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Saving the lives of those giving life to others

Our Purpose

Frequently Asked Questions

The Tatia Oden French Memorial Foundation was formed in
2003 in memory of the women who have died during pregnancy
and the birthing process. It is a non- profit organization, with
501(c)(3) status, that is specifically dedicated to educating
women about the process of childbirth from conception to
delivery.

What is the FDA?
The Food and Drug Administration (FDA) is the government
entity responsible for certifying that food and legal drugs are
safe for human consumption.

Maternal mortality is one of the key barometers of community
health. According to the World Health Organization (WHO), the
United States ranks behind 49 nations when it comes to
maternal death rates.
At the Tatia Oden French Memorial Foundation, we believe that
we can significantly reduce the incidence of maternal mortality
through education.
Our specific areas of focus are maternal mortality, informed
consent and the off-label use of drugs in childbirth.

Our mission is to empower women around the issues
of pregnancy and childbirth.

History
In December 2001, Tatia Oden French went into a well-known
hospital in Oakland, California to deliver her first child. She was
approximately two weeks overdue and her doctor strongly
“advised” induction.
Against her better judgment, Tatia agreed to be induced. The
drug recommended to induce labor was called Cytotec. It was
approved by the Food and Drug Adminstration (FDA) to treat
stomach ulcers, but has been used “off label” to ripen the cervix
and induce labor. Within 10 hours after Cytotec was
administered to Tatia, her uterus was hyper-stimulated, causing
fetal distress and a uterine rupture.
An emergency Cesarean section was attempted and,
unfortunately, Tatia and her baby Zorah died.

What does it mean to use a drug off label?
Once the FDA approves a drug to treat specific illnesses or
conditions in humans, a physician may use that drug
experimentally for other illnesses or conditions.
How does the use of drugs off label differ from the use of FDA
approved drugs?
When the FDA approves a drug for a specific type of treatment, it
also approves how and in what dosage the drug is administered.
In using a drug for off- label purposes, a physician can take an
FDA-approved drug and use it for purposes that have not been
approved by the FDA. This also means that the administration
and dosage of the drug can be left to the physician’s discretion.

Our Projects
•
•
•
•

Educational screenings of documentary: Tatia’s Story:
From Life to Death in 10 Hours
FDA Citizen’s Petition
Speakers Bureau
Safe Motherhood Quilt
Created by Ina May Gaskin, this quilt tells the stories of
women who have died during pregnancy or childbirth

For more information about the Foundation’s projects
and how you can get involved, visit www.tatia.org or
email zorah@tatia.org.

Tatia Oden French Memorial Foundation Citizen
Petition to FDA Fact Sheet
PETITION BACKGROUND
•

•
•

On April 26, 2017, a Citizen Petition submitted to the FDA by the Tatia Oden French
Memorial Foundation was accepted and made publically available via www.regulations.gov
(ID #: FDA-2017-P-2563-0001). The petition requests that the FDA conduct a Sentinel
query to assess rates and severity of adverse reactions associated with the unapproved use
of misoprostol (marketed as Cytotec) for cervical ripening and induction of labor.
If the petition is accepted, the Sentinel query will provide FDA with additional data and a
better understanding of the adverse events associated with the use of Cytotec to induce
labor or ripen the cervix during childbirth.
Potential actions that FDA could take in response to the data gathered from this Sentinel
study include: updates to existing Cytotec prescribing information, additional safety alerts,
or other regulatory action deemed appropriate by the Agency.

ABOUT THE SENTINEL SYSTEM
•
•
•

In May 2008, FDA created the Sentinel System, a nationwide collection of electronic health
records providing FDA with surveillance capabilities that track adverse events by proactively
assessing the safety of the products.
The Sentinel system is a nationwide database of electronic health records of over 193
million patients from multiple data partners.
The FDA typically relies on voluntary reporting from healthcare professionals and patients
through the Adverse Event Reporting System (FAERS) to monitor the safety of drugs after
they have been approved. The Sentinel System is designed to complement FAERS, which
can alert the FDA to potential health risks but relies on limited data.

ABOUT CYTOTEC
•
•
•

Cytotec (misoprostol) is a drug approved by the FDA for the oral treatment of peptic ulcers,
specifically for reducing the risk of NSAID-induced gastric ulcers.
The FDA classifies Cytotec as a Pregnancy Category X drug due to its abortifacient
property. This means that the risks of prescribing the drug to pregnant women outweighs
the potential benefits.
Cytotec is also used off-label in pregnancy to induce labor and ripen the cervix. Side effects
associated with this use have been documented, including hyper-stimulation of the uterus,
meconium-stained amniotic fluid, amniotic fluid embolism, severe vaginal hemorrhage,
higher rates of third and fourth-degree lacerations, high cesarean rates, fetal distress,
higher incidence of infants referred to the neonatal intensive care unit, and death to mother
and child.
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STATS ABOUT MATERNAL MORTALITY IN THE U.S.
•
•

Over the past 20 years, maternal morbidity and mortality rates have doubled in the United
States.i
The United States ranks 50th in the world for maternity mortality rates. Rates of maternal
mortality fare even worse for certain groups.ii
o Studies have shown that maternal mortality rates 4 times higher for African American
women than for white women, and 3 times higher for Native American women.
o The New York City Department of Health and Mental Hygiene show that maternal
mortality was 12 times higher among black women than white women between 2006
and 2010.

ABOUT THE TATIA ODEN FRENCH MEMORIAL FOUNDATION
•

•

The Tatia Oden French Memorial Foundation is a non-profit corporation formed in March
2003 to empower women around the issues of childbirth and pregnancy. It is presently
focused on the issues of fully informed consent, the off-label use of drugs, and maternal
mortality.
The Foundation’s history with FDA:
o November 2004: The Foundation submitted a Citizen Petition to FDA requesting
stronger warnings for Cytotec, which generated over 950 signatures in support.
o 2005: FDA published a Patient Information Sheet notifying the public of the risks
associated with use of misoprostol in labor and delivery. The information sheet
stated that FDA has not approved Cytotec for cervical ripening or labor induction and
noted that serious side effects, including uterine rupture and death of the mother or
child, may occur with the use of the drug for these purposes.
o March 2007: Maddy Oden, Executive Director of the Tatia Oden French Memorial
Foundation, met with the FDA’s Office of Women’s Health with 1,923 signatures on
the Citizen Petition (70 of which were from women who had experienced
catastrophic events after Cytotec inductions, including the loss of their baby or
uterine rupture).
o November 2012: FDA responded to the Foundation’s Citizen Petition and issued
revised labeling for Cytotec. The new labeling addressed three issues:
§ It recognized the obstetric use of Cytotec in labor induction
§ It created a new section on the labeling for obstetric use and safety
information
§ It provided information regarding additional risk factors for uterine rupture
o October 2016: An active MoveOn.org petition requesting that the FDA create a
Medication Guide stating the serious adverse effects associated with Cytotec when
used off label for labor induction. So far, the petition has over 4,000 signatures,
many including negative personal experiences with the use of Cytotec for inductions.

To view the full petition, please visit: https://www.regulations.gov/document?D=FDA-2017-P2563-0001
i

MacDorman, MF; Declercq, E; Cabral, H; Morton, C. Recent Increases in the U.S. Maternal Mortality Rate: Disentangling
Trends from Measurement Issues. Obstetrics & Gynecology. September 2016, Vol. 128; 3, 447-455.
ii
“Maternal Mortality Rates Much Higher for Minorities in US.” Medscape. Oct 25, 2016.
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April 24, 2017
Division of Dockets Management
Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Room 1061
Rockville, MD 20852
Submitted electronically via regulations.gov
CITIZEN PETITION
The Tatia Oden French Memorial Foundation respectfully submits the following Citizen Petition
pursuant to 21 C.F.R. § 10.30 requesting the Commissioner of the Food and Drug Administration
(“FDA” or “Agency”) to conduct a Sentinel query to assess rates and severity of adverse reactions
associated with the unapproved use of misoprostol (marketed as Cytotec) for cervical ripening
and induction of labor to determine whether regulatory action is needed to assure patient and
neonate safety, which may include updates to existing Cytotec prescribing information, safety
alerts, or other regulatory action deemed appropriate by FDA.
ACTION REQUESTED
We respectfully submit this Citizen Petition pursuant to 21 CFR 10.30 to request a protocol-based
query of historical adverse events with misoprostol, a synthetic prostaglandin E1 (PGE1) analog,
for cervical ripening and/or induction of labor. Published literature, single case reports, and its
reported pharmacological action have connected misoprostol use with serious adverse effects such
as uterine rupture and other events related to uterine hyper-stimulation. We are concerned that
these types of serious events may be underreported to the FDA Adverse Event Reporting System
(“FAERS”) because Cytotec is being used off-label when it is used for cervical ripening and/or
induction of labor.
To assure that FDA has the information it needs to address the risks presented by misoprostol
when used as a cervical ripening and/or an induction agent, a Sentinel query could provide a more
complete understanding of its adverse event safety profile, including a better understanding of
rates and severity of adverse events, risk factors for such events, and any differences in risk based
on dose or route of administration. It is our hope that such a query could ultimately provide a
basis for additional safety warnings and other appropriate regulatory actions that will better
inform patient and provider decision-making and greatly reduce the risk of serious adverse events
associated with use of misoprostol in this setting.
I.

STATEMENT OF GROUNDS

A. Background
1. The Tatia Oden French Memorial Foundation

1

The Tatia Oden French Memorial Foundation is a non-profit corporation formed in March 2003
and focused on the issues of informed consent, the off-label use of drugs, and maternal mortality.
The Foundation is named in memory of Tatia Oden French. In December 2001, French entered a
well-known and well-respected hospital to deliver her first child. She was 32 years old and had
experienced a healthy pregnancy up to that point. According to her doctor’s calculations, she was
a little under 2 weeks overdue. She was given Cytotec to induce her labor. Ten hours after being
administered Cytotec, French suffered hyper-stimulation of her uterus, an amniotic fluid
embolism (AFE) was released, and an emergency C-Section was performed because the baby was
also in distress. Both French and her baby Zorah died in the operating room.
The family was never able to view the medical records to determine whether the off-label use of
misoprostol was listed as a contributing cause of death. The Coroner’s report referenced the use
of misoprostol but provided no additional details. This lack of clarity drives our efforts to gather a
more comprehensive review of potential adverse events associated with the off-label use of
misoprostol for cervical ripening and/or labor induction. To date, we have taken the following
steps to gather evidence of similar adverse events and raise awareness:
•

November 2004: Submission of a Citizen Petition to FDA requesting stronger warnings
for misoprostol, which generated over 950 signatures in support.

•

March 2007: Met with the FDA’s Office of Women’s Health with 1,923 signatures on the
Citizen Petition (70 of which were from women who had experienced catastrophic events
after Cytotec inductions, including the loss of their baby or uterine rupture).

•

October 2016: An active MoveOn.org petition requesting that the FDA create a
Medication Guide stating the serious adverse effects associated with misoprostol when
used off label for labor induction. So far, the petition has over 4,000 signatures, many
including negative personal experiences with the use of Cytotec for inductions.
2. Labor Inductions

“Cervical ripening” refers to the physical softening and distension of the cervix, leading to the
partial cervical effacement and dilatation necessary for passage of the fetus. Biologically, it is a
complex process involving the enzymatic dissolution and realignment of collagen molecules as a
result of chemical changes stimulated by hormones (estrogen, progesterone, relaxin), cytokines,
prostaglandins, and nitric oxide synthesis enzymes. An increase in the enzyme cyclooxygenase-2
leads to a local increase of prostaglandin E2 (PGE2) in the cervix, and it is this local increase of
PGE2 that causes a series of changes essential to cervical ripening leading to dilation.1
In cases where a woman’s natural cervical status is unfavorable for vaginal delivery (i.e., firm,
posterior, neither dilated nor effaced), the use of a medical or mechanical process to stimulate
cervical ripening prior to the induction of labor should be considered.2 Nearly half of all induced
1
2

Goldberg, AE. Cervical Ripening. Medscape Reference. Updated January 12, 2015.
ACOG Practice Bulletin No. 107: Induction of labor. Obstet Gynecol. 2009 Aug: 114(2 Pt. 1): 386-97.
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labors require iatrogenic cervical ripening.3 These numbers reflect the sharp rise in the rate of
labor induction during the past few decades.4 The two most common techniques for iatrogenic
cervical ripening are mechanical interventions, such as a transcervical balloon catheter, and the
application of cervical ripening agents, such as prostaglandins E1 or E2.
3. FDA Approved Pharmacological Treatment Options for Induction of Labor
Dinoprostone (prostaglandin E2) is the only approved prostaglandin for cervical ripening.
Cervidil Vaginal Insert is indicated for the initiation and/or continuation of cervical ripening in
patients at or near term in whom there is a medical or obstetrical indication for the induction of
labor. It contains a controlled release formulation of dinoprostone (PGE2) 10 mg in a hydrogel
insert, which is embedded in a polyester mesh that can be retrieved at the end of the dosing
interval, or sooner if clinically indicated.
Dinoprostone is also available as a gel for intracervical application (3 g gel/0.5 mg
dinoprostone), marketed as Prepidil, which FDA has approved for cervical ripening in women at
or near term when labor induction is indicated. Intracervical PGE2 appears to be somewhat less
effective than intravaginal PGE2, but the risks of cesarean delivery and tachysystole with and
without fetal heart rate (“FHR”) changes are not significantly different.5
Other approved therapies include Pitocin (oxytocin injection), indicated for the initiation or
improvement of uterine contractions in order to achieve vaginal delivery.6
4. Regulatory History of Off-Label Use of Cytotec (Misoprostol)
Misoprostol is marketed as Cytotec for the oral treatment of peptic ulcers. In the United States,
misoprostol is approved as an oral tablet (100 or 200 µg) indicated for reducing the risk of
NSAID–induced gastric ulcers in patients at high risk of complications from gastric ulcer and
patients at high risk of developing gastric ulceration. FDA classifies Cytotec (misoprostol) as a
Pregnancy Category X drug. Due to its abortifacient property, misoprostol is also administered as
part of the labeled use of mifepristone (Mifeprex) for early termination of pregnancy, at a dosage
of two 200 µg tablets on day 3 following administration of mifepristone, unless complete abortion
is confirmed before that time.
Misoprostol has also been used off label in pregnancy to induce labor and ripen the cervix.7 For
these purposes, misoprostol is given to women in a variety of doses and routes of administration.
3

