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IN THE DISTRICT COURT OF OKLAHOMA COUNTY
STATE OF OKLAHOMA S

by

DEPOTY
(1) OKLAHOMA COALITION FOR

REPRODUCTIVE JUSTICE, on behalf of
itself and its members; and

(2) NOVA HEALTH SYSTEMS, D/B/A
REPRODUCTIVE SERVICES, on behalf
of itself, its staff, and its patients,

Case No. CV-2011-1722

Judge Danie! L. Owens
Plaintiffs,

(3) TERRY L. CLINE, in his official capacity
as Oklahoma Commissioner of Health;
and,

(4) LYLE KELSEY, in his official capacity as
Executive Director of the Oklahoma State
Board of Medical Licensure and
Supervision; and,

(5) CATHERINE C. TAYLOR, in her official
capacity as the President of the Oklahoma
State Board of Osteopathic Examiners,

vvvvvvvvu\_/vvvvuvvvvvuuv

Defendants.

PLAINTIFFS’ MOTION FOR SUMMARY JUDGMENT

Pursuant to Rule 13(a) of the Rules for District Courts of Oklahoma, Okla. Stat. tit.
12, ch. 2, app., Rule 13(a), Plaintiffs move this Court for summary judgment on the claims in
Plaintiffs’ Petition. Plaintiffs seek entry of (1) a declaratory judgment that Oklahoma House
Bill 1970, 2011 Okla. Sess. Laws ch. 216 (amending Okla. Stat. tit. 63, § 1-729a) (the
“Act”), violates the Oklahoma Constitution and is therefore unenforceable; and (2) a
permanent injunction, without bond, restraining Defendants, their employees, agents, and
successors in office from enforcing the Act. In support of this motion, Plaintiffs submit the

accompanying memorandum of law; a copy of the Act (attached hereto as Appendix 1); the



Declaration of Lisa D. Rarick, M.D., with exhibits (attached hereto as Appendix 2); a report,

numbered GAO-08-751, from the United States Government Accountability Office (attached

hereto as Appendix 3); the Declaration of Daniel A. Grossman, M.D., with exhibits (attached

hereto as Appendix 4); the Declaration of Dana Stone, M.D,, with exhibits {attached hereto

as Appendix 5); the Declaration of Abigail Long, with exhibits (attached hereto as Appendix

6); the Declaration of Marilyn Eldridge (attached hereto as Appendix 7); the Declaration of

Martha Skeeters, Ph.D. (attached hereto as Appendix 8); and an excerpt of The Oklahoma

State Constitution: A Reference Guide (attached hercto as Appendix 9). The grounds for

this motion are as follows:

1.

The claims that are the subject of the instant motion do not involve any substantial
controversy as to material facts and are appropriate for summary disposition;

The Act attempts to delegate to the United States Food and Drug Administration the
Legislature’s authority and responsibility to establish policy for the State of
Oklahoma regarding the practice of medicine, in violation of the non-delegation

doctrine derived from Articles IV and V of the Oklahoma Constitution;

. The Act violates the equal protection rights of patients seeking pregnancy

terminations and physicians who provide that medical care, in violation of Art. II, §7,
of the Oklahoma Constitution;

The Act is an impermissible special law under Art. V, § 39, of the Oklahoma
Constitution;

The Act is vague in violation of the due process clause of the Oklahoma Constitution,
Okla. Const. art. I, § 7;

The Act violates the right to abortion and the right to bodily integrity secured to



women in Oklahoma by the due process clause of the Oklahoma Constitution, Okla.
Const. art. 1L, § 7;

7. The Act forees physicians to make factually untrue statements, in violation of Art. II,
§ 22, of the Oklahoma Constitution;

8 Plaintiffs and those whose interests they represent will suffer irreparable harm from
enforcement of the Act;

9. Plaintiffs are entitled to a declaratory judgment that the Act violates the Oklahoma
Constitution and is, therefore, unenforceable; and

10. Plaintiffs are entitled to a permanent injunction, without bond, restraining

Defendants, their employees, agents, and successors in office from enforcing the Act.

Respectfully submitted thisM‘of January, 2012
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Martha M. Hardwick
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CERTIFICATE OF SERVICE

I hereby certify that on the)ﬁay of January, 2012, true and correct copies of the
foregoing motion and supporting papers were delivered by electronic mail to the following:

Patrick R. Wyrick

Solicitor General

Office of the Attorney General
313 N.E. 21st Street
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ENROLLED HOUSE

BILL NO. 1970 By: Grau, Trebilcock, Cockroft,
Reynolds, Faught, Ownbey,
Kern, Ritze, Cooksey, Roberts
{Dustin) and Peterson of the
House

and

Treat, Brecheen and Allen cof the
Senate

An Act relating to publichealth and safety; amending Section 1,
Chapter 48, 0.5.L.2010 (63 0.5. Supp. 2010, Section 1-72%aj,
which relates to RU~486 for the purpose of inducing abortions;
adding definitions; requiring that physicians prescribe certain
drugs according to certainprotocol;modifying duties of certain
physicians; requiring physician to examine woman and
document gestational age prior to administering certain drugs;
reguiring follow-up appointment to be scheduled for certain
patient; providing for severability;and providing an effective
date.

SUBJECT: Abortion
BFE ITENACTED BY THE PEQPLE OF THE STATE OF OKLAHOMA:

SECTICN 2. AMENDATORY Section 1, Chapter 48, 0.5.L. 2010 (63 O0.3.
Supp. 2010, Section 1-72%a}, isamended to read as follows:

Section 1-729%a. A. As used inthissection:

1. Abortion-inducing drug means amedicine, drug, or any other substance

W [ il L eIl 4 CrXrinlild [1] (1 [l A dladgnosaple

poreanancy of a woman, with knowledge that the terminaticon shallwith




reasonable likelihood cause the death of the unborn child. This includes offdabel
use of drugs known tohave abortion-inducing properties, which are prescribed

specificallywith the intent of causing an abortion, such as miscprostol (Cytotec,
and methotrexate. This definitiondces not apply todrugs thatmavy ke known to
cause an abortion, but which are prescribed forotherme dical! indications, such as

chemotherapeutic agents or diagnesticdrugs:

2. Drug label _ or drug slabel means the pamphlet accompanving an
abortion—inducing drug which outlines the protocol tested and authorized by the
U.S. Food and Drug Administration (FDA} and agreed upcn by the drug company

applying for FDA authorization of that drug. Also known as  finalprinting labeling
instructions. . itisthe FDA document which delineates how a drug istobe used

3. Federal law means any law, rule, or regulation of the United States or
any drug approval letterof the U. 3. Food and Drug Administration that governs or
regulates the use of RU-486 (mifepristone) or any aboertien-inducing drug for the

purpose of inducing aboertions;

2= 4. Personal identifying information means any information designed to
identifya person and any information commonly used or capable of being used
alone or inconjunction with any other information to identifya person; and

3+ h. Physician means a doctor ofmedicine or cstecpathy legally
authorized to practice medicine in the state.

B. No¢ person shallknowingly or recklessly give, sell,dispense, administer,
prescribe, or otherwise provide RU-486, also known as mifepristone, or any
abortion-inducing drug for the purpose of inducing an aborticn ina pregnant
female, unless the person who gives, sells,dispenses, administers, prescribes, or

otherwise provides the RU-486 (mifepristone) or any abortion-inducing drug isa

physician whao:
1. Has the abilityto assess the duration of the pregnancy accurately;
2. Has the abilitytc diagnose ectopicpregnancies;
3. Has the abilityto provide surgical intervention incases of incomplete
abortion or severe bleeding, or has made and documented inthe patient s

medical record plans to provide such care through other qualified physicians;

4. Isable to assure patient access tomedical facilitiesequipped to provide
blood transfusicons and resuscitation, ifnecessary; and
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5. Has read and understood the prescribing information for the use of
RU-486 (mifepristone) or any abortion-inducing drug as provided by the drug
manufacturer in accordance with the requirements of the U.S. Focd and Drug

Administration.

C. No phvsician who provides RU-486 (mifepristone) or any abortion-
inducing drug shallknowingly or recklessly failto provide or prescribe the RU-486
(mifepristone) or any abortion-inducing drug according to the protogel tested and
authorized by the U.S. Feod and Drug Administration and as authorized inthe
drug label forthe RU-486 {mifepristone) or anv abortion-inducing drug.

D. No physician who provides RU-486 (mifepristone) or.any abortion-
inducing drug for the purpose of inducing an abortion shallknowingly or
recklessly failto:

1. Provide each patient with a copy of the drug manufacturer sme dication
gulde and drug Jabel for RU-486 (mifepristone) pr any abortion-inducing drug

being used;

2. Fullyexplain the procedure to the patient, including, but not limited te,
explaining whether the-physictan-isusing that the drug isbeing used in

accordance with j;h_e_pr_o_t_QC_Qlj_e_SLe_d_aIld_aJ-thQIlZEd—béL the U.S. Food and Drug
Administration regimenr—oran €% nee—pasedregimenr—andtfusingan-evidence
1o o T E =1 PR RS NNV S I O B L S PO [N = SICMCC S SRVSENE SN C - 1< inJ = =l Do
UU a1 J.D\j.l.l.l'ic Ty I-JtJ _LJ.]_LI.S\j ClIT e G LCHLLII\.LI L e 5 B g E P 8 ) | ==p e § >4 e L VTl [ pyw g p g = u\_d
Tl g o e e amo et g o e ol amac s ard Ao ot L TP I O < g N Y £ L~ = PR P | S

o Y G B o e e gy =y v e O J.G\JJ-I-IKCLI. Lo g t)LV VJ.U_I.JL\j L ) B L S B R e gt L () B BN Y Tl T Lea g B 3 [N g e
regimen—peing used and as outlined inthe drug label for RU-486 (mifepristone) or

] —induci ! ;

3. Provide the female with a copy of the drug manufacturer spatient
agreement and obtain the patient ssignature on the patient agreement;

4, Sign the patient agreement; and

5. Record the drug manufacturer spackage serialnumber inthe patient s
medical record.

b E. Because the failure and complications from medical abortion increase
with increasing gestaticnal age, because the physical symptoms ofmedical
abortion can be identicalto the symptoms of ectopicpregnancy, and hecause
RU-486 (mifepristone) or any abortion-inducing drug does not treat ectopic

pregnancies but rather iscontraindicated inectopic pregnancies. the physician
giving, sellinag, dispensing, administering, or otherwise providing or prescribing

ENR. H. B. NO. 197¢ Page 3



RU-486_ (mifepristone) or any abortion-inducing drug shall firstexamine the

woman and document, inthe woman s medical chaxt, gestational age and

intrauterine location of the pregnancy. priorto giving, selling, dispensing,
administering, or otherwise providing ox prescribing RU-486 {mifepristone) or any

vortion-inducing d

F. When RU-486 (mifepristone) or any abortion-inducing drug isused forthe

purpose of inducing an aborticn, the drug must be administered by—e¥ inthe same
room and inthe physical presence of the physician who prescribed, dispensed, or
otherwise provided Lhe drug to the patient. The physician inducing the aborticn,
or a person acting on behalfof the physician inducing the abortion, shallschedule
the patient fora follow-up appointment and make allreasonable effortstoensure
that the patient returns twelve (12) to eighteen (18) days after the administration
or use of RU-486 (mifepristone) or any abortion-inducing drug fora follow-up visit
s0 that the physician can confirm that the pregnancy has been terminated and
assess the patient smedical condition. A briefdescription of the effortsmade to
comply with this subsection, including the date, time, and identificationby name
of the person making such efforts, shallbe included in the patient smedical

record.

¥.G. 1. Ifa physician provides RU-486 {mifepristone) orany abortion-
inducing drug for the purpose of inducing an abortion and ifthe physician knows
that the female who uses the RU-48¢ {mifepristone) or any abortion~-inducing
drug for the purpose of inducing an aborticn experiences within one {1) year after
the use of RU-486 (mifepristone) or any abortion-inducing drug an incomplete
abortion, severe bleeding, or an adverse reaction to the RU-48%6 {(mifepristone} ar
any_abortion-inducing drug or ishospitalized, receives a transfusion, or
experiences any other sericus event, the physician shall,as soon as is
practicable, but inno case mcre than sixty {60) days after the physician learns of
the adverse reaction or sericus event, provide a written report of the incomplete
abortion, severe bleeding, adverse reaction, hospitalization, transfusion, cr
serious event to the drug manufacturer. Ifthe physician isa doctor cfme dicine,
the physician shallsimultaneously provide a copy of the report to the State Board
of Medical Licensure and Supervision. Ifthe physician isa doctor of osteopathy,
the physician shallsimultanecusly provide a copy of the report to the State Board
of Osteopathic Examiners. The relevant Board shallcompile and retain allreports
itreceives pursuant to thissubsection. Allreports the relevant Board recelves
under this subsection are publicrecords open to inspection pursuant to the
Oklahoma Open Records Act; however, absent an crder by a court of competent
jurisdiction, neither the drug manufacturer nor the relevant Board shallrelease
the name or any other personal identifying information regarding a person who

uses or provides RU-486 (mifepristone) or any abortion-inducing drug for the
purpose of inducing an aborticn and who isthe subject of a report the drug
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manufacturer or the relevant Board receives under this subsection.

2. No physician who provides RU-486 (mifepristone} or.any abortion-
inducing drug to a pregnant female for the purpose of inducing an abortion shall
knowingly or recklessly failto filea report required under paragraph 1 of this
subsection. Knowing or reckless failure to comply with this subsecticn shall
subject the physician to sancticning by the licensing board having administrative
authorityover such physician.

E. H. Any female upon whom an abortion has been performed, the father of
the unborn childwho was the subject of the aborticon ifthe father was married to
the woman who received the abortion at the time the abortion was performed, or
a maternal grandparent of the unborn child may maintain an action against the
person wno performed the abortion in knowing or reckless violation of thissection
for actual and punhitive damages. Any female upon whom an abortion has been
attempted inknowing or reckless vielation of this section may maintain an action
against the person who attempted to perform the abortion for actual and punitive
damages.

&~ I. Ifa judgment isrendered in favor of the plaintiffin any actien described
in this section, the court shallalso render judgment fora reascnable attorney fee
in favor of the plaintiffagainst the defendant. Ifa judgment isrendered in favor
of the defendant and the court finds that the plaintiff ssuitwas frivelous and
brought inbad faith, the court shallaisc render judgment for a reasonable
attorney fee in favor of the defendant against the plaintiff.

H. J. No pregnant female who cbtains or possesses RU-486 (mifepristone) or_

any aborticn-inducing drug for the purpose cof inducing an abortion to terminate

her own pregnancy shallbe subject toany action brought under subsection £ H. of
this section.

K. Ifsome or alloef the language inthissection isever temporarilvor

permanently restrained or enjoined by judicialorder, then thissection shallbe

enforced as though such restrained or enjoined provisions had not been adopted:

provided, however, that whenever such temporary or permanent restraining

order or injunction isstaved or dissclved, or otherwise ceases tohave effect, such

provisions shallhave fullforce and effect,

SECTION 2. This act shallbecome effective November 1, 2011 .
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Passed the House of Representatives the 4th day of May ,2011.

Presiding Officer of the House of
Representatives

Passed the Senate the 26th day of April,2011.

Presiding Officer of the Senate
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IN THE DISTRICT COURT OF OKLAHOMA COUNTY

STATE OF OKLAHOMA

OXLAHOMA COALITION FOR )
REPRODUCTIVE JUSTICE, on behalf of its )
members, ET AL., )
)

Plaintiffs, } Case No. CV-2011-1722
V. )
)

TERRY L. CLINE, in his official capacity as ) Judge Daniel L. Owens

Oklghoma Commissioner of Health, ET AL., )
)
Defendants. )
)

DECLARATION OF LISA D. RARICK, M.D. IN SUPPORT OF
PLAINTIFFS’ MOTION FOR SUMMARY JU DGMENT

LISA D. RARICK, M.D. hereby declares, under penalty of perjury, that the following

statements are true and correct:

1. 1provide the following facts and opinions as an expert in reproductive health and the
regulation of drugs by the United States Food and Drug Administration (“FDA™). 1am a Board-
certified obstetrician-gynecologist licensed to practice medicine in the State of Maryland and the
District of Columbia. I worked at the FDA from 1988 to 2003. A copy of my curriculum vitae,
which summarizes my professional experience, is annexed hereto as Exhibit A.

