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Appealfrom the United StatesDistrictCourt
forthe NorthernDistrictofTexas

USDCNo.2 :22- CV-223

UNPUBLISHED ORDER

Before HAYNES , * Engelhardt , and OLDHAM , Circuit Judges .

PER CURIAM:

For the reasons given below, IT IS ORDERED that defendants

motions for a stay pending appeal are GRANTED IN PART . At this
preliminary stage, and based on our necessarily abbreviated review,itappears
that the statute oflimitations bars plaintiffs challenges to the Food and Drug

Administration's approval of mifepristone in 2000. In the district court,
however , plaintiffs brought a series of alternative arguments regarding
FDA's actions in 2016 and subsequent years . And the district court

emphasized that its order separately applied to prohibit FDA's actions inand
after 2016 in accordance with plaintiffs alternative arguments . As to those

alternative arguments , plaintiffs ' claims are timely . Defendants have not

shown that plaintiffs are unlikely to succeed on the merits of their timely

challenges . For that reason, and as more fully explained below, defendants

motions for a stay pending appeal are DENIED IN PART. Defendants
alternative motions for an administrative stay are DENIED AS MOOT.

Plaintiffs motion to dismiss the appeal is DENIED . The appeal is
EXPEDITED to the next available Oral Argument Calendar .

JUDGE HAYNESconcursonly inpart: she concurs inthegrantofthe expedited

appealandthe denialofthemotionto dismiss. Withrespectto the requestfor a stay ofthe
districtcourt'sorder, as a memberofthemotionspanel, she wouldgrantanadministrative
stay for a briefperiodoftime anddefer the questionofthe stay pendingappealtothe oral

argumentmeritspanelwhichreceivesthis case.
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I.

A.

Congress delegated to the Food and Drug Administration ( FDA )

the responsibility to ensure that new drugs are safe and effective . 21

U.S.C. 321(p) , 355 ; see also id. § 393(b)(2)(B) . When making its approval
determination , FDA evaluates whether a new drug application ( NDA )

includes scientific evidence demonstrating that the drug is safe and effective
for its intended uses. Id. § 355(d); see also 21 C.F.R. §§ 314.50 , 314.105 (c).

Similarly , when a sponsor submits a supplemental new drug application

( SNDA ) proposing changes to the conditions of approval for a drug (such

as changes to a labeling or FDA-imposed restrictions ), FDA reviews

the scientific evidence to support the changes . See 21 C.F.R. § 314.70 . To

approve a generic version of a previously approved drug, FDA reviews

whether an abbreviated new drug application ( ANDA ) contains
information showing that the proposed generic drug is materially the same

as the approved drug. 21U.S.C. 355(j) (2) .

In 1992, FDA promulgated the so-called Subpart H regulations.

Subpart H accelerates approvalof 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 (e.g. , ability to treat patients unresponsive to, or intolerantof,

available therapy, or improvedpatient response over available therapy). 21

C.F.R. 314.500. Originally, Subpart H was intended to promote rapid

approvalfor life-saving HIV-AIDSdrugs. Butgiventhat SubpartH approvals

were accelerated, FDA recognizedthat it would need post-approval safety

measures. These post-approval safety measures would assure safe use of

the quickly approved Subpart H drugs. Id. 314.520. In 2007, Congress

ratified these post-approval safety measures as risk evaluation and
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mitigation strategies ( ) , which ensure that the benefits ofthe

drugoutweigh the risks. 21U.S.C. 355-1(a)(1)- (2).

B.

In2000, FDA approved mifepristone to be marketed with the brand

name Mifeprex under Subpart H (the " 2000 Approval " ) . See 21 C.F.R.

314.500 ; FDA Add. 181.¹ In the 2000 Approval , FDA concluded that
pregnancy is a life-threatening illness , triggering an accelerated approval
of mifepristone under Subpart H. FDA Add . 186. FDA also concluded that a

variety of post-approval restrictions on Mifeprex were required to assure
safe use. 21C.F.R. 520. As noted in the previous section , today we
call such post-approval restrictions REMS ." The 2000 Approval imposed
several REMS , including : (1) limiting the drug to pregnant women and girls
for use through 49 days gestation ; (2) requiring three in-person office visits ,
the first to administer mifepristone , the second to administer misoprostol ,
and the third to assess any complications and ensure there were no fetal
remains in the womb ; (3) requiring the supervision of a qualified physician ;
and (4) requiring the reporting of all adverse events from the drugs . FDA
Add . 181-91. FDA granted Danco Laboratories , LLC, an exclusive license to

manufacture , market , and distribute Mifeprex in the United States . FDA
Add. 109.

In2002, two of the plaintiff associations in this case filed a citizen

petition challenging the 2000 Approval (the " 2002 Citizen Petition ) . See

21C.F.R. 10.25 (a); PI App. 280-375 . Roughly fourteen years later, FDA

denied the 2002 Citizen Petition (the 2016 Petition Denial ) . FDA Add .

1 Citations to the addendum to FDA's emergency motion for a stay pending appeal
are denoted FDA Add. Citations to the appendix to plaintiffs motion for a preliminary
injunction are denoted App.
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804-36. And on the very same day in March 2016, FDA approved several

major changes to mifepristone's approved conditions of use, including its

REMS. Specifically, FDA removedfour of the original safety restrictionsby

(1) increasing the maximum gestational age at which a woman can use the

drugfrom 49to 70 days; (2) reducingthe numberofrequiredin-personoffice

visits from three to one; (3) allowingnon-doctors to prescribeandadminister

the chemical abortions drugs; and (4) eliminating the requirement for

prescribers to report non-fatal adverse events from chemical abortion (the

2016 MajorREMS Changes ) . FDA Add.777-802.

March 2019, one of the plaintiffassociations filed a second citizen

petition challenging the 2016 Major REMS Changes (the 2019 Citizen

Petition ) . FDA Add. 192-217. That petition asked FDA to restore the

2000 Approval's REMS and " retain a requirement that mifepristone be

dispensed to patients in person. FDA Add. 192.

InApril 2019 , FDA approved GenBioPro , Inc's ANDA for a generic

version of mifepristone (the 2019 Generic Approval ) . App . 694-708 .

GenBioPro's generic version of mifepristone has the same labeling and

REMS requirements as Danco's Mifeprex .

InApril 2021, FDA announced that it would exercise enforcement

discretion to allow dispensing mifepristone through the mail...or

through amail-order pharmacy duringthe COVID-19 pandemic (the "2021

Mail-Order Decision ) . PIApp. 713-15. FDAtook this action inresponseto
a letter from the American College of Obstetricians and Gynecologists and

the Societyfor Maternal-FetalMedicine. PI App. 710-11.

Later that year , in December 2021, FDA denied almost all of the 2019

Citizen Petition (the " 2021 Petition Denial ). FDA Add . 837-76 . In

particular , FDA expressly rejected the 2019 Citizen Petition's request to

keep the in-person dispensing requirements and announced that the agency
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had concluded that the in-person dispensing requirement is no longer
necessary FDAAdd. 842.

Finally, in January 2023, FDA approved a modified REMS for
mifepristone lifting the in-person dispensing requirement . See REMS Single

Shared Systemfor Mifepristone 200 mg (Jan. 2023), https://perma.cc/MJT5
35LF (the 2023 Mail-Order Decision ).

C.

InNovember 2022, plaintiffs (physicians and physician organizations )
filed this suit against FDA, HHS, and a several agency heads in the official

capacities . Plaintiffs first challenged FDA's 2000 Approval ofthe drug.But
they also requested multiple grounds of alternative relief for FDA's

subsequent actions . Immediately after filing, plaintiffs moved for a
preliminary injunction ordering FDA to withdraw or suspend (1)

2000 Approval and 2019 Generic Approval , (2) FDA's 2016 Major REMS
Changes , and (3) FDA's 2021 Mail-Order Decision and its 2021 Petition

Denial ofthe 2019 Citizen Petition. Ifthat's confusing , we hope this chart

helps:

Dancosuggests the 2023 Mail-Order Decisionmootspart of plaintiffs claims.

SeeDancoStayApp. 22. We disagree. The SupremeCourt has explicitlyinstructedthis
court to review a new agency action finalized after litigationcommencedand while the
appealwas pendingbecausethis decisionwas a final agencyaction for purposesof5
U.S.C.§ 704.Bidenv. Texas, 142S. Ct. 2528, 2544-45 (2022) (quotationomitted) .
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Citation
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. 694-708

. 713-15

FDA Add . 837-76
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Description

Approved mifepristonewith
these REMS: (1) pregnancies
under50 days gestation;
(2) three in-personoffice visits;
( 3) supervisionofa qualified

physician and (4) reportingof
alladverse events

Plaintiffs challenge to 2000

Approval
FDA denial of 2002 Citizen

Petition

FDA changed four of the 2000

Approval's REMS:

(1) increased maximum
gestational age to 70 days ;
(2) reduced required in-person
office visits to one; ( 3) allowed
non-doctors to prescribe and
administer mifepristone ; and
(4) eliminated reporting of non
fatal adverse events

Plaintiffs challenge to 2016
Major REMS Changes

FDA ANDA Approval Letter
for mifepristone generic to
GenBioPro , Inc.