Stephenson, ML and Wing, DA. A novel misoprostol delivery system for induction of labor: clinical utility and
patient considerations. Drug Des Devel Ther. 2015; 9: 2321–2327.
4
Hamilton BE, Martin JA, Osterman MJ, Curtin SC, Matthews TJ. Births: Final data for 2014. Natl Vital Stat Rep.
2015;64(12): 1-64.
5
Boulvain M, Kelly A, Irion O. Intracervical prostaglandins for induction of labour. Cochrane Database Syst Rev.
2008.
6 Pitocin Label, March 26, 2007. Available at
http://www.accessdata.fda.gov/drugsatfda_docs/label/2007/018261s028lbl.pdf
7
Stephenson ML, Wing DA. Misoprostol for induction of labor. Semin Perinatol. 2015;39(6):459-462.
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These obstetric uses have not been approved as safe and effective by the Agency, and thus are not
included as indications in the product’s labeling.8
Numerous articles describe serious adverse events associated with use of misoprostol for cervical
ripening and/or induction of labor, including hyper-stimulation of the uterus, meconium-stained
amniotic fluid, amniotic fluid embolism, severe vaginal hemorrhage, higher rates of third- and
fourth-degree lacerations than other induction drugs, high cesarean rates, fetal distress, and high
incidence of infants referred to neonatal intensive care unit. Two maternal deaths of women
treated with misoprostol have been discussed in the literature: a Venezuelan mother (Agüero
1996) and a woman participating in a study in Los Angeles (Wing and Paul 1996). An additional
published case report documented a woman induced by one 25 µg dose of misoprostol vaginally.
Her pregnancy was uncomplicated and she had an unscarred uterus. Her labor progressed rapidly
and she experienced hyper-stimulation, meconium stained amniotic fluid, uterine rupture, and
excessive blood loss. The woman and child survived but the child was diagnosed with cerebral
palsy. The case was never reported as an adverse event, underlying the potential issue of
underreporting of serious adverse events associated with unapproved uses of drugs like
misoprostol.9
The Agency has also received Citizen Petitions that raise issues regarding the FDA’s regulation of
unapproved obstetric uses of misoprostol for cervical ripening and induction of labor. 10 The
petitions requested an Agency review of the risk information and warnings in the labeling for
certain obstetric uses of misoprostol. The petitions called on the Agency to communicate the risks
associated with misoprostol and the reporting of adverse events concerning the use of approved
drugs for unapproved indications.
In 2005, FDA published a Patient Information Sheet (“PIS”) notifying the public of the risks
associated with use of misoprostol in labor and delivery. The PIS stated that FDA has not
approved misoprostol for softening the cervix or inducing contractions to begin labor, nor to
decrease blood loss following delivery, and adds that FDA has not received safety and
effectiveness data to support these uses of misoprostol. Finally, it noted that serious side effects
may occur with use of misoprostol in a labor and delivery setting, including uterine rupture,
which may result in severe bleeding, the need for hysterectomy, or death of the mother or child.11
In 2009, the American Congress of Obstetricians and Gynecologists (“ACOG”) issued revised
guidelines on when and how to induce labor in pregnant women.12 The Agency considered this
information to be “new safety information” as defined in section 505-1(b)(3) of the Food and
Drug Administration Amendments Act of 2007 (FDAAA) and at FDA’s direction, the current
8

FDA Response to Citizen Petition, Docket Nos. FDA-2004-P-0116 and FDA-2000-P-1373.
Rydahl, E.; Clausen, J.A. (2014), “An unreported uterine rupture in an unscarred uterus after induced labor with
25 µg misoprostol vaginally.” Case Reports in Women’s Health 1 (2014) 8-10.
10
The Tatia Oden French Memorial Foundation and Angie Dobbins Citizen Petition (FDA-2004-P-0116/CP1 &
CP2); American College of Obstetricians and Gynecologists Citizen Petition (FDA-2000-P-1373).
11
FDA Postmarket Drug Safety Information for Patients and Providers. Issued 2005, updated July 10, 2015.
Available at:
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformationforPatientsandProviders/ucm111315.htm
12
American College of Obstetricians and Gynecologists, Practice Bulletin, Number 107, August 2009. Available at:
https://www.mnhospitals.org/Portals/0/Documents/patientsafety/Perinatal/acog--practice_bulletin_107_2009.pdf
9
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NDA holder of Cytotec revised the labeling to provide additional information about the risks
associated with unapproved uses of misoprostol for cervical ripening and induction of labor.13
On November 19, 2012, FDA responded to the Citizen Petitions and also approved revised
labeling for Cytotec14 on the same day. The new FDA labeling addressed three issues: 1) it
recognized the obstetric use of misoprostol in labor induction; 2) it created a new section on the
labeling for obstetric use and safety information; and 3) it provided information regarding
additional risk factors for uterine rupture.15
The petitions (FDA-2004-P-0116/CP1&CP2 and FDA-2000-P-1373) also prompted FDA to
reanalyze the MedWatch forms concerning misoprostol use for cervical ripening and labor
induction received between December 1988 and November 9, 2010.16 This analysis yielded
results that are consistent with the types and seriousness of adverse events in the labor and
delivery setting described in the current labeling for misoprostol (notwithstanding that the
labeling does not recommend use of misoprostol as a cervical ripening agent).17
On July 10, 2015, FDA reaffirmed the content of the Patient Information Sheet notifying the
public of the risks associated with use of misoprostol in labor and delivery. It is unclear what
event(s), if any, led FDA to re-release this communication on its website.
What seems clear, however, is that the findings from the proposed Sentinel query would allow a
reexamination of the misoprostol warnings section to determine whether the Cytotec label, and
PIS communications have been effective in protecting the health of neonates and mothers or
whether additional interventions should be considered by the Agency.
B. A More Comprehensive Form of Adverse Event Data Collection is Needed for
Misoprostol to Ensure Patient Safety
In direct response to our prior Citizen Petition (FDA-2004-P-0116/CP1), FDA specifically
identified the Sentinel Initiative (then in an early stage of implementation) as a way to strengthen
the adverse event reporting system and analysis of product safety information:
Finally, the Foundation should be aware of the Agency’s Sentinel Initiative, which was
launched in May 2008 in response to the mandate in the Food and Drug Administration
Amendments Act of 2007 to establish an active surveillance system for monitoring drugs.
The Sentinel System, once operational, will strengthen FDA’s current reporting system
by enabling it to analyze product safety information collected from multiple sources
during the course of routine health care, such as data from electronic health record
systems, administrative and insurance claims databases, and medical registries.18
13

FDA Response to Citizen Petition.
Cytotec Revised Labeling, November 19, 2012. Available at:
http://www.accessdata.fda.gov/drugsatfda_docs/label/2012/019268s047lbl.pdf
15
Cytotec Revised Labeling, November 19, 2012.
16
FDA Response to Docket Nos. FDA-2004-P-0116 and FDA-2000-P-1373.
17
Ibid.
18
Ibid.
14
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We agree that a Sentinel query to assess the safety of misoprostol would be advantageous, given
the inherent limitations of voluntary reporting systems, including the concern that adverse events
for unapproved uses may be underreported to the FDA FAERS, and residual uncertainties
concerning appropriate use of misoprostol for cervical ripening, including dosing, route of
administration, and risk factors for adverse events. Active surveillance could provide a more
comprehensive assessment of adverse events than is possible with the FAERS database.
A Sentinel query could also provide more precise characterization of the clinical features that
would put patients at greater risk for adverse events from misoprostol use for cervical ripening,
including clinical features of patients in whom the risk would be unacceptable. This would be of
particular importance given that, in contrast to clear global trends, maternal mortality rates have
been rising in the U.S. 19 This trend is particularly true among minority women. In 2014, the
maternal mortality rates were 52.5 and 46.5 per 100,000 live births for non-Hispanic black and
non-Hispanic Native American women, respectively. This compares with a rate of 20.7 per
100,000 live births for non-Hispanic white woman. Additionally, data from the New York City
Department of Health and Mental Hygiene show that maternal mortality was 12 times higher
among black women than non-Hispanic white women between 2006 and 2010. 20 Supplementing
existing safety information would, therefore, provide for better informed decision-making
directed at communicating the risks of misoprostol use for cervical ripening and/or induction.21
Recent regulatory actions based, at least in part, on Sentinel data highlight the utility and
potential importance of a Sentinel query in enhancing risk management of the respective drugs
listed below. If FDA grants this Citizen Petition, we believe that the Agency may find important
safety information resulting in a regulatory action for misoprostol:22
•

•

•

•

FDA ascertained that bleeding rates associated with dabigatran were not significantly
higher than bleeding rates associated with warfarin, despite the large number of
postmarket adverse event reports of serious and fatal bleeding events. FDA’s finding
led to a safety communication and currently ongoing protocol-based assessment.
FDA confirmed that administration of a rotavirus vaccine (Rotateq) led to an
increased risk of intussusception, which was not detected during clinical trials prior to
approval. Information led to an FDA labeling change.
FDA confirmed results of case studies that demonstrated increased risk of sprue-like
enteropathy with long-term olmesartan use, but it did not find class effects. Findings
led to an FDA safety communication and labeling change.
FDA found no increase in the risk of febrile seizures in children after receiving
vaccination with Fluzone. Findings led to an FDA safety communication.

19

MacDorman, MF; Declercq, E; Cabral, H; Morton, C. Recent Increases in the U.S. Maternal Mortality Rate:
Disentangling Trends from Measurement Issues. Obstetrics & Gynecology. September 2016, Vol. 128; 3, 447-455.
20
“Maternal Mortality Rates Much Higher for Minorities in US.” Medscape. Oct 25, 2016.
21
FDA’s Sentinel Program Interim Assessment (FY 2015): Available here:
http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM464043.pdf
22
Ibid.
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C. FDA Should Consider Available Safety and Efficacy Data As Well As Identified
Information Gaps When Evaluating Misoprostol Labeling and Communications
We believe that FDA should prioritize the proposed Sentinel query and data analysis to assess
whether the November 19, 2012, Cytotec labeling revision and 2005/2015 PIS require updates or
supplementary regulatory action. The known safety and efficacy information on misoprostol’s
use as a cervical ripening and/or induction agent, which comes from both the medical literature
and practice guidelines, provides important context for this assessment and highlights the
absence of certain types of data that are typically available for an FDA-approved drug. We
request that FDA consider all of the available information on the use of misoprostol in this
setting, including the known risks and information gaps identified in the section below.
Once the Sentinel data have been accessed, FDA should systematically evaluate the results, in
conjunction with all other historical data, to help address some of the remaining uncertainties
related to dosing, route of administration, and rates and severity of adverse effects for
misoprostol when used for cervical ripening.
1. Evidence of Increased Risk of Tachysystole with and without FHR Changes Warrants
Further Investigation
A 2010 Cochrane Pregnancy and Childbirth Group review of trials compared vaginal
misoprostol to vaginal prostaglandin E2, intracervical prostaglandin E2, or oxytocin; the findings
indicate an increase in uterine hyper-stimulation, with or without FHR changes, with
misoprostol, as well as an increase in meconium-stained fluid compared to vaginal and
intracervical PE2.23 Similarly, a 2014 Cochrane meta-analysis that included trials comparing oral
misoprostol to intracervical or vaginal dinoprostone found that, in comparison to intracervical
dinoprostone, oral misoprostol was associated with a significantly higher rate of uterine hyperstimulation, with and without FHR changes.24
Given the potential that tachysystole with corresponding FHR decelerations could adversely
affect the fetus, we believe that this imbalance in the safety profile of misoprostol compared to
other agents warrants further investigation.
2. Optimal Dose and Route Of Administration Have Not Been Established
When a drug is approved by FDA for a specific indication, it has undergone a rigorous
evaluation of safety, quality, and effectiveness. The rigorous review helps to inform labeling
that provides adequate data to guide use of the product in a patient population, such as
information about the recommended dose and data on the drug’s clinical pharmacology. In this
case, however, the professionals who regularly use misoprostol to induce labor are lacking this

23

Hofmeyr GJ, Gülmezoglu AM, Pileggi C. Vaginal misoprostol for cervical ripening and induction of labour.
Cochrane Database of Syst Rev. 2010(10):CD000941.
24
Alfirevic Z, Aflaifel N, Weeks A. Oral misoprostol for induction of labour. Cochrane Database Syst Rev.
2014(6):CD001338.
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fundamental source of data, and their clinical practice guidelines indicate that other sources have
not sufficiently filled the information gap.
Per ACOG clinical management guidelines for induction of labor:
•
•

•

The recommended initial dose of misoprostol is 25 µg (one quarter of a 100 µg
tablet)25, administered intravaginally every 3-6 hours.
Although higher doses (50 µg every 6 hours) may be given if there is a failure to
respond, the risk of complications increases as well, including the risk of uterine
tachysystole with fetal heart rate (“FHR”) decelerations.
Misoprostol can be administered orally at a dose of 50 µg to initiate cervical ripening
and induce labor; although this route may be less effective, it is associated with fewer
abnormal FHR patterns and episodes of uterine tachysystole with FHR changes.26

However, the guidelines acknowledge that misoprostol should be studied further to clarify
existing questions surrounding the safe use of the drug in this setting:
Although misoprostol appears to be safe and effective in inducing labor in women
with unfavorable cervices, further studies are needed to determine the optimal
route, dosage, timing interval, and pharmacokinetics of misoprostol. Moreover,
data are needed on the management of complications related to misoprostol use
and when it should be discontinued.27
While the guidelines recommend intravaginal administration, they also state that vaginal
misoprostol has been consistently associated with higher rates of tachysystole, with or without
subsequent changes in FHR, compared to vaginal or intracervical dinoprostone or oxytocin
alone.28 The majority of the published literature has analyzed vaginal and oral dosing. Buccal
and sublingual administrations have been studied, but to a lesser extent, and these routes are not
currently recommended until further research is completed.29
In addition, the ACOG guidelines state that misoprostol should not be used for cervical ripening
in women having vaginal birth after cesarean (“VBAC”) or in women with prior major uterine
surgery, due to its association with an increase in uterine rupture in this population. One
randomized trial comparing misoprostol to oxytocin for the induction of labor in women with
previous cesarean delivery was halted early after 2 of 17 women treated with misoprostol
experienced disruption of the prior uterine incision.30