2. My work at the FDA began with a part-time position in the Center for Drug
Evaluation and Research (“CDER”) investigating the effects of drug exposure on fetal
development. Later, I became a full-time Medical Officer in the Division of Metabolic and
Endocrine Drug Products. In 1996, I was named Director of the newly created Division of

Reproductive and Urologic Drug Products. While in that position, I became well-acquainted



o @
with the new drug application (“NDA”) for mifepristone. I participated in the review of that
NDA and the Advisory Committee meetings concerning mifepristone. In 1999, Iwas promoted
to Deputy Office Director for the Office of Drug Evaluation 2, and in 2000, T was promoted to
Associate Director of CDER for Quality Assurance. In 2002, I moved to the Office of the
Commissioner, where I served as a Medical Officer in the Office of Women’s Health.

3. [left the FDA in 2003 and have been working as a private consultant since then,
providing consulting services to pharmaceutical companies, venture capital firms, advocacy
groups, and individuals regarding re gulator.y affairs and reproductive health.

FDA Approval of Medications and Labeling

4. FDA approval of a drug means that the manufacturer may sell or market the drug in
the United States. In other words, it allows the manufacturer to make the drug available to U.S.
populations. The FDA neither authorizes nor limits physicians’ use of FDA-approved drugs,
because the FDA does not regulate the practice of medicine. Physicians are expected to use
FDA-approved products in the most appropriate way for their patients.

5. The Final Printed Labeling (“FPL”) for an FDA-approved drug is an informational
document that provides physicians with guidance about how to use a drug in accordance with
how the drug sponsor requested and received FDA approval for its use. It does not impose
binding obligations on a physician and it cannot authorize or limit any use of a drug. Moreover,
an FPL is not an FDA document. Itis an FDA-approved document, for which the drug
manufacturer has ultimate responsibility. |

6. The FDA does not require drug manufacturers to list all possible uses for a drug in the
drug’s FPL, no matter how much information about possible uses is in the medical literature. A

drug manufacturer gets to choose what the FPL says about the uses for which the manufacturer



wants to market the drug. For example, there is information in the ﬁédicd literature about the
ways that misoprostol is helpful in abortions, but the manufacturers have not decided to label or
market Cytotec that way, so the FPL for Cytotec does not have informaﬁon about that use.

7. After a drug has been approved by the FDA, physicians may prescribe it for
indications and in dosages other than what is set forth in the drug’s FPL. That common practice
by physicians is known as “off-label” use.

8. Itis extremely important for physicians to have multiple treatment options in
providing care, even though different options will have different risks and benefits. Every
individual is different, and has different pharmacokinetics; the art of prescribing 1s in
determining the best treatment for the particular patient. No clinical trial can identify the perféct
treatment for everyone.

9. Tn guidance documents, the FDA has repeatedly acknowledged that off-label use is
common and is sometimes required by good medical practice.

10. For example, in an April 1982 “FDA Drug Bulletin,” this topic was specifically
addressed. Here the FDA stated that ... The FD&C Act does not...limit the manner in which a
physician may use an approved drug. Once a product has been approved for marketing, a
physician may prescribe it for uses or in treatment regimens or patient populations that are not
included in approved labeling. Such “unapproved” or, more precisely, “unlabeled” uses may be
appropriate and rational in certain circumstances, and may, in fact, reflect approaches to drug
therapy that have been extensively reported in medical literature.” The Bulletin goes on to state:
«_...accepted medical practice often includes drug use that is not reflected in approved drug

labeling.” A copy of that FDA Drug Bulletin is annexed hercto as Exhibit B.



11. Similarly, in a 2004 Guidance for Industry document entitled IND Exemptions for
Studies of Lawfully Marketed Drug or Biological Products for the Treatment of Cancer, the FDA
stated that: “Off-label therapy with cancer drugs is common in practice. When there isno
established therapy for a cancer, or stage of céncer, it is common for oncologists to try different
regimens or combinations of established drugs. . . . In their daily practice, many oncologists treat
cancer patients with regimens that include off-label use of drugs. They evaluate the published
data and past clinical experience to assess the nisk of such treatments. Such treatment of
individual patients with approved drugs within their clinical practice does not require an IND.”
(“IND” means investigational new drug application.) A copy of that Guidance for Industry
dor;ument is annexed hereto as Exhibit C.

12. Indeed, in 2010 the FDA reaffirmed its stance in an Information Sheet entitled “Off-
Label” and Investigational Use of Marketed Drugs, Biologics, and Medical Devices, stating that:
“Good medical practice and the best interests of the patient require that physicians use legally
available drugs, biologics and devices according to their best knowledge and judgment. If
physicians use a product for an indication not in the approved labeling, they have the
responsibility to be well informed about the product, to base its use on firm scientific rationale

and on sound medical evidence, and to maintain records of the product’s use and effect.” See

http://www. fda.cov/RegulatoryInformation/Guidances/ucm 126486 .htm.

13. Off-label use of drugs is particularly common among obsietricians because many
drugs are not labeled for use by pregnant women. As one example, the standard of care for
treatment and management of premature labor includes the use of several possible drugs
including indomethacin, calcium channel blockers and magnesium sulfate. Not one of these

products includes information in the FDA-approved labeling for use in this condition.



14. All medications have risks and benefits. The risks and benefits of a particular drug
are not affected by the purpose for which a drug is used; they will all apply regardless of the
purpose. Differences in dosage, regimen, or characteristics of the particular patient, on the other
hand, can affect the risks and benefits of a medication. The balance of risks and benefits, and the
acceptability of risks, depends on the circumstances of the patient for whom a physician is
considering prescribing the medication.

FDA Approval of Mifeprex

15. The NDA for mifepristone, which is sold under the brand name Mifeprex and also
known as RU-486, was submitted to the FDA in 1996. At that time, mifepristone had already
been approved for use in numerous countries, including the United Kingdom, Sweden and
France. Based on comments from the FDA, thé NDA was amended and supplemented over the
course of four years.

16. Mifeprex is the only medication in the United States that has received FDA approval
for marketing for the purpose of inducing abortion in the first trimester. Because Mifeprex
created a new, non-surgical, option for women seeking first-trimester abortions, it met the FDA’s
definition of an “unmet need” and was given a priority review.

17. The drug’s initial sponsor was the Population Council, a nonprofit organization
dedicated to improving reproductive health worldwide. Sponsorship was ultimately transferred
to Danco Laboratories, LLC, which was retained by the Population Council to manufacture
mifepristone for the U.S. market.

18. The key safety and efficacy data contained in the Mifeprex NDA consisted of three
clinical trials, two conducted in France and one conducted in the United States. Those trials

studied a particular dosage and administration regimen for mifepristone-misoprostol consisting



of the oral ingestion of 600 milligrams of mifepristone followed two days later by the oral
ingestion of 400 micrograms of misoprostol.

19. On September 28, 2000, the FDA approved the NDA for mifepristone and issued a
drug approval letter to the Population Council, after determining that the drug met the applicable
standards for safety and effectiveness, manufacturing and controls, and labeling. As is generally
the case with respect to NDAs, the FDA did not test protocols or conduct clinical trials for
mifepristone before approving the NDA. The FDA does not authorize protocols for use of
approved drugs and accordingly did not authorize any protocol for use of Mifeprex.

20. The FDA’s approval of mifepristone was granted pursuant to the restricted
distribution provision of the FDA’s Subpart H regulations, which enables the FDA to impose and
enforce restrictions on the way a drug manufacturer distributes the drug. The FDA does not
impose restrictions on physicians. The drug approval letter issued to the Population Council sets
forth the restrictions imposed on the manufacturer with respect to distribution of mifepristone,
including a set of physiciail qualifications. As a result of those restrictions, Danco Laboratories,
LLC, may not distribute mifepristone to a physician unless the physician executes a Prescriber’s
Agreement stating that he or she possesses the necessary qualifications and will adhere to the
other requirements set forth in the drug approval letter.

21. The Mifeprex sponsor’s NDA also included a proposed label for mifepristone. The
FDA reviewed the label and suggested revisions to the drug sponsor. The drug sponsor made
revisions and the FDA subsequently approved what became the Final Printed Labeling (“FPL”)
for mifepﬁstone. The FDA approved substantive changes to the FPL in 2004, 2005 and 2009.

22. The FPL for Mifeprex consists of four parts: Prescribing Information, Medication

Guide; Patient Agreement, and Prescriber’s Agreement. The Prescribing Information part of the



FPL contains Dosage and Administration information, which reflects the regimen used during
the clinical trials. The Medication Guide section of the Mifeprex FPL is intended for consumers.
Although it is publicly available online, the Prescribing Information section is intended fér
physicians, in their role as “learned intermediaries” who interpret the information for patients.

23. [ have reviewed Oklahoma House Bill 1970. I know of no document that would fit
the definition of a “drug label” in section A(2). There is no “protocol tested and authorized by”
the FDA because, as discussed above, the FDA does not test or authorize protocols. There is no
protocol “agreed upon™ by the drug manufacturer, because the FDA does not require or restrict
any particular protocol for use of FDA-approved drugs. Similarly, there is no “FDA
authorization” of a drug, because the FDA reviews information presented by the drug
manufacturer and approves labeling of a drug for marketing in the United States. I do not know
of any document called “final printed labeling instructions.” The FPL is not an FDA document;
it is an FDA-gpproved document created and owned by the drug manufacturer. Finally, there is
no document that “delineates how a drug is to be used according to the FDA approval,” because
the FDA does not dictate how a drug is to be used. The FPL describes the dosage and
administration for the use presented to the FDA in a drug’s NDA, but it in no way limits how a
drug can be used.

Oversight and Monitering of Mifeprex

24. Following the approval of mifepristone for marketing in the United States, the FDA,
through the Center for Drug Evaluation and Research, has remained vigilant in its regulatory
oversight of mifepristone.

25. The FDA regulations describe adverse drug experience reporting requirements. For

manufacturers of approved drugs, these requirements are described at 21 CFR 314.80. That



regulation requires manufacturers to report adverse drug experiences that are both serious and
unexpected. The FDA does not require physicians to report adverse reactions, but it encourages
voluntary reporting by patients, consumers or healthcare professionals of any serious adverse

events related to medications and other FDA approved products at any point after using the

medication or product. http://www.fda.gov/Safety/Medwatc h/HowToReport/default.htm.

26. Along with the regulations, the FDA provides several “Guidance to Industry”
documents clarifying what, when and where to report post-marketing adverse events. In the
United States, adverse events are compiled by the FDA in the Adverse Event Reporting System,
which is a computerized information database designed to support the FDA’s post-marketing
safety surveillance program for all approved drugs. Adverse event reports received are reviewed
by (1) the same team in the Office of New Drugs in the Center for Drug Evaluation and Research
that did the New Drug Application evaluation and approval process for the specific drug about
which reports are received, the members of which develop expertise related to the medication
that is an important part of post-marketing monitoring; and (2) a team from the Office of Drug
Safety.

27. Along with individual adverse event reports, the drug sponsor is responsible under 21
CFR 314.81 for submitting periodic safety update reports that include a description and analysis
of adverse events as well as updated information from clinical trials, published literature reports,
risk/benefit summaries, and any proposed changes to the product’s labeling.

28. Serious adverse event reports associated with mifepristone, like those associated with
any other medication, are carefully analyzed and thoroughly investigated to figure out whether
there is a relationship between the drug and the event and, if so, the nature of the relationship, as

well as to figure out how to prevent similar events in the future.



29. Since the approval of Mifeprex in 2000, FDA has been informed of eight deaths in
the United States due to serious infections following medication abortion with mifepristone and
misoprostol. The deaths resulted from toxic shock syndrome. Seven cases were found to
involve infection with bacteria known as Clostridium sordellii and one case involved infection
with Clostridium perfringens. Eight previous U.S. cases of fatal shock due to Clostridium
sordellii, primarily after childbirth, have been reported in the obstetrical literature.

30. Clostridium sordellii and Clostridium perfringens are anaerobic bacteria that in very
rare cases can produce toxins that are rapidly fatal. Rare infections with C. sordellii can occur
following childbirth (both by vaginal delivery and by caesarean section) and spontaneous
abortion (miscarriage), as well as following medication abortions. C. sordellii infections can
also occur rarely with pelvic, abdominal, or orthopedic surgery, and deep skin infections.

31. On May 11, 2006, the FDA, Centers for Disease Control and Prevention, and
National Institutes of Health held a joint meeting in which experts came together to better
understand reports of morbidity and mortality associated with Clostridial infections. The
consensus among experts was that the rare cases of Clostridial infection and death reported in
mifepristone users are, at this time, not explained by a simple drug-based association. The
presentations and discussions made it clear that these infections are occurring in various
pregnancy-related conditions and not only post-abortion settings.

32. The FDA has concluded that no causal relationship has been established between the
use of mifepristone and misoprostol and the occurrence of Clostridial infections. The Mifeprex

FPL states unequivocally that “[n]o causal relationship ... has been established.”



33. Cases of severe infection following the use of mifepristone are so rare that the FDA
does not recommend use of preventative antibiotics. Based on current data, the risks associated
with such antibiotics outweigh the risks associated with mifepristone.

34. Many FDA-approved medications are associated with higher risks of morbidity and
mortality than the risks associated with mifepristone.

35. Many FDA-approved medications have been the subject of public health advisories
and have boxed warnings on their labels.

36. Anti-depressants, including Paxil and others, increase the risk of suicidal thinking and
behavior in children, adolescents, and young adults. The FDA issued a public health advisory on
October 15, 2004 about that risk. The FPL for Paxil contains a FDA-imposed boxed warning
explaining the risks, and recommending monitoring and close observation of patients who use
the medication.

37. Non-steroidal anti-inflammatories (“NSAIDs”) like Celebrex, Motrin, and Advil,
which are indicated for the treatment of arthritis and menstrual pain, increase the risks of heart
attack, stroke, and serious gastrointestinal adverse events such as bleeding, ulceration, and
perforation of the stomach or intestines, which can be fatal. The FDA issued a public health
advisory on April 7, 2005, about these risks. The FPL for Celebrex contains a FDA-imposed
boxed warning explaining the risks and recommending close monitoring of patients who use the

medication.

Executed: January 35, 2012

c:g?/t-‘f 9, //amé Yi)

LISA D. RARICK, M.D.
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Contains Nonbinding Recommen dations

Guidance for Industry’
IND Exemptions for Studies of Lawfully Marketed
Drug or Biological Products for the
Treatment of Cancer

This guidance represents the Food and Drug Administration's (FDA's) current thinking on this topic. It
does ol create or confer any rights for or on any person and does not operale to bind FDA or the public.
il You can use an altemative approach if that approach satisfies the requirements of the applicable statutes

and regulations, If you want to discuss an alteratjve approach, contact the FDA staff responsible for

§| implementing this guidance. 1 you cannot identify the appropriate FDA staff, call the BRpropriale number
I} listed on the fitle page of this guidance. :

L INTRODUCTION

This guidance is intended 1o assist sponsors in deciding whether a study of marketed drugs or biclogical
products for treating cancer falls within the exemption under § 312.2(b)1) (21 CFR 3122031 ) from
the general requirement to submit an investigational new drug application (IND). The guidence -~
discusses the Agency’s current thinking on when studies of marketed cancer products are exempt from
IND regulation based on a risk assessment, The Agency hopes that clarifying ts policy will help
sponsors jdentify which studies are exempt, thus saving them from submitting unnecessary INID
applications. : '

This guidance revises the guidance of the same titie published in September 2003. In the September
2003 version, the Agency's fina) statement was that It believed that most randomized studies of a size
that could suppost a labeling supplement would Jikely ot be exempt from IND regulation under §
312.2(0)1X0), (if). This is because they would be intended 1o support approva) of a new indication, 2
significant change in the product labeling, or a significant change in advertising, Experience has shown
that this interpretation was formulated 100 broadly and inappropristely referred to size alone, The
Apgency has decided to revise this guidance by removing that ststement (the Jast sentence in section

V.B), Whether a study could support a change in labeling is a complex determination, based on study
design, size, and other factors,

' This guidence hus been prepared by the Division of Oncology Drug Products in the Cenier for Drug Evaluation and
Research (CDER) and by thé Center for Bielogics Evaluation and Research (CBER] a¥ the Food and Drug
Administration, .



¢

Contains Nonbinding Recommendations

FDA's gnidance documents, irlgluding this guidance, do not establish legally enforceable responsibilities,
Instead, guidances deseribe the Agency's current thinking, on a topic and should be viewed only as
. recommendations, unless specific regulatory or statutary requirements are cited. The vse of the word

Should in Agency guidances means that something is suggested or reconimended, but not required,

II.  BACKGROUND

Generally, regulations in part 312 (21 CFR part 312) require sponsors who wish to study a drug or
biological product in humans to submit an IND to the Agency.? However, these regolations also
provide for the exemption of some studies from the requirement to submit an IND if they meet certain
criteria. Each year, many INDs for cancer drugs are submitied that contain studies that the A gency
determines ae exempl. This guidance is intended 1o help applicants identify which studics may be
exempt. | ‘ .

