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IN THE UNITED STATES DISTRICT COURT
FOR THE WESTERN DISTRICT OF VIRGINIA

WHOLE WOMAN’S HEALTH ALLIANCE, on
behalf of itself, its staff, and its patients; WHOLE
WOMAN’S HEALTH, on behalf of itself, its staff,
and its patients; WHOLE WOMAN’S HEALTH OF
THE TWIN CITIES, LLC, on behalf of itself, its
staff, and its patients; BLUE MOUNTAIN CLINIC,
on behalf of itself, its staff, and its patients; HELEN
WEEMS, APRN-FNP on behalf of herself and her
patients; ALL FAMILIES HEALTHCARE, on behalf
of itself, its staff, and its patients; and TRUST Case No. 3:23-cv-00019
WOMEN FOUNDATION, on behalf of itself, its -
staff, and its patients,

Plaintiffs,
V.

UNITED STATES FOOD AND DRUG
ADMINISTRATION; ROBERT M. CALIFF, M.D.,
in his official capacity as Commissioner of Food and
Drugs; UNITED STATES DEPARTMENT OF
HEALTH AND HUMAN SERVICES; and XAVIER
BECERRA, in his official capacity as Secretary of
the Department of Health and Human Services,

Defendants.

COMPLAINT FOR DECLARATORY AND INJUNCTIVE RELIEF

1. In the wake of the overruling of Roe v. Wade, Plaintiffs, who are independent
abortion providers in Virginia, Montana, and Kansas, have made herculean efforts to provide high-
quality, compassionate, patient-centered abortion care. They have done so not only for residents
of their states, but also for the thousands of patients forced to travel hundreds of miles for basic
healthcare from the 13 states and counting where abortion is now banned, and the many others
where it remains severely restricted. Pregnant people who struggle to make ends meet, live in rural

areas, and have limited access to healthcare face more barriers than ever to accessing abortion.
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These barriers are also particularly severe for people of color and people with disabilities who
experience significant disparities in healthcare access and maternal health outcomes.

2. In order to meet the needs of their patients, Plaintiffs rely on the ability to prescribe
medication abortion, which is safe and effective, less expensive and less resource-intensive than
procedural abortion, and preferred by many patients. Plaintiffs all use a two-drug regimen for
medication abortion, where patients take the first drug, mifepristone, followed by a second drug,
misoprostol, around 24-72 hours later. Medication abortion, and specifically, provision of
mifepristone by advanced practice clinicians (including nurse practitioners and physician
assistants) and the availability of medication abortion by mail (“direct to patient telehealth) has
been critical to their efforts to meet people’s need for abortion care.

3. Not content with—as they claimed—*“return[ing] the issue of abortion to the
people’s elected representatives,” Dobbs v. Jackson Women's Health Org., 142 S. Ct. 2228, 2243
(2022), anti-abortion activists have turned their attention to restricting abortion nationwide. Their
latest attack is on medication abortion, seeking to curtail its availability anywhere and by any
means necessary, including in states where abortion remains legal and even protected.

4. The two-drug medication abortion regimen has been used safely and effectively for
the past 23 years by over five million Americans. Despite this strong track record of safety and the
well-documented benefits of medication abortion for many patients—including survivors of sexual
assault, pregnant people with certain common chronic conditions, and those who prefer to manage
their abortion care in a private location—mifepristone has faced unique and discriminatory
scrutiny, which has generated significant stigma. From the very beginning, mifepristone has been

treated differently from comparable drugs.
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5. It is time that defendants the United States Food and Drug Administration (“FDA”)
and the Department of Health and Human Services (“HHS”) follow the science, respect pregnant
people’s autonomy, and discard the unique set of restrictions known as a Risk Evaluation and
Mitigation Strategy (“REMS”) it has applied to mifepristone in various guises since its approval.
FDA'’s decision to continue these burdensome restrictions in January 2023 on a drug that has been
on the market for more than two decades with only “exceedingly rare” adverse events has no basis
in science. It only makes mifepristone harder for clinicians to prescribe, harder for pharmacies to
dispense, and harder for patients to access. And, by making mifepristone seem uniquely dangerous,
FDA'’s continuing restriction of mifepristone stigmatizes medication abortion and contributes to
the chaos anti-abortion activists now sow. Plaintiffs are continuously facing the weaponization of
the REMS by anti-abortion activists around the country.

6. Ensuring that access to mifepristone is based on science and the needs of patients
has only increased in urgency over the last few weeks. Federal district courts in Texas and
Washington have issued competing orders regarding mifepristone’s continued accessibility. The
Texas order purports to “stay” the effective date of FDA’s 2000 approval of mifepristone, which
could render it unavailable anywhere. A/l for Hippocratic Med. v. FDA, No. 2:22-CV-223-7,2023
WL 2825871, at *32 (N.D. Tex. Apr. 7, 2023) (the “Alliance Case”). A subsequent order from the
Fifth Circuit modified the Texas order, purporting to turn back time and reinstate one version of
the REMS that was in place prior to 2016—including restricting certified prescribers of
mifepristone to physicians only (not advanced practice clinicians) and banning direct to patient
telehealth. All. for Hippocratic Med. v. FDA, No. 23-10362, 2023 WL 2913725, at *1, *17, *21
(5th Cir. Apr. 12, 2023) (per curiam). Meanwhile, the Washington order enjoins FDA from

“altering the status quo and rights” as to the availability of mifepristone under the REMS in place
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as of January 2023 in 17 states and the District of Columbia, Washington v. FDA, No. 1:23-CV-
3026-TOR, 2023 WL 2825861, at *11 (E.D. Wash. Apr. 7, 2023), “irrespective of”’ the Texas and
Fifth Circuit decisions, Washington v. FDA, No. 1:23-CV-3026-TOR, 2023 WL 2941567, at *2
(E.D. Wash. Apr. 13, 2023). Anti-abortion activists are continuing with other efforts to threaten
mifepristone, including a citizen petition to FDA by Students for Life seeking to have
mifepristone’s approval revoked because it somehow endangers the environment. !

7. Although the Supreme Court has entered a preliminary stay that averts some of the
devastating harms that were about to occur due to the trial court decision in the Alliance Case, see
Danco Lab’ys, LLC v. All. for Hippocratic Med., No. 22A901, 2023 WL 3033177 (U.S. Apr. 21,
2023), threats to the availability of mifepristone continue to loom large—prompting a growing
number of states to stockpile large amounts of mifepristone even after the Supreme Court’s stay.
As Monica Simpson, Executive Director of SisterSong Women of Color Reproductive Justice
Collective and an abortion access advocate in Georgia, attested, although access remains for now:
“the week-by-week uncertainty of not knowing the fate of this access” remains.?

8. Plaintiffs—independent abortion providers with limited resources in hostile
states—are caught in the middle of this maelstrom. They provide care in states that are party to
neither case and are thus in a particularly precarious and uncertain position. Plaintiffs cannot retool
their practices overnight with no notice—healthcare has no on/off switch. They and their patients

require clarity around their continued provision of mifepristone.

' Alice Miranda Ollstein, Anti-Abortion Group Launches New Pill Challenge as SCOTUS Mulls Sweeping
Restrictions, Politico (Apr. 20, 2023, 9:48 A.M.), https://www.politico.com/news/2023/04/19/students-for-life-
abortion-scotus-00092771.

2 Ava Sasani, The Decision Brought Vows to Keep Fighting from Both Sides of the Abortion Debate, N.Y . Times (Apr.
21, 2023), https://www.nytimes.com/2023/04/2 1/us/abortion-pill-supreme-court-reactions.html.
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0. No other facet of healthcare is treated in this way, much less any other essential
medication with such an established record of safety and efficacy. It is neither rational nor
sustainable, especially in light of the unique challenges Plaintiffs now face in the post-Roe world.

10. Throughout this chaos, there is one constant: mifepristone remains a highly safe
and effective medication and it remains essential for patients. FDA has recognized these basic facts
time and again, and yet continues to subject the drug to medically baseless restrictions, prompting
repeated attempts to target mifepristone for further restriction or outright removal from the market.
Without relief, Plaintiffs remain vulnerable to the continued attacks on medication abortion from
anti-abortion activists and state and federal regulators across the country who will continue to
weaponize FDA’s REMS while they stand.

11. Plaintiffs request that the Court order FDA to remove the REMS restrictions that
have, for too long, impeded access to medication abortion, and are the source of the current chaos
for people seeking essential abortion care nationwide. In the alternative, Plaintiffs seek an order
enjoining Defendants from altering the availability of mifepristone under the January 2023 REMS,
to ensure some modicum of certainty and continued patient access to a safe, effective medication
that has been repeatedly targeted simply because of its association with abortion.

JURISDICTION AND VENUE

12. The Court has subject matter jurisdiction under 28 U.S.C. § 1331, as this is a civil
action arising under federal law, and under 5 U.S.C. § 702, as this is a civil action seeking judicial
review of a final agency action.

13. This action for declaratory and injunctive relief is authorized by 28 U.S.C. §§ 2201
and 2202, by Federal Rules of Civil Procedure 57 and 65, and by the inherent equitable powers of

this Court.
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14. The Court has personal jurisdiction over Defendants pursuant to 28 U.S.C.
§ 1391(e) because Defendants are agencies and officers of the United States.

15. Venue is proper in this district pursuant to 28 U.S.C. § 1391(e) because this is a
judicial district in which Plaintiff Whole Woman’s Health Alliance resides and Defendants’
policies adversely affect the health and wellbeing of residents in this district.

PARTIES

1. Plaintiffs
Whole Woman’s Health Alliance

16. Plaintiff Whole Woman’s Health Alliance (“WWHA”) is a nonprofit organization
committed to providing holistic reproductive care for its patients. It operates Whole Woman’s
Health of Charlottesville (“WWH of Charlottesville”), a healthcare facility located in
Charlottesville, Virginia that provides abortion services up to 16 weeks as dated from the patient’s
last menstrual period (“LMP”),® including medication abortion up to 11 weeks LMP, and
miscarriage management. WWH of Charlottesville started providing medication abortion in
October 2017 and has been providing medication abortion using the FDA-approved, evidence-
based mifepristone/misoprostol regimen ever since.

17. While WWH of Charlottesville currently has physicians providing all of its abortion
care, it is actively recruiting advanced practice clinicians to join its staff to provide abortion care.

18. WWHA sues on its own behalf, on behalf of its current and future clinicians and

staff, and on behalf of its patients.

3 Consistent with standard medical practice, gestational ages as used in this complaint are dated from the first day of
the patient’s last menstrual period (“LMP”), which is typically approximately two weeks before the estimated date of
fertilization of a pregnancy.
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Whole Woman’s Health

19. Plaintiff Whole Woman’s Health (“WWH?”) operates a licensed healthcare facility
in Alexandria, Virginia (“WWH of Alexandria”) that provides abortion services up to 16 weeks
LMP, including medication abortion up to 11 weeks LMP, and miscarriage management. WWH of
Alexandria originally opened in 2019 under the name Whole Woman’s Health and Family Center
and began using the d/b/a name Whole Woman’s Health of Alexandria in 2022. Since opening, it
has provided medication abortion using the FDA-approved mifepristone/misoprostol regimen.

20. WWH of Alexandria currently has a nurse practitioner on staff who provides
medication abortion to patients in-clinic.

21. WWH sues on its own behalf, on behalf of its current and future clinicians and staff,
and on behalf of its patients.
Whole Woman’s Health of the Twin Cities, LLC

22. Plaintiff Whole Woman’s Health of the Twin Cities, LLC (“WWH of the Twin
Cities”) has operated a virtual healthcare program since August of 2021 that provides telehealth
services for medication abortion in Virginia, Maryland, Minnesota, New Mexico, and Illinois.
WWH of the Twin Cities provides telehealth medication abortion services up to 11 weeks LMP
using the FDA-approved mifepristone/misoprostol regimen to approximately 2,400 patients per
year, the majority of whom are in Virginia.

23. As part of its telehealth abortion services, WWH of the Twin Cities provides
medication abortion to patients in Virginia via direct to patient telehealth. For this service, a
provider meets with a patient via a telehealth visit, confirms that the patient is eligible for

medication abortion, and obtains informed consent. The medications are then mailed to the patient.
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24. While WWH of the Twin Cities currently has physicians providing all of its
abortion care, it would like to hire advanced practice clinicians to work in its telehealth program.

25. WWH of the Twin Cities sues on its own behalf, on behalf of its current and future
clinicians and staff, and on behalf of its patients.

Blue Mountain Clinic

26. Plaintiff Blue Mountain Clinic (“Blue Mountain”) is a family practice in Missoula,
Montana. It first opened in 1977 as the first and only abortion clinic in the state of Montana. In
1991, Blue Mountain expanded its health services to include comprehensive family medical care
to better serve its community. Blue Mountain serves over 3,000 patients annually. It provides care
across the lifespan, from pediatric care to elder care, including wellness exams, contraception,
abortion care, and gynecological care. Blue Mountain provides medication abortion (in person and
via telehealth) up to 11 weeks LMP and procedural abortions up to 21.6 weeks LMP, along with
miscarriage management.

27.  Blue Mountain’s primary physician and its two physician assistants provide
medication abortion using the FDA-approved, evidence-based mifepristone/misoprostol regimen.
Blue Mountain also provides direct to patient telehealth, in which a provider meets with a patient
via a telehealth visit, confirms that the patient is eligible for medication abortion, and obtains
informed consent. The medications are then mailed to the patient at a Montana address.

28. Blue Mountain sues on its own behalf, on behalf of its current and future clinicians
and staft, and on behalf of its patients.

Helen Weems and All Families Healthcare
29. Plaintiff Helen Weems is a certified nurse practitioner licensed to practice in

Montana with over 20 years of clinical experience. She owns All Families Healthcare and is its
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sole clinician and sole certified mifepristone prescriber. She is also the sole provider of abortion
care in Montana’s Flathead Valley.

30. Ms. Weems sues on her own behalf and on behalf of her patients.

31. Plaintiff All Families Healthcare is a sexual and reproductive health clinic in
Whitefish, Montana, that provides LGBTQ+ care and gender-affirming care for transgender
people, gynecological exams, diagnosis and treatment of sexually transmitted infections,
contraception, and abortion care. All Families has been serving the Flathead Valley and patients
across the entire state of Montana and beyond since it opened in 2018 and serves approximately
600 patients each year. All Families provides medication abortion (in person and via telehealth) up
to 11 weeks LMP and procedural abortion up to 12.6 weeks LMP, along with miscarriage
management. All Families provides medication abortion by direct to patient telehealth.

32. All Families sues on its own behalf, on behalf of its current and future clinicians
and staff, and on behalf of its patients.

Trust Women

33. Plaintiff Trust Women operates clinics in Wichita, Kansas, and Oklahoma City,
Oklahoma. Its mission is to provide essential and compassionate care to underserved populations.
In Wichita, Kansas, Trust Women provides reproductive healthcare, including both procedural and
medication abortion. Trust Women has provided medication abortion since it opened its Wichita
clinic in 2013.

34, Trust Women Wichita provides medication abortion up to 11 weeks LMP using the
mifepristone/misoprostol regimen, as well as procedural abortion up to 21.6 weeks LMP and

miscarriage management.



Case 3:23-cv-00019-NKM Document 1 Filed 05/08/23 Page 10 of 46 Pageid#: 10

35. Until 2018, Trust Women Wichita offered a telemedicine clinic for medication
abortion, but was forced to stop that practice due to a Kansas state law. That law is now enjoined,
and Trust Women Wichita is eager to restart its telemedicine clinic, including implementing direct
to patient telehealth provision of mifepristone. But Trust Women Wichita has paused these plans
given the cloud of uncertainty over mifepristone.

36. Trust Women sues on its own behalf, on behalf of its current and future clinicians
and staff, and on behalf of its patients.

I1. Defendants
FDA

37. Defendant FDA is an agency of the federal government within HHS. FDA is
responsible for administering the provisions of the federal Food, Drug, and Cosmetic Act
(“FDCA”) that are relevant to this Complaint.

38. Defendant Robert M. Califf, M.D., is the Commissioner of FDA and is sued in his
official capacity. He is responsible for administering FDA and its duties under the FDCA.

HHS

39. Defendant HHS is a federal agency within the executive branch of the federal
government.

40. Defendant Xavier Becerra is the Secretary of HHS and is sued in his official

capacity. He is responsible for the overall operations of HHS, including FDA.

10
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ALLEGATIONS

I FDA Has Repeatedly and Correctly Concluded that Mifepristone is Safe and
Effective

41. In September 2000, FDA first approved mifepristone under the brand name
Mifeprex,* developed by Danco Laboratories, to be used with the already approved drug
misoprostol in the two-drug regimen: (1) mifepristone, which interrupts early pregnancy by
blocking the effect of progesterone, a hormone necessary to maintain a pregnancy, and
(2) misoprostol, which causes uterine contractions that expel the pregnancy from the uterus.
Shortly after taking mifepristone and then misoprostol, a patient will experience bleeding akin to
a heavy period or a miscarriage.’

42. To date, mifepristone has been used by over five million Americans.

43. FDA'’s initial approval of mifepristone was the result of a thorough, nearly five-year
scientific review that determined mifepristone was safe for widespread use in the United States.

44. Mifepristone had already been approved in multiple countries across the world
before being approved for use in the United States, and FDA reviewed extensive evidence from
those countries.® Specifically, FDA reviewed: (1) three clinical trials that together involved 4,000
women—two French trials that were complete at the time of the application, and one then-ongoing

United States trial for which summary data on serious adverse events was available;’ (2) results

4U.S. Food & Drug Admin., NDA 20-687 Mifeprex Approval Memo, Sept. 28, 2000, attached hereto as Ex. A.

3 See U.S. Gov’t Accountability Office, GAO-08-751, Food and Drug Administration Approval and Oversight of the
Drug Mifeprex (2008), https://www.gao.gov/assets/gao-08-751.pdf (hereinafter FDA Approval and Oversight of
Mifeprex), attached hereto as Ex. B.

¢ U.S. Food & Drug Admin., Medical Officer’s Review of NDA 20-687, at 2 (Nov. 1999),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2000/20687 Mifepristone_medr P1.pdf, attached hereto as Ex.
C; see also Laura Schummers et al., Abortion Safety and Use with Normally Prescribed Mifepristone in Canada, 386
New Eng. J. Med. 57 (2022).

"Ex. B (FDA Approval and Oversight of Mifeprex) at 15.

11
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from other European data, including a database of approximately 415,000 women who received
the mifepristone/misoprostol regimen;® and (3) data on the drug’s manufacturing and chemistry.’

45. Based on its extensive review, in 2000, FDA concluded that there is “substantial
evidence that Mifeprex is safe and effective for its approved indication in accordance with [the
FDCA]”!'? and that mifepristone was safe for use in the United States.

46. In 2016, a multidisciplinary FDA review team conducted a medical review based
on the 2.5 million uses of Mifeprex for medication abortion in the U.S. that had occurred since the
drug’s 2000 approval.

47. FDA updated the label for Mifeprex in 2016 to reflect the mounting research
supporting the safety and efficacy of mifepristone.

48. Overall, in the 2016 review, FDA concluded: “[Mifeprex] has been increasingly
used as its efficacy and safety have become well-established by both research and experience,”

29 ¢¢

“serious complications have proven to be extremely rare,” “no new safety concerns have arisen in

recent years,” and “known serious risks occur rarely.”!!

8 U.S. Food & Drug Admin., FDA-2002-P-0364-0002, Letter from Janet Woodcock, Dir., Ctr. for Drug Evaluation &
Rsch., U.S. Food & Drug Admin., to Donna Harrison, Exec. Dir., Am. Assoc. of Pro Life Obstetricians &
Gynecologists, Gene Rudd, Senior Vice President, Christian Med. & Dental Ass’n, and Penny Young Nance, CEO
and President, Concerned Women for Am., denying Citizen Petition, Docket No. FDA-2002-P0364, at 8 (Mar. 29,
2016) (hereinafter Citizen Petition Denial) attached hereto as Ex. D.

% Ex. B (FDA Approval and Oversight of Mifeprex) at 15.
19 Ex. D (Citizen Petition Denial) at 8.

'1'U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 0206870rig1s020, Mifeprex Medical Review(s)
8, 12 (Mar. 29, 2016), https://www.accessdata.fda.gov/drugsatfda docs/nda/2016/0206870rigls020MedR.pdf
(hereinafter FDA 2016 Medical Review), attached hereto as Ex. E; see also U.S. Food & Drug Admin., Ctr. for Drug
Evaluation & Rsch., Full Prescribing Information for Mifeprex 7-8, tbls.] & 2 (Mar. 2016),
https://www.accessdata.fda.gov/drugsatfda_docs/label/2016/020687s0201bl.pdf (“Mifeprex Labeling”), attached
hereto as Ex. F.

12
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49. FDA has further stated: “[t]he safety profile of Mifeprex is well-characterized and
its risks well-understood after more than 15 years of marketing. Serious adverse events are rare
and the safety profile of Mifeprex has not substantially changed.”!?

50. Still further, FDA has stated that “[g]iven that the numbers of . . . adverse events
appear to be stable or decreased over time, it is likely that . . . serious adverse events will remain
acceptably low” for Mifeprex.'?

51. In reaching those conclusions, FDA relied on no fewer than 11 independent clinical
studies, collectively representing “well over 30,000 patients,” and conclusively showing “serious
adverse events” at rates “generally far below 1.0%.”!*

52. The 2016 review cited a host of studies showing that the rate of major adverse
events was roughly 0.3%, with multiple studies reporting even lower rates of infection (such as
0%, 0.014%, and 0.015%)."> Hundreds of additional high-quality studies conducted since
mifepristone’s 2000 approval show the same. Mifepristone has been used in over 600 published
clinical trials and discussed in nearly 800 medical reviews. !¢

53. FDA determined that at-home administration of misoprostol is safe because

multiple studies showed that administration of the drug was “associated with exceedingly low rates

of serious adverse events” and because administering misoprostol at home would more likely result

12U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 0206870rig1s020, Mifeprex Risk Assessment
and Risk Mitigation Review(s): REMS Modification Memorandum 3 (Mar. 29, 2016) (hereinafter 2016 REMS
Modification Memorandum), attached hereto as Ex. G.

3 Ex. E (FDA 2016 Medical Review) at 47.

4 1d. at 50, 56.

15 1d. at 54, 56.

16 Based on a review of publications on PubMed. See generally PubMed, Nat’l Library of Med.,
https://pubmed.ncbi.nlm.nih.gov/?term=mifepristone (last visited Apr. 27, 2023).

13
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in patients being in an “appropriate and safe location” when cramping and bleeding caused by the
drug would begin.!”

54. FDA’s 2016 review further concluded that the risk of death from mifepristone is
near zero. The FDA review reflected that there are only 13 recorded deaths even possibly related
to medication abortion—roughly 0.00000232%—and none of these can be causally attributed to
mifepristone.'® In either case, that is far less than the risk of death from the use of Viagra'® or over-
the-counter medications such as acetaminophen.?’

55. FDA further noted that, as to rare, serious infections following use, “the critical risk
factor” is not mifepristone but “pregnancy itself,” as the very same complications can arise during
a miscarriage or procedural abortion.?!

56. In updating the Mifeprex label in 2016, FDA stated: “serious and potentially life-
threatening bleeding, infections, or other problems can occur following a miscarriage, surgical
abortion, medical abortion, or childbirth” and that “[nJo causal relationship between the use of

MIFEPREX and misoprostol and [infections and bleeding] has been established.”?

17U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 0206870rig1s020, Mifeprex Summary Review
15 (Mar. 29, 2016) (hereinafter 2016 Summary Review), attached hereto as Ex. H.

18U.S. Food & Drug Admin., Mifepristone U.S. Post-Marketing Adverse Events Summary through 06/30/2022, at 1,
https://www.fda.gov/media/164331/download (hereinafter Mifepristone U.S. Post-Marketing Adverse Events
Summary), attached hereto as Ex. I (concluding that there are 28 reported deaths total, which are included in the
adverse events summary “regardless of causal attribution to mifepristone,” and these cases include instances of
homicide, drug overdose, ruptured ectopic pregnancy, and sepsis.)

19 Mike Mitka, Some Men Who Take Viagra Die—Why?, 283 JAMA Network 590 (Feb. 2, 2000) (Viagra associated
with 4.9 deaths per 100,000 prescriptions).

20 Nat’l Acads. of Sci., Eng’g. & Med., The Safety and Quality of Abortion Care in the United States 79 (2018)
(hereinafter National Academies Report), http://nap.edu/24950; Suneil Agrawai & Babek Khazaeni, Acetaminophen
Toxicity, Nat’l Library of Med. (Feb. 12, 2023), https://www.ncbi.nlm.nih.gov/books/NBK441917.

21 Ex. D (Citizen Petition Denial) at 25 n.69.

22 Ex. F (Mifeprex Labeling) at 2, 16.

14
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57. FDA found that mifepristone was just as safe when administered by an advanced
practice clinician as it was when administered by a physician, noting that “5 studies clearly
demonstrate[] that efficacy is the same with non-physician providers compared to physicians.”??

58. FDA also found no significant difference in outcomes based on whether patients
had follow-up appointments via phone call or in-person or based on the timing of those
appointments.

59. Relying on the updated safety data and efficacy it had collected for mifepristone,
FDA made several changes to the REMS, including allowing a broader set of healthcare providers,
rather than only physicians, to become certified prescribers of mifepristone, and several changes
to the labeling, including increasing the indicated gestational limit from 49 to 70 days and reducing
the indicated number of in-person clinic visits to one.?*

60. In 2019, FDA approved an abbreviated new drug application for a generic version
of mifepristone from GenBioPro, relying on the extensive safety and efficacy determinations made
in connection with Danco’s Mifeprex.

61. In July 2020, a court ordered FDA to suspend the in-person dispensing requirement
for mifepristone due to the constraints on in-person healthcare during the COVID-19 pandemic.
Am. Coll. of Obstetricians & Gynecologists v. FDA, 472 F. Supp. 3d 183, 233 (D. Md. 2020),
stayed by FDA v. Am. Coll. of Obstetricians & Gynecologists, 141 S. Ct. 578, 578 (2021) (mem.).

62. In April 2021, FDA itself suspended the in-person dispensing requirement during

the COVID-19 public health emergency because, during the six-month period in which the in-

23 Ex. E (FDA 2016 Medical Review) at 43.

24U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 0206870rig1s020, Mifeprex REMS (Mar. 2016),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2016/0206870rig1s020RemsR.pdf (hereinafter 2016 REMS).

15
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person dispensing requirement had been enjoined, the availability of direct to patient telehealth
showed no increases in serious patient safety concerns.?’