FDA announces enforcement

discretion to allow

mifepristoneto be dispensed

throughthemailduring
COVID- 19

FDA denial of almost all ofthe

2019 Citizen Petition, including

plaintiffs request to keep the

in-person dispensing

requirements

FDA permanently removed the

in-person dispensing REMS
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April 7, 2023 , the district court entered an order staying the

effective date of the 2000 Approval and each of the subsequent challenged

actions. The district court stayed its own order for seven days to allow the
defendants timeto appeal.

II.

FDA and Danco ( stay applicants or " applicants ) ask us to stay
the district court's order pending appeal. Our power to grant a stay is
inherent. SeeInreMcKenzie, 180 U.S.536, 551 (1901) ; Scripps-HowardRadio

v. FCC, 316 U.S. 4 , 10–14 (1942). It'salso statutory. See FED. R. App. P.

8; 28 U.S.C. § 1651; 5TH CIR. R. 27.3; see also 16A CHARLES

WRIGHT & ARTHUR R. MILLER, PRACTICE &

PROCEDURE 3954 (5th ed. Apr.2022update).

Butwegrantstays onlyin extraordinarycircumstances. Williamsv.

Zbaraz, 442 U.S.1309, 1311(1979) (Stevens,J., in chambers); see also Graves

v. Barnes, 405 U.S. 1201, 1203 (1972) (Powell, J., in chambers) (same);

Ruckelshaus v. Monsanto Co., 463 U.S. 1315, 1316 (1983) (Blackmun, J., in

chambers) (same). This rule reflects the fact that a stay is not a matterof

right, even ifirreparable injury might otherwiseresult. VirginianRy. Co. v.

UnitedStates,272 U.S. 658, 672 (1926) . Instead, a stay requires anexercise

ofjudicialdiscretion. Ibid. A decree creates a strong presumption of its
owncorrectness, whichoftencounsels againsta stay. Id. at 673.

As both parties recognize, this order would have the practical effect of an

injunctionbecauseitwouldremovemifepristonefromthe market. Plaintiffsfileda motion

to dismissapplicants' appealon thetheory that § 705stays are notsufficientto trigger our

interlocutoryappellatejurisdictionunder28 U.S.C. § 1292(a) . We disagree. SeeAbbott v.

Perez, 138S. Ct. 2305, 2319–20 (2018) (explainingthat the practical effect test of28

U.S.C. §§ 1292( a) (1) and 1293 prevents [ the] manipulation that could occur if the
availability of interlocutory review depended on the district court's use of the term

injunction ) .
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The Supreme Court has prescribed four traditional stay factors

that govern this equitable discretion in most civil cases. Ala. ofRealtors

. HHS, 141S. Ct. 2485, 2487 (2021) (quotation omitted); see also Hilton v.

Braunskill, 481U.S. 770, 776-77 (1987) ; Rose v. Raffensperger, 143 S.Ct. 58,

59 (2022) (reversingstay of an injunction after the court of appeals failed to

analyze the traditional stay factors). Those factors are:

( 1) whether the stay applicant has made a strong showing that

he is likely to succeed on the merits; (2) whether the applicant

will be irreparably injured absent a stay; (3) whether issuance
of the stay will substantially injure the other parties interested

inthe proceeding; and (4) where the public interest lies.

Nkenv. Holder, 556 U.S. 418 , 426 (2009) (quoting Hilton, 481 U.S. at 776);
see also Whole Woman's Health v. Jackson, 141 S. Ct. 2494, 2495 (2021).

Although no factor is dispositive , the likelihood of success and irreparable

injury factors are the most critical. Nken, 556 U.S. at 434. Success on

either factor requires that the stay seeker make a strong not merely

" possib[ le showing. Ibid.

In these respects, stays might appear identical to preliminary

injunctions.Similarfactors governbothandbothrequirean extraordinary

deployment ofjudicial discretion. Winter v. Nat. Res. Def. Council, 555 U.S.
7,24 (2008). But the two are not one and the same. Nken,556 U.S.at 434.

A stay operates uponthe judicial proceeding itself not on the conductof

a particular actor. Id. at 428. And, once one party has won an injunction,

proofburdensreverse. It is the enjoinedparty who seeks a stay, or FDAand

Danco here, who must carry the burden of proving that the Nken factors

command us to issue one.See Landisv. N.Am. Co., 299 U.S.248,255 (1936).

Ifthe stay applicants show that circumstances require a stay ofsome

butnot allofthe districtcourt's order, we may, inour discretion, tailor a

stay so thatitoperateswithrespectto only someportionofthe proceeding.
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Trump v. Int'lRefugee Assistance Project, 137 S. Ct. 2080, 2087 (2017) (per

curiam) (quotingNken, 556 U.S.at 428) .

We find that FDA and Danco succeed only inpart.

III.

Regarding likelihood to succeed on the merits, the stay applicants

raise four arguments. They contend (A) plaintiffs are unlikely to defend the

district court's stay because they lack standing. They next contend
(B) plaintiffs claims are untimely.Then they claim (C) plaintiffs claims are

unexhausted. Finally, applicants contend (D) FDA's actions are not

arbitrary, capricious,or otherwise contrary to law. We consider each inturn.

A.

We begin with Article III standing. To bring their claims in federal

court, plaintiffs must satisfy the familiar tripartite test: they must show they

sufferedaninjury in fact, that's fairly traceable to the defendants, and that's

likely redressableby a favorable decision. See Lujan v. Wildlife Fed'n,

497U.S.871(1990). Importantly, only one plaintiffneeds to have standingto

present a valid case or controversy. See Rumsfeld v. Forum for Acad. &

InstitutionalRts., Inc., 547 U.S.47, 52 n.2(2006).

Plaintiffsand the district court offered numerous theories ofstanding.

At this preliminary, emergency stage, we are unpersuaded by applicants

contentions that all of these theories fail to create a justiciable case or

controversy. We need only consider two: (1) injuries to doctors and

(2) injuries to the plaintiff medicalassociations.4

We are cognizant of the fact that the Supreme Court has disavowed the theories

ofthird-party standing that previously allowed doctors to raise patients claims inabortion
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1 .

First, it appears that the individualplaintiffsand doctors in plaintiff

associationshavestandingto challenge actions.

To allegeaninjuryinfact, these doctors mustshow they havesuffered

an invasion of a legally protected interest that is both concrete and

particularized and actual or imminent, not conjectural or hypothetical.

Spokeo, Inc.v. Robins, 578 U.S.330, 339 (2016) (quotation omitted) . Plaintiffs

must identify specific injuries that go beyond general averments or

" conclusory allegations." Friendsofthe Earth, Inc. . Laidlaw Servs

(TOC), Inc., 528 U.S. 167, 184 (2000) (quoting Lujan, 497 U.S. at 888).

Wherea plaintiffseeks prospectivereliefand hence points to future injuries,

the Supreme Courthasemphasizedthat threatenedinjurymustbe certainly

impendingto constitute injury in fact, and that allegations of possible future

injury arenot sufficient. Clapper v. Amnesty USA, 568 U.S. 398, 409

(2013) (quotationomitted).

Here, FDA-approvedthe PatientAgreement Form, which is part

oftheREMSfor mifepristone, provides:

cases . SeeDobbs v. Jackson Women's Health Org. , 142 S. Ct. 2228 , 2275 & n.61 (2022) . So

we express no opinion on plaintiffs third-party standing theories .
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PATIENT AGREEMENT FORM MifepristoneTablets, 200mg

HealthcareProviders: Counselthepatientontherisksofmifepristone. Bothyouandthepatientmust

providea writtenorelectronicsignatureonthisform

PatientAgreement:

1 . havedecidedtotakemifepristoneandmisoprostolto end mypregnancyandwillfollowmy

healthcareprovider'sadviceaboutwhentotake eachdrugandwhatto do in an emergency.

2

3 .

understand:

23-10362

a . will take mifepristoneon Day1 .
b . willtakethemisoprostoltablets 24 to 48 hours after take mifepristone.

My healthcare provider has talked with me about the risks, including:

heavybleeding

infection

4 willcontacttheclinic/ office/ providerrightaway if in the days after treatment have:

a feverof100.4F or higherthatlastsfor morethanfourhours

heavybleeding(soakingthroughtwo thick full-sizesanitary pads perhour for two hours in a
row)

severestomacharea (abdominal) pain or discomfort, or I am "feeling sick includingweakness,
nausea, vomiting, or diarrhea, morethan 24hoursafter taking misoprostol

these symptoms may be a sign of a serious infection or another problem ( including an

ectopic pregnancy a pregnancy outside the womb)

Myhealthcareproviderhastold me thatthesesymptomslistedabovecouldrequireemergency

care. If cannotreachthe clinic/ office/ providerrightaway, my healthcareproviderhastoldmewho
tocallandwhattodo.

shouldfollowupwithmy healthcareproviderabout7 to 14daysafter takemifepristoneto besure

thatmypregnancyhasendedandthat I amwell

know that some cases , the treatment will not work. This happens in about 2 to 7 out of 100
women who use this treatment. Ifmy pregnancy continues after treatment with mifepristone and

misoprostol willtalk with my provider about a surgical procedure to end my pregnancy

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

8 . havethe MEDICATIONGUIDEfor mifepristone.