A, Regulations

Reguiations in § 312.2(b)(1) provide for the exemption of some studies for some drogs from IND
regulations if the studies meet the fallowing five criteria:

1, The stuc-iy is not intended to suppoit FDA epproval of a new indication or a significant chang‘e in
*. the product labeling, ‘

2. The study is not intended to suppont a significant change in the advertising for te product,

3. The investigation does not imvolve a route of administration or dosage level or use in a patient
population or other factor that significantly increases the risks (or decreases the acceptability
of the risks} assaciated with the use of the drug product,

4. The study js conducted in compliance with institutiona) review board (IRB) and informed
consent regulations set forth in parts 56 and 50 (2] CFR parts 56 and 50),

5. The study is conducled in compliance with § 312.7 (promotion and charging for mvestigational
drugs). :

Requiremnents 1, 2, 4, and 5 are not directly related to the specific protocol submitted, and their ]

intetpretation is similar for oncologic and nonorncologic therapies. Requirement 3 is protocol related and

 has specia) meaning in the oncology therapy setting, particularly with respect 10 doses above the labeled
dose, use with other treatments, and use in different populations. '

TPart 312 applies to all clinical in'vestigations of products that sre subject to section 505 of Lhe Federal Food, Drug,
and Cosmetie Acl (21 U.5.C. 355 or 1g the licensing provisions of the Public Health Service Act (58 Stat, 632, as
amended (42 U.3.C. 207 &t seq.)). . .



Contains Nonbinding Recommendations

In the preamble to the IND regulations, which published in the Federal Register on March 19, 1987,
the Agency explained that the exemption was not necessarily intended to tig the-investigator to the doses
and routes of administration and patient population described in the approved labeling, but to permit
deviations from the approved Jabeling 1o the extent that such changes are supported by the scientific
literature and generally known clinical experience. The Apency recognizes that a considerable amownt
of professional judgment is exercised in determining whether the planned investigation significantly

- increases the risk associated with the use of the drug. FDA maintains that “because the assessment of
risks involved in a therapeutic procedure is an everyday part of the practice of medicine, the individual
investigator should usually be able to determine the applicability of the exemption.”*

B. 1896 Agency Cancer Inittative

In 1996, as part of the President's National Performance Review, the Agency launched its Reimventing
the Regulation of Cancer Drugs initiative with the goal of accelerating the approval of and expanding
patient access to cancer drugs.* As part of this initiative, the Agency explained that many spansor-
investigators were submitting INDs for exploratory studies for so-~called off-Jabe indications for two
reasons: (1)IRBs incorreatly believe an IND s required, or (2) the pharmaceutical manufacturer agrees
to provide a drug free of charge, but mistakenly conchides that the FDA will view this as promotional
activity. With the intent of clarifying the Agency's policy and decreasing the number of unnecessary
submissions, the Agency emphasized that i would no longer accept INDs considered exempt under §
312.2(5)(1). (See § 312.2(b)(4).) Furthermore, FDA stated that providing a drug for stady would not, -
in and of itself, be viewed as a promotional activity if the manufacturer or distributor provides the
product for a physician-initiated, bona fide clinical investigation, The Agency explained that it is the
responsibility of the investigator to determine wheiber an IND is necessary,

Despite the Agency's attempts to clarify its palicy on IND exemptions, many cancer drug IND
applications that the Agency determines are exempt from IND regulation are stil] being submitted
unnecessarily. - From 1997 to 1999, a majority of investigator IND submissions for marketed cancer

drugs were considered exempt (204, 205, and 140 applications in 1997, 1598, and 1999,
mgpectivg]y). . '

L. RISK/BENEFIT ANALYSIS IN THE PRACTICE OF ONCOLOGY

? New Drug, Antibiotie, and Biologlc Drug Product R

F '_:gulalions, Federal chf.rter, March 19, 1387, Vol. 52, Nr. 53, p,
8502, ‘ . '

* Retnveniing the Regulotion of Cancer Drugs ~ Accelerating Approval and Expanding Access (March 1996),
CBER, Office ef Communication, Training, and Manufacturer Assislance, Voice Information System a1 1-800-835.4709
or 301-827-1800, document JD number 0281, Aveilable on the Internat af
hitp:#fwww. fda.gov/cber/genadminfreincanc.him
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As noted above, a critical question in determining whether a study is exempt involves criterion 3 in the
exemption regulations (§ 312.2(b)(1)GiD): The investigation may not significontly increase the risk
associated with use of a drug product. The question of increased risk js determined by assessing the
deviation in the planned investigation from the use described in the approved label. In oncology,
modifications of Jabeled dosing recommendations are commeon and occur as part of encologists’ clinical
practice. As outlined below, oncologists are familiar with evaluating the risk of off-labe] dosing
regimens for cancer drug and biological products. ‘

v Treatment With cancer drugs may be associated with significant risk from known toxicity, |

~ Because effectiveness is often reated to dose, a dose close to the maximal tolerated dose is
often selected for studies of cancer drugs. This same dose usually becomes the recommended
dose in Iabeling when the new cancer drug is approved with the knowledge that the dose may
be altered if it is not tolerated by & patient, Because it i not generally possible to have maxirmal

efficacy in a population without inducing toxicity in some patients, it is not weommon to observe

severe or even lethal side effects from cancer drugs in some patients. In general, these
cireumstances mean that the toxicity, even potentially-Jethal toxicity, of cancer drugs is described
in approved labeling. '

*  Off:label therapy with cancer drugs is common in practice, When there is no established
therapy for a cancer, or stage of cancer, it is common for oncologists to try different regimens or
combinations of established drugs. A 1996 GAOQ report (Prescription Drugs, Implications of
Drug Labeling and Off-Label Use) showed that there was substantial off-label use in
situations where satisfactory treatment was not available, and lower rales of off-labe) use when
there wes an effective therapy. In their daily praciice, many oncologists treat cancer patients
with regimens that include off-label use of drugs, They evaluate the published data and past
clinical experience to assess the risk of such treatments. Such treatment of indjvidual patients
with approved drugs within their clinical practice does not require an IND (§ 312.2(d)).

* Inmany cases, as discussed in the examples in section V below, drug administration to patients
with similar off- Jabel regimens in the context of an investigation seems fo involve no increased
risk to patients, and an investigator could conclude that such a study would not significantly
increase the risk associated with the labeled use of a drug product and the study could be
conducted without an IND. Oversight by an IRB and informed consent in compliance with
parts 56 and 50, respectively, would be required as usual :

(§ 312.2(b)(3)(iv)). On request, FDA will advise on the applicability of the IND exemption to
a planned clinjcal investigation (§ 312.2(¢)). . ’

IV.  DETERMINING APPLICATION STATUS

Al Agency Determination




V. EXAMPLES OF STUDIES

Contains Nonbinding Recommendations

As explained in FDA's 1996 cancer initiative and the IND exemption regulation, FDA will not acoep!
applications for clinical studies that it determines to be exempt from the requirement for an IND (§
312.4b)(4)). Although § 312.2(b)(1) does not require a submission for a determination of exempt
status, whenever an IND application is submitted, FDA staff perform an initial Jlimited review of the
application to determine whether the study is exempt. The protocol-related criterion FDA considers in
assessing exemplion is: The investigation may not invalve a route of administration or Gosage Jevel or
usc in & patient population or other factor that significantly increases the risks (or decreases the
acceplability of the risks) associated with the use of the drug product (§ 312.2(bX1XG). Thus, when
determining if the risk is significantly increased, FDA staff examine the parts of the protocol that concern
dose, schedule, route of administration, and patient population. Ifthe Agency’s initial limited review
determines that a study protocol is exempt from the requirement for an IND, the Agency performs no
further review of the application. A Jetter is sent to the sponsor giving notice of the exemption.

B. ]nvw,ﬁgator Determination’

When detexmh:ling if an IND needs to be submitted to study marketed drugs for treating cancer,

- Investigators must apply the exemption criteria listed in § 312.2(b)(1)(-v) in Yight of the discussion i this

guidance. Planned studies may be considered exempt from the requirements of an IND if the studies
involve a new use, dosage, schedule, route of administration, or new combination of marketed cancer
producls in & patient population with cancer and the following conditions apply:

+ 'The studies are not intended to support FDA approval of 8 new indication or a significant ' |
change in the prociuct labeling. " :

*  The studies are ot intended to support a significant change in the advertising for the product,
. Evestigators and their. IRBs determine that based on the scientific lteraturs and generally known

clinical experience, there is no significant increase in the risk associated with (he use of the
drug product. -

*  The studies are tb be conducted in compliance with IRB and informed consent rsgujations,
" pursuam 1o parts 50 and 56. '

» The stodies will not be used to promote unapproved indications, in compliance with § 312.7. -

The following examples of studies are being provided to jllustrate the Agency's current thinking on the
types of studies thal the Agency considers to be exempt from IND regulation based on a risk
assessinent. - : .
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Studies That Generally Are Exempt

As noted above, of the five criteria in § 312,2(5)(1), four are not protoco] related and one is protdcol
relaled. The fol]owing‘are examples of general categeries of studies of marketed cancer drugs that
would likely be exemnpt from IND reguation based on protocol-related issves. - -

).

Single-arm, phase 2 trials vising marketed drugs 10 treat a cancer different from that
indicated in the approved Jabeling and using doses and schedules similar to these in the
marketed drug Jabeling are usually exempt. An exception mey exist when standard therapy
in the population 1o be studied is very effective (2.g., is associated with a survival benefit); in
that case, use of another regimen may expose patients jo the risk of receiving an ineffective
therapy end an IND would be necesséry. )

Phase 1 encology trials of marketed drugs may be considered exempt if such therapy is
appropriate for the patient population (i.¢., if patients Yiave residual cancer) and if there is no
effective therapy (i.e., therapy producin g cure or a documented increase in survival) that the

Jpatients have not yet received. It remains the investigator's responsibility to use starting

doses that appear safe based on approved labeling or detailed literature reports, use
incremental changes in dose or schedule, and carefully evaluate toxicity prior to dose
escalation. -

The study of new combinations of drugs would not ordinanly constitute a significant risk if
these combinations have been described in the professional medical literature. Even when
the regimen described in the literature does not use exactly the doses planned for study,
incremental differences in doses from those described in the literature would not normally
pose a significant risk and would not require an IND.

Because of the danger of synergistic toxicity (i.e., enhanced effects from the combination)
oceurring with 8 new drug combination, if there are no data fom the [fterature on its safety,
the initiai strdy of a new drug combination shovld ordinarily be performed under an IND,
Synergistic toxicity may be anticipated when one agent interferes with the metabolis or
climination of the other agent; when both agents target the seme metebolic pathway or -
cellular function; or when one agent targets signaiing paffiways that are reasonably expected
1o modulate sensitivity to the ofher agent. If jt is determined that synergistic loxicity is Jikely,
animal studies should be considered for determining a safe starting dose for the dmg
combination in humans.

Studies of new routes or schedules of administration not described in the approved Jabeling
are generally exempt if there is sufficient clinica) experience described in the Jiterature
documenting safety to determine that treatrnent is safe. On the other band, inifal experience
with & new route of administration should be based on studies in animals, and an TND
should be submitied. ' ‘




Coniains Nonbinding Recommendations

5. Studies of high-dose therapy in cancer patients are likely lo be considered exempt if the
studies use adequately evaluated regimens that appear to have an acceptable therapeutic
ratio for the population being studied. Similarly, phase 1 studies involving incremental
changes from.such well-described regimens are generally exempt.




Contains Nonbinding Recommendations

Y

B. Studies That Generally Are Not Exempt

As noted above, of the five Eriteria in § 312.2(b)(1), four are not protocol related and one i
protocof related. The following are examples of general categories of studies of marketed

cancer drugs that would likely not be exempt from IND regulation because of protoco)-related
issues, '

1. Studies of cytotoxic drugs are nonmally not exempt in patients for whom cytotoxic therapy
would not be considered standard therapy and would require special-justification. Any use
of cytotoxic agents in nonmalignant disease (e.g,, theumatoid arthritis, multiple sclerosis)
would, most likely, be cansidered to alter the acceptability of the risk of the agent,

.2, Studies of adjuvant chemotherapy {chemotherapy given after smirgery to remove cancer) gre
Iikely not exempt for the following reasons:

* If the population studied has a Jow risk of cancer recurring after surgery, treatment with
any toxic therapy may indicate a significantly increased risk.

+ ) standard adjuvant therapy is available and produces a sﬁrvival benefi, substitution of
new therapy for standard therapy poses a significant risk that the new therapy will not
produce the same survival benefit,

*  Ifadjuvant trials are properly designed, they usuaily will be able to demonstrate whether
the new therapy is safe and effective, and such results may lead to a marketing

P application. As discussed earlier, under regulations at § 3122(b)(1), all investigations

- intended to support marketing ofa new product indication, significant change in product

L labeling, or a significant change in the advertising, for a product vequire an IND, During

FDA review of INDs intended 10 support mearketing applications, the Agency will

provide feedback about the acceptability of frial design for this purpose.

3. .Studies involving substitution of a new ageni of wnproven aclivity are generally not exempt in
settings where standard therspy provides a cure or increase in survival, For instance, in the
~line treatment of testicular cancer, ovarian cancer, breast cancer, Jeukemia, and
lymphoma, stadies of new agents without proven efficacy would likely not be exempl, In

this case, the critical judgment is whether it is ethical to withhold standard therapy while |
tesling & new agent. - '

4. Studies are generally not exempt in settings where animal studies should be conducted to
determine a safe starting dose or schedule.

For examnple:




 Coniains Nonbinding Recommendations

Imitial studies of a marketed dmg given by a new route of administration are likely not
- exempt.

Unless adequately descnbed in the ]nerature, initial studies of new drug combinations
should usually be performed under an IND because of the possible occurrence of
synergistic loxicity. As noted earlier, synergistic toxicity may be anticipated when one
agent interferes with the metabolistn or elimination of the other agent; when both agents
larget the same metabolic pathway or cellular fanction; or when one-agent targets
signeling pathways that are reasonably expected to modulate sensmwty to the other

© agent.

Initial stadies in humans of changes in the schedule of drug administration shouid
generally be submitted in an IND, Some drugs have demonstrated significantly greater
toxicity when given by an alternative schedule (e.g., methotrexate demonstrates ruch
more hematologic toxicity when given by prolanged edminisiration compared 1o
intermittent adrhinistration),

Initial studies of drugs intended to be chemosensitizers, radiosensitizers, or resistance

modulators should generally be submitted in an IND. Animal studies should be used to
- estimate the effect of the modulator on 1oxicity and to allow estimation of a safe starting

dose in humans. :

. Studics intended to-support approval of a new indication, a significant change in the prodizct

labeling, or a significant change in advertising are not exempt
(§ 312.2(b)(1X(), (i3)).
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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 firsi 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 evaluaie 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 GAOQ that it did not have
cominents.
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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 800,000 wormen are estimated to have taken Mifeprex
in the United States.

'Mifeprex 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.

*Subpart H of FDA's drug approval regulations—titled “Accelerated Approval of New Drugs
for Serious or Life-Threatening lllnesses”—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 regulaticns contain two approval provisions. One
provides a process through which FDA may restrict the distribytion or use of & 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. §%§ 314.5600-
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 z condition
of approval, that a sponsor agree to restrict the drug’s disiribution 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 sponseors submit to support proposed
changes to a drug’s label, a new dosage or strength of the drug, 2 new patient population or
intended use, or changes to the way the drug is manufactured afver 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).

21 C.F.R. § 314.520 (2007). From 1892—the year that the regulations were promulgated—
through February 2047, 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 cutweigh 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.5.C. § 355-1(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

"21C.FR. § 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
placebc—on patients in a control group within the same study population.

®The term postraarket 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 safoty
reports. See 21 C.F.R. §§ 314.80, 314.81 (2007). Additionalty, sponsors of approved drugs
raust report to FDA annually on the progress of any postmarket studies required by FDA or
agreed to by the sponsor. 21 U.8.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 fror 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

P 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.

“FDA may convene an advisory committee to obtain advice from scientific experts and
representatives of the public regarding a drug. FDA requests advice from advisory
comrmittees 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.

“The 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. i
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 o
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 al}
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, mifeprisione 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 N DA, 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 S0,
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.5. 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 1.8, market, see: Congressional
Research Service, Abortion: Termination of Early Pregnancy with RU4S6
(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 clintcal 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 weil 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

21 C.F.R. § 314.500 (2007).

21 C.FR § 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 I 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).

21Acct:nrding 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 commurnicate
less serious findings as written or oral “observations” or
“recommendations,™

*See 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.

**FDA uses the same Teporting scheme—noting citations, cbservations, 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 letier 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.

'GAQ 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. GAQ-06-402. (Washington, D.C.:

Mar. 31, 2006). ;

21 U.8.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 II. In the final review cyele, 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 commitrents. (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
Testrictions 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 (8) 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 [n 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 pragnancy.