25

Not noted in the ACOG guidelines, but worth mentioning here is that the misoprostol tablet is produced unscored,
which may compromise the ability to accurately administer exactly one quarter of the tablet.
26
ACOG Practice Bulletin.
27
ACOG Practice Bulletin.
28
Hofmeyr GJ, Gulmezoglu AM. Vaginal misoprostol for cervical ripening and induction of labour. Cochrane
Database of Systematic Reviews 2003.
29
Stephenson, Ibid.
30
Wing DA, Lovett K, Paul RH. Disruption of prior uterine incision following misoprostol for labor induction in
women with previous cesarean delivery. Obstet Gynecol 1998;91:828–30; Induction of labor for VBAC. ACOG
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The complications and risk factors cited in the guidelines are reflected in the revised labeling of
misoprostol, and FDA appears to believe that this information will help guide physicians’
decision-making regarding safe use of the drug. The data gathering and analysis that we propose
would yield important insight as to whether these precautions, taken together with the guidelines,
are adequate for the safe and appropriate use of Cytotec in the absence of an approved label.
3. Additional Known Risks that Need More Complete Data to Ensure Patient Safety
The existing information about the safety of misoprostol remains inadequate in several important
areas. For instance, the authors of the 2010 Cochrane review stated that, given the small size of
the trials reviewed, they were unable to assess whether use of vaginal misoprostol increases the
risk of uterine rupture in women with or without previous cesarean section compared to other
prostaglandins or oxytocin. Based on published observational studies, the risk of uterine rupture
appears to be high for women with a prior cesarean delivery or major uterine surgery, and there
is at least one published case report in which misoprostol was linked to rupture of an unscarred
uterus.
Additionally, although the 2014 Cochrane meta-analysis found no apparent difference in
neonatal or maternal morbidity or mortality, the authors note that the small number of trials
available for their analysis made it impossible to exclude a difference in rare adverse fetal
outcomes with oral misoprostol compared to other methods. They propose a patient registry as
an alternative to extremely large trials or meta-analyses. Along the same lines, the reviewers
conclude that “[o]nly large, pragmatic trials with adequate sample size or large registries will be
able to address the risks of uterine hyper-stimulation, uterine rupture, serious neonatal and
maternal morbidity, and long-term safety.”31
Until such trials or registries are available, the FDA has an opportunity to use the available
resource of the Sentinel database to supplement our understanding of these risks and take
administrative actions such as updates to existing Cytotec prescribing information, safety alerts,
or other regulatory action deemed appropriate by FDA.
II.

OTHER REQUIRED INFORMATION

A. Environmental Impact
The proposed action is categorically excluded from the requirement to prepare an environmental
assessment or environmental impact statement under 21 CFR 25.30(a) and 25.31(a).
B. Economic Impact

Committee Opinion No. 342. American College of Obstetricians and Gynecologists. Obstet Gynecol 2006;108:465–
7.
31
Alfirevic, Ibid.
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No information is required at this time.
C. Certification
The undersigned certifies, that, to the best knowledge and belief of the undersigned, this petition
includes all information and views on which the petition relies, and that it includes representative
data and information known to the petitioner, which are unfavorable to the petition.
Respectfully submitted,
Maddy Oden
Executive Director
Tatia Oden French Memorial Foundation
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October 23, 2017
Division of Dockets Management
Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Room 1061
Rockville, MD 20852
Submitted electronically via regulations.gov
SUPPLEMENT TO CITIZEN PETITION
Docket Number FDA-2017-P-2563
In accordance with 21 CFR 10.30(g), the Tatia Oden French Memorial Foundation respectfully
submits the following supplement to our Citizen Petition submitted on April 24, 2017, and filed in
Docket Number FDA-2017-P-2563.
I. Summary and Status of Original Petition
In our petition, we request that the Commissioner of the Food and Drug Administration (“FDA”
or “Agency”) conduct a Sentinel query to assess rates and severity of adverse reactions associated
with the unapproved use of misoprostol (marketed as Cytotec) for cervical ripening and induction
of labor to determine whether regulatory action is needed to assure patient and neonate safety,
which may include updates to existing Cytotec prescribing information, safety alerts, or other
regulatory action deemed appropriate by FDA. We provided a statement of grounds for this
request in our petition.
On October 19, 2017, we received an Interim Response from FDA that it has been unable to reach
a decision on the petition at this time because “it raises complex issues requiring extensive review
and analysis by Agency officials.”
II. Supplemental Information
We are submitting this supplement to provide additional grounds in support of our Citizen
Petition.
On October 19, 2017, we became aware of actions by Pfizer, Inc. (“Pfizer”) to remove Cytotec
from the market in France, effective March 1, 2018.
We have no information around what informed Pfizer’s decision outside of newspaper reports and
statements from French regulators, however from what we have been able to gather, the action
appears to be driven in part by the serious side effects of the drug when used off-label for labor
induction. We have compiled all the relevant materials we could locate on this development and
provided links and translations from French to English in Appendix A of this supplement.
As FDA is in a better position than we are to understand the context and factors at play in this
decision, we ask that FDA review the material provided and take this development into

1

consideration when reviewing the request in our original petition.
We would like to thank the FDA for its continued diligence around our Citizen Petition
submission and hope this supplemental information is of some assistance in reaching a decision
on our request for a Sentinel query that we believe may provide a more comprehensive
understanding of the Cytotec safety profile, when used off-label in the United States for cervical
ripening and/or induction of labor.
III. Other Required Information
A. Environmental Impact
Nothing requested in this supplement to our original petition changes our assessment that the
proposed action is categorically excluded from the requirement to prepare an environmental
assessment or environmental impact statement under 21 CFR 25.30(a) and 25.31(a).
B. Economic Impact
No information is required at this time.
C. Certification
The undersigned certifies, that, to the best knowledge and belief of the undersigned, the petition,
as supplemented by this filing, includes all information and views on which the petition relies,
and that it includes representative data and information known to the petitioner, which are
unfavorable to the petition.
Respectfully submitted,