Myhealthcare provider has answered allmy questions

PatientSignature: PatientName( print) Date:

2023 Mail-Order Decision at 10. FDA thus cannot deny that serious

complications from mifepristone are certainly impending. Those

complications are right there on the Patient Agreement Form that FDA

itself approved and that Danco requires every mifepristone user to sign.

According to the applicants, more than 5,000,000 women have taken this

drug since the 2000 Approval. FDA Stay App. 1. That means that, again

according to the applicants own information, between 100,000 (2%) and
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350,000 (7%) of mifepristone users had unsuccessful chemical abortions and

had to talk with [their ] provider [s] about a surgical procedure to end [their]
pregnanc[ ies 2023 Mail-Order Decision at 10. And where did those

hundreds ofthousands of women go for their surgical procedures ? Again ,
we need not speculate because the 2016 Major REMS Changes , the 2021
Petition Denial, and the 2023 Mail-Order Decision all allow non-doctors to

prescribe mifepristone . The women who use this drug cannot possibly go
back to their non-doctor -prescribers for surgical abortions , so again, as the

Patient Agreement Form itself says , they must instead seek emergency
care from a qualified physician .

23-10362

The plaintiffemergency room doctors have a concrete ,particularized

injury since they have provided and with certainty will continue to

provide the emergency care that applicants specified in the Patient

Agreement Form. PI App . 167, 169, 194, 206. Mifepristone users who

present themselves to the plaintiffs have required blood transfusions,

overnight hospitalization, intensive care,and even surgical abortions. App.
205-06. As one doctor testified:

For example, in one month while covering the emergency

room, mygroup practiceadmittedthree women tothehospital.
the three women admitted in one month due to chemical

abortion complications, one required admission to the
intensive care unit for sepsis and intravenous antibiotics, one

required a bloodtransfusion for hemorrhage, and one required

surgical completion for the retained products of conception
i.e., the doctors had to surgically finish the abortion with a

suctionaspirationprocedure) .

App. 206.

Anotherdoctortestified:

ne of my patients had obtained mifepristone and

misoprostol from a website , without an in-person
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visit After taking the chemical abortion drugs, she began

having very heavy bleeding followed by significant abdominal

painand a fever. When I saw her inthe emergency room, she
had evidence of retained pregnancy tissue along with
endometritis, an infection of the uterine lining. She also had

acute kidney injury, with elevate creatinine. She required a

dilationand curettage (D & C) surgery to finish evacuating her
uterus of the remaining pregnancy tissue and hospitalization
for intravenous (IV) antibiotics, IV hydration, and a blood

transfusion. I spent several hours with her the day of her

surgery/ hospital admission, keeping me from my primary

patient responsibilities in the labor and delivery unit and

requiring me to call in an additional physician to help cover
those responsibilities.

PI App. 194–95. As a result of failure to regulate this potent drug,

these doctors have had to devote significant time and resources to caring for

womenexperiencingmifepristone'sharmfuleffects. Thisharm is sufficiently

concrete.

A second independent injury from the adverse effects ofmifepristone

is the enormous stress and pressure physicians face in treating these

women . PI App. 215. One doctor said the strain is some of the most

emotionally taxing work I have done in my career. PI App . 880. Thus, this

is an independent injury because FDA's actions significantly affect the

doctors quality oflife." Sierra Clubv.Morton, 405 U.S.727,734-35 (1972).

The doctors offered specific facts to explain this stress. Women who

take these drugs are susceptible to torrential bleeding. PI App . 170, 215. In

fact, the risk of severe bleeding with chemical abortion is five times higher

than from surgical abortion. PIApp . 879. And these situations can quickly

go from bad to worse. As one doctor testified :

Oneofmy patients, who was about nine weeks pregnant, had

previously been treated by hospital staff for a pulmonary
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embolism with anti-coagulants . She was advised that she could
not seek a chemical abortion because it was contraindicated

due to the medications ; yet the woman left the hospital and
sought an abortion at Planned Parenthood of Indiana. The

woman was given mifepristone by the doctor at Planned

Parenthood and took the drug. The woman called an Uber for
a ride home from Planned Parenthood. The woman began to

experience bleeding and other adverse effects from the

mifepristone. The woman's Uber driver did not take herhome

because she was so illand instead brought her to the hospital's

emergency department . At the hospital, the woman came

under my care . The woman had not yet taken the second
abortion drug, misoprostol. I treated the patient for the adverse
effects she suffered and told her not to take the misoprostol
given to her by Planned Parenthood because of the grave risk

that she could bleed out and die.

. 216-17. Another doctor recounted an experience where he treated a

patient who suffered fromtwo weeks of moderate to heavy bleeding,and

then developed a uterine infection by providing her with intravenous

antibiotics and performing a D&C procedure. App. 886. Ifthe patient

waiteda few more days to go to the hospital, the doctor predictedthat she

couldhavebeenseptic anddied. PIApp. 886. Another doctor testified that
hehasencountered at least a dozencases of life-threateningcomplications

from these drugs, and the frequency of these emergency situations has only

increasedover time. PIApp. 865.

The risks are only exacerbated for women who have ectopic

pregnancies. PI App. 207. This occurs in approximately two percent of

pregnancies. App. 539. As one doctorexplained:

Chemical abortion drugs will not effectually end an ectopic

pregnancy because they exert their effects on the uterus, which

leaves women at risk of severe harm from hemorrhage due to

tubal rupture, inneed ofemergent surgery or potentially atrisk
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ofdeath. Failure to perform an ultrasound prior to prescribing
abortion drugs will cause some women to remain undiagnosed

and at high risk for these adverse outcomes .

App . 208. The risks are greater under relaxed standards . That is

because without an in-person examination, it is impossible to rule out an

ectopic pregnancy, placing awoman at an increased riskof rupture or even

death. PIApp. 886.

The doctors also face aninjuryfrom the irreconcilable choice between

performing their jobs and abiding by their consciences. These doctors

structured their careers so they would not have to administer abortions. And

yet, because women often come to hospitals when they experience

complications from these drugs, these doctors sometimes have no other

choice butto perform surgical abortions. As one doctor testified:

The FDA's expansion of chemical abortions also harms my

conscience rightsbecause itcould force me to have to surgically
finish an incomplete elective chemical abortion. I object to

abortion because it ends a human life. My moral and ethical

obligation to my patients is to promote human life and health.

But the FDA'sactions may force me to end the lifeofa human

being inthe womb for no medicalreason.

PIApp. 209–10.And this harm is not speculative. Severaldoctors confirmed

that they have had to surgically complete an abortion or remove an unborn

child. App.886, 205. As one doctor testified: Inmy practice, I havecared

for at leasta dozen women who have required surgery to remove retained

pregnancy tissue after a chemical abortion. Sometimes this includes the

embryo or fetus, and sometimes it is placental tissue that has not been

completelyexpelled. App.205. That same doctor described how she had

to perform a suction aspiration procedure on one patient who took the

pillbut needed surgery to complete the abortion. PIApp. 206. Others have
seen itfirsthand. One doctor recounted a time where a woman came to the
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emergencyroom with heavy vaginal bleeding and unstable vital signs as a

result of taking chemical abortion drugs. PI App. 195. When the woman

arrived in the emergency room, the baby in her womb was not dead; the

doctors were able to detect a fetal heartbeat. PI App. 195.But due to the

mother's unstable condition, the doctors had no choice but to performan

emergencyD&C. PIApp. 196. The doctor testified that her colleague felt

as thoughshe was forcedto participatein somethingthat she did notwant to

bea partof completingthe abortion. PIApp. 196.

And not only have these doctors suffered injuries in the past, but it's
also inevitable that at least one doctor in one of these associations will face a

harm inthe future . Cf. City ofLosAngeles v. Lyons, 461 U.S. 95 (1983). Here,

the plaintiff-doctors have set forth by affidavit or other evidence specific

facts that they are certain to see more patients . Clapper, 568 U.S. at 411

(quoting Lujanv. Defs. ofWildlife, 504 U.S. 555, 561 (1992)) . That's because

FDA has removed almost all of mifepristone's REMS and thus enabled

women to (1) get the drug without ever talking to a physician , (2) take the

drug without ever having a physical exam to ensure gestational age and/ or an

ectopic pregnancy , and (3) attempt to complete the chemical abortion

regimen at home ; FDA has also (4) directed the hundreds of thousands of

women who have complications to seek emergency care from the plaintiffs

and plaintiffs hospitals . Several doctors testified that they have seen an
increasing number of women coming to the emergency room with
complications from chemical abortions due to FDA's virtual elimination of

controls on the dispensing and administration of the drugs. PIApp . 194, 205,
215 ,866. And given how many women these doctors have seen inemergency

departments in the past, these doctors quite reasonably know with statistical
certainty again, a statistic estimated on Mifeprex's own Patient
Agreement Form —that women continue needing plaintiffs

" emergency care. See PI App . 205, 215 , 868. The crisis is concededly
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ongoing Friendsofthe Earth, 528 U.S. at 184. Accordingly, plaintiffs face a

substantial risk ofrecurrence. SusanB.Anthony List v. Driehaus, 573 U.S.