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 sacond
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: GAD 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 i
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 N DA, 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

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

“21 CF.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.

2FDA 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 postraarket 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 {rials 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.

Page 17 GAO-08-751 FDA Approval and Oversight of Mifeprex



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
sponsot’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 sSponsor
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
commitiee 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.8. 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.8. 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.

chtopic pregnancy—which occurs when a fertilized egg impropetly 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.®

39m:cm'ding 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

“Subpart H regulations state that any restrictions imposed will be commensurate with the
specific safety concerns presented by the drug product. 21 C.F.R. § 314.5620(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 aliow 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 67 Fed. Reg. 13234-5 (Apr. 15, 1902), 57 Fed. Reg. 58942, 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
Apptlication Review (Rockville, Md.: Jan, 2006).

“In 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.

Conditjons 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 i
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.*

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 tearn 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 III.

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 coliection
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

45ﬂct:iq 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 1882, 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
incompiete 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

“See, GAO, New Drug Development: Science, Business, Regqulatory, 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.

5"Additicma].ly, 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.

SFDA 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).
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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 Plenaxls
Features Mifeprex ({alosetron (oral Xyrem  (abarelix for Revlimid
Required at {mife- hydro- transmucosal Thalomid Traclesr {sodlum Injectable (lenall- Accutane
Approval pristone) chloride) fentanyl citrate) (thalidomide) {bosentan) oxybaie) suspension) domide) {isotretinoin)
Program v v v v v v v v
enroliment or
registration
Limited distribution v v 's 's v g v
channels®
Dispensing or v v v v v e v '
distribution
contingent on
verification®
Sponsor v s s v v v v I's g
developed
educational
programs®
Reporiing specific v ¥ v v v v
to implementation
of restricted
distribution
program
Additional adverse v v v v ¥ v v

evant reporting by
the sponsor®

Spurce; GAC analysls of FDA data.
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*Pragram enroliment or registration requirements varied across the drugs. For Accutane, Lotronex,
Mifeprex, and Flenaxis, FDA required that physicians enroll in a prescribing program and attest fo
their qualifications, For Accutane, Reviimid, Thalomid, Tracleer, and Xyrem, FDA required formal
registries of all prescribing physicians and patients. FDA also requlred registralion 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 & drug
only be distributed directly 10 prescribing physicians, allowing only autherized 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 Miteprex, an authorized
distributor must verify that a physician has 2 signed prescriber agreement on file betore 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 raquirerments o use one or more methods of contraception belore
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 Subpan 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 alen reports on specific adverse
avents. 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 engoing pregnancies, hospilalizations,
transfusions, and other sericus events lo the sponsor. For Xyrem, FDA required that physicians agree
Io collect and reper 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 postrarket 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.

Y¥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

Oversight
Activities and
Findings

Lotronex
(alosetron

chloride)

Actiq
{oral Plenaxis

tfransmucosal Xyrem  (abarelix for Revlimid
fentanyl Thalomid Tracleer {sodium Injectable {lenali- Accutane
citrate) {thalidomide) (bosentan) oxybate) suspension) domide) (isoiretinoin)

FDA has
completed
Inspection(s) 1o
oveaisee
compliance with
distribution
restriction
requirements”

v v

FDA has
classified at
least one
postmarketing
study
commitment as
unfulfilled”

v v v v v na

FDA has
conducted
inspection{s) to
oversee
compliance with
adverse svent
reporting
requirements®

FDA has
identified a
postmarket
safety concern
leading to
communication
of new safety
information to
public or health
care providers®

Source: GAQO analysis ol FDA dala.
Note: FDA provided or confirmed data on these selecied 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 untulfilled postmarketing study commitments as ongeing, 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 conducled for all of the drugs. In the case of Revlimid,
FDA inspected Celgene—the sponscr of both Revlimid and Thalomid—before Reviimid was
approved in December 2005.
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‘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

HFDA approved six of the nine Subpart H restricted drugs with a requirement that the
sponscr 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, § 801(b), 823 Stat. 929, 932, codified at 21 U.5.C. § 355-1.

56Thcug,h 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. Qther 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

®EDA'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 2008.5"%

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 cornmitment. 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 Decernber 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

In 2008, FDA conducted initial inspections specific to the restricted distribution programs
for Accutane, Actig, 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 evaleate, 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 undely 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).

*FDA 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,

*In its June 2008 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 adjustraents 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
recornmended 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.

' 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 CF.R. § 314.510) and not
for drugs approved under the restricted distribution provision (21 CF.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 i
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 additiona)l 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 evenis 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 T.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 215,000 U.S.
women who had taken Mifeprex for termination of pregnancy since its
approval, the agency was aware of seveh 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.8. 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

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

“In 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.
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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 a result 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 ingerting 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, anl 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 sordellit.

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 iraportance 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 a result 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 GAQ’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 Congressijonal 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.

m&u f S C\-’h_-l\
Marcia Crosse
Director, Health Care
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Appendix I: Select Drugs Approved by FDA
with Restricted Distribution

Drugs approved under the
resiricted distribution

Application type
(vear first approved

provision of Subpart B Condition treated under Subpart H)
Accutane (isotretinoin) Severe recalcitrant nodular acne. Supplemental
NDA (2005)
Actig (oral transmucosal Management of breakthrough cancer pain in patients with maiignancies who NDA (1988)
fentanyl citrate) are already receiving and who are tolsrant to opioid therapy.
Lotronex (alosetron Severe diarrhea predominant imitable 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 multipla myeloma patients who have received at Isast one prior

therapy.

Supplemental NDA

Thalomid (thalidomide)

Acute reatment of cutaneous manifestations of moderate 1o severe
erythema nodosum leprosum (ENL) and as maintenance therapy for
prevention and suppression of the cutaneous manifestations of ENL

NDA (1998)

recurrences.
Newly diagnosed multiple myeioma. Two Supplemental
NDAs"

Tracleer (bosentan) Pulmonary arterial hyperiension. NDA (2001) ‘
Xyrem {sodium oxybate) Cataplexy associated with narcolepsy. NDA (2002) !
Select Drugs with restricted Application type i
distributlon imposed outside (year first
of Subpart H approved)
Clozaril (clozapine) Management of severely ill schizophrenic patients whao fail to respond NDA (1989)

adequately to standard drug treatment for schizophrenia.
Tikosyn (dofetilide) Iregular 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: GAC analysis ol 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 restricied distribution and surrogate

endpoint provisions of Subpart H.

*Trovan was not originally approved with distribution restriclions. 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 seftings. 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:

= 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 gualified 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 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.

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

= Provisions for the physical security of the drug during distribution such as
» 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 IE Detailed Description of
Distribution Restrictions for Mifeprex

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

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

procedures, including unique serial numbers on packaging and tamper-
proof seals.

Page 46 GAO-08-751 FDA Approval and Oversight of Mifeprex



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.
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Appendix ITE: Prescriber’s Agreement for
Mifeprex Distribution

MIFEPREX™
{Mifepristone) Tablels, 200 mg

PRESCRIBER'S AGREEMENT

We are pleased that you wish to become a providor of Mifeprex™ (Mifepristone) Tabiets,
200 mg, which is indicated lor lhe medical termination of intrauterine pragnancy through
49 days from the first day of the patent’s last menstruai period {see ful! prescribing
information). Prascribing Information, Mileprex Medication Guides and PATIENT
AGREEMENT forms wil: be provided together with your order of Mifeprex,

Prior to estabiishing your account and receiving your first order, you must sign and
return this |etter to the distributor, ndicating that you have met the guakfications ouflined
below and will observe the guidelines outiined balow. H you oversee more than ane
office facility, you will need to st each facility on your order form prior to shipping the
first order,

By signing the reverse side, you acknowledge recaipt of the PRESCRIBER'S
AGREEMENT and agree that you meat 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 Fedaral law, Mifeprex nmusl ba provided by or under the supervision of a physician
who mests the following qualifications:

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

* Ability to provide surgical intervention in cases of incomplete akbortion or severe
bleeding, or have mads plans to provide such care through ofhers, and are able
to assure patient access to medical facilities equipped to provide hicod
transfusions and resuscitaticn, if NECEssary.

* Has read and understcod the pres cribing information of Mifaprex. The
prescribing irformation is attached to this letter, and is also availabie by calling
our toll free number, 1-877-4 Early Qption (1-877-432-7596), ot logging on to our
website, www.earlyoptionpill.com.

In addition to these gualifications, you must provide Mifeprex in a manner consistent with
tha following guidalines.

* 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, giva her an epportunity to read
and discuss them, oblzin her signature on the PATIENT AGREEMENT, and sign
it yourself,

* The patien{’s follow-up visit at approximately 14 deys is very impartant to confiem
that a complete termination of pragnancy has occurred and thal there have bean
no complications. You must rotify Danca Laboratories in writing as discussed in
the Package insert under the heading DOSAGE AND ADMINISTRATION In tha

Page 48 GAO-08-761 FDA Approval and Oversight of Mifeprex



Appendix III: Prescriber's Agreement for
Mifeprex Distribution

event of an on-going pregnancy which is not terminated subsaquent fo the
conclusion of the treatment procedure,

+ While serious adverse events assacla‘ed with the use of Mifeprex are rare, you
must report any hospitalization, transfusion or other sarious event ta Danco
Laboratories, iderdifying the patienl solsly by package sarial number to ensure
patiant confidentiality.

= Each package of Mifeprex has a sarial number. As part of maintaining complete
recards for each patient, you must record this sarial number in each patient’s
recard.

Danco Laboratores, LLG

P.0O.Ban 4816

New York, NY 101835

1-877-4 Early Cptian (1-877-432-7586)
wiww sariyoplionpill com
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Appendix IV: GAO Contact and Staff
Acknowledgments

GAO Contact Marcia Crosse, (202) 512-7114 or crossem@gao.gov.

In addition to the contact named above, Martin T. Gahart, Assistant
Director; Jill Center; Chad Davenport; and Cathy Hamann made key
contributions to this report. Julian Klazkin also contributed.
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IN THE DISTRICT COURT OF OKLAHOMA COUNTY
STATE OF OKLAHOMA

OKLAHOMA COALITION FOR )
REPRODUCTIVE JUSTICE, on behalf of its )
members, ET AL.,

Plaintiffs, Case No. CV-2011-1722

TERRY L. CLINE, in his official capacity as Judge Daniel I.. Owens

Oklahoma Commissioner of Health, ET AL.,

Defendants.

DECLARATION OF DANIEL A, GROSSMAN, M.D. IN SUPPORT OF
PLAINTIFFS’ MOTION FOR SUMMARY JUDGMENT

DANIEL A. GROSSMAN, M.D., hereby declares, under penalty of perjury. that the

following statements are irue and correct:

1. Iprovide the following facts and opinions as an expert in obstetrics and gynecology
and the provision of medication abortion. [am Board-certified in obstetrics and gynecology and
serve as a Senior Associate with This Reproductive Health, a nonprofit organization that conducts
clinical and social science research concerning sexual and reproductive health. Tam also an
Assistant Clinical Professor in the Department of Obstetrics, Gynecology and Reproductive
Sciences at the University of California, San Francisco. In addition, I am a Fellow of the
American College of Obstetricians and Gynecologists (*ACOG”), the nation’s leading
association of medical professionals specializing in obstetrics and gynecology. A copy of my
curriculum vitae, which summarizes my background, experience, and publications, is attached

hereto as Exhibit A.



2. The opinions expressed below are based on my years of experience in the field of
obstetrics and gynecology; my research, writing. teaching, and clinical experience concerning
medication abortion; and my review of the medical literature.

3. 1 have reviewed Oklahoma House Bill 1970. Tbelieve it will prevent physicians from
being able to provide patients with high level medical care according to their needs and

expectations.

Off-Label Use of FDA-Aggroveld Prescription Drugs

4. My understanding of the federal drug regulation process is that it is a commercial
process. The United States Food and Drug Administration (“FDA”) does not test protocols for
drugs. Rather, a drug company performs or obtains data from one or more clinical trials. A drug
company requests approval from the FDA to market a drug for use for particular indications at a
certain dosage, and submits a label for approval.

5 The term “off-label use” refers to the use of a prescription drug for indications and/or
in dosages other than those expressly approved by the FDA and set forth in the drug’s Final
Printed Label (“FPL™).

6. Off-label use of FDA-approved medications allows physicians to implement
advances in medicine with respect to a medication, despite the fact that there may not be a
commercial reason for the manufacturer to market that medication for all of the uses supporied
by scientific evidence. FDA-approved labeling is often out of date or not based on current
scientific evidence. Even the FDA recognizes that advances in medicine often precede changes

to labeling, an acknowledgement that an off-label use may constitute better health care.



Physicians prescribing a drug or device off- label are assumed to be well informed and to base
their decision to do so on sound medical evidence. |

7. As a consequence of the dearth of clinical trials including pregnant women and
.children, off-label use is extremely common among pediatricians and obstetricians. In one study,
physicians prescribed medications for an off-label indication to 23% of women attending
prenatal clinics.2 And as much as 50% of pediatric use of medications is considered off-label.3

§. Many prescription drugs have common off-label uses. For example, oral
contraceptives are commonly prescribed off-label to reduce menstrual bleeding and cramping. or
to prevent ovarian cysts.

9. Off-label use of medications is an integral part of providing healthcare in the United
States. In my opinion, there is no medical reason to restrict off-label use of a drug that is

founded on high-quality evidence simply because it is used for termination of pregnancy.

Off-Label Use of Methotrexate to Treat Women With Ectopic Pregnancies

10. Approximately two percent of all pregnancies are ectopic pregnancies. An ectopic
pregnancy occurs when a fertilized egg implants outside a woman’s uterus. Roughly 97% of
ectopic pregnancies are located in the woman’s fallopian tube. An ectopic pregnancy is always a

risk to a woman’s health and can be life-threatening.*

1 Grossman D, Ellertson C, Abuabara K, Blanchard K. Barriers (o contraceptive use present in product
labeling and practice guidelines. Am J Pub Health 2006; 96(3):791-799; Nightingale SL. Off-label drug
use of prescription drugs. Am Fam Physician. 2003; 68:425-427.

2 Rayburn WF, Turnbull GL.. Off-label drug prescribing on a state university obstetric service. J Reprod
Med. 1995; 40:186-188.
3 Marcio A. da Fonseca &, Paul Casamassimo. Old drugs, new uses. 33 Pediatr Dent 67 (2011).

4 American College of Obstetricians and Gynecologists. ACOG Practice Bulletin No. 94:
Medical management of ectopic pregnancy. Obstet Gynecol. 2008 Jun;111(6):1479-85.



11. Surgical management of a woman’s ectopic pregnancy carries risks to her health and
her future fertility. Surgery for a tubal ectopic pregnancy can involve incising her fallopian tube
to remove the pregnancy and then repairing it, or removing the fallopian tube in its entirety or in
part.

12. Because of the risks associated with surgical management of ectopic pregnancy, off-
label use of methotrexate, a cancer-treating drug. is often the preferred method of treatment. In a
Practice Bulletin, ACOG has recommended this treatment option for certain women with ectopic
pregnancies.’ Use of methotrexate for treatment of ectopic pregnancy was an advance in
healthcare for women; it avoids the risk of surgery and may reduce the risk of future infertility.

13. For appropriate candidates with eciopic pregnancy, off-label use of methotrexate is
considered standard management.

Medication Abortion

14. Medication abortion entails the use of medications, rather than a surgical procedure,
to terminate a pregnancy. For some women, medication abortion offers advantages over surgical
abortion. Medication abortion can be performed earlier in pregnancy than surgical abortion and
is less invasive. Tt is often medically advantageous for women with certain conditions, such as
cervical stenosis (tightly closed uterus), uterine anomalies (i.e. bicornuate or double uterus),
marked obesity, obstruciive uterine fibroids, or malformations of the genital tract, to have a
medication rather than a surgical abortion. Some women also ponsider it to be more private.

15. In the United States, medication abortions are most commonly induced using a
combination of the medications mifepristone and misoprostol. Multiple régimens have been

developed for medication abortion using these medications.
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16. Medication abortions may also be induced using a combination of the drugs
methotrexate .and misoprostol.

17. Mifepristone blocks the hormone progesterone. which is needed to maintain a
pregnancy. In the United States, it is manufactured and sold by Danco Laboratories, LLC, under
the brand name Mifeprex. Mifeprex comes in 200 milligram (“mg”) tablets. It must be taken
orally.

18. Mifeprex is contraindicated for women with ectopic pregnancy not because it is
dangerous for women with that condition but because it doesn’t work o terminate a pregnancy
outside the uterus.