Maddy Oden
Executive Director
The Tatia Oden French Memorial Foundation
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APPENDIX A
All articles were translated from French to English using Google Translate.
1. Cytotec: this drug that triggers deliveries will be withdrawn from the market
Le Parisien
Florence Méréo
10/18/17
22% of deliveries are triggered in France. Many under Cytotec, an antiulcer used to
accelerate contractions. After numerous health warnings, the Pfizer laboratory
announces that it will withdraw it from the market.
One blew. Another has suffered martyrdom ... "We have accumulated records and
quickly understood the magnitude of the problem," announces Alain-Michel Ceretti
who will alert this Thursday on the Cytotec during the States General of the Link, the
patient association that he founded.
Cytotec, from the US laboratory Pfizer, is a drug with a Marketing Authorization
(MA) for the treatment of gastric ulcers. Until then, no problem. Except that the
tablets have the particularity of accelerating contractions. They have therefore also
been administered for several years as part of drug-induced abortion and childbirth
triggers. And this, despite the absence of marketing authorization, which is not illegal
but should be limited to prescriptions without alternatives and only after informing
the patient.
But it is mostly applied despite health warnings. In 2013, the drug gendarme (ANSM)
hammered: "Serious adverse effects have been reported [...] such as uterine rupture,
haemorrhage, abnormal fetal heart rate. But here it is, Cytotec costs much less than
tampons or gels to start the work and some doctors defend its effectiveness.
"Problem of authority" in the medical world
On Wednesday, Dr. Christelle Ratignier-Carbonneil, Deputy Director General of the
Agency confirmed us however: "There were several warnings, the High Authority of
Health or the ANSM in 2005, 2008, 2013, 2015. But why not just ban this practice?
"We can not ban something that is not allowed but have been clear," she argues.
This case reveals the problem of authority in the world of health, tackle Alain-Michel
Ceretti. You have on one side authorities that say it's dangerous and on the other side
doctors who plug their ears and continue as if nothing had happened. And too bad for
the patient who is in the middle! "
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A "effective March 1st" withdrawal
Pfizer is not left out. Coup, drama, to our newspaper on Wednesday, the laboratory
says that not only does it not "advocate" gynecological use but that "because of the
persistence of the problem and despite the means implemented", he withdraws from
the market French his product! "It will be effective March 1", says the ANSM.
Cytotec is so used that it takes several months to mobilize laboratories manufacturing
other products. "There is no question that there is a decrease in access for patients to
drug-induced abortion or triggering," notes Dr. Ratignier-Carbonneil.
And while new tablets similar to Cytotec are under study, Alain-Michel Ceretti
warns: "This can not be done without a real scientific debate and without patients.
The latest citizen mobilizations, especially with Levothyrox, have shown that nothing
is done without them! "
2. Cytotec and Levothyrox: the Council of the Order of Doctors criticizes the
Agency for Drug Security
Le Parisien
Arc Payet
10/19/17
The president of the National Council of the Order of Doctors regrets that the ANSM
did not alert him.
The President of the National Council of the Order of Doctors, Dr. Patrick Bouet, has
not spared his criticism of the National Agency for the Safety of Medicines (NSMA),
this Thursday morning, when opened the Congress of the Order of Doctors in Paris.
During an aside with journalists, he returned to the withdrawal of the drug Cytotec by
the ANSM - announced by the Parisian this morning - accused of causing serious
complications at the time of delivery.
"On this issue, as on others, we are surprised that the doctors, and the Council of the
Order, were not put in the loop. At least there is a communication deficit of the
ANSM towards us. We are going to end up with a health crisis, linked to the
withdrawal of this medicine, with women who are going to be worried, and we should
have been warned "regrets Dr. Patrick Bouet.
The director of the National Agency for the Safety of Medicines, Dominique Martin,
had already been criticized for his mismanagement of the crisis of the drug
Levothyrox, the treatment of the thyroid whose formula has been changed, causing
side effects on thousands of patients.
Before the Minister of Health, Agnès Buzyn, who spoke at the congress of the Order,
Dr. Bouet asked aloud, in front of an assembly of several hundred doctors: "When we
see how developed this crisis of Levothyrox, how do you accept, Minister, such a
great incompetence of the health authorities? During her speech, the Minister,
applauded upon her arrival, did not wish to raise the subject. But she paid tribute to
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the doctors: "Everyone is aware of the importance of the Order of Physicians. You are
the guarantor of the rules enacted by the code of ethics. "
3. Her child is disabled after giving birth under Cytotec
Le Parisien
Florence Méréo
10/18/17
Timéo was born handicapped seven years ago because of the dose of this antiulcer
given to his mother to trigger the delivery. The drug will be withdrawn from the
market by the Pfizer laboratory.
At his physio Friday, Timéo sat for three minutes and twenty-three seconds. "It's his
record, I was so proud," says Aurélie Joux, his mother, 35 years old. Almost seven
years ago, the little boy who communicates thanks to his big green eyes is born
handicapped. The fault with the dose of Cytotec, an antiulcer drug that was given to
Aurelie to trigger the delivery of which she had exceeded the term.
This Thursday morning, she will testify at the general meetings of the association of
patients the Link, which will be consecrated, we announce it, to the dangers of
frequent misuse of the drug.
In December 2016, the administrative court of Versailles sentenced the Poissy-SaintGermain-en-Laye hospital (Yvelines), stating that her faults led to the uterine rupture
of Aurélie and in a "certain and direct way to the cerebral palsy of the child ", whose
deficit is estimated at 80%. The hospital appealed the decision, but "the judgment put
words on what we felt after consulting my medical file and doing research on the
Cytotec. It is not the end of my fight. I am known to be tenacious, "warns the resident
of Houilles (Yvelines).
"I immediately knew it was not normal"
When Aurélie enters the hospital that day to give birth to her third child, a 50
microgram tablet of Cytotec is administered vaginally. The violent contractions are
immediate. "I know my body, I am a harsh to evil. I immediately knew it was not
normal. I could not stop screaming, begging. The rest is a torture. Under the effect of
the drug, her uterus tore "from one end to the other". She is operated without being
able to hold Timéo in her arms and without even knowing if it is a boy or a girl, so
much her little body is curled up on itself. The child is transferred to a Paris hospital.
A week later, the boy is saved but he will be handicapped. By giving Cytotec
"without any randomized trial, without informing it and at too high a dose", the
hospital made a mistake, the court ruled.
"I spent months trying to understand, to feel guilty. Nobody listened to me. It must
stop, because I am far from being the only one, "notes the one who founded the
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Timéo association and the others. Today, surrounded by his parents, brother and
sister, Timéo is making progress. In his room full of planes, he dreams of being a
pilot. Not long ago, he managed to write his first words: "Mum I love you".
4. Cytotec: "My baby was considered a profitable product"
France TV info
Bruno Rougier
10/19/17
The Cytotec, a Pfizer laboratory drug intended to treat ulcers, will be withdrawn from
the market on March 1, 2018, announced the National Agency for Drug Safety
(ANSM), Thursday, October 19. This treatment is regularly diverted to trigger term
deliveries or abortions, with risks for both the mother and the child. If the Cytotec has
a marketing authorization (AMM) for its gastric use, it is not the case for the
gynecological uses of which it is the object.
The scandal was denounced Thursday morning by the association for the defense of
patients Le Lien, which devoted its 6th States General to the constantly misused use
of this drug, put on the market in 1987. Elodie, young mother, was triggered at Paris
Necker Hospital after having passed its three-day term. To speed up the delivery, he
was given Cytotec without asking for his approval. Today, she denounces the use of
Cytotec in this context.
"The drug had to open my collar, he never opened it"
"On the day of the outbreak, the midwife explained to me that my cervix would be
matured with a drug," recalls Elodie. The Cytotec is placed at the level of the vagina
of the young woman, "without [him] say what it was". Elodie then shares her
concerns with the midwife: "I asked her if I could give birth in a physiological way,
as it was in my file, she told me that yes, there was no problem . "
Despite the extreme pain that Elodie endures, the Cytotec does not act. "The medicine
had to open my collar, he never opened it," the woman complains. The result turns
into a nightmare for her. "I was told that I was going to have a caesarean so I was
devastated because I had a medical birth, and that was all I did not want."
One drug 200 times cheaper than the others
In addition to her delivery by caesarean section, Elodie regrets the attitude of the
medical profession towards him. When she asks why it was triggered by Cytotec, the
head of the service answers that this drug is cheaper (30 cents per tablet against 60 to
90 euros for gels or tampons) and that it allows, according to him, a faster delivery.
To save money, to go faster, they can take drugs that have no marketing authorization
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Elodie, whose delivery was triggered by Cytotec at franceinfo
"What traumatized me the most was the pain," recalls Elodie. She believes that
doctors focus on economics rather than health. "No doctor has the right to hurt like
that, they should protect, offer drugs for the good of the patient, I feel like my baby
has been considered a profitable product."
5. Cytotec® will be withdrawn from the market in 2018
France TV Info
The Writings of Allodocteurs
10/19/17
"The Pfizer France laboratory has informed us of its decision to withdraw from the
French market its product Cytotec®, widely used in non-AMM gynecology (except
for the indications for which it is intended) which will be effective on March 1,
2018", said AFP Dr Christelle Ratignier-Carbonneil, Deputy Director General of the
ANSM Medecine Agency at the 6th General Assembly held Thursday in Paris, by the
association the Patient Defense Link.
"The Cytotec®, on the market since 1987 is very little used in gastroenterology and is
mainly used in gynecology", mainly for the abortion and the artificial triggering of
the term birth, according to the ANSM. The deadline, she said, will allow
manufacturers who already market drugs Gymiso® and MisoOne®, containing the
same molecule (misoprostol), to increase their production to "secure access to drug"
whose number is 128,000 declared in 2015.
Cytotec®, which is normally taken orally, contains misoprostol, a molecule that
belongs to the prostaglandin family. "Misoprostol is a great product that delivers real
services," says Dr. Thierry Harvey gynecologist-obstetrician, who discusses its use
for spontaneous miscarriages.
But it is the use of Cytotec® vaginally to trigger the eventual birth of a viable child
and the serious risks that it poses to the health of the mother and the child which is a
"scandal", considers the Timéo association which campaigned for its prohibition with
the support of the Link. This misuse involves the risk of overdose because it assumes
to use one-eighth of the tablet which is dosed at 200 micrograms, which given its size
(less than one centimeter) is at least risky, says Dr. Harvey " back up like a cuckoo
"against this dangerous practice, motivated by financial considerations. The risk is to
cause too strong contractions, and poor oxygenation of the fetus, according to the
obstetrician.
A withdrawal called "good news" by Alain-Michel Ceretti, founder of Lien. "But the
case of Cytotec® reveals the weakness of the authority of the state in matters of
health safety, a problem in the center of the States General," he judges. The drug
agency had already warned, in 2013, against the serious risks for the mother and the
child (uterine rupture, haemorrhage ...) of this use. "The law must be amended to
prohibit practices identified as dangerous," adds Ceretti.’
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6. Cytotec, a drug diverted from its use, will be withdrawn from the market
LeMonde.fr
Paul Benkimoun
10/19/17
It is a medicine intended to treat gastric ulcer but which is most often used
outside the regulatory framework of its marketing authorization (MA). Problem,
serious adverse effects, including cardiovascular, have been reported during the
use of this molecule called misoprostol in gynecology-obstetrics for abortions, the
initiation of work or the preparation for insertion of IUD. A practice "out of the
nail" is by the use of a form not provided for these indications (that which is
marketed by the Pfizer laboratory under the name of Cytotec), or by the use of a
vaginal route of administration instead of the oral route.
During his 6th general statements of nosocomial infections and patient safety,
Thursday, October 19, the association Le Lien decided to reveal the scandal of
misoprostol. This organization supporting victims of adverse drug reactions and
infections that occur when care is working with the association Timéo and others ,
who launched a petition to stop the practice of inducing labor with Cytotec. Its
founder, Aurélie Joux, is the mother of Timéo, born in 2012 at
the centerintercommunal hospital (CHI) of Poissy. The child suffers from severe
sequelae including neuromuscular, following violent contractions caused by Cytotec
and resulting in uterine rupture and oxygen deprivation. In December 2016, the
Administrative Court concluded that the nature of faults to engage the responsibility
of the hospital, and ordered it to compensate the child and his family . CHI
de Poissy and its insurer appealed the decision.
"Misoprostol has been marketed under the name of Cytotec as a treatment for peptic
and duodenal ulcers," says Dr. Thierry Harvey, head of obstetrics at the maternity
ward of Diaconesses ( Paris ) . Then a practice was discovered in Brazil : women
placed tablets in their vaginas to cause an abortion. "
Administration by vaginal route
In France , voluntary abortion (IVG) with drugs is possible in city medicine since
2004. Medicare covers it with a fixed price of about 190 euros including the price of
drugs, a combination of mifepristone ( RU 486) and misoprostol. On the market
coexist Pfizer's Cytotec and Linepharma's Gymiso. Both contain the same amount of
misoprostol: 200 µg per tablet. On the other hand, their price varies spectacularly:
0,30 euro the tablet of Cytotec against 12 euros for the Gymiso, is 40 times more
expensive.
A survey on the use of misoprostol in obstetrics and gynecology conducted in 2012
by the regional pharmacovigilance center in Tours showed that 76% of doctors used
Cytotec, 16% Cytotec and Gymiso, 8% the only Gymiso. Unlike the most expensive
presentation for which abortion is a recognized indication, Pfizer has never asked
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to expand beyond Gastroenterology the AMM of its product. "US laboratory, Pfizer
does not want to condone abortion , Dr. Harvey analysis.We close our eyes to the
hospital because it saves money, but we also know that some doctors make a margin
with the Cytotec pocketing the package as if they had used the Gymiso. "
In addition, there is widespread practice of administering vaginally Cytotec, designed
as the Gymiso to be taken orally, because it is more active on the uterus. It is with this
route of administration that serious adverse effects have been reported. In 2013, the
National Agency for Drug Safety (ANSM) identified them: four fatal cases of
infection during abortion in the United States in 2005, which led her to recall the
good use of this drug in the United States. health professionals ; in 2012, a case of
myocardial infarction in a 37-year-old woman who had an abortion. In February
2013, the Timéo association and the others reported serious side effects with Cytotec
taken to trigger the delivery.
The days of Cytotec are counted
On February 25, 2013, the ANSM published a "Warning on the potential risks linked
to off-label use of Cytotec (misoprostol) in the onset of delivery". She consulted with
both the Pfizer laboratory and the French National College of Gynecologists and
Obstetricians (CNGOF). Especially that "the dose needed to trigger uterine
contractions requires cutting eight tablets Cytotec, which forces doctors to a
DIY," laments Dr. Harvey.
The days of Cytotec are now counted. On Friday 20 October, the ANSM will present
an "Action Plan to ensure the continuity of access to treatments in anticipation of the
Cytotec commercialization stoppage". Pfizer intends to remove the Cytotec from the
French market, but the ANSM fears that a brutal withdrawal prevents other
laboratories marketing misoprostol from immediately responding to the needs,
described by Thierry Harvey as "crucial for abortion" . The withdrawal
should intervene on 1 st March 2018.
7. Drug misappropriated. Cytotec withdrawn from the market
La Telegramme
Staff Report
10/20/17
The withdrawal of the market from Cytotec, produced by the laboratory Pfizer
France, will be effective March 1, 2018, said Dr. Christelle Ratignier-Carbonneil,
Deputy Director General of the Agency for Medicines (ANSM), on the occasion of
the 6 The States General organized yesterday, in Paris, by the Association the defense
of patients. According to the ANSM, this antiulcer, on the market since 1987, "is used
very little in gastroenterology and is mostly used in gynecology", mainly for abortion
(abortion) and the artificial activation of delivery at term. When taken orally, Cytotec,
which contains misoprostol, a molecule belonging to the prostaglandin family,
"provides real services," says Dr. Thierry Harvey, obstetrician-gynecologist, which
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evokes its use for spontaneous miscarriages. The problem is when you use Cytotec
vaginally to trigger the birth of a viable child. This misuse involves the risk of
overdose because it assumes to use one-eighth of the tablet which is dosed at 200
micrograms, which, given its size (less than one centimeter), is at best risky, notes Dr.
Harvey. The risk is to cause too strong contractions and poor oxygenation of the
fetus, according to the obstetrician, "back up like a cuckoo" against this dangerous
practice, motivated by financial considerations. in the long run, a viable child. This
misuse involves the risk of overdose because it assumes to use one-eighth of the
tablet which is dosed at 200 micrograms, which, given its size (less than one
centimeter), is at best risky, notes Dr. Harvey. The risk is to cause too strong
contractions and poor oxygenation of the fetus, according to the obstetrician, "back
up like a cuckoo" against this dangerous practice, motivated by financial
considerations. in the long run, a viable child. This misuse involves the risk of
overdose because it assumes to use one-eighth of the tablet which is dosed at 200
micrograms, which, given its size (less than one centimeter), is at best risky, notes Dr.
Harvey. The risk is to cause too strong contractions and poor oxygenation of the
fetus, according to the obstetrician, "back up like a cuckoo" against this dangerous
practice, motivated by financial considerations.
The urgency of a generic
It is the fight of a mother, Aurélie Joux, which made it possible to make things
move. The young woman founded the association Timéo, named after her son, "born
under Cytotec", in November 2010. A baby "remained between life and death for
several days" and, today, heavily disabled, while his mother, "the uterus completely
torn," can no longer have children. She lodged a complaint and, at the end of 2016,
was successful in court against the Poissy hospital (Yvelines). The injury suffered by
his son was recognized even though the insurer of the establishment has since
appealed. The withdrawal of the Cytotec market has been described as "good news"
by Alain-Michel Ceretti, founder of the Link. The case reveals, however, "the
weakness of state authority over health security", He judge. In 2013, the French
Medicines Agency warned against the serious risks of misuse of Cytotec for the
mother and the child (uterine rupture, haemorrhage ...). "We must change the law to
be able to prohibit practices identified as dangerous," advocates Alain-Michel
Ceretti. The deadline, by March 1, should allow manufacturers already marketing
drugs Gymiso and Misoone, containing the same molecule as Cytotec - but
significantly more expensive - to increase their production to "secure access druginduced abortion (128,000 cases reported in 2015). "We need a generic, we need
misoprostol, not expensive, as for Cytotec, but at different dosages," summarizes Dr.
Harvey. Agence du Médicole warned in 2013, against the serious risks of misuse
Cytotec, for the mother and the child (uterine rupture, hemorrhage ...). "We must
change the law to be able to prohibit practices identified as dangerous," advocates
Alain-Michel Ceretti. The deadline, by March 1, should allow manufacturers already
marketing drugs Gymiso and Misoone, containing the same molecule as Cytotec - but
significantly more expensive - to increase their production to "secure access drug-
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induced abortion (128,000 cases reported in 2015). "We need a generic, we need
misoprostol, not expensive, as for Cytotec, but at different dosages," summarizes Dr.
Harvey. Agence du Médicole warned in 2013, against the serious risks of misuse
Cytotec, for the mother and the child (uterine rupture, hemorrhage ...). "We must
change the law to be able to prohibit practices identified as dangerous," advocates
Alain-Michel Ceretti. The deadline, by March 1, should allow manufacturers already
marketing drugs Gymiso and Misoone, containing the same molecule as Cytotec - but
significantly more expensive - to increase their production to "secure access druginduced abortion (128,000 cases reported in 2015). "We need a generic, we need
misoprostol, not expensive, as for Cytotec, but at different dosages," summarizes Dr.
Harvey. misuse of Cytotec, for mother and child (uterine rupture, haemorrhage
...). "We must change the law to be able to prohibit practices identified as dangerous,"
advocates Alain-Michel Ceretti. The deadline, by March 1, should allow
manufacturers already marketing drugs Gymiso and Misoone, containing the same
molecule as Cytotec - but significantly more expensive - to increase their production
to "secure access drug-induced abortion (128,000 cases reported in 2015). "We need a
generic, we need misoprostol, not expensive, as for Cytotec, but at different dosages,"
summarizes Dr. Harvey. misuse of Cytotec, for mother and child (uterine rupture,
haemorrhage ...). "We must change the law to be able to prohibit practices identified
as dangerous," advocates Alain-Michel Ceretti. The deadline, by March 1, should
allow manufacturers already marketing drugs Gymiso and Misoone, containing the
same molecule as Cytotec - but significantly more expensive - to increase their
production to "secure access drug-induced abortion (128,000 cases reported in
2015). "We need a generic, we need misoprostol, not expensive, as for Cytotec, but at
different dosages," summarizes Dr. Harvey. advocates Alain-Michel Ceretti. The
deadline, by March 1, should allow manufacturers already marketing drugs Gymiso
and Misoone, containing the same molecule as Cytotec - but significantly more
expensive - to increase their production to "secure access drug-induced abortion
(128,000 cases reported in 2015). "We need a generic, we need misoprostol, not
expensive, as for Cytotec, but at different dosages," summarizes Dr.
Harvey. advocates Alain-Michel Ceretti. The deadline, by March 1, should allow
manufacturers already marketing drugs Gymiso and Misoone, containing the same
molecule as Cytotec - but significantly more expensive - to increase their production
to "secure access drug-induced abortion (128,000 cases reported in 2015). "We need a
generic, we need misoprostol, not expensive, as for Cytotec, but at different dosages,"
summarizes Dr. Harvey. 000 cases reported in 2015). "We need a generic, we need
misoprostol, not expensive, as for Cytotec, but at different dosages," summarizes Dr.
Harvey. 000 cases reported in 2015). "We need a generic, we need misoprostol, not
expensive, as for Cytotec, but at different dosages," summarizes Dr. Harvey.
8. Cytotec, used to trigger deliveries, will soon be withdrawn from the market
Orange
Staff Report
10/19/17
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Next year, Cytotec will disappear from pharmacies. This medicine, marketed in
France since 1987, was initially marketed as a treatment against gastric
ulcers. Today, it is used by hospitals and clinics to induce contractions for
childbirth, whereas this practice poses risks for the health of the mother and the
child. Faced with the potential danger, the Pfizer laboratory has decided to no
longer distribute it in France.
For years, the product has been used inappropriately. Cytotec, a stomach ulcer
medicine, has long been diverted to trigger deliveries, with risks for the mother and
child. As of March 2018, the drug will be withdrawn from the French
market. Unusually, it is the laboratory that markets it, the American Pfizer, who made
this decision.
Used for abortions
"The Pfizer France laboratory has informed us of its decision to withdraw from the
French market its product Cytotec, widely used in non-AMM gynecology (except for
the indications for which it is intended), which will be effective on March 1, 2018",
reported 'Agence du médicament (ANSM) Thursday 19 October According to the
ANSM, Cytotec "is used very little in gastroenterology and is mostly used in
gynecology". It is used mainly to practice abortions or to artificially trigger a term
birth.
The use of Cytotec vaginally to trigger the birth of a viable child presents serious
risks. This practice can lead to excessive contractions and poor oxygenation of the
fetus. Uterine rupture or haemorrhage may result. A "scandal" denounced by the
association Timéo, which militates for the prohibition of this treatment.
"Weakness" of the state
The drug agency had already warned in 2013 this misuse of Cytotec. "We must
amend the law to be able to prohibit practices identified as dangerous," said AlainMichel Ceretti, founder of the association for the defense of patients Le Lien. "The
case of Cytotec reveals the weakness of the authority of the state in matters of health
safety, a problem in the center of the States General" he judges.
Heavily disabled children
"My son stayed between life and death for several days, I had the uterus completely
torn, I could not have another child," says Aurélie Joux, founder of the association
Timéo, the name of his child "born under Cytotec" in November 2010. "It's not
possible to make this happen to women for budgetary reasons."
She has since won a lawsuit at the end of 2016 before the Administrative Court of
Versailles against the hospital of Poissy for the injury suffered by her son. Timéo is
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severely handicapped. Sham, the insurer of the health facility, appealed this decision,
said his lawyer Serge Beynet.
Financial problem
"In order to save money, hospitals prefer to use Cytotec, which costs almost nothing it's just outrageous," says Timéo's mother, who, in addition to the suffering endured,
was not informed about the products administered to trigger his delivery, while the
term was exceeded by 3 days.
Prostaglandin-based drugs for the artificial release of childbirth are much more
expensive than Cytotec, which does not exceed 30 cents per tablet.
9. The withdrawal of Cytotec in March 2018 raises questions and fears
JIM
Aurélie Haroche
10/19/17
Paris, Thursday, October 19, 2017 - Le Parisien newspaper reveals that Pfizer
Laboratories will remove Cytotec (misoprostol) from the French market, a drug
indicated by its Marketing Authorization (MA) for the treatment of gastric or
duodenal ulcers Scalable is also widely used off-label in gynecology. The National
Agency for Drug Safety (AMM) has confirmed that the drug will no longer be
available in France from 1 March.
A widely recognized product in obstetrics
Obstetric efficacy of misoprostol, a prostaglandin E1, was demonstrated very rapidly
after Cytotec entered the market in 1986. Thus, in 1992, a letter in the Lancet reported
frequent examples of the molecule to trigger deliveries. Treatment is particularly
popular in developing countries (due in particular to its price and its galenic), but is
also used in rich states. In Switzerland, a survey conducted in 2007 revealed that 78%
of obstetricians used it at the onset of delivery. In France, the French National
College of Gynecologists Obstetricians reported in recommendations published in
2011 that it waseffective and inexpensive way to start the work, especially on very
unfavorable collar ". In the United States, the American College of Gynecologists has
taken a similar position.
A poorly felt booster
Nevertheless, used for the initiation of childbirth, misoprostol is not without risk of
complications. Practitioners are urged to avoid recourse to a scar uterus. This
precaution did not prevent the occurrence of serious side effects: uterine rupture and
abnormal fetal heart rate. Faced with this situation and given the existence of other
methods to trigger delivery, the ANSM has repeatedly warned against this "diversion"
of the drug. In 2013, the ANSM had notably reported that there was no " job safety
data that presage a favorable benefit / risk ratio of CytotecIn this indication. The
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booster shot had displeased gynecologists obstetricians, who had read a
misunderstanding of the reality of practices. The latter had particularly stressed the
need for teams to prescribe off-label because of the poverty of the pharmacopoeia in
obstetrics. Some had also pointed out that the risks described exist with other
triggering methods.
A very marginal recourse in France in 2016
However, these repeated alerts and the action of many associations denouncing the
pain induced by the Cytotec and working for a different care of the birth granting a
greater place to the information of the patients (the use of misoprostol is probably
regularly done without consent) have probably contributed to a decline in the use of
treatment. Already, in our columns in 2013, Professor Christophe Vayssière (head of
the antenatal diagnosis service at Toulouse University Hospital) indicated that
Cytotec was used " only for triggers with medical indication.". The very recent
figures for the 2016 perinatal survey also indicate that, in the event of a trigger, if
cervical ripening is preferred over oxytocin alone, which is the case for 61.9% of the
triggers, the misoprostol is only used in 1.9% of cases (compared to 90% for the
authorized prostaglandin gel [Propess]). Note that this survey did not have data on the
use of misoprostol in this "indication" in 2010. This (current) very minor use is far
from a generalization that might suggest some media today.
Access to healthcare threatened?
Beyond this, the specialists hope that the withdrawal of Cytotec will not cause any
difficulty of access to care for women, especially in the case of abortion
(abortion). " It is out of the question that there is a decrease in access for patients to
drug-induced abortion or triggering " confirms in the Parisian columns, Dr.
Christelle Ratignier-Carbonneil, Deputy Director General of the ANSM . However,
the time could be short for safer alternatives (thanks to a more precise dosage) to be
placed on the market, such as a drug from the Danish laboratories Azanta, currently
being evaluated.
A counterproductive ad?
This case will once again raise the question of the freedom of practitioners to
prescribe outside the AMM, essential freedom in gynecology, have often reminded
specialists. This one, however, does not seem to be in danger if one wants to
understand thus the formula a priori paradoxical of the doctor Christelle RatignierCarbonneil: " We can not prohibit something which is not authorized ". It is also clear
that the withdrawal of Cytotec will be considered as a step forward by those who
denounced his appeal without information and collection of patient consent.
However, will not the suspension of the drug help to comfort, unduly, the suspicions
of the patients? Are we not once again faced with a reaction first induced by judicial
and media reasons rather than by medical reasons? It is indeed likely that the choice
of Pfizer (which never asked for a gynecological AMM *) is linked to the small size