149, 158 (2014) (quotation omitted).

And evenifone ofthe named doctors never sees another patient, it's
inevitablethat one ofthe thousands of doctors in plaintiffassociations will.
For example, one of the plaintiffassociations, the American Association of
Pro-LifeObstetricians & Gynecologists, is the largest organization ofpro
life obstetricians and gynecologists and has more than 7,000 medical
professionalsnationwide. PIApp. 165. The Christian Medicaland Dental
Association has more than 600 physicians and approximately 35
OBGYNs. App. 179. The American College of Pediatricians has a
membership of more than 600 physicians and other healthcare
professionals App. 187. These associations presented affidavits from
individual members, elucidating the various harms discussed herein. See
Friends of the Earth, 528 U.S. at 183-84. Thus, they have associational
standingto sue on behalfoftheir members. See N.Y. StateClubAss'n, Inc.v.

CityofNew York, 487 U.S.1, 9 (1988); Huntv . Wash. State Apple Advertising
Comm'n, 432 U.S. 333, 343 (1977) . That means that so long as one doctor
among the thousands of members in these associations faces an injury,
Article IIIissatisfied. See Rumsfeld, 547 U.S.at 52 n.2.

The doctors can also show that these injuries are traceable to FDA

regulations and redressable by this court. See Defs. of Wildlife, 504 U.S.at

560-61. That's because the 2016 Major REMS Changes, the 2021 Petition

Denial, and the 2023 Mail-Order Decision all empower non-doctors to

prescribe mifepristone and thus shift the costs of the drug onto the plaintiff

physicianswho must manage the aftermath. See, e.g., App. 218 ( I spent a

significant amount of time that dayworkingto save her lifefrom unnecessary

complicationsdue to the irresponsibleadministrationand useofmifepristone

and misoprostol. As a result of the significant time that I devoted to that
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patient, mytime and attention was taken away from other patients, who also

need my care." ) ; PI App. 867 ( Because more women [who take

mifepristone] are unnecessarily presenting in the emergency department,

more ofmy time and attention is taken away from other patients who need

it. ). In this way, [t ]he FDA's actions have created a culture of chaos for

emergencyroom physicians. PI App. 867. And we're capable ofredressing

plaintiffs injuries by restoringthe 2000 Approval's REMS. Accordingly, at

this stage,applicants have not shown that allof the plaintiffs lack standing.

We hasten to emphasize the narrowness of this holding. We do not
hold that doctors necessarily have standing to raise their patients claims . See

supra n.4 .We do not hold that doctors have constitutional standing whenever

they're called upon to do their jobs . And we do not hold that doctors have

standing to challenge FDA's actions whenever the doctor sees a patient

experiencing complications from an FDA-approved drug. Rather , we hold
that on the record before us applicants know that hundreds of thousands of

women will with applicants own statistical certainty need emergency
care on account of applicants actions . And because applicants chose to cut
out doctors from the prescription and administration of mifepristone ,

plaintiff doctors and their associations will necessarily be injured by the

consequences . This is an exceedingly unusual regime. In fact , as far as the
record before us reveals , FDA has not structured the distribution of any

comparable drug in this way

FDA's principal contention to the contrary is that mifepristone is

comparable to ibuprofen. FDA Stay App . 1. The theory appears to bethat

we cannot recognize plaintiffs standing here without opening a pandora's

box in which doctors have standing to litigate everything at all times,
including the banalities of over-the-counter Advil.
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We disagree because FDA's own documents show that mifepristone

bears no resemblance to ibuprofen. Inthe 2000 Approval, FDA imposed a

Black Box warning on mifepristone. FDArequires Black Box warnings

when a drug may leadto death or serious injury. 21C.F.R. 201.57(c)(1).

Inits2000 Approval, FDA conditioned its approval of mifepristone on the
inclusionofthis Black Box warning:

"IfMifeprexresults in incompleteabortion, surgical interventionmay be necessary

Prescribersshould determine in advance whetherthey willprovidesuchcare

themselvesor through other providers. Prescribersshouldalso give patientsclear

instructionsofwhom to calland what to do inthe eventof an emergencyfollowing

administrationof Mifeprex.

Prescribers should make sure the patients receive and have an opportunity to discuss the

Medication Guide and Patient Agreement.

FDA Add. 182. The 2016 Major REMS Changes relaxed many of the

requirements for marketing and using mifepristone. But it retained this

Black Box warning:
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WARNING: SERIOUSAND SOMETIMESFATALINFECTIONSOR BLEEDING

Seriousandsometimesfatal infectionsand bleedingoccurvery rarelyfollowing
spontaneous, surgical, and medicalabortions, includingfollowingMIFEPREXuse. No
causalrelationshipbetweenthe useof MIFEPREXand misoprostoland theseevents
has been established.

Atypical Presentation of Infection . Patients with serious bacterial infections (e.g.,

Clostridium sordellii) and sepsis can present without fever , bacteremia, or

significant findings on pelvic examination following an abortion . Very rarely, deaths

have been reported in patients who presented without fever, with or without

abdominal pain, but with leukocytosis with a marked left shift, tachycardia ,
hemoconcentration , and general malaise . A high index of suspicion is needed to

rule out serious infection and sepsis [ see Warnings and Precautions ( 5.1) .

BleedingProlongedheavybleedingmaybe a signof incompleteabortionorother

complicationsandpromptmedicalor surgicalinterventionmaybe needed. Advise

patientstoseekimmediatemedicalattentionif they experienceprolongedheavy
vaginalbleeding[ seeWarningsandPrecautions(5.2) .

Becauseoftherisksofseriouscomplicationsdescribedabove, MIFEPREXisavailable

onlythrougha restrictedprogramundera RiskEvaluationand MitigationStrategy

( REMS) calledthe MIFEPREXREMSProgram[ see WarningsandPrecautions(5.3) .

Before prescribing MIFEPREX , inform the patient about the risk of these serious

events. Ensure that the patient knows whom to call and what to do, including going to

an Emergency Room ifnone of the provided contacts are reachable , ifshe experiences

sustained fever , severe abdominal pain, prolonged heavy bleeding, or syncope, or if
she experiences abdominal pain or discomfort, or general malaise (including

weakness , nausea, vomiting or diarrhea ) for more than 24 hours after taking

misoprostol.

Advisethepatientto take theMedicationGuidewith herifshevisitsan emergency
roomor a healthcareproviderwhodid notprescribeMIFEPREX, so thattheprovider

knowsthat she is undergoinga medicalabortion.

https://perma.cc/R56J-BHW4.

Ibuprofen's label, which FDA helpfully provided in its stay

addendum, obviously bears no resemblance to the Black Box warning on

mifepristone's label. FDAAdd. . To the contrary, FDA has a special

regulation regardingibuprofen so all manufacturers of that over-the-counter
medicine include the same information on their labels. See 21 C.F.R.

201.326. It says nothing about REMS, surgery, emergencies, Emergency
Rooms, or death.

In sum, applicants own documents from the Patient Agreement

Form to the Black Box warning that have accompanied mifepristone
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ever since the 2000 Approval up to and including today prove that

emergency room care is statistically certain in hundreds of thousands of

cases. Plaintiff doctors have provided that emergency room care and are

statistically certain to provide it inthe future.

2 .

Second, theassociations have standing.As previously discussed, they

have associational standing to sue on behalfof their members . See N.Y.State

Club Ass'n, Inc., 487 U.S. at 9; Hunt, 432 U.S. at 343. The associations

presented affidavits from individual member doctors who have suffered
harms See Friends of the Earth, 528 U.S. at 183-84. Accordingly , they have

standing to sue on their members behalf.

Plaintiff associations have also suffered independent injuries because
FDA's actions have frustrated their organizational efforts to educate their

members and the public on the effects of mifepristone . See Havens Realty
Corp. v. Coleman, 455 U.S. 363 , 379 (1982) (holding that housing non-profit

had standing to challenge racial steering practices that impaired itsability to

provide counseling and referral services for low-and - moderate-income

homeseekers ) . As a result , plaintiff associations have expended time,

energy , and resources to compensate for this lack of information by

conducting their own studies and analyses of available data to the

detriment of other advocacy and educational efforts . PI App. 174. The

Supreme Court has previously stated that such a concrete and

demonstrable injury to the organization's activities with the consequent
drain on the organization's resources constitutes far more than simply a
setback to the organization's abstract social interests , Havens, 455 U.S.at

379, even where the organizational interest is purely noneconomic , id. at
379 n.20. Rather , under these circumstances , there can be no question that

the organization has suffered an injury in fact . Id. at 379 .
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Thisinjury is also traceable to FDA's eliminationofnon-fatal adverse

events in the 2016 Major REMS Changes. And it's redressable by an order

vacatingthose changes. Accordingly, these associations also have standing.