19. Misoprostol is a prostaglandin analogue; it causes the cervix to open and the uterus to
contract and expel its contents. Misoprostol comes in 100 microgram (“pg’) and 200 pg tablets.
It may be taken orally, buccally, sublingually or vaginally. Oral administration requires the
patient to put the tablets of misoprostol in her mouth and swallow them. Buccal administration
requires the patient to put the tablets of misoprostol between her gums and cheek and allow them
to dissolve. Sublingual administration requires the patient to put the tablets under her tongue and
allow them to dissolve. Vaginal administration requires the patient to insert the tablets of
misoprostol into her vagina.

20. Misoprostol is not labeled for use in medication abortions. Accordingly, any use of
misoprostol for a medication abortion, including the use described in the FPL for mifepristone, is
“oft-label.” |

21. Subsequent to the FDA’s approval of mifepristone in 2000, other
mifepristone/misoprostol regimens have been developed in an effort to reduce side effects and to
make medication abortion safer, more effective, and less expensive. These regimens are

generally referred to as “evidence-based regimens” in the medical literature. Because the
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evidence-based regimens for medication abortion using mifepristone/misoprostol differ from the
regimen described in the Mifeprex FPL, they constitute off-label use of the drug.

79, The use of evidence-based regimens for medication abortion allows women 1o
receive, and physicians to provide, medical care that is tailored to their needs and preferences.

23. Evidence-based regimens for medication abortion are advantageous for women’s
health as compared to the regimen described in the Mifeprex FPL. Scientific studies have
demonstrated that use of evidence-based regimens can make.medication abortions safer and
more effective than use of the FPL regimen.

24. In October 2005, ACOG issued a Practice Bulletin entitled Medical Management of
Abortion, which included the following recommendation: “Compared with the FDA-approved
regimen. mifepristone-misoprostol regimens using 200 mg of mifepristone orally and 800 ng of
misoprostol vaginally are associated with a decreased rate of continuing pregnancies, decreased
time to expulsion, fewer side effects, improved complete abortion rates, and lower cost for
women with pregnancies up to 63 days of gestation based on LMP.” ACOG accorded that
recommendation a Level A rating, which is the highest possible rating based on high quality
scientific studies. © A copy of the Practice Bulletin is annexed hereto as Exhibit B.

25. The World Health Organization and the Cochrane Collaboration have also concluded
that the evidence-based regimens described in the ACOG bulletin are superior to other regirmens
for medication abortion.? The World Health Organization is a specialized agency of the United

Nations that acts as a coordinating authority on international public health. Its objective is the

6 See American College of Obstetricians and Gynecologists, ACOG Practice Bulletin No. 67: Medical
Management of Abortion, 106 Obstet. Gynecol. 871 (2005).

7 World Health Organization, Safe Abortion: Technical and Policy Guidance for Health Systems (2003),
available at hitp://www.who.int/reproductive-health/publications/safe abortion/safe _abortion.pdf; Regina
Kulier, ef al., Medical methods for first trimester abortion (Review), Cochrane Daiabase of Systematic
Reviews 2004, Issue 1, Art. No.: CD002855, DOI: 10.1002/ 14651858.CD002855.pub3.
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attainment by all peoples of the highest possible level of health. The Cochrane Collaboration is
an international nonprofit organization that is dedicated to making up-to-date, accurate
information about the effects of healthcare readily available worldwide. It produces and
disseminates systematic reviews of healthcare interventions and promotes the search for
evidence in the form of clinical trials and other studies of interventions.

26. Restricting the provision of medication abortion to the regimen described in the
Mifeprex FPL would create barriers to access for women secking this form of medical care.
First, because the FPL regimen is only available to women whose pregnancies are less than or
equal to 49 days, lmp, women whose pregnancies exceed 49 days lmp would be unable to obtain
a medication abortion. However, evidence-based regimens have been proved safe and effective
for women with pregnancies up to 63 days Imp.

27. Second, the FPL regimen uses three times as much mifepristone as, for example, the
safer and more effective evidence-based regimen recommended by ACOG. It is therefore three
times as expensive.

28. Third, the FPL regimen requires patients to return to the doctor’s office for the
administration of misoprostol. But evidence shows that women can safely administer
misoprostol by themselves, at home.8 Requiring a patient to return to her physician’s office for
the administration of misoprostol is medically unnecessary. It also increases the cost and
inconvenience of the medication abortion procedure, as women must make additional
arrangements for logistics like time off from work, child care, and travel. Cost can be a

particularly significant barrier to access for low-income women. In addition, some women need

8 Wesley H. Clark, ef al., Can mifepristone medical abortion be simplified?: A revi_ew of the evidence
and questions for future research, 75 Contraception 245 (2007).
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to maintain the confidentiality of their abortion procedure, and requiring a return trip for the
administration of misoprostol cquld make that more difficult.

29. Approximately 50% of women expel the products of conception withiﬁ four hours of
administration of misoprostol, and some might start doing so within an hour of administration.”
Accordingly, requiring a woman to take misoprostol at a doctor’s office increases the risk that
she will expel the products of conception away from her home, possibly while driving,
particularly if she lives far away from the doctor’s office. In addition to the medical risks
involved, expelling products of conception away from home and in a car is unnecessarily very
unpleasant for women.

30. Studies have also shown that misoprostol is more effective in terminating pregnancy
" when taken buccally or vaginally than when taken orally as set forth in the mifepristone FpL.10

31. As a result of the scientific studies and the medical and practical considerations
regarding administration of misoprostol, a large majority of the medication abortions in the
United States currently involve a buccal or vaginal administration of misoprostol by the patient
at home. One study showed that by 2001—only a year after mjfepristoné was approved by the
FDA for termination of pregnancy—96% of facilities where abortions were performed allowed

their clients to self-administer misoprostol at home. 11

9 Irving M. Spitz, et al., Early pregnancy termination with mifepristone and misoprostol in the United
States. 338 New Eng. J. Med. 1241 (1998).

10 Beverly Winikoff et al., Two Distinct Oral Routes of Misoprostol in Mifepristone Medical Abortion:
A Randomized Controlled Trial, 112 Obstet. & Gynecol. 1303, 1304-03, 1309 (2008); Eric A. Schaff, et
al., Randomized trial of oral versus vaginal misoprostol at one day after mifepristone for early medical
abortion. 64 Contraception 81 (2001); Hazem El-Refacy. et al., Induction of abortion with mifepristone
(RU 486) and oral or vaginal misoprostol. 332 New Eng. J. Med. 983 (1995).

11 Melanie M.J. Wiegerinck et al., Medical abortion practices: a survey of National Abortion Federation
members in the United States, 78 Contraception 486, 488 (2008). :
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32. To effectively assess the risks related to mifepristone, it is important to put them in
context. Women who seek medication abortions are pregnant, and pregnancy, itself, is risky.
The risk of death following medication abortion is roughly 0.6 deaths/100,000 procedures. This
risk is roughly comparable to the risk of death following a miscarriage. It is also comparable to
the risk of death related to abortion overall, which is 0.7 deaths/ 100,000 procedures.

33. The risk of death from fatal anaphylactic shock following use of penicillin in the
United States is 2.0 deaths/100,000 uses.’?

34. From the time that Mifeprex was approved by the FDA in 2000 through September
2010, eight fatal infections with species of Clostridium bacteria following abortions using
mifepristone and misoprostol have been reported in the United States. An additional fatal
infection was also reported in Canada during a clinical trial. There is no evidence that these
infections were caused by mifepristone or misoprostol.

35. Fatal infections with species of Clostridium bacteria have also been known to occur
after different kinds of obstetric and gynecologic procedures, including live birth by vaginal
delivery or cesarean section; cervical dysplasia; surgical abortion; and stillbirths.

36. Complications associated with medication abortion are not common. Complications
include hemorrhage. infection, and ongoing pregnancy, while side effects include nausea and
diarrhea, cramps, and fever. Hospitalization due to complications from medication abortion 1s
rare.

37. Accordingly, a requirement that physicians follow the regimen set forth in the FPL
for mifepristone is not supported by medical evidence. In addition, it subjects women to

increased risks of side effects such as nausea, vomiting, cramping, and diarrhea; it increases the

12 Neugut, AL Ghatak AT, Miller RL. Anaphylaxis in the United States: an investigation into its epidemiology.
Arch. Intern. Med. 2001; 161:15-21.



cost of a medication abortion by a substantial amount, and it prevents women who are beyond 49
days LMP from obtaining a medication abortion. Not surprisingly. one study showed that even
by one year after the FDA approved the use of mifepristone for termination of pregnancy. only
four percent of facilities providing medication abortions were following the regimen set forth in
the FPL, and those whose staff had attended accredited Continuing Medical Education sessions,
where 'mfomlat.ion on recent advances in the field and best practices are shared, were mbre likely
{0 use evidence-based regimens as compared to clinics without similarly trained staff.13

38. Oklahoma House Bill 1970 will compromise the quality of care available to women.
In clinical sitnations where medication abortion is the medically preferred method for
terminating a woman’s pregnancy, withholding that option means she is left with a method that
is inferior from a medical perspective. Some women prefer medication abortion over surgical

abortion; denying them that option means they are not getting optimal care.

DANIEL A. GROSSKIAN, M.D.

13 Melanie M.J. Wiegerinck et al., Medical abortion practices: a survey of National Abortion Federation
members in the United States, 78 Contraception 486, 488, 89 (2008).
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September 20, 2011

DANIEL A. GROSSMAN, M. D., F. A. C. 0. G.

Ibis Reproductive Health
1330 Broadway, Suite 1100
Qakland, CA 94612
Phone: 510-986-8941; Fax: 510-986-8960
Email: dgrossman@ibisreproductivehealth.org

Sept. 1985-May 1989

Sept. 1989-June 1994
June 1994-June 1998

1996-Present
2001-Present

Aug. 1998-Feb. 2003
Aug. 2005-Present
May 2003-Aug. 2005

Aug, 2005-Present

Aug. 1998-Feb. 2003
Aug. 1998-Feb. 2003

Aug,. 1998-Present

1988
1988
1989
1990
1990
1991-1992
1994

Curtent position
Senior Associate, Ibis Reproductive Health, San Francisco

Education
Yale University-Molecular Biophysics
and Biochemistry B.S., 1989
Stanford University School of Medicine M.D, 1994
Resident and Administrative Chief Restdent, Obstetrics, Gynecology
and Reproductive Sciences, University of California, San Francisco

Licenses/Certification
California medical licensure (A60282)
Boatd-certified, American Board of Obstettics and Gynecology

Principal positions held

Physician, St. Luke’s Women’s Centet, San Francisco, CA
Health Specialist, The Population Council

Regional Office for Latin America and the Caribbean, Mexico City
Senior Associate, Ibis Reproductive Health

Other positions held concurrently

Director of Medical Student Education, Department of
Obstetrics and Gynecology, St. Luke's Hospital

Vice Chair, Department of Obstettics and Gynecology, St. Luke’s
Hospital

Assistant Clinical Professor, Bixby Center for Global Reproductive
Health, Department of Obstetrics, Gynecology and Reproductive
Sciences at the University of California, San Francisco

Honots and awards

Howard W. Hilgendotf Jr. Fellowship, Yale University

Robin Berlin Memorial Prize, Yale University

Magna cum laude, Yale University

Medical Scholars Award, Stanford University

Peter Emge Traveling Fellowship, Stanford University

Foreign Language and Area Studies Fellowship, Stanford University
Dean's Award for Research in Infectious Diseases, Stanford University



Daniel A. Grossman, M, D.

Honors and awards (continued)

2007 Ortho QOutstanding Researcher Award, Association of Reproductive
Health Professionals

2009 Visionary Partner Award, Pacific Institute for Women’s Health

2010 Scientific Paper Award, National Abortion Federation

Key words/areas of interest
Abortion, medication abortion, second trimestet abortion, contraception, over-the-counter
access to oral contraception, integration of family planning into HIV care and treatment,
Latina reproductive health in the US, misoprostol and self-induction of abortion, Mexico,
Peru, Bolivia, Dominican Republic, South Africa, Kenya

PROFESSIONAL ACTIVITIES

Clinical activities

St. Luke’s Women’s Center: Since August 2005, T have worked as a consultant at St. Luke’s
Women's Centet, where my clinical activities focused on general obstetric and gynecology
care, including providing abortion up to 20 weeks’ gestation, as well cervical dysplasia care
(including office-based LEEP). In addition to providing outpatient services, I staffed Labor

and Delivery and provided gynecologic coverage for the emergency room. Since August
2010, T have only been providing inpatient coverage for St. Luke’s Women’s Center.

PROFESSIONAL ORGANIZATTIONS

Memberships
2000-Present:

2006-Present:
2004-Present:
2004-2011:

2004-Present:
2006-Present:

2005-Ptesent:

2004-Ptesent:

Fellow, American College of Obstetrics and Gynecology

Fellow, Society of Family Planning

American Public Health Association

Association of Reproductive Health Professionals

International Consortium for Medical Abortion

Liaison Member, Planned Parenthood Federation of America National
Medical Committee _

Consorcio Latinoamericano contra el Aborto Inseguro (Latin American
Consortium against Unsafe Abortion)

Working Group on Oral Contraceptives Over-the-Counter

Setvice to professional organizations

2008-Present:

2007-Present:

2005-Present:

2006-Present:

2010-Present:
2010-Present:

Society of Family Planning, reviewer of fellow research protocols, reviewer
of grant proposals, abstract reviewer for annual meeting

American Public Health Association, Governing Councilor (2007-2009,
2010-2012), Section Secretary (2008-2009), abstract reviewer for annual
meeting

Consorcio Latinoameticano contra el Aborto Inseguro, member of
Coordinating Committee

Working Group on Oral Contraceptives Over-the-Counter, working
group cootdinator and member of steering committee

Member, Committee on Practice Bulletins-Gynecology, ACOG
Steering Committee member, International Consortium for Medical
Abortion



Daniel A. Grossman, M, D.

SERVICE TO PROFESSIONAL PUBLICATIONS

2004-Present  Ad hoc reviewer for Obstetrics and Gynecology (5 papers in past 5 years),
American Journal of Public Health (2 papers in past 3 years), Reproductive
Health Matters (6 articles in past 4 years), Expert Review of Obstetrics and
Gynecology (1 teview in past year), and Women’s Health Issues (4 articles
in past 2 years)

INVITED PRESENTATIONS (Selected)

International '

Reducing Maternal Mortality due to Abortion: Potential Impact of Misoprostol in Low-
resource Settings. XVIII FIGO World Congress of Gynecology and Obstetrics, Kuala
Lumpur, 2006 (oral presentation and session chait).

Mortality and morbidity following second trimester abortion. International Consortium for
Medical Abortion Conference on Second Trimester Abottion, London, 2007 (invited
talk).

Abortion research developments. Future of abortion: controversies and care, London, 2008
(invited ralk).

Integration of family planning into HIV care in Western Kenya. What do providers think?
XIX FIGO World Congress of Gynecology and Obstetrics, Cape Town, South Africa,
2009 (oral presentation)

Cost-effectiveness of alternative strategies for first-trimester abortion in Mexico City. XIX
FIGO World Congtess of Gynecology and Obstetrics, Cape Town, South Africa, 2009
(oral presentation and session chair)

Narional

How useful are routine follow-up visits after first trimester abortion? National Abortion
Federation 27 Annual Meeting, New Orleans, 2004 (oral presentation).

Validation of a semi-quantitative urine pregnancy test: an alternative technology to rule-out
ongoing pregnancy after medical abortion. National Abortion Federadon Annual
Meeting, Montreal, 2005 (oral presentation).

Women’s experiences crossing from Mexico to San Diego to access safe, legal abortion
services. American Public Health Associadon Annual Meeting, Philadelphia, 2005 (oral
presentation).

Self-screening for contraindications to oral contraceptive use: evidence for the safety of
over-the-counter provision. Annual meeting of the Association of Reproductive Health
Professionals and the Society of Family Planning, Minneapolis, 2007 (oral presentation).
Received the Ortho Outstanding Researcher Award for this presentation.

Medical abortion with misoprostol alone: from Latin America to the U.S. National Abortion
Federation Annual Meeting, Boston, 2007 {panel presentation).

Women’s perspectives on abortion: evidence from Latin America. National Abortion
Federation Annual Meeting, Minneapolis, 2008 (panel presentation).

Provider perspective: What do clinicians and pharmacists think about OTC provision of
OCs? Annual meeting of the American Public Health Association, San Diego, 2008
(nvited talk).

Second trimester surgical and medical abortion in South Africa. Annual meeting of the
National Abortion Federation, Portland, OR, 2009 (oral presentation)

Contraceptive knowledge and use among Latinas. Annual meeting of the National
Abortion Federation, Portland, OR, 2009 (panel presentation).
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National invited presentations (continued)

Self-induced abottion with misoprostol: from Latin America to the US. National Netwotk
of Abortion Funds Organizing Summit, Chicago, 2009 (invited talk}).