14

of the market in France and fears of new legal procedures, especially as a priori for
now, the suspension only concerns our country. Removing misoprostol from around
the world would be a crucial public health issue, as it is an essential drug in the eyes
of the World Health Organization (WHO) in the event of a miscarriage early and to
perform IVG.
Concerning the possible ambiguity of the message, Christophe Vayssière already
pointed out in 2013 in our columns: " We will worry (...) about the impact that this
type of untimely decision can have on these thousands of pregnant or childbearing
women? How can they stand back on this type of announcement (...)? ".
The question remains unanswered.
* A gynecological AMM had been filed by the laboratory that had originally
marketed the drug, Searle, but had encountered the United States anti-abortion
lobbies.
10. Cytotec, used to trigger deliveries, will be removed from the market
Ouest France
Staff Report
10/19/17
Cytotec, a medicine against stomach ulcer, diverted to trigger full-term
deliveries at the risk of maternal and child health, will be withdrawn from the
French market from March 2018, announced, Thursday, the Medicines Agency.
It has been on the market since 1987. Cytotec , a medicine for stomach ulcers, often
diverted to trigger full-term deliveries at the risk of maternal and child health, will be
removed from the French market from March 2018, reported on Thursday, the
Agence du médicament ( ANSM ). Confirming information from the Parisian ,
published Wednesday night.
"The Pfizer France laboratory has informed us of its decision to withdraw from
the French market its product Cytotec, widely used in non-AMM gynecology
(outside the indications for which it is intended), which will be effective on
March 1, 2018," said Dr. Christelle Ratignier-Carbonneil, Deputy Director General
of the ANSM, on the occasion of the 6th States General organized, Thursday in Paris,
by the association of defense of the patients the Link.
Risk of poor oxygenation of the fetus
" The Cytotec is rarely used in gastroenterology and is mainly in
gynecology " , mainly for abortion and artificial triggering term delivery,

