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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration 
Silver Spring  MD  20993 

NDA 06035/S-078 
SUPPLEMENT APPROVAL 

Novartis Pharmaceuticals, Corp. 
Attention: Susan Kummerer, M.S. 
Director, Drug Regulatory Affairs 
One Health Plaza 
East Hanover, NJ 07936-1080 

Dear Ms. Kummerer: 

Please refer to your Supplemental New Drug Application (sNDA) dated and received October 
26, 2011, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) 
for Methergine® (methylergonovine maleate tablet and injection). 

We acknowledge receipt of your amendments dated November 9 and December 6, 2011, and 
April 5, May 4, and June 6, 2012. 

This “Prior Approval” supplemental new drug application provides for the following changes to 
the Methergine® Prescribing Information and the issuance of the Dear Healthcare Provider letter. 

In the Prescribing Information: 
 Under WARNINGS section, the addition of the following:  

a.	 warning on not breast-feeding during Methergine treatment and for at least 12 hours 
after the last dose of Methergine 

b.	 warning on an increased risk of developing myocardial ischemia and infarction in 
patients with coronary artery disease or risk factors for coronary artery disease 

c.	 warning of the accidental administration of Methergine injection to newborn infants 

 Under PRECAUTIONS section: 
a.	 Drug Interactions subsection: addition of drug interactions with CYP3A4 inducers, 

Beta-blockers, Anesthetics, and Glyceryl trinitrate and antianginal drugs 
b.	 Nursing Mothers subsection: addition of a warning on not breast-feeding during 

Methergine treatment and for at least 12 hours after the last dose of Methergine. 

 Under ADVERSE REACTIONS section: the addition of Postmarketing Experience 
subsection containing reported adverse drug reactions related to nervous system and 
cardiac disorders. 

In the Dear Healthcare Provider letter: information regarding accidental administration of 
Methergine injection to newborn infants. 
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Minor revisions were made to the language of the INDICATIONS AND USAGE section to 
improve readability and you have agreed to these changes.   

We have completed our review of your supplement and it is approved, effective on the date of 
this letter, for use as recommended in the enclosed, agreed-upon labeling text. 

CONTENT OF LABELING 

As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Content 
of labeling must be identical to the enclosed labeling text for the package insert, with the 
addition of any labeling changes in pending “Changes Being Effected” (CBE) supplements, as 
well as annual reportable changes not included in the enclosed labeling.   

Information on submitting SPL files using eLIST may be found in the guidance for industry 
titled “SPL Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInformation/Guidances/U 
CM072392.pdf. 

The SPL will be accessible from publicly available labeling repositories. 

Also within 14 days, amend all pending supplemental applications for this NDA, including CBE 
supplements for which FDA has not yet issued an action letter, with the content of labeling 
[21 CFR 314.50(l)(1)(i)] in MS Word format, that includes the changes approved in this 
supplemental application, as well as annual reportable changes and annotate each change.  To 
facilitate review of your submission, provide a highlighted or marked-up copy that shows all 
changes, as well as a clean Microsoft Word version.  The marked-up copy should provide 
appropriate annotations, including supplement number(s) and annual report date(s).   

REQUIRED PEDIATRIC ASSESSMENTS 

Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 

Because none of these criteria apply to your application, you are exempt from this requirement. 
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PROMOTIONAL MATERIALS 

You may request advisory comments on proposed introductory advertising and promotional 
labeling. To do so, submit the following, in triplicate, (1) a cover letter requesting advisory 
comments, (2) the proposed materials in draft or mock-up form with annotated references, and 
(3) the package insert(s) to: 

Food and Drug Administration  
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion (OPDP) 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

You must submit final promotional materials and package insert(s), accompanied by a Form 
FDA 2253, at the time of initial dissemination or publication [21 CFR 314.81(b)(3)(i)].  Form 
FDA 2253 is available at http://www.fda.gov/opacom/morechoices/fdaforms/cder.html; 
instructions are provided on page 2 of the form.  For more information about submission of 
promotional materials to the Office of Prescription Drug Promotion (OPDP), see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm. 

All promotional materials that include representations about your drug product must be promptly 
revised to be consistent with the labeling changes approved in this supplement, including any 
new safety information [21 CFR 314.70(a)(4)].  The revisions in your promotional materials 
should include prominent disclosure of the important new safety information that appears in the 
revised package labeling.  Within 7 days of receipt of this letter, submit your statement of intent 
to comply with 21 CFR 314.70(a)(4) to the address above or by fax to 301-847-8444. 

REPORTING REQUIREMENTS 

We remind you that you must comply with reporting requirements for an approved NDA 
(21 CFR 314.80 and 314.81). 

Reference ID: 3150408 



 

 
 
 

 

 
 

 

 
 
 
 

 
 

 

NDA 06035/S-078 
Page 4 

If you have any questions, call Meredith Alpert, Acting Safety Regulatory Project Manager, at 
(301) 796-1218. 