Abortion self-induction among women living in San Francisco, Boston, New Yotk City, and
a border city in Texas: A qualitative analysis. Annual meeting of the American Public
Health Association, Philadelphia, PA, 2009 (oral presentation).

Knowledge regarding oral contraceptive use, sisks and benefits among clinic and pharmacy
users in El Paso, Texas, and the impact of written informadon. Annual meeting of the
Ametican Public Health Association, Philadelphia, PA, 2009 (oral presentation).

Are women who obtain oral contraceptives over the counter in Mexico more likely to be
contraindicated for use? Results from a cohort study in El Paso, Texas. Reproductive
Health 2009, Los Angeles, CA, 2009 (oral presentation).

Evaluation of a ptogram providing medication abortion via telemedicine in Iowa. Annual
meeting of the National Abortion Federation, Philadelphia, 2010 (oral presentation).
Received the Scientific Paper Award for this presentation.

Latinas’ knowledge about abortion laws and services in San Francisco, Boston and New
York City. Annual meeting of the American Public Health Association, Denver, CO,
2010 {oral presentation).

Regional and other invited presentations

Medical abortion with misoprostol alone: from Latin America to the Mission. Grand
rounds presentation, Department of Obstetrics, Gynecology and Reproductive Sciences,
UCSF, 2007.

The safety, efficacy and acceptability of over-the-counter provision of combined otal
contraceptives. Grand rounds presentation, Department of Obstetrics, Gynecology and
Reproductive Sciences, UCSF, 2007.

The safety, efficacy and acceptability of ovet-the-counter provision of combined oral
contraceptives. Annual meeting of the Washington State Obstetrical Association, Seattle,
2008 (invited talk).

Self-induced abortion with misoprostol: from Latin America to the U.S. Grand rounds
presentation in the Department of Obstetrics and Gynecology, University of Michigan
School of Medicine, Ann Arbor, 2009 (invited talk).

OTHER PROFESSIONAL SERVICE

2007 Member of the International Planned Parenthood Federation Safe Abortion
Action Fund Technical Review Panel (London)
2007-2009 Steering commictee member of the California Microbicide Initiative

2002-2004 Member, Medical Development Team, Marie Stopes International (London)
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TEACHING

FORMAL SCHEDULED CLASSES:

Qur | Academic Yr

Institution
Course Title

Teaching Contribution

Class
Size

S 2004-05

Mexican National Institute for
Public Health; Introdaction to
Reproductve Health

Lecturer; 2 lectures

20

S 2005-06

Harvard School of Public
Health; PIHA302 International
reproductive health tssues:
Moving from theory to practice

Lecturer; 1 lecture

10

S 2006-07

Harvard School of Public
Health; PTH502 International
reproductive health issues:
Moving from theory to practice

Lecturer; 2 lectures

15

S 2007-08

Harvard School of Public
Health; PIH502 International
reproductive health issues:
Moving from theory to practice

Lecturer; 2 lectures

10

W | 2008-09

Harvard School of Public
Health, GHP502 International
reproductive health issues:
Moving from theoty to practice

Lecturer; 2 lecrures

22

W | 2009-10

Harvard School of Public
Health; GHP502 International
reproductive health issues:
Moving from theory to practice

Lectuter; 1 lecture

17

POSTGRADUATE and OTHER COURSES
Guest lecturer in “Qualitative Research Methods in Public Health,” CUNY School of Public
Health, September 2011

Women’s health from a global perspective. Presentation at Obstetrics and Gynecology
Update: What Does the Evidence Tell Us# (UCSF CME course organized by the

Department of Obstetrics, Gynecology and Reproductive Sciences), San Francisco, 2007.

TEACHING AIDS

Contributed to the development of a training slide set on medical abortion in Spanish, 2004
Developed pocket cards on emergency contraception for use by community health workers
in the State of Mexico, 2005
Reviewed and provided input on a manual on gynecologic uses of misoprostol published by
the Latin American Federation of Obstetric and Gynecologic Societies (FLASOG), 2005
Grossman D. Medical methods for first trimester abortion: RHL commentary (last revised: 3
September 2004). The WHO Reproductive Health Library, No 8, Update Software Lid,
Oxford 2005 Excrpt available at:
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TEACHING AIDS (continued)

Grossman D. Medical methods for first trimester abortion: RHL practical aspects (last
revised: 3 September 2004). The WHO Reproductive Health Library, No 8, Update
Software Ltd, Oxford, 2005.

RESEARCH AND CREATIVE ACTIVITIES
RESEARCH AWARDS AND GRANTS
CURRENT
1 R0O1 HD047816-01A1 (Co-PI) 09/01/05-06/30/11
NICHD
Oral Contraceptive Use along the US/Mexico Border

Research Award (Co-PI) 01/01/10-12/31/12
University of California at San Francisco (subcontract from grant from the Bill and Melinda

Gates Foundation)
The Effect of Integrating Family Planning Services in the Context of HIV Care and
Treatment in Nyanza Province, Kenya

Research Award (PI) 07/01/10-06/30/11
Anonymous donor
E-medicine provision of medical abortion

Research Award (Co-PI) 11/18/08-11/17/12
The William and Flora Hewlett Foundation
Planning grant for the OCs OTC working group

Research Award (Co-PI) 10/18/05-10/17/10
The William and Flora Hewlett Foundation

Ibis General Support

Research Award (Co-PI) 11/1/06-10/31/12

Anonymous donor
Reducing the effects of unsafe abortion in Latin America

Research Award SFP3-4 (PI) 09/01/09-08/31/11
Society of Family Planning
Cervical priming before D&E in South Africa

Research Award (PI) 06/01/07-08/31/11
The Wallace Alexander Gerbode Foundation

Reproductive health among Latinas

Barriers to reproductive health services armong US military servicewomen

PAST (selected)
Research Award (PT) 08/01/07-06/30/10

IPPF Safe Abortion Action Fund
Improving second trimester abortion services in South Aftica
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PAST AWARDS (continued)

Resecarch Award (Co-PI) 01/01/09-12/31/09
University of California at San Francisco (subcontract from grant from the Tides Africa
Fund)

The Effect of Integrating Family Planning Services in the Context of HIV Care and
Treatment in Nyanza Province, Kenya

Research Award SFP1-5 (PI) 09/01/07-04/30/09
Society of Family Planning

Abortion Self-induction Among Low-income Women in San Francisco, Boston and New
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Medical Management
of Abortion

Over the past two decades, medical methods of abortion have been developed
throughaw the worid and are now used in the United States. Medical abortien,
which involves the use of medicarions 1o induce an abortion rather than a sur-
gical abortion, is an option for women who wish 1o 1ermingie a pregnancy up
to 63 days of gestation (calculated from the first day of the last menstrual peri-
od}, Medical abortions currently account for 6% of all abortions in the United
States {1). The purpose of this document is (@ presem evidence of the effective-
ness, benefits, and risks of medical abortion and provide a framewark for the
evaluation ond counseling of women who ove considering medical aborrion.

Background
Medications Currently Used in Medical Abortion

Mifepristone
Mifeprisione (RU-486), 2 derivative of norethindrone, binds 10 the progesterone
receptor with an affinity greater than progesterone but does not activate the
receptor, thereby acting as &n antiprogestin (2}. Mifepristone’s known actions
on a pregrant wlervs include necrotizing the decidua, softening the cervix, and
increasing both uterine cantractility and prostaglandin sensitivity (3, 4). Human
studies have suggested thal uterine contractility does not increase until 24-36
hours after mifepristone administration t4). Atthig point, the myometrium is five
times maore sensitive to the stimulatory cffects of exogenous prosiaglandins (4).

‘ Adminjstration of mifepristone followed by 2 prostaglandin analogue, usu-
ally misoprostol, is the most commonly used medical abortion regimen
throughout the world, As a progesierone receptor-antagonist, mifepristone also
has several other potential medice} applicatiens, including emergency contra-
ception, cervical ripening for tabor induction, and treatment of conditions
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such a5 symptemalic Jeiomyomata wieti, endometriosis.
Cushing's syndrome, breasl cancer. and plaucoma.

Misoprostol

Misoprostol is an inexpensive prostaghandin apalogue in
a tablet form ihal is stable at room temperature.
Misoprostol is used clinically for preveniion of gastrie
ulcers in individuals wking antiinflammatory drugs on a
long-term ‘basis, for aborion, and for labor induction,
Pharmacokinetic evaluation of oral and vaginal adminis-
tration of misoprosto} demonstrales that oral misoprostol
is absorbed more rapidly, resulting in e higher penk
serum fevel {3, €. but vaginal administration results in
greater ulerine contractility. Recent evalvariops of sublin-
gnal administration show higher peak senum goncenlra-
tions (7, 8), which may result in more unnecessary side
effects (7). Further study of buccal administration may be
warranied because 15 pharmacokinetic profile appears 10
be similar to vaginal administration {7).

Other Agents

Metholreaate is used less often 1oday for medical abor-
tion because of the grealer availability of mifeprisione.

" Methotrexate blocks dihydrofolate reduciase, an ENzZyme
involved in prodocing thymiding during DNA synthesis.
Methotrerate exerls its action primarily on the cYlolre-
phoblast ¢ather than the developing embryo. Methotrex-
ate has been used for more than 40 years lo treat
neoplaslic diseases. rheumatoid arthritis, and psoriasis;
other medical applications include treatment of systemic
Jupus erythemalosus, dermatomyositis, Severe asthma,
Crohn's disease, and extrauterine pregnancy.

Tamoxifen has been used in combination with miso-
prostol in some studies of early abortion. However, ¥an-
domized irials have demonstrated no benefit of using 2
\amoxifen-misoprostol regimen compared with a metho-
trexate~misoprosto) regimen (9) or misoprostol alone
(10).

Mifepristone Regimens'

Protoccl Approved by the U.S. Food and
Drug Administration

Mifepristone Tegilmens vary according 1o dosage. timing,
and route of administration tsee Table 1}. The 1.5, Foost
and Drug Administration {FDA) approved the protocel of
mifepristone, 600 mg orally, followed approximately 48
hours later by misepresiol, 400 g orally. This is safe and
cffective for medical abortion tbrough 49 days of gesta-
tion (calculated from the first day of 1he last mensirual
period [LMPY). A follow-up evaluation is scheduled
approximately 14 days after administration of mifepris-
ione. Al that time, if clinical history and physical exami-

pation do not confirm expulsion. ulirasonography is per-
formed. I a gestational sac is seen, aspiration 13 1ypical-
ly performed.

Efficacy with this TegimeEn is approximaiely 92% in
women with pregnancies up 10 49 days of gestation {1,
12). Complete aborlion rales are higher with easlier ges-
wtions: approximalcly 96-98% for pregnancics up 1o 42
days of pesation (13, 14y, 91-95% from 43 16 4% days of
gestation (13,14, and less than 85% beyond 49 days of
gestalion (11. 13, 14,

Alternative Regimens

Other evidence-based medical aborljon regimens have
been developed n an effort 10 reduce side effects and to
make medical abortion less expensive, safer, and more
rapid. Regimens using 200-mg doses of mifepristone
oralty have efficacy raies comparable 10 the FDA-
approved regimen (12, 15) at one third of the cost,
Additionally, increasing the misoprosiol dose 10 800 pg
and administering the medication vaginally decreascs The
fime o expulsion (16}, results in fewer side effects (16,
17), and improves complete abortion rates when com-
pared with oral administration of a 400-pg dose of miso-
prostal (16, 18-20). Multiple large studies in the United
States have demonsirated that & patient can safely and
effectively self-adminisier the misoprostol {orally of
vaginally) in her home (18, 19, 21-27). '
lnvesti gations also have demonstrated the Texibility
in timing between the Iwo medications. One study
demonstrated that 800 g of misoprostol may be admin-
jstered eilher 24, 48, or 72 hours after 200 mg of mifepri-
sione with equal efficacy in pregnancies up 10 56 days of
gestation (23); a follow-up study using a regimen with a
24-hows taterval between medications yielded similar
results in pregnancies up to 63 days of gestation {24
Moreover, the results of a randomized mulicenter study
indicated that 800 g of misoprostol administered vagi-
nally 6-8 hours after 200 mg of mifeprisione resulied in
significantly fewer side effects {and no decrease in effi-
cacy) than regimens using a 2d-hour intervat {27}
Compared with the FDA-approved regimen. mife-
prislonc-—misoproslol regimens USIng mifepristone, 200
mg orally, and misoprostol, 800 g vaginally, are associ-
ated with a decreased rate of continuing pregnancies,
decreased time 10 expulsion, fewer side effects, improved
complete abortion rates, and lower cost for women with
pregnancies up 1o 63 days of gestation based on LMP.

Nonmifepristone Reglmens
Methotrexate and Misoprostol

The combination of methotrexate and miscprostol s an
allernative early medical aborion regimen. Among
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Table 1. Comparison of Common Medical Abortion Regimens

Overall Success

Advantages and Disadvantages Gestattonal Age

Common Regimens Rate (%)
Milepristone, 600 mg orally + misoprastol, 92
404 pg oralty (FDA-approv ed regimen}

Mitepristone, 200 mg orally ¥ misoprostol, - 95-93
800 g vaginatly (allemative evidence-

hased regimen)

Welhotrexate, 50 mg/m? tM or 50 mg 92-96%
vaginally, + miscprostol, 800 kg vaginally

3-7 days later

Misoprostel only, 80D xg vaginally 88

repested for up to three doses

Must remain in office or clinic 4 hours
after administration

Up te 49 days

Compared wilh §DA-approved regimen:

» More effective

» Less time to expulsion

» Fewer side effects

» Requires vaginal administration of .
a fnedication

Up Lo 63 days

Compared with mifepristone—misoprostl

regimen:

» Takes longer for expulsion in 20-30%
of women

» Readfly available medications

» Low drug cosl

Up to 49 days

» Requires complicated dosing regimens
+ Significantly higher incidence of

side effects than other regimens
v Low drug cost

Up to 56 days

‘Abbreviations: FDA, U.5. Fead and Drug Administration; 1M, intramuscularly
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women with pregnancies up 10 49 days of gestation, this
regimen resulls in a complete abortion. rate of 92-56%.
Between 50 days and 56 days of gestation, however, effi-
cacy decreases 10 82% (28). Although overall efficacy is
equal to the standard regimen of mifepristone-misa-
prostol, approximately 15-25% of women using metho-
trexale regimens may wait up 10 4 weeks for complele
abortion to oecur (25, 29, 30}

Methotrexale is most commonly administered
intramuscularly at a dose based on body swrface area
(50 mg/m?), the same dose used for the management of
cClopic pregnancy (31). However, regimens using 50 mg
of methotrexate oralty appear 10 be a5 effective as those
using methotrexate, 50 mgfm* intramuscularly (29, 32,
33). Miseprostol (800 pg) is pdministered by the woman
3-7 days later at home. A follow-up examination is per-
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formed approximately 1 week after methotrexale admin-
istration; a vaginal ultrasound examination is performed
ia confirm passage of the gestationa) sac. If abortion has
not occurred, the misoprostol dose i5 repeated. Further
follow-up for women requiring a second dose of miso-
prostol is perferined in 4 weeks unless embryonic car-
diac activity is still visible on ultrasound examination, in
which case patients return in | week. If gestational car-
diac activity is present 2 weeks after initiating lreatment
or expulsion has pol occurred by the 4-week follow-up
visil, aspiration is performed.

Misoprostol Alone

Misoprostol, 800 ug vaginally, when moistened with
water, can result in complete aborion rales of 90% in
women wilh pregnaneies up to 56 days of gestation
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{10, 34-38). Studies with ponmaistened vaginal miso-
prosto) demonstrated lower rates of 50-67% (39-41).
Studies showing thal misoprosiol alone is effective for

abortion ofien involve complex dosing regimens or

require clinician application of the tableis. Additionally,
this treatmenl results in sipnificantly higher rates of side
effects (navsea, vomiting, diarshea, and fever and chills)
than those using misoprosiol after pretreatment with
either mifepristone or methoirexate {10, 33-37). Recent
trials with sublingual misoproslol in repeated doses do
nol appear ic improve oulcome over vaginal misoprostol
and may cause even more side effects (38, 42).

A recent randomized, double-blind trial in women
with pregnancies up 1o 56 days of gestation compared a
misoprostol-only regimen (800 pg vaginally) wilh a reg-
imen of 200 mg of mifepristone orally followed 48 hours
later by B00 pg of misoprostol vaginally (43). In bolh

- groups, misoprostol was repeated every 24 hours for up
10 three doses. Complete abortion retes for each regimen
were 88.0% and 95.7%, respectively (P<.05). The
women who received mifeprisione aboried much more
quickly and required fewer doses of miscprosiol com-
pared with women who received misoprostol alone.