according

ANSM.
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The deadline, she said, will allow manufacturers who already market drugs Gymiso
and Misoone, containing the same molecule as Cytotec, to increase their production
to "secure access to the drug" , whose the number is 128,000 declared in 2015.
The Cytotec, which is normally taken orally, contains misoprostol, a molecule that
belongs to the family of prostaglandins. "Misoprostol is a great product that
delivers real services,"says Dr. Thierry Harvey gynecologist-obstetrician, who
discusses its use for spontaneous miscarriages.
But it is the use of Cytotec vaginally to trigger term delivery of a viable child and
the serious risks involved for the health of mother and child is a "scandal" , said the
Timéo association which campaigned for its prohibition with the support of the Link.
This misuse is indeed risky overdose because it assumes to use one-eighth of the
tablet which is dosed at 200 micrograms, which given its size (less than one
centimeter) is at least risky, says Dr. Harvey " back up like a cuckoo " against this
dangerous practice, motivated by financial considerations. The risk is to cause too
strong contractions, and poor oxygenation of the fetus, according to the obstetrician.
Already a warning in 2013
This withdrawal is described as "good news " by Alain-Michel Ceretti, founder of
Lien. "But the case of Cytotec reveals the weakness of the authority of the state
in matters of health safety, a problem at the center of the States General,"he
said.
The drug agency had already warned, in 2013, against the serious risks for the mother
and the child (uterine rupture, haemorrhage ...) of this use. "We must amend the law
to be able to prohibit practices identified as dangerous," adds Alain-Michel
Ceretti.
"My son stayed between life and death for several days, I had the uterus
completely torn, I could not have another child. It is not possible to make this
happen to women for budgetary reasons, " says Aurélie Joux, founder of the
Timéo association, the name of her child" born under cytotec " overdosed in
November 2010.
"The Cytotec that costs almost nothing"
She has since won a lawsuit at the end of 2016 before the administrative court of
Versailles, in the first instance, against the Poissy hospital for the loss suffered by her
severely disabled son, with "enforceable sanction" immediately. Sham, the insurer
of the institution has appealed, says his lawyer Serge Beynet.
"To save money, hospitals prefer to use Cytotec, which costs almost nothing. It's
just outrageous, " rebuked the mother, who, in addition to the suffering endured,
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was not informed of the products administered to trigger his delivery, while the term
was exceeded by 3 days.
Prostaglandin-based drugs intended for the artificial activation of labor, in gel or
buffer, cost much more than Cytotec (30 cents per tablet). "We need a generic, we
need misoprostol, not expensive as for Cytotec but at different dosages (25, 50,
200 ...)," says Dr. Harvey.
An application for a marketing authorization from the Danish laboratory Azanta at a
dosage of 25 micrograms is currently being evaluated and may be available in 2018,
the ASNM says.
11. After the withdrawal of Cytotec, what solutions?
Sante Magazine
10/19/2017
Staff Report
"On 1 st March 2018, i s no more Cytotec on French territory ," confirmed
Dominique Martin, Director General of the National Security Agency drug (ANSM)
this morning, October 20, 2017 at a press conference.
The Pfizer laboratory has decided not to market it in France anymore. It is true that
Cytotec was practically no longer used in its indication (the ulcer of the stomach). On
the other hand, this misoprostol-based product was prescribed outside its Marketing
Authorization (MA) to trigger deliveriesor for voluntary termination of
pregnancy. After stopping marketing, which products will be used?
For birthing triggers
Cytotec was not designed for this indication, which led to misuse. The dose of
misoprostol needed is 25 milligrams. One tablet of Cytotec contains 200 mg. It was
therefore necessary to cut the tablet in eight, with a risk of overdose which has,
incidentally, led to accidents. In addition, the product was introduced
intravaginally. "A mode of administration that is discussed," said Dominique Martin.
Another medicine, Propess , has a marketing authorization in this indication. In
addition, the Ansm announces that it is in discussion with a Danish laboratory to
authorize in a few months the Angusta, dosed at 25 milligrams and to take orally.
For medicated IVGs
Two drugs have an MA in this indication, Gymiso and MisoOne . The Ansm has
contacted the laboratories that manufacture them to increase their production. "There
must be no break in access to drug-induced IVG", insists Dominique Martin.
It remains to understand why Cytotec could be used off-label in such a massive way,
while the risk of side effects had been known for several years. For the Ansm who
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had alerted about these risks, it is a problem of medical practice and ethics that is not
his responsibility.
12. Diverted, the Cytotec will be removed from the market
Le Figaro
Aurélie Franc
10/19/17
Clap end for the Cytotec! This medicine will no longer be marketed in France from 1
March 2018, upon the decision of the American laboratory Pfizer which produces
it. And for good reason: while it was intended to treat gastroenterological problems,
this product was mainly used for prescriptions in gynecology-obstetrics.
In other words, Cytotec is supposed to be used to see orally, to treat ulcers in the
stomach for example. However, it is mainly prescribed, often vaginally, for the
purpose of triggering contractions, either for an abortion or for childbirth (at a lower
dose). Nearly 80% of the prescriptions concern a gynecological use . A success that
can be explained by the fact that Cytotec is cheaper than its therapeutic
alternatives. Except that, for this use, the laboratory has never received a marketing
authorization (MA) from the French authorities.
Worse, these have alerted health professionals several times in recent years against
this misuse. Without ever being able to solve the situation. "It's hard to forbid what is
not allowed," defends Thursday, October 19, Dominique Martin, the president of
the National Agency for Drug Safety (ANSM) , during the 6th States-wide
nosocomial infections and patient safety, organized by the association Le Lien.
In its recommendations for good practice for the initiation of childbirth in 2008, the
High Health Authority already asked that misoprostol, the active substance of
Cytotec, be "reserved for trials" to evaluate the ratio between its profits and its
risks. In other words, that this molecule is not used in clinical practice for the
initiation of childbirth.
Serious side effects
In February 2013, the association of patients "Timéo and the Others", which
denounces "the violence suffered by the babies born under Cytotec and by their
mother", led by Aurélie Joux, mother of Timéo, reports even serious undesirable
effects during the use of this medicine to trigger childbirth. The little Timéo, for
example, now aged 7, has a motor disability, the delivery was triggered with Cytotec
which would have led to complications and a slowdown in the heart rate of the young
boy.
But the situation was blocked. The National Agency for Drug Safety (ANSM), which
recognizes in February 2013 that Cytotec "can cause serious side effects for the
mother and child," can not do anything. Because "the Pfizer laboratory does not wish
to file a MA application in gynecology-obstetrics." The American giant has indeed
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little interest in launching an expensive study to evaluate the effectiveness of its
product in gynecological use ... while it is already widely used. In 2013, the ANSM is
content to make an information point. She notes that she "became aware of an offlabel use of Cytotec to trigger delivery".
Two health authorities influence the practices of doctors: the Medicines Agency
issues marketing authorizations, to determine which drug is authorized and for what
use. The High Authority of Health, it can recall good practices for the use of these
drugs. But neither of these two bodies can force doctors to comply with MAs. "Is
there a brick missing in the ANSM? Is there a third health authority? "Asks
Dominique Martin.
In the absence of political decision-making, justice has interfered. In December 2016,
the Administrative Court of Versailles recognized in the first instance the
responsibility for the maternity of Poissy in the handicap of Timéo, following the
delivery of Cytotec to Aurélie Joux vaginally, at the time of delivery. The court
recalls that "Cytotec has been the subject of a scientific study (...)
insufficient". Neither the Pfizer laboratory nor the ANSM are involved in this legal
action.
13. IVG, delivery trigger: the Cytotec, withdrawn from the market ... by the
laboratory
La Depeche
Staff Report
10/19/17
Drug-induced abortion and termination of the term childbirth. Cytotec is almost
exclusively used outside of its MA (treatment of gastric ulcers). And this, despite
the warnings of the ANSM because of the serious adverse effects observed in this
use. From 1 st March 2018, the molecule will not be available in France, at the
initiative of Pfizer, which markets it.
Pfizer decided to discontinue the marketing of Cytotec to 1 st March 2018. This drug
only indicated for the treatment of gastric ulcers was almost as prescribed in drug
abortion and childbirth triggers. Use without authorization of placing on the market
(AMM) therefore.
"Due to the persistence of these non-compliant uses and despite the means
implemented to control them, Pfizer has informed the National Agency for Safety of
Medicines and Health Products (ANSM) of its intention to withdraw this product",
confirmed to the Destination Health news agency the laboratory.
Delivery trigger: dangerous off-AMM
These widespread practices expose pregnant women and their children to serious
risks. Hazards well known and highlighted by the ANSM in 2013. "In the onset of
delivery from 37 weeks of amenorrhea, the use of unauthorized specialties, regardless
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of the route of administration, running of serious risks to the mother and the child,
"alerted the agency. "Serious adverse effects have been reported with use of Cytotec
in the onset of labor such as uterine rupture, bleeding, or abnormal fetal heart rate. "
"The vaginal use - while this drug is indicated orally - is also a problem," adds a
spokeswoman for the ANSM.
However, it was necessary for the laboratory itself to decide on the removal of the
molecule from the market to prevent the dangerous uses of Cytotec. Especially in the
context of the outbreak of childbirth. The testimonials of patients who have
undergone this treatment and suffered previously undesirable effects begin to appear
on social networks.
Ensure transition after withdrawal
"Our job is to make sure that the laboratories that produce the specialties available in
these indications can meet the demand, so that there is no break in treatment,
particularly for drug-induced abortion," says the ANSM. . In this case, it is Gymiso
de Linepharma and MisoOne of Nordic Pharma BV.
"To ensure the security of supply of the molecule to health professionals, the ANSM
asked Pfizer to keep Cytotec available for a few months," confirms the manufacturer
of cytotec.
With regard to the initiation of childbirth, "the only treatment with this indication is
Propess (dinoprostone) from Ferring Sas". To date, "no misoprostol-based medication
has any indication for giving birth," says Pfizer. A situation that could change
soon. Indeed, "a drug could obtain a MA in this context in 2018 since it is currently
being evaluated," says the AMM. It is Angusta de Azanta A / S, based on misoprostol
but dosed at 25 micrograms. Against 200 micrograms for Cytotec. "One of the
reasons for the adverse effects being the dosing problem. The doctors had to cut in 8 a
tablet ", underlines the agency.
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14. Abortivo Cytotec will be withdrawn from the French market (translated from
Portuguese)
RFI
10/19/17
André Borges
The French Medicines Agency announced today that the American laboratory Pfizer
will withdraw from the market, starting in March 2018, Cytotec, a medicine against
stomach ulcers. The medicine is also used to perform abortions or accelerate
deliveries at the end of gestation. However, according to the health authorities of
France, the use poses a serious risk to the health of women and babies.
In Brazil, Cytotec has been illegally sold over the internet for many years. Currently,
the use of the medicine is made only by authorized hospitals in the country.
"The Pfizer France laboratory informed us of its decision to withdraw its Cytotec
product from the French market, used on a large scale in gynecology, outside the
recommendations for which it is intended," said Dr. Christelle Ratignier-Carbonneil,
General of the French National Medicines Agency. "Cytotec has been on the market
since 1987 and is very little used by gastroenterology, but mostly in gynecology," he
commented.
Ratignier-Carbonneil added that by March 2018, laboratories marketing Gymiso and
Misoone, whose molecule is the same as Cytotec, could increase production to
"guarantee access to voluntary termination of pregnancy" in France. By 2015, at least
128,000 abortions have been carried out in the country, where the practice has been
authorized since 1975 .
Cytotec is usually prescribed orally and contains misoprostol, a molecule that belongs
to the prostaglandin family. "Misoprostol is a great product with proven action," says
obstetrician and obstetrician Thierry Harvey, who highlights the recommended use
for miscarriages, among others.
Risk of overdose at the end of gestation
The controversy about the product revolves around the vaginal use of Cytotec, to
induce the delivery of babies in good health and whose gestation has reached the
end. In these cases, there are serious risks to the health of the woman and the child,
according to the Timéo association, which militates against the prohibition of the
medicine.
The greatest risk of unplanned use of the medication is overdosage - for induction at
delivery, only one-eighth of a second is necessary. The problem is to get to that dose
accurately, says Dr. Harvey, since the tablet is 200 micrograms and less than one
centimeter.
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The gynecologist indicates that the use of Cytotec has been generalized because of
the low cost of the product, about € 0.30. Overdosage can lead to too strong
contractions in the pregnant woman and poor oxygenation of the baby. Since 2013,
the Medicines Agency has already warned of serious risks to the mother and child,
such as rupturing the uterus and bleeding.
The prostaglandin-specific products for labor induction, gel, cost much more
expensive than Cytotec. "We need generics of the product, misoprostol, which are
cheap as Cytotec and have different dosages," Dr. Harvey summarized.
Son with sequels and fight in court
"My son has been between life and death for several days, I have had my womb
broken and I can no longer have children. It is unbelievable that women are forced to
go through this because of financial reasons, "says Aurélie Joux, founder of the
Timéo association. Her son, who named the entity, "was born from an overdose of
Cytotec" in November 2010.
"To save money, hospitals prefer to use Cytotec, which costs nothing. It's a scandal,
"said the mother, who says she has not been told which drugs would be used to
induce labor three days after the end of gestation.
In 2016, Joux won, in the first instance, a case against the Hospital of Poissy, where
the childbirth was carried out, for the damages caused to his son, who had serious
sequels. The hospital insurer, Sham, appealed the ruling.
The Danish laboratory Azanta has already asked permission to market a dose of 25
micrograms of the medicine. The request is being analyzed by the French agency and
can be formalized in 2018, Ratignier-Carbonneil said.
15. Cytotec: Next Withdrawal Of This Drug Used For Abortions And Deliveries
FranceSoir
Staff Report
10/19/17
Although very frequently used during childbirth or abortion, the Cytotec will be
withdrawn from the sale in March 2018. The laboratory Pfizer, which markets the
drug, has himself announced the facts to the newspaper Le Parisien Wednesday 18.
In cause: dramatic side effects for women or their babies.
Originally, this remedy was made to remedy gastric ulcers. It also has a marketing
authorization (AMM) for this purpose. But the drug is also known to speed up
contractions and is therefore very often administered to women to cause their
delivery. Cytotec has also been used for many years for drug-induced abortion.
These practices are not illegal although the drug is not included in this category of
care in the AMM. Doctors must therefore warn their patients that the remedy is
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considered an antiulcer and that it does not officially have a gynecological end. The
use of Cytotec is also supposed to be limited to prescriptions without alternatives,
which is not always the case: there are gels or tampons to speed deliveries.
The antiulcer prescribed for other purposes is nevertheless causing serious side
effects . In 2013, the National Agency for the Safety of Medicines and Health
Products (ANSM) warned of the dangers of Cytotec abuse: "serious adverse effects
have been reported (...) such as uterine rupture, haemorrhage, Fetal heart rhythm
abnormalities " .
In spite of this the Cytotec, very cheap, was not disavowed by the doctors who
continued to use it on their patients.
Faced with these abuses concerning their medicine, the Pfizer laboratory announced
to the Parisianthat it "did not recommend" the use that was made of the
tablets. Thus "because of the persistence of the problem and despite the means
implemented" , he took it upon himself to stop selling his product on the French
market as of March 1, 2018.
It should be noted that the initiation of delivery, with Cytotec or other, is not a trivial
act and is often very painful because it activates the uterine activity very strongly. Yet
according to a survey of Parentsmagazine , conducted last July, nearly 23% of
deliveries in France are triggered against 10% in 1981. The WHO also recommends
that "no geographical region should record an artificial rate of labor triggering
greater than 10% " .
16. Cytotec, this anti-ulcer used for delivery soon forbidden
Marie Claire
Aurélie Sogny
10/23/17
Cytotec, a drug on the market and indicated to treat ulcers, will be withdrawn
from the market in March 2018. The reason? Frequently hijacked to trigger
term deliveries, it poses serious health risks for mothers and their children.
In France, a large number of deliveries and voluntary interruptions of
pregnancies have been initiated by Cytotec for several years.
However, this drug, marketed by the laboratory Pfizer France since 1987, has a
marketing authorization (AMM) only for gastroenterological indications, and more
specifically for the preventive or curative treatment of gastric and duodenal ulcers.
Diverted from its first indication, it would present dangers for patients and will be
withdrawn from the market from March 2018 announced the National Agency of
Health Products and Medicines (ANSM) during the 6th general meeting of
nosocomial infections and the patient safety on October 19th.
What is the problem with Cytotec?
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If it does not pose a real problem and is even very effective when taken orally for a
drug-induced abortion, it can however cause serious consequences on the mother and
the child, or even lead to their death in case tearing of the uterus, when administered
vaginally to trigger a term birth of a viable child.
Indeed, the dosage and conditioning of Cytotec do not guarantee the administration of
a reliable dose to patients for gynecological obstetric indications.
This misuse is not forbidden yet. The doctor can make the decision to use it or not
after evaluating the scientific data collected on the latter and the risks to which the
patient and her child may be exposed.
A practice denounced by associations of patients like "Timéo and the others" * or
"The Link" **, victims
of the deleterious effects of the drug.
A warning from the health authorities since 2013
In February 2013, the National Agency for Health Products and Medicines already
alerted health professionals about the risks associated with such a diversion ***:
"In the onset of delivery from 37 weeks of amenorrhea, the use of unauthorized
specialties, regardless of the route of administration, poses serious risks to the mother
and the child. Serious adverse events have been reported with use of Cytotec in the
initiation of labor such as uterine rupture, bleeding, or abnormal fetal heart rate. "
In a recent information point ****, the health authority recalls that other medicines
with marketing authorization are available on the French market: Propess
(Dinoprostone) for deliveries; Gymiso and MisoOne (misoprostol) for voluntary
inturbations of pregnancies.
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Drug Safety and Availability > Misoprostol (marketed as Cytotec) In...

https://www.fda.gov/Drugs/DrugSafety/ucm111315.htm

Misoprostol (marketed as
Cytotec) Information
FDA ALERT – Risks of Use in Labor and Delivery
This Patient Information Sheet is for pregnant women who may receive
misoprostol to soften their cervix or induce contractions to begin labor.
Misoprostol is sometimes used to decrease blood loss after delivery of a baby.
These uses are not approved by the FDA. No company has sent the FDA
scientific proof that misoprostol is safe and eﬀective for these uses.
There can be serious side eﬀects, including a torn uterus (womb), when
misoprostol is used for labor and delivery. A torn uterus may result in severe
bleeding, having the uterus removed (hysterectomy), and death of the mother
or baby. These side eﬀects are more likely in women who have had previous
uterine surgery, a previous Cesarean delivery (C-section), or several previous
births.
This information reflects FDA’s preliminary analysis of data concerning this drug. FDA
is considering, but has not reached a final conclusion about, this information. FDA
intends to update this sheet when additional information or analyses become
available.
Healthcare Professional Information
Prescribing Information (http://www.accessdata.fda.gov/drugsatfda_docs
/label/2002/19268slr037.pdf) (Cytotec Label)
Other Information
Regulatory History of Misoprostol from Drugs@FDA (http://www.access‐
data.fda.gov/scripts/cder/drugsatfda/index.cfm?fuseac‐
tion=Search.SearchAction&SearchTerm=misoprostol&SearchType=Basic‐
Search)
Adverse reactions or quality problems experienced with the use of this Product may
be reported to the FDA's MedWatch Adverse Event Reporting program either online,
by regular mail or by fax, using the contact information at the bottom of this sheet.

Contact FDA
1-800-332-1088
1-800-FDA-0178 Fax
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Report a Serious Problem
MedWatch Online
(https://www.accessdata.fda.gov

3/23/17, 9:36 AM

Cytotec®
(misoprostol)
WARNINGS
CYTOTEC (MISOPROSTOL) ADMINISTRATION TO WOMEN WHO ARE PREGNANT CAN CAUSE ABORTION, PREMATURE
BIRTH, OR BIRTH DEFECTS. UTERINE RUPTURE HAS BEEN REPORTED WHEN CYTOTEC WAS ADMINISTERED IN
PREGNANT WOMEN TO INDUCE LABOR OR TO INDUCE ABORTION BEYOND THE EIGHTH WEEK OF PREGNANCY (see
also PRECAUTIONS, and LABOR AND DELIVERY). CYTOTEC SHOULD NOT BE TAKEN BY PREGNANT WOMEN TO
REDUCE THE RISK OF ULCERS INDUCED BY NON-STEROIDAL ANTI-INFLAMMATORY DRUGS (NSAIDS) (See
CONTRAINDICATIONS, WARNINGS and PRECAUTIONS).

PATIENTS MUST BE ADVISED OF THE ABORTIFACIENT PROPERTY AND WARNED NOT TO
GIVE THE DRUG TO OTHERS.
Cytotec should not be used for reducing the risk of NSAID-induced ulcers in women of childbearing
potential unless the patient is at high risk of complications from gastric ulcers associated with use of the
NSAID, or is at high risk of developing gastric ulceration. In such patients, Cytotec may be prescribed if
the patient
•

has had a negative serum pregnancy test within 2 weeks prior to beginning therapy.