Sincerely, 

{See appended electronic signature page}

 Christine Nguyen, M.D. 
Acting Deputy Director for Safety 
Division of Reproductive and Urologic Products 

  Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

ENCLOSURES: 
Content of Labeling 
Dear Heathcare Professional Letter 
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signature. 

/s/ 

CHRISTINE P NGUYEN 
06/25/2012 
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 Methergine®

 (methylergonovine maleate) 

 Tablets, USP 

 (methylergonovine maleate) 

 Injection, USP 

Rx only 

DESCRIPTION 

Methergine® (methylergonovine maleate) is a semi-synthetic ergot alkaloid used for the prevention and 
control of postpartum hemorrhage. 

Methergine is available in sterile ampuls of 1 mL, containing 0.2 mg methylergonovine maleate for 
intramuscular or intravenous injection and in tablets for oral ingestion containing 0.2 mg 
methylergonovine maleate. 

Tablets 

Active Ingredient: methylergonovine maleate, USP, 0.2 mg. 


Inactive Ingredients: acacia, carnauba wax, D&C Red #7, FD&C Blue #1, gelatin special, lactose, 

maleic acid, mixed parabens, povidone, sodium benzoate, sodium hydroxide, starch, stearic acid, 

sucrose, talc, and titanium dioxide. 


Ampuls: 1 mL, clear, colorless solution. 


Active Ingredient: methylergonovine maleate, USP, 0.2 mg. 


Inactive Ingredients:  maleic acid, 0.10 mg; sodium chloride, 7.0 mg; water for injection, qs to 1 mL. 


Chemically, methylergonovine maleate is designated as ergoline-8-carboxamide, 9,10-didehydro-N-[1­
(hydroxymethyl)propyl]-6-methyl-, [8β(S)]-, (Z)-2-butenedioate (1:1) (salt). 


Its structural formula is 
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CLINICAL PHARMACOLOGY 

Methergine (methylergonovine maleate) acts directly on the smooth muscle of the uterus and increases 
the tone, rate, and amplitude of rhythmic contractions. Thus, it induces a rapid and sustained tetanic 
uterotonic effect which shortens the third stage of labor and reduces blood loss. The onset of action after 
I.V. administration is immediate; after I.M. administration, 2-5 minutes, and after oral administration, 5­
10 minutes. 

Pharmacokinetic studies following an I.V. injection have shown that methylergonovine is rapidly 
distributed from plasma to peripheral tissues within 2-3 minutes or less. The bioavailability after oral 
administration was reported to be about 60% with no accumulation after repeated doses. During 
delivery, with intramuscular injection, bioavailability increased to 78%. Ergot alkaloids are mostly 
eliminated by hepatic metabolism and excretion, and the decrease in bioavailability following oral 
administration is probably a result of first-pass metabolism in the liver. 

Bioavailability studies conducted in fasting healthy female volunteers have shown that oral absorption 
of a 0.2 mg methylergonovine tablet was fairly rapid with a mean peak plasma concentration of 3243 ± 
1308 pg/mL observed at 1.12 ± 0.82 hours. For a 0.2 mg intramuscular injection, a mean peak plasma 
concentration of 5918 ± 1952 pg/mL was observed at 0.41 ± 0.21 hours. The extent of absorption of the 
tablet, based upon methylergonovine plasma concentrations, was found to be equivalent to that of the 
I.M. solution given orally, and the extent of oral absorption of the I.M. solution was proportional to the 
dose following administration of 0.1, 0.2, and 0.4 mg. When given intramuscularly, the extent of 
absorption of Methergine solution was about 25% greater than the tablet. The volume of distribution 
(Vdss/F) of methylergonovine was calculated to be 56.1 ± 17.0 liters, and the plasma clearance (CLp/F) 
was calculated to be 14.4 ± 4.5 liters per hour. The plasma level decline was biphasic with a mean 
elimination half-life of 3.39 hours (range 1.5 to 12.7 hours). A delayed gastrointestinal absorption (Tmax 
about 3 hours) of Methergine tablet might be observed in postpartum women during continuous 
treatment with this oxytocic agent. 

INDICATIONS AND USAGE 

Following delivery of the placenta, for routine management of uterine atony, hemorrhage and 
subinvolution of the uterus. For control of uterine hemorrhage in the second stage of labor following 
delivery of the anterior shoulder. 
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CONTRAINDICATIONS 

Hypertension; toxemia; pregnancy; and hypersensitivity. 

WARNINGS 

General 

This drug should not be administered I.V. routinely because of the possibility of inducing sudden 
hypertensive and cerebrovascular accidents. If I.V. administration is considered essential as a lifesaving 
measure, Methergine (methylergonovine maleate) should be given slowly over a period of no less than 
60 seconds with careful monitoring of blood pressure. Intra-arterial or periarterial injection should be 
strictly avoided. 