63. On January 3, 2023, FDA removed the in-person dispensing requirement
permanently due to the proven safety record of dispensing mifepristone through direct to patient
telehealth.?®

64. Finally, when the safety of mifepristone was called into question by anti-abortion
activists in a lawsuit filed in November 2022, FDA defended its approval of mifepristone by
repeatedly emphasizing its proven safety record over the last 23 years, comparing its risk to that
of ibuprofen. Emergency Mot. Under Cir. R. 27.3 for a Stay Pending Appeal at 1, 14-15, A/l for
Hippocratic Med. V. FDA, No. 23-10362 (5th Cir. Apr. 10, 2023).

65. FDA'’s analysis of mifepristone’s safety has been echoed by other leading medical
organizations. In 2018, the National Academies of Sciences, Engineering, and Medicine (“National
Academies”), a universally respected non-partisan advisory institution, reviewed all available
scientific evidence and concluded that the risks of medication abortion are “similar in magnitude
to the reported risks of serious adverse effects of commonly used prescription and over-the-counter
medications,” such as “antibiotics and NSAIDS”?’ (non-steroidal anti-inflammatory drugs, such

as ibuprofen and aspirin)}—medications millions of people take daily.?® This massive body of

25 Letter from Janet Woodcock, Acting Comm’r, U.S. Food & Drug Admin., to Maureen G. Phipps, Chief Exec.
Officer, Am. Coll. Of Obstetricians & Gynecologists, and William Grobman, President, Soc’y for Maternal-Fetal
Med. (Apr. 12, 2021) (hereinafter Woodcock Letter), attached hereto as Ex. J.

26 See U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., Risk Evaluation and Mitigation Strategy (REMS)
Single Shared System for Mifepristone 200 MG (Jan. 2023),

https://www.accessdata.fda.gov/drugsatfda docs/rems/Mifepristone 2023 01 03 REMS Full.pdf (hereinafter 2023
REMS).

27 National Academies Report, supra n.20, at 45, 79.

28 Pamela Gorczyca et al., NSAIDs: Balancing the Risks and Benefits, 41 U.S. Pharmacist 24 (Mar. 2016),
http://bit.ly/3YLbw3x.
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evidence has shown that mifepristone is safer than many other common drugs, including Viagra
and penicillin, and over-the-counter drugs like Advil and Tylenol. This evidence has specifically
shown that mifepristone is safe and effective when provided without an in-person visit, by
advanced practice clinicians, and through 11 weeks of pregnancy.

IL. Mifepristone is Essential Medication for People’s Health and Wellbeing

66.  People end their pregnancies with medication or by procedure. Many people seek
medication abortion with mifepristone because it can be easier to access, particularly for patients
in communities facing the most obstacles to care, including Black, Indigenous, and other people
of color, those with low incomes, LGBTQ+ people, young people, immigrants, people with
disabilities, and those living at the intersection of those identities.

67.  Medication abortion actively reduces what may be insurmountable barriers people
face in accessing abortion care. People commonly take mifepristone at home following a
consultation with a healthcare provider because they can have an abortion in privacy, at a place of
their choosing, and with the support of their immediate network.?” And it allows people to forgo
the physical contact and vaginal insertions of a procedural abortion, which may be particularly
important for survivors of sexual violence and people experiencing gender dysphoria.

68.  Having an abortion at home also can benefit both patients and providers. Telehealth,
including direct to patient telehealth, can eliminate the exposure risks inherent in in-person clinic

visits, particularly in light of the persistent and escalating violence and harassment at clinics known

2 See Charlotte Kanstrup et al., Women's Reasons for Choosing Abortion Method: A Systematic Literature Review,
46 Scandinavian J. Pub. Health 835 (2018); Pak Chung Ho, Women’s Perceptions on Medical Abortion, 74
Contraception 11 (2006).
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to provide abortion.* It can also reduce wait times>! and remove barriers to healthcare due to travel
costs.>? For people with disabilities and others for whom travel is difficult, the use of local and
mail-order pharmacies significantly increases the accessibility of medication abortion.>*

69. These concerns are neither abstract nor insignificant for someone who is pregnant.
Each day a person remains pregnant means they continue to experience the symptoms, risks, and
potential complications of pregnancy. Pregnancy—even when uncomplicated—stresses the body,
causes physiological and anatomical changes, and affects every organ system.

70. Pregnancy can also worsen underlying health conditions, many of which are
common, such as diabetes and hypertension. Other conditions can develop simply because a person
is pregnant, including gestational diabetes, gestational hypertension (including preeclampsia), and
hyperemesis gravidarum—a condition that causes severe nausea and vomiting. For people who
continue their pregnancies and give birth, health conditions such as hypertension and diabetes can
contribute to preterm birth.

71. People who continue their pregnancies and give birth face significant risk in the
United States—in large part as a result of systemic discrimination and inequitable access to

healthcare. Every pregnancy-related complication is more common among people having live

30 See Press Release, Nat’l Abortion Fed’n, National Abortion Federation Releases 2021 Violence & Disruption
Report (June 24, 2022), https://prochoice.org/national-abortion-federation-releases-2021-violence-disruption-report
(reporting steady increase in harassment and violence at abortion clinics over 45-year period); U.S. Dep’t of Just.,
Recent Cases on Violence Against Reproductive Health Care  Providers (Oct. 18, 2022),
https://www.justice.gov/crt/recent-cases-violence-against-reproductive-health-care-providers.

31 Liam Caffery, Mutaz Farjian & Anthony C. Smith, Telehealth Interventions for Reducing Waiting Lists and Waiting
Times for Specialist Outpatient Services: A Scoping Review, 22 J. Telemed. & Telecare 504 (2016).

32 Abid Haleem et al., Telemedicine for Healthcare: Capabilities, Features, Barriers, and Applications, 2 Sensors
Int’1 100117 (2021).

3 See, e.g., Allison M. Whelan & Michele Goodwin, Abortion Rights and Disability Equality: A New Constitutional
Battleground, 79 Wash. & Lee L. Rev. 965, 989-90, 996-97 (2022).
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births than among those having abortions. Vaginal delivery can result in trauma to the pelvic floor
and other significant injury. And, for the approximately one-third of pregnancies ending in a
caesarean section (C-section), patients will undergo a major abdominal surgery that carries risks
of infection, hemorrhage, and damage to internal organs. Pregnancy also has potentially long-term
physical, emotional, and mental effects on a person who goes through childbirth, sometimes
persisting well after birth.

72. Forced pregnancy and childbearing also have long-term impacts on a person’s
educational and economic futures, and their ability to shape their lives. People who are denied a
wanted abortion are more likely to experience economic insecurity and raise their existing children
in poverty. The financial impacts of being denied an abortion are as large as or larger than being
evicted, losing health insurance, or being hospitalized.**

73. The likelihood of being denied abortion care has grown exponentially since the U.S.
Supreme Court overruled Roe nearly one year ago. Thirteen states have banned abortion, and
several others have severely restricted access to this basic, yet critical, care. In the states where
abortion remains legal, and even protected, it is subject to restrictions not imposed on equally safe
or more dangerous interventions. The persistence of a unique set of federal restrictions on
mifepristone is part of the same set of efforts to put safe, effective options for pregnancy care out
of reach.

74. Medication abortion has become an increasingly critical method on which patients
and clinics rely in the face of an ongoing reproductive healthcare crisis; it makes up over half the

abortion care provided in the country. Service-delivery advancements, like providing medication

34 Diana G. Foster et. al., Socioeconomic Outcomes of Women Who Receive and Women Who Are Denied Wanted
Abortions in the United States, 108 Am. J. Pub. Health 407 (Mar. 2018); Sarah Miller, Laura R. Wherry & Diana G.
Foster, The Economic Consequences of Being Denied an Abortion, 15 Am. Econ. J.: Econ. Pol’y 394 (Feb. 2023).
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abortion via direct to patient telehealth, moderate the strain on the ever-shrinking number of clinics
struggling to provide care for a dramatic increase in patients.?> Dozens of clinics have closed or
stopped offering abortion care since the U.S. Supreme Court overruled Roe.*® Currently, roughly
10 percent of U.S. counties have an abortion provider that offers either procedural or medication
abortion (or both); in roughly 2 percent of U.S. counties, the only option is medication abortion.?’

75. For people who remain pregnant—or need care at some point during a pregnancy—
there are also dwindling options. Counties in more than one-third of the country are maternity care
deserts, without obstetric providers, birth centers, or labor and delivery hospitals.*® Federal law
requires Medicaid, which covers 4 births in 10 each year—and even more for people of color and
people in rural areas—to provide pregnancy-related coverage through only 60 days postpartum,
disenrolling people just 2 months after birth, when consistent coverage remains critical. States may
provide additional coverage, but must take additional steps to implement that extension.

76. The United States has one of the highest maternal mortality rates among wealthy
democracies. According to recent Centers for Disease Control and Prevention reports, the maternal

mortality rate has risen since 2018.>° This human rights crisis in U.S. maternal health

35 See Caitlin Myers et al., Abortion Access Dashboard (last updated Mar. 23, 2023),
https://experience.arcgis.com/experience/6e36074 1bfd84db79d5db774a1147815/page/Page/?views=March-2023
(noting that there has been a 32% increase in women per abortion facility since March 1, 2022).

36 Marielle Kirstein et al., /00 Days Post-Roe: At Least 66 Clinics Across 15 US States Have Stopped Offering
Abortion Care, Guttmacher Inst. (Oct. 6, 2022), https://www.guttmacher.org/2022/10/100-days-post-roe-least-66-
clinics-across-15-us-states-have-stopped-offering-abortion-care.

37 Jesse Philbin et al., 10 US States Would Be Hit Especially Hard by a Nationwide Ban on Medication Abortion Using

Mifepristone, Guttmacher Inst. (Feb. 7, 2023), https://www.guttmacher.org/2023/02/10-us-states-would-be-hit-
especially-hard-nationwide-ban-medication-abortion-using.

38 Christina Brigance et al., March of Dimes, Nowhere to Go: Maternity Deserts Across the U.S. 5 (2022),
https://www.marchofdimes.org/sites/default/files/2022-10/2022 Maternity Care Report.pdf.

3 Donna L. Hoyert, Maternal Mortality Rates in the United States, 2021, Centers for Disease Control and Prevention
National Center for Health Statistics (Mar. 2023), https://www.cdc.gov/nchs/data/hestat/maternal-
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disproportionately impacts Black, Indigenous, and low-income communities, who consistently
face the greatest risks during pregnancy, childbirth, and postpartum due to racism, discrimination,
and inadequate access to quality health services. As a result, Black women are three to four times
more likely to die of a pregnancy-related death in the United States, and Indigenous women are
2.3 times more likely than white women.*® As the National Academies summarizes, as a result of
systemic racism, including inequitable treatment and distribution of resources, “women of color
enter into their reproductive lives, and ultimately their pregnancies, at risk for adverse pregnancy
outcomes.”*! Pregnancy “represents a dangerous time for disabled and nondisabled persons alike
in the United States” given the country’s high maternal mortality rate, and while “[m]ost persons
with disabilities can safely carry pregnancies to term.. . some may face a higher risk of
complications, rendering pregnancy dangerous or even life-threatening.”*

77. Bringing a child into the world, raising children, and building families and
communities are, for many, among the most joyful and meaningful experiences in life. At the same
time, these life-changing events bring challenges and risks, as evidence well documents. The

ability to make decisions about whether to continue or end a pregnancy, and by what method, is

critical to a person’s dignity and autonomy. Continued enforcement of the REMS perpetuates

mortality/2021/maternal-mortality-rates-2021.pdf (citing maternal mortality rate of 20.1 in 2019, 23.8 in 2020, and
32.91in 2021); Donna L. Hoyert, Maternal Mortality Rates in the United States, 2019, Centers for Disease Control and
Prevention National Center for Health Statistics (Apr. 2021), https://www.cdc.gov/nchs/data/hestat/maternal-
mortality-2021/E-Stat-Maternal-Mortality-Rates-H.pdf (describing maternal mortality rate of 20.1 in 2019 as
“significantly higher than the rate for 2018,” which was 17.4).

40 Emily E. Petersen, et al., Racial/Ethnic Disparities in Pregnancy-Related Deaths—United States, 2007-2016,
Centers for Disease Control and Prevention Morbidity and Mortality Weekly Report (Sept. 6, 2019),

https://www.cdc.gov/mmwr/volumes/68/wr/mm6835a3.htm?s cid=mm6835a3 w#T1 down.

41 See Nat’l Acads. of Sci., Eng. & Med., Birth Settings in America: Outcomes, Quality, Access, and Choice 122
(2020), https://nap.nationalacademies.org/download/25636#.

42 Whelan & Goodwin, supra n.33, at 997.
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harmful and unnecessary barriers that make it more difficult to access essential healthcare and
interferes with this decision-making.

III.  Despite Acknowledging its Safety, FDA Has Continued to Saddle Mifepristone
with the REMS, A Uniquely Burdensome Regulatory Scheme

78. From the very beginning, FDA has overregulated mifepristone in ways that are
unjustified and discriminatory. But even as decades of data has accumulated showing mifepristone
to be one of the safest medications available in the United States, FDA has continued to subject
mifepristone to uniquely burdensome restrictions with increasingly little reason for doing so. These
restrictions are already irrational, but in light of the recent chaos surrounding mifepristone, they
have also become intolerable and incompatible with Plaintiffs’ ability to meet the needs of their
patients.

79. Under the FDCA, a new drug must undergo a rigorous examination to determine
its safety and efficacy. See generally 21 U.S.C. § 355. For all prescription drugs, FDA ensures that
certain safeguards are in place before it approves a medication. As part of this process, FDA may
impose specific warnings, indications, and instructions.

80. A “Risk Evaluation and Mitigation Strategy” (“REMS”) is an unusual overlay of
requirements, far outside of the norm, that FDA can choose to impose only when “necessary to
ensure that the benefits of the drug outweigh the risks of the drug.” 21 U.S.C. § 355-1(a)(1).

81. The most burdensome type of REMS is “Elements to Assure Safe Use” (“ETASU”),
which FDA imposes only if medically necessary due to a drug’s “inherent toxicity or potential
harmfulness.” 21 U.S.C. § 355-1(f)(1). By statute, ETASU is only appropriate for drugs with
serious side effects such as death, incapacity, or birth defects, and only where the risk of side effects

is sufficiently severe that the drug requires ETASU for safe use. 21 U.S.C. §§ 355-1(b)(4),
(ODA).
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82. REMS, and in particular REMS with ETASU, are extremely unusual: only 60

REMS programs are in place, 56 of which include ETASU, among the more than 20,000

prescription drug products approved by FDA and marketed in the U.S. Other than mifepristone,

the drugs with ETASU are dangerous drugs like fentanyl and other opioids.

83. Over the years, FDA has imposed numerous requirements on mifepristone through

the REMS and ETASU, including:

An in-person dispensing requirement (or ban on direct to patient telehealth) (21 U.S.C.

§ 355-1(9)(3)(C)) that provided mifepristone be dispensed only in a clinic, medical office,
or hospital by or under the supervision of a “certified provider,” who until 2016 could only
be a physician. As a result, people could not access mifepristone by prescription from a
brick-and-mortar or mail-order pharmacy. This requirement was temporarily suspended in
2021 and permanently removed in 2023, enabling patients to access medication abortion
by mail and opening the door for brick-and-mortar pharmacies to dispense mifepristone.
Although it removed the in-person dispensing requirement, FDA imposed a mandate that
pharmacies, like prescribers, be “certified.”

A Prescriber Certification requirement (21 U.S.C. § 355-1(f)(3)(A)), which mandated that

clinicians who prescribe mifepristone attest to their clinical abilities in a signed form kept
on file by the manufacturer, and agree to comply with reporting and other REMS
requirements.

o Before 2016, only physicians could be certified mifepristone prescribers, although

advanced practice clinicians (nurse practitioners, nurse midwives, and physician

assistants) could provide mifepristone under the supervision of a physician.
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o The certified prescriber requirement remains under the January 2023 REMS, but,
in 2016, FDA expanded who could be a certified prescriber to include other
clinicians, such as advanced practice clinicians.

e A Patient Agreement requirement (21 U.S.C. § 355-1(f)(3)(D)), mandating the prescriber

and patient to review and sign a special form with information about the mifepristone

regimen and risks, and requiring the prescriber to provide the patient with a copy and place

a copy in the patient’s medical record. The same information contained in the patient form

is also included in the “Medication Guide” that is part of the FDA-approved labeling

provided to patients with mifepristone. This requirement remains part of the 2023 REMS.

84.  None of these requirements were justified at any time in light of FDA’s repeated
determination about the safety and efficacy of mifepristone.

IV.  Over the Pleas of the Medical Community that Each Iteration of the REMS is
Medically Baseless and Harms Patients and Providers, FDA has Maintained a
REMS on Mifepristone for No Valid Reason

85.  FDA reevaluated the provisions of the mifepristone REMS in 2016, and again in
2019, 2021, and 2023, but it has continually decided to reimpose the REMS despite longstanding
objections from the medical community and its own review of the data showing mifepristone’s
safety and efficacy.

86.  During FDA’s 2016 review of the REMS, dozens of medical experts and their
organizations asked FDA to eliminate the REMS because of the harms it imposed on patients and
providers without any medical benefit. Among those groups were the preeminent medical
professional organizations in the United States, including the American College of Obstetricians
and Gynecologists (ACOGQG), the American Public Health Association (APHA), and the Society of

Family Planning (SFP).
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87. As one letter, signed by 30 organizational experts in reproductive rights and health,
advanced: “[a]lthough the FDA may have decided 15 years ago that the balance of risk and burden
came out in favor of restricting mifepristone’s indicated use and distribution, today both science
and the current conditions surrounding patient access to abortion care call strongly for a
reevaluation of the mifepristone label and REMS restrictions, especially its Elements to Assure
Safe Use (ETASU).”*

88. The letter further urged FDA to “[c]onsider the current legal and social climate,”
explaining that “[t]he overall legal and social climate around abortion care intensifies all of the
burdens that the mifepristone REMS places on patients and makes it even more critical that the
FDA lift medically unnecessary restrictions on the drug.”** The letter concludes:

Mifepristone continues to hold immense promise for patient access to a safe and

effective early abortion option, but medically unnecessary regulations are impeding

its full potential. Extensive scientific and clinical evidence of mifepristone’s safety

and efficacy, and the ever-increasing burden on patient access to abortion care,

clearly demonstrate that mifepristone’s REMS program is not needed to protect

patients. In light of the FDA’s statutory mandate from Congress to consider the
burden caused to patients by REMS, and the agency’s own stated commitment to
ensuring that the drug restrictions do not unduly burden patient access, we ask that

the FDA lift mifepristone’s REMS . .. .

89. In addition to requesting that FDA remove the REMS entirely, the letter made
specific requests about several particularly baseless aspects of the REMS.

90. Specifically, the letter requested that FDA remove the restriction preventing

advanced practice clinicians from becoming certified prescribers of Mifeprex. It stated that this

4 Letter from Soc’y of Fam. Plan. et al., to Stephen Ostroff, Acting Comm’r of Food & Drugs, Robert M. Califf,
Deputy Comm’r for Med. Prods. & Tobacco & Janet Woodcock, Dir., Ctr. for Drug Evaluation & Rsch., U.S. Food
& Drug Admin. 2 (Feb. 4, 2016) (hereinafter SFP Letter to FDA), attached hereto as Ex. K.

#Id. at5.

Y Id. at 6.
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limitation was “medically unnecessary and severely limits patients’ access to medication abortion
care.”

91. FDA modified the certified prescriber requirement, eliminating language that a
certified prescriber had to be a physician, and instead providing that a healthcare provider may
prescribe mifepristone so long as doing so is consistent with their state licensure.*’

92. The letter also requested the removal of the requirement that mifepristone only be
dispensed in clinics, medical offices, or hospitals—effectively banning it from being dispensed by
direct to patient telehealth. In addition to the fact that it was “not medically warranted,” the letter
stated, the “requirement significantly curtails mifepristone’s potential to expand patient access to
abortion care,” which is “especially significant in underserved and rural areas where access to a
health care provider is already difficult, and for those with low incomes for whom taking off work
or getting to a provider multiple times in short order is impossible due to cost or family needs.”*3

93. FDA decided to retain the in-person dispensing requirement in 2016, citing no
medical risks associated with direct to patient telehealth, and stating in a conclusory fashion that
this requirement ensures mifepristone is dispensed by or under the supervision of a certified
prescriber.*

94. In 2021, FDA temporarily suspended the in-person dispensing requirement during

the COVID-19 public health emergency, citing a review of studies demonstrating no increase in

6 1d. at 4.
47 See Ex. E (FDA 2016 Medical Review) at 79-80.
4 Ex. K (SFP Letter to FDA) at 2.

4 Ex. E (FDA 2016 Medical Review) at 89.
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serious safety concerns with this change.’® FDA also noted that requiring patients to make in-
person visits to a clinic solely to access mifepristone could “present additional COVID-related
risks to patients and healthcare personnel.”>!

95. And, based on a 2021 review, FDA permanently removed the in-person dispensing
requirement in January 2023, concluding that available data and information supported this
modification to the REMS “to reduce burden on the health care delivery system and to ensure the
benefits of the product outweigh the risks.”*? FDA, however, imposed a requirement that, like
prescribers, pharmacies that dispense mifepristone be specially certified.>

96. In 2016, the experts further asked FDA to: (1) “[e]liminate the Prescriber
Agreement certification requirement” and (2) “[rJemove the confusing and unnecessary Patient
Agreement.”>* Neither requirement was necessary for the safe distribution of mifepristone—
especially considering the “many laws, policies, and ordinary standards of practice” to which

t.55

health professionals are subject.”” The requirements also did not apply to drugs that carry more

risk than mifepristone.’® The experts argued that the Patient Agreement “should be eliminated

entirely” as it was “medically unnecessary and interferes with the clinician-patient relationship.”>’

S0 Ex. J (Woodcock Letter) at 1-2.

SUId. at 2.

32 U.S. Food & Drug Admin., Information About Mifepristone for Medical Termination of Pregnancy Through 10
Weeks Gestation (Mar. 23, 2023), https://www.fda.gov/drugs/postmarket-drug-safety-information-patients-and-
providers/information-about-mifepristone-medical-termination-pregnancy-through-ten-weeks-gestation.

3 Id. (“To become certified to dispense mifepristone, pharmacies must complete a Pharmacy Agreement Form.”)

3 Ex. K (SFP Letter to FDA) at 3-4.

5 Id. at 3.

.

T Id. at 4.
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97. The FDA expert review team unanimously recommended eliminating the Patient
Agreement Form because it “contains duplicative information already provided by each healthcare
provider or clinic,” “does not add to safe use conditions,” and “is a burden for patients.”>*

98. They were, however, overruled by the FDA Commissioner for no apparent reason.>”

a. Reimposing the Pre-2016 REMS Would Gravely Harm Plaintiffs’ Practices
and Patients

99. The harms of reimposing those parts of the REMS eliminated in 2016 (parts that
would be reinstated if the Fifth Circuit’s decision in the Alliance Case takes effect in the Plaintifts’
states) are even greater than when FDA reviewed and removed these requirements initially—and
exponentially so in the wake of the Supreme Court’s overruling of Roe and half the country moving
to ban or severely restrict abortion. And the mountain of evidence and experience demonstrating
safety, efficacy, and patient satisfaction in the absence of these requirements has only grown.

100.  First, reinstating the physician-only requirement for certified prescribers retracts
the pool of qualified mifepristone providers. And it does so after years of incremental progress to
build a network of advanced practice clinicians (including nurse practitioners, nurse midwives,
and physician assistants) with the training and experience to provide this critical care. Indeed, since
2016, the number of states that permit clinicians other than physicians to provide abortion care has

grown from 12 to 18.

3 Ex. H (2016 Summary Review) at 25.

% U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 0206870rig1s020, Mifeprex Risk Assessment
and Risk Mitigation Review(s): Letter from Janet Woodcock, Dir., Ctr. for Drug Evaluation & Rsch., U.S. Food &
Drug Admin., Re: NDA 020687, Supp 20, at 1 (Mar. 28, 2016) (hereinafter “Woodcock Patient Agreement Memo”),
attached hereto as Ex. L.
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101.  Plaintiffs WWH, Blue Mountain, and All Families all employ advanced practice
clinicians who provide abortion care. Trust Women would want to use advanced practice clinicians
to mail mifepristone if they are ultimately able to start their telehealth program.

102. In the case of All Families, the sole clinician prescribing and providing abortion is
an advanced practice clinician. Reinstating the REMS’ physician-only requirement for certified
prescribers will thus eliminate the sole mifepristone provider from the northwest region of
Montana.

103.  Second, reinstating the REMS requirement that mifepristone be dispensed only in
a clinic, medical office, or hospital—and not via mail-order pharmacy—will eliminate abortion
access for the large number of patients who have come to rely on direct to patient telehealth
services, and destroy Plaintiffs’ virtual care models for mifepristone. Plaintiffs WWH, Blue
Mountain, and All Families have all devoted substantial time and effort to developing telehealth
abortion services. Their patients, many of whom are in rural or underserved communities, depend
on telehealth services to access abortion care, particularly post-Roe. Trust Women Wichita, which
has experienced a huge surge in patients seeking care following the criminalization of abortion in
neighboring states, is interested in starting a direct to patient telehealth program if able, and
intended to develop a telemedicine program involving direct to patient provision of medication
abortion when the present uncertainty around mifepristone began.

104. At a minimum, Plaintiffs must be able to rely on the 2023 REMS to be able to
continue providing their patients with high-quality, evidence-based abortion care.

b. The 2023 REMS Also Gravely Harms Plaintiffs’ Practices and Patients

105.  Yet, even the 2023 REMS erects unnecessary barriers to mifepristone. Experts have
repeatedly told FDA to abandon three primary hurdles to accessing mifepristone that continue to

plague Plaintiffs and their patients. Each restricts mifepristone without any valid medical basis.
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106.  First, the 2023 REMS retains the Patient Agreement Requirement even though
FDA experts unanimously recommended its abandonment in 2016. It requires a patient to certify:
“I have decided to take mifepristone and misoprostol to end my pregnancy.” It must be signed by
both the patient and provider, a copy must be placed into the patient’s medical record, and a copy
must be given to the patient along with the Medication Guide.

107. This Patient Agreement Form risks the privacy of patients and providers by
specifically identifying the patient as taking the medication for the purpose of ending their
pregnancy—as opposed to, for instance, miscarriage management, for which the medication is also
frequently prescribed.

108. If someone obtains access to the patient’s medical record—which is all the more
possible with states criminalizing abortion and imposing civil liability for people assisting others
in accessing abortion—they will have evidence that the patient received the medication for
abortion. This is a particular concern for patients who travel from a state where abortion is banned
to a state where it is legal.

109.  Further, patients receiving mifepristone for miscarriage management must also sign
the Patient Agreement Form, requiring them to make a false and potentially traumatizing
attestation that they are “decid[ing]” to “end [their] pregnancy” when they are experiencing a
pregnancy loss.

110. The form also identifies the provider to people who have access to the patient
record, potentially including, for example, a patient’s spouse, partner, or parent. This exposes

providers and patients to threats of reprisal, especially in today’s climate of hostility to abortion.