•

is capable of complying with effective contraceptive measures.

•

has received both oral and written warnings of the hazards of misoprostol, the risk of possible
contraception failure, and the danger to other women of childbearing potential should the drug be
taken by mistake.
will begin Cytotec only on the second or third day of the next normal menstrual period.

•

DESCRIPTION
Cytotec oral tablets contain either 100 mcg or 200 mcg of misoprostol, a synthetic prostaglandin E1
analog.
Misoprostol contains approximately equal amounts of the two diastereomers presented below with their
enantiomers indicated by (±):

And

C22H38O5

M.W. = 382.5

(±) methyl 11{α}//{alpha}, 16-dihydroxy-16-methyl-9oxoprost-13E-en-1-oate
Misoprostol is a water-soluble, viscous liquid.
Inactive ingredients of tablets are hydrogenated castor oil, hydroxypropyl methylcellulose,
microcrystalline cellulose, and sodium starch glycolate.
CLINICAL PHARMACOLOGY
Pharmacokinetics: Misoprostol is extensively absorbed, and undergoes rapid de-esterification to its free
acid, which is responsible for its clinical activity and, unlike the parent compound, is detectable in
plasma. The alpha side chain undergoes beta oxidation and the beta side chain undergoes omega
oxidation followed by reduction of the ketone to give prostaglandin F analogs.
In normal volunteers, Cytotec (misoprostol) is rapidly absorbed after oral administration with a Tmax of
misoprostol acid of 12 ± 3 minutes and a terminal half-life of 20-40 minutes.
There is high variability of plasma levels of misoprostol acid between and within studies but mean values
after single doses show a linear relationship with dose over the range of 200-400 mcg. No accumulation
of misoprostol acid was noted in multiple dose studies; plasma steady state was achieved within two
days.
Maximum plasma concentrations of misoprostol acid are diminished when the dose is taken with food
and total availability of misoprostol acid is reduced by use of concomitant antacid. Clinical trials were
conducted with concomitant antacid, however, so this effect does not appear to be clinically important.
Mean ± SD

Cmax (pg/ml)

Fasting
With Antacid
With High Fat Breakfast

811 ± 317
689 ± 315
303 ± 176*

*

AUC(0-4)
(pg·hr/ml)

417 ± 135
349 ± 108*
373 ± 111

Comparisons with fasting results statistically significant, p<0.05.

Tmax (min)

14 ± 8
20 ± 14
64 ± 79*

After oral administration of radiolabeled misoprostol, about 80% of detected radioactivity appears in
urine. Pharmacokinetic studies in patients with varying degrees of renal impairment showed an
approximate doubling of T1/2, Cmax , and AUC compared to normals, but no clear correlation between
the degree of impairment and AUC. In subjects over 64 years of age, the AUC for misoprostol acid is
increased. No routine dosage adjustment is recommended in older patients or patients with renal
impairment, but dosage may need to be reduced if the usual dose is not tolerated.
Cytotec does not affect the hepatic mixed function oxidase (cytochrome P-450) enzyme systems in
animals.
Drug interaction studies between misoprostol and several nonsteroidal anti-inflammatory drugs showed
no effect on the kinetics of ibuprofen or diclofenac, and a 20% decrease in aspirin AUC, not thought to
be clinically significant.
Pharmacokinetic studies also showed a lack of drug interaction with antipyrine and propranolol when
these drugs were given with misoprostol. Misoprostol given for 1 week had no effect on the steady state
pharmacokinetics of diazepam when the two drugs were administered 2 hours apart.
The serum protein binding of misoprostol acid is less than 90% and is concentration-independent in the
therapeutic range.
Pharmacodynamics: Misoprostol has both antisecretory (inhibiting gastric acid secretion) and (in
animals) mucosal protective properties. NSAIDs inhibit prostaglandin synthesis, and a deficiency of
prostaglandins within the gastric mucosa may lead to diminishing bicarbonate and mucus secretion and
may contribute to the mucosal damage caused by these agents. Misoprostol can increase bicarbonate
and mucus production, but in man this has been shown at doses 200 mcg and above that are also
antisecretory. It is therefore not possible to tell whether the ability of misoprostol to reduce the risk of
gastric ulcer is the result of its antisecretory effect, its mucosal protective effect, or both.
In vitro studies on canine parietal cells using tritiated misoprostol acid as the ligand have led to the
identification and characterization of specific prostaglandin receptors. Receptor binding is saturable,
reversible, and stereospecific. The sites have a high affinity for misoprostol, for its acid metabolite, and
for other E type prostaglandins, but not for F or I prostaglandins and other unrelated compounds, such
as histamine or cimetidine. Receptor-site affinity for misoprostol correlates well with an indirect index of
antisecretory activity. It is likely that these specific receptors allow misoprostol taken with food to be
effective topically, despite the lower serum concentrations attained.
Misoprostol produces a moderate decrease in pepsin concentration during basal conditions, but not
during histamine stimulation. It has no significant effect on fasting or postprandial gastrin nor on intrinsic
factor output.
Effects on gastric acid secretion: Misoprostol, over the range of 50-200 mcg, inhibits basal and
nocturnal gastric acid secretion, and acid secretion in response to a variety of stimuli, including meals,
histamine, pentagastrin, and coffee. Activity is apparent 30 minutes after oral administration and persists
for at least 3 hours. In general, the effects of 50 mcg were modest and shorter lived, and only the 200mcg dose had substantial effects on nocturnal secretion or on histamine and meal-stimulated secretion.
Uterine effects: Cytotec has been shown to produce uterine contractions that may endanger pregnancy.
(See boxed WARNINGS.)

Other pharmacologic effects: Cytotec does not produce clinically significant effects on serum levels of
prolactin, gonadotropins, thyroid-stimulating hormone, growth hormone, thyroxine, cortisol,
gastrointestinal hormones (somatostatin, gastrin, vasoactive intestinal polypeptide, and motilin),
creatinine, or uric acid. Gastric emptying, immunologic competence, platelet aggregation, pulmonary
function, or the cardiovascular system are not modified by recommended doses of Cytotec.
Clinical studies: In a series of small short-term (about 1 week) placebo-controlled studies in healthy
human volunteers, doses of misoprostol were evaluated for their ability to reduce the risk of NSAIDinduced mucosal injury. Studies of 200 mcg q.i.d. of misoprostol with tolmetin and naproxen, and of 100
and 200 mcg q.i.d. with ibuprofen, all showed reduction of the rate of significant endoscopic injury from
about 70-75% on placebo to 10-30% on misoprostol. Doses of 25-200 mcg q.i.d. reduced aspirin-induced
mucosal injury and bleeding.
Reducing the risk of gastric ulcers caused by nonsteroidal anti-inflammatory drugs (NSAIDs):
Two 12-week, randomized, double-blind trials in osteoarthritic patients who had gastrointestinal
symptoms but no ulcer on endoscopy while taking an NSAID compared the ability of 200 mcg of
Cytotec, 100 mcg of Cytotec, and placebo to reduce the risk of gastric ulcer (GU) formation. Patients
were approximately equally divided between ibuprofen, piroxicam, and naproxen, and continued this
treatment throughout the 12 weeks. The 200-mcg dose caused a marked, statistically significant reduction
in gastric ulcers in both studies. The lower dose was somewhat less effective, with a significant result in
only one of the studies.

Reduction of Risk of Gastric Ulcers
Induced by Ibuprofen, Piroxicam, or Naproxen
[No. of patients with ulcer(s) (%)]

Therapy

Therapy Duration
---------------------------------------4 weeks
8 weeks
12 weeks

Study No. 1
Cytotec 200 mcg
q.i.d. (n=74)
Cytotec 100 mcg
q.i.d. (n=77)
Placebo (n=76)
Study No. 2
Cytotec 200 mcg
q.i.d. (n=65)
Cytotec 100 mcg
q.i.d. (n=66)
Placebo (n=62)
Studies No. 1 & No. 2**
Cytotec 200 mcg
q.i.d. (n=139)
Cytotec 100 mcg
q.i.d. (n=143)
Placebo (n=138)

1(1.4)

0

0

1(1.4)*

3(3.9)

1(1.3)

1(1.3)

5(6.5)*

11(14.5)

4(5.3)

4(5.3)

19(25.0)

1(1.5)

1(1.5)

0

2(3.1)*

2(3.0)

2(3.0)

1(1.5)

5(7.6)

6(9.7)

2(3.2)

3(4.8)

11(17.7)

2(1.4)

1(0.7)

0

5(3.5)

3(2.1)

2(1.4)

10(7.0)*

17(12.3)

6(4.3)

7(5.1)

30(21.7)

3(2.2)*

*Statistically significantly different from placebo at the 5% level.
**Combined data from Study No. 1 and Study No. 2.

In these trials there were no significant differences between Cytotec and placebo in relief of day or night
abdominal pain. No effect of Cytotec in reducing the risk of duodenal ulcers was demonstrated, but
relatively few duodenal lesions were seen.
In another clinical trial, 239 patients receiving aspirin 650-1300 mg q.i.d. for rheumatoid arthritis who had
endoscopic evidence of duodenal and/or gastric inflammation were randomized to misoprostol 200 mcg
q.i.d. or placebo for 8 weeks while continuing to receive aspirin. The study evaluated the possible
interference of Cytotec on the efficacy of aspirin in these patients with rheumatoid arthritis by analyzing
joint tenderness, joint swelling, physician’s clinical assessment, patient’s assessment, change in ARA
classification, change in handgrip strength, change in duration of morning stiffness, patient’s assessment
of pain at rest, movement, interference with daily activity, and ESR. Cytotec did not interfere with the
efficacy of aspirin in these patients with rheumatoid arthritis.

INDICATIONS AND USAGE
Cytotec (misoprostol) is indicated for reducing the risk of NSAID (nonsteroidal anti-inflammatory drugs,
including aspirin)-induced gastric ulcers in patients at high risk of complications from gastric ulcer, eg,
the elderly and patients with concomitant debilitating disease, as well as patients at high risk of
developing gastric ulceration, such as patients with a history of ulcer. Cytotec has not been shown to
reduce the risk of duodenal ulcers in patients taking NSAIDs. Cytotec should be taken for the duration of
NSAID therapy. Cytotec has been shown to reduce the risk of gastric ulcers in controlled studies of 3
months’ duration. It had no effect, compared to placebo, on gastrointestinal pain or discomfort
associated with NSAID use.
CONTRAINDICATIONS
See boxed WARNINGS. Cytotec should not be taken by pregnant women to reduce the risk of
ulcers induced by non-steroidal anti-inflammatory drugs (NSAIDs).
Cytotec should not be taken by anyone with a history of allergy to prostaglandins.
WARNINGS
See boxed WARNINGS.
PRECAUTIONS
Information for patients: Women of childbearing potential using Cytotec to decrease the risk of
NSAID induced ulcers should be told that they must not be pregnant when Cytotec therapy is initiated,
and they must use an effective contraception method while taking Cytotec.
See boxed WARNINGS.
Cytotec is intended for administration along with nonsteroidal anti-inflammatory drugs (NSAIDs),
including aspirin, to decrease the chance of developing an NSAID-induced gastric ulcer.
Cytotec should be taken only according to the directions given by a physician.
If the patient has questions about or problems with Cytotec, the physician should be contacted
promptly.
THE PATIENT SHOULD NOT GIVE CYTOTEC TO ANYONE ELSE. Cytotec has been
prescribed for the patient’s specific condition, may not be the correct treatment for another person, and
may be dangerous to the other person if she is or were to become pregnant.
The Cytotec package the patient receives from the pharmacist will include a leaflet containing patient
information. The patient should read the leaflet before taking Cytotec and each time the prescription is
renewed because the leaflet may have been revised.
Keep Cytotec out of the reach of children.
SPECIAL NOTE FOR WOMEN: Cytotec may cause abortion (sometimes incomplete), premature
labor, or birth defects if given to pregnant women.
Cytotec is available only as a unit-of-use package that includes a leaflet containing patient information.
See Patient Information at the end of this labeling.

Drug interactions: See Clinical Pharmacology. Cytotec has not been shown to interfere with the
beneficial effects of aspirin on signs and symptoms of rheumatoid arthritis. Cytotec does not exert
clinically significant effects on the absorption, blood levels, and antiplatelet effects of therapeutic doses
of aspirin. Cytotec has no clinically significant effect on the kinetics of diclofenac or ibuprofen.
Animal toxicology: A reversible increase in the number of normal surface gastric epithelial cells
occurred in the dog, rat, and mouse. No such increase has been observed in humans administered
Cytotec for up to 1 year.
An apparent response of the female mouse to Cytotec in long-term studies at 100 to 1000 times the
human dose was hyperostosis, mainly of the medulla of sternebrae. Hyperostosis did not occur in longterm studies in the dog and rat and has not been seen in humans treated with Cytotec.
Carcinogenesis, mutagenesis, impairment of fertility: There was no evidence of an effect of Cytotec
on tumor occurrence or incidence in rats receiving daily doses up to 150 times the human dose for 24
months. Similarly, there was no effect of Cytotec on tumor occurrence or incidence in mice receiving
daily doses up to 1000 times the human dose for 21 months. The mutagenic potential of Cytotec was
tested in several in vitro assays, all of which were negative.
Misoprostol, when administered to breeding male and female rats at doses 6.25 times to 625 times the
maximum recommended human therapeutic dose, produced dose-related pre- and post-implantation
losses and a significant decrease in the number of live pups born at the highest dose. These findings
suggest the possibility of a general adverse effect on fertility in males and females.
Pregnancy: Pregnancy Category X.
Teratogenic effects: See boxed WARNINGS. Congenital anomalies sometimes associated with fetal
death have been reported subsequent to the unsuccessful use of misoprostol as an abortifacient but the
drug’s teratogenic mechanism has not been demonstrated. Several reports in the literature associate the
use of misoprostol during the first trimester of pregnancy with skull defects, cranial nerve palsies, facial
malformations, and limb defects.
Cytotec in not fetotoxic or teratogenic in rats and rabbits at doses 625 and 63 times the human dose,
respectively.
Nonteratogenic effects: See boxed WARNINGS. Cytotec may endanger pregnancy (may cause
abortion) and thereby cause harm to the fetus when administered to a pregnant woman. Cytotec may
produce uterine contractions, uterine bleeding, and expulsion of the products of conception. Abortions
caused by Cytotec may be incomplete. If a woman is or becomes pregnant while taking this drug to
reduce the risk of NSAID induced ulcers, the drug should be discontinued and the patient apprised of the
potential hazard to the fetus.