Caution should be exercised in the presence of impaired hepatic or renal function. 

Breast-feeding  

Mothers should not breast-feed during treatment with Methergine. Milk secreted during this period 
should be discarded. Methergine may produce adverse effects in the breast-feeding infant. Methergine 
may also reduce the yield of breast milk. Mothers should wait at least 12 hours after administration of 
the last dose of Methergine before initiating or resuming breast feeding  

Coronary artery disease  

Patients with coronary artery disease or risk factors for coronary artery disease (e.g., smoking, obesity, 
diabetes, high cholesterol) may be more susceptible to developing myocardial ischemia and infarction 
associated with methylergonovine-induced vasospasm. 

Medication errors 

Inadvertent administration of Methergine to newborn infants has been reported. In these cases of 
inadvertent neonatal exposure, symptoms such as respiratory depression, convulsions, cyanosis and 
oliguria have been reported. Usual treatment is symptomatic. However, in severe cases, respiratory and 
cardiovascular support is required. 

Methergine has been administered instead of vitamin K and Hepatitis B vaccine, medications which are 
routinely administered to the newborn .  Due to the potential for accidental neonatal exposure, 
Methergine injection should be stored separately from medications intended for neonatal administration. 

PRECAUTIONS 

General 

Caution should be exercised in the presence of sepsis, obliterative vascular disease. Also use with 
caution during the second stage of labor. The necessity for manual removal of a retained placenta should 
occur only rarely with proper technique and adequate allowance of time for its spontaneous separation. 
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Drug Interactions 

CYP 3A4 Inhibitors (e.g., Macrolide Antibiotics and Protease Inhibitors) 

There have been rare reports of serious adverse events in connection with the coadministration of certain 
ergot alkaloid drugs (e.g., dihydroergotamine and ergotamine) and potent CYP 3A4 inhibitors, resulting 
in vasospasm leading to cerebral ischemia and/or ischemia of the extremities. Although there have been 
no reports of such interactions with methylergonovine alone, potent CYP 3A4 inhibitors should not be 
coadministered with methylergonovine. Examples of some of the more potent CYP 3A4 inhibitors 
include macrolide antibiotics (e.g., erythromycin, troleandomycin, clarithromycin), HIV protease or reverse 
transcriptase inhibitors (e.g., ritonavir, indinavir, nelfinavir, delavirdine) or azole antifungals (e.g., 
ketoconazole, itraconazole, voriconazole). Less potent CYP 3A4 inhibitors should be administered with 
caution. Less potent inhibitors include saquinavir, nefazodone, fluconazole, grapefruit juice, fluoxetine, 
fluvoxamine, zileuton, and clotrimazole. These lists are not exhaustive, and the prescriber should 
consider the effects on CYP 3A4 of other agents being considered for concomitant use with 
methylergonovine. 

CYP3A4 inducers 

Drugs (e.g. nevirapine, rifampicin) that are strong inducers of CYP3A4 are likely to decrease the 
pharmacological action of Methergine. 

Beta-blockers 

Caution should be exercised when Methergine is used concurrently with beta-blockers. Concomitant 
administration with beta-blockers may enhance the vasoconstrictive action of ergot alkaloids. 

Anesthetics 

Anesthetics like halothan and methoxyfluran may reduce the oxytocic potency of Methergine. 

Glyceryl trinitrate and other antianginal drugs 

Methylergonovine maleate produces vasoconstriction and can be expected to reduce the effect of 
glyceryl trinitrate and other antianginal drugs. 

No pharmacokinetic interactions involving other cytochrome P450 isoenzymes are known. 

Caution should be exercised when Methergine (methylergonovine maleate) is used concurrently with 
other vasoconstrictors, ergot alkaloids, or prostaglandins. 

Carcinogenesis, Mutagenesis, Impairment of Fertility 

No long-term studies have been performed in animals to evaluate carcinogenic potential. The effect of 
the drug on mutagenesis or fertility has not been determined. 

Pregnancy 

Category C. Animal reproductive studies have not been conducted with Methergine. It is also not known 
whether methylergonovine maleate can cause fetal harm or can affect reproductive capacity. Use of 
Methergine  is contraindicated during pregnancy because of its uterotonic effects. (See INDICATIONS 
AND USAGE.) 
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Labor and Delivery 

The uterotonic effect of Methergine is utilized after delivery to assist involution and decrease 
hemorrhage, shortening the third stage of labor. 

Nursing Mothers 

Mothers should not breast-feed during treatment with Methergine and at least 12 hours after 
administration of the last dose. Milk secreted during this period should be discarded. 

Pediatric Use 

Safety and effectiveness in pediatric patients have not been established. 