60 See, e.g., ACOG Practice Bulletin No. 200, Early Pregnancy Loss, €197, €203 (Nov. 2018, reaff’d 2021),
https://www.acog.org/clinical/clinical-guidance/practice-bulletin/articles/2018/1 1/early-pregnancy-loss; see also
Courtney A. Schreiber et al., Mifepristone Pretreatment for the Medical Management of Early Pregnancy Loss, 378
New Eng. J. Med. 2161 (2018).
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111. There is no countervailing benefit in the face of these harms, as the information
contained on the form is useless; it is duplicative of the information already provided to patients
in the five-page Medication Guide that accompanies mifepristone. The comprehensive Medication
Guide answers questions about symptoms, side effects, and eligibility, as does the provider when
they counsel patients on the risks and benefits of treatment.

112.  Second, the 2023 REMS retains the Certified Prescriber Requirement: mifepristone
can only be prescribed by a healthcare provider who has undergone a “special[] certif[ication]”
process. This “special certification” must be submitted to each certified pharmacy used by the
provider and to the distributor if a provider intends to dispense in their office.

113. As plaintiffs in the Washington case attested, for many healthcare providers,
“becoming specially certified is unduly burdensome and raises safety concerns.” Compl. 9 97,
Washington v. FDA, No. 1:23-CV-3026, 2023 WL 2223480 (E.D. Wash. Feb. 23, 2023). Some
providers ‘“are deterred by the unusual step of having to become certified to prescribe the
medication; others, misled by mifepristone’s REMS designation, misperceive it is a dangerous
medication or out of the prescriber’s scope of practice; and still others are not comfortable having
their names compiled in a list of medication abortion prescribers for fear that they or their families
may be targeted by anti-abortion activists.” Id. This fear is particularly acute for clinicians who
hold licenses in multiple states. /d.

114.  These concerns, which FDA was made aware of as far back as 2016, are heightened
now due to the growing criminalization and penalization of abortion, including laws that subject
health care providers to criminal penalties and significant monetary liability. /d.

115. There is no reason that providers at Plaintiffs’ clinics, who are not party to the

Washington case, should have to be subject to these same risks from being certified prescribers.
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Nor should they be subject to the instability about their status as certified prescribers—caused most
recently by the current chaos and dueling court orders. The medically baseless certified prescriber
requirement contributes to the stigma around abortion care and abortion providers that Plaintiffs
experience, and it restricts the number of available clinicians who might be able to be certified
prescribers at Plaintiffs’ clinics to those who are willing to go through additional hurdles. Plaintiftfs’
patients should be able to access mifepristone from their trusted provider—whether it be the
Plaintiff providers, or a primary care clinician in another practice.

116.  Finally, the 2023 REMS imposes a Pharmacy Certification Requirement, which
like for prescribers, mandates pharmacies be “specially certified” by the manufacturer. To certify,
pharmacies must verify the status of “certified” providers and follow unnecessary and burdensome
recordkeeping and training requirements not associated with any comparable medication. By
limiting mifepristone dispensing to “certified” pharmacies, the REMS requires providers like
Plaintiffs to track certified pharmacies, instead of allowing patients to decide from which pharmacy
to pick up the medication, as they could do with numerous other prescription medications.
Pharmacies, too, will have to track and confirm which prescribers are “certified” to ensure that,
each time they seek to dispense mifepristone, they only dispense it to a patient whose prescription
came from a certified prescriber.

117. As a practical matter, erecting this logistical “certification” barrier limits the
number of pharmacies that dispense mifepristone, and thus limits access to mifepristone for
Plaintiffs and their patients—just as the requirement that prescribers be certified has limited access
to mifepristone. Although the 2023 REMS opens the door to allow brick-and-mortar pharmacies

to dispense mifepristone, the mandate that they be certified may just as quickly shut that door.
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118. Simply put, the 2023 REMS retains unnecessary and harmful dispensing and
prescribing requirements that threaten patient and provider privacy and continue to put
mifepristone out of reach despite its exemplary safety record. As one recent study of clinicians and
administrators put it, although mifepristone is safe and effective, the REMS are the “linchpin of a
cycle of stigmatization that continues to keep mifepristone out of primary care practice.”®!

119. FDA has tacitly acknowledged that mifepristone is subject to discriminatory
restrictions. In 2012, FDA approved without a REMS a higher-dose mifepristone product—
Korlym—as treatment for Cushing’s syndrome. Patients prescribed Korlym take one to four 300
mg pills daily—which is 1.5 to 6 times the recommended dose of mifepristone used for abortion
care, which typically involves only one 200 mg pill.®> FDA concluded that “[a]ny restrictions will
impede access with little to no benefit to Cushing’s syndrome population™ and that risks “can be
adequately addressed through labeling,” as with other drugs.®® Indeed, FDA identified two drugs—
misoprostol and methotrexate—associated with pregnancy termination which are regulated only
through labeling, not a REMS.%*

120.  And, as the American Academy of Family Physicians has summarized, numerous

“other drugs with higher complication rates, such as acetaminophen, aspirin, loratadine, and

¢! Danielle Calloway, Debra B. Stulberg & Elizabeth Janiak, Mifepristone Restrictions and Primary Care: Breaking
the Cycle of Stigma Through a Learning Collaborative Model in the United States, 104 Contraception 24 (2021).

02 U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 2021070rig1s000, Full Prescribing Information
for Korlym (mifepristone), at 3 (Feb. 2012),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2012/2021070rigl1s000Lbl.pdf.

6 U.S. Food & Drug Admin., Ctr. for Drug Evaluation & Rsch., No. 2021070rig1s000, Korlym (mifepristone) Risk
Assessment and Risk Mitigation Review(s) 9, 11 (Jan. 27, 2012),
https://www.accessdata.fda.gov/drugsatfda docs/nda/2012/2021070rigl1s000RiskR.pdf (hereinafter Korlym
Review), attached hereto as Ex. M.

% Id. at 8.
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sildenafil, do not have REMS restrictions.”® Penicillin has a mortality rate three times greater than
mifepristone.®® Viagra has a mortality rate more than six times greater than mifepristone.®’ Tylenol
overdose is one of the most common causes of liver transplantation in the U.S.—it leads to 56,000
emergency department visits, 2,600 hospitalizations, and 500 deaths per year in the United States.®3
No REMS applies to any of these drugs.

121.  Not even opioids—some of the most dangerous drugs on the market—are subject
to similar restrictions. REMS applicable to opiates require opioid manufacturers to offer optional
training—a far cry from the mandatory, burdensome requirements imposed on mifepristone.
Indeed, according to FDA, “[t]here is no mandatory federal requirement that prescribers or other
[healthcare providers] take the training and no precondition to prescribing or dispensing opioid
analgesics to patients.”®

122. On June 21, 2022, ACOG and the American Medical Association (AMA) again
urged FDA to eliminate the in-person dispensing and certification requirements, as “[b]arriers to
accessing mifepristone do not make care safer, are not based on medical evidence, and create

barriers to patient access to essential reproductive health care.””°

% Am. Acad. Fam. Physicians Congress of Delegates, Resolution No. 506 (Co-Sponsored C) — Removing Risk
Evaluation and Mitigation Strategy (REMS) Categorization of Mifepristone 2 (May 24, 2018),
https://www.reproductiveaccess.org/wp-content/uploads/2019/02/Resolution-No.-506-REMS. pdf.

% Greer Donley, Medication Abortion Exceptionalism, 107 Cornell L. Rev. 627, 651-52 (2022).
7 Id.
%8 Agrawai & Khazaeni, supra n.20.

% U.S. Food & Drug Admin., Opioid Analgesic Risk Evaluation and Mitigation Strategy (REMS) (Apr. 3, 2023),
https://www.fda.gov/drugs/information-drug-class/opioid-analgesic-risk-evaluation-and-mitigation-strategy-rems.

70 Letter from Maureen G. Phipps, Am. Coll. Of Obstetricians & Gynecologists, and James L. Madara, CEO & Exec.

Vice President, Am. Med. Ass’n, to Robert Califf, Comm’r, U.S. Food & Drug Admin. 2 (Jun. 21, 2022), attached
hereto as Ex. N.
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123.  The same year, ACOG, AMA, and many other groups filed a citizen petition to FDA
seeking to remove the REMS and add miscarriage management to mifepristone’s indications.

124. The petition highlighted the same three troublesome remaining aspects of the
REMS: the Patient Agreement Requirement, the Prescriber Certification Requirement, and the
Pharmacy Certification Requirement.

125.  As to the Patient Agreement Requirement, it should “be removed entirely because
it is medically unnecessary and repetitive of informed consent, as a previous review conducted by
[the FDA review team] determined in 2016.”"!

126. As to the Prescriber Certification Requirement, it “serves no benefit to patient
safety” and is “redundant and unnecessary.”’?> Additionally, the petition noted the privacy and
safety concerns inherent in a certification system.’”® The petition also highlighted that because of
the certification requirement, ‘“clinicians who have already navigated mifepristone REMS
compliance to provide abortion care . . . are almost always located in cities,” making access
particularly difficult for people living in rural areas.”

127. And, the petition urged FDA not to include a certification requirement for
pharmacies because “research . . . suggests that the pharmacy requirement is unnecessary to ensure

that mifepristone’s benefits outweigh its risks and unduly burden[s] access.””®> Moreover, “[a]s

7! Citizen Petition, Docket No. FDA-2022-P-2425, from Am. Coll. Of Obstetricians & Gynecologists et al. to Lauren
Roth, Assoc. Comm’r for Pol’y, U.S. Food & Drug Admin., at 12 (Oct. 4, 2022) (hereinafter ACOG Citizen Petition),
attached hereto as Ex. O.

2 Id. at 13.

3 Id. at 13-14.

" Id. at 14.

B Id. at 15.
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with the certified provider requirement, the burdens associated with the certified pharmacy
requirement will also fall disproportionately on poor and rural [patients], contrary to the REMS
statute.”’®

128.  FDA rejected the medical groups’ citizen petition.”” This is not surprising, as FDA
has repeatedly brushed aside concerns raised by leading medical organizations and its own data
that show that the REMS harms patients and providers and is medically baseless. The agency kept
renewing the REMS—in 2016, 2019, 2021, and yet again in 2023. FDA retained these restrictions
notwithstanding its periodic reviews of the post-marketing data, which have not identified any new
safety concerns with the use of mifepristone for medical termination of pregnancy.

V. The REMS Has Always Been Contrary to the FDCA

129.  FDA’s imposition of the REMS, including the 2023 REMS, is contrary to its
statutory authority under the FDCA. As described above, a “Risk Evaluation and Mitigation
Strategy” (REMS) is an unusual overlay of requirements outside of the norm that FDA can choose
to impose only when “necessary to ensure that the benefits of the drug outweigh the risks of the
drug.” 21 U.S.C. § 355-1(a)(1). And, FDA may impose an ETASU on a medication only if it is
“associated with a serious adverse drug experience,” which is defined as a medication that “results
in” death or “immediate risk of death,” “inpatient hospitalization or prolongation of existing

2 ¢¢

hospitalization,” “persistent or significant incapacity or substantial disruption of the ability to

conduct normal life functions,” or “a congenital anomaly or birth defect,” or that “may jeopardize

6 Id. at 16.

77U.S. Food & Drug Admin., FDA-2022-P-2425-0003, Letter from Patrizia A. Cavazzoni, Dir., Ctr. for Drug
Evaluation & Rsch., U.S. Food & Drug Admin., to Maureen G. Phipps, Am. Coll. Obstetricians & Gynecologists,
denying Citizen Petition, Docket. No. FDA-2022-P-2425 (Jan. 3, 2023) (hereinafter ACOG Citizen Petition Denial),
attached hereto as Ex. P.
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the patient and may require a medical or surgical intervention to prevent [such] an outcome.” 21
U.S.C. §§ 355-1(H)(1)(A), (b)(4).

130. Mifepristone has never come close to meeting these criteria. Indeed, FDA itself has
repeatedly concluded that serious adverse events following mifepristone use are “exceedingly
rare.”’®

131. The ETASU also violates the FDCA’s requirement that such restrictions “not be
unduly burdensome on patient access to the drug, considering in particular . . . patients in rural or
medically underserved areas,” and must “minimize the burden on the health care delivery system.”
21 U.S.C. §§ 355-1(H)(2)(C)~(D).

VI. FDA’s Decision to Retain the REMS Contributes to the Current Chaos and
Ongoing Questioning of Mifepristone’s Safety

132.  Ensuring protected access to mifepristone—in line with all medical evidence—is
more important now than ever, with abortion rapidly becoming criminalized across large swaths
of the nation, and with anti-abortion zealots seeking to destroy the ability of any person in any
state to use mifepristone.

133.  The only actors who have ever attempted to suggest that mifepristone is unsafe are
anti-abortion ideologues who ignore the conclusions of the AMA, ACOG, and every other
mainstream medical and public health organization to have addressed the issue. Instead, they
invoke junk science and purported experts whose opinions have been thoroughly discredited.”

134.  Biased studies seeking to show that abortion by any method—whether medication

or procedural—carries negative physical and mental health consequences have repeatedly been

8 Ex. E (FDA 2016 Medical Review) at 47; see also Ex. 1 (Mifepristone U.S. Post-Marketing Adverse Events
Summary).

7 See, e.g., Ex. D (Citizen Petition Denial) at 6.
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deemed by the scientific community to be counter to the evidence. The National Academies
concluded that “much of the published literature on” the topics of “abortion’s long-term effects”
on health and wellbeing “fails to meet scientific standards for rigorous, unbiased research.”*® When
the National Academies considered only the “high-quality research” that met scientific standards,
that research showed that “having an abortion does not increase a woman'’s risk of secondary
infertility, pregnancy-related hypertensive disorders, abnormal placentation . . . preterm birth,
breast cancer, or mental health disorders.”®!

135. Anti-abortion idealogues have now resorted to challenging the decades-old 2000
approval of mifepristone in the Alliance Case. See All. for Hippocratic Med., 2023 WL 2913725,
at *3.82

136. Two courts agreed with the plaintiffs in the Alliance Case and issued stays to some
degree of FDA’s actions on mifepristone, relying on the flawed science that the plaintifts put forth.
On April 7, 2023, a district court in Texas ordered an unprecedented stay of FDA’s longstanding
approval of mifepristone. See All. for Hippocratic Med., 2023 WL 2825871, at *32. The court
maintained that FDA’s 2000 approval of mifepristone ignored “safety concerns,” suggesting that

the agency acquiesced to “political pressure to forego its proposed safety precautions.” Id. at *27.

Even though the challenged approval has been in effect for over twenty years, the court—citing

80 National Academies Report, supra n.20, at 152.
81 1d. at 153.

82 See also Mot. for Leave to File Br. of Over 100 Reprod. Health, Rts. & Just. Orgs. as Amici Curiae in Support of
Defs.-Appellants and the Mots. for Stay Pending Appeal at 6-9, All. for Hippocratic Med. v. FDA, No. 23-10362 (5th
Cir. Apr. 11, 2023); Unopposed Mot. for Leave to File Br. of Med. & Pub. Health Soc’ys as Amici Curiae in Support
of Defs.-Appellants at 7, All. for Hippocratic Med. v. FDA, No. 23-10362 (5th Cir. Apr. 11, 2023) (identifying
numerous courts that have rejected plaintiffs’ experts and concluding that “[t]he so-called studies on which the District
Court relied are not scientifically tested or sound; they are produced by anti-abortion advocacy groups or contain
serious (and often well-documented) methodological flaws—or both.”).
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nothing more than plaintiffs’ assertions in their brief—declared that medication abortion causes

99 ¢

“physical and emotional trauma,” “mental and monetary costs,” and death. /d. at *29.

137. At the same time on April 7—almost to the minute—a district court in Washington
issued an injunction in 17 states and the District of Columbia preventing FDA from deviating from
the status quo—the 2023 REMS. The Washington court emphasized that it is “precisely FDA’s
role” to make safety and efficacy determinations, however, based on the same record Plaintiffs
present here, FDA “did not assess whether mifepristone qualifies for REMS and ETASU.”
Washington, 2023 WL 2825861, at *8. Further, the district court found that FDA’s repeated
determination that “[s]erious adverse events . . . are rare” and that mifepristone “is safe and
effective through 70 days gestation,” along with its mystifyingly inconsistent approval of
mifepristone for Cushing’s syndrome without a REMS, suggest that FDA has ignored an important
aspect of the issue before it when it issued REMS requirements repeatedly without scientific basis.
1d.

138. Then, on April 12, the United States Court of Appeals for the Fifth Circuit
compounded the confusion wrought by the Texas district court order, staying the decision only in
limited part. See All. for Hippocratic Med., 2023 WL 2913725, at *1. The panel stayed only the
portion of the district court ruling that suspended FDA’s 2000 approval of mifepristone, while
declining to stay the district court’s other holdings—essentially enjoining the 2016 and 2023
REMS. /d. at *21.

139. Providers in states covered by the Washington injunction may proceed with

abortion care as usual under the Fifth Circuit order, but the Plaintiffs here, and their states, are left

out, as are their patients.
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140. The U.S. Supreme Court entered a stay of the Texas district court decision through
the appeals process of the preliminary injunction order entered by the district court, and possibly
longer if the Court decides to take the case up at the preliminary injunction stage. However, the
Fifth Circuit will hear argument in the case as soon as May 17, and uncertainty continues to
abound.®’

141. For these reasons, states are continuing to stockpile mifepristone (and even
misoprostol) because of the day-to-day, week-to-week uncertainty about whether and how
providers can use mifepristone.®*

142.  Plaintiffs, however, do not have the resources to stockpile years of mifepristone,
nor are they able to accommodate massive shifts to their practice every 24 hours. They require
certainty about their provision of mifepristone to maintain their medical practices and provide

high-quality, evidence-based care to their patients.

8 See, e.g., Christine Fernando & Jeanine Santucci, Dueling Federal Rulings Plunge Future of Abortion Pill into
Legal Uncertainty, USA Today (Apr. 8, 2023, 2:32 P.M.),
https://www.usatoday.com/story/news/nation/2023/04/07/judge-revokes-fda-approval-key-abortion-drug-
nationwide/11203402002 (describing providers’ rush to shift to misoprostol-only protocols due to legal uncertainty);
C.A. Bridges, What is Mifepristone? Are Abortion Pills Legal in Florida?, Gainesville Sun (Apr. 17,2023, 2:22 P.M.),
https://www.gainesville.com/story/news/healthcare/2023/04/14/abortion-pills-florida-mifepristone-misoprostol-
what-they-are-how-get-them/7766021001 (describing confusion as “patients and providers try to understand the new
and shifting laws, lawsuits and court rulings”); Jan Johnson & Michael Martin, Supreme Court Ruling on Mifepristone
Causes Uncertainty for Advocates, NPR (Apr. 21, 2023, 11:30 AM.),
https://www.npr.org/2023/04/21/1171202676/abortion-pill-supreme-court (citing Michigan provider saying that
“conflicting legal rulings and the wait for answers is complicating care and making it difficult to help patients™).

8 See, e.g., Reis Thebault et al., Democratic States Stockpile Abortion Pills as Access Rests in Courts, Wash. Post
(Apr. 21, 2023), https://www.washingtonpost.com/nation/2023/04/21/blue-state-abortion-pill-access (describing six
states, representing a quarter of the U.S. population, that “have publicly pledged to stockpile abortion drugs”); Jen
Christensen, Concerned About the Courts, Some States and Universities are Stockpiling Abortion Drugs, CNN (Apr.
12, 2023, 5:49 P.M.), https://www.cnn.com/2023/04/12/health/abortion-drugs-stockpile/index.html (University of
Massachusetts and University of Washington stockpiling mifepristone; New York and California stockpiling
misoprostol).
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VII. Plaintiffs Do Not Need to File a Citizen Petition.
143.  Plaintiffs are excused from any need to file a citizen petition under FDA regulations.
See 21 C.F.R. §§ 10.30, 10.45. Such a filing would be futile because FDA has refused similar relief
to that sought here when requested in 2020 by 21 states®® and in 2022 by ACOG.*¢ Moreover, when
17 states and the District of Columbia filed the Washington lawsuit in 2023, which seeks identical
relief, the FDA opposed it, asserting in its brief that its decision to maintain the REMS restrictions
on mifepristone was “reasonable.” Defs.” Resp. Opp. Pl. States’ Mot. Prelim. Inj. at 22, Washington
v. FDA, No. 1:23-cv-3026-TOR (E.D. Wash. Mar. 17, 2023). There is no prospect that FDA would
take a different view if Plaintiffs were required to submit a citizen petition now; there would only
be harmful delay because the agency’s own rule allows it 180 days to respond to citizen petitions,

see 21 C.F.R. § 10.30(e)(2), and it often takes considerably longer to respond.
CLAIMS FOR RELIEF

COUNT I

(Administrative Procedure Act — Agency Action in Excess of Statutory Authority and
Contrary to Law)

144. Plaintiffs reallege and incorporate by reference allegations in each of the preceding
paragraphs of this complaint.

145. FDA’s continued imposition of the REMS, and its promulgation of the mifepristone
2023 REMS, was a final agency action that is causing Plaintiffs irreparable harm for which they

have no other adequate remedy under 5 U.S.C. § 704.

8 Letter from Xavier Becerra, Cal. Att’y Gen, et al., to Alex M. Azar, Sec’y, U.S. Dep’t of Health & Hum. Servs. &
Stephen Hahn, Comm’r, U.S. Food & Drug Admin. (Mar. 30, 2020), attached hereto as Ex. Q.

8 Ex. O (ACOG Citizen Petition); Ex. P (ACOG Citizen Petition Denial).
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146.  This Court must “hold unlawful and set aside agency action” that is, among other
things, “not in accordance with law,” “in excess of statutory jurisdiction, authority, or limitations,
or short of statutory right” or “without observance of procedure required by law.” 5 U.S.C.
§ 706(2).

147. Through the actions set out above, Defendants violated 5 U.S.C. § 706(2)(C) by
acting in excess of statutory authority and contrary to law in continuing to impose the REMS and
promulgating the mifepristone 2023 REMS contrary to its authorization in the FDCA.

COUNT 11
(Administrative Procedure Act — Agency Action that is Arbitrary and Capricious)

148.  Plaintiffs reallege and incorporate by reference allegations in each of the preceding
paragraphs of this complaint.

149. FDA’s continued imposition of the REMS, and its promulgation of the mifepristone
2023 REMS, was a final agency action that is causing Plaintiffs irreparable harm for which they
have no other adequate remedy under 5 U.S.C. § 704.

150.  This Court must “hold unlawful and set aside agency action” that is, among other
things, “arbitrary, capricious, an abuse of discretion, or otherwise not in accordance with law” 5
U.S.C. § 706(2)(A).

151.  Through the actions set out above, Defendants violated 5 U.S.C. § 706(2)(A) by

acting arbitrarily and capriciously in continuing to impose the REMS and promulgating the

mifepristone 2023 REMS.
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COUNT 111
(Administrative Procedure Act—Action Contrary to Constitutional Right)

152. Plaintiffs reallege and incorporate by reference allegations in each of the preceding
paragraphs of this complaint.

153.  FDA’s promulgation of the mifepristone 2023 REMS was a final agency action that
is causing Plaintiffs irreparable harm for which they have no other adequate remedy under 5 U.S.C.
§ 704.

154.  This Court must “hold unlawful and set aside agency action” that is, among other
things, “contrary to constitutional right, power, privilege, or immunity.” 5 U.S.C. § 706(2)(B).

155. FDA’s promulgation of the mifepristone 2023 REMS treated similarly situated
parties differently without adequate justification, and therefore violates the constitutional
guarantee of equal protection in violation of 5 U.S.C. § 706(2)(B).

COUNT 1V
(Equal Protection)

156. Plaintiffs reallege and incorporate by reference allegations in each of the preceding
paragraphs of this complaint.

157.  As described above, Defendants violate the equal protection guarantee of the Due
Process Clause of the Fifth Amendment to the United States Constitution.

158. Through the 2023 REMS, FDA reduces access to a critical and time-sensitive
healthcare service needed by pregnant people. And FDA treats providers, pharmacists, and patients
who prescribe, dispense, or use mifepristone worse than providers, pharmacists, and patients who
prescribe, dispense, or use nearly every other medication. FDA’s actions are irrational and violate

the Fifth Amendment under any standard of review.
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PRAYER FOR RELIEF
159.  WHEREFORE, Plaintiffs pray that the Court:
a. Declare, pursuant to 28 U.S.C. § 2201, that mifepristone is safe and
effective and that Defendants’ approval of mifepristone is lawful and valid;
b. Declare, pursuant to 28 U.S.C. § 2201, that the mifepristone REMS violates
the Administrative Procedure Act;
c. Declare, pursuant to 28 U.S.C. § 2201, that the mifepristone REMS violates
the United States Constitution;
d. Enjoin Defendants, pursuant to 28 U.S.C. § 2202, from enforcing or
applying the mifepristone REMS;
e. Enjoin Defendants, pursuant to 28 U.S.C. § 2202, from taking any action
under the REMS against any providers in Virginia, Montana, or Kansas.
f. Award such additional relief as the interests of justice may require.
DATED this 8th day of May, 2023.
Respectfully submitted,
/s/ Gail M. Deady
Gail M. Deady
Virginia Bar Number: 82035
Rabia Muqaddam*
Center for Reproductive Rights
199 Water Street, 22" Floor
New York, New York 10038
Telephone: (917) 637-3600
Fax: (917) 637-3666
Email: gdeady@reprorights.org

Email: rmugaddam@reprorights.org
Counsel for Plaintiffs

*Pro hac vice application forthcoming

44



Case 3:23-cv-00019-NKM Document 1 Filed 05/08/23 Page 45 of 46 Pageid#: 45

CERTIFICATE OF SERVICE
I hereby certify that on this 8th day of May, 2023, I filed the foregoing document with the

Clerk of Court using the CM/ECF system, and I hereby certify that I will mail by United States

Postal Service Certified Mail the document to the following non-CM/ECF participants:

United States Department of Health & Human Services
c/o General Counsel

200 Independence Avenue, S.W.

Washington, D.C. 20201

Xavier Becerra, Secretary

c/o General Counsel

Department of Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201

United States Food and Drug Administration
Chief Counsel, Food and Drug Administration
ATTENTION: LITIGATION

White Oak Building 31, Room 4544

10903 New Hampshire Ave.

Silver Spring, MD 20993-0002

Robert M. Califf, Commissioner

Chief Counsel, Food and Drug Administration
ATTENTION: LITIGATION

White Oak Building 31, Room 4544

10903 New Hampshire Ave.

Silver Spring, MD 20993-0002

Attorney General Merrick Garland
Attorney General of the United States
U.S. Department of Justice
950 Pennsylvania Avenue, NW
Washington, DC 20530-0001
I also hereby certify that on this 8th day of May, 2023, the foregoing document will be

hand served to:

U.S. Attorney Christopher Kavanaugh
United States Attorney’s Office
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Western District of Virginia

U.S. Courthouse and Federal Building
255 West Main Street, Room 130
Charlottesville, Virginia 22902

/s/ Gail M. Deady

Gail M. Deady

Virginia Bar Number: 82035
Center for Reproductive Rights
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
- ) PUBLIC HEALTH SERVICE

TR FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

-
b i A,
-
DATE:  September 28, 2000
FROM: ' / 9 / R 8 0
SUBJECT: Memo
TO: NDA 20-687 MIFEPREX (mifepristone) Population Council

This memo documents the approval action concerning the Population Council’s NDA for mifepristone for

the medical termination of intrauterine pregnancy through 49 days’ pregnancy. The application was

initially submitted to the Food and Drug Administration (FDA) on March 14, 1996. The Reproductive

Health Drugs Advisory Committee met on July 19, 1996 and voted that benefits exceeded risk for this

drug product with 6-yes, 0-no, and 2 abstentions. An approvable action letter was issued September 18,

1996 citing deficiencies in areas of Clinical (distribution system), Chemistry/Manufacturing and

Controls, Biopharmaceutics, and Labeling. A complete response was received August 18, 1999. The

last action by the Office was on February 18, 2000. That approvable action letter listed application
deficiencies consisting of Chemistry/Manufacturing and Controls, Labeling, and the Distribution System iy
issues. The Population Council submitted a complete response on March 30, 2000. After a brief
summary of effectiveness and safety, this memo addresses those outstanding issues listed in the last
action letter, Phase 4 commitments, and other issues.