Mifepristone—misoprostel regimens using 200 mg of
mifeprisione orally and 800 g of misoprostol vaginally
generalty are preferred (o regimens vsing methouexate
and misoprostol or misoprostol only for medical abortion.

Counseling Patients

Medical Versus Surgical Abortion

Patient counseling must first include discussion of preg-
nancy options 1o be sure that 2 women is cerlain aboul
her deeision to have an ebortion, I she is uncenain, the
decision about abortion technique must be delayed umtil
she has reached a firm decision, even if the delay means
that she will be unable 10 choose a medical opticon. 1t is
imponant to respect the patient’s aulonomy and to sepa-
rate the decision to terminate the pregnancy from lhe
decision about the method 10 be used.

After a woman has considered her oplions and has
decided to have an ahortion, the method must be select-
ed. Most women secking early abortion will be eligible
for both medical and surgical methods. Medical abortion
should be considered 8 medically acceptable alternative
10 surgical abortion in selected, carefully counseled, and
informed women. The general advantages and disadvan-
tages of cath approach (Table 2) shouid be explained
early in ihe counseling process because most women will
have a clear preference (44, 45). Even among women
who think they are unsure, most will have some prefer-
ence alter counseling (44).

Table 2, Features of Medical and Surgical Abortion

Medical Abortion Surgical Abortien

+ Usually avoids invasive procedure  + involves invasive procedure
» Usually avolds anesthesia » Allows use of sedation i desired
» Reguires two or more visits * Usually requires one visil

» Days 1o weeks 1o complele * Complete in a pradictable

period of time
» Available during early pregnancy  * Available during early pregnancy
* High success rate {~95%) v High success rate (99%)

+ Bleeding moderate to heavy » Bleeding commonly perceived
for short time as light

v Requires follow-up to ensure » Does nal require follow-up in all
completion of abortion cases

» Patient participation throughout  » Patient participation in a single-
a trultiple-step process slep process

Adapted from Breitbart V. Counseling for madical aborticn, Am Obstet
Cynecol 2000;183:526-33.

Counseling and Symptom Management

Some degree of bleeding and ulerine cramping are nec-
essary for the medical abortion process to oceur. Other
potential side effects of medical abortion include nausca,
vomiting, diarrhea, warmith or chills, headache, dizziness,
and fatigue (Table 3), Counseling shouid emphasize that
bleeding may be much heavier than menses, poltentially
with severe cramping. The woman should understand how

" much bleeding is considered 100 much. An easy reference

for the paticnt to use is soaking of two pads per hour for

.2 hours in a row (48). This is not necessarily a point at
which intervention is needed but a time when the woman.

shauld call the health caré provider. Whether or not it is
imperative for lhe patient 1o seek emergency care depends
on how she is feeling, her baseline hemoglobin, whether
the bleeding scems to be slowing, and how far she is from
an emergency treatment facility.

Pain management is especially important for the
woman aborting at home, She should be sept home with
appropriate instructions for analgesia with over-the-
counter medications, as well as with prescriptions for
oral narcotics to use if needed.

The incidence of each symplom will depend on Lhe
regimen used, the dose and route of administration of 1he
prostaglandin analogue, and gestational age. Gasiro-
intestinal side effects are less common when dry miso-
prostol is administered vaginally compared with
regimens that use oral misoprosio! or moistened vaginal
misoprostal. Oral ulcers with methotrexate use, although
rare, have been reported in the literature.
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‘ Table 3. Incidence of Side Effects In Selected North American Trials of Medical Abortion Regimens®
Incidence of Side Effects (%)
I Nausea Vomiting Dlarrhez Headache Dizziness ~ Thermoreguiatory!
Trial Mife  Miso Mife  Mise Mife Misec ~ Mife  Miso Mife  Miso Mife  Miso
Schaff et al (1997} 36 15 14 14 ] 22, 18 19 22 37 20 37
: i Schaff el al (1999)% 45 43 13 26 1 23 14 13 15 28 14 32
Wiebe et al {20021 45 39 13 15 5 16 19 29 NR NR NR 23
Crelnin (2004)? 20 44 5 23 1 7 10 37 12 35 9 56
Crainin (2004)" 39 52 14 30 7 28 20 3 Pl 37 19 53

Abbreviations: Mile, mifepristone; Misa, misoprostol; NR, not reported

TFever, warmth, hot flashes, or chilks

~

*Studies are included only if the incidences of side effects wese differentiated between the medications.

iMifepristone, 600 mg, followed by misoprostal, 800 pg vaginally, 36-48 hovrs later. (Schatf EA, Stadalius LS, Eisinger SH, Franks P. Vaginal misc-
prostol administered at home after mifepristone {RUM486) for abortion. | Fam Pract 1 997:44:357-60.)
PMilepristone, 200 g, foliowed by misoprostol, 800 g vaginally, 48 hours {atar, (Schaff £4, Eisinger SH, Stadalius LS, Franks P, Gere B2, Poppema
§. Low-dose mifepristone 200 myg and vaginal misoprostol for abortion. Contraception 1999;59:1-6.) _
Iifepristone, 600 ma, followed by misoprostol, 400 g orally, 36-48 hours lzter. (Wiebe E, Dunn §, Guilbert E, Jacot T, Lugtig L. Comparison ol
zbortions induced by methotrexate or mifepristone followed by misoprostol. Obstet Gynecol 2002;99:813-9.)
Mifepristone, 200 mg, fillowed by misoprostel, 800 pg vaginally, 6-8 hours Tater (first row). (Creinin MD, Fox MC, Teal 5, Chen A, Schaff EA,

. Meyn LA A randomized comparison of misoprostol 6 10 8 hours versus 24 hours after mitepsistone for abartion. Obstet Gynecal 2004;103:851-9.)

"Mifepristone, 200 mg, fellowed by misoprostol, 800 jig vaginally, 23-25 hours Iater (second row). (Creirin MD, Fox MC, Tea! §, Chen A, Schaff

EA, Meyn LA. A randomized comparisan of misoprostol 6 to 8 hours versus 24 hours after mifepristone for abartion. Obstet Gynecol 2004;103: 851-9.)

Need for Follow-up Dilation and .
Curettage

A failed medical abortion is defined as the presence of
gestalional cardiac activity on vaginal ultrasonography
2 weeks after the initiation of treatment. No studies have
nssessed the efficacy of additional doses of mifepristone,
metholrexale, or misoprosial after a medical abortion
Tailure. Conlinving prcgpancies, i\‘])i§{1.shou]a be termi-
* naled by surgical evacualion, are typically reported in less
than 1% of worhen who begin treatment at 49 days of ges-
tation or less regardless of regimen. . - L
Inmervention guidelines vary for women who have a
péréistent gestational sac seen on ultrasopography with-
out evidence of embryenic cardiac activity or, continuing
development. Typically, protocols used in, mifepristone
sludies define a retained sac 2 weeks after the admin-
istration of mifepristone as an indication for suction
evacuation.. However, medica] abortion studies vsing
methotrexate and misoprostol demonstrate that jnterven-
lion for a nonviable pregnancy is wnnecessary and that
expulsion will occur, on average, between 22'and 29 days
- afler the methotrexate is adminisiered (28, 29, 40, 47,
- 48); With this understanding, the mifepristone studies
- performed in the United States over the pasi 6 years have
- allowed approximately 36 days to clapse after mifepris-
.- tone administration before recommending surgical inter-
Lisovention (18, 19, 22-25, 27). Most commonly, a woman
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who has nol aberied and is awaiting delayed expulsion
will no Jonger feel pregnant or have medication-induced
symptoms; lhe patient will be waiting for the onset of
bleeding or cramping similar to anticipating the start of
menses (28). Providers must differentiate this soenarnio
from women who have incomplete expulsion of the preg-
nancy tissue, for whom symptoms can inciude prolonged
and irregular bleeding cpisodes. Early trials of
methotrexale and misoprostol showed that serial f-hCG
evaluations did not aid in the diagnosis of incomplele
aborticn. All women with an incomplete abortion pre-
senied clinically, and the incompiele abortion was nol
diagnosed by increasing or plateaued §-hCG Jevels (40,
49, 50). ' ' o
Understanding the difference between incomplete
abortion and the normal course of medical abortion is

important. The sole purpose of ultrasound exzmination

after misoprostol administration is to determine whether
the gestational sac is present. After expulsion, the uterus
will normally contain ultrasonographically hyperechoie
tissué consisting of blood, blood ‘clots, and decidua.
Rarely does this finding during medical abortion indicale
a need for intervention. In the absence of excessive
bleeding, providers can follow such patients conserva-
ively (51). 7 o

Overall, Jarge studies demonstrale that less than
1% of women undergoing medical sborion will need
emergent cureuitage because of excessive bleeding

n



(13. 22. 52-54), Morcover, the risk of clinically signifi-
canl bleeding und transfusion may be lower in women
with pregnancies up lo 19 davs of geslation compared
with those beyond 49 davs [11); this relative risk will
vary epending on the regimen used. Sull, just as for
women undergoing surgical abortion, surgical cureltage
must be available on a 24-hour basis for cases of hemor-
thage. Clinicians who wish to provide medical abortion
services either should be trained in surgical abortion or
should work in conjunction with a clinician who is
trained in surgical abortion.

Clinical Considerations and
Recommendations

» What factors determine whether a woman is a
candidote for medical abortion?

Gestational Age

The vpper limit of gestational age at which a medical
abortion regimen is still an option varies depending on
the types, dosages, and rouies of administration of the
medications. Outpatient treatment with mifeprisione—
misoprostal regimens up lo 63 days of gestalion and for
methotrexate-miscprostol regimens vp 1o 49 days of ges-
tation are highly effective. Complete abortion rates
among all regimens are highest for earlier gestalions and
are clinically similar in women with pregnancies up to 49
days of gestaijon, Between 50 and 63 days of gestation,
the wse of vaginal misoprostol in regimens with mifepris-
lone resulls in complele abortion in 96-99% of women
(18, 22-24, 26, 27, 43, 53, 55), whereas regimens using
oral misoprosto} demonstrate significantly Jower success
rates for these gesiational ages.

Contraindications

Medical contraindications 1o abortion with mifepristane
regimens include confirmed or suspected ectopic preg-
nancy or undiagnosed adnexal mass, intrauterine device
in place, current [ong-texm systemic corlicosteroid thes-
apy, chronic adrenal fajlure, severe anemia, known conag-
ulopathy or anticoagulant therapy, and mifepristone
intolerance or allergy. Mos! clinical trials also exciude
women with severe liver, renal, or respiratory disease,
uncontrolled hypertension, cardiovascular disease (an-
gina, valvular discase, arrhythmia, or cardiac failure), or
severe anemia. Misoprostol should not be used in women
with an uncontrolled seizure disorder or those who have
an zllergy or intolersnce to misoprosiol or other
prostaglandins. Asthma s nol a contraindication because
misoprosiol is' a weak brorchodiiator.

Although medical contraindicalions are mfrequent,
social or psychologic contraindications o medical abortion
arg more common, Worien are not good candidates for
medical abortion if they do not wish 1o ke responsibility
for their care, are anxious to have the abortion over quick-
ly, cannot return for follow-up visits, or cannot understand
the instructions because of languzge or comprehension
barriers. Other nonmedical criteria 1o be .considered are
access 10 a phone in case of an emergency and access lo
24-hour emergency medical treatment (eg, surgical curet-
tage far hemorrhage). Counseling should include a descrip-
tion of cramping and bleeding and should indicate that,
rarely, the process may not be completed for several weeks,

» Which pretreatment laboratory tests are
needed?

No special pretrealment laboralory tests are necessary for
medica abortion beyond these for suriical abortion, Con-
firmation of pregnancy by ulirasohography or pregnancy
testing is necessary before attempling abortion regardiess
of method. Pretreatment assessment of hemoglobin or
hematocrii and bloed typing are imperative, and anti-D
immune globulin should be administered if indicated.

™ What is the risk of infection with medical
abortion?

Endometritis is a rare complication of medical abortion,
In trials invelving more than 500 participants, infection
rates typicaily vary from 0.09% to 0.6% (11, 17, 18, 22,
23,27, 56, 57). No data exisl to support the universal use
of prophylactic antibiotics for medical abortion, Five
cases of death have been reported in women using mife-
pristene, 200 mg, followed by misaprostol, 800 ug vagi-
nally, in North America since 2001; ail appear 1o be
infections, with Clostridium serdeflii identitied in three
of the cases (58). The cause of these infections and the
relationship of the deaths to mifepristone and misopros-
tol are still under investigation. Even if related, the death
rate would be Tess than 1 per 100,000 mifepristone pro-
cedures, a rate comparable to that for casly surgica) abor-
tion and miscarriage {39).

W Is ultresonography useful in the medical
management of abortion before treatment?

Gestational age should be confirmed by clinjcal evalua-
tion or wlirasonography. Only 85% of U.S. women are
able to predict gestational age within 2 weeks of the ges-
tational age assigned by the clinician using ulrasound
examination (60). Additonally, medical abortion studies
in U.S. women have found that the gestalional age deter-

. mined by LMP was confirmed for only 40-60% of study
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participants (14, 27, 61). Because effieacy for some reg-
imens decreases significantly with increasing pestational
age, the clinical relevance of erroneous gestational age
assignment will vary according 1o the regimen used,

Although nol required, all major U.S. trials of
mifeprisione or methotrexate have relied on transvaginal
vltrasonography for dating and follow-up. In France,
however, clinitians use uhirasonography for preabortion
screening only when they find a discrepancy between
uterine size and dating by LMP and when patients pres-
ent with bleeding or symptoms suggestive of ectopic
pregnancy. Pregnancy termination services in France are
offered only by authorized abortion clinics staffed by
highly experienced providers. The high efficacy and
safety results in the French trials suggest that this selec-
tive use of ultrasonography suffices when medical abor-
tion is provided by experienced clinicians.

A concemn when providing early abortion services is
the possibility of an undiagnosed extrauterine gestalion.
Although the ectopic pregnancy rate in the general popu-
tation is currently around 19-21 per 1,000 pregnancies
(62, 63), ectopic pregnancy rates in studies of women
seeking abortion are consistently lower. A swudy of surgi-
cal abortion in women with pregnancies less than 42 days
of gestation in the United States found the ectopic preg-
nancy rate to be 5.9 per 1,000 pregnancies (84). Similarty,
the Jargest published study of medical abortion involved
16,369 women with pregnancies up to 49 days of gesta-
tion, 21 of whom were exciided from the analysis because
of an ectopic pregnancy, yielding an eclopic pregnancy
rale of 1.3 per [,000 pregnancies (57). Although ectopic
pregnancy in a population of women seeking early abor-
1jon is rare, women with significant medical risk factors or
history {¢ég, unilateral pain and vaginal blecding) should
have pretreatment ulirasonography.

»  What methods can be used lo confirm
complete abortion?

Transvaginal ultrasonography offers an efficient means of
assessing outcome in patients who undergo medical abor-
tion. Its primary objective is 1o delermine if the gesiation-
&l sac is absent (with or without the presence of other
wltrasonographically hyperechoic tissue). However,
French clinicians, who have exlensive experience with
medical abortion, use ultrasonography significantly less
than American clinicians (65). One explanation for this
difference may be less familiarity wilh the process by
both American clinicians and patients; another reason
could be Hability concerns in the United Stales. A study of
LS. providers indicated that ulirasonography is perceived
to be unpecessary 1o assess abortion outcome far most
women (66), Researchers asked physicians if they felt
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comforiable with their assessment without ultrasonogra-
phy or if ey would Teel better in that siluation with an
uitrasound examinalion to confirm their impression based
on the patient’s hisiory and physical examination,
Physicians thought an ntrasound examination was nol
needed jn 60% of the women who were ultimately found
to have expelled the gestational sac, However, the gesta-
tional sac was still present in 2% of women for whom
phrysicians believed ultrasonography was not indicated. .

Methods 1o verify abortion include reports of bleed-
ing combined with evidence of uterine involution on
pelvic examination or hCG lesting. When misoprostol is
administered 2-5 days after methotrexate or mifepristone,
B-hCG concentrations should decrease by at least 50%
within 1 week of initiating the medication regimen.
However, performing sensitive serum or urine hCG assays
(detection threshold, 25-50 mIt/mL) too scon after the
termination of a pregnancy may result in an eoOneQus
diagnosis of failed medical abortion. Two trials using
methotrexate and misoprostol found that the average time
to disappearance of B-hCG is 3334 days and may take as
long as 90 days (40, 67). The utility of nonsensitve urine
hCG assays in follow-up after mifepristone and misopros-
tol administration warrants investi gation.