Geriatric Use 

Clinical studies of Methergine did not include sufficient number of subjects aged 65 and over to 
determine whether they respond differently from younger subjects. Other reported clinical experience 
has not identified differences in response between the elderly and younger patients. In general dose 
selection for an elderly patient should be cautious, usually starting at the low end of the dosing range, 
reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant 
disease or other drug therapy. 

ADVERSE REACTIONS 

The most common adverse reaction is hypertension associated in several cases with seizure and/or 
headache. Hypotension has also been reported. Abdominal pain (caused by uterine contractions), nausea 
and vomiting have occurred occasionally. Rarely observed reactions have included: acute myocardial 
infarction, transient chest pains, vasoconstriction, vasospasm, coronary arterial spasm, bradycardia, 
tachycardia, dyspnea, hematuria, thrombophlebitis, water intoxication, hallucinations, leg cramps, 
dizziness, tinnitus, nasal congestion, diarrhea, diaphoresis, palpitation, rash, and foul taste.1 

There have been rare isolated reports of anaphylaxis, without a proven causal relationship to the drug 
product. 

Postmarketing Experience 
The following adverse drug reactions have been derived from post-marketing experience with 
Methergine via spontaneous case reports. Because these reactions are reported voluntarily from a 
population of uncertain size, it is not possible to reliably estimate their frequency which is therefore 
categorized as not known. 

Nervous system disorders 
Cerebrovascular accident, paraesthesia 

Cardiac disorders 
Ventricular fibrillation, ventricular tachycardia, angina pectoris, atrioventricular block  

DRUG ABUSE AND DEPENDENCE 

Methergine (methylergonovine maleate) has not been associated with drug abuse or dependence of 
either a physical or psychological nature. 
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OVERDOSAGE 

Symptoms of acute overdose may include: nausea, vomiting, oliquria, abdominal pain, numbness, 
tingling of the extremities, rise in blood pressure, in severe cases followed by hypotension, respiratory 
depression, hypothermia, convulsions, and coma. 

Because reports of overdosage with Methergine (methylergonovine maleate) are infrequent, the lethal 
dose in humans has not been established. The oral LD50 (in mg/kg) for the mouse is 187, the rat 93, and 
the rabbit 4.5.2 Several cases of accidental Methergine injection in newborn infants have been reported, 
and in such cases 0.2 mg represents an overdose of great magnitude. However, recovery occurred in all 
but one case following a period of respiratory depression, hypothermia, hypertonicity with jerking 
movements, and convulsions. 

Also, several children 1-3 years of age have accidentally ingested up to 10 tablets (2 mg) with no 
apparent ill effects. A postpartum patient took 4 tablets at one time in error and reported paresthesias and 
clamminess as her only symptoms. 

Treatment of acute overdosage is symptomatic and includes the usual procedures of: 

1. removal of offending drug by inducing emesis, gastric lavage, catharsis, and supportive diuresis. 

2. maintenance of adequate pulmonary ventilation, especially if convulsions or coma develop. 

3. correction of hypotension with pressor drugs as needed. 

4. control of convulsions with standard anticonvulsant agents. 
5. control of peripheral vasospasm with warmth to the extremities if needed.3 

DOSAGE AND ADMINISTRATION 

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to 
administration. 

Intramuscularly 

1 mL, 0.2 mg, after delivery of the anterior shoulder, after delivery of the placenta, or during the 
puerperium. May be repeated as required, at intervals of 2-4 hours. 

Intravenously 

1 mL, 0.2 mg, administered slowly over a period of no less than 60 seconds (See WARNINGS.) 

Orally 

One tablet, 0.2 mg, 3 or 4 times daily in the puerperium for a maximum of 1 week. 

HOW SUPPLIED 

Tablets 

0.2 mg round, coated, orchid, branded “78-54” one side, “SANDOZ” other side. 

Bottles of 100…………………………………………………………..NDC 0078-0054-05 

Ampuls 
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1 mL size 

Boxes of 20…………………………………………………………….NDC 0078-0053-03 

Store and Dispense 

Tablets: Store below 25°C (77°F); in tight, light-resistant container.  

Ampuls:  Store in refrigerator, 2C-8°C (36°F-46°F). Protect from light. Administer only if solution is 
clear and colorless. 

Distributed by: 
Novartis Pharmaceuticals Corporation 
East Hanover, New Jersey 07936 

© Novartis 

T2012-June 
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Novartis Pharmaceuticals Corporation 
East Hanover, NJ 07936 

IMPORTANT 

DRUG 


WARNING
 
RE: MEDICATION ERRORS RELATED TO ACCIDENTAL ADMINISTRATION OF 
METHERGINE® (methylergonovine maleate) INJECTION IN NEWBORN INFANTS 

June 2012 

Dear Healthcare Professional: 

Novartis Pharmaceuticals Corporation (“Novartis”) would like to inform you about medication 
errors  associated  with  the a c c i d  e n t a l  administration  of Methergine  injection  in  newborn  
infants.  Methergine is used for  the  prevention  and control of postpartum  hemorrhage. 
Serious adverse outcomes that have been reported with inadvertent administration of 
Methergine to a newborn include respiratory depression, cyanosis, oliguria, and seizures. 
Examples of errors are listed below, 1 

•	 Methergine injection intended for the mother has been inadvertently administered to the 
newborn in error. 

•	 Methergine injection intended for the mother has been confused with routine injectable 
medications intended for the newborns, such as vitamin K injection and Hepatitis B 
vaccine. 

These errors appear to be 1) due to the mother and newborn both being administered medications 
in the same room and/or 2) because the medications can be stored in similar locations such as a 
refrigerator attached to an automatic dispensing machine where medications for the mother and 
newborn are stored together. Therefore, the following recommendations are suggested: 

•	 Methergine injection should be physically  separated  from  other  injectable pediatric 
medications, such as Hepatitis B vaccine and vitamin K. Having separate bins in one 
refrigerator may not ensure enough separation because there is still a possibility that 
Methergine injection, Hepatitis B vaccine or other medication could be placed in the 
wrong bin. Separate refrigerators or automated dispensing machines for the mother and 
newborn medications may be considered, if feasible. 

• 	Administering medications to newborn in a setting other than in the mother's room. This 
could be a separate unit where all routine newborn medications are administered or a 
separate room on the Labor and Delivery unit where routine medications for newborns 
are administered. 

1 Cases have been reported to FDA, Novartis, and Quantros MedMarx 
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Novartis Pharmaceuticals Corporation 
East Hanover, NJ 07936 

Please note that this presentation of the risk profile for Methergine is not comprehensive. Please 
refer to the enclosed Methergine full Prescribing Information for a complete discussion of the 
risks associated with Methergine. 

To report adverse events potentially associated  with Methergine,  please  call Novartis 
Pharmaceuticals Corporation at 1-888-NOW-NOVA (1-888-669-6682). 

Alternatively,  adverse  event information  may be  reported to FDA’s MedWatch  Reporting 
System by: 

Phone at 1-800-FDA-1088 (1-800-332-1088) 
Facsimile at 1-800-FDA-0178 (1-800-332-0178) 
Mail using FDA Form 3500 located at http://www.fda.gov/medwatch 

Please contact Novartis at 1-888-NOW-NOVA (1-888-669-6682) if you have any questions 
about Methergine or this information. 

Sincerely, 

Enclosure: Methergine – Full Prescribing Information 

Page 2 of 2 
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Medical Officer’s Summary of NDA Supplement 
 
NDA 6035-S078 
 
Name of Drug:   Methergine® (methylergonovine maleate) 
 
Sponsor:    Novartis 
 
Clinical Use:    Routine management after delivery of the placenta 
     Postpartum atony and hemorrhage 
 Subinvolution 
 Under full obstetric supervision, may be given in 

the second stage of labor following delivery of the 
anterior shoulder 

 
Dosage and Route 
of Administration 0.2 mg; oral, intramuscular or intravenous 
 
Date of Supplement:   October 26, 2011 
 
Date of Review:   May 23, 2012 
 
Material Reviewed:   Proposed Changes to the Approved Label  
 
Executive Summary 
The sponsor proposes several changes to their last approved package insert (PI) label 
dated April 26, 2007.  These proposed changes are to the Warning, Precautions,  

, Adverse Reactions (including postmarketing) and Dosage and 
Administration sections of the label.  The clinical review team is in agreement with 
proposed changes to the approved label by the sponsor. 
 
Background: 
In August 3, 2011, information regarding medication errors with Methergine  

 was reported in Italy, which resulted in a posting of a Direct Healthcare 
Professional Communication (DHPC) on the Website of the Italian Health Authority 
(AIFA).  The  is not approved in the US. On October 18, 2011, the sponsor 
submitted a General Correspondence letter to the Division outlining the nature of 
medications errors with Methergine as reported in Italy and the resultant posting of the 
DHPC on the website of the Italian Health Authority. These medication errors involved 
accidental administration of Methergine to neonates.  These medication errors involved 
accidental administration of Methergine to neonates.  A draft Medication Errors and 
Safety Information to the Health Care Professional was submitted to the Division on 
October 7, 2011 (later modified in an April 5, 2012 correspondence after discussion with 
the Agency).  In the October 18, 2011 correspondence letter, the sponsor stated they were 
taking steps to investigate the medication issue and stated further they were performing a 
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In support of the above changes to the Warning’s section, review of the Novartis safety 
database and the AERS database report multiple severe cardiovascular adverse events 
(cardiac arrhythmias, ischemic heart disease and cerebrovascular disorders. These are 
also reported in an article by Wohler, et al 2011.  These cardiovascular events are likely 
due to the well-known vasoconstrictive properties of methergine. 
 
Regarding breast-feeding multiple cases were reported regarding isolated reports of 
intoxication in breast-fed infants whose mothers were receiving methergine for several 
days.  Multiple symptoms (that resolved after discontinuing the drug) were observed: 
elevated blood pressure, bradycardia or tachycardia, vomiting, diarrhea, restlessness, and 
clonic cramps. 
 
Multiple cases of inadvertent administration to the infant have been documented in the 
literature for a number of years, either by injection or by mistakenly giving  
methergine  (not marketed in the US).  The draft Drug Warning to the Agency was 
the impetus for embarking on an updated safety review by the sponsor.  This information 
was initially reviewed by DRUP and then the Division consulted the Office of 
Surveillance and Epidemiology for their review.  Safety reports in MedDRA (either by 
Novartis or AERS database) supports severe adverse events occurring in the infant 
involving neonatal ergot poisoning which manifest itself as respiratory depression, 
cyanosis, oliguria, and seizures.  Death, primarily as a result of respiratory arrest, has 
been reported. 
 
Reviewer’s Comment: 
The Novartis safety database and the AERS database strongly support the addition 
of the recommendation against breast-feeding, implications for subjects with 
coronary artery disease and information on accidental exposure of neonates due to 
medication errors to the Warning section.  This reviewer concurs. 
 
Under Precautions 
The phrase “hepatic or renal involvement” has been deleted from the first sentence—
Caution should be exercised in the presence of sepsis, obliterative vascular disease” and 
placed in the first sentence under Warnings.  Proposed changes to the Precaution’s 
section: 
 

CYP3A4 inducers 
Drugs (e.g. nevirapine, rifampicin) that are strong inducers of CYP3A4 are likely 
to decrease the pharmacological action of Methergine 
Beta-Blockers 
Caution should be exercise when Methergine is used concurrently with beta-
blockers 
Concomitant administration with beta-blockers may enhance the vaoconstrictive 
action of ergot alkaloids 
Anesthetics 
Anesthetics like halothane and methoxyflurane may reduce the oxytocic potency 
of Methergine. 
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Glyceryl trinitrate and other antianginal drugs 
 vasoconstriction and can be expected to reduce the 

effect of glyceryl trinitrate and other antianginal drugs 
 
In addition, the last sentence in this section now reads “Caution should be 
exercised when Methergine  (methylergonovine maleate) is used concurrently 
with other vasoconstrictors, ergot alkaloids, or prostaglandins.” 

 
Reviewer’s Comment: 
These changes are reported in the Novartis safety database (dated September 27, 
2011 [Clinical Overview]) and the AERS database.  These changes are acceptable. 
 
Nursing Mothers 
This section has been replaced.  Formerly this section read “Methergine® 
(methylergonovine maleate) may be administered orally for a maximum of one week 
postpartum to control uterine bleeding.  Recommended dosage is one tablet (0.2mg) three 
or four times daily.  At this dosage level a small quantity of drug appears in mothers’ 
milk.  Caution should be exercised when Methergine is administered to a nursing woman.  
This revised section now reads “  should not breast feed during treatment with 
Methergine and at least 12 hours after administration of the last dose.  Milk secreted 
during this period should be discarded.” 
 
Reviewer’s Comment: 
This change is supported by the Novartis safety database and the AERS database; it 
is acceptable. 
 
Under Adverse Reactions 
Second sentence has been revised by the italicized phrase “Abdominal pain (caused by 
uterine contractions)”, nausea and vomiting have occurred occasionally.  The third 
sentence has been revised to include the following conditions underlined, italicized and 
underlined conditions:  Rarely observed reactions have included: acute myocardial 
infarction, transient chest pains, vasoconstriction, vasospasm, coronary arterial spasm, 
bradycardia, tachycardia, dyspnea, hematuria, thrombophlebitis, water intoxication, 
hallucinations, leg crams, dizziness, tinnitus nasal congestion, diarrhea, diaphoresis, 
palpitation, rash, and foul taste.  
 
Reviewer’s Comment: 
These changes are acceptable.  For consistency of labeling with other products, 
italics and underlining have been removed. 
 
Under Adverse Reactions 
Postmarketing Experience 
The sponsor has updated the label to include the following in postmarketing experience: 
The following adverse drug reactions have been derived from postmarketing experience 
with Methergine via spontaneous case reports.  Because these reactions are reported 

Reference ID: 3134957

(b
) 

(b) (4)

(b) (4)



 

 5

voluntarily from a population of uncertain size, it is not possible to reliably estimate their 
frequency which is therefore categorized as not known. 
 
Nervous system disorders 
Cerebrovascular accident, paraesthesia 
 
Cardiac disorders 
Ventricular fibrillation, ventricular tachycardia, angina pectoris, atrioventricular block  
 
Reviewer’s Comment: 
These changes are supported by published articles, the Novartis safety database and 
the AERS database; they are acceptable. 
 
Under Overdosage 
First sentence, the term oliguria is added to a number of acute overdose symptoms. 
 
Reviewer’s Comment: 
This change is acceptable. 
 
Under Dosage and Administration 
Under Intravenously 
The phase “1mL 0.2 mg, administered slowly over a period of no less than 60 seconds” 
(See Warning.) is added. 
 
Reviewer’s Comment: 
This change is acceptable. 
 
Reviewer’s Overall Comments Regarding Proposed Changes to the Approved Label  
Obstetricians (and other professionals care providers to the pregnant women during 
labor and the postpartum period) are well aware of the potential serious adverse 
events that may occur with the use of methergine (especially intravenous).  
Methergine is not usually given to the parturient unless there is a sufficient reason 
to believe that postpartum bleeding is (or will not be) controlled by oxytocin. 
Because of the potential severe adverse effects (usually cardiovascular) that is 
attendant with use of methergine its use is generally reserved for very heavy 
bleeding.  Over many years of use, the intravenous route of administration of 
methergine in the US has been restricted because of the potential for severe 
cardiovascular events, often involving co-administration with anesthetics.  Changes 
to the breast-feeding women and the neonate section are now well documented.  
This reviewer is in agreement with all proposed changes to the sponsor’s label. 
 
Recommendation 
The sponsor’s proposed changes to the label are acceptable with modifications (as 
recommended by [DMEPA and the clinical review team]) to Indications and Usage 
section and the Warning section of the label.  The following editorial changes have 
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Coronary artery disease 
Patients with coronary artery disease or risk factors for coronary artery disease (e.g., 
smoking, obesity, diabetes, high cholesterol) may be more susceptible to developing 
myocardial ischemia and infarction associated with methylergonovine-induced 
vasospasm. 

Medication errors 
Inadvertent administration of Methergine to newborn infants has been reported.  In these 
cases of inadvertent neonatal exposure, symptoms such as respiratory depression, 
convulsions, cyanosis and oliguria have been reported.  Usual treatment is symptomatic. 
However, in severe cases, respiratory and cardiovascular support is required. 

Methergine has been administered instead of vitamin K and Hepatitis B vaccine, 
medications which are routinely administered to the newborn.  Due to the potential for 
accidental neonatal exposure, Methergine injection should be stored separately from 
medications intended for neonatal administration. 
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Division of Reproductive and Urologic Products 
 

REGULATORY PROJECT MANAGER LABELING REVIEW  
 

 
Application: NDA 06035/S-078 
 
Name of Drug: Methergine® (methylergonovine maleate injection) 
 
Applicant: Novartis Pharmaceuticals, Corp. 
 

Labeling Reviewed 
 
Submission Date: October 26, 2011-Original Prior Approval Labeling Supplement  
Receipt Date: October 26, 2011 
 
Submission Date: November 9, 2011- Labeling Amendment 
Receipt Date: November 9, 2011 
 
Submission Date: December 6, 2011- Labeling Amendment 
Receipt Date: December 6, 2011 
 
Submission Date: April 5, 2012- Labeling Amendment 
Receipt Date: April 5, 2012 
 
Submission Date: May 4, 2012- Labeling Amendment 
Receipt Date: May 4, 2012 
 
Submission Date: June 6, 2012- Labeling Amendment 
Receipt Date: June 6, 2012 
 
Prior Approval Supplement Request Letter: None 
 

 
Background and Summary Description: 
Methergine® (methylergonovine maleate) Tablets/Injection is marketed under NDA 6035 and is 
a semi-synthetic ergot alkaloid. It is indicated for the following: routine management after 
delivery of the placenta; subinvolution; prevention and control of postpartum hemorrhage. On 
October 26, 2011, the Applicant submitted a Prior Approval Labeling Supplement, SLR-078, to 
NDA 06035. The supplement proposed changes to the PRECAUTIONS section, which included 
revisions to the Drug Interactions and Nursing Mothers subsections, to the WARNINGS section, 
which included new warnings of an increased risk of developing myocardial ischemia in patients 
with coronary artery disease and of Medication Errors to newborn infants, and to the 
Postmarketing Experience subsection of the ADVERSE REACTIONS section. A copy of the 
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Dear Healthcare Provider Letter (DHCP) issued in Italy regarding Medication Errors was also 
submitted as supporting information. 
 
On February 3, 2012, a consult was sent to both the Division of Pharmacovigilance (DPV) and 
the Division of Medication Errors and Prevention (DMEPA) in the Office of Surveillance and 
Epidemiology (OSE), which  triggered the opening of two TSIs, 1308 and 1309, for Methergine. 
The consult requested a search AERS for cases of cardiac or nervous systems serious adverse 
outcomes and for cases of medication errors in the U.S. involving U.S. approved formulations of 
Methergine (tablets/injection). 
 
On April 3, 2012, DPV completed their review which concluded that the information in the 
Applicant’s clinical overview document supported the proposed labeling changes related to 
cardiac and nervous system disorders to the WARNINGS section and Postmarketing Experience 
subsection of the ADVERSE REACTIONS section of the labeling. 
 
On April 11, 2012, DMEPA completed their review citing that the majority of medication errors 
involved inadvertent injection of Methergine to the newborn, intended for the mother, instead of 
the newborn’s routine vitamin K injection or Hepatitis B vaccine. DMEPA determined that the 
inclusion of the Medication Errors subsection in the WARNINGS section of the PI and an 
issuance of a DHCP letter were warranted.  
 
The Division’s proposed revisions were sent to the Applicant in multiple email communications, 
and on June 6, 2012, the Applicant submitted a final agreed upon PI and DHCP letter, as an 
amendment to the original October 26, 2011, labeling supplement containing the Division’s 
requested revisions. 
 
 

Review 
 
The final agreed upon Methergine® labeling, received on June 6, 2012, as amended and agreed 
by Novartis, is considered the final agreed upon labeling for SLR-078. The information 
supporting the revised labeling was reviewed by the Medical Officer, Dr. Phill Price, who 
recommends approval (see MO review in DARRTS, dated 5/23/12). 
 
 

 
Recommendations 

 
The proposed labeling changes and DHCP letter for SLR-078 are consistent with DRUP’s and 
OSE’s recommendations. An approval letter should be issued. 
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      ________________________ 
      Meredith Alpert, M.S. 

Acting Safety Regulatory Health Project Manager 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 

      Center for Drug Evaluation and Research 
 
 

Supervisory Comment/Concurrence: 
________________________ 
Christine Nguyen, M.D. 
Acting Deputy Director for Safety 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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MEMORANDUM 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Public Health Service 
Food and Drug Administration 

Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 

Division of Professional Promotion 
 

**PRE-DECISIONAL AGENCY MEMO** 
 

Date: April 16, 2012 
  
To: Meredith Alpert 
 Acting Safety Project Manager 
 Division of Reproductive and Urologic Products (DRUP) 
 Office of Drug Evaluation III (ODE III) 
 
From: Jessica Cleck Derenick, PhD 
 Regulatory Review Officer  
 Division of Professional Promotion (DPP) 
 Office of Prescription Drug Promotion (OPDP) [Formerly DDMAC] 
 
Through: Andrew Haffer, PharmD 
 Team Leader, Professional Review Group I 
 DPP, OPDP 
 
cc: Kemi Asante, PharmD 
 Regulatory Review Officer 
 Division of Direct-to-Consumer Promotion (DDCP), OPDP 
 
Subject: Methergine (methylergonovine maleate) Tables and Methergine 

(methylergonovine maleate) Injection 
 NDA 006035/078 
 DPP comments on Dear Healthcare Professional (DCHP) Letter 
 
 
Novartis Pharmaceuticals Corporation (Novartis) submitted a draft DHCP letter 
communicating new important safety information regarding medication errors 
associated with the accidental administration of Methergine (methylergonovine maleate) 
(Methergine) to newborn infants.   
 
In response to DRUP’s consult request dated April 11, 2012, DPP has reviewed 
Novartis’ proposed DHCP letter submitted on April 5, 2012, to DRUP, and offers the 
following comments.  DPP’s comments were drafted based on the draft product labeling 
(PI) submitted by the sponsor on October 26, 2012. 
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EXECUTIVE SUMMARY 
This review evaluates medication errors for the U.S. formulations of Methergine 
(injection and tablet) to determine if the Applicant’s proposed warning statement for 
inadvertent administration of Methergine injection to newborns is appropriate for 
inclusion in the prescribing information labeling.  Our analysis of 33 wrong drug and 
wrong patient errors (30 wrong drug and 3 wrong patient) revealed that administration 
errors are occurring with the injection and tablets and involve neonates and adults.  
Additionally, evaluation of the labels and labeling for the injection product revealed that, 
while similar packaging (i.e. ampules and vials) may be a contributing factor, these errors 
also appear to be due to similar storage (i.e. refrigeration) and similar setting of use (i.e. 
labor and delivery units).  Because inadvertent administration of Methergine injection 
have been reported, particularly in the neonate population, addition of a Medication Error 
section in Warnings and Precautions in the prescribing information is appropriate, 
however the warning should be revised to include more specific information about the 
types of errors that have been seen.  Additional mitigation strategies such as a Dear 
Healthcare Professional letter to physicians, nurses, pharmacists and medication safety 
officers, as well as communication through a published article in a trade journal for 
practitioners are also recommended to help avoid these types of errors.  Furthermore, 
collaboration with professional organizations, such as American Society of Health 
System Pharmacists,