B.

Nextwe turnto timeliness.

Everyone acknowledges that 28 U.S.C. 2401(a)' s six-year

limitations period applies to all of this case's challenged actions . And

plaintiffs rightofaction against the lion's share ofthe challenged actions are

squarely within the six-year window. That includes all of plaintiffs

alternative arguments challenging the 2016 Major REMS Changes, the 2019

Generic Approval, the 2021 Mail-Order Decision, and the 2021 Petition
Denial of the 2019 Citizen Petition.

True, FDA's March 2016 Major REMS Changes were promulgated
more than six years before plaintiffs filed suit inNovember 2022. But Section

2401(a) instructs that the six-year period begins when the right of action
first accrues . And [t ]he right of action first accrues on the date ofthe final

agency action. Texas v. Biden, 20 F.4th 928, 951 n.3 (5th Cir. 2021),

onother grounds , 142 S. Ct . 2528 (2022) (quoting Wash. All. ofTech. Workers

. DHS, 892 F.3d 332 ,342 (D.C. Cir . 2018)). Though FDA promulgated the

Major REMS Changes in2016, the Agency didn't respond to plaintiffs 2019
Petition challenging those changes until December 16, 2021. So plaintiffs

right of action against FDA's final decision first accrued in December of
2021. See 21C.F.R. § 10.45 . That's less than a year before plaintiffs sued,
which is well within the limitations period .

Next, applicants claim that plaintiffs primary challenges to the 2000

Approval and 2016 Petition Denial to their 2002 Citizen Petition are

time-barred . Though admittedly a close question , we ultimately agree with

applicants at this preliminary juncture .
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Plaintiffs rightofactionagainst the 2000 Approvaland 2016 Petition
Denialfirst accrued on March 29, 2016 the date FDA issued its final

decision rejectingtheir 2002 Petitionchallenging the 2000 Approval. See 21

C.F.R. 10.45. But plaintiffs didn't file suit untilNovember 18, 2022, more

than six months beyond the statute of limitations. The district court

neverthelessfoundtimely the plaintiffs challengesto the 2000 Approvaland
the 2016 Petition Denial. How? First, the district court held that FDA

" reopened those decisions in 2016 and 2021, thus restartingthe statuteof

limitations. Second and alternatively the districtcourt decided plaintiffs
were entitled to equitabletolling.

We consider each justification inturn.

First, reopening. The reopen[ing] doctrine allows an otherwise

untimely challenge to proceed where an agency has either explicitly or

implicitly undertaken to reexamine its former choice." BiodieselBd.

. EPA,843 F.3d1010, 1017 (D.C. Cir. 2016) (quotation omitted). Put simply,

the purpose ofthe reopening doctrine is topinpoint an agency's final action

in cases where the agency has addressed the same issue multiple times.

Texas v.Biden, 20 F.4that 951. The limitations period runs from the agency's

earlier decision unless the later decision opened the issue up anew. Ibid.
(quotation omitted). This makes good sense: Because a key step in the

timeliness inquiry is determining when an agency action became final, it's

sometimes necessary to determine whether an agency's subsequent action

actually reconsidered its former action, Growth Energy v. EPA, 5 F.4th 1,

21 (D.C. Cir. 2021) (per curiam) (quotation omitted), or merely

reaffirm[ed] its prior position, Sierra Club v. EPA, 551 F.3d 1019, 1024

(D.C. Cir. 2008) (quotation omitted); see also Texas v. Biden, 20 F.4that 951

If the agency opened the issue up anew , and then reexamined and

reaffirmed itsprior decision , the agency's second action (the reaffirmance)

is reviewable . But if the agency merely reaffirmed its decision without
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reallyopeningthe decisionback up and reconsideringit, the agency's initial

actionistheonly final agencyaction to review. (quotationomitted) ) .

Courts have articulated various tests for determining whether an

agency has reopened a prior decision . These tests fall into two general

categories .

Under the first, courts look to the entire context of the [relevant
agency action] including all relevant proposals and reactionsof the agencyto
determine whether an issue was in fact reopened. Pub. Citizen v. Nuclear
Regul. Comm'n, 901F.2d 147, 150 (D.C. Cir. 1990); see also, e.g., id. at 150
53; GrowthEnergy, 5 F.4that 21-22; ofReversionaryProp. Owners
v. SurfaceTransp. Bd., 158 F.3d 135, 141-46 (D.C. Cir. 1998). An agency can
reopen an earlier decision in many ways, but the quintessential example of
this type of reopening is when an agency hold[s] out [ its prior rule] as a
proposed regulation, offer[s] an explanation for its language, solicit[s]
comments on itssubstance, and respond[s] to the comments in promulgating
the regulation in its final form. Am. Iron& Steel Inst. v. EPA, 886 F.2d 390,
397 (D.C.Cir. 1989) . Under the secondreopeningcategory, courts consider

whether an agency constructively reopened its prior decision. Kennecott
UtahCopper Corp. v. DOI, 88 F.3d 1191, 1214–15 (D.C. Cir. 1996). They do
so by evaluating whether the revision of accompanying regulations
significantly alters the stakes ofjudicial review as the resultof a change that
couldhave notbeenreasonably anticipated. NRDCv . EPA, 571F.3d 1245,
1266 (D.C.Cir.2009) (quotation omitted).

Although a closecall, we are unsure at this preliminaryjuncture and

after truncated review that FDA reopened the 2000 Approval in its 2016

MajorREMSChanges and its 2021 PetitionDenial.

As forthefirstreopeningtest, neitherthe2016MajorREMSChanges

nor the 2021 Petition Denial appears to substantive[ly] reconsider[]
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FDA's2000Approval. GrowthEnergy, 5 F.4that 21. FDA's 2016 decisionto
relax manyof the REMS was issued in response to Danco's supplemental

application requesting as much. See PI App. 615-52. And FDA's 2021

Petition Denial was issued in response to plaintiffs 2019 Citizen Petition

asking FDA to restore the pre-2016 REMS not revoke or reconsider

FDA'sunderlying2000 Approval. See PIApp. 667–93. Thereforeneitherof

the relevantproposals promptedFDA to reopen and reconsider its 2000

Approval. Pub. Citizen, 901 F.2d at 150.

That said, the district court correctly noted that FDAnevertheless

undertook a full review of the Mifepristone REMS Program when it

reviewedplaintiffs 2019 Citizen Petition even though the plaintiffs only

askedFDAto restorethepre-2016 status quoante. SeePIApp. 735–76; FDA
Add. 22.InFDA'swords:

2021, FDA also undertook a full review of the Mifepristone
REMS Program. In conducting this review, FDA reviewed

multiple different sources of information, including published
literature, safety information submitted to the Agency during
the COVID-19 PHE, FDA Adverse Event Reporting System

(FAERS) reports, the first REMS assessment report for the

Mifepristone REMS Program, and information provided by

advocacy groups, individuals, and the Plaintiffs in ongoing

litigation, as well as information submitted by the sponsors of
the NDA and the ANDA[ .]

App. 735. And after conducting this unrequested full review of the

REMSProgram, FDA (inter alia) added two modifications to the REMS

Programthat plaintiffs never evenmentionedintheir 2019 Citizen Petition,

including arequirementthat pharmaciesthat dispensethe drugbe specially

certified. App.736; see also id. at 735 n.11 (acknowledgingthat this was

not raised in your Petition ). All of this suggests FDA went back to the

beginning, including its very first REMS report, and conducted an
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independent review that far exceeded the issues raised in the 2019 Citizen

Petition.

Especiallybecausethe dangerousness ofa drugisgroundsto withdraw

its approval, see 21U.S.C. § 355(e) REMSare requiredto ensurethat

the benefitsofthe drugoutweigh the risks, id. § 355-1(a)(1) (2)—plaintiffs

reasonably argue that FDA's 2021 full review of the entire REMS

Program was ineffect a reconsiderationof FDA's 2000 Approval. Indeed,

plaintiffsmightvery wellprevail on that claim later in this litigation. Butat

this earlyjuncture and inlight ofour necessarilytruncatedreview we are

not yet confident enough to say that viewed in the entire context, FDA

has undertaken a serious, substantive reconsideration of the [2000

Approval rather than incremental adjustments to existing regulations.
Texasv.Biden,20 F.4that 952-93 (quotation omitted).

The result is the same under the second reopening test . Recall that

under the second test, [a] constructive reopening occurs if the revision of

accompanying regulations significantly alters the stakes of judicial review as

the result of a change that could have not been reasonably anticipated.

Sierra Club, 551F.3d at 1025 (quotation omitted).

Sierra Club is the seminal case. In 1994, EPA adopted a rule that

exempted major sources of air pollution from the Clean Air Act's emission

standards during startups, shutdowns, and malfunctions (the SSM

exemption ) . Id. at 1022. But the 1994rule also requiredsources to develop

an SSM plan in order to receive the benefit of the SSM exemption. . An

SSM planrequired the source to demonstrate how it will do its reasonable

best to maintain compliance with the standards, even during SSMs. Ibid.