Labor and Delivery:

Cytotec can induce or augment uterine contractions. Vaginal administration of Cytotec, outside of its
approved indication, has been used as a cervical ripening agent, for the induction of labor and for
treatment of serious postpartum hemorrhage in the presence of uterine atony. A major adverse effect of
the obstetrical use of Cytotec is hyperstimulation of the uterus which may progress to uterine tetany with
marked impairment of uteroplacental blood flow, uterine rupture (requiring surgical repair, hysterectomy,
and/or salpingo-oophorectomy), or amniotic fluid embolism. Pelvic pain, retained placenta, severe
genital bleeding, shock, fetal bradycardia, and fetal and maternal death have been reported.
There may be an increased risk of uterine tachysystole, uterine rupture, meconium passage, meconium
staining of amniotic fluid, and Cesarean delivery due to uterine hyperstimulation with the use of higher
doses of Cytotec; including the manufactured 100 mcg tablet. The risk of uterine rupture increases with
advancing gestational ages and with prior uterine surgery, including Cesarean delivery. Grand multiparity
also appears to be a risk factor for uterine rupture.
The effect of Cytotec on the later growth, development, and functional maturation of the child when
Cytotec is used for cervical ripening or induction of labor have not been established. Information on
Cytotec’s effect on the need for forceps delivery or other intervention is unknown.
Nursing mothers: It is unlikely that Cytotec is excreted in human milk since it is rapidly metabolized
throughout the body. However, it is not known if the active metabolite (misoprostol acid) is excreted in
human milk. Therefore, Cytotec should not be administered to nursing mothers because the potential
excretion of misoprostol acid could cause significant diarrhea in nursing infants.
Pediatric use: Safety and effectiveness of Cytotec in pediatric patients have not been established.
ADVERSE REACTIONS
The following have been reported as adverse events in subjects receiving Cytotec:
Gastrointestinal: In subjects receiving Cytotec 400 or 800 mcg daily in clinical trials, the most frequent
gastrointestinal adverse events were diarrhea and abdominal pain. The incidence of diarrhea at 800 mcg
in controlled trials in patients on NSAIDs ranged from 14-40% and in all studies (over 5,000 patients)
averaged 13%. Abdominal pain occurred in 13-20% of patients in NSAID trials and about 7% in all
studies, but there was no consistent difference from placebo.
Diarrhea was dose related and usually developed early in the course of therapy (after 13 days), usually
was self-limiting (often resolving after 8 days), but sometimes required discontinuation of Cytotec (2%
of the patients). Rare instances of profound diarrhea leading to severe dehydration have been reported.
Patients with an underlying condition such as inflammatory bowel disease, or those in whom
dehydration, were it to occur, would be dangerous, should be monitored carefully if Cytotec is
prescribed. The incidence of diarrhea can be minimized by administering after meals and at bedtime, and
by avoiding coadministration of Cytotec with magnesium-containing antacids.
Gynecological: Women who received Cytotec during clinical trials reported the following gynecological
disorders: spotting (0.7%), cramps (0.6%), hypermenorrhea (0.5%), menstrual disorder (0.3%) and
dysmenorrhea (0.1%). Postmenopausal vaginal bleeding may be related to Cytotec administration. If it
occurs, diagnostic workup should be undertaken to rule out gynecological pathology. (See boxed
WARNINGS.)

Elderly: There were no significant differences in the safety profile of Cytotec in approximately 500 ulcer
patients who were 65 years of age or older compared with younger patients.
Additional adverse events which were reported are categorized as follows:
Incidence greater than 1%: In clinical trials, the following adverse reactions were reported by more than
1% of the subjects receiving Cytotec and may be causally related to the drug: nausea (3.2%), flatulence
(2.9%), headache (2.4%), dyspepsia (2.0%), vomiting (1.3%), and constipation (1.1%). However, there
were no significant differences between the incidences of these events for Cytotec and placebo.
Causal relationship unknown: The following adverse events were infrequently reported. Causal
relationships between Cytotec and these events have not been established but cannot be excluded:
Body as a whole: aches/pains, asthenia, fatigue, fever, rigors, weight changes.
Skin: rash, dermatitis, alopecia, pallor, breast pain.
Special senses: abnormal taste, abnormal vision, conjunctivitis, deafness, tinnitus, earache.
Respiratory: upper respiratory tract infection, bronchitis, bronchospasm, dyspnea, pneumonia, epistaxis.
Cardiovascular: chest pain, edema, diaphoresis, hypotension, hypertension, arrhythmia, phlebitis,
increased cardiac enzymes, syncope.
Gastrointestinal: GI bleeding, GI inflammation/infection, rectal disorder, abnormal hepatobiliary
function, gingivitis, reflux, dysphagia, amylase increase.
Hypersensitivity: anaphylaxis
Metabolic: glycosuria, gout, increased nitrogen, increased alkaline phosphatase.
Genitourinary: polyuria, dysuria, hematuria, urinary tract infection.
Nervous system/Psychiatric: anxiety, change in appetite, depression, drowsiness, dizziness, thirst,
impotence, loss of libido, sweating increase, neuropathy, neurosis, confusion.
Musculoskeletal: arthralgia, myalgia, muscle cramps, stiffness, back pain.
Blood/Coagulation: anemia, abnormal differential, thrombocytopenia, purpura, ESR increased.
OVERDOSAGE
The toxic dose of Cytotec in humans has not been determined. Cumulative total daily doses of 1600 mcg
have been tolerated, with only symptoms of gastrointestinal discomfort being reported. In animals, the
acute toxic effects are diarrhea, gastrointestinal lesions, focal cardiac necrosis, hepatic necrosis, renal
tubular necrosis, testicular atrophy, respiratory difficulties, and depression of the central nervous system.
Clinical signs that may indicate an overdose are sedation, tremor, convulsions, dyspnea, abdominal pain,
diarrhea, fever, palpitations, hypotension, or bradycardia. Symptoms should be treated with supportive
therapy.
It is not known if misoprostol acid is dialyzable. However, because misoprostol is metabolized like a
fatty acid, it is unlikely that dialysis would be appropriate treatment for overdosage.

DOSAGE AND ADMINISTRATION
The recommended adult oral dose of Cytotec for reducing the risk of NSAID-induced gastric ulcers is
200 mcg four times daily with food. If this dose cannot be tolerated, a dose of 100 mcg can be used. (See
Clinical Pharmacology: Clinical studies.) Cytotec should be taken for the duration of NSAID therapy
as prescribed by the physician. Cytotec should be taken with a meal, and the last dose of the day should
be at bedtime.
Renal impairment: Adjustment of the dosing schedule in renally impaired patients is not routinely
needed, but dosage can be reduced if the 200-mcg dose is not tolerated. (See Clinical Pharmacology.)
HOW SUPPLIED
Cytotec 100-mcg tablets are white, round, with SEARLE debossed on one side and 1451 on the other
side; supplied as:
NDC Number

Size

0025-1451-60
0025-1451-20
0025-1451-34

unit-of-use bottle of 60
unit-of-use bottle of 120
carton of 100 unit dose

Cytotec 200-mcg tablets are white, hexagonal, with SEARLE debossed above and 1461 debossed below
the line on one side and a double stomach debossed on the other side; supplied as:
NDC Number

Size

0025-1461-60
0025-1461-31
0025-1461-34

unit-of-use bottle of 60
unit-of-use bottle of 100
carton of 100 unit dose

Store at or below 25°C (77°F), in a dry area.
Rx only
PATIENT INFORMATION
Read this leaflet before taking Cytotec® (misoprostol) and each time your prescription is renewed,
because the leaflet may be changed.
Cytotec (misoprostol) is being prescribed by your doctor to decrease the chance of getting stomach
ulcers related to the arthritis/pain medication that you take.
Do not take Cytotec to reduce the risk of NSAID induced ulcers if you are pregnant ( See boxed
WARNINGS). Cytotec can cause abortion (sometimes incomplete which could lead to dangerous
bleeding and require hospitalization and surgery), premature birth, or birth defects. It is also important to
avoid pregnancy while taking this medication and for at least one month or through one menstrual cycle
after you stop taking it. Cytotec has been reported to cause the uterus to rupture (tear) when given after
the eighth week of pregnancy. Rupture (tearing) of the uterus can result in severe bleeding,
hysterectomy, and/or maternal or fetal death.
If you become pregnant during Cytotec therapy, stop taking Cytotec and contact your physician
immediately. Remember that even if you are on a means of birth control it is still possible to become
pregnant. Should this occur, stop taking Cytotec and contact your physician immediately.

Cytotec may cause diarrhea, abdominal cramping, and/or nausea in some people. In most cases these
problems develop during the first few weeks of therapy and stop after about a week. You can minimize
possible diarrhea by making sure you take Cytotec with food.
Because these side effects are usually mild to moderate and usually go away in a matter of days, most
patients can continue to take Cytotec. If you have prolonged difficulty (more than 8 days), or if you have
severe diarrhea, cramping and/or nausea, call your doctor.
Take Cytotec only according to the directions given by your physician.
Do not give Cytotec to anyone else. It has been prescribed for your specific condition, may not be the
correct treatment for another person, and would be dangerous if the other person were pregnant.
This information sheet does not cover all possible side effects of Cytotec. This patient information leaflet
does not address the side effects of your arthritis/pain medication. See your doctor if you have questions.
Keep out of reach of children.

G.D. Searle & Co.
Box 5110, Chicago IL 60680
Address medical inquiries to:
G.D. Searle & Co.
Healthcare Information Services
5200 Old Orchard Road
Skokie IL 60077
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World Report

Misoprostol drug to be withdrawn from French market
Misoprostol drug Cytotec will be pulled from the French market on March 1, 2018, after reported
adverse effects of off-label use. Barbara Casassus reports from Paris.
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not prescribing the Cytotec alternatives
more widely. The official price setting
body factored 36€ into the 190€
fee that is charged by non-hospital
doctors for medical abortions and is
reimbursed by the French public health
system. Cytotec costs 0·64€, whereas
GyMiso, for instance, costs 36€. Ceretti
says that this means that “doctors can
pocket the difference”.

“The ANSM issued warnings
about the gynaecological risks of
Cytotec...The problem is that
‘doctors ignored [all of them]’...”
In many cases, practitioners have
opted for vaginal, rather than oral,
administration of Cytotec. This is
“debatable” as the drug is indicated for
oral use only, Martin told reporters on
Oct 20. Known side-effects for use of
Cytotec include a ruptured uterus and
haemorraging for the mothers, and
cardiovascular and neurodegenerative
disease for their babies. Three babies
are known to have died.
One issue is that the 200 μg Cytotec
tablets have to be split into eight
identical sections to obtain the 25 μg
dose for an abortion, which means
“there is a risk of overdose”, says Martin.
He adds that off-label prescriptions
increase the risk of side-effects by 50%,
but that under French law, the agency
“cannot police practices […] we cannot
ban what is not permitted”.
For Ceretti, this is “like saying
the police cannot fine drivers for
speeding when they drive faster than
the permitted limit”. He is urging
the government to make off-label
prescriptions an offence when the
ANSM has clearly established that
a drug is dangerous if used for any
purpose other than that for which
it is authorised. He is also calling for
Health Minister Agnès Buzyn to ask
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the Social Affairs General Inspectorate
to investigate the Cytotec case. “About
22% of childbirths in France are
induced, and I am extremely sceptical
about which drugs hospitals use”,
Ceretti says. The Health Ministry did
not respond to The Lancet’s request
for comment.
In December, 2016, the Versailles
Administrative Court ordered the
Poissy-Saint-Germain Intercommunal
Hospital in the Paris region and its
insurer Sham to pay compensation
to the severely disabled Timéo and
his family for having administered
an excessive dose of Cytotec and a
Syntocinon (oxytocin) drip to his
mother Aurélie Joux. The hospital and
Sham deny liability and lodged an
appeal in March.
The ANSM aims to ensure there
are sufficient stocks of alternatives
to replace Cytotec when it is no
longer available, and to introduce a
25 μg-dosed misoprostol drug for
inducing labour called Angusta in
2018, Martin says. Manufactured by
Danish pharmaceutical firm Azanta,
Angusta was launched in the five
Nordic countries—Denmark, Finland,
Iceland, Norway, and Sweden—in April,
2017. But “this is not a solution”, says
Anne Loirette, vice president of the
association Timéo et les Autres, which
was founded by Joux. “The molecule
is exactly the same as Cytotec. In
Denmark, there are cases of women
being sent home after taking the drug,
and suffering such severe contractions
that their uterus is ruptured before they
can reach hospital”, she adds.
The ANSM will hold a meeting on
Nov 20 with patients associations,
health-care professionals, and academic bodies to discuss any further steps to
be taken in the Cytotec case.

Dominique Faget/Staff

Pfizer will withdraw the antigastric
and duodinal ulcer drug Cytotec
(misoprostol) from the French market
next March 1. This follows a number of
reports of serious side-effects from offlabel use of the drug to induce childbirth
and medical abortions.
The French branch of the US pharmaceutical manufacturer did not explain
why it is taking the drug off the market
in France or whether it plans to do the
same elsewhere. The company takes its
“decisions on a case-by-case basis” and
“made [this] decision for France in full
agreement with the ANSM [the French
National Agency for Medicines and
Health Products Safety]”, a company
spokesperson said in an email to The
Lancet. They added that misoprostol
is sold in 79 countries, but refused to
disclose any sales figures.
The ANSM issued warnings about
the gynaecological risks of Cytotec
in 2005 and 2013, and the French
National Authority for Health, an
independent advisory body on health
regulation, issued recommendations
along similar lines in 2008 and 2015.
The problem is that “doctors ignored
[all of them]”, says ANSM Director
General Dominique Martin.
94% of Cytotec prescriptions in
France are off label, says Alain-Michel
Ceretti, president of France Assos
Santé, an umbrella organisation
for 75 French patients associations
with more than 3 million members.
Alternatives to Cytotec exist on the
French market—the intravaginal drug
Propess (dinoprostone) for inducing
delivery, and GyMiso and MisoOne
(both misoprostol) for medical
abortions.
Ceretti, who has access to all
the agency’s data as the patients
associations’ representative on the
ANSM administrative board, states that
“money is clearly the only concern” for

Barbara Casassus
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