the authorities,
or the media. Rates of reported adverse events were not
significantly more prevalent in the 7-9 week group than
in the <7 weeks group (4.6% (2.2% to 8.2%) v 2.7% (1.7%
to 4.1%), respectively, P=0.19).

Among the 987 women for whom we had information
on self reported symptoms, 9.3% (95% confidence inter-
val 7.6% to 11.3%) reported experiencing symptoms of a
potentially serious complication (table 4). The preva-
lence of reporting any such symptom was higher in the
7-9 weeks group than the <7 weeks group (13.7% (9.4%
t0 19.0%) v 8.1% (6.2% to 10.2%), respectively, P=0.02).
Bleeding requiring more than two maxi pads an hour
for more than two hours was the most commonly
reported of the symptoms (5.2%, 3.9% to 6.7%). Overall,
95% (87.8% to 98.2%) of women who reported symp-
toms of a potentially serious complication for which
they were advised to seek medical assistance said they
went to a hospital or clinic. There were no substantive
or significant differences in the proportions of women
who sought advised medical attention by reported ges-
tational age (94% (84.3% to 98.2%) in the <7 weeks
group v 96.7% (82.8% to 99.9%) in the 7-9 weeks group,
P=1.0). None of the five women who did not seek

medical help reported an adverse outcome or treatment
for a complication, and none of the women who did not
report symptoms of a potentially serious complication
reported an adverse event.

Discussion

Among women in the Republic of Ireland and Northern
Ireland, early medical abortion provided through
online telemedicine was highly effective. The reported
rate of successful medical abortion compares favour-
ably with the rates of those carried out within the for-
mal healthcare system, both when mifepristone and
misoprostol are administered in clinic and when mife-
pristone is administered in clinic and misoprostol is
taken at home.?? The reported prevalence of adverse
events is low, and, critically, when women reported
experiencing symptoms of a potentially serious compli-
cation, almost all reported seeking medical attention as
advised.

Limitations and strengths of study

The main limitation of our study is that we relied on
women’s self reports with respect to the outcome and
complications of abortion. Many studies in the clinical
setting, however, have the same limitation as women
often do not return to the clinic and either self report by
phone or are simply lost to follow-up. Moreover, as the
women in our study are by definition conducting their

Table 4 | Reported symptoms and care seeking for potentially serious complications among women conducting medical abortion through online
telemedicine. Figures are number of women (percentage, 95% confidence interval)

All gestations <7 weeks’ gestation 7-9 weeks’ gestation Pvalue

Reported symptoms:

No of women 987 768 291 =

Bleeding >2 maxi pads/hr for >2 hours 51(5.2,3.9t06.7) 33 (4.3,3.0t0 6.0) 18 (8.2,4.9t012.7) 0.02

Fever >39°C or abnormal vaginal discharge 17 (1.7,1.0t0 2.7) 10 (1.3,0.6 to 2.4) 7(3.2,1.31t06.5) 0.07

Persistent pain continuing several days after abortion 24 (2.4,1.6103.6) 19 (2.5,1.5t03.8) 5(2.3,0.8t05.3) 1.0

Any of above symptoms 92(9.3,7.61t011.3) 62 (8.1,6.2t010.2) 30 (13.7, 9.4 t0 19.0) 0.02
Advised to seek medical care given reporting any of above symptoms:

No of women 92 62 30 =

Sought medical care as advised 87 (95.0, 87.8 10 98.2) 58 (94.0, 84.3 t0 98.2) 29 (96.7,82.8 10 99.9) 1.0
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abortions outside the formal healthcare setting, self
report is the only possible method of follow-up. While
self reporting could be subject to recall or social desir-
ability bias, the short time period between the abortion
and the collection of follow-up information should min-
imise recall bias. A previous large randomised con-
trolled trial showed that self assessment of the outcome
of medical abortion was non-inferior to clinical fol-
low-up, indicating that women are capable of determin-
ing on their own whether or not their abortion has been
successful.? Although judgment of the symptoms of
potentially serious complications is subjective, and not
all will actually be indicative of an adverse event, it is
reassuring that virtually all women who reported expe-
riencing such symptoms said they sought medical
advice. It is also unlikely that women had much incen-
tive to give inaccurate reports of adverse events or com-
plications. WoW was their main source of advice during
their abortion, and so women who reported problems
tended to have communicated with the helpdesk.

Another important limitation is that we were unable
to ascertain whether the treatment women received for
potential adverse events was appropriate and neces-
sary. Previous work has shown that rates of surgical
intervention after medical abortion provided through
online telemedicine vary widely by setting.?* The surgi-
cal intervention rate of 4.5% that we found is similar to
equivalent rates found in studies of medical abortion in
the clinical setting (which typically range from 3% to
5%).2 1t is possible, however, that providers in coun-
tries where abortion is highly restricted might intervene
inappropriately because of lack of experience or over-
cautious management. They could also cause further
complications through unnecessary or inappropriate
interventions, and we are unable to distinguish these
from adverse events relating to the abortion itself (for
example, surgical intervention could lead to the need
for a blood transfusion). The rate of reported receipt of
an antibiotic in our sample was higher than previous
reports of receipt of intravenous antibiotics after medi-
cal abortion in a clinic.?’ We could not distinguish
between antibiotics administered intravenously versus
orally, the latter being much more common after medi-
cal abortion. Additionally, some healthcare profession-
als might provide oral antibiotics “just in case” or for an
incidentally discovered urinary tract or sexually trans-
mitted infection. Our rate of reported blood transfusion
was also higher than in previous large studies of abor-
tion in a clinic?'? but still low at less than 1%. We also
lacked information on two other adverse events——hos-
pital admission and emergency room treatment.?' Pre-
vious studies, however, have shown considerable
overlap between these events and the receipt of blood
transfusion or antibiotics,? both of which we were able
to include.

Key strengths of our study include the large sample
size and high follow-up rate, which is comparable with
or, in some cases, better than studies of abortion within
the formal healthcare setting.”” Additionally, we
included data on the entire population of women in the
Republic and Northern Ireland who accessed medical

GBP-PET00023
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abortion through online telemedicine. While we must
acknowledge the limitations of necessary reliance on
self reporting and incomplete follow-up, the questions
we sought to answer about medical abortion provided
outside the formal healthcare system in a setting where
abortion is highly restricted cannot be dealt with by a
randomised controlled trial, clinical trial, or prospec-
tive cohort study. We have drawn on the best available
“real world” data to answer these important questions.