(quotation omitted). SSM plans were publicly available and were

incorporated into the sources ' permits under Title V of the Clean Air Act.
Ibid.

27



23-10362

Ina series ofrulemakings between 2002 and 2006 , EPA substantially

weakened the requirement that sources maintain and follow an SSMplan in
ordertobenefit from the SSM exemption.Itremoved the requirement that a

source's Title V permit incorporate its SSM plan; it stopped making SSM

plans publicly available; and it ultimately retracted the requirement that

sources implement their SSM plans during SSM periods.Id. at 1023.

The Sierra Club filed suit in 2007. But the Sierra Club did not

challenge the changes to the SSM plan requirements that EPA had adopted

inits 2002,2003, and 2006 rulemakings. Instead, itchallenged the legalityof

the SSM exemption itself. Id. at 1024. EPA had adopted that exception in

1994 and hadnot considered rescindingit in anyof its rulemakingsduringthe

2000s. Rather, those rulemakings had treated the SSM exemption as a

given in fact, they had strengthened it by weakening the SSM plan

requirements. See id. at 1022-23.

TheD.C.Circuitnonetheless held that the Sierra Club's challengeto

the SSM exemption was timely. Even though EPA had not expressly

reopened its decision to create a SSM exemption, it had constructively

reopened that decision by stripping out virtually all of the SSM plan

requirements that it created to contain that exemption." Id. at 1025

(quotationomitted).BecauseEPAhadallegedly abandonedthese necessary

safeguards limitingthe SSM exemption, its rulemakings had changedthe

calculus forpetitioners in seeking judicial reviewand thereby constructively

reopened consideration of the exemption. Id. at 1025-26 (quotation

omitted) .

Sierra Clubthus establishes that an agency can constructively reopen

a decision if it removes essential safeguards that had previously limited or

contained the impact ofthat decision. Inmakingthis determination, the D.C.

Circuitlooksto the extent to which the agency has alter[ed] th[e] regulatory
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framework andwhether the agencyhas work[ ed] a change that [plaintiffs]

couldnothavereasonablyanticipated. BiodieselBd. , 843 F.3dat 1017.

Under Sierra Club and its progeny , FDA's 2016 Major REMS
Changes and 2021 Petition Denial seemingly reopened its 2000 Approval

decision . Of course , FDA did not expressly reconsider its mifepristone
approval . But it eliminated the necessary safeguards , Sierra Club,551 F.3d

at 1025, that had accompanied and limited the impact of that approval for two
decades . The in-person dispensing requirement , for example , was critical to

FDA's initial approval of mifepristone in 2000 ,which relied on the in-person
dispensing requirement to dismiss concerns about provider qualifications ,

improper use , illicit distribution , and detection of adverse events . See PI App .
519-23 . And the in-person dispensing requirement was also the cornerstone
ofthe REMS for mifepristone that FDA approved in 2011 and then relied on

in its 2016 rejection of plaintiffs 2002 Citizen Petition. See PI App. 578-82 ,
605,608.

FDA's elimination of the in-person distribution requirement—
not to mention various other REMS arguably worked a sea change in the
legal framework governing mifepristone distribution that plaintiffs could

not have reasonably anticipated and that significantly alters the stakes of

judicial review. Nat'l Biodiesel Bd., 843 F.3d at 1017 (quotation omitted).
That's because the in-person dispensing requirement was FDA's primary
tool for ensuring the safe distribution and use of mifepristone , so plaintiffs

arguably had little reason to anticipate this important change before 2021.

FDA does not argue otherwise , appearing to concede that its 2021

announcement was a stark departure from previous regulatory approaches .
And because this change eliminates a major safeguard against complications
and adverse effects arising from improper mifepristone use, it can be said to

significantly alter [] the stakes of judicial review for plaintiff doctors who
treat patients with these complications . Ibid. (quotation omitted ).
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Even so , we ultimately hold at this early and emergency stage that
these alterations didn't constructively reopen the 2000 Approval for review .

That's because there's at least a colorable argument that plaintiffs could

have reasonably anticipated changes like those in 2016 and 2021by dint
ofthe statutorily defined supplemental application process and other similar
revision mechanisms . NRDC . EPA, 571 F.3d at 1266 (quotation omitted );

see, e.g., 21 C.F.R. 314.71(b). We also recognize that it's somewhat of a

strain to say that the 2016 Major REMS Changes and 2021 Petition Denial

(and related changes ) altered the regulatory landscape to such a degree that
the prior rule is only now worth challenging when it otherwise might not

have been. Sierra Club, 551 F.3d at 1025–26 (quotation omitted ). After all,

plaintiffs did challenge the 2000 Approval well before the 2016 and 2021
changes were even proposed . But again , plaintiffs could very well prevail on

this reopening claim.

Inthe alternative, the district court held that plaintiffs were entitled

to equitable tolling of the statute of limitations. FDA Add. 23-25. We are
unpersuaded. [ A] litigant is entitled to equitable tolling of a statute of

limitationsonly ifthe litigant establishes two elements: (1) that he has been

pursuinghis rightsdiligently, and (2) that some extraordinarycircumstance
stoodin hiswayandpreventedtimely filing. MenomineeIndianTribeofWis.

v. UnitedStates, 577 U.S. 250, 255 (2016) (quotingHollandv. Florida, 560
U.S. 631, 649 (2010)). Here, no extraordinary circumstance prevented

plaintiffs from filing within six years of FDA's 2016 Petition Denial. The
districtcourt is of course correct that FDAtook 13 years, 7 months, and 9

days to renderthat March2016ruling, FDAAdd.24,but that delay hadno

impacton thelengthofthe statute-of-limitationsperiodorplaintiffs capacity
to challengethe 2016 PetitionDenial.
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C.

Next exhaustion . Stay applicants contend they are likely to succeed on

the merits because plaintiffs failed to exhaust their claims before FDA . We

disagree.

As a general rule, claims not presentedto the agency may not be
made for the first time to a reviewing court. Wash. for Television &

Child. v. FCC, 712 F.2d 677, 680 (D.C. Cir. 1983); cf. UnitedStates v. L.A.
Tucker TruckLines, 344 U.S.33 , 37 (1952). For challenges to FDA actions,

the general administrative exhaustion requirement is codified at 21C.F.R.

10.45(b). Section 10.45(b) states that a request that the [FDA]
Commissionertake or refrainfrom taking any form of administrativeaction

mustfirstbethe subjectofa finaladministrativedecision based ona petition
submittedunder 10.25(a). See id. § 10.25(a) ( An interestedpersonmay
petitionthe [FDA] Commissionerto issue, amend, or revoke a regulationor
order, or to take or refrain from taking any other form of administrative
action. ).

Noone disputes that every argumentthe plaintiffsraisedintheir 2019

CitizenPetitionisexhausted. That includesallofplaintiffs challenges tothe

2016 Major REMS Changes and everything fairly embraced by those

challenges. For example, the 2019 Citizen Petition argued explicitly that

FDA should [c ontinue limiting the dispensing of Mifeprex to patients in

clinics, medicaloffices, and hospitals. FDA Add. 193, 209–16. When FDA

rejectedthat request in the 2021 Petition Denial, it expressly reaffirmedits

commitment to mail-order abortion drugs. As such, plaintiffs haveproperly
exhausted their challenge to by-mail distribution regimeby raisingit
in the 2019 Citizen Petition.

Even if plaintiffs failed to exhaust their claims, courts retain

discretion to waive exhaustion" where one of the " traditionally
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recognized exceptions applies . Wash. Ass'n for Television & Child., 712 F.2d

at 681–82 . Two exceptions are relevant here : futility and administrative abuse

ofprocess.

Start with futility. Plaintiffs need not exhaust claims where they can

demonstrate the futility or inadequacyofadministrative review. Gardner

v. Sch. Bd. Caddo. Par. , 958 F.2d 108, 112 (5th Cir. 1992); see also Honigv.

Doe, 484 U.S. 305, 327 (1988). The futility exception applies when

exhaustion would be clearly useless and it is certain [a] claim will be

denied Tesoro Refin. & Mktg. Co. v. FERC, 552 F.3d 868, 874 (D.C.Cir.

2009) (quotation omitted); see also Carr v. Saul, 141S. Ct. 1352, 1361(2021)

[ hisCourthas consistently recognizeda futilityexception to exhaustion

requirements. ) .

Given FDA's 2016 Petition Denial and its 2021Petition Denial, it

would have been futile for plaintiffs to include a challenge to the 2000

Approvalintheir2019 CitizenPetition. FDArejectedthis exact challengein
its2016PetitionDenial. So itwould have been clearly useless to raisethe

precise challenge again in the 2019 Citizen Petition. Further, this exact
reasoningapplies withequalforce toplaintiffs challengeto the 2019 Generic

Approvalbecauseit'sentirelydependent on the underlying2000 Approval.