Summary of Effectiveness and Safety ,
Effectiveness and safety data were derived from one U.S. clinical trial and two French trials.

Effectiveness was defined as the complete expulsion of products of conception without the need for
surgical intervention. g

The U.S. trial consisted of 859 women providing safety data and 827 women providing effectiveness data
for gestations of 49 days or less, dated from the last menstrual period. Demographic data showed racial
composition of the U.S. trial was similar to the overall U.S. general population. Medical abortion was
complete in 92.1% of 827 subjects. Surgical intervention was performed in 7.9% of subjects: 1.6% had
medically indicated interventions (1.2% for heavy bleeding), 4.7% had incomplete abortions, 1.0% had
ongoing pregnancies, and 0.6% had intervention at the patient’s request. One of the 859 patients
received a blood transfusion.

The two French trials enrolled a total of 1,681 women providing effectiveness outcomes and 1,800
women providing safety information. Medical abortion was complete in 95.5% of the 1681 subjects.
Surgical intervention was performed in 4.5% of subjects: 0.3% for bleeding, 2.9% for incomplete
abortions, and 1:3% for ongoing pregnancies. Of the 1,800 women, 2 patients received blood

The Advisory Comunittee reviewed the French data in 1996 and voted 6-yes and 2-no for data supporting
efficacy, 7-yes and 1-abstention for data supporting safety. As stated above, the overall vote for benefits
exceeding risk was 6-yes, 0-no, and 2-abstentions. During the second review cycle in 1999, the
committee received a copy of the U.S. study report, as they requested, to provide FDA with comments.
None were received. The U.S. trial data confirms the effectiveness and safety of the product.
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Chemistry/Manufacturing
In May, 2000 the Population Council informed the Division of Reproductive and Urologic Drug Products
that the bulk drug substance maker had changed manufacturing processes last summer. New analytic,
physical, and stapility data were received and reviewed and found to be adequate to ensure the quality of
the drug manufagturing was preserved.

.-

An inspection of thié bulk drug substance maker was performed on July 24-28, 2000. Deficiencies were
cited and the manufacturer corrected these. These corrections were found acceptable.

Because the drug is being distributed directly to qualified physicians, there is minimal chance for drug
name confusion and I agree with the name, Mifeprex.

Labeling

Labeling is important to educate prescribers and patients about the safe and effective use of the drug and

to inform health professionals about adverse event risks. The 1996 Advisory Committee strongly

supported education of users of mifepristone. By coupling professional labeling with other educational
interventions such as the Medication Guide, Patient Agreement, and Prescriber’s Agreement, along with
having physician qualification requirements of abilities to date pregnancies accurately and diagnose

ectopic pregancies (and other requirements), goals of safe and appropriate use may be achieved. The

drug’s labeling is now part of a total risk management program that will be summarized below. The
professional labeling, Medication Guide, Patient Agreement, and Prescriber’s Agreement will together
constitute the approved product labeling to ensure any future generic drug manufacturers will have the -
same risk management program. ’

The labeling for mifepristone has been revised to provide information about how to report adverse
events. FDA and the Population Council agree that a black box will highlight special items related to the
drug. In addition, FDA has determined that a Medication Guide for this drug will help ensure dispensers
provide important information to patients to enhance compliance with the regimen for safety and efficacy.
Furthermore, a patient agreement fosters active patient education and participation in this regimen. The
Population Council will provide these educational materials (the professional labeling, the Medication
Guide, the patient agreement form, and the Prescriber’s Agreement form). The professional labeling,
Medication Guide, Patient Agreement, and Prescriber’'s Agreement must be read, understood, and
attested to by physicians who meet prescribing qualifications (discussed below).

Black Box
21 CFR 201.57(¢) permits FDA to require a black box warning for special problems, particularly those
that may lead to death or serious injury. The Population Council agreed in its July 5, 2000 submission to
a black box warning. It was agreed that the box would contain the following:

“If Mifeprex results in incomplete abortion, surgical intervention may be necessary.
Prescribers should determine in advance whether they will provide such care
themselves or through other providers. Prescribers should also give patients clear

- . instructions of whom to call and what to do in the event of an emergency following
administration of Mifeprex. .

Prescribers should make sure the patients receive and have an opportunity to discuss the
Medication Guide and Patient Agreement.”

Misoprostol Administration
The approvable letter issued by FDA on 2/18/2000 agreed to the Population Council's statement that
women could have the option of taking misoprostol on Day 3 either at home or at the prescriber’s office.
However, data provided by the Population Council supporting home use was re-reviewed and found not
to provide substantial evidence for safety and efficacy. The data were anecdotal off-label experience with
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a vaginal misoprostol regimen, an observational study about home use in Guadeloupe, and a U.S. clinical
study of home use of a different regimen with different drug doses. The only study that commented on
whether homemledtocorrectuuwastheGuadeloupcuudyrcponmgthaM% of patients who took
misoprostol at hgme did it incorrectly. Returning to the health care provider on Day 3 for misoprostol, as
in the U.S. clinigal tsial, assures that the misoprostol is correctly administered. This requirement has the
additional advanfige of contact between the patient and health care provider to provide ongoing care and
to reinforce the need to return on Day 14 to confirm that expulsion has occurred.

Early in drug development, a mandatory observation period of 3-4 hours was instituted in clinical trials
worldwide when a prostaglandin analogue, sulprostone, was used with mifepristone and felt to have some
cardiovascular risk. This drug is no longer being used with mifepristone and is not a marketed drug in
the U.S.; therefore, the rationale for an observation period is moot. There is no more likelihood of an
adverse event occurring in the few hours after misoprostol administration than during the entire study
period.

Therefore, as a consequence of this re-evaluation, the labeling currently reads that the patient returns on
Day 3 for misoprostol and is given instructions about adverse events and whom to contact for questions
and emergencies.

Access to Health Care and Emergency Services
FDA agreed with the Population Council that access to health care and emergency services is critical for
the safe and effective use of the drug. The clinical trials ensured access to services. The labeling has a
black box highlighting the possible need for surgical intervention and either the provision of access to -
these services by the prescriber or through referral. The labeling has a contraindication if there is no ’
access to medical facilities for emergency services. The Patient Agreement emphasizes the need to know =
what to do in the case of an emergency. '

Patient Agreement Form
Patients should be informed about the indication of the drug and how it is given. They must understand
the type of regimen they are about to commit to and its risks and benefits. The signed agreement form
will be given to the patient for her reference and another kept in the medical record. The Population
Council has committed to auditing prescribers to ascertain whether they have obtained signed copies of
the Patient Agreement forms.

Biopharmaceutics
This review cycle, the clinical biopharmaceutical reviewers evaluated new data in the published literature
regarding the metabolism of mifepristone by the P450 3A4 system. Mifepristone is a substrate and this
may inhibit drug metabolism of certain drugs and induce metabolism of others. This information was
placed in the professional labeling and patients are instructed in the Medication Guide that use of other
drugs may interfere with actions of mifepristone and misoprostol.

Pharmacology-Toxicology

Current literature on the effects of human fetal exposure to mifepristone and misoprostol or mifepristone
alone was reviewed to ensure risk information was current. Many of the case reports of malformation
concern the unsuccessful use of misoprostol for abortion, resulting in limb, facial, cranial, and other

" abnormalities, Many reports were retrospective in nature, subject to reporting and recall bias.
Nevertheless, the risk of malformation is very important to address. This drug’s indication is for
pregnancy termination. The labeling, Medication Guide, process of obtaining patient agreement on
medicai abortion, and the commitment of the physicians through their signed Prescriber’s Agreement are
all meant to ensure women are completely informed about the process and make a commitment to follow
through.

APPEARS THIS WAY ,
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The labeling for Mifeprex states that it is used with misoprostol for termination of pregnancy of 49 days
or less. Human data on mifeprisione and misoprostol used in this timeframe is available. Safety Update
Report #3 submifted on March 31, 2000 contains Exelgyn Laboratories Periodic Safety Update Report #9
for the period of September 1, 1998 to November 30, 1999. It lists 38 on-going pregnancies with
mufepristone plugmisoprostol. The Lancet published a letter in July 1998 from Exelgyn in which they
mention that the§ had reviewed 71 cases of continuing pregnancies after failed early termination of
pregnancy occurring from 1987 to 1998 and found no reported cases of maiformation associated with use
of mifepristone and misoprostol. There was one report of sirenomelia and cleft palate in a patient who
had a therapeutic termination at week 7 gestation associated with mifepristone use alone. On July 6,
1999 the European Summary of Product Characteristics contains a statement for mifepristone that in
humans, the reported cases do not allow a causality assessment for mifepristone alone or used with a
prostaglandin. On August 21, 2000 the sponsor provided Exelgyn’s 12/1/99 to 5/31/00 Periodic Safety
Update on pregnancy outcomes following early pregnancy exposure. The current labeling has these new
data on 82 pregnancies exposed to mifepristone only (40) and mifepristone used with misoprostol (42).
FDA agrees that no conclusion can be made from the data at this time. Information on the possibility of
a risk of malformation, including the above information as well as the anecdotal reports, is nevertheless
included in the professional labeling, Medication Guide, and Patient Agreement. The Population Council
has committed to continuing ongoing surveillance of human malformation risk.

Medication Guide _
This product will be approved with a Medication Guide which dispensers must provide with the drug. It
is important for patients to be fully informed about the drug, as well as the need for follow up, especially
on Day 14 to confirm expulsion. A Medication Guide was determined to be necessary to patients’ safe -
and effective use of the drug. The drug product is important to the health of women and the Medication °
Guide will encourage patient adherence to directions for use. Patient adherence to directions for use and =
visits is critical to the drug’s effectiveness and safety. '

Distributio: t

Since 1996, FDA and the Population Council have agreed, as publicly discussed with the Reproductive
Drug Products Advisory Committee, that once approved, the drug will be distributed directly to
physicians. It will not be available from pharmacies. There were also discussions about the qualifications
of the physicians receiving mifepristone for dispensing. The Committee also stated it was important that
women have access 1o medical abortion as this new therapeutic option may offer women avoidance of a
surgical procedure.

In January 2000, the Population Council provided its initial plan for drug distribution. This plan was
resubmitted in its complete response of March 30, 2000. This pian had acceptably addressed the issue of
physical security of the drug. The distribution system plan stated specific requirements imposed on and
by distributors of the drug, including procedures for storage, dosage tracking, damaged product returns,
and other matters. See Subpart H of this memo for more details. Other aspects of the distribution
system are addressed below.

Physician Qualifications
Physician qualifications were discussed within CDER, the Agency, and with the Population Council.

" FDA also discussed physician qualifications with a special government employee with expertise in early
pregnancy. The Population Council proposed that the drug be directly distributed 1o qualified physicians,
as opposed to other types of health care professionals (midwives, physician’s assistants, nurse
practitioners, etc.). This restriction was supported by the discussions of the 1996 Advisory Committee.
In fact, the clinical trial data was derived from the experience of physicians using this drug. Thus,
physicians remain the initial population who will receive this drug for dispensing. This does not preclude
another type of health care provider, acting under the supervision of a qualified physician, from

APPEARS THIS WAY
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dispensing the drug to patients, provided state laws permit this. Should data be provided to amend the
restriction to physicians, FDA will consider them.

The types of ski icians had in the U.S. clinical trial were: 1) the ability to use ultrasound and
clinical i to date pregnancies and diagnose ectopic pregnancies, 2) the ability to perform
surgical procedures, including dilation and curettage, vacuum suction, and/or surgical abortions, for
bleeding or incompiete abortion, and, 3) they had privileges at medical facilities to provide emergency
resuscitation, transfusion, hospitalization, etc. Physicians were trained to use the drug per protocol.
Fourteen of the seventeen physicians in the U.S. clinical trial were obstetricians/gynecologists. All
patients were within one hour of emergency facilities or the facilities of the principle investigator.

The role of ultrasound was carefully considered. In the clinical trial, ultrasound was performed to ensure
proper data collection on gestational age. In practice, dating pregnancies occurs through using other
clinical methods, as well as through using ultrasound. Ultrasound information can be provided to the
prescribing physicians to guide treatmert, but this information can be obtained through consultation
referral from an ultrasound provider and does not necessarily need to be obtained by the prescriber
him/herself. The labeling recommends ultrasound evaluation as needed, leaving it to the medical
judgement of the physician.

The Population Council proposed that any physician who could date pregnancies and diagnose ectopic
pregnancies should be able to receive the drug from the distributor. These two qualifications alone limit
the number of physicians who will be eligible to receive mifepristone from the Population Council's
distributor(s) to those physicians who are very familiar with managing early pregnancies. These two
qualifications also are performance-based standards and do not limit providers of mifepristone to specific
medical subspecialties. Education about the use of the drug is described above in the Labeling section of =~
this memo. Because qualified physicians will be using this drug, there is no need for special certification -
programs. The current labeling and distribution system states physician need not have skills for handling
surgical interventions, but could provide referral to services for incomplete abortion and emergency care.
The Population Council stated that current medical practice is structured on referral of patients who need
surgery (for example, women with a spontaneous incomplete abortion or a cardiologist's patient who
needs by-pass grafis) to a physician possessing the skills to address the problem. Moreover,. within the
U.S. clinical trial, 11 patients out of roughly 850 patients needed surgical intervention to handle
bleeding, the most important urgent adverse event associated with this drug, and 3 of these patients were
handled by non-principal investigators such as the emergency room and non-study gynecologist. This
suggests that patients will get the needed surgical intervention by either their physician or another
physician with the needed skills. Referral to a hospital for emergency services does not mean having
admitting privileges, but having the ability and the responsibility to direct patients to hospitals, if needed.
The professional labeling and the Medication Guide highlight that surgery may be needed and patients
need to know if the provider of mifepristone will furnish surgical intervention or if the patient will be
referred. [f the latter, the treating health care provider must give the patient the name, address, and
phone number of this referred provider. To ensure that the quality of care is not different for patients
who are treated by physicians who have the skill for surgical intervention (as in the clinical trials)
compared to those treated by physicians who must refer patients for surgical intervention, FDA has
proposed and the Population Council has agreed to structure a Phase 4 monitoring study. This
monitoring study ineorporates study questions of four of the original six Phase 4 commitments. See Phase

" 4 Commitments for additional information.

Finally, the one hour travel distance restriction in the clinical trial was intended to ensure access by
patients 1o emergency or health care services. This concern has been dealt with through the labeling,
which makes it clear that if there isn't adequate access to emergency services, the medication is
contraindicated. '
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Subpart H
In the February 18, 2000 approvable letter, FDA stated that the eventual approval of this drug would be
under Subpart H:_(21 CFR 314.500-314.560). This subpart applies to certain new drugs that have been
studied for their ;‘afetyandeffectivenessinmtingseriousorlifc-mreawningillnessuandthuprovide
meaningful therageutic benefit to patients over existing treatments. FDA has determi.ed that the
mmauonufan'hnwm:edpregmmy:sucnouscondmonmthmthescopeofSubpanH The
meaningful benefit over existing surgical abortion is the avoidance of a surgical procedure.
Subpart H applies when FDA concludes that a drug product shown to be effective can be safely used only
if distribution or use is restricted, such as to certain physicians with special skills or experience. In the
case of mifepristone, the Population Council proposed and FDA agreed that this drug will be directly
distributed via an approved plan that ensures the physical security of the drug to physicians who meet
specific qualifications. Under 21 CFR 314.520, dumbuuonofm:fepmtom:smmcwdasdmnbed
below.

. lemmhwmw«mw&wmmdammmmefdm

qnhfmons
Ability to assess the duration of pregnancy accurately
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 other qualified physicians, and are able to assure
patient access to medical facilities equipped to provide blood transfusions and resuscitation, if
necessary
Has read and understood the prescribing information of Mifeprex -
Must provide each patient with a Medication Guide and must fully explain the procedure to each
patient, provide her with a copy of the Medication Guide and Patient Agreement, given her an
opportunity to read and discuss both the Medication Guide and the Patient Agreement, obtain
her signature on the Patient Agreement and must sign it as well

¢ Must notify the sponsor or its designate in writing as discussed in the Package Insert under the
heading DOSEAGE AND ADMINISTRATION in the event of an on-going pregnancy, which is
not terminated subsequent to the conclusion of the treatment procedure

*  Must report any hospitalization, transfusion or other serious events to the sponsor of its
designate

e Must record the Mifeprex package serial number in each patient’s record

¢ With respect 1o the aspects of distribution other than physician qualifications described above,

distribution of Mifeprex will be in accordance with the system described in the Population Council's

submission of March 30, 2000, which includes the following:

¢  Secure manufacturing, receiving, and holding areas for the drug

e  Secure shipping procedures, including tamper-proof seals

e Controlled returns procedures

¢ Tracking system ability to trace individual packages to the patient level, while maintaining
patient confidentiality

¢ Use of authorized distributors and agents with necessary expertise to handle distribution
requirements for the drug

* Provision of drug through a direct, confidential physician distribution system that ensures only
qualified physicians will receive the drug for patient dispensing

The Population Council agreed to approval under Subpart H in their letter of September 15, 2000.
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Phase 4 Commitments

In 1996, the Population Council committed to 6 post-marketing studies: 1) to monitor the adequacy of the
distribution and éredentialing system; 2) to follow up on the outcome of a representative sample of
mifepristone treajed women who have surgical abortion because of method failure; 3) to assess the long
term effects of nmltiple use of the regimen; 4) to ascertain frequency with which women follow the
complete treatment regimen and the outcome of those who do not; 5) to study the safety and efficacy of
the regimen in women under age 18, over age 35, and who smoke; 6) to ascertain the effect of the
regimen on children born after treatment failure,

During this review cycle, items 1, 2, 4 and 5 were revised and integrated into a monitoring study to
ensure providers who did not have surgical intervention skills and referred patients for surgery had
similar patient outcomes as those patients under the care of physicians who possessed surgical skills (such
as those in the clinical trial). This study specifically addresses adequacy of qualifications (#1). FDA
reviewed the protocols from the Population Council submitted on September 7, 2000 and provided a
revised protocol on September 13, 2000 in which the investigators collect data on safety outcomes (¥2),
return for their follow up visits (#4), and include all ages (#5) and collect smoking status (#5).
Commitment #2 was defined by the Advisory Committee discussions of 1996 surrounding the question of
whether cerain physician specialties would have higher rates of problems encountered with medical
abortion. This study specifically will investigate the performance of specialties with surgical skills
compared to those that refer for surgical interventions with respect to incidence of medical abortion
failures.

The Population Council agrees to study ongoing pregnancies and their outcomes through a surveillance,
reporting, and tracking system (#6). This protocol summary and a summary for the monitoring system
was received on September 19, 2000 and both were found to be adequate.

The Population Council asked that Commitment #3 (to assess the long term effects of multiple use of the
regimen) be waived because it would not be feasible to identify and enroll sufficient numbers of repeat
users of the drug, especially given privacy issues. In addition, the pharmacology of mifepristone does
not suggest any carry over effect afier one-time administration. The Agency agrees with this assessment.

As a note, this cycle the Population Council provided new data concerning Commitment #5 (to study the
safety and efficacy of the regimen in women under age 18, over age 35, and who smoke), from Spitz et
al. This study had 106 women ages 35 years or older as well as 51 subjects under age 20, all of whom
were 49 days or less since their last menstrual period. The data on the older women is informative and
of meaningful sample size. FDA agrees there is no biological reason to expect menstruating females
under age 18 to have a different physiological outcome with the regimen. The Sptiz data actually
suggests a trend towards increased success of medical abortion with yqunger patients. However, as these
age groups were not part of the NDA indication and the data on safety and effectiveness were only
reviewed for the indication's age group (18-35 years of age), the trials excluded patients younger than 18
years old, and the raw data from Sptiz have not been submitted for review, the labeling states the safety
and efficacy in these groups have not been studied. The Population Council will collect outcomes in their
Phase 4 studies-of women of all ages to further study this issue. With respect to smokers, the Population
Council will study smokers of various ages to collect safety information. In sum, the changes in

" postmarketing- commitments reflect current postmarketing questions given establishment of final labeling,
Medication Guide, and distribution system, along with availability of additional clinical data with the
drug since 1996.

The postmarketing audit of signed Patient Agreement forms was discussed above.
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Public C Considered
The Food and Drug Administration received over 1,000 letters or emails from the public about
mifepristone. Mosl comments objected to various restrictions of the drug’s distribution. For example,
many letters oppoged press reports of an alleged FDA public registry of doctors who dispense
mifepristone. Othes letters focused on the research uses of mifepristone for neurologic and oncologic
diseases and the cBhcern that restricting distribution after approval would constrain off-label uses. Still
other letiers éxpressed misunderstanding that experimental indications that are subject to INDs would be
limited by an approval of mifepristone with distribution restrictions. These comments were reviewed and
considered.

Risk Management Program

Risk management for a drug has the goal of optimizing the use of a product by maximizing its benefits
and minimizing its risks. Interventions to manage risk include education to physicians, patients, and the
public, labeling (including warnings, precautions, contraindications, dosage and administration, and
Medication Guide), restriction of product use or supply, and packaging changes. This drug is being
approved under Subpart H (restrictions on distribution) as part of the risk management program. The
Population Council and FDA have identified the areas below, among others, that contribute to drug
safety and effectiveness:

1. Proper selection of patients via physicians who are qualified to do so by dating pregnancies

and diagnosing ectopics,
2. Qualified physicians to administer or supervise the administration of the medication -
3. Compliance with the regimen by physicians and patients through education and monitoring :
4. Safety and effectiveness information that fully informs patients and physicians about the risks -

and benefits of the treatment

5. Evaluation of physician qualifications through Phase 4 studies has been discussed in above
sections.

6. Physical packaging in unit of dosing to ensure proper dose and provision of Medication
Guide with each dose

7. Active patient participation in the treatment through the Patient Agreement and-Medication
* Guide with an audit of signed Patient Agreement to ensure compliance
8. Active programs to get physicians to report adverse events and ongoing pregnancies to
provide accurate risk information
9. Commitment to review and revise the risk management program for improved public health

All components of this risk management program have been discussed above, including the Medication
Guide, the labeling that includes the Prescriber’s and Patient Agreement forms, approval under Subpart
H, and Phase 4 studies to evaluate risk management interventions and to gather data on risks.

In summary, all approval issues related to the NDA have been addressed adequately.
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Why GAO Did This Study

In September 2000, the Food and
Drug Administration (FDA), part of
the Department of Health and
Human Services (HHS), approved
the drug Mifeprex for use in
terminating early term pregnancy.
FDA approved the drug under a
provision of its Subpart H
regulations, allowing it to restrict
the drug’s distribution to assure its
safe use. Critics have questioned
aspects of the Mifeprex approval
process, including the reliance on
historically-controlled clinical trials
that compare a drug’s effects on a
condition to the known course of
the condition rather than to
another drug or placebo. Critics
argued that Mifeprex does not fit
within the scope of Subpart H,
which applies to drugs that treat
serious or life-threatening illnesses.
Concerns have also been raised
about FDA'’s oversight of the drug
since approval, including the
agency’s response to deaths in U.S.
women who had taken the drug.

In this report GAO (1) describes
FDA'’s approval of Mifeprex,
including the evidence considered
and the restrictions placed on its
distribution; (2) compares the
Mifeprex approval process to the
approval processes for other
Subpart H restricted drugs; and
(3) compares FDA’s postmarket
oversight of Mifeprex to its
oversight of other Subpart H
restricted drugs. GAO reviewed
FDA regulations, policies, and
records pertaining to its approval
and oversight of Mifeprex and the
eight other Subpart H restricted
drugs. In addition, GAO
interviewed FDA officials and
external stakeholders.

To view the full product, including the scope
and methodology, click on GAO-08-751.
For more information, contact Marcia Crosse
at (202) 512-7114 or crossem @gao.gov.
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FOOD AND DRUG ADMINISTRATION
Approval and Oversight of the Drug Mifeprex

What GAO Found

FDA approved Mifeprex after evaluating the sponsor’s initial and revised new
drug application through three review cycles. In the first cycle, FDA
concluded that the available data supported the safety and efficacy of
Mifeprex and that, because the course of pregnancy was well-documented and
the effects of the drug were self-evident, the use of historical controls was
consistent with FDA regulations. FDA also concluded that before the drug
could be approved, the sponsor needed to provide final data from an ongoing
U.S. trial, and more detail on restricting the drug’s distribution. In the second
cycle, FDA concluded that while the U.S. trial data confirmed the drug’s safety
and efficacy, the sponsor needed to revise its distribution plan and address
labeling and manufacturing deficiencies. In the final review, FDA concluded
that termination of unwanted pregnancy is a serious condition and imposing
restrictions under Subpart H was necessary. FDA approved Mifeprex, but
required that the sponsor commit to conduct two postmarketing studies,
imposed several distribution restrictions intended to ensure that only qualified
physicians prescribe the drug, and required that patients attest to
understanding the treatment’s potential complications.

The approval process for Mifeprex was consistent with the processes for the
other Subpart H restricted drugs, although the details of FDA’s approval
depended on the unique risks and benefits of each drug. Common elements of
the approval processes included that FDA needed to evaluate potential
limitations in key clinical data (Mifeprex and six of the other drugs), did not
approve the drugs in the first review cycle (Mifeprex and five others), and
imposed similar types of distribution restrictions on Mifeprex and the other
drugs, though the specific details of the restrictions varied across the drugs.