We consider that the rates of reported complications
and successful abortion in our study might be conserva-
tive estimates. A previous study using telephone fol-
low-up among a smaller sample of women who self
sourced their own abortions using WoW shows that
those to whom medications were sent but who did not
spontaneously provide follow-up information by email
or an online evaluation form were less likely to have
experienced complications and more likely to have had
a successful medical abortion.® This possibility must
still be balanced against the biases discussed above. We
are also unable to definitively identify gestational age at
the time of abortion, and some women might have had
higher gestational ages than they were willing to dis-
close or might have experienced delays in receipt of the
medications. Thus, we might reasonably expect the
reported rates of adverse events to be slightly higher
than those reported in clinical studies of medical abor-
tion,which generally include gestational ages up to a
maximum of 7 or 9 weeks.?122%526 Moreover, a system-
atic review of the safety of regimens of medical abortion
at home up to 8 weeks’ gestation indicates average rates
of transfusion of 0.1%, which although higher than for
studies of medical abortion in a clinic, is still consid-
ered low.?2

It is also important to view the rates of self reported
adverse events shown in this study in the context of the
other options available to women in the Republic and
Northern Ireland who have an unwanted pregnancy.
The complication rates we found are lower than the risk
of equivalent complications during delivery in the UK.?8
They are also much lower than the equivalent risks
associated with unsafe methods of abortion.> While
some could also raise ethical questions about the provi-
sion of medications without formal in person consulta-
tion with a doctor, it is worth noting that similar models
of telemedicine are used in the US to prescribe and dis-
pense numerous other medications (with the exception
of controlled substances)® and that both mifepristone
and misoprostol are on the WHO list of essential medi-
cines.?® Additionally, one might view the provision of
abortion medications by telemedicine as an ethical
response to the unethical practice of criminalising
women for choosing abortion. A growing body of litera-
ture documents the negative health impacts experi-
enced by women denied a wanted abortion and forced
to continue an unwanted pregnancy compared with
those who were able to access an abortion.?'? In 2016,
the United Nations Human Rights Council found Ire-
land in violation of its human rights obligations, stating
that its abortion laws subject women to “suffering and
discrimination.”

doi: 10.1136/bmij,j2011 | BMJ2017;357:2011 | thebmj
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Applicability

Our results might not be generalisable to all settings
where women self source using online telemedicine. A
recent review of the acceptability of self managed abor-
tion in both legal and legally restricted contexts empha-
sises the role of local attitudes surrounding abortion on
women’s experiences.?* Higher levels of education and
medical knowledge as well as better access to health-
care compared with women in developing settings
might mean that women in the Republic and Northern
Ireland are more likely to use the medications correctly
and to seek follow-up care. The stigma surrounding
abortion experienced by Irish women, however, is con-
siderable. Women in both countries face the possibility
of prosecution and jail sentences if they are found to
have conducted an abortion at home. Recently, several
women in Northern Ireland have been charged after
being reported to the authorities by housemates or
medical staff.?53¢ Women who have had a self sourced
abortion and those who have had an early pregnancy
loss are clinically indistinguishable, but these events
raise the concerning possibility of a chilling effect,
whereby women might be reluctant to seek care for fear
of being reported.

On average, women who access abortion through
online telemedicine are older than women who access
abortion in a clinic setting in the UK.?” This difference
might be because younger women are less likely to rec-
ognise their pregnancy sufficiently early to choose med-
ical abortion if they have not been pregnant before, or
they might be more likely to be able to travel abroad to
access abortion because of parental assistance or fewer
childcare commitments, or they might already be over-
seas pursuing higher education. Alternatively, older
women might be more likely to have had abortions or
deliveries before and thus be more confident about self
managing their abortion at home. A previous study
examining the decision making and experiences of
Irish women who self sourced medical abortion through
WoW indicated that some do so because they lack the
financial or social resources to travel elsewhere.!
Thus, our sample could be less socioeconomically
advantaged than women who travel to access abor-
tion care. The same study also showed, however, that
others access abortion through online telemedicine
because they prefer the privacy of using the medica-
tions at home, they lack the required documentation
to travel, or they prefer medical abortion to a surgical
alternative.!!

Implications and conclusions

Our results have important implications for the per-
ception of abortion self sourced outside the formal
health system using online telemedicine. Firstly, they
clearly show that not at all abortions taking place out-
side the law are unsafe abortions. Secondly, they add
an important dimension to existing evidence that
women themselves report abortion through online
telemedicine as a positive experience with benefits for
health and wellbeing."! Millions of women worldwide
live in countries where self sourced medical abortion

GBP-PET00024
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is a potentially lifesaving option, and strengthening
services outside the formal healthcare setting could
be a vital component of strategies to reduce maternal
mortality from unsafe abortion. Finally, given the tra-
jectory of abortion policy in Europe and the US, the
visibility and importance of self sourced medical
abortion will continue to increase. There are already
reports of women seeking abortion outside the formal
healthcare setting in the US.3® Investigating women’s
experiences, preferences, outcomes, and unmet
needs in various settings is a critical goal for future
research.
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Objective To compare outcomes before and after implementation
of medical abortion (termination of pregnancy) without
ultrasound via telemedicine.

Design Cohort analysis.
Setting The three main abortion providers.

Population or sample Medical abortions at home at <69 days’
gestation in two cohorts: traditional model (in-person with
ultrasound, n = 22 158) from January to March 2020 versus
telemedicine-hybrid model (either in person or via telemedicine
without ultrasound, n = 29 984, of whom 18 435 had no-test
telemedicine) between April and June 2020. Sample (n = 52 142)
comprises 85% of all medical abortions provided nationally.

Methods Data from electronic records and incident databases
were used to compare outcomes between cohorts, adjusted for
baseline differences.

Main outcome measures Treatment success, serious adverse
events, waiting times, gestation at treatment, acceptability.

Results Mean waiting time from referral to treatment was
4.2 days shorter in the telemedicine-hybrid model and more
abortions were provided at <6 weeks’ gestation (40% versus
25%, P < 0.001). Treatment success (98.8% versus 98.2%,

P > 0.999), serious adverse events (0.02% versus 0.04%,

P = 0.557) and incidence of ectopic pregnancy (0.2% versus
0.2%, P = 0.796) were not different between models. In the
telemedicine-hybrid model, 0.04% were estimated to be over

10 weeks’ gestation at the time of the abortion; all were
completed safely at home. Within the telemedicine-hybrid
model, effectiveness was higher with telemedicine than in-person
care (99.2% versus 98.1%, P < 0.001). Acceptability of
telemedicine was high (96% satisfied) and 80% reported a
future preference for telemedicine.

Conclusions A telemedicine-hybrid model for medical abortion that
includes no-test telemedicine and treatment without an ultrasound
is effective, safe, acceptable and improves access to care.

Keywords Abortion, induced [E04.520.050], ambulatory care
facilities [N02.278.035], health planning [N03.349], mifepristone
[D04.210.500.365.415.580], misoprostol [D23.469.700.660.500],
pregnancy complications [C13.703], telemedicine
[N04.590.374.800], termination of pregnancy.

Tweetable abstract Compelling evidence from 52 142 women
shows no-test telemedicine abortion is safe, effective and improves
care.

Linked article This article is commented on by A Glasier and
L Regan, pp. 1475-1476 in this issue. To view this mini
commentary visit https://doi.org/10.1111/1471-0528.16740.

Please cite this paper as: Aiken ARA, Lohr PA, Lord J, Ghosh N, Starling J. Effectiveness, safety and acceptability of no-test medical abortion (termination of
pregnancy) provided via telemedicine: a national cohort study. BJOG 2021;128:1464-1474.

Introduction

Improved access to care for induced abortion (termination
of pregnancy) would deliver significant advantages for both

healthcare systems and the women who use them. There is
clear evidence that restricting access to abortion does not
reduce abortion rates, it simply makes the procedure less
safe."” Improving access is likely to benefit those who are
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most vulnerable,” especially in resource-poor settings or
where care has to be self-funded. In its 2019 guideline on
abortion care, the National Institute for Health and Care
Excellence (NICE) stated that improving access to abortion
was a key priority.*

Telemedicine, the use of information and communica-
tion technologies to improve patient outcomes by increas-
ing access to care and medical information,” has been
noted to decrease costs and increase convenience and
safety.® It is an established service delivery model for abor-
tion care in many settings’ and it is recommended to
improve access.* The COVID-19 pandemic required urgent
action to ensure delivery of essential health services, with
the Royal College of Obstetricians and Gynaecologists
(RCOG) publishing guidelines to safeguard abortion care
in the UK.* These guidelines profoundly changed the way
medical such care is delivered in Great Britain. Prior to the
emergence of COVID-19, all patients seeking medical abor-
tion were required to attend in-person to receive an ultra-
sound scan and have mifepristone administered within the
clinicc. Under the new guidelines, consultations were
encouraged to take place by telephone or video call; an
ultrasound scan was required only if indicated. By 30
March 2020, all the governments in Great Britain had
issued emergency legal orders to allow mifepristone to be
used at home along with misoprostol up to 10 weeks’ ges-
tation.” '! These approvals permitted abortion providers to
implement a fully telemedical service delivery model,
including ‘no test medical abortion’ and direct-to-patient
delivery of abortifacient medications.