Thus, plaintiffs challenges to the 2000 Approval and the 2019 Generic

Approvalarenot barredby exhaustion.

Next, administrative abuse ofprocess. It'swell-established thatwhere

anagencyfails to follow its own regulations, exhaustion may not be required.

See WayofLifeTelevision Network, Inc.v.FCC,593 F.2d1356, 1359-60 (D.C.

Cir.1979) ; see also Wash.Ass'nfor Television & Child., 712 F.2d at 681. That's

especially true where the obvious result would be a plain miscarriage of

justice Hormel v. Helvering, 312 U.S. 552, 558 (1941) Here, FDA was

required by its own regulations to respond to citizen petitions within 180
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days See 21 C.F.R. 10.30(e)(2) . Instead of timely responding, FDA

responded to plaintiffs firstpetition fourteen years after it was filed. And it

responded to the second petition over two years after it was filed. FDA

plainly and repeatedly refused to follow its own regulations here. Even

assuming any of plaintiffs challenges were unexhausted and that itwasn't

futile to raise them before FDA, FDA's repeated failure to follow its own

regulations indicates that the district court did not abuse its discretion to

waive exhaustion. Wash.Ass'nfor Television & Child., 712 F.2dat 681.

D.

As applicants recognize , FDA's actions are constrained by the

arbitrary-and-capricious standard . See 5 U.S.C. § 706 (2)(A) . Under that

standard , the agency must examine the relevant data and articulate a

satisfactory explanation for its action including arational connection between
the facts found and the choice made . " Motor Vehicle Mfrs.Ass'n of U.S., Inc.
v.State Farm Mut. Auto. Ins. Co. , 463 U.S. 29, 43 (1983) (quotation omitted );
see also .Elec.Power Co. v. EPA, 920 F.3d 999 ,1013 (5thCir.2019 ) (judicial

review of agency action is not toothless ) . We must consider whether the
decision was based on a consideration of the relevant factors and whether

there has been a clear error of judgment . State Farm, 463 U.S. at 43
(quotation omitted ) . An agency's action is arbitrary and capricious it

" entirely failed to consider an important aspect of the problem, offered an
explanation for its decision that runs counter to the evidence before the

agency, or is so implausible that it could not be ascribed to a difference in

view or the product of agency expertise . Ibid.

When an agency acts, it must reasonably consider [] the relevant
issues and reasonably explain[ its actions .FCC v.Prometheus Radio Project,
141 S. Ct. 1150 , 1158 (2021) ; see also ibid. ( The APA's arbitrary-and
capricious standard requires that agency action be reasonable and reasonably
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explained. ); Michigan v. EPA, 576 U.S. 743, 750, 752 (2015) ( [A]gency

actionis lawfulonly ifit rests on a considerationofthe relevantfactors and

" importantaspect[s] of the problem. (quotationomitted)) . Ofcourse, we
cannot substitute our " own policy judgment for that of the agency.
Prometheus, 141S. Ct. at 1158.We nonethelessmust stillcarefullyensurethat

the agency hasacted withina zoneofreasonablenessand, inparticular, has

reasonably considered the relevant issues and reasonably explained the

decision Ibid The upshot is that we must set aside any actionpremised
on reasoningthat fails to account for relevant factors' or evinces a clear

error of judgment. Univ. ofTex. M.D.Anderson Cancer Ctr. v. HHS, 985

F.3d472, 475 (5th Cir. 2021) (quoting Marsh v. Or. Nat. Res. Council, 490
U.S.360,378 (1989)).

Here, applicants have failed to carry their burdenat this preliminary

stageto showthat actions werenotarbitraryand capricious. We have

two principal concerns in that regard. First, FDA failed to examine the

relevantdata whenitmadethe 2016Major REMSchanges. StateFarm,463
U.S. at 43. That's because FDA eliminated REMS safeguards based on
studiesthat includedthoseverysafeguards. FDAAdd. 59, 122–23, 171.Imagine

that an agency compiles studies about how cars perform when they have
passiverestraintsystems, like automatic seatbelts. See StateFarm, 463 U.S.

at 34-36.Fornearlya decade, the agencycollects those studies andcontinues
studyinghow cars perform with passive safety measures. Then one day the

agencychanges its mindandeliminatespassive safety measuresbased only on

existingdata ofhow cars performwithpassive safety measures. Cf.id. at 47

5 Here we limit our discussion to FDA's decisions in the 2016 Major REMS

Changes and its subsequent agency actions . As described above in Part III.B, it appears at
this preliminary juncture that plaintiffs challenges to the 2000 Approval and 2016 Petition
Denialare untimely .
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49. That was obviously arbitrary and capricious in State Farm. And so too

here. The fact that mifepristone might be safe when used with the 2000

Approval's REMS (a question studied by FDA) says nothing about whether

FDA can eliminate those REMS (a question not studied by FDA) .

True, FDAstudied the safety consequences ofeliminating one or two
ofthe 2000 Approval's REMS in isolation. But itrelied on zero studies that

evaluated the safety-and-effectiveness consequences of the 2016 Major
REMSChangesas a whole. This deficiency shows that FDA failed to consider

" an important aspect of the problem when it made the 2016 Major REMS

Changes Michiganv. EPA,576 U.S. at 752 (quotation omitted).

Second, the 2016 Major REMS Changes eliminated the requirement
that non-fatal adverse events must be reported to FDA.After eliminating that

adverse-event reporting requirement , FDA turned around in 2021 and
declared the absence of non-fatal adverse -event reports means mifepristone
is safe. See, e.g. , FDA Add. 861-76 (explaining that FAERS
database , which collates data on adverse events , indicated that the 2016

Major REMS Changes hadn't raised any new safety concerns ) . This
ostrich's -head-in-the -sand approach is deeply troubling especially on a
record that , according to applicants own documents , necessitates a REMS

program , a Patient Agreement Form, and a Black Box warning . See

supra Part III.A. And it suggests FDA's actions are well outside the zone of

reasonableness . Prometheus , 141 S. Ct . at 1160. It's unreasonable for an

agency to eliminate a reporting requirement for a thing and then use the

resulting absence of data to support its decision .

Theseactionsmakeitunlikelythat plaintiffs arbitrary-and-capricious

challenges will fail on the merits, at least as far as they challenge FDA's

decisionsincludingandfollowingthe 2016 MajorREMSChanges.

35



23-10362

IV.

Beyond likelihood of success on the merits , we also must consider the

other three factors for granting a stay . Those are [A] whether the applicant
will be irreparably injured absent a stay ; [B] whether issuance of the stay will

substantially injure the other parties interested in the proceeding ; and [C]
where the public interest lies. Nken, 556 U.S. at 434 (quotation omitted ).
We address each in turn. And we (D) discuss how the Comstock Act , 18

U.S.C. §§ 1461, 1462 affects the stay inquiry . Outside of the 2000 Approval ,

we find that the applicants fail to make a strong showing on any of these
factors for a stay.

A.

the remaining three factors, irreparable injury matters most. See

Nken,556 U.S.at 434. FDA argues that the plaintiffs fail to show irreparable

injury.But the irreparable injuryfactor asks whether the[ stay] applicantwill

be irreparably injured absent a stay , not whether the plaintiff would be

irreparably injured absent an injunction. . (emphasis added) (quotation

omitted). Similarly, FDA'sassertion that the district court's injunctionwill

harm pregnantwomen or other members ofthe public does not speak to the

irreparable injury factor (although itmay speak to other factors), because

thosepersons are not stay applicants inthis case.

Since FDA does not articulate any irreparable harm that FDAwill

suffer absent a stay, itmakes no showing on this critical prong. Ibid. We
maynot needto address the meritsofthe applicants stay request any further,

because failure to show irreparable injury often decides the [stay]

application. Whalen v. Roe, 423 U.S. 1313, 1318 (1975) (Marshall, J., in
chambers).

Dancobycontrastdoes claim itwillsuffer irreparableinjury, albeit in

just one paragraph. Danco notes that mifepristoneis its sole productand
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argues that it may have to shut down absent relief. We have held that

catastrophic financial losses may be sufficient to show irreparable injury.

Wages & White Lion Investments, LLC v. FDA, 16 F.4th 1130, 1142 (5thCir.

2021) (emphasis added) (quotation omitted). Of course, irreparable injury

alone does not entitle Dancoto a stay . See VirginianRy. Co., 272 U.S. at 672.

Andevenifitdid, neitherFDA nor Dancoarticulates why this, or any

other, injury would require a stay ofallof the district court's order, rather

than only part. Recall that we may narrowly tailor a stay to impact only

some portion ofthe proceeding. Int'lRefugeeAssistanceProject, 137 S. Ct.at

2087 (quotation omitted). The applicants arguments suggest, at best, that
they require relief only from the district court's treatment of the 2000

Approval. They make no argument as to why the district court's treatment

ofthe 2016 Major REMS Changes and later FDA activity irreparably harms

anyone.