FDA'’s postmarket oversight of Mifeprex has been consistent with its oversight
of other Subpart H restricted drugs. To oversee compliance with distribution
restrictions, FDA has reviewed data from all sponsors and conducted
inspections for Mifeprex and two other drugs. To oversee compliance with
postmarketing study commitments, FDA has relied on required updates from
sponsors and found unfulfilled commitments for most drugs, including
Mifeprex. To oversee compliance with adverse event reporting requirements,
FDA has evaluated data in sponsors’ reports and, for Mifeprex and seven
other drugs, has conducted inspections that revealed deficiencies for most of
these drugs, including Mifeprex. Lastly, FDA has taken similar steps to
oversee postmarket safety across the drugs, such as analyzing adverse events.
For Mifeprex, FDA investigated the deaths of six U.S. women who developed
a severe infection after taking the drug and concluded that the evidence did
not establish a causal relationship between Mifeprex and the infections.
Finally, FDA has taken similar actions to address emerging safety concerns
across the drugs, such as changing labeling.

HHS reviewed a draft of this report and informed GAO that it did not have
comments.

United States Government Accountability Office
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Abbreviations

AERS Adverse Event Reporting System

CDC Centers for Disease Control and Prevention

ENL erythema nodosum leprosum

FDA Food and Drug Administration

FDAAA Food and Drug Administration Amendments Act of 2007

HHS Department of Health and Human Services

HIV/AIDS human immunodeficiency virus / acquired immune
deficiency syndrome

NDA new drug application

REMS risk evaluation and mitigation strategy

SGE special government employee

This is a work of the U.S. government and is not subject to copyright protection in the
United States. The published product may be reproduced and distributed in its entirety
without further permission from GAO. However, because this work may contain
copyrighted images or other material, permission from the copyright holder may be
necessary if you wish to reproduce this material separately.
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United States Government Accountability Office
Washington, DC 20548

August 7, 2008

The Honorable Michael B. Enzi

Ranking Member

Committee on Health, Education, Labor, and Pensions
United States Senate

The Honorable Jim DeMint
United States Senate

The Honorable Roscoe G. Bartlett
House of Representatives

In September 2000, the Department of Health and Human Services’ (HHS)
Food and Drug Administration (FDA) granted marketing approval to the
prescription drug Mifeprex (mifepristone) for the medical termination of
early term pregnancy.' It remains the only drug approved in the United
States for this purpose. FDA approved the drug under a provision of the
agency’s Subpart H regulations that allows FDA to restrict the distribution
or use of a drug in order to assure its safe use.” Under this provision FDA
can require, as it did for Mifeprex, that distribution be restricted to certain
health care providers with specific training or experience. Since the drug’s
approval, more than 900,000 women are estimated to have taken Mifeprex
in the United States.

lMifeprex is the trade name for the mifepristone product marketed in the United States.
Mifepristone is the name of the underlying drug substance. Mifepristone is also sometimes
called “RU-486,” a reference to the name the drug had during laboratory testing.

2Subpart H of FDA’s drug approval regulations—titled “Accelerated Approval of New Drugs
for Serious or Life-Threatening Illnesses”—applies to drugs that are intended to treat
serious or life-threatening illnesses and provide a meaningful therapeutic benefit to
patients over existing treatments. The regulations contain two approval provisions. One
provides a process through which FDA may restrict the distribution or use of a drug to
assure its safe use. The other provides FDA with flexibilities that allow the agency to
accelerate the approval process for certain drugs on the basis of clinical trial endpoints
that are considered reasonably likely to predict clinical benefit. See 21 C.F.R. §§ 314.500-
560 (2007).
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Before a drug can be marketed in the United States, the drug sponsor must
submit a new drug application (NDA) to FDA containing data
demonstrating the safety and efficacy of the drug.” FDA reviews the NDA
to determine whether the drug’s benefits outweigh its risks.* Once FDA
completes its review, the agency issues an action letter in which it either
approves the drug as safe and effective for its intended use (approval
letter), informs the sponsor that the drug is likely to be approved once the
deficiencies FDA has identified are resolved (approvable letter), or
indicates that approval cannot be obtained without substantial additional
information (not approvable letter).” If FDA issues an approvable or not
approvable letter, a subsequent review cycle can begin once the sponsor
has addressed the issues FDA identified. FDA may require, as a condition
of approval, that a sponsor agree to restrict the drug’s distribution under
the agency’s Subpart H regulations.’

Critics have raised concerns and questions regarding several aspects of
FDA'’s approval process for Mifeprex. For example, questions have been
raised about the reliance on data from historically controlled clinical
trials—trials that compare a drug’s effects on a condition within the study
population to the known course of that same condition in patients or

A drug sponsor is the person or entity who assumes responsibility for the marketing of a
new drug, including responsibility for complying with applicable laws and regulations.

‘FDA also reviews supplemental NDAs, which sponsors submit to support proposed
changes to a drug’s label, a new dosage or strength of the drug, a new patient population or
intended use, or changes to the way the drug is manufactured after a drug has an approved
NDA.

’FDA issued a final rule on July 10, 2008, amending its drug approval regulations. The final
rule, among other things, discontinues FDA’s use of approvable letters and not approvable
letters. Instead, in the event that FDA determines it will not approve an application in its
current form, the agency will send applicants a “complete response letter” to indicate that
the review cycle for an application is complete and to describe the specific deficiencies the
agency identified in the application. The amended regulations are effective on

August 11, 2008. See 73 Fed. Reg. 39588-89 (July 10, 2008).

521 C.F.R. § 314.520 (2007). From 1992—the year that the regulations were promulgated—
through February 2007, nine drugs, including Mifeprex, had either an NDA or supplemental
NDA approved under this restricted distribution provision. Under the Food and Drug
Administration Amendments Act of 2007 (FDAAA), FDA may determine that a risk
evaluation and mitigation strategy (REMS) is necessary to ensure that the benefits of a
drug outweigh its risks. The REMS provisions of FDAAA went into effect on

March 25, 2008. As part of a REMS, FDA can require “elements to assure safe use,” which
include restrictions similar to those that can be required under Subpart H regulations.

21 U.S.C. § 3565-1(a), (e), (f); Pub. L. No. 110-85, §§ 901, 909(a), 121 Stat. 823, 922, 926-38,
950.
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populations that were not part of the trial—to support the safety and
efficacy of Mifeprex.” FDA regulations allow for the use of such historical
controls when the course of the condition in question is well-documented
within a comparable population and the effect of the drug is apparent.
Questions have also been raised about whether Mifeprex fit within the
scope of Subpart H regulations, which apply to drugs that are intended to
treat a serious or life-threatening illness. Critics have argued that
unwanted pregnancy should not be considered a serious or life-threatening
illness. They have also questioned whether FDA’s use of Subpart H
regulations was consistent with its use of the regulations to approve other
drugs.

Additionally, concerns have been raised about FDA’s postmarket oversight
of Mifeprex, including its efforts to ensure the sponsor’s compliance with
conditions of approval as well as the actions the agency has taken in
response to reported adverse events.® For approved drugs, FDA oversees
sponsors’ compliance with applicable reporting requirements, distribution
restrictions, and other conditions of approval.’ FDA also monitors the
drugs’ postmarket safety and efficacy. In the case of Mifeprex, six U.S.
women have died from severe bacterial infection after taking the drug,
raising questions about its safety. Some have questioned FDA’s
conclusion—which it discussed at a May 2006 congressional hearing—that
the available evidence had not established a causal relationship between
Mifeprex and the infections.

You asked us to review FDA’s approval of Mifeprex and its oversight of the
drug since approval. In this report we (1) examine FDA’s approach to
approving Mifeprex, including the types of evidence considered and the

21 C.F.R. § 314.126(b)(2)(V) (2007). In contrast, clinical trials that use concurrent controls
demonstrate the safety and efficacy of a drug by comparing its effects on patients in a
treatment group to the effects of a different treatment—such as another drug or a
placebo—on patients in a control group within the same study population.

*The term postmarket refers to activities occurring after a drug has been approved for
marketing. FDA uses the term adverse drug event to refer to any untoward medical event
associated with the use of a drug in humans.

FDA regulations require sponsors of approved drugs to submit various postmarket safety
reports. See 21 C.F.R. §§ 314.80, 314.81 (2007). Additionally, sponsors of approved drugs
must report to FDA annually on the progress of any postmarket studies required by FDA or
agreed to by the sponsor. 21 U.S.C. § 356b; 21 C.F.R. § 314.81(b)(2)(vii) (2007). FDA uses
such postmarket studies to gather additional information about a drug’s safety, efficacy, or
use once it is marketed.
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restrictions placed on its distribution and use; (2) compare the approval
process for Mifeprex to the approval processes for other drugs approved
under the restricted distribution provision of Subpart H; and (3) compare
FDA'’s oversight of the use of Mifeprex since its approval to the agency’s
oversight of the other drugs approved under the restricted distribution
provision of Subpart H.

To examine FDA’s approval of Mifeprex, we reviewed relevant laws,
regulations, policies, and guidance. We reviewed FDA records including an
archive of documents pertaining to the approval of Mifeprex.'’ We also
reviewed documentation from an FDA advisory committee meeting,"
testimony statements and the related transcript, FDA responses to
congressional requests, an August 2002 citizen’s petition and responses
from outside organizations, and other documentation pertaining to FDA’s
approval of Mifeprex. We interviewed FDA officials and external
stakeholders who had access to technical information or had conducted
analyses pertaining to Mifeprex that were not available through FDA.
These included a representative of the sponsor of the Mifeprex application
and its licensee,"” the American College of Obstetricians and Gynecologists
and the American Association of Pro Life Obstetricians and Gynecologists.

To compare the approval process for Mifeprex to those of other drugs, we
reviewed FDA documentation pertaining to FDA’s approval of the other
eight drugs that the agency had approved under the restricted distribution

1 response to a Freedom of Information Act request, FDA posted certain documents
pertaining to its approval of Mifeprex on the agency’s Web site (see
http://www.fda.gov/cder/archives/mifepristone/default.htm). The documents, which total
over 9,000 pages, include a range of sometimes redacted material such as handwritten
notes or email communications, communications between the drug sponsor and FDA,
meeting minutes, copies of international labeling, and study protocols.

YFDA may convene an advisory committee to obtain advice from scientific experts and
representatives of the public regarding a drug. FDA requests advice from advisory
committees on a variety of matters, including aspects of drug applications and postmarket
safety concerns for drug products. The primary role of an advisory committee is to provide
independent advice that will contribute to the quality of the agency’s regulatory decision-
making. Although the committees provide recommendations to the agency, final decisions
are made by FDA.

2The Population Council, a non-profit organization involved in reproductive health and
population issues, sponsored the Mifeprex application. During the NDA review process, the
Population Council contracted with Danco Laboratories, L.L.C. to serve as its licensee with
responsibility for commercial manufacturing and marketing of the drug. Following the
drug’s approval, the Population Council transferred ownership of the Mifeprex NDA to
Danco.
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Results in Brief

provision of Subpart H as of February 2007.” Specifically, we examined
key documents related to FDA'’s internal review and approval processes as
well as documentation from advisory committee meetings in order to
identify commonalities and differences in FDA’s process across the nine
Subpart H restricted drugs, including Mifeprex. In our examination we
focused on issues that had arisen during FDA'’s review of Mifeprex to
determine whether similar issues had arisen in FDA’s review of the other
drugs, and how FDA had addressed those issues for the other drugs.

To compare FDA'’s oversight of the use of Mifeprex since approval to the
agency'’s oversight of the other Subpart H restricted drugs, we reviewed
relevant regulations and FDA guidance. We also examined FDA
documentation on the agency’s oversight of sponsors’ compliance with
distribution restrictions, postmarketing study commitments, and adverse
event reporting requirements for the nine Subpart H restricted drugs. In
addition, we reviewed FDA’s process for evaluating and responding to
postmarket data on adverse events for each drug. Lastly, we interviewed
FDA officials and staff who are responsible for postmarket oversight of
these drugs. We conducted our work from February 2007 through August
2008 in accordance with generally accepted government auditing
standards. Those standards require that we plan and perform the audit to
obtain sufficient, appropriate evidence to provide a reasonable basis for
our findings and conclusions based on our audit objectives. We believe
that the evidence obtained provides a reasonable basis for our findings
and conclusions based on our audit objectives.

On September 28, 2000, FDA approved Mifeprex under the restricted
distribution provision of its Subpart H regulations after examining the
NDA through three review cycles. In its first review, FDA concluded that
the available evidence supported the safety and efficacy of Mifeprex. This
conclusion was based in part on FDA’s determination that because the
course of pregnancy was well-documented and the effects of the treatment
were self-evident, the reliance on historical controls in three key clinical
trials—two conducted in France and one ongoing in the United States—
was appropriate and consistent with FDA regulations. FDA issued an
approvable letter in September 1996 concluding that the sponsor needed

®We initiated our work in February 2007. In June 2007, FDA approved one additional
drug—Letairis—under the restricted distribution provision of Subpart H. This drug was not
included in our review.
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to provide additional information, such as the final data from the U.S. trial
and a detailed plan to restrict the drug’s distribution, before an approval
decision could be made. The second review cycle began when the sponsor
submitted a complete response to this letter. FDA issued a second
approvable letter in February 2000 after concluding that the new data
confirmed the safety and efficacy of Mifeprex for the U.S. market but also
that the sponsor needed to revise its distribution plan and address labeling
and manufacturing deficiencies. In its final review, FDA deliberated about
the distribution restrictions and conditions of use needed to assure the
safe use of the drug. FDA concluded that termination of an unwanted
pregnancy is a serious condition and that the drug can allow patients to
avoid a surgical procedure and therefore Mifeprex fit within the scope of
Subpart H. FDA further concluded that the drug could only be used safely
if distribution was limited to qualified physicians. The sponsor argued that
the drug did not treat a serious condition and that because they had
voluntarily agreed to the restrictions FDA had requested, it was neither
appropriate nor necessary to impose the restrictions under Subpart H.
However, the sponsor eventually acquiesced to FDA'’s requirement that
approval be under Subpart H. After FDA concluded that the sponsor had
adequately revised its distribution plan and addressed the remaining issues
identified in FDA’s reviews, it approved the Mifeprex NDA under

Subpart H with several restrictions. These included requiring that
prescribing physicians attest to possessing specific skills, agree to fully
discuss the treatment with patients, and agree to report certain adverse
events to the sponsor; that the drug be distributed directly to physicians by
an authorized distributor; and that patients attest to fully understanding
the treatment and its potential complications. The drug was also approved
subject to the sponsor’s commitment to conduct two postmarket studies
related to patient outcomes.

The approval process for Mifeprex was generally consistent with the
approval processes for the other eight Subpart H restricted drugs, but the
details of FDA’s approval process for each drug depended on the drug’s
unique risks and benefits. One common element across the approval
processes for seven of the drugs, including Mifeprex, was that FDA needed
to evaluate potential limitations—such as lack of concurrent controls or
small sample sizes—in key clinical trials supporting the NDA. For some of
these drugs other than Mifeprex, FDA concluded that there were
weaknesses in the data submitted in the NDA that needed to be addressed.
Another common element for six of the drugs, including Mifeprex, was
that FDA issued at least one prior action letter before ultimately approving
the drug for marketing under Subpart H. Additionally, the types of
distribution restrictions that FDA imposed on Mifeprex were similar to
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those the agency imposed on the other drugs, though the details of the
restrictions varied depending on the drug. Lastly, eight of the drugs,
including Mifeprex, were approved with two or more postmarketing study
commitments, each with one or more commitments related to adverse
events or patient outcomes of interest.

FDA’s postmarket oversight of Mifeprex has been consistent with the
agency’s postmarket oversight of the other Subpart H restricted drugs. To
oversee the drug sponsors’ compliance with distribution restrictions, FDA
has relied on data submitted by sponsors for all of the drugs. For three of
the drugs, one of them Mifeprex, FDA has also completed inspections of
the sponsor or its distributors. To oversee compliance with postmarketing
study commitments, FDA has relied on updates in required reports from
sponsors. Most of the drugs, including Mifeprex, have at least one study
commitment that remains unfulfilled. To oversee compliance with adverse
event reporting requirements, FDA has relied on sponsors’ reports for all
of the drugs and has also conducted inspections of the sponsor or its
manufacturers for eight of them. FDA has cited the sponsors of seven of
the drugs, including Mifeprex, for adverse event reporting deficiencies. To
oversee the postmarket safety of all of the Subpart H restricted drugs, FDA
has routinely conducted reviews of adverse event reports to monitor for
safety concerns. In the case of Mifeprex, FDA investigated the deaths of
six U.S. women who developed a fatal infection following treatment with
Mifeprex for medical abortion. FDA has determined that in all six of the
deaths, the women used a Mifeprex treatment regimen that has not been
approved by FDA. Based on its investigations, FDA has concluded that a
causal relationship between the use of Mifeprex and the fatal infections
has not been established. FDA has also monitored other kinds of adverse
events and has concluded that, with the exception of the cases of fatal
infection, reported serious adverse events associated with Mifeprex have
been within or below the ranges it expected. Additionally, for Mifeprex
and the other drugs, FDA has taken similar actions—such as issuing
warnings and requesting changes to the product labeling—to
communicate safety information to consumers and health care providers.

HHS reviewed a draft of this report and informed us that it did not have

general comments. In addition, HHS provided technical comments which
we incorporated as appropriate.
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Background

The Mifeprex NDA provided for the use of Mifeprex, in combination with
another drug, for the medical termination of pregnancy. The treatment
regimen described in the NDA involved taking Mifeprex orally, and then
taking the drug misoprostol orally 2 days later unless termination of the
pregnancy had already occurred.” Patients return for a follow-up visit with
their prescribing physician 2 weeks later to ensure that the termination of
the pregnancy has been completed. The treatment regimen works by both
interrupting the hormones that the body needs to maintain a pregnancy
and inducing the uterine cramping necessary to cause a medical abortion.

At the time that the drug sponsor submitted the Mifeprex NDA, in March
1996, mifepristone had already been approved in multiple countries. The
drug was first approved for the medical termination of pregnancy in
France and China in 1988." It was approved subsequently in the United
Kingdom in 1991, in Sweden in 1992, and various other European countries
throughout the 1990s. In general, the treatment regimens approved in
these countries were similar to those studied in the Mifeprex NDA, though
in some cases the specific drug used in combination with mifepristone was
different.

FDA Application Review
Process

FDA reviews drug applications to determine whether they provide
sufficient evidence to demonstrate that a drug is safe and effective for the
proposed use, including whether the benefits of the drug outweigh its
risks. FDA'’s formal process for new drug approval begins after a drug
sponsor submits an application, typically following a long period of
research and development. During a preliminary review, FDA determines
whether the application is sufficiently complete to be reviewed and if so,
designates it for either standard or priority review, depending on the

“Misoprostol is one of several drugs that had been studied in combination with
mifepristone for the medical termination of pregnancy because they have been shown to
induce uterine contractions. However, it is approved for marketing in the United States for
a different indicated use.

The company that discovered mifepristone and manufactured it for marketing in
France—Roussel Uclaf—did not want to produce the drug for the U.S. market. Instead, the
U.S. sponsor retained a contract manufacturer. For a more detailed discussion of the
history of the development of mifepristone for the U.S. market, see: Congressional
Research Service, Abortion: Termination of Early Pregnancy with RU-486
(Mifepristone), (Washington, D.C.: 2001).
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therapeutic potential of the drug.” The agency then assigns a team of
reviewers—including medical officers, chemists, statisticians,
microbiologists, pharmacologists, and other experts—within the relevant
FDA review division. This review team, which is usually led by a medical
officer, conducts a comprehensive evaluation of the clinical and non-
clinical information in the application including the safety and efficacy
data for the drug, the design and quality of the studies used to support the
application, and the proposed labeling for the drug and also reviews the
results of inspections of the facilities where the drug is manufactured.”
The review team compiles the results of its analyses and recommends
either an approval, approvable, or not approvable action.

FDA managers, usually including the review team’s supervisor and senior
management within the applicable review division, determine what action
to take on an application, based on the recommendations of the review
team. These managers examine the review team’s analysis and individually
decide whether to concur with the recommendation. The final decision on
the action the agency should take is usually, but not always, made by the
director of the applicable review division. In some cases, actions must be
reviewed and agreed to by the relevant FDA office.

This review process may span several cycles. For those applications not
approved during the first review cycle—both approvable and not
approvable—the second FDA review cycle begins once the sponsor
submits an amendment to the application providing responses to the
deficiencies FDA identified in its previous review. These amendments
often contain additional studies, analyses, data, or clarifying information
to address FDA'’s concerns. The responsible review team reviews the
information provided by the sponsor, conducts any additional analyses
that are required, reviews the results of any additional inspections that
have been conducted, and again recommends either an approval,
approvable, or not approvable action. As with the first review cycle, the
process ends once FDA management reviews the recommendations of the

“FDA may grant priority review status when it determines that a drug may provide
significant benefits in the treatment, diagnosis, or prevention of a disease as compared to
marketed drugs or non-drug therapies, such as surgery, or provide a treatment where no
adequate therapy exists.

"The non-clinical data in an NDA pertains to, for example a drug’s chemistry,
manufacturing, and controls as well as its toxicology and pharmacology.
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review team and makes its decision on the action to take on the
application.

Restricting Drug
Distribution and Subpart H
Regulations

To address concerns FDA identifies regarding the safe use of a drug, the
agency may condition approval by requiring that the sponsor agree to
restrict the drug’s distribution. FDA has established restricted distribution
programs for approved drugs primarily by requiring that a drug’s approval
be under the restricted distribution provision of Subpart H regulations.
According to the scope of the regulations, Subpart H applies to new drugs
that “have been studied for their safety and effectiveness in treating
serious or life-threatening illnesses and that provide meaningful
therapeutic benefit to patients over existing treatments” for the
condition.” FDA may approve a drug under the restricted distribution
provision of these regulations if it meets these criteria and the agency
concludes that the drug is effective but can be safely used only if
distribution or use is restricted. For example, FDA may require that
distribution of a drug be limited to certain facilities or physicians with
special training.

As of February 2007, nine drugs—Actiq, Accutane, Lotronex, Mifeprex,
Plenaxis, Revlimid, Thalomid, Tracleer, and Xyrem—had either an NDA or
supplemental NDA approved under the restricted distribution provision of
Subpart H.” For each of the drugs, either during the application review
process or based on postmarket data, FDA identified concerns about the
safe use of the drug that led the agency to apply Subpart H. The drugs
were approved to treat a range of conditions, such as breakthrough cancer
pain, specific symptoms of narcolepsy, and severe acne.

FDA has also required that drug sponsors agree to restrict the distribution
of drugs without imposing Subpart H. Clozaril, Tikosyn, and Trovan are
three examples of drugs that have restricted distribution programs that
were imposed outside of Subpart H. (See app. I for a table describing
drugs FDA has approved with restricted distribution programs and the
conditions they are intended to treat). While Clozaril was first approved in

1521 C.F.R. § 314.500 (2007).

%21 C.F.R. § 314.520 (2007). The sponsor for Plenaxis—approved in 2003 for the palliative
care of certain patients with advanced prostate cancer—withdrew the product from the
market in 2006. Additionally, three generic versions of Accutane have been approved for
marketing under this restricted distribution provision.
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1989, FDA imposed distribution restrictions on both Tikosyn and Trovan
after Subpart H regulations had been promulgated.

A second approval provision of Subpart H provides FDA with flexibilities
that allow the agency to accelerate the approval process for drugs that
provide meaningful therapeutic benefits over alternatives for serious or
life-threatening illnesses.” Specifically, under the provision, FDA may
approve a drug on the basis of clinical trials establishing that the drug has
an effect on a surrogate endpoint—such as weight gain or reduced
occurrence of infections in patients with HIV—that is reasonably likely to
predict a clinical benefit or on the basis of an effect on a clinical endpoint
other than survival or irreversible morbidity.” This allows FDA to approve
a drug before measures of effectiveness that would usually be required for
approval are available. However, under this approval provision, drug
sponsors are ordinarily required to conduct postmarket studies to confirm
and further describe the drug’s clinical benefit. As of February 2007, FDA
had used this provision to approve 52 drugs, most of which are intended to
treat HIV/AIDS or various cancers.

FDA’s Role in Postmarket
Oversight

Because some risks may not become known until after a drug’s approval
and use in a wider segment of the population, FDA has a range of
postmarket oversight responsibilities once a drug is approved for
marketing in the United States. FDA’s postmarket oversight
responsibilities include assessing sponsors’ compliance with requirements
for a given drug, such as postmarketing study commitments, adverse event
reporting, and restricted distribution requirements. In addition, FDA
monitors reported adverse events to assess the postmarket safety of
approved drugs and may take action if it develops a concern about a drug’s
safety.

With regard to postmarketing study commitments, FDA oversees
sponsors’ compliance with regulations that require sponsors of all
approved drugs to report to FDA annually on their progress in meeting the

*See 21 C.F.R. § 314.510 (2007).

21According to FDA, although some surrogate endpoints are recognized as well-established
and have long been a basis for approval (such as change in blood pressure or cholesterol),
accelerated approval regulations allow reliance on a “surrogate endpoint that, while
‘reasonably likely’ to predict clinical benefit, is not so well-established as the surrogates
ordinarily used as bases of approval in the past.” 57 Fed. Reg. 58942, 58944 (Dec. 11, 1992).
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commitments. FDA requires that sponsors report on the status of these
studies in an annual report that also includes updates on the distribution
of the drug, labeling changes, clinical literature published on the drug, and
the drug’s marketing.” FDA designates unfulfilled study commitments as
submitted, pending, ongoing, delayed, released, or terminated.

FDA also oversees sponsors’ compliance with regulations that require
sponsors of all approved drugs to report periodically to FDA on safety
information and specific types of adverse events that occur in association
with an approved drug.” Sponsors must provide in periodic reports
(quarterly for the first 3 years after approval and annually thereafter) a
narrative summary and analysis of adverse event information. For adverse
events that are considered both serious and unexpected,* sponsors are
required to submit a report—known as a “Postmarketing 15-day Alert
Report”—to FDA within 15 calendar days from the time the sponsor was
informed of the event. To assess sponsors’ compliance with these adverse
event reporting requirements, FDA reviews sponsors’ reports and
conducts inspections of the sponsors’ reporting policies and procedures.

For drugs approved under the restricted distribution provision of
Subpart H, FDA oversees sponsors’ compliance with the restrictions
placed on the drugs’ distribution or use. To assess compliance with
restrictions, FDA reviews information such as summaries of sponsors’
distribution programs in annual reports and in some cases separate
reports required by the agency to provide details and updates on
distribution programs. In addition, FDA may conduct inspections of a
sponsor’s corporate headquarters, manufacturing sites, or contractors,
such as specialty distributors, to evaluate whether distribution policies
and procedures comply with the approved restrictions for a given drug. If
FDA identifies deficiencies during an inspection, it may issue a formal
citation—known as a Form FDA 483. In addition, FDA may communicate
less serious findings as written or oral “observations” or
“recommendations.””