Great Britain’s new pathway for no-test medical abortion
is unusual among existing models because it is fully remote:
no clinic visit, tests or ultrasound scan are performed and
both mifepristone and misoprostol are delivered by mail or
collected from a clinic for use at home. This new service
model thus presents an important opportunity to evaluate a
potentially better way to provide medical abortion that
could improve access and reduce the barriers posed by in-
person care.'> We examined and compared the effectiveness,
safety and acceptability of medical abortion provided up to
10 weeks’ gestation before and after the widespread imple-
mentation of no-test telemedicine.

Methods

Population and cohorts

The study population comprised all patients who accessed
an early medical abortion (EMA) at the three largest abor-
tion providers in England — British Pregnancy Advisory
Service (BPAS), MSI Reproductive Choices (MSUK) and
the National Unplanned Pregnancy Advisory Service
(NUPAS) — 2 months before and after the service model
change. Medical abortion is defined as the use of

medications to terminate a pregnancy without primary sur-
gical intervention and ‘EMA’ applies to these procedures,
commonly within the first trimester.'> The recommended
EMA regimen uses the anti-progestogen mifepristone in an
oral dose of 200 mg, then, after 24-48 hours, 800 mcg of
the prostaglandin analogue misoprostol by the sublingual,
vaginal or buccal route. In the UK, an additional dose of
misoprostol is recommended if expulsion has not occurred
3-4 hours after the first dose.*'* Prior to telemedicine,
patients would have returned to clinic to receive this, but
in the new model the additional dose was provided in the
treatment pack. Patients are advised to call the abortion
provider on their 24-hour phone service in the event of
any problems, if bleeding is unexpectedly light or heavy, if
pregnancy symptoms fail to resolve quickly or if a low-sen-
sitivity pregnancy test (1000 IU) is positive 3 weeks after
using misoprostol. This information is conveyed in a vari-
ety of formats, including verbally at consultation, in writing
and through on-line resources. Women are offered self-
assessment with a low-sensitivity pregnancy test to deter-
mine success of the abortion, with instructions to report
back to the abortion provider if there are any ongoing
issues or a positive test, in line with national guidelines'”
and high quality evidence that self-assessment is safe, effec-
tive and preferred by women.'®

Our dataset consisted of information on EMAs extracted
directly from each provider’s electronic records and
included fully de-identified patient clinical and demo-
graphic characteristics. Each providers’ clinical incident
database was cross-referenced to patients in each cohort to
determine rates of unsuccessful medical abortion and
adverse events. All data were extracted 6 weeks after the
end of the study period to ensure the reporting of compli-
cations was as complete as possible. We also consulted with
regulators and national agencies to ensure that we
accounted for incident reports made directly to them. The
independent regulator of all health and social care services
in England, the Care Quality Commission (CQC), con-
firmed that all cases reported directly to them through var-
ious routes, for example, statutory notifications and the
central NHS database of patient safety incident reports (the
National Reporting and Learning System [NRLS] and the
Strategic Executive Information System [StEIS]), were
known to the providers.

Two cohorts were defined. The ‘traditional’ cohort com-
prises all patients having an EMA between 1 January and 1
March 2020, prior to service model change. All patients in
this cohort received an in-person assessment and an ultra-
sound scan, had mifepristone administered in the clinic,
and were supplied with misoprostol for use at home. The
‘telemedicine-hybrid’ cohort comprises all patients access-
ing an EMA between 6 April and 30 June 2020, in a 2-
month period after the service model change at each

© 2021 The Authors. BJOG: An International Journal of Obstetrics and Gynaecology published by John Wiley & Sons Ltd. 1465

GBP-PET00027

5UB0| 7 SUOLIWIOD SAIIERID) 3ot dde aLjy Aq pauseAcd afe SSPILE YO ‘98N JO SaIN. 0y AReIqIT UIIUQ 4B UO (SUORIPUOD-PUE-SWLISY 0" A5 1M A0 1joul [UO//SA1IY) SUORIPUOD Pue SWIS L 841 39S *[S202/70/82] U0 ARiq1T auIluO AB|IM ‘8999T 8250~ T2 Y T/TTTT OT/I0p/W00"Aa |Im Akeid 1putjuo uABooy/sdny Wwouy papeo|umod ‘6 “TZ0Z ‘82S0TLYT



Case 6:25-cv-01491-DCJ-DJA Document 231-4

Filed 02/24/26  Page 41 of 127

PagelD #. 6874

Aiken et al.

provider. Patients in this cohort were offered a consultation
via phone or video call, during which an assessment of eli-
gibility for treatment via telemedicine was made. Patients
were deemed eligible for no-test medical abortion via tele-
medicine if they had a low risk of ectopic pregnancy and
their self-reported last menstrual period (LMP) indicated a
gestation of <10 weeks. Medications were then delivered to
patients via post or were made available for collection from
a clinic for use at home. Those deemed ineligible for no-
test medical abortion via telemedicine had an in-person
assessment with ultrasound as per the ‘traditional’ model.
After the in-person assessment, medications for this group
were then provided from the clinic for home use. The
medications provided to both groups in the hybrid cohort
were the same. Providers followed organisation-specific evi-
dence-based policies informed by the RCOG® and associ-
ated decision aid'” (Figures 1 and 2) and earlier RCOG
and NICE guidelines.'*"?

Outcome measures

Access

Waiting time and gestation at treatment were used to assess
how the two models impacted access. Waiting time was
defined as the interval from first contact with the abortion
provider to when medication was dispensed (either in-per-
son in clinic or posted). Gestation was recorded as that
applicable on the date mifepristone was dispensed or pro-
vided. Analysis was of mean gestation and the proportion
of abortions performed at <6 weeks’ gestation.

Effectiveness

Effectiveness was defined as the proportion of medical
abortions that were successful. Success was defined accord-
ing to the MARE Guidelines as successful expulsion of an
intrauterine pregnancy without need for surgical interven-
tion,"” using the sub-categories as listed in Table 2.

Safety

Safety was defined according to the proportions of medical
abortions that involved one or more significant adverse
events. We defined significant adverse events as haemorrhage
requiring transfusion, significant infection requiring hospital
admission, major surgery and death. We also examined the
incidence of ectopic pregnancy and when it was diagnosed in
the care pathway. For the analysis of ectopic pregnancies, we
included all abortion consultations rather than all abortions
provided because some patients with suspected ectopic preg-
nancies were referred to Early Pregnancy Assessment Units
(EPAU) and did not proceed to abortion. All patients
referred for further diagnostics (e.g. serial human chorionic
gonadotropin [BhCG] monitoring) but who had no further
treatment are included in the ectopic pregnancy group,

although a proportion of these will be pregnancy of
unknown locations (PULs), which includes failed early
intrauterine pregnancies. We analysed the proportion of
cases where treatment was reported to have occurred at
>10 weeks’ gestation in the telemedicine-hybrid cohort.