Applicants forfeiture of this contention is understandable because

the world operated under the 2000 Approval for sixteen years, apparently

without problems. And neither applicant contends that it'll be irreparably

injuredwithout a stay so longas the 2000 Approval and its associated REMS

remain ineffect. Thus, the irreparable injury factor counsels against a stay.

B.

The next Nken factor asks whether issuance of the stay will

substantiallyinjurethe other parties interested inthe proceeding 556 U.S.

at434 (quotingHilton, 481 U.S. at 776); see alsoAla. ofRealtors, 141S.

Ct. at 2487 (same); Planned Parenthood v. Abbott, 134 S. Ct. 506, 506-08

(2013) (mem.) (opinions of seven Justices using the same standard) . This

language again focuses on harmfrom the stay, not the injunction. Cf. Whole

Woman's Health, 141 S. Ct. at 2495 (using less specific balance of the

equities language). To succeed on this prong,applicants mustshow that the
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requested stay will not harm the opposing appellees or other interested

parties.

Applicants discuss at length their view that the district court's order

might harm various persons, but mostly decline to address the apposite

question, which is why the requested stay would not harm relevant persons.

What points the applicants do make on this relevant question distill down to

two arguments.

First, applicants briefly argue that the injuries the plaintiffs would

suffer from a stay are speculative or minimal. Butwe havealready addressed

whyplaintiffs injuries are non-speculative.Seesupra Part III.A.We havealso

addressed the specific risks impacting women and the plaintiffs that stem

from the 2016 Major REMS Changes and other post-2016 FDA decisions

that the district court enjoined. See supra Part III.A, D. The applicants

abbreviated argument focuses on consequences flowing from the district

court's treatment of the 2000 Approval and largely ignores plaintiffs

alternative arguments regarding the 2016 Major REMS Changes and what
followed.

Second, the applicants argue that the plaintiffs failure to bring

litigationsooner undercutsany contentionthat they would be harmed froma

stay. That contention is untenable given FDA's fourteen-year delay in

adjudicating the 2002 Citizen Petition. But, even setting aside FDA's own

delays, the applicants do not explain why the plaintiffs alleged

procrastination warrants a stay of the entirety of the district court's order,

ratherthanjust the portionofthe order impactedby longlitigation delay (the

2000 Approval).

To the extent applicants make any showing that the third Nken factor

favors a stay, they do so only with respect to the 2000 Approval and do not

address plaintiffs alternative arguments .
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C.

The last factor asks where the public interest lies. 556 U.S. at

434 (quotation omitted) . The stay applicants make three principal

arguments.

First, the applicants arguethat proceduralirregularity in the court
belowfavors relief. Butthe applicantsdo not explain why any specificalleged
irregularitynecessarily speaks to public (versus their own private) interest.

Evenifwe assume awaythat problem, it isnotclear to us, on our accelerated
review, thatany litigationbelow was irregular. And evenifwe assume, which

we do not, that the district court or the plaintiffs departed from acceptable
procedure, it's unclear on this recordthat applicants have embraced the

principlesofequityandrighteousdealing in the twenty-one years sincethe
filingofthe 2002 CitizenPetition.BinhHoa Lev. ExeterFin. Corp., 990 F.3d

410, 416 (5th Cir. 2021) (quotation omitted) (noting that a party's own

imperfectconductcan prejudicetheir requestfor equitable relief) .

Second,Dancoargues that avoidanceof judicial conflict warrants a

stay given the order of an out-of-circuit district court. Comity between

federalcourts is a cognizable interest. See Def. Distrib. v. Platkin, 55 F.4th

486,495-96 (5th Cir.2022). We have every respect for fellow federalcourts.

Butwe cannot embraceanargument that would, in effect, allow the decision

ofanout-of-circuit district court to impelus towards extraordinary relief

thatwould beotherwise inappropriate. Williams, 442 U.S.at 1311(quotation
omitted).

Third, the stay applicants warn us of significant public consequences

shouldthe district court'sorderresult inthe withdrawalofmifepristonefrom

the market. These consequences, the applicants say, include injury to

pregnantwomen, to public healthcare systems, and to the sense oforderthat

governs FDA drug approvals. But these concerns center on the district
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court's removalof mifepristone from the market. The applicants make no

arguments as to why the 2016 Major REMS Changes, the 2019 Generic

Approval,orthe 2021and2023MailOrder Decisionsare similarly criticalto

the publiceven thoughthey were on noticeofplaintiffs alternative requests

forrelief.Anditwould be difficultforapplicants to argue that the 2016 Major

REMS Changes and subsequentFDA activity were so critical to the public

given that the Nation operated and mifepristone was administered to

millions of women without them for sixteen years following the 2000

Approval.

The applicants have made some showing that the public interest

warrants equitable relief from the district court's treatment of the 2000

Approval Motivated in part by the accelerated posture of our review, we
credit their showing.

D.

The parties vehemently dispute how their competing interpretations

ofthe Comstock Act of1873 might impact the validity of the district court's

order The Comstock Act prohibits the carriage in interstate commerceof

any drug, medicine, article, or thing designed, adapted or intended for

producingabortion. 18 U.S.C. § 1462. It similarly prohibits the mailing of

any article, instrument, substance, drug, medicine, or thing which is

advertisedor described ina manner calculated to lead another to use or apply

itforproducingabortion. Id. 1461.

Both statutory provisions specify a mens rea of knowingly. Id.

1461-62. The plain text does not require that a user of the mails or

common interstate carriage intend that an abortion actually occur. Rather, a

user of those shipping channels violates the plain text merely by knowingly

making use of the mail for a prohibited abortion item.
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The applicants principal defense against the Comstock Act is that

FDA was not required to consider it. After all, say the applicants , 21U.S.C.

355 and 355-1guide FDA's discretion over drugapproval and REMS,and

those statutes do not explicitly require consideration ofother statutes like 14
U.S.C. 1462.

Even assuming that's true, however, the Comstock Act nevertheless

undermines applicants showing on the final three Nken factors. For
example, ifthe Comstock Act is construed in-line with its literal terms, then

Danco cannot say it is irreparably harmed by the district court's order,

becauseDancohas no interest in continuingto violatethe law, which (under

a plainview ofthe Act) it does every time it ships mifepristone. For further

example, iftheComstockAct is strictlyunderstood, then applicants may lose

the public interest prong entirely, because there is no public interest in the

perpetuation of illegality.See Louisianav. Biden, 55 F.4th1017, 1035 (5thCir.
2022).

Theapplicantsraise other defenses. For example, they arguethat the
Food and DrugAdministration Amendments Act, Pub. L. No. 110-85, 121

Stat 823(2007) ( FDAAA ) sub silentiorepealedthe ComstockAct, at least
where mifepristone is concerned. That's because the FDAAA in 2007

created a statutoryframeworkgoverningREMSand drugswiththen-existing
distribution restrictions. See id. §909(b). Mifepristone was one such drug.
So, say applicants, the FDAAA acted to legalize shipment of mifepristone,

regardlessofwhat the ComstockAct mightsay. But repealsby implication
are not favored. MaineCmty. Health Options v. United States, 140 S. Ct.

1308, 1323 (2020) (quotation omitted) . We regard each of Congress's

statutes as effective unlesseither intentionto repeal oneofthemis “ clear
and manifest or the two laws are irreconcilable. . (quotation
omitted). Section 909(b) did not expressly legalize mifepristone; agency
action (notstatute) didthat. Section909(b) s brief text makes nomentionof
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mifepristone at all So, there is no irreconcilable conflict . And we hesitate

to find clear and manifest intention to repeal a 150-year -old statute that

Congress has otherwise repeatedly declined to alter in the far reaches of a

single section of the cavernous FDAAA .

Failingall else, the applicants argue that the Comstock Act does not

meanwhat itsays it means. Or rather, that judicial gloss and lax enforcement

overthe pastcentury act to graft relevantexceptions onto it. The applicants

relyon a memoauthoredby the Office ofLegalCounselto pressthis position.

See FDAAdd.258-78. That memo'sthoroughexplorationofthis topic notes

that a variety ofagingout-of-circuit opinions anda single footnote withinone

Supreme Courtdissent favor the applicants position. FDAAdd. 262–68).

The speed ofourreview does not permit conclusive explorationofthis

topic . To the extent the Comstock Act introduces uncertainty into the

ultimate merits of the case, that uncertainty favors the plaintiffs because the

applicants bear the burden of winning a stay. See Landis, 299 U.S. at 255.

Since plaintiffsalready prevail on most Nkenfactors concerningmost of the

agency items effectively enjoined by the district court's order, we need not

definitively interpret the Comstock Act to resolve this stay application.

*

As the stay applicants, defendants bear the burden of showing why

extraordinary circumstances demand that we exercise discretion in their

favor. To the extent the defendantsmake any such showing, they do so only

withrespectto the 2000 Approval not the plaintiffs alternative arguments

challenging 2016 Major REMS Changes and all subsequent actions.

Our decision to grant partial relief does not reflectour view on any merits

question. The defendants motions to stay the district court's order are

GRANTED IN PART and DENIED IN PART. The appeal is

EXPEDITED to the next available OralArgumentCalendar.
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