In clinical trials with methotrexate and misoprostol,
only about half of the women who thought they had
aborted actually had done so (28). Moreover, women
may experience symptom resolulion consistent with a
complete medical abortion and stll have a persistent
pestational sac (28), or even an ectopic pregnancy (22).
The importance of patient follow-up must be empha-
sized because failure rates for medical abortion are high-
er than those for surgical techniques. .

However, recent data sugpest thal for most women
having an abortion wilh mifeprisione and misoprostol,
no follow-up may be needed other than a ielephone
conversalion, One repor! compared clinicians’ and
patients’ jmpressions of whether or no! expulsion
occurred based solely on the patient’s history with the
results of vaginal ullrasonegraphy performed approxi-
mately 1 week after initiating treatment (68). When the
clinician and the patient both thought that expulsion had
occurred, they were correct 39% of the time. Additional
studies are needed 10 validate the premise that such
wonten need only 4 home pregnancy test for follow-up
and that office evaluaton should be required only if
either the clinician or the patient is noi cenain thal
expulsion has occurred.

» Do nonsteroidal antiinflammatory drugs
affect the success rates for medical abortion?

Cramping pain for patients whe are not undergoing abor-
tien usually is ireated with ibuprofen or other non-




steroidal antiinflammatory drugs (NSA1Ds). Although
NSAIDs inhibit the synthesis of new prosiaglandins,
they do not block the action of prostaglandin receplors;
therefore, such agents should not inhibit the action of a
prostaglandin used for medica) abortion. The only
report 1¢ evajuate the effects of analgesics on abortion
oulcome was a retrospective apalysis of NSAIDs and
complele abortion in 416 women who received miso-
prostol following methotrexate for medical abortdon of
pregnancies up 1o 56 days of gestation (69). The usc of
ibuprofen did not seem to interfere with the action of
misoprosto) 1o induce uterine contractions and preg-
nancy expulsion. Therefore, NSAIDs such as ibuprofen
are nol contraindicated for women undergoing a med-
jcal abortion. '

P How should a patient be counseled about
potential teratogenicity if a medical method
Jails to lead to abortion?

Because teralogenmicity of medical abortifacients
becomes an important issue if the pregnancy continues,
patients must be informed of the need for a surgical abor-
tion in the even of a continuing pregnancy. There is no
evidence 1o date of a teratogenic effect of mifeprisione.
However, methotrexale is an antimetaboliie that can cause
fetal anomaliés {70, 71). Evidence suggests that miso-
prosiol also can resull in congenital anomalies when used
during the first trimester, possibly due to mild wterine con-
tractions resulting in decreased blood flow during organo-
penesis (72). Anomalics associated with misoprostol use
that mave been described in. the literature include defects
in the frontal or 1emporal bones (73) and limb abnormal-
ides with or without Mobius sequence {masklike facies
with bilateral siath and seventh nerve palsy and-{requently
coincident micrognathia) (74-77), No conclusions
regarding teratogenicity can be drawn from Lhese reports
because of the extremely small sample sizes,

» Does medical aboriion affect future fertility?

Future fertility following medical abortion has been
evaluated only within a l-year period after medical
abortion in & group of 93 women who received meth-
olrexate and misaprosio) for abortion (78). Although
none of he women were actively altempling 1o achieve
pregnancy, 25% became pregnant, a rate higher than
would be expected for a group of women using contra-
ception. By comparison, another report indicated a
pregnancy rate of 13% within | year afier a first surgi-
cal abortton (79),

Summary of
Recommendations and
Conclusions '

The following recommendations are based prima-
rily on good and consisternt scientific evidence
(Level A): '

» Medical abortion should be considered a medically
acceptable alternative 10 surpical abortion. in select-
ed, carefully counseled, and informed women.

p  The FDA-approved protocol of 600 mg of mifepris-
1one orally followed approximaiely 48 hours later by
400 ug of misoprosto| orally is safe and effective for
medical abortion through 49 days of gestation (cal-
culated from the first day of the LMF).

» Compared with the FDA-approved regimen,
mifepristone-misoprostol regimens using 200 mg of
mifepristone orally and 800 g of misoprostol vagi-
nally are associated with a decreased rate of contin-
uing pregnancies, decreased lime 1o expulsion,
fewer side effects, improved complete abortion
rates, and Jower cost for women with pregnancies up
10 63 deys of geslation based on LMP.

» A methotrexale-misoprostol regimen is appropriate
for medical abortion only in pregnancies up to 49
days of gestation. Women using this regimen may
wail up 10 4 weeks for complete aborijon to occur.

p  Mifepristone—misoprostiol regimens using 200 myg of
mifepristone orally and 8§00 ug of misoprostol vagi-
nally are generally preferred 1o regimens using
methotrexate and misoprostol or misoprostol only
for medica) abertion.

» A patient can administer misoprostol safely and
effectively, orally or vaginaily, in her home as pan of
a medical abortion regimen,

The following reconunendations are based prima-
rily on limited scientific evidence (Level B):

p Because leratogenicity of medical abertifacients
becomes an importanl issue if the pregnancy contin-
ues, paticnts must e informed of the need for a sur-
gical abortion, in the event of a failed abortion,

p  Gestational age should be confinned by clinical
evaluation or ultrasonography.

The following recommendations are based prima-
rily on consensus and expert opinion (Level C):

b Surgical corsitage must be available en a 24-hour
basis for cases of hemorrhage, even though less than
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»>

19 of women having a medical abortion will need o
curettage because of excessive bleeding.
Pretreatment anti-D immune globulin should be
administered if indicated.

No data exist to support the universal use of pro-
phylactic antibiotics for medical abortion.
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The MEDLINE daiabase. the Cochrane Library, and
ACOG's own internal resources and documenls were used
te condoct a literature search 1o locale relevant articles pub-
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was restricted (o ariicles published in the English language. .

Priority was given lo arlicles reponing results of original
research, although review arlicles and commentaries alse
were consulted, Abstracts of research presented at sympo-
sia and scientific conferences were not considered adequate
for incivsion in this document. Guidelines pablished by or-
ganizations or institwions such as the National Institules of
Health and the American College of Obstelricians and Gy-
necologists were reviewed, and additional studies were
located by reviewing bibliographies of identified articles.
When relisble research was not available, expent opinions
from cbstetrician—gynecologists were used.

Studies were reviewed and evaluated for guality according
[ to the methed outlined by the U.S. Preventive Services Task
Force:

! Evidence obtained from at least one properly de-
signed randomized controlled Lrial.

II-1 Evidence obtained from well-designed controlted
Irisls without randomization,

11-2 Evidence obtained from well-designed cohorl or
case—control anatytic studies, preferably frotm more
than one center or research group.

13-3 Evidence obtained from multiple lime series with or
without the intervention. Dramalic results in uncon-
trelled experiments also could be regardcd as this
type of evidence.

1 Opiniong of respecled authunﬂes based on clinical

experience, descripiive studies, or reports of expert

commitlees.

Based on the highest level of evidence found in the daa,
recommendations are provided and graded according 1o Ihe
following categories:

Level A—Recommendations are based on good and consis-
lent scientific evidence. .

Leve] B—Recommendalions are based on Jimited or incon-
sistent scientific evidence.

Level C— Recommendations are hased primarily on con-
sensus and eApert opinion.
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IN THE DISTRICT COURT OF OKLAHOMA COUNTY

STATE OF OKLAHOMA

OKLAHOMA COALITION FOR )
REPRODUCTIVE JUSTICE, on behalf of its )
members, ET AL., )
)

Plaintiffs, } Case No. CV-2011-1722
v )
)

TERRY L. CLINE, in his official capacity as ) Judge Daniel L. Owens

Oklahoma Commissioner of Health, ET AL., )
)
Defendants. )
)

DEC TION OF DANA STONE, M.D. IN SUPPORT OF
PLAINTIFFS’ MOTION FOR SUMMARY JUDGMENT

DANA STONE, M.D., declares, under penalty of perjury, that the following statements

are true and correct:

1. 1provide the following facts and opinions as an expert in obstetrics and gynecology
and the treatment of ectopic pregnancy. [ have been licensed to practice medicine in the State of
Oklahoma since 1991. My specialty is obstetrics and gynecology (“ob/gyn”). 1 provide a range
of ob/gyn care for patients in my private practice, including treatment of patients with ectopic
pregnancy. A copy of my curriculum vitae, which summarizes my background and experience,
is attached hereto as Exhibit A.

2. An ectopic pregnancy occurs when a fertilized egg implants somewhere other than a
woman’s uterus. The overwhelming majority of ectopic pregnancies are located in a woman’s

fallopian tube. A tubal ectopic pregnancy can never result in a live birth.



3. Ectopic pregnancy can severely compromise a woman'’s health and can result in her
death. Without treatment, the fertilized egg will continue to grow, in some cases causing damage
to surrounding tissue. At some point, the ectopic pregnancy will become too big for the
surrounding tissue to contain it, and it will rupture, potentially causing serious blood loss and/ or
damage to internal organs, and threatening the woman’s life.

4. Tt is possible to detect and treat a woman’s ectopic pregnancy before it creates an
immediate risk to her health or life. Early treatment of an ectopic pregnancy minimizes the risk
of damage to surrounding tissue and rupture. It also helps to preserve a woman’s chance of
having future healthy pregnancies.

5. Once ectopic pregnancy is diagnosed, the standard of care is to provide treatment as
soon as possible,

6. For some women with ectopic pregnancy, an intramuscular injection of the cancer
drug methotrexate is a good treatment option. Methotrexate works by blocking the ability of
folic acid to be used in cells. This prevents cells from growing normally, ending the pregnancy.

7. Methotrexate has not been approved by the United States Food and Drug
Administration for its use in treating patients with ectopic pregnancy.

8. Medical research has proved that methotrexate is a safe, effective, and non-invasive
way to treat patients with ectopic pregnancy. I offer methotrexate as a treatment option, for
appropriate candidates, in my medical practice. WhenI'm providing treatment for a woman with
tubal ectopic pregnancy, one of my goals is to provide care in a way that leaves her tube open
and functional so that she can get pregnant again. That’s exactly what the option of treating a
patient with an injection of methotrexate does.

9. To be a good candidate for treatment with methotrexate, a patient needs to be in an

early stage of ectopic pregnancy; in stable medical condition, not actively losing blood; and not

2



in severe pain. For those candidates, the standard of care requires physicians to offer
methotrexate as a treatment option.

10. Methotrexate is the only non-surgical treatment option for women with ectopic
pregnancy. It has at least two major advantages over surgery for a woman who is a good
candidate: it shields her from the risks of surgery, and it preserves her fallopian tube. The risks
of surgery for ectopic pregnancy include, among other things, damage to internal organs; damage
to blood vessels requiring transfusion; and infection. Because such surgery requires general
anesthesia, it also entails the risks of respiratory problems, heart attack, and stroke. In some
cases, surgical management of a woman’s ectopic pregnancy will compromise her future
fertility.

11. In addition, some women with ectopic pregnancy have other medical conditions that
increase the risk or complexity of surgical treatment, which makes methotrexate a particularly
good option if they meet the criteria for it. For example, assuming the criteria for methotrexate
are met, surgery would be disfavored as a treatment option for patients with a history of
endometriosis, pelvic infection and/or multiple surgeries, any of which can create a buildup of
scar tissue that makes surgery more difficult.

12. It is not good medical practice to do surgery unnecessarily. If a woman with ectopic
pregnancy is a good candidate for methotrexate, there is no medical justification for depriving
her of that treatment option.

13. If Oklahoma House Bill 1970 goes into effect, the result would be a huge loss for
women’s health in this state. Prohibiting off-label use of methotrexate would require Oklahoma
physicians like myself to practice outside of the accepted standards of medical care for treatment

of ectopic pregnancy.



Executed: January& 2012 ( Cn \Q %M""D
LY 4 L

DANA STONE, M.D.
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Curriculum Vitae
Dana Gail Stone, M.D.
Personal :
Date of Birth: October 27, 1956
Marital Status: Married with two children
Office Address: Oklahoma City Gynecology and Obstetrics
11200 N. Portland Avenue
Oklahoma City, OK 73120
Phone: 405-936-1000
Home Address: 1730 Huntington Avenue
: Oklahoma City, OK 73116
Phone: 405-858-0955
Education
Bachelor of Arts Oklahoma State University 1975-1978
(German) ' Stillwater, Oklahoma
Post- Baccalaureate . Oklahoma State University 1980-1986
Studies ' Stillwater, Oklahoma
Doctor of Medicine University of Oklahoma 1987-1991
(with special distinction) College of Medicine
' Oklahoma City and Tulsa
Residency Obstetrics and Gynecology 1991-1995
University of Oklahoma
College of Medicine

Oklahoma City, Oklahoma

Awards and Honors
Alpha Omega Alpha
James A. Merrill Award
Resident Teaching Award, University of Oklahoma College of Medicine
Alpha Epsilon Delta Pre-Medicine Honor Society
Phi Kappa Phi Honor Society




Dana Gail Stone, M.D.
Curriculum Vitae
Page 2

Professional Organizations
Fellow, American College of Obstetrics and Gynecology
Cklahoma Section vice chair 2003-2005; Oklahoma Section chair 2005-2008
American Board of Obstetrics and Gynecology, board certified
American Medical Association
Oklahoma State Medical Association-Student member of the Council on State
Legislation, 1988-1989
Oklahoma State Medical Association, Council Member on State Legislation 2004 -
present; Alternate Delegate to American Medical Association 2007-present
Oklahoma City OB-GYN Society Vice President 2000-2001
Oklahoma City OB-GYN Society President 2001-2002

Organizations and Activities

St. Paul’s Episcopal Church, Oklahoma City

P.E.O., chapter president, 1986-1987; chapter vice president, 1985-1986

Kappa Delta Sorority

University of Oklahoma, College of Medicine AIDS Speakers Bureau, 1988

Oklahoma State University Student Government Association 1978-79

Planned Parenthood of Central Oklahoma, board member 2004-present; treasurer 2006~
07; vice-president 2007-2008.

Oklahoma Health Center Clinical Pastoral Education Institute, board member 2005-
present

Research
Relationship between normal sperm morphology and fertilization in an infertility practice.
University of Oklahoma College of Medicine-Tulsa Research Day, 1991

Endometrial thickness as a predictor of pregnancy in clomiphene stimulated cycles. Residents’
Research Meeting, Department of Obstetrics and Gynecology, University of Oklahoma College
of Medicine, 1993

Human Papillomavirus Types in Cervical Cancer in a University Based Gynecologic Oncology
Practice. Residents’ Research Meeting, Department of Obstetrics and Gyncecology, University
of Oklahoma College of Medicine, 1994 )

Co-lead investigator, Parke-Davis protocol 376-400421, Mackie site, 1999-2000
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IN THE DISTRICT COURT OF OKLAHOMA COUNTY

STATE OF OKLAHOMA

OKLAHOMA COALITION FOR )
REPRODUCTIVE JUSTICE, on behalf of its )
members, ET AL., )
)

Plaintiffs, ) Case No. CV-2011-1722
V. )
)

TERRY L. CLINE, in his official capacity as ) Judge Daniel L. Owens

Oklahoma Commissioner of Health, ET AL., )
)
Defendants. )
)

DECLARATION OF ABIGAIL A. LONG IN SUPPORT OF
PLAINTIFFS’ MOTION FOR SUMMARY JUDGMENT

ABIGAIL A. LONG hereby declares, under penalty of perjury, that the following statements

are true and correct:

1. T am the Director of Marketing and Public Affairs for Danco Laboratories, LLC
(“Danco”), and I submit this declaration in support of Plaintiffs’ Motion for a Temporary
Injunction.

2. Danco is the pharmaceutical company that holds the New Drug Application for
Mifeprex® (mifepristone) 200mg, oral tablets for medication abortion in the United States. The
U.S. Food and Drug Administration (“FDA”) approved the New Drug Application, NDA No.
20-687, on September 28, 2000, and Danco has been marketing Mifeprex since then.

3. T am personally familiar with the FDA-approved labeling for Mifeprex, which is
called the final printed labeling (“FPL”) and consists of four parts: Prescribing Information,

Medication Guide, Patient Agreement, and Prescriber’s Agreement.



4. Mifeprex is provided in a package that includes a blister pack of tablets and a package
insert. The package insert is a document that contains three parts of the FPL: the Prescribing
Information, the Medication Guide and the Patient Agreement.

5. A true and accurate copy of the FPL for Mifeprex is attached hereto as “Exhibit A.”

6. A true and accurate copy of the Mifeprex package is attached hereto as “Exhibit B.”

Executed: January as ., 2012
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FEPREX"®

(Mifepristone) Tablets, 200 mg

PRESCRIBING
~INFORMATION




COntact:Ihformatian

Danco Laboratories

~P.O. Box 4816
New York, NY 10185
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