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October 26, 2000

Janet Woodcock, MD, Director

Food and Drug Administration

Center for Drug Evaluation and Rescarch
Woodmont Building 2, Room 6027

1451 Rockville Pike

Rockville, MD 20852

Dear Dr. Woodcock:

The American College of Obstctricians and Gynecologists Commiltee on Obstetric
Practice has met regarding Cylotec {misoprostol). We are expediting the transmitfal of
the content of their review to the Food and Drug Administration so that the agency can

consider it during its review of the labeling of misoprostol.

“On August 23, 2000, G.D. Searlc & Co. issucd a lectter cntitled
“Important Drug Warming Concerning Unapproved Use of Intravaginal or
Ora! Misoprostol in Pregnant Women for Induction of Labor or Abortion.”
This letter cautions that Cytotee (misoprostol) is indicated for prevention
of non-steroidal-antinflammatory-drug-induced gastric ulcers and states,
“Ovtotee administration by any route is contraindicated in women who
are pregnant because it can cause abortion.” The letter further states that
Scarle has become aware of the drug’s use for induction of labor or as a
cervical nipening agent prior to termination of pregnancy. Moreover, the
letter noles serious adverse events, including uterine hyperstimulation and
uterine rupture, which have resulted in (etal and maternal death. Finally,
the company cautions, “*/r addttion to the known and unknown acute visks
to the mother and fetus, the cffect of Cyvtotec on the later growth,
development, and functional maturation of the child when Cytotec is used
Sor induction of lkibor or cervical ripening has not been established.”

The Amencan College of Obstetricians and  Gynecologists
(ACOQG) is concemed by the content, timing, and tonc of this letier. Given
that misoprostol 1s commonly cmployed in conjunction with mifcpristonc
(RU! 480) to achicve nonsurgical carly pregnancy terminations, the arrival
of the Scarle letter within weeks of the U.S. Food and Drug
Administration’s (FDA) approval of mifepristone could limit the use of
this new option for reproductive choice. Also. although the letter correctly
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points out the potentially serious, but relatively rare, risks of misoprostol
when employed for cervical ripening and labor induction, it fails to
comment on the extensive clinical experience with this agent and the large
budy of published reports supporting its safety and cfficacy when uscd
appropriatcly. A rccent review of the Cochrane Pregnancy and Childbirth
group trials registry identified 26 clinical triais of misoprostol for cervical
ripening or induction of labor or bhoth (1). These studies indicate
misoprostol is more effective than prostaglandin E» in achicving vaginal
dehveries within 24 hours and reduces the need for and total amount of
oxytocin augmentation. Although these studies do suggest misoprostol is
associated with a higher incidence of utering hyperstimulation and
meconiem-stained amniotic fluid, these complications were more commaon
with higher doses (25 pg) of misoprostol. Other recent reviews and
chinical rials support these conclusions {2-4). No studics indicale that
intrapartum  exposure to misoprostol (or other prostaglandin cervical
npcning agents) has any long-term adverse hcalth consequences to the
fetus in the absence of fetal distress, nor is there a plausible biological
basis for such a concern.

A review of published reports and of MedWatch, the FDA mecdical
products reporting program, indicates the vast majority of adverse
maternal and fetal outcomes associated with misoprostol thcrapy resultcd
from the usec of doses greater than 25 pg, dosing intervals more frequent
than 3 O hours, addition of uxytocin less than 4 hours after the last
misoprostel dosc, or use of the drug in women with prior cesarean
delivery or major uterine surgery. Grand multiparity also appears to be a
rclative risk factor for utcrinc rupturc.

Thus, bascd on recently published serics and a detailed review of
adverse outcomes reported to the FDA, the ACOG Committee on
Obstetric Practice strongly endorscs its previous conclusions, published in
Commuttee Opunion Number 228 (Navember 1999), Induction of Labor
with Misoprostol, which states, “Given the current evidence, intravaginal
misoprostol tablets appear effective in inducing labor in pregnant women
who have unfavorable cervices™ (5). Nonetheless, the Committec would
like to cmphasize that the following clinical practices appear to minimize
the risk of uterinc hyperstimulation and rupturc in paticnts undergoing
cervical ripening or induction in the third trimester:

1) If misoprostol is to be used for cervical ripening or labor induction in
the thud tuncster, vne yuarter vf a 100py tablet (ic, approaimately
25ug) should be considered for the initial dose.