2See 21 C.F.R. § 314.81 (2007).
¥See 21 C.F.R. § 314.80 (2007).
*Unexpected events are those that are not included in the current labeling for a drug.

25 . . . . .
“FDA uses the same reporting scheme—noting citations, observations, or
recommendations— for its inspections to assess sponsor compliance with adverse event
reporting.
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To monitor postmarket safety of approved drugs, FDA reviews clinical
literature, routinely evaluates the available data on reported adverse
events, and conducts investigations of the nature and patterns of these
events. FDA compiles data from sponsor’s reports on adverse events,
along with data from voluntary reports submitted to the MedWatch
program, in its Adverse Event Reporting System (AERS) database.”” FDA
safety evaluators analyze data from AERS and in the clinical literature to
detect signs of potential safety concerns. These evaluations may reveal the
need for further studies of a drug or may result in FDA action to ensure
the safety of the drug.”

If FDA identifies problems with a sponsor’s compliance with agency
requirements or identifies postmarket safety concerns, the agency can
take a range of actions to address the concern and communicate safety
information to healthcare providers and the public. For example, FDA may
revise the restrictions on a drug’s distribution, request changes to a drug’s
labeling, issue patient advisories or public health alerts, or request that a
sponsor issue letters to health care providers or pharmacists to alert them
to safety concerns. FDA may also issue a regulatory letter citing violations
of laws or regulations. Typically, FDA issues a Warning letter for violations
that may lead FDA to pursue further enforcement action if not corrected
or issues an untitled letter for violations that do not meet this threshold.
FDA also has the authority to withdraw a drug’s marketing approval for
safety-related and other reasons,” although it rarely does so. Additionally,

*MedWatch is a voluntary reporting program through which health professionals and
consumers can report adverse reactions, product problems, and use errors related to drugs
and other products approved by FDA.

*’GAO has previously reported on and made recommendations regarding FDA’s postmarket
oversight of approved drugs. See GAO, Drug Safety: Improvements Needed in FDA'’s
Postmarket Decision-making and Oversight Process. GAO-06-402. (Washington, D.C.:

Mar. 31, 2006).

%21 U.S.C. § 355(e).
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FDA Approved
Mifeprex under the
Subpart H Restricted
Distribution Provision
After Concluding That
Clinical Evidence
Supported Its Safety
and Efficacy

Subpart H regulations establish an expedited process for withdrawing a
drug’s marketing approval, in certain circumstances.”

FDA approved Mifeprex after three review cycles. In its initial review, FDA
concluded that reliance on historical controls in three key clinical trials
was appropriate and consistent with FDA regulations and that the
available data supported the safety and efficacy of the drug. In an
approvable letter, FDA notified the sponsor that it needed to provide
additional data and more detail on its proposal to restrict the drug’s
distribution before an approval decision could be made. A second review
cycle began when the sponsor submitted data responding to this letter.
The agency issued a second approvable letter after finding that new data
confirmed Mifeprex’s safety and efficacy but also that the sponsor needed
to revise its distribution plan and address labeling and manufacturing
deficiencies. FDA further concluded that the drug was a candidate for
approval under Subpart H. In the final review cycle, FDA concluded that
the sponsor’s revised distribution plan and other revisions were sufficient
to address FDA’s comments. FDA also concluded that Mifeprex met the
scope of Subpart H and that approval under the restricted distribution
provision of Subpart H was necessary to ensure that only qualified
physicians prescribed the drug. On September 28, 2000, FDA approved
Mifeprex under the restricted distribution provision of Subpart H with
several restrictions and two postmarketing study commitments. (See
table 1 for a timeline of key events in the Mifeprex approval process.)

*Under Subpart H regulations, FDA may withdraw a drug’s marketing approval after
providing for a hearing, in the following circumstances; (1) a postmarketing clinical study
fails to verify clinical benefit; (2) the sponsor fails to perform the required postmarketing
study with due diligence; (3) use after marketing demonstrates that postmarketing
restrictions are inadequate to assure safe use of the drug product; (4) the sponsor fails to
adhere to the postmarketing restrictions agreed upon; (5) the promotional materials are
false or misleading; or (6) other evidence demonstrates that the drug product is not shown
to be safe or effective under its conditions of use. 21 C.F.R. § 314.530 (2007).
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_______________________________________________________________________________________|]
Table 1: Timeline of Key Events in FDA’s Approval of Mifeprex

Date Event

First review cycle

March 1996 The sponsor submitted a new drug application (NDA) for the
use of Mifeprex in combination with the drug misoprostol for the
medical termination of intrauterine pregnancy.

July 1996 FDA Reproductive Health Drugs Advisory Committee meeting.

September 1996 FDA issued an approvable letter listing issues that the sponsor
needed to address before the application could be approved.

Second review cycle

August 1999 After delays securing a manufacturer, the sponsor completed its
responses to FDA’s 1996 approvable letter.

February 2000 FDA issued a second approvable letter, listing issues that the
sponsor needed to address prior to approval.

Third review cycle

March 2000 The sponsor completes its responses to FDA’s second
approvable letter.

September 2000 FDA approved Mifeprex under the restricted distribution
provision of Subpart H.

November 2000 Distribution of Mifeprex began in the United States.

Source: GAO analysis of FDA and drug sponsor data.

FDA's Initial Review Cycle
and Approvable Action
(March to September 1996)

FDA'’s initial review began when the drug sponsor submitted the Mifeprex
NDA in March 1996. After conducting a preliminary review of the NDA,
FDA designated the application for priority review, establishing a goal that
the agency would issue an action letter within 6 months. FDA’s rationale
for the designation was that as the first drug that would be approved for its
particular indication, Mifeprex was a therapeutic advance because women
using the drug could potentially avoid the risks of surgery and anesthesia
involved in a surgical termination of a pregnancy.

FDA assigned a team of reviewers within the Division of Reproductive and
Urologic Drug Products to review the evidence in the Mifeprex NDA. The
key safety and efficacy data in the NDA consisted of three historically
controlled clinical trials, two conducted in France and one conducted in
the United States. These trials studied the Mifeprex treatment regimen—
mifepristone in combination with misoprostol—in a total of more than
4,000 women. At the time the NDA was submitted, the French trials were
complete and the U.S. trial was ongoing. As a result, during the first review
cycle, the review team analyzed the complete safety and efficacy data from
the French clinical trials, but only summary data on serious adverse events
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from the U.S. clinical trial. FDA reviewers also considered results from
other trials conducted in Europe from 1983 through 1996 in which
mifepristone was studied either alone or in combination with misoprostol
or similar drugs. In addition, the review team considered safety
information from extensive postmarketing experience in Europe,
including a postmarket safety database containing information on women
who had used mifepristone. Lastly, the review team considered the non-
clinical data in the application, including data on the drug’s chemistry and
manufacturing.

In its review of the Mifeprex data, FDA reviewers determined that the
reliance on historical controls in the key clinical trials was appropriate and
consistent with FDA regulation. According to FDA, historical control
designs can make it more difficult to evaluate which effects can be
attributed to the drug being studied.” However, FDA regulations list
historical controls as an acceptable type of control when the natural
history of the condition being treated is well-documented and when the
effects of the drug are self-evident.” In the case of the Mifeprex NDA, FDA
determined that the historically controlled trials provided substantial
evidence of safety and efficacy because the outcomes of women taking the
Mifeprex regimen were compared with the well-documented data on the
natural course of pregnancy, including rates of miscarriage, and the effect
of the drug—termination of a pregnancy—was obvious.”

To assist the review team in its assessment of Mifeprex, FDA convened the
Reproductive Health Drugs Advisory Committee in July 1996 and asked
the members to examine the data and vote on their conclusions regarding
the drug’s safety and efficacy. Six of the eight voting members voted, with

¥See FDA, Guidance for Industry: E 10 Choice of Control Group and Related Issues in
Clinical Tials (Rockville, Md.: May 2001).

?121 C.F.R. § 314.126(b)(2)(V) (2007). The regulation also states that studies that are
“adequate and well-controlled” provide the primary basis for determining whether there is
“substantial evidence” in support of the claims of effectiveness for new drugs. Among other
things, an adequate and well-controlled study provides sufficient details of study design,
conduct, and analysis to allow critical evaluation, and the design must permit a valid
comparison with a control to provide a quantitative assessment of the drug’s effect.

®EFDA has cited examples of other drugs that have relied upon historical controls.
According to FDA, for contraceptives the effect of the drug can be compared to the well-
documented rate of pregnancy in sexually active women between the ages of 15 and 35 in
the absence of contraception. For example, FDA approved the contraceptive drug products
Lybrel, Implanon, Yaz, and NuvaRing on the basis of historically controlled clinical trials.
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two abstentions, that the available evidence demonstrated that the
benefits of the regimen outweighed its risks for the proposed indication in
the United States. However, the members agreed unanimously that FDA
should provide the final safety and efficacy data from the U.S. clinical trial
for their review. The advisory committee also discussed the basic
elements of a voluntary restricted distribution system proposed by the
drug’s sponsor, which would require that Mifeprex be distributed directly
to physicians, that prescribing physicians meet certain training
requirements, and that patients meet certain conditions before receiving
the drug. The advisory committee voted unanimously that they agreed
with the concept of restricting distribution of the drug but had
reservations about how the proposed system would assure that physicians
had adequate credentials. The members recommended that the sponsor
conduct postmarket studies to address six unanswered questions about
the treatment regimen and the distribution system. The members also
provided extensive comments on the draft labeling proposed by the
SpONSOr.

The FDA review team concluded that the NDA was approvable, based on
its assessment of the clinical and non-clinical data and the input from the
advisory committee. The medical officer leading the review team
concluded that the available clinical data indicated “that medical abortion
can be safely delivered in a wide variety of United States settings.” The
data from the French trials showed the treatment to be roughly 95 percent
effective at terminating pregnancy through 49 days gestation. The data
from the French clinical trials also showed that almost all patients
experienced some side effects—such as uterine cramping and bleeding—
most of which were expected based on the way the drug works. Though
serious adverse events were considered rare, some women experienced
bleeding that required medical intervention, and approximately 0.2 percent
of patients required transfusion. The medical officer concluded that the
preliminary U.S. data on adverse events did not appear to differ
significantly from the French trials.”

#The medical officer noted that it was only possible to make general comparisons across
these events because definitions and reporting requirements were different in the two
countries. Additionally, while the sponsor had not yet completed its analysis of the safety
and efficacy data from the U.S. clinical trial, information from the studies was forwarded to
the sponsor weekly. The medical officer concluded, based on preliminary examination of
this information, that the final results of the U.S. trials were likely to be similar to the
results of the French trials.
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In September 1996, FDA issued an approvable letter for the use of
Mifeprex in combination with the drug misoprostol for the termination of
intrauterine pregnancy up to 49 days gestation. In memos documenting
concurrence with the review team, and in the approvable letter itself, FDA
management outlined the clinical and non-clinical issues the sponsor
needed to address prior to approval. First, the full data from the U.S.
clinical trial were needed to establish safety and efficacy of the Mifeprex
regimen in the U.S. health care setting. Second, FDA agreed with the
sponsor’s proposal to limit the drug’s distribution, but the sponsor had not
yet submitted sufficient detail on how it would be implemented to allow
for the plan to be fully evaluated.* Third, the drug labeling proposed by the
sponsor needed to be revised to provide more information on the
treatment and to address comments from the advisory committee. Fourth,
the sponsor would need to commit to pursue the postmarket studies
suggested by the advisory committee. Finally, the sponsor would need to
address certain deficiencies in chemistry and manufacturing data
identified in FDA’s review.

FDA’s Second Review
Cycle and Approvable
Action (August 1999 to
February 2000)

FDA'’s second review cycle for the Mifeprex NDA officially began once the
sponsor had completed its responses to the first approvable letter.
However, these responses were delayed because of difficulties the sponsor
encountered in securing a manufacturer for the drug product. In the
interim, the sponsor submitted a range of data to FDA, including the final
safety and efficacy results from the U.S. clinical trial, updated safety data
from other trials of mifepristone and international postmarketing
experience with the drug, formal revisions of the product labeling, and
outstanding chemistry and manufacturing data. In August 1999, the
sponsor completed its responses to the approvable letter by submitting an
overview of the key principles of the restricted distribution system as well
as responses to the postmarketing study commitments. At the time of this
submission, the sponsor was still working with its planned distributor on
the details of the restricted distribution system.

Based on the updated data, the review team recommended approval for
the Mifeprex NDA once the sponsor had clarified the details of the drug’s
distribution, revised the drug labeling, and addressed deficiencies in the

¥FDA management’s concurrence memos noted that because the sponsor had voluntarily
proposed a restricted distribution system, imposing restrictions through Subpart H
regulations did not appear warranted.
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chemistry and manufacturing data. The medical officer concluded that the
final results from the U.S. clinical trial were acceptable and confirmed the
results of the French trials that the regimen was safe and effective.” The
medical officer concluded that the comments from the July 1996 advisory
committee meeting were fully considered and, to the extent possible,
implemented.” The medical officer also concluded that additional detail
was needed to determine whether the sponsor’s proposed distribution
plan was sufficient. The non-clinical reviews during this review cycle—
which included inspections of manufacturing facilities”—identified
deficiencies in the drug’s chemistry data and manufacturing processes that
needed to be addressed, as well as sections of the drug’s labeling that
needed to be revised.

In January 2000, the sponsor submitted a more detailed plan describing
how the proposed distribution restrictions would be implemented. The
plan had three key elements. First, the Mifeprex regimen would only be
administered under the supervision of qualified physicians who had agreed
to provide the treatment according to several guidelines. Specifically,
prescribing physicians would be required to attest to being able to
accurately assess the duration of a pregnancy, diagnose an ectopic
pregnancy,” and assure that patients have access to appropriate follow up
care if needed to manage complications. The physicians would also need
to agree to fully explain the procedure to each patient and obtain her

®The U.S. clinical trial data showed the treatment to be 92 percent effective for terminating
pregnancy through 49 days gestation, which was slightly lower than the 95 percent from the
French trials. Adverse event rates were also slightly higher in the U.S. trials. The medical
officer attributed these differences to the relative inexperience of U.S. clinicians with the
treatment. In addition, the medical officer concluded that the updated information from
international studies, postmarket experience, and the published literature was consistent
with the results from the U.S. and French trials.

*In November 1999, FDA provided advisory committee members the final results from the
U.S. clinical trial for their review and comment. FDA did not receive any comments from
the members on these results.

¥The drug substance (mifepristone) in the Mifeprex product was manufactured by the
Shanghai Haulian Pharmaceutical Co., Ltd., with the manufacturing facilities located in
China. Initial FDA inspections found the manufacturer not in compliance with FDA’s good
manufacturing practice standards.

38Ectopic pregnancy—which occurs when a fertilized egg improperly implants outside of
the uterus—is a contraindication for receiving the Mifeprex regimen. Accurate screening to
ensure that patients with an ectopic pregnancy do not receive the treatment was a concern
because a ruptured ectopic pregnancy is a life-threatening condition and its symptoms are
similar to the side effects of the Mifeprex regimen.
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signed consent, record the unique product serial number for tracking
purposes, and report any serious adverse event or on-going pregnancy to
the sponsor. Second, the drug would only be distributed directly to
physicians after an authorized distributor had verified that the physician
had registered with it and had a signed attestation on file. Third, patients
would be required to meet certain conditions before receiving the drug,
such as signing a patient agreement attesting to her understanding of the
potential complications of the treatment.

FDA management concluded that the proposed distribution plan did not
provide for adequate training and certification of prescribing physicians
and needed to be revised before the NDA could be approved. In February
2000, FDA issued a second approvable letter for Mifeprex, notifying the
sponsor that it needed to revise its proposed distribution plan, address
deficiencies in the drug’s chemistry data and manufacturing, and revise the
drug’s labeling. The letter also stated that FDA had considered the
application under the restricted distribution provision of Subpart H and
that distribution restrictions would be necessary in order to assure the
safe use of the drug. The approvable letter further reminded the sponsor of
its commitment to pursue postmarketing study commitments to address
questions that were raised at the time of the advisory committee meeting.

FDA’s Final Review Cycle
and Marketing Approval

for Mifeprex (March to
September 2000)

In March 2000, the sponsor submitted its complete response to FDA’s
February 2000 approvable letter. This submission included updated safety
data from ongoing trials and international postmarket experience,
international product labeling, and revisions to the distribution plan. The
sponsor also provided additional data and revisions—including updated
chemistry and manufacturing data, a revision to the distribution plan, and
revised labeling—to address comments from FDA that arose during the
review cycle. The agency’s review of these submissions included multiple
meetings and teleconferences with the sponsor and input from a
consultant who was a special government employee (SGE) and a member
of the Reproductive Health Drugs Advisory Committee.”

39According to FDA, it is not uncommon for the agency to consult with members of its
advisory committees who have special expertise in a particular drug under review.
Generally, an SGE is defined as an officer or employee who is retained, designated,
appointed, or employed by the government to perform temporary duties, with or without
compensation, for not more than 130 days during any period of 365 consecutive days.

18 U.S.C. § 202(a).
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During the final review cycle, FDA’s deliberations—which involved a wide
range of agency staff and management, including at times the
Commissioner—focused on four key issues: whether prescribing
physicians should be required to participate in a formal training and
certification program, whether to require that approval be under

Subpart H, what conditions of use should be specified, and what
postmarketing study commitments would be needed to assure the safe use
of the drug.

Physician Training: In its deliberations, FDA considered requiring that
physicians participate in specific training and have their qualifications
certified before being allowed to prescribe Mifeprex, as opposed to relying
on the sponsor’s proposed system of self-attestation. However, FDA
concluded that such a requirement was not necessary. FDA officials told
us that the agency determined that its concern about ensuring that
prescribers were adequately qualified could be addressed by requiring that
the sponsor make educational materials and training programs readily
available and requiring that prescribing physicians sign an agreement
attesting to their qualifications. The SGE consultant agreed with this
conclusion. FDA officials also told us that the agency wanted to minimize
the burden that the restricted distribution program would place on
providers and patients by requiring only what was necessary to address
safety concerns.”

In July 2000, the sponsor submitted its revised distribution plan. This plan
addressed FDA’s comments by providing increased emphasis in the
product labeling on the educational materials and trainings available to
physicians and the importance of participating in the training. The other
key elements of the plan—including the specific qualifications that
physicians were required to meet and agreements regarding discussing the
treatment and adverse event reporting—were essentially unchanged from
those the sponsor proposed in its January 2000 plan.

Approval under Subpart H Regulations: FDA had maintained through the
first two review cycles that distribution restrictions would be required for
Mifeprex. However, minutes from meetings between FDA and the sponsor
indicate that the agency was still considering whether it was necessary to
impose those restrictions under Subpart H during the final review cycle.
During the second review cycle, FDA had concluded that the restricted

40Subpart H regulations state that any restrictions imposed will be commensurate with the
specific safety concerns presented by the drug product. 21 C.F.R. § 314.520(b) (2007).
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distribution provision could be applied to Mifeprex.” FDA eventually
concluded that it would be necessary to do so. In its documented rationale
for this conclusion, FDA stated that the drug met the scope of the
regulations because the termination of an unwanted pregnancy is a serious
condition, and that the drug provided a meaningful therapeutic benefit
over existing therapies by allowing patients to avoid the procedure
required with surgical termination of pregnancy. FDA officials told us that
the agency has broad discretion to determine which conditions or illnesses
may be considered serious or life threatening, and that in the case of
Mifeprex it considered the potential in any pregnancy for serious or life-
threatening complications—such as hemorrhage—in its determination.*”
Additionally, FDA concluded that Mifeprex could only be used safely if
distribution was limited to physicians who could assess the duration of a
pregnancy, diagnose an ectopic pregnancy, and provide patients with
access to surgical intervention if necessary.

Throughout the approval process, the sponsor was opposed to approval
under Subpart H. Specifically, the sponsor argued that the drug did not fit
within the scope of Subpart H because pregnancy itself is not a serious or
life threatening illness. The sponsor also argued that the intent of the
restricted distribution provision was to allow for restricted distribution of
highly toxic or risky drugs, and that Mifeprex did not fit this description.”
The sponsor also expressed concern that approving the drug under
Subpart H could unfairly mark Mifeprex as risky and deter women from
using the drug. Lastly, the sponsor held that imposing Subpart H was
unnecessary because it had voluntarily committed to the distribution

“'FDA had also noted that approving the drug under Subpart H would allow the agency to
impose similar restrictions on any future generic mifepristone products approved for the
same indication. The patent for Mifeprex expired in October 2004, but as of May 2008, no
generic versions of mifepristone have been approved for marketing.

*“The terms “serious” and “life-threatening” are not defined in Subpart H regulations, but
were discussed in the preambles to the proposed and final rules. In its proposed rule, FDA
stated that the seriousness of a disease is a matter of judgment, but generally is based on
its impact on survival, day-to-day functioning, or other factors, and provided examples of
conditions that could be within the scope of the regulation. FDA noted that many diseases
or conditions can be serious for some populations in some or all of their phases and
explicitly reserved the discretion to determine whether the regulations were applicable to a
given product. See 57 Fed. Reg. 13234-5 (Apr. 15, 1992), 57 Fed. Reg. 568942, 58946

(Dec. 11, 1992); See also 21 C.F.R. §§ 312.34, 312.81 (2007), and FDA, Guidance for
Industry: Fast Track Drug Development Programs—Designation, Development, and
Application Review (Rockville, Md.: Jan. 2006).

“n support of its arguments about the intent of the regulations, the sponsor cited the
pertinent language from preambles to the proposed and final rules. See footnote 42.
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restrictions requested by FDA. However, in a September 2000 letter to
FDA, the sponsor agreed to FDA’s requirement that approval be under
Subpart H, while noting that it still believed that applying these regulations
to Mifeprex was not appropriate.

» Conditions of Use: FDA reviewed data and held multiple meetings with the
sponsor regarding the specific conditions of use that should be required
for Mifeprex. For example, FDA deliberated about whether it was
necessary to require that prescribing physicians possess the ability to
perform follow-up surgical interventions in the event that it was necessary
to manage complications. The sponsor maintained that such a requirement
was inconsistent with the practice of medicine, because management of
incomplete miscarriages was routinely handled by referring patients to
outside providers with specialized surgical or emergency care training. On
this issue, FDA concluded that access to follow-up care could be ensured
by requiring adequate information in the labeling and requiring that
physicians attest to having made arrangements for their patients to have
access to any needed surgical or emergency care. The SGE consultant
agreed with FDA’s conclusion. FDA disagreed with the sponsor on other
suggested conditions of use. For example, the sponsor provided data to
support allowing patients to self-administer the misoprostol dose at home,
instead of requiring them to return to their prescribing physicians. FDA
concluded that the available data did not support the safety of home use of
misoprostol and that such use should not be included in the final product
label. As a part of its deliberations about the conditions of use, FDA also
concluded that approved labeling should include a medication guide to
provide patients with information about the risks and benefits of the drug
and the approved conditions of use and treatment regimen.*

o Postmarketing Study Commitments: In both the September 1996 and
February 2000 approvable letters, FDA had reminded the sponsor of its
commitment to conduct a series of six postmarket studies to address
comments raised in the 1996 advisory committee meeting. FDA reviewed
data and met with the sponsor during the final stages of its review to
revisit these commitments in light of experience gained with the treatment
regimen since the advisory committee meeting, concerns about potential
infringement on the privacy of patients, and the potential resources
needed to fulfill all six commitments. FDA concluded that the originally
proposed commitments could be sufficiently addressed in two redesigned

“FDA may require that a drug be distributed with a medication guide that provides patients
with information about the safe and effective use of the drug. See 21 C.F.R. pt. 208 (2007).
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studies. The first was a study on the safety outcomes of a group of patients
receiving the treatment under the care of physicians with surgical
intervention skills compared to physicians who refer their patients for
surgical intervention when necessary. The second was a surveillance study
to determine the outcomes of ongoing pregnancies that were not
surgically terminated after a failure of the Mifeprex regimen, including the
health of any children born. FDA also concluded that the outstanding
questions could be incorporated into the two postmarket studies and an
audit of signed patient agreement forms.

Once the sponsor had addressed the issues that FDA raised during the
third review cycle, both the review team responsible for the Mifeprex NDA
and FDA management concluded that the drug should be approved. The
medical officer concluded that the updated safety data did not reveal any
new issues that would change the ratio of benefit-to-risk for the drug. The
medical officer also reviewed revised product labeling related to the
distribution of the drug. Based on these reviews, the medical officer
recommended approval of the application. The non-clinical reviews during
this review cycle included additional inspections of manufacturing
facilities. After the sponsor had addressed several issues, including
deficiencies identified in a second inspection of the drug manufacturing
facilities, the non-clinical reviewers also recommended approval of the
application. FDA management concurred with the recommendations of
the review team that the Mifeprex NDA should be approved.

On September 28, 2000, FDA approved Mifeprex under the restricted
distribution provision of Subpart H. The sponsor began distribution of
Mifeprex in November 2000. FDA approved the drug with the two
postmarketing study commitments discussed above and with several key
restrictions on distribution. First, prescribing physicians must sign a
prescriber’s agreement attesting to possessing the training and skills
needed to administer the treatment regimen, and also agreeing to provide
patients with the approved medication guide. They must also attest that
they will fully discuss the treatment with patients and report to the
sponsor any serious adverse events or ongoing pregnancies that are not
terminated after a failure of the Mifeprex regimen. Second, the drug must
be distributed directly to prescribing physicians by an authorized
distributor only after the distributor has verified that the physician has a
signed agreement on file. Third, patients must sign a patient agreement
attesting to having read, discussed, and understood the risks and potential
complications of the treatment. For a more detailed list of the individual
components of the restricted distribution program for Mifeprex, see
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Approval Process for
Mifeprex Was
Generally Consistent
with That of the Other
Eight Subpart H
Restricted Drugs

appendix II. For a copy of the approved prescriber’s agreement, see
appendix IIL.

Although each drug had unique risks and benefits, the approval process
for Mifeprex was generally consistent with the approval processes for the
other eight Subpart H restricted drugs. Each of the drugs had unique risks
and benefits that were specific to their indication and target populations.
For some of the drugs, the safety issues that prompted FDA to apply
Subpart H were similar, with the potential for causing birth defects, the
potential for liver or other serious toxicities, and appropriate patient
selection being the most common issues. However, there were also safe
use concerns that were unique to particular drugs. For example, for
Mifeprex, ensuring patient access to follow-up care was a key safety
concern, while for Actiq a key concern was ensuring that children did not
accidentally ingest the drug.” Each of the drugs represented potential
advances in the treatment of their targeted condition and in two cases—
Mifeprex and Xyrem—the drug was the first approved to treat that
condition. (See app. I for a table including each of the Subpart H restricted
drugs and their approved indications.)