Acceptability

Given the constraints of delivering healthcare during
COVID-19, it was not possible to follow up all patients to
capture patient-reported outcomes. Two of the providers
(BPAS and MSUK) collected patient feedback during the
study period. Patients were invited to provide feedback 1-3
weeks after treatment, either by telephone using a structured
interview tool (MSUK)'® or using an online form (BPAS)."
We analysed data on questions reporting on satisfaction,
future preference and privacy. Although the questions were
similar, only the MSUK survey included questions on the
privacy of teleconsultation. All contact was by a non-clini-
cian who had not been involved in the patient’s care.

Analysis

The primary analysis was to assess whether the telemedi-
cine-hybrid model was non-inferior to the traditional
model. We compare effectiveness and safety in the two
cohorts by testing the hypotheses that the telemedicine-hy-
brid model is less effective and has a higher complication
rate.

We first compared patient demographic and clinical
characteristics between the cohorts to assess the need to
covariate-adjust our hypothesis tests for systematic differ-
ences in the two groups that might affect outcomes of
abortion. All hypothesis tests were covariate adjusted for
patient age, race/ethnicity, gestational age, parity and prior
abortions using logistic regression and weighted risk differ-
ences.”

We evaluated effectiveness by testing the alternative
hypothesis that the rate of successful medical abortion in
the telemedicine-hybrid cohort is lower than in the tradi-
tional cohort using a covariate-adjusted test of difference in
proportions. We also performed a Chi-square test to evalu-
ate whether the distribution of unsuccessful abortion sub-
categories differed between the cohorts. We evaluated safety
by testing the alternative hypothesis that significant adverse
events occurred at higher rates in the telemedicine-hybrid
cohort than in the traditional cohort using a covariate-ad-
justed hypothesis test for difference of proportions. We
reported one-sided P-values for both of these tests. We also
evaluated whether the prevalence of ectopic pregnancies
managed before EMA and after EMA were different
between the traditional and telemedicine-hybrid cohorts
using Chi-square difference of proportion tests.

The secondary analysis was to compare effectiveness
and safety of medical abortion for patients who received

1466 © 2021 The Authors. BJOG: An International Journal of Obstetrics and Gynaecology published by John Wiley & Sons Ltd.
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Abortion is essential health care

Services should be organised so as to minimise delays in care

Woman requests abortion

Offer remote consultation (e.g. via video or telephone)

Provide written information prior to consultation

(e.g. via email or link)

Remote consultation — same standards as face-to-face:

Enough information and time should be given to allow the opportunity
for questions and to give informed consent

Consent can be given verbally, but discussion must be recorded in notes

Collect (with minimal contact) / pack & post:

Abortion medication

Any additional medication (e.g. analgesia,anti-emetic)
Low sensitivity pregnancy test

Written advice and information

Plan for remote follow-up

If STI screening indicated or Chlamydia test recommended, use remote
service (e.g. web-based home testing)

Offer remote or self-assessment of outcome using low
sensitivity pregnancy test three weeks after medical
abortion

Offer discussion of contraception options — if appropriate
include contraception in pack

Provide ultrasound if:

- Unable to provide date of conception or LMP of reasonable certainty
within thresholds of eligibility or skill of provider

- History or symptoms suggestive of high risk of ectopic pregnancy such as:
- Unilateral abdominal pain and vaginal bleeding/spotting in last 5 days
- Intrauterine device in-situ
- History of tubal damage

- Prior ectopic pregnancy

Safeguarding assessment should be individualised

Clinicians must be confident the woman can speak privately without
coercion

No need for routine blood testing

Figure 1. Summary of early medical abortion care management during COVID-19 pandemic (adapted with permission from RCOG Coronavirus
[COVID-19] Infection and Abortion Care — Information for Healthcare Professionals®).

fully remote no-test telemedicine versus in-person care in
the telemedicine-hybrid cohort, primarily to assess
whether any differences between the cohort service mod-
els were driven by one particular group. We performed
covariate-adjusted hypothesis tests under the null hypoth-
esis of equal effectiveness and equal rates of significant

adverse events in the telemedicine versus in-person
groups.

All analyses were performed using R, version 3.6.2 (R
Foundation for Statistical Computing, c/o Institute for
Statistics and Mathematics, Vienna, Austria). Statistical sig-
nificance was defined using an alpha level of 0.05.

© 2021 The Authors. BJOG: An International Journal of Obstetrics and Gynaecology published by John Wiley & Sons Ltd. 1467
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Decision Aid for Early Medical Abortion without Ultrasound

RS
]
]
&S

INA1

\

Do you know the date your
last menstrual period began?
(first day of proper bleeding— [

don’t count light spotting
prior to your full period)

Book scan if:
e unable to provide a date or estimate
e periods less frequent than 6 weekly

™\ If especially light, or just spotting, take the date of the last
) ) normal LMP as accurate
Was it a normal period, or
WS i es:eaal!’y light or i particularly heavy, ensure they have repeated a pregnancy test
eavy: and take the date as accurate
J

In the last three months, have

you been taking the * Have you been having regular periods until the last missed
contraceptive pill, other period?
hormonal contraception, or * When did you start to get feelings of being pregnant?

been breast feeding?

v

If uncertain, book scan

f Have you had any of the following: \

¢ Abdominal (“tummy”) or pelvic pain which is more on one side, and vaginal bleeding / spotting in
the last five days?

",

* Anintrauterine device (e.g. “contraceptive coi
place when you conceived?

Mirena”, “Jaydess”, “Kyleena”, “Levosert”) in

* A previous ectopic pregnancy?

¢ Been told, following an operation or scan, that your Fallopian tubes (which connect the ovaries to
the womb) are damaged?

k Had surgery on your Fallopian tubes? J

If “Yes” to any, book scan

Offer Early Medical Abortion without
Ultrasound

Figure 2. Decision aid for early medical abortion without ultrasound (adapted with permission from RCOG Coronavirus (COVID-19) infection and

abortion care — information for healthcare professionals; 2020-06-04-decision-aid-for-early-medical-abortion-without-ultrasound.pdf [rcog.org.uk]

17)
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Ethics approval

The study was reviewed by the Institutional Review Board
(IRB) at the University of Texas at Austin, and a determi-
nation was made that the research did not meet the crite-
ria for human subject research as defined in the Common
Rule (45 CFR 46) or FDA Regulations (21 CFR 56). Each
provider ensured compliance with their own internal ethics
and governance systems. This study is classed as service
evaluation by the NHS Health Research Authority®’ and
therefore did not require review by an NHS Research
Ethics Committee (REC).** The principles of the STROBE
statement, and the MARE supplement, were followed."?
Patients were not involved in the development of the
study.

Results

In total, 52 142 medical abortions were provided during
the study period: 22 158 in the traditional cohort and
29 984 in the telemedicine-hybrid cohort. Among those
that took place in the telemedicine-hybrid cohort, 18 435
(61%) were provided via telemedicine and 11 549 (39%)
in-person. Our sample represents 85% of the total number
of medical abortions performed in England and Wales dur-
ing the study period.”> The clinical and demographic char-
acteristics of patients in the two cohorts are described in
Table 1.

Access

Mean waiting time to treatment declined from 10.7 days
(SD 19.9) in the traditional pathway to 6.5 days (SD 13.5)
in the telemedicine-hybrid cohort (P < 0.001). Mean gesta-
tional age at treatment also declined in the telemedicine-
hybrid cohort, resulting in 40% of abortions performed at
6 weeks’ gestation or less versus 25% in the traditional
cohort (P < 0.001).

Effectiveness

Rates of successful medical abortion were high under both
service delivery models (Table 2) — 98.2% in the traditional
cohort versus 98.8% in the telemedicine-hybrid cohort. We
found no evidence of a lower success rate with the teleme-
dicine-hybrid pathway (P > 0.999). The distribution of the
different sub-categories of unsuccessful medical abortion
did not differ between the cohorts (P = 0.268).

Safety

Significant adverse events in both cohorts were rare
(Table 3). Haemorrhage requiring transfusion was reported
in eight (0.04%) cases in the traditional cohort and in
seven (0.02%) cases in the telemedicine-hybrid cohort. No
cases of significant infection requiring hospital admission,
major surgery or death were reported. We found no

Table 1. Clinical and demographic characteristics in the traditional
and telemedicine-hybrid cohorts (n = 52 142). n (%)

Patient characteristics Traditional Telemedicine- P-value
(n =22 158) hybrid
(n = 29 984)

Mean gestational age 6.4 (1.3) 6.0 (1.4) <0.001
in weeks (SD)

Gestational age at treatment*

<6 weeks 5582 (25.2) 11947 (39.8)  <0.001
>6 weeks 16 576 (74.8) 18 037 (60.2)
Mean age in years (SD) 27.8 (6.6) 28.5(6.7) <0.001
Ethnicity
Asian 2038 (9.2) 2652 (8.8) <0.001
Black 1656 (7.5) 2282 (7.6)
Multiracial 1004 (4.5) 1361 (4.5)
White 15 840 (71.5) 20 910 (69.7)
Other 489 (2.2) 638 (2.1)
Unknown 1131 (5.1) 2141 (7.1)
Previous abortions
0 13 098 (59.1) 16 741 (55.8) <0.001
1+ 9060 (40.9) 13 243 (44.2)
Parity
0 10 133 (45.7) 11 741 (39.2) <0.001
1+ 12 025 (54.3) 18 243 (60.8)
Mean waiting time in 10.7 (19.9) 6.5 (13.5) <0.001
days (SD)*

*After checking for normality, these variables were non-parametric
and therefore two-sample Wilcoxon tests were used.

evidence that significant adverse events were higher in the
telemedicine-hybrid cohort (P = 0.557).

The overall incidence of ectopic pregnancy was equiva-
lent in both cohorts — 39 (0.2%) in the traditional cohort
and 49 (0.2%) in the telemedicine-hybrid cohort,
P =0.796 (Table 4). The proportions managed after EMA
were not significantly different between the cohorts (0.01%
in the traditional pathway and 0.03% in the telemedicine-
hybrid pathway, P = 0.123). There were 11 cases (0.04%)
in the telemedicine-hybrid cohort where the gestational age
after abortion was reported by the patient or an admitting
hospital as being greater than the expected 10 weeks. In all
these cases, the abortion was completed at home without
additional medical complications.

Acceptability

Patient-reported outcome data were available from 2453
respondents: 96% were ‘satisfied’ or ‘very satisfied’ with
their care, or rated their experience as ‘good’ or ‘very
good’; 80% reported that they would choose telemedicine
in the future or that it was their preferred option, with
13% choosing in-person care and the remainder being
unsure. No patient reported that they were unable to con-
sult in private using teleconsultation (n = 1243).
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Table 2. Comparison of effectiveness of medical abortions conducted in the traditional and telemedicine-hybrid cohorts (n = 52 142). n (%)

Outcome Traditional Telemedicine-hybrid P-value
n =22 158 n =29 984
Successful medical abortion 21 769 (98.2) 29 618 (98.8) 1.0
Unsuccessful medical abortion 389 (1.8) 366 (1.2)
Continuing pregnancy: treated with surgical management 161 (0.7) 150 (0.5) 0.268
Continuing pregnancy: opted to continue or unknown 3(0.01) 8(0.03)
Retained products treated with surgical management (ERPC) 225 (1.0) 208 (0.7)

As explained in the methods section, the P-value for successful medical abortion is the co-variate-adjusted P-value (i.e. all differences in patient
clinical and demographic characteristics, including gestational age, are controlled for) and was calculated using a hypothesis test where the null
hypothesis is that the traditional cohort has the same effectiveness rate as the telemedicine-hybrid cohort and the alternative hypothesis is that
the traditional cohort has a higher effectiveness rate than the telemedicine-hybrid cohort. The P-value for unsuccessful medication abortion is the
Chi-square test of whether the distribution of types of failure differ between the cohorts.

Table 3. Comparison of significant adverse events following
medical abortions conducted in the traditional and telemedicine-
hybrid cohorts (n = 52 142). n (%)

Table 4. Significant outcomes among patients presenting for
medical abortion in the traditional and telemedicine-hybrid cohorts
(n =52 218). n (%)

Outcome Traditional = Telemedicine- P-value Outcome Traditional = Telemedicine- P-value
(n =22 158) hybrid (n =22 197) hybrid
(n = 29 984) (n =30 021)
Haemorrhage 8 (0.04) 7 (0.02) 0.557 Ectopic managed 37 (0.17) 39 (0.13) 0.796
requiring transfusion pretreatment
Infection requiring 0 (0.0) 0 (0.0) Ectopic managed 2 (0.01) 10 (0.03) 0.123
hospital admission post-treatment
Major surgery 0 (0.0) 0 (0.0) Gestational age later 0 (0.0) 11 (0.04) N/A
Death 0 (0.0) 0 (0.0) than expected*

As explained in the methods section, the P-value was calculated
using a hypothesis test where the null hypothesis is that the
traditional cohort has the same rate of adverse events as the
telemedicine-hybrid cohort and the alternative hypothesis is that the
traditional cohort has a lower rate of adverse events than the
telemedicine-hybrid cohort.

Secondary outcome measures

Comparison of clinical outcomes for the telemedicine ver-
sus in-person groups in the telemedicine-hybrid cohort is
shown in Tables S1-S3. Rates of successful medical abor-
tion were higher in the telemedicine group (99.2% versus
98.1%, P < 0.001), but rates of significant adverse out-
comes were not significantly different between the two
groups — three (0.02%) for telemedicine versus four
(0.03%) for in-person (P = 0.532).

Discussion

Main findings

We found that no-test medical abortion via telemedicine
without routine ultrasound up to 10 weeks’ gestation is an
effective, safe and acceptable service model. Clinical out-
comes with telemedicine are equivalent to in-person care

The column numbers include patients who presented for an EMA
but did not receive one because their ectopic pregnancy was
identified pretreatment.

*The column numbers for the gestational age later than expected
category are the same as those in Table 3, (all EMASs performed in
the two cohorts, i.e. n = 52 142).

and access to abortion care is better, with both waiting
times and gestational age at the time of the abortion signif-
icantly reduced. Although gestation could be influenced by
different behaviour during the pandemic, resulting in ear-
lier presentation, in most other areas of healthcare, access
has been severely impacted, with waiting times increasing
substantially,24 and so reductions in both seem relevant.
Even small reductions in waiting time are significant —
NICE noted that a reduction of 1 day resulted in annual
savings of £1.6 million to the health services in England
owing to reduced complications and fewer needing to opt
for a surgical abortion.* Further evidence that the new tele-
medicine-hybrid model improves access comes from a
study showing that the rate of women seeking abortion
medication outside the formal healthcare setting was signif-
icantly reduced in the UK following its implementation.*
The implication is that those previously too vulnerable to
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attend in-person have been able to access care through tele-
medicine, potentially benefitting from the safeguarding,
counselling and contraceptive services provided by regu-
lated providers.*®

Our study confirms previous literature that medical
abortion is safe and effective. Our findings of low rates of
significant complications and failure are similar to those
reported from other high quality studies.””*® The slight
increase in effectiveness we observed in the group that
received telemedicine — even after controlling for lower
average gestational age compared with the in-person group
— may be due to the ability of patients to control better the
time at which they took the medication.

The telemedicine-hybrid model resulted in very low rates
of undiagnosed ectopic pregnancy and later than expected
gestations. Although the rate of ectopic pregnancy in the
general population in the UK and USA is reported as 1-
2%, the rate reported among patients having a termina-
tion of pregnancy is 10 times lower,”" which is consistent
with our findings. Ultrasound is not used to screen for
ectopic pregnancy in the general population — it is only
used where signs and symptoms suggest a need.’® Routine
screening of symptom-free women is associated with a high
false-positive rate when the prevalence of ectopic pregnancy
is low, as is the case in women seeking abortion, and there-
fore it is unlikely there would be significant benefits.**
There is no clinical justification for maintaining this incon-
sistency in care between women wishing to continue their
pregnancies and those choosing EMA.***

However, given that over 200 000 people access abortion
care each year in the UK alone, some will inevitably have
an asymptomatic ectopic pregnancy and so will proceed
with having mifepristone and misoprostol either through
telemedicine or after a false-negative scan. The essential
issue for safety is that these are detected prior to causing
harm rather than prior to beginning the medical abortion
treatment; treatment with mifepristone and misoprostol in
itself will have no effect on an underlying ectopic preg-
nancy. Indeed, the reduction in waiting times afforded by
the telemedicine model may facilitate earlier detection than
traditional pathways where women present later or are sent
away to give additional time to visualise an intrauterine
pregnancy on scan. Proceeding with early medical abortion
without a scan may permit earlier diagnosis of a developing
ectopic pregnancy owing to increased surveillance and
index of suspicion, for example where there is minimal
bleeding after misoprostol.*'”

The proportion of cases where gestational age was later
than expected based on LMP was low, as might have been
expected given the evidence that women can determine the
gestational age of their pregnancy with reasonable accuracy
by LMP alone.”” Nevertheless, inadvertent treatment of ges-
tations over 10 weeks is inevitable and, consistent with our

findings, the consequences for most are unlikely to be med-
ically significant.”® The 10-week gestation limit in the Eng-
lish government’s approval order is arbitrary and is not
based on evidence of safety or effectiveness. The Scottish
government did not stipulate a limit, leaving the decision
to the discretion of the clinician in consultation with their
patient. Moreover, the reported success of self-managed
terminations of pregnancy at >12-24 weeks’ gestation is
93%, with safety similar to that expected in earlier gesta-
tions.> >’

Strengths and limitations

Although the study is not a clinical trial, we were able to
evaluate the outcomes of both the telemedicine-hybrid and
traditional in-person services as they operate in the real
world, and we were able to adjust for key covariates. A
key strength of the study is the generalisability of our find-
ings, given that our sample included 85% of all medical
abortions provided in England and Wales during the study
period.

The main limitation of this study is that we were unable
actively to follow up patients after their abortion. There is
a potential gap in the consistency of reporting incidents,
due to some complications not meeting the threshold of
serious incidents, multiple routes of entry into the NHS
and informal communication between the NHS and abor-
tion providers. Although it is possible that some patients
presented to other providers and a significant adverse event
was not reported in our dataset, the risk management and
reporting systems within the NHS are well defined, with
serious incidents being routinely shared. The governing
body of the NHS in England alerted all commissioners of
the need to report incidents relating to telemedicine and
there were review meetings of key stakeholders to ensure
compliance. No additional cases were identified from regu-
lators that were not already recorded by the providers’ clin-
ical incident processes. More importantly, there is no
reason that any under-reporting would be systematically
more likely in either cohort to introduce bias. Although
patient behaviour may have been altered in the pandemic,
it seems unlikely patients would not have reported prob-
lems to their provider given that there is immediate access
to help via 24-hour telephone services. It is also possible
that with NHS acute services (e.g. early pregnancy units)
harder to access, patients would be more likely to engage
with their abortion provider first. Finally, evidence from an
equivalent population to ours in Scotland gave almost
identical results. This was a smaller cohort study that fol-
lowed up all patients (n = 663) and cross-checked NHS
hospital records (reporting successful medical abortion
98%, haemorrhage requiring transfusion 0%, infection
requiring hospital admission 0%, choosing telemedicine
again in future 71%).”

© 2021 The Authors. BJOG: An International Journal of Obstetrics and Gynaecology published by John Wiley & Sons Ltd. 1471

GBP-PET00033

5UB0| 7 SUOLIWIOD SAIIERID) 3ot dde aLjy Aq pauseAcd afe SSPILE YO ‘98N JO SaIN. 0y AReIqIT UIIUQ 4B UO (SUORIPUOD-PUE-SWLISY 0" A5 1M A0 1joul [UO//SA1IY) SUORIPUOD Pue SWIS L 841 39S *[S202/70/82] U0 ARiq1T auIluO AB|IM ‘8999T 8250~ T2 Y T/TTTT OT/I0p/W00"Aa |Im Akeid 1putjuo uABooy/sdny Wwouy papeo|umod ‘6 “TZ0Z ‘82S0TLYT



Case 6:25-cv-01491-DCJ-DJA Document 231-4

Filed 02/24/26  Page 47 of 127

PagelD #: 6880

Aiken et al.

Interpretation

NICE conducted a systematic review and recommended
using telemedicine to improve access to medical abortion
care.” Several models for using telemedicine to facilitate
medical abortion have been described but most existing trials
are small, and many required attendances to have medicines
administered, an ultrasound scan or blood tests.”*® Our
study is the first to assess a real-world no-test telemedicine
abortion care pathway in a national population. This new
national model demonstrates how a permissive framework
for medical abortion can deliver significant quality improve-
ments to those needing to access abortion care.

Conclusion

This large study of 52 142 medical abortions demonstrates
that incorporating no-test telemedicine into the care path-
way is not inferior to the traditional pathway where all
patients are seen in person and have an ultrasound scan.
There are advantages — waiting times and gestation at abor-
tion are reduced and it is highly rated by patients. There was
no evidence of worse outcomes in failure rate, haemorrhage,
need for surgery or failure to detect ectopic pregnancy. In
the 0.04% of cases where the abortion appeared to have been
provided at over 10 weeks’ gestation, these were all com-
pleted at home without additional medical complications.
Given the advantages of improving access to care, especially
in vulnerable groups and in resource-poor healthcare sys-
tems or where patients have to fund their own care, the evi-
dence is compelling that no-test telemedicine should become
routine in the provision of abortion care.
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ABSTRACT: Medication abortion, alsol:;gl%er}rlgd% a6388mﬂédical abortion, is a safe and effective
method of providing abortion. Medication abortion involves the use of medicines rather than
uterine aspiration to induce an abortion. The U.S. Food and Drug Administration (FDA)-
approved medication abortion regimen includes mifepristone and misoprostol. The purpose
of this document is to provide updated evidence-based guidance on the provision of
medication abortion up to 70 days (or 10 weeks) of gestation. Information about medication

abortion after 70 days of gestation is provided in other ACOG publications 1 .

Background
Epidemiology

An estimated one in four women in the United States will have an abortion in her lifetime. In
2017, an estimated 60% of abortions in the United States occurred at or before 10 weeks of
gestation and medication abortion comprised 39% of all abortions 2 . Between 2006 and
2015, there was a shift in the timing of abortion, with abortions taking place at earlier
gestational ages; this is likely due, in part, to availability of medication abortion 3 . From
2014 to 2017, the number of nonhospital facilities that provided medication abortion
increased by 25% 2 . Arecent survey of American College of Obstetricians and
Gynecologists (ACOG) Fellows and Junior Fellows found that 14% had provided medication

abortion in the prior year 4 .

Medication Abortion
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The medication abortion regimen sup&?ge%%y#ﬁaﬁgﬁgedical organizations nationally and
internationally includes two medications, mifepristone and misoprostol 5 6 .If
mifepristone is unavailable, then a misoprostol-only regimen is an acceptable alternative 5 .
Mifepristone is a selective progesterone receptor modulator that binds to the progesterone
receptor with an affinity greater than progesterone itself but does not activate the receptor,
thereby acting as an antiprogestin 7 . Mifepristone’s known actions on a uterus during
pregnancy include decidual necrosis, cervical softening, and increased uterine contractility
and prostaglandin sensitivity 8 9 . Misoprostol is a prostaglandin E1 analogue that
causes cervical softening and uterine contractions. It is approved by the FDA for oral
administration to prevent gastric ulcers in individuals who take anti-inflammatory drugs on a
long-term basis, and it is included in the FDA-approved labeling of mifepristone for use in

abortion 10 .

The FDA currently restricts mifepristone access under the risk evaluation and mitigation
strategy (REMS) program, which includes a requirement that the drug be “dispensed to
patients only in certain health-care settings, specifically clinics, medical offices, and
hospitals, by or under the supervision of a certified prescriber” 10 . However, the REMS
restrictions for mifepristone do not make the care safer, are not based on medical evidence
or need, and create barriers to clinician and patient access to medication abortion 4 11
12 . The American College of Obstetricians and Gynecologists advocates the removal of

REMS restrictions for mifepristone 12 .

Clinical Considerations and Recommendations

How should patients be counseled about abortion methods?
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Only when patients have considered thl:ézlirgoepq:l)oﬁ:s a6r§(?8ecided to have an abortion does the
discussion about the different methods become clinically relevant. Patients who choose
abortion should be counseled about all methods available as well as the risks, advantages,
disadvantages, and the different features of these options 5 6 . Most patients who
initially are unsure about the method will have some preference after counseling 13 .
Generally, patients are satisfied with the method they choose 12 14 15 . Patients who
choose medication abortion tend to do so because of a desire to avoid a procedural
intervention; a perception that medication abortion is safer, more natural, and private
compared with uterine aspiration; or a combination of these reasons 16 . Compared with
uterine aspiration, medication abortion takes longer to complete and requires more active
patient participation as the pregnancy expels outside of a clinical setting. The uterine
aspiration procedure for a first-trimester abortion takes place most commonly in one visit, is

slightly more effective, and allows for direct assessment of pregnancy tissue by the clinician.

What information and counseling should be provided to patients who are considering

medication abortion?

Eligibility and Contraindications

Most patients at 70 days of gestation or less who desire abortion are eligible for a medication
abortion. There are medical conditions for which a medication abortion may be preferable to
uterine aspiration. Such examples include uterine fibroids that significantly distort the
cervical canal or uterine cavity 17 18, congenital uterine anomalies 19, or introital
scarring related to infibulation 20 . Patients with asthma are candidates for medication
abortion because misoprostol does not cause bronchoconstriction and actually acts as a
weak bronchodilator 21 . Multiple gestation pregnancy is not a contraindication; patients
with twin gestations can be treated with the same regimens as those with singleton

gestations 22 .
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Medication abortion is not recommenclj:)e%g%r[)pgf.ie%%Bzvith any of the following: confirmed or
suspected ectopic pregnancy, intrauterine device (IUD) in place (the IUD can be removed
before medication abortion), current long-term systemic corticosteroid therapy, chronic
adrenal failure, known coagulopathy or anticoagulant therapy, inherited porphyria, or
intolerance or allergy to mifepristone or misoprostol 23 . Patients with significant
comorbidities may still have a medication abortion but may need more monitoring during the
process depending on the stability of the conditions. The safety of medication abortion in
patients with anemia is unknown because studies have excluded patients with anemia who
have hemoglobin levels of less than 9.5 or 10 g/dL. Although the transfusion rates associated
with medication abortion are low (less than 0.1%), they exceed those reported for uterine
evacuation procedures in early pregnancy (0.01%) 24 25 . Patients may also not be good
candidates for medication abortion if they are unable or unwilling to adhere to care
instructions, desire quick completion of the abortion process, are not available for follow-up
contact or evaluation, or cannot understand the instructions because of comprehension

barriers.

What to Expect

Most patients who have a medication abortion will experience bleeding and cramping, which
are necessary for the process to occur. Patient counseling should emphasize that bleeding

likely will be much heavier than menses (and potentially with severe cramping).

Adverse effects can occur after mifepristone administration but are more typically
experienced after misoprostol administration. Adverse effects commonly associated with
misoprostol use include nausea (43-66%), vomiting (23-40%), diarrhea (23-35%), headache
(13-40%), dizziness (28-39%), and thermoregulatory effects such as fever, warmth, hot
flushes, or chills (32-69%) 26 27 28 29 .The incidence of each adverse effect varies by
regimen used, the dose and route of administration of the prostaglandin analogue, and the

gestational age.
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Patient counseling before medication gg&?i'%%ho%?&?nclude discussion of when patients
should contact their clinician in the case of heavy bleeding (soaking more than two maxi
pads per hour for 2 consecutive hours) and when to access urgent intervention 5 6 30 .
In rare cases, patients who undergo medication abortion may need to obtain an additional
intervention, such as uterine aspiration. If the prescribing clinician does not perform the
intervention, it is medically appropriate to provide a referral. In patients who receive
mifepristone and vaginal misoprostol, the need for intervention within the first 24 hours of
treatment is rare, occurring in 0.2% of patients 31 . The need for intervention is based on
how the patient is feeling and whether the bleeding seems to be slowing. For patients with
heavy bleeding, a baseline hemoglobin or hematocrit, if known, may also influence when to
seek urgent care. Overall, less than 1% of patients will obtain an emergency intervention for
excessive bleeding 13 14 15 32, and the need for blood transfusion is rare (0.1% of
patients or less) 24 33 . Should a rare medical emergency arise, patients should be advised

to seek care at the closest emergency facility.

Teratogenicity and Ongoing Pregnancy

Before undergoing medication abortion, patients should be counseled regarding the
teratogenicity of misoprostol in the event of an unsuccessful medication abortion. All
patients with a continuing pregnancy after using mifepristone and misoprostol should be
provided with all pregnancy options and a thorough discussion of the risks and benefits of
each. Most individuals with a continuing pregnancy opt to complete the abortion, but patients
should be supported in their choice of how to proceed. No evidence exists to date of a
teratogenic effect of mifepristone 34 . However, misoprostol can result in congenital
anomalies, such as limb defects with or without Mobius’ syndrome (ie, facial paralysis), when
used during the first trimester 35 36 37 38 39 .Because misoprostol is the common
agent used with every medication abortion regimen, clinicians should counsel all patients

regarding potential teratogenic effects.

In the very rare case that patients change their mind about having an abortion after taking
mifepristone and want to continue the pregnancy, they should be monitored expectantly 40 .
There is no evidence that treatment with progesterone after taking mifepristone increases the
likelihood of the pregnancy continuing 41 42 . However, limited available evidence suggests
that use of mifepristone alone without subsequent administration of misoprostol may be

associated with an increased risk of hemorrhage 43 .

What evaluation and ancillary testing are needed before a medication abortion?
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Before medication abortion is performlzg,g(‘ﬁleDcﬁﬁicggﬁghould confirm pregnancy and
estimate gestational age. For patients with regular menstrual cycles, a certain last menstrual
period within the prior 56 days, and no signs, symptoms, or risk factors for ectopic pregnancy,
a clinical examination or ultrasound examination is not necessary before medication
abortion. Rh testing is recommended in patients with unknown Rh status before medication
abortion, and Rh D immunoglobulin should be administered if indicated 44 . In situations
where Rh testing and Rh D immunoglobulin administration are not available or would
significantly delay medication abortion, shared decision making is recommended so that
patients can make an informed choice about their care. Other laboratory evaluations are not
routinely indicated but may be required by local and state laws 2 . Preoperative assessment

of hemoglobin or hematocrit is indicated only when anemia is suspected.

Most abortion care globally is provided without ultrasound examination. Although most U.S.-
based studies have used ultrasonography to confirm gestational age and intrauterine location
of the pregnancy, more recent evidence has shown that a patient’s certain last menstrual
period when within the prior 56 to 63 days is accurate 45 46 47 48 .In one study, use of
certain last menstrual period alone would have resulted in medication abortion being
provided to only 26 of 3,041 (0.8%) patients with pregnancies beyond 70 days of gestation

45 .

A potential concern when providing early abortion services is the possibility of an
undiagnosed ectopic pregnancy. The overall ectopic pregnancy rate in the U.S. general
population is low and declining and is approximately 6 per 1,000 pregnancies among insured
patients and 14 per 1,000 among patients who receive Medicaid 49 50 . However, in studies
of patients who seek abortion, ectopic pregnancy rates generally are lower. A U.S. study of
uterine evacuation procedures performed at less than 6 weeks of gestation found the ectopic
pregnancy rate to be 5.9 per 1,000 pregnancies 51 at atime when the national rate was
three times higher 52 . The largest published study of first-trimester medication abortion
patients involved 16,369 patients with pregnancies of 49 days of gestation or less and
yielded a calculated ectopic pregnancy rate of 1.3 per 1,000 pregnancies 53 . Although
ectopic pregnancy among individuals who seek early abortion is rare, patients with a medical
history of ectopic pregnancy, medical risk factors (prior tubal surgery, pregnancy with
progestin-only or IUD contraception use) or symptoms (ie, unilateral pain, vaginal bleeding)
suggestive of ectopic pregnancy should have pretreatment clinical evaluation, which may

include ultrasonography 5 6 .
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Most patients with clinical indicationsI?grgaer!Dulﬁés%%%(c)l examination before medication
abortion can be initially screened with transabdominal ultrasonography, reserving
transvaginal ultrasonography for situations in which further clarification is required 54 55 .
If ultrasonography is medically indicated, transabdominal ultrasonography is sensitive for
diagnosing the presence or absence of a gestational sac in patients who are not obese 54 .
A randomized trial that compared the use of transabdominal ultrasonography with
transvaginal ultrasonography for eligibility assessment before medication abortion found that
80% of patients who received initial transabdominal ultrasonography did not require further
testing to proceed with medication abortion, thus avoiding use of more invasive and

resource-intensive screening with transvaginal ultrasonography 55 .

Recommendations on whether Rh D immune globulin should be given to patients before
medication abortion in early pregnancy are primarily based on expert opinion because
available evidence is limited 6 56 . Rh D alloimmunization that is left undiagnosed and
untreated can lead to significant perinatal morbidity and mortality in future pregnancies 57 .
And, guidelines from ACOG and various other major medical societies include
recommendations for Rh D immune globulin prophylaxis for Rh D-negative patients
undergoing medication abortion within the first 12 weeks of gestation 44 58 59 60 . For
patients undergoing medication abortion before 10 weeks of gestation, some experts
recommend against routine Rh testing and anti-D prophylaxis 6 or advise that forgoing Rh
typing and Rh prophylaxis can be considered 61 . Research regarding Rh alloimmunization
during early pregnancy continues to evolve 62 . However, based on currently available
indirect evidence and the theoretical risk of Rh D alloimmunization in future pregnancies,
ACOG recommends Rh D immune globulin prophylaxis for Rh D-negative patients undergoing
medication abortion. In situations where Rh testing and anti-D prophylaxis are not available or
would significantly delay medication abortion, shared decision making is recommended so
that patients can weigh the benefits and risks of their options and make an informed decision

about their care.

What regimens are used for medication abortion, and how do they compare in effectiveness

for treatment?

https://www.acog.org/clinical/clinical-guidance/practice-bulletin/arti(@§R fROPFENE Q4 Zp ortion-up-to-70-days-of-gestation 8/43



	EX D-3.pdf
	Mifepristone_2023_03_23_REMS_Full.pdf
	Mifepristone_2023_03_23_REMS_Document
	Mifepristone_2023_03_23_Prescriber_Agreement_Form_for_Danco_Laboratories_LLC
	Mifepristone_2023_03_23_Prescriber_Agreement_Form_for_GenBioPro_Inc.
	Mifepristone_2023_03_23_Patient_Agreement_Form
	Mifepristone_2023_03_23_Pharmacy_Agreement_Form _for_Danco_Laboratories_LLC
	Mifepristone_2023_03_23_Pharmacy_Agreement_Form_for_GenBioPro_Inc.

	EXHIBIT D-2.pdf
	GenBioPro Citizen Petition.pdf
	A. ACTION REQUESTED
	B. STATEMENT OF GROUNDS
	1. As FDA Has Repeatedly Found, The Safety and Efficacy of Mifepristone is Well-Established and Supported by Robust Scientific Data
	a. FDA Has Repeatedly Concluded Mifepristone is Supported by Substantial Evidence of Safety and Efficacy
	(i) NDA Approval and REMS
	(ii) 2016 Changes
	(iii) ANDA Approval
	(iv) 2023 Changes

	b. Mifepristone Remains Safe and Effective Under the Current REMS
	c. Unsubstantiated Claims by Abortion Opponents Do Not Justify Imposing Restrictions on Mifepristone Access
	d. FDA Must Avoid Undue Burdens on Patient Access to Mifepristone

	2. There is No Scientific Evidence Suggesting that Mifepristone Causes Harm to the Environment
	3. Any FDA Withdrawal of Petitioner’s ANDA Approval Must Follow All Applicable Procedures Afforded by Law and Regulation
	a. FDA’s Approval of Petitioner’s ANDA is Facing a Legal Challenge
	b. Statute and Regulations Require FDA to Follow Specific Procedures to Withdraw an ANDA
	(i) Statutory Withdrawal Procedures
	(ii) FDA Regulations on Withdrawal Procedures
	(iii) Authority to Suspend Approval Without Pre-Deprivation Process

	c. Suspension of Mifepristone Outside FDA Procedure Would Be Unlawful

	4. Conclusion

	C. ENVIRONMENTAL IMPACT
	D. ECONOMIC IMPACT
	E. CERTIFICATION