2y Doses should not be administered morc frequently than every 3-6
hours.

3) Oxytocin should not be administered less than 4 hours after the last
misoprosto! dosc.



4) Misoprosto!l should not be used in patients with a previous cesarcan
delivery or prior major uterine surgery.

The usc of higher doscs of misoprostol {¢g, 50 pg cvery 6 hours) to induce
labor may bc appropriate in some situations, although there are reports that
such doscs incrcasc thc nsk of complications, including uterine
hyperstunulation and uterine rupture (0). There is insufficient clinical
evidence to address the safety or efficacy of misoprostol in patients with
multifetal gestations or suspected [ctal macrosomia,

In conclusion, the ACOG Committee on Obstctric Practice
reaflirms that misoprostol is a safe and effective agent for cervical
ripening and labor induction when used appropratcly. Morcover,
misoprosto! also contributcs to the obsletrician-gvnecologist’s resources as
an eflective treatment for serious postpartum hemorrhage in the presence
of uterine atony (7-12).”

Pleasce contact Debra Hawks at (202) 863-2445 il you have any questions.
Sincerely,
Stanley Zinberg, MD, MS, FACOG

cc: Susan Allen, MD
Victor Raczkowski, MD

Attachment: References



I~

Refecrences

Hofmeyr GI, Gulmezoglu AM. Vaginal misoprostol for cervical ripening and labour
induction in late pregnancy (Cochrane Review). In: The Cochrane Library, Issue 3,
2000. Oxford: Update Sofiware

Wing DA. Labor induction with misoprostol. Am J Obstet Gynecol 1999;181:339--
345

Nuncs F, Rodrigucs R, Mcinnho M. Randomized comparison between intravaginal
misoprostol and dinoprostone for cervical ripening and induction of labor. Am J
Obstet Gynecol 1999;181:026-029

Blanchette HA, Nayak S, Erasmus S. Comparison of the safety and efficacy of
intravaginal misoprosto! (prostaglandin E1) with thosc of dinoprostone (prostaglandin
E2) for cervical ripening and induction of labor in a community hospital. Am J Obstet
Gyneco! 1999;180:1551-1559

5. American College of Obstetricians and Giynecologists. Induction of labor with

0.

misoprostol. ACOG Committece Opinion 228. Washington, DC: ACOG, 1999
American College of Obstetricians and Gynecologists. Induction of labor. ACOG
Practice Bulletin 10. Washington, DC: ACOG, 1999

El-Refaey H, O'Brien P, Morufa W. Walder ), Rodeck C. Use of oral misoprostol in
the prevention of postpartum haemorrhage. Br J Obstet Gynaecol 1997;104:336-339

8. O'Bricn P. El-Rcfaey H, Gordon A, Geary M, Rodeck CH. Rectally administered

10.

misoprostol for the treatment of postpartum hemorrhage unresponsive to oxytocin and
ergometrine: a descriplive study. Obstet Gynccol 1998;92:212 214

Bamighoyc AA, Hofmeyr GJ, Merrell DA. Rectal misoprostol in the prevention of
posiparium henierrhage: a placebo-controlled trial. Am J Obstel Gynecol
1998;179:1043 1040

Surbck DV, Fehr PM, Hosli 1, Holzgreve W. Oral misoprostol for third stage of labor:
a randomized placcho-controlled trial. Obstet Gynecol 1999,94:255-258

. Hofmeyr GGJ, Nikodem VC, de Jager M, Gelbart BR. A randomiscd placebo

controlled trial of oral misoprostol in the third stage of labour. Br } Obstet Gynaecol
1998;105:971 975

. Bamigboyc AA, Merrell DA, Hofmeyr G), Mitchell R. Randomized comparison of

rectal misoprostol with Syntometrine for management of third stage of labor. Acta

Obstet Gynecol Scand 1998;77:178 181