One common element across the approval processes for the Subpart H
restricted drugs was that for seven of the drugs, including Mifeprex, FDA
needed to evaluate potential limitations in key clinical data supporting the
NDA. Specifically, with the exception of Accutane and Lotronex, the drugs
were approved on the basis of studies without concurrent controls or data
that were limited by relatively small sample sizes or data collection
issues.” FDA approved the Mifeprex NDA on the basis of historically
controlled clinical trials that studied the drug in several thousand patients.
FDA concluded that the use of historical controls was not a limitation

45Actiq contains the controlled substance fentanyl in a lozenge formulation intended to
allow for more rapid delivery of the medication for pain management in patients who have
developed a tolerance. Because of the formulation there are concerns that Actiq may be
perceived by children as a lollipop.

“Both Accutane and Lotronex were approved under Subpart H after they had first been
marketed in the United States. In the case of Lotronex, the sponsor withdrew the drug from
the market in 2000 because of safety concerns. In 2002, FDA approved a supplemental NDA
under Subpart H, allowing the drug to be marketed with a restricted distribution program
and substantially more limited indication. For Accutane, which was originally approved for
marketing in 1982, FDA approved a supplemental NDA under the restricted distribution
provision of Subpart H in 2005 in order to require a more formal restricted distribution
program that linked Accutane prescribing and dispensing to pregnancy testing results.
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because the course of pregnancy was well-documented and the effect of
the treatment was self-evident. Revlimid, Thalomid, Plenaxis, and Xyrem
were also each approved on the basis of data that included at least one key
clinical study that lacked a concurrent control.”” In contrast to the
Mifeprex data, FDA concluded that the lack of concurrent controls in
these studies was a weakness because data on the course of the disease in
a comparable population was not available to be used as a reliable
historical control. For example, Thalomid was approved on the basis of
clinical trial data from the published literature as well as a series of
retrospective case studies for several dozen patients.” Additionally, five of
the drugs—Actiq, Revlimid, Thalomid, Tracleer, and Xyrem—were
approved on the basis of key clinical studies with relatively small sample
sizes of several hundred patients or less. Finally, for Actiq, Plenaxis,
Thalomid, and Xyrem, FDA identified data collection issues, such as
incomplete documentation, in some of the key data sources.

Another common element was that for six of the drugs, including
Mifeprex, FDA issued at least one prior action letter before ultimately
approving the drug for marketing. FDA issued one approvable letter before
ultimately approving Thalomid and Tracleer. Both Mifeprex and Xyrem
received two approvable letters. In some cases the types of issues FDA
cited—such as insufficient safety or efficacy data, the need for additional
information on the restricted distribution system, or chemistry and
manufacturing issues—were similar. For all four of these drugs, the
adequacy of proposed distribution restrictions was a significant issue. For
Xyrem, FDA’s initial approvable action was also linked to the sufficiency
of the data provided in the application. FDA issued not approvable letters
for both Actiq and Plenaxis prior to their eventual approval. In the case of
Actiq, FDA cited multiple deficiencies, such as reliance on a key clinical
study with flaws and an inadequate plan for risk management. For
Plenaxis, FDA initially concluded that the risks of the drug exceeded its

“"FDA approved Plenaxis on the basis of one uncontrolled clinical trial in the indicated
population—men with advanced symptomatic prostate cancer—and three concurrently-
controlled clinical trials in men with less advanced prostate cancer. FDA approved Xyrem
on the basis of one uncontrolled key safety trial, and two concurrently-controlled clinical
trials.

®FDA considers such case studies to be historically controlled. In this case, the reviewing
division concluded that the data were not sufficient to demonstrate the safety and efficacy
of Thalomid. However, that decision was overridden by both the Director of the relevant
FDA office and the Director of FDA’s Center for Drug Evaluation and Research, based on
their individual analyses of the available data.
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benefits because of the potential for severe, systemic allergic reactions in
patients.

As aresult of these complexities, the approval process for the Subpart H
restricted drugs was typically longer than the process for other drugs.
Across the seven drugs with NDAs approved under Subpart H, an average
of almost 25 months elapsed from the time that the sponsor submitted its
NDA to the time FDA approved the NDA. The length of time to approval
ranged from almost 9 months for Revlimid to more than 54 months for
Mifeprex. In comparison, in analyses conducted for our 2006 report on
new drug development, we found that it took FDA on average almost

18 months to approve NDAs submitted from 1996 through 2002.*

We also found that the types of distribution restrictions FDA imposed on
Mifeprex were similar to those imposed on the other Subpart H restricted
drugs, though the specifics of the restrictions depended on FDA'’s safe use
concern for the drug.” (See table 2.) For all of the drugs except Actiq, FDA
required some form of program enrollment or registration process. For
example, for Mifeprex and three other drugs, FDA required that patients
sign written agreements and that physicians enroll in a prescribing
program and attest to their qualifications. For five of the drugs, FDA
required formal registries of all prescribing physicians and patients.”
Additionally, for seven of the drugs, FDA required that distribution be
limited to authorized distributors or pharmacies.” And for eight of the

49See, GAO, New Drug Development: Science, Business, Regulatory, and Intellectual
Property Issues Cited as Hampering Drug Development Efforts, GAO-07-49. (Washington,
D.C.: Nov. 17, 2006). In contrast, the drugs approved under the surrogate endpoint
provision of Subpart H have generally been approved more rapidly than drugs approved
under the restricted distribution provision of Subpart H and than drugs approved outside of
Subpart H.

50Additionally, except for Plenaxis, FDA convened a meeting of the relevant advisory
committee prior to each drug’s approval under Subpart H to obtain expert input regarding
the appropriate actions to address the agency’s safe use concerns, including the
distribution restrictions that should be required. The advisory committee meetings that
FDA has held for the drugs Accutane and Lotronex occurred after each drug was first
marketed in the United States, but prior to their approvals under Subpart H.

*'FDA has used various types of registries as a mechanism to collect data on patients,
providers, and others as a tool for monitoring outcomes of interest.

®Two of the drugs—Actiq and Xyrem—were approved as controlled substances and
therefore subject to the restrictions imposed by the Controlled Substances Act.
Requirements imposed under this act are enforced by the Drug Enforcement
Administration and are distinct from the distribution restrictions imposed on these drugs
by FDA under Subpart H. See, e.g., 21 U.S.C. § 822; 21 C.F.R. § 1301.11 (2007).

Page 27 GAO-08-751 FDA Approval and Oversight of Mifeprex



Case 3:23-cv-00019-NKM Document 1-3 Filed 05/08/23 Page 33 of 56 Pageid#: 91

drugs, FDA required that the sponsor establish a process to ensure that
dispensing or distribution of the drug was contingent on verification that
physicians and others had enrolled or registered in the distribution
program, or that patients had complied with certain safety measures. FDA
also required that all of the sponsors implement some form of educational
program for patients, prescribers, or pharmacists, though FDA did not
require that prescribing physicians participate in formal training for any of
the drugs. For six of the nine drugs, FDA required that the sponsor report
periodically to the agency specifically on implementation of their
restricted distribution programs. For seven of the drugs, FDA required that
sponsors report to the agency on specific adverse events—such as fetal
exposures or liver toxicity—more frequently than is required for other
drugs. In the case of Mifeprex and Xyrem, at the time the drugs were
approved, FDA did not require that the sponsors submit additional adverse
event reports beyond those required for all approved drugs, but did require
that physicians agree to report specific types of adverse events to the
SpONSOr.

|
Table 2: Selected Features of Restricted Distribution Programs Imposed by FDA at Time of Approval under Subpart H

Lotronex Actiq Plenaxis
Features Mifeprex (alosetron (oral Xyrem (abarelix for Revlimid
Required at (mife- hydro- transmucosal Thalomid Tracleer (sodium injectable (lenali- Accutane
Approval pristone) chloride) fentanyl citrate) (thalidomide) (bosentan) oxybate) suspension) domide) (isotretinoin)
Program v v 4 v v v v v
enroliment or
registration®
Limited distribution v v v v v v v
channels’
Dispensing or v v v v v v v v
distribution
contingent on
verification®
Sponsor v v v v v v v v v
developed
educational
programs*
Reporting specific v v v v v v
to implementation
of restricted
distribution
program
Additional adverse v v v v v v v

event reporting by
the sponsor®

Source: GAO analysis of FDA data.
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*Program enrollment or registration requirements varied across the drugs. For Accutane, Lotronex,
Mifeprex, and Plenaxis, FDA required that physicians enroll in a prescribing program and attest to
their qualifications. For Accutane, Revlimid, Thalomid, Tracleer, and Xyrem, FDA required formal
registries of all prescribing physicians and patients. FDA also required registration of pharmacies,
wholesalers, or distributors for Thalomid, Revlimid, and Accutane.

*The specific limitations imposed on distribution channels varied across the drugs, and in some cases
more than one limitation was required. These limitations included, for example, requiring that a drug
only be distributed directly to prescribing physicians, allowing only authorized distributors or
wholesalers to ship a drug, and allowing only registered or centralized pharmacies to dispense a
drug.

‘The verification mechanisms varied across the drugs. For example, for Mifeprex, an authorized
distributor must verify that a physician has a signed prescriber agreement on file before distributing
the drug. For Lotronex, before dispensing and drug, pharmacists must verify that prescriptions include
a sticker that is only available to physicians enrolled in the prescribing program. For Accutane,
Revlimid, and Thalomid, a registered pharmacy is required to confirm prescription authorizations and
that patients have complied with requirements to use one or more methods of contraception before
dispensing the drug.

‘In general, sponsors were required to develop educational materials (such as patient information
videos) for patients, and make educational materials and training programs readily available to
prescribing physicians, pharmacists, and other groups involved in the restricted distribution program.
For some of the drugs, dispensing pharmacists were required to participate in formal training. At the
time of Subpart H approval, FDA required medication guides for all of the drugs except Actiq,
Plenaxis, and Thalomid.

*Sponsors for seven of the drugs were required to submit 15-day alert reports on specific adverse
events. Sponsors of four of the drugs were required to provide updates more frequently than typically
required for events related to FDA’s safe use concern for the drug. For Mifeprex, as part of their
prescriber agreement, physicians agreed to report ongoing pregnancies, hospitalizations,
transfusions, and other serious events to the sponsor. For Xyrem, FDA required that physicians agree
to collect and report to the sponsor information on specific adverse events and inappropriate use of
the drug.

Finally, eight of the nine Subpart H restricted drugs were approved with
two or more postmarketing study commitments.” Each of these had at
least one commitment that involved developing a postmarket study to
monitor adverse events or patient outcomes of interest for that drug. The
number of study commitments FDA required ranged from 2 to 10,
depending on the drug. Additionally, for most of the drugs, including
Mifeprex, the study protocols for the various commitments had not been
finalized at the time of approval.

FDA’s approval of Accutane under Subpart H through a supplemental NDA did not
include any postmarket study commitments.
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FDA's Postmarket
Oversight of Mifeprex
Has Been Consistent
with the Agency’s
Oversight of the Other
Subpart H Restricted
Drugs

The actions FDA has taken to oversee Mifeprex have been consistent with
the actions it has taken to oversee the other Subpart H restricted drugs.
FDA has relied primarily on information submitted by the sponsors of all
the Subpart H restricted drugs and inspections for three of the drugs to
oversee compliance with restricted distribution requirements. FDA has
also relied on updates submitted by these sponsors to oversee compliance
with postmarketing study commitments and has found that most have
unfulfilled commitments. To oversee compliance with adverse event
reporting requirements, FDA has reviewed a variety of safety information
including reports submitted by the sponsors of all nine of the drugs
restricted under Subpart H and has conducted inspections to evaluate
compliance with reporting of adverse events for eight of the drugs. As a
result, for most of the drugs, FDA has identified deficiencies in compliance
with adverse event reporting requirements. To oversee reported adverse
events FDA has used similar methods—such as monitoring, investigating,
and addressing safety concerns—for Mifeprex and the other eight

Subpart H restricted drugs. As a result of its oversight of safety data, FDA
has identified postmarket safety concerns for most of the drugs and has
used a variety of methods to communicate safety information to health
care providers and the public. (See table 3 for an overview of FDA’s
postmarket oversight of these drugs.)
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________________________________________________________________________________________________________________|
Table 3: Selected Features of FDA’s Oversight of Postmarket Safety for Drugs Approved under Subpart H, as of May 2008

Actiq
Lotronex (oral Plenaxis
Oversight Mifeprex (alosetron transmucosal Xyrem (abarelix for Revlimid
Activities and (mife- hydro- fentanyl Thalomid Tracleer (sodium injectable (lenali- Accutane
Findings pristone) chloride) citrate) (thalidomide) (bosentan) oxybate) suspension) domide) (isotretinoin)

FDA has v v v
completed

inspection(s) to

oversee

compliance with

distribution

restriction

requirements®

FDA has v v v v v v v n/a
classified at

least one

postmarketing

study

commitment as

unfulfiled”

FDA has v v v v v v v v
conducted

inspection(s) to

oversee

compliance with

adverse event

reporting

requirements’

FDA has v v v v v v v v
identified a

postmarket

safety concern

leading to

communication

of new safety

information to

public or health

care providers®

Source: GAO analysis of FDA data.
Note: FDA provided or confirmed data on these selected features of oversight through May 2008.

°In May 2008, FDA officials told us that they had conducted such inspections for three additional
drugs. However, the reports from those inspections were not yet available. Inspections were in
addition to report review.

°FDA classifies unfulfilled postmarketing study commitments as ongoing, pending, delayed, released,
or terminated; FDA has documented that the sponsor for Xyrem has fulfilled two of its postmarketing
study commitments and has submitted the final report for the third and final commitment.

‘Inspections were in addition to report review conducted for all of the drugs. In the case of Revlimid,
FDA inspected Celgene—the sponsor of both Revlimid and Thalomid—before Revlimid was
approved in December 2005.

Page 31 GAO-08-751 FDA Approval and Oversight of Mifeprex



Case 3:23-cv-00019-NKM Document 1-3 Filed 05/08/23 Page 37 of 56 Pageid#: 95

‘Communication of new safety information includes activities such as changing product labeling,
issuing Public Health Advisories and Safety Alerts, and distributing letters to health care providers.

To Oversee Compliance
with Distribution
Restrictions, FDA Relied
on Information Submitted
by All Drug Sponsors and
Its Own Inspections for
Some of the Drugs,
Including Mifeprex

For all nine of the drugs that have been approved under the restricted
distribution provision of Subpart H, FDA has relied mainly on information
submitted by sponsors in required reports to oversee the sponsors’
compliance with distribution restrictions. For six of the drugs—not
including Mifeprex—FDA relied on reports specific to the drugs’ restricted
distribution programs.™ The type of information provided by the sponsors
in these documents included data on the operation of the restricted
distribution program, such as requirements for distributors, pharmacies,
prescribers, and patients participating in the program. In addition, to
oversee compliance with the restricted distribution programs for most of
the drugs—including Mifeprex—FDA has relied on annual reports,
supplemental applications, or periodic reports for required updates on the
postmarket use of the drugs, including summaries of updates to the
restricted distribution program.”

Through the end of 2007, FDA had conducted inspections specifically to
oversee sponsors’ compliance with distribution restrictions for three of
the drugs—Mifeprex, Tracleer, and Xyrem. In the case of Mifeprex, in 2002
FDA conducted routine inspections of two of the drug’s distributors to
oversee their compliance with distribution restrictions. FDA inspectors
reviewed standard operating procedures and other information in order to
oversee adherence to the requirements of the restricted distribution
program such as procedures for maintaining signed provider agreements,
distributing medication guides with shipments of the drug, and
maintaining the physical security of the drug. For one of the inspections of
Mifeprex distributors, FDA did not issue a citation. For the other
inspection, FDA issued a citation in which the agency cited four

»FDA approved six of the nine Subpart H restricted drugs with a requirement that the
sponsor report periodically to FDA specifically on implementation of the respective
restricted distribution program. Under FDAAA, sponsors of all drugs with an approved
REMS will be required to submit periodically to FDA an assessment of their REMS.
Pub. L. No. 110-85, § 901(b), 823 Stat. 929, 932, codified at 21 U.S.C. § 355-1.

55Though FDA'’s Subpart H regulations provide an expedited process for withdrawing
marketing approval for a drug if FDA determines that promotional materials are false or
misleading, the agency has not done so for a Subpart H drug. See 21 C.F.R. § 314.530(a)(5)
(2007). However, it has issued warning letters citing the sponsors for two of the drugs—
Thalomid and Tracleer—for promoting unapproved use of the drug in violation of FDA
regulations.
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inconsistencies between the approved distribution plan and the
distributor’s standard operating procedures. For example, FDA cited the
distributor for the absence of certain written procedures pertaining to the
distribution of the drug. The sponsor responded to this citation, noting
that at the time of approval the distribution plan did not require that
distributors prepare such written procedures. Other examples of the
inconsistencies FDA noted were serial numbers that had not been
properly recorded on a shipping label as required for tracking purposes
and the requirement that a medication guide be provided with each dose
of the drug was not reflected in the written procedures for processing
orders. As a result of its 2006 inspection of the Tracleer restricted
distribution program, FDA did not issue a formal citation, but provided
recommendations to the sponsor. In its 2007 inspection of the Xyrem
restricted distribution program, FDA did not identify any specific
deficiencies.” However, many of the responsibilities for the program are
contracted out to a pharmacy, which was not inspected. The inspection
report notes that, for that reason, FDA could not verify whether the
sponsor had fulfilled the requirements for the drug’s restricted distribution
program.

Although FDA'’s inspections for Mifeprex and Tracleer led to
recommendations for improving the respective restricted distribution
programs, through the end of 2007, FDA had not conducted inspections of
compliance with restricted distribution requirements for six Subpart H
restricted drugs. FDA officials told us that the agency has conducted

FDA’s inspection report notes that the sponsor refused to provide FDA access to full
reports from audits that the sponsor had conducted to evaluate its contractors’ compliance
with agreed upon responsibilities under the restricted distribution program.
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inspections of compliance with distribution restrictions for three
additional drugs since the beginning of 2008.”"*

To Oversee Compliance
with Postmarketing Study
Commitments, FDA Relied
on Sponsors’ Data That
Found That Most Have
Unfulfilled Commitments

For the eight Subpart H restricted drugs approved with postmarketing
study commitments, FDA has relied on sponsors’ annual reports for
updates on the status of each commitment. FDA’s reviews of these reports
are the basis for its determination of the status of each commitment as
fulfilled, submitted, pending, ongoing, delayed, released, or terminated.
FDA officials told us that the status of postmarketing study commitments
for Subpart H drugs is monitored the same way as those commitments for
other drugs.

Seven of the eight Subpart H restricted drugs approved with
postmarketing study commitments had at least one commitment that was
not fulfilled as of September 2007.” Of these seven drugs, most have study
commitments that FDA has classified as ongoing, pending, or delayed.” In
the case of Mifeprex, FDA had categorized both of the drug’s
postmarketing study commitments—to which the sponsor agreed at time
of the drug’s approval in 2000—as ongoing until December 2007 when the
agency changed the status of one of the commitments to released. For the
first commitment—a study to compare outcomes for patients whose

n 2008, FDA conducted initial inspections specific to the restricted distribution programs
for Accutane, Actiq, and Revlimid. In addition, FDA conducted a second such inspection
for the Tracleer program. As of May 13, 2008, the results from these inspections were not
available.

*In February 2007, agency officials told us that they were working to establish a process to
conduct regular inspections to oversee sponsors’ compliance with distribution restrictions
for Subpart H restricted drugs. Since that time, agency officials told us that FDA had
decided to combine the inspection of restricted distribution programs with inspections
examining compliance with adverse event reporting requirements. However, agency
officials noted in May 2008 that FDA is reevaluating its process for conducting inspections
in light of recent legislative changes. Under FDAAA, FDA is required to evaluate, at least
annually, for one or more drugs that have elements to assure safe use as part of their
REMS, whether those elements assure the safe use of the drug, are not unduly burdensome
on patient access, and to the extent practicable minimize the burden on the health care
delivery system. 21 U.S.C. § 355-1(f)(5)(B).

YFDA has documented that the sponsor for Xyrem has fulfilled two of its postmarket study
commitments and has submitted the final report for the third and final commitment.

Tn its June 2006 report on FDA’s management of postmarket studies, the Department of
Health and Human Services Office of the Inspector General found that it is common across
all drugs approved by FDA with postmarket study commitments for sponsors to have
unfulfilled commitments.
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health care providers perform a surgical abortion with outcomes for
patients who are referred to another facility for follow-up care in the event
of treatment failure—the sponsor has reported difficulty in enrolling
participants into the study. FDA told us that according to the sponsor, the
“vast majority of prescribers” can provide surgical abortion services on
site. FDA has opted not to terminate the study, and has categorized it as
ongoing. FDA officials told us that this gives the agency additional
flexibility in the event that provider or practice patterns change over time,
making enrollment of study participants more feasible. The sponsor also
has reported enrollment challenges in the case of the second study
commitment for Mifeprex—to conduct surveillance of ongoing
pregnancies following failure of treatment. FDA officials told us that
postmarket experience with the drug has shown that most patients opt to
have a surgical abortion in the event that the Mifeprex regimen is not
successful in terminating the pregnancy. In December 2007, FDA released
the sponsor from this commitment because it determined that the study
will no longer provide helpful information because of low enrollment.

FDA has worked with some of the sponsors of the Subpart H restricted
drugs to make adjustments to agreed upon commitments that have not
been completed.” FDA officials told us that the agency has in some cases
made changes to a sponsor’s postmarketing study commitments or
requested new commitments in addition to those specified at approval.
For example, FDA recommended several additional postmarketing study
commitments for Thalomid following the agency’s approval of an
expanded indication for the drug. In the case of Tracleer, FDA
recommended changes to some of the drug’s study commitments. FDA
had not requested additions or changes to the postmarketing study
commitments for Mifeprex until the agency released the sponsor from its
commitment to conduct surveillance of ongoing pregnancies following
failure of treatment.

S'FDA may withdraw approval of a drug approved under Subpart H if a sponsor does not
carry out its required postmarketing studies with due diligence. 21 C.F.R. § 314.530(a)(2)
(2007). According to FDA, the regulations only require postmarketing study commitments
for drugs approved under the surrogate endpoint provision (21 C.F.R. § 314.510) and not
for drugs approved under the restricted distribution provision (21 C.F.R. § 314.520).
FDAAA provides FDA with additional authority with regard to requiring postmarketing
studies and/or trials. See 21 U.S.C. § 355(0)(3).
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To Oversee Compliance
with Adverse Event
Reporting Requirements,
FDA Reviewed Sponsors’
Data, Conducted
Inspections and Identified
Deficiencies for Most of
the Drugs

To oversee compliance with adverse event reporting requirements, FDA
has both reviewed data submitted by sponsors in required reports and
conducted inspections. Sponsor reporting for the drugs has included
annual reports in which the sponsor provided a summary of the adverse
events reported in the previous year; periodic update reports which inform
FDA of adverse events monthly, quarterly, or at some other interval
established by FDA; and 15-day alert reports for events that are both
serious and unexpected. In addition, in some cases sponsors have agreed
or FDA has required them to provide 15-day alert reports for other types of
serious adverse events. For example, the sponsor of Mifeprex agreed to
provide 15-day alert reports for cases of serious infection and ruptured
ectopic pregnancy in women who used the drug, and FDA required the
sponsor of Thalomid to report suspected or confirmed pregnancy in
women taking that drug.” In some cases, including for Mifeprex, FDA
specifically documented its assessments of adverse event reporting
contained in annual, periodic update, or 15-day alert reports or reports
submitted to the AERS database. FDA officials told us that staff review all
submitted reports, but do not always document their reviews.

In addition to relying on reports submitted by the sponsors, FDA has
conducted inspections specifically to oversee the sponsors’ compliance
with adverse event reporting requirements for eight of the nine drugs,
including Mifeprex.” Between 2001 and May 2008, FDA had conducted 19
such inspections with a range of none to four inspections conducted for
each drug.” In the case of Mifeprex, FDA has conducted three
inspections—in 2002, 2004, and 2006—related to adverse event reporting.
In these inspections, FDA reviewed a variety of documents pertaining to
adverse event reporting for Mifeprex, including standard operating
procedures, product labeling, MedWatch reporting forms, 15-day alert

Mifeprex labeling specifically cautions against the use of the drug in women with ectopic
pregnancy. The sponsor has noted that the condition is not an adverse drug experience as
FDA defines the term.

%As of May 2008 FDA had not conducted an adverse event reporting inspection for the
sponsor of Revlimid since this drug was approved under Subpart H. The agency inspected
Celgene—the sponsor of Revlimid and Thalomid—in 2001, 2002, 2004, and 2005, but these
inspections occurred before Revlimid was approved in December 2005. FDA officials told
us they did not have specific goals for how frequently sponsors are inspected to monitor
compliance with adverse event reporting requirements.

“These inspections include two inspections of the sponsor of Accutane (isotretinoin). FDA
conducted an additional four adverse event reporting inspections of sponsors or the
manufacturer of generic isotretinoin products.
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reports, complaint file, periodic update reports on adverse events, and
annual NDA reports. In addition, FDA documented reviews of samples of
the sponsor’s adverse event reports for completeness, accuracy, and
timeliness.

As a result of the Mifeprex inspections, FDA issued citations for
deficiencies related to the accuracy, completeness, or timeliness of some
reports as well as for the sponsor’s failure to follow certain procedures for
handling some adverse event follow-up activities. In each of the Mifeprex
inspections, FDA identified some examples of misclassified reports—
events which FDA said should have been submitted as 15-day alert reports
rather than in periodic reports. For example, FDA cited the sponsor for
not classifying some events resulting in hospitalization as serious events
and thus not reporting those events as 15-day alert reports. In another
inspection, FDA found that some of the sponsor’s procedures for reporting
and following up on adverse events were inadequate or had not been
developed. These deficiencies were similar to those FDA found for other
drugs, and FDA identified fewer problematic reports for Mifeprex than for
some of the other Subpart H restricted drugs. Following each of the
inspections for Mifeprex, the sponsor provided a written response to FDA
in which it either agreed to address FDA'’s findings or noted its
disagreement with the deficiencies FDA cited. For example, following the
first inspection, the sponsor agreed to address the examples of
misclassified or incomplete reporting FDA cited and to reinforce
procedures for handling adverse event-related correspondence with its
staff. In some cases the sponsor disagreed with FDA’s characterization of
a deficiency or presented evidence to refute a claim that it had not
complied with a reporting requirement or procedure.

As aresult of FDA’s inspections for the other seven drugs, the agency
issued written citations to six of the sponsors for deficiencies. In addition,
FDA noted only “oral observations” for the other sponsor. Similar to the
Mifeprex inspections, FDA staff reviewed information such as sponsor
documentation and standard operating procedures related to adverse
event reporting for the other seven drugs for which it conducted
inspections. As it did for the Mifeprex inspections, FDA reviewed samples
of adverse event reports for completeness, accuracy, or timeliness for
most of the other drugs. As it did with Mifeprex, FDA cited some sponsors
for deficiencies such as incomplete or late reporting of adverse events or
failure to adhere to certain procedures for reporting. For example, FDA
cited the sponsor of Thalomid for failure to submit several reports of
serious and unexpected adverse events as a 15-day alert report and for late
reporting of some other adverse events that included deaths and
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hospitalizations. In addition, FDA issued an untitled letter to the sponsor
citing its failure to review and submit 82 reports of serious and
unexpected adverse events within the required time frame.

FDA was not always consistent in how it documented deficiencies in
adverse event reporting. In some of its inspections FDA documented the
same type of deficiency as a citation while in others it noted them as oral
observations or discussion points. For example, FDA did not issue a
citation for the sponsor of Tracleer after inspectors noted 52 late 15-day
reports—instead discussing the late reports with the sponsor at the close
of the inspection. However, in its first inspection of the sponsor for
Mifeprex, FDA issued a citation for failure to file a single 15-day report
within the required 15 days. FDA also cited the sponsor for 6 late 15-day
reports in each of its two subsequent inspections, although the sponsor
refuted this finding in written responses following each inspection. As in
the case of Mifeprex, sponsors responded to FDA in writing to describe
actions they had taken to address deficiencies or to disagree with FDA’s
conclusions following an inspection.

To Oversee Postmarket
Safety, FDA Used Similar
Methods to Review
Reported Adverse Events
and Took a Variety of
Actions in Response to
Emerging Concerns

FDA has used similar methods to oversee postmarket safety—monitoring,
investigating, and taking action on emerging safety concerns—for
Mifeprex and the other eight Subpart H restricted drugs. For Mifeprex,
FDA has routinely reviewed the available information on reported adverse
events from sources such as annual reports, periodic update reports,
15-day alerts, and data from its AERS database. Since the time Mifeprex
was approved, FDA has documented regular reviews and summarized the
available data on adverse event reports to monitor the drug’s safety. FDA
believes that, because the distribution system for Mifeprex requires that
prescribing physicians agree to report hospitalizations and other serious
adverse events, it is unlikely there are significant numbers of these events
that are not reported to FDA. However, FDA acknowledges that because
the reporting system is voluntary, the agency cannot be certain that they
have reports of all serious adverse events.

FDA officials have concluded that, with the exception of the cases of fatal
infection, the reported serious adverse events associated with Mifeprex
have been within or below the ranges expected based upon the medical
literature on adverse events following medical abortion. In its May 2006
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response to congressional inquiries regarding Mifeprex,” FDA stated that
the most commonly reported serious adverse events had been blood loss
requiring a transfusion, infection, and ectopic pregnancy. FDA estimated
that 0.023 percent of U.S. women who had taken Mifeprex have required
transfusion, compared to a transfusion rate of 0.15 percent observed in
international studies of the drug. FDA also noted that the rate of ectopic
pregnancy among U.S. women who had used Mifeprex was 0.005 percent,
compared to the overall rate of 1.3 to 2 percent in all U.S. pregnancies.
Based on the medical literature, FDA estimated that fewer than 1 percent
of patients will develop an infection of any kind following medical
abortion with Mifeprex.

According to FDA, as of May 2008, among the estimated 915,000 U.S.
women who had taken Mifeprex for termination of pregnancy since its
approval, the agency was aware of seven deaths that may be related to the
use of the drug.” Six of the deaths were due to severe infection, and one
death involved an undiagnosed ectopic pregnancy. Of the cases involving
infection, five of the women were infected with a rare bacterium,
Clostridium sordellii, while one woman was infected with the bacterium
Clostridium perfringens. With assistance from the Centers for Disease
Control and Prevention (CDC) and other outside experts, FDA has
investigated all reported infection-related deaths in U.S. women who have
taken the Mifeprex regimen for termination of pregnancy. These
investigations included requesting the medical records and autopsy
reports for each case; evaluating available adverse event data from the
United States, the United Kingdom, and the World Health Organization;
consulting with scientific experts and health care providers from inside
and outside FDA; and microbiological testing to identify the bacterium
involved. In addition, FDA evaluated samples from the drug lots of
Mifeprex and misoprostol associated with some of the deaths to test for
contamination with the bacteria.” FDA found that in the six cases of death

%FDA statement to the Subcommittee on Criminal Justice, Drug Policy, and Human
Resources, Committee on Government Reform, May 17, 2006.

5Tn her testimony to Congress on May 17, 2006, Dr. Janet Woodcock stated FDA was aware
of five infection-related deaths in U.S. women. In the course of GAO’s research for this
study, FDA reported that an additional infection-related death occurred in 2007. In her
testimony, Dr. Woodcock also discussed three other cases of deaths in U.S. women who
had taken Mifeprex that, following investigation, were determined unlikely to be related to
the use of the drug. In addition, she discussed three women in other countries whose
deaths were related to the use of mifepristone and misoprostol for medical abortion.

"The product tracking provision of the restricted distribution program for Mifeprex
enabled FDA to locate the lot numbers for the drugs administered in each of the cases.

Page 39 GAO-08-751 FDA Approval and Oversight of Mifeprex



Case 3:23-cv-00019-NKM Document 1-3 Filed 05/08/23 Page 45 of 56 Pageid#: 103

due to infection, the women used a regimen of Mifeprex and misoprostol
that has not been approved by FDA.* FDA has stated that it is aware that
many health care providers use modified regimens, and while some of the
regimens have been described in the medical literature, FDA has not
evaluated the safety and effectiveness of any other regimen than the one
described in the drug’s approved labeling.

To further explore the nature of the infections, FDA initiated an
interagency scientific workshop in May 2006 with CDC and the National
Institutes of Health entitled “Emerging Clostridial Disease.” These
agencies had observed a general increase in the United States in reports of
serious clostridial infections including infections in women who had used
Mifeprex, that raised questions about Clostridium’s relationship to fatal
illness and pregnancy. According to the meeting minutes, participants
discussed recent cases of clostridial infection—including those occurring
among women who had taken Mifeprex and misoprostol for termination of
pregnancy and those who had not—reviewed what was currently known
about these infections, and discussed how to conduct surveillance to
ensure that cases and trends of clostridial infections are monitored. At the
workshop, a CDC official reported on the history of clostridial infections,
including a cluster of ten fatal cases reported in the literature between
1977 and 2001 among previously healthy women. Of the ten cases, eight of
the women became infected following childbirth, one became infected
following a medical abortion, and the other case was unrelated to
pregnancy.

As aresult of its investigative efforts, FDA has concluded that the
evidence does not indicate that Mifeprex caused the fatal infections. In
response to congressional inquiry, FDA stated that “the nature of the
relationship between taking a single dose of the drug and the reported
cases of serious infection with a rare bacterium is highly uncertain.””
Laboratory testing of samples from the drug lots of Mifeprex and
misoprostol associated with some of the deaths due to infection has

%In the case of five of the deaths in the U.S. due to infection, the women used an oral dose
of Mifeprex, followed by a dose of misoprostol taken intravaginally. In the other case of
death due to infection, the woman used an oral dose of Mifeprex followed by a dose of
misoprostol taken by inserting it in the pouch of the cheek. The regimen approved by FDA
calls for swallowing doses of both Mifeprex and misoprostol.

%See FDA letter to Representative Mark E. Souder, then-Chairman of the Subcommittee on
Criminal Justice, Drug Policy, and Human Resources, Committee on Government Reform,
U.S. House of Representatives, July 31, 2006.
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shown no evidence of contamination with the bacteria.” FDA officials
have said that the relationship between the infections and the use of
unapproved regimens of Mifeprex and misoprostol remains unknown.
Some research has suggested that the use of Mifeprex may suppress the
immune system which could lead to infection. However, FDA has noted
that if this were the case, the agency would expect to see a higher rate of
other types of serious infections in patients who had used the drug, which
has not been the case. FDA has noted that findings by the CDC and in the
medical literature suggest that pregnancy itself—rather than the
medication—may be the critical risk factor for women who have become
infected with Clostridium sordelliz.

FDA, working with the drug’s sponsor, has taken a variety of steps—such
as issuing warnings and making changes to the product labeling—to
address safety concerns for Mifeprex that were identified through
postmarket monitoring and investigation. For example, in response to
reports of ruptured ectopic pregnancy, FDA developed a questions and
answers document about the condition and worked with the drug’s
sponsor to alert health care providers and to highlight the importance of
careful screening for the condition. In addition, FDA approved a labeling
change to provide information about the importance of evaluating patients
for ectopic pregnancy. In response to concerns about serious infections
and associated deaths—all of which involved an off-label use of the drug—
FDA issued Public Health Advisories to notify healthcare providers about
patient deaths and the treatment regimens used in those cases, and to
remind them of the regimen FDA has approved, and that FDA has not
established the safety of alternative regimens. In addition, FDA issued a
news release, reviewed letters from the sponsor to health care providers
and emergency room directors to alert them to the safety concerns
regarding serious infection, and approved changes to product labeling
including revisions to the warning to include information about the deaths
due to serious infection.” FDA also has established a Web site with
information about Mifeprex, questions and answers about the drug, and

FDA officials told us that the agency did not test for bacterial contamination of the
specific lot associated with the most recent death because examination of the prior lots
revealed no contamination.

"'FDA officials told us that the sponsor distributed a letter to all health care providers who
had signed the prescriber’s agreement as of the time of the distribution of the letter and
distributed a letter to all emergency room directors in the United States.
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links to other safety-related information.” FDA used labeling changes—
including updating the medication guide that prescribers agree to discuss
with their patients—and information posted on its Web site to remind
consumers and health care providers that FDA has not assessed the safety
and efficacy of any regimen other than the one approved for the drug and
indicated in its labeling.

FDA has similarly monitored adverse events for the other Subpart H
restricted drugs. As FDA has done with Mifeprex, the agency has
documented periodic safety reviews of the available information it had on
reported adverse events for all of the other drugs. FDA’s reviews analyzed
data on reported adverse events from sources such as annual NDA
reporting, periodic update reports, 15-day alerts, and data from the AERS
database. Some FDA reviews summarized the available data on a specific
type of adverse event—Ilike liver toxicity, or severe bleeding—or adverse
events in general, in order to determine whether the data suggest an
emerging safety concern for the drug. In addition, in some cases, as it did
with Mifeprex, FDA has sought the advice and assistance of other federal
agencies and outside experts to investigate serious adverse events.

As aresult of its monitoring activities, FDA has identified postmarket
safety concerns for most of the Subpart H restricted drugs and has taken
similar actions to address them. When FDA has found safety concerns
related to a Subpart H restricted drug, it has worked with the drug’s
sponsor to employ a variety of measures to ensure the drug’s safe use.
These have included adding or strengthening a warning on the label,
issuing a Public Health Advisory, and sending letters to health care
providers to alert them to a safety risk. FDA has approved safety-related
labeling changes, such as boxed warnings, for eight of the nine drugs. In
the case of four of the drugs, including Mifeprex, the agency issued a
Public Health Advisory or Safety Alert. The sponsors of five of the drugs
including Mifeprex sent a letter to health care providers who prescribe (or
may prescribe) the drug to alert them of safety concerns or to
communicate new information regarding the drug. For example, in the
case of Tracleer, adverse event reports revealed an increased risk of liver
damage in patients who were treated with the drug. As a result, FDA and
the sponsor notified health care providers of the risk by issuing a Safety
Alert, highlighting the need for continued monitoring of liver function in

FDA’s Web site for Mifeprex safety information is located at:
http://www.fda.gov/cder/drug/infopage/mifepristone/default.htm
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Agency Comments

patients using the drug. The sponsor added a boxed warning about
potential liver injury to the labeling and issued a letter to health care
providers to alert them to the potential risk. In general, the actions FDA
took in response to safety concerns were similar across all of the drugs.

We provided HHS with a draft of this report for review. HHS informed us
that it did not have general comments on the draft report. In addition, HHS
provided technical comments, which we incorporated as appropriate.

As we agreed with your offices, unless you publicly announce the contents
of this report earlier, we plan no further distribution of it until 30 days
from the date of this letter. We will then send copies to others who are
interested and make copies available to others who request them. In
addition, the report will be available at no charge on GAO’s Web site at
http://www.gao.gov.

If you or your staffs have any questions about this report, please contact
me at (202) 512-7114 or crossem@gao.gov. Contact points for our Offices
of Congressional Relations and Public Affairs may be found on the last
page of this report. GAO staff who made major contributions to this report
are listed in appendix IV.

mm_;&m\

Marcia Crosse
Director, Health Care
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Appendix I: Select Drugs Approved by FDA
with Restricted Distribution

Drugs approved under the Application type
restricted distribution (year first approved
provision of Subpart H Condition treated under Subpart H)
Accutane (isotretinoin) Severe recalcitrant nodular acne. Supplemental

NDA (2005)
Actiq (oral transmucosal Management of breakthrough cancer pain in patients with malignancies who NDA (1998)
fentanyl citrate) are already receiving and who are tolerant to opioid therapy.
Lotronex (alosetron Severe diarrhea predominant irritable bowel syndrome (IBS) in women who  Supplemental
hydrochloride) have: chronic IBS symptoms (generally lasting 6 months or longer), had NDA (2002)

anatomic or biochemical abnormalities of the gastrointestinal tract excluded,
and failed to respond to conventional therapy.

Mifeprex (mifepristone) Medical termination of intrauterine pregnancy through 49 days’ pregnancy. NDA (2000)

Plenaxis (abarelix for injectable Palliative treatment of men with advanced symptomatic prostate cancer, with NDA (2003)
suspension) specified risks or symptoms.

Revlimid (lenalidomide) Treatment of a limited subset of patients with transfusion dependent anemia. NDA (2005)
Treatment of multiple myeloma patients who have received at least one prior Supplemental NDA
therapy.

Thalomid (thalidomide) Acute treatment of cutaneous manifestations of moderate to severe NDA (1998)

erythema nodosum leprosum (ENL) and as maintenance therapy for
prevention and suppression of the cutaneous manifestations of ENL

recurrences.

Newly diagnosed multiple myeloma. Two Supplemental
NDAs*

Tracleer (bosentan) Pulmonary arterial hypertension. NDA (2001)

Xyrem (sodium oxybate) Cataplexy associated with narcolepsy. NDA (2002)

Select Drugs with restricted Application type

distribution imposed outside (year first

of Subpart H approved)

Clozaril (clozapine) Management of severely ill schizophrenic patients who fail to respond NDA (1989)
adequately to standard drug treatment for schizophrenia.

Tikosyn (dofetilide) Irregular heartbeats (atrial fibrillation and atrial flutter). NDA (1999)

Trovan (trovafloxacin/ Serious, life- or limb-threatening infections in an inpatient healthcare setting. n/a” (1997)

alatrofloxacin)

Source: GAO analysis of FDA data.
Note: We list each drug by its trade name with its chemical name in parentheses.

*These supplemental NDAs were approved under both the restricted distribution and surrogate
endpoint provisions of Subpart H.

*Trovan was not originally approved with distribution restrictions. Based on postmarket evidence of
serious liver injury in some patients, the sponsor agreed to FDA’s requests to limit the distribution of
Trovan to patients with specific symptoms only in inpatient settings. However, these restrictions were
not associated with a supplemental application.
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Appendix II: Detailed Description of
Distribution Restrictions for Mifeprex

FDA approved Mifeprex with the following specific restrictions on
distribution:

o Mifeprex must be provided by or under the supervision of a physician who
possesses adequate qualifications and agrees to provide the treatment
according to several guidelines. To accomplish this, the system required
that prescribing physicians register with an authorized distributor by
providing a signed Prescriber’s Agreement attesting to the following:

» Possesses the ability to assess the duration of pregnancy accurately.
» Possesses the ability to diagnose ectopic pregnancies.

» Possesses the ability to provide surgical intervention in cases of
incomplete abortion or severe bleeding, or has made plans to provide
such care through other qualified physicians, and are able to assure
patient access to medical facilities equipped to provide blood
transfusions and resuscitation, if necessary.

e Has read and understood the prescribing information about Mifeprex.

» Will provide each patient with a medication guide and fully explain the
procedure to each patient, provide her with a copy of the medication
guide and Patient Agreement, give her an opportunity to read and
discuss both the medication guide and the Patient Agreement, obtain
her signature on the Patient Agreement and sign it as well.

« Will notify the sponsor or its designate in writing as discussed in the
Package Insert under the heading DOSAGE AND ADMINISTRATION in
the event of an ongoing pregnancy, which is not terminated subsequent
to the conclusion of the treatment procedure.

« Will report any hospitalization, transfusion or other serious events to
the sponsor or its designate.

o Will record the Mifeprex package serial number in each patient’s
record.

» Provisions for the physical security of the drug during distribution such as
e Direct distribution of the drug through select authorized distributors to

physicians who have signed the Prescriber’s Agreement, which
includes providing their medical license number. Distributors are
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Appendix II: Detailed Description of
Distribution Restrictions for Mifeprex

required to ensure that the physician is registered before distributing
the drug.

e Secure manufacturing, receiving, distribution, shipping, and return

procedures, including unique serial numbers on packaging and tamper-
proof seals.
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Appendix III: Prescriber’s Agreement for
Mifeprex Distribution

The following is the prescriber’s agreement at the time of the Mifeprex approval.
Under the restricted distribution program for Mifeprex, the agreement is provided—
by the sponsor’s licensee Danco Laboratories, Inc.—to all providers to be signed and
returned before the prescriber can receive any shipments of Mifeprex.

Page 47 GAO-08-751 FDA Approval and Oversight of Mifeprex



Case 3:23-cv-00019-NKM Document 1-3 Filed 05/08/23 Page 53 of 56 Pageid#: 111

Appendix III: Prescriber’s Agreement for
Mifeprex Distribution

MIFEPREX™
(Mifepristone) Tablets, 200 mg

PRESCRIBER’S AGREEMENT

We are pleased that you wish to become a provider of Mifeprex* (Mifepristone) Tablets,
200 mg, which is indicated for the medical termination of intrauterine pregnancy through
49 days from the first day of the patient’s last menstrual period (see full prescribing
information). Prescribing Information, Mifeprex Medication Guides and PATIENT
AGREEMENT forms will be provided together with your order of Mifeprex.

Prior to establishing your account and receiving your first order, you must sign and
return this letter to the distributor, indicating that you have met the qualifications outlined
below and will observe the guidelines outlined below. If you oversee more than one
office facility, you will need to list each facility on your order form prior to shipping the
first order.

By signing the reverse side, you acknowledge receipt of the PRESCRIBER'S
AGREEMENT and agree that you meet these qualifications and that you will follow these
guidelines for use. You aiso understand that if you do not follow these guidelines, the
distributor may discontinue distribution of the drug to you.

Under Federal law, Mifeprex must be provided by or under the supervision of a physician
who meets the following qualifications:

s Ability to assess the duration of pregnancy accurately.

s 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 are able
to assure patient access to medical facilities equipped to provide blood
transfusions and resuscitation, if necessary.

¢ Has read and understood the prescribing information of Mifeprex. The
prescribing information is attached to this letter, and is also available by calling
our toll free number, 1-877-4 Early Option (1-877-432-7596), or logging on to our
website, www.earlyoptionpill. com.

In addition to these qualifications, you must provide Mifeprex in a manner consistent with
the following guidelines.

e Under Federal law, each patient must be provided with a Medication Guide. You
must fully explain the procedure to each patient, provide her with a copy of the
Medication Guide and PATIENT AGREEMENT, give her an cpportunity to read
and discuss them, obtain her signature on the PATIENT AGREEMENT, and sign
it yourself.

o The patient’s follow-up visit at approximately 14 days is very important to confirm
that a complete termination of pregnancy has occurred and that there have been
no complications. You must notify Danco Laboratories in writing as discussed in
the Package Insert under the heading DOSAGE AND ADMINISTRATION in the
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Appendix III: Prescriber’s Agreement for
Mifeprex Distribution

event of an on-going pregnancy which is not terminated subsequent to the
conclusion of the treatment procedure.

* While serious adverse events associated with the use of Mifeprex are rare, you
must report any hospitalization, transfusion or other serious event to Danco
Laboratories, identifying the patient solely by package serial number to ensure
patient confidentiality.

« Each package of Mifeprex has a serial number. As part of maintaining complete
records for each patient, you must record this serial number in each patient's
record.

Danco Laboratories, LLC

P.O. Box 4816

New York, NY 10185

1-877-4 Early Option (1-877-432-7596)
www earlyoplionpill com
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Appendix IV: GAO Contact and Staff
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examines the use of public funds; evaluates federal programs and policies;
and provides analyses, recommendations, and other assistance to help
Congress make informed oversight, policy, and funding decisions. GAO’s
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R : The fastest and easiest way to obtain copies of GAO documents at no cost
Obtalnlng Coples of is through GAO’s Web site (www.gao.gov). Each weekday, GAO posts
GAO Reports and newly released reports, testimony, and correspondence on its Web site. To

. ave e-mail you a list of newly posted products every afternoon, go
Testim ony h GAO il list of 1 d prod af
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P
MEDICAL OFFICER’S REVIEW OF AMENDMENTS 024 AND 033
FINAL REPORTS FOR THE U.S. CLINICAL TRIALS INDUCING ABORTION UP TO 63
DAYS GESTATIONAL AGE AND COMPLETE RESPONSES REGARDING
DISTRIBUTION SYSTEM AND PHASE 4 COMMITMENTS
NDA Number: 20-687
Applicant: Population Council
One Dag Hammarskjold Plaza
New York, New York 10017
Dates of Submission: June 3, 1999 and August 18, 1999
Dates Submissions Reccived: June 4, 1999 and August 19,1999
Date Review Completed: October 28, 1999
Date Review Revised: November 19, 1999
Date Review Finalized: November 22,1999
‘,gs g

I. General Information:
A.  Naméof Drug:

- 1. Established Name: Mifepristone
2. Trade Name: None designated as yet.

3. Laboratory Code Name: RU 38486 (RU-486).
B. Pharmacologic Category: Antiprogestational and antiglucocorticoid agent.

C. Proposed Indication: Medical termination of intrauterine pregnancy through 49
days’ pregnancy.

D. Dosage Form and Route of Administration: Tablet for oral administration.
E. Strength: Each tablet contains 200 mg of mifepristone.
F. Dosage: Three 200 mg tablets (600 mg) of mifepristone are taken as a single oral

dose. Unless abortion has occurred, the patient takes two 200 g tablets (400 ng)
of misoprostol orally two days after ingesting mifenristone.

—~ G.  Related Drugs: None marketed.
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Manufacturing Controls: Please refer to chemist’s review for details.
Pharmacology and Pharmacodynamics: Please refer to pharmacologist's review for

details.
Clinical Background:

Mifepristone is a synthetic steroid that was approved for thc termination of pregnancy in
France in December 1988 (launched September 1989), in Sweden in 1992, in the United
Kingdom in"}991, and in China in 1988. (It should be noted that mifepristone used in
China is not manufactured by Roussel Uclaf but by domestic companies). When
administered alone in total doses of 1400-1600 mg over 1-10 days, the success rate was
64-85%. Subsequent studies demonstrated that the administration of mifepristone

followed by a synthetic prostaglandin analog increases the success rate to over 95%. Ina
preliminary study of 100 women, the success rate of 600 mg mifepristone and 0.2 mg
misoprostol was 95% for pregnancies of no more than 49 days of amenorrhea.
Misoprostol is a synthetic prostaglandin E, analog”

_In the& o ~_/misoprostol [

Nine phase 2 clinical studies to determine the most effective dose and dosage regimen for
mifepristone used alone for the interruption of precgnancy were conducted in France
between 1983 and 1986. Patients in these studies were entered with a target gestational
age of less than or equal to 41 days of amenorrhea. One thousand patients were exposed
to doses ranging from 100 mg for one to four days to 800 mg for one day.

Following completion of the phase 2 studies, nine phase 3 clinical trials employing a
single 600 mg dose of mifepristone were conducted to evaluate the efficacy and the
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3

safety of this dose. The target population vx}ds‘patients with pregnancies having a
gestational age <42 days of amenorrhea. A total of 2,459 patients were studied.

The advantage of combining mifepristonc 600 mg witha prostaglandin (sulprostone
250ug 1.M. 36-48 hours later) for pregnancy interruption was demonstrated in 1985. A
series of ten clinical trials were conducted between 1987 and 1991 to confirm and extend
these initial observations. In addition to sulprostone, other prostaglandins including
gemeprost, 15MePGF 2a, and prostine E, were cvaluated. During the ten studics, a total
of 19,947 patients were exposed to mifepristone administered as a single 600 mg dose.
One of these studies enrolled over 16,000 patients. Very rare cases of hypotension and
one myocardial infarction were reported. Successful termination of early pregnancy was
achieved in 82.6 to 100% of the patients enrolled in these studies and the safety of
mifepristone was confirmed.

The efficacy and safety of mifepristone given as a single 600 mg oral dose in
combination with misoprostol 0.4 mg orally administered approximately 36 to 48 hours
after mifepristone for termination of pregnancy was evaluated in two historically
controlled, pivotal clinical trials conducted in France. The first study included women
with intrauterine pregnancies of < 49 days and the second study included women with
intrauterine pregnancies of <63 days. In the second study, a second dose of 200 g of
misoprostal was given 3 hours after the first dose if complete abortion had not occurred.
In the first study of 1205 evaluable patients, the complete abortion rate was 95.4% and in
the second study of 1104 evaluable patients, the complete abortion rate was 92.8%.
These two studies were evaluated in the review of a new drug application that was
submitted March 16, 1996.

V. chulathLBagkgmund

g
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VI.  Statistical Consultation: None required
VIL.  Clinical Studies:

The efficacy and safety of mifepristone was cvaluated in two prospective, open-label,
multicenter clinical trials in the United States according to two identical protocols (166A
and 166B) at 17 centers (University hospitals, Planned Parenthood clinics, and free-
— standing clinics). The studies were conducted at centers that could perform abortions by
either vacuum aspiration or dilatation and curettage and had access to facilities that
provided blood transfusions and performed routine emergency resuscitation proccdures.
The studies included patients in three gestational age groups:
Group 1: amenorrhea of <49 days
~ Group 2: amenorrhea of 50-56 days
Group 3: amenorrhea of 57-63 days

Data from the two studies were combined in the following evaluation.

A. Investigators:

Dr. Paul Blumenthal
Dr. Lynn Borgatta
Dr. Mitchell Crenin
Dr. Catherine Dean
Dr. Susan Haskell
Dr. Tyrone Mallory

Dr. Daniel Mishell, Jr.

Dr. Mark Nichols

Baltimore, Maryland
White Plains, New York
Pittsburgh, Pennsylvania
St. Louis, Missouri

Des Moines, lowa
Atlanta, Georgia

Los Angeles, California
Portland, Oregon

Dr. Alfred Poindexter
Dr. Suzanne Poppema

Houston, Texas
Seattle, Washington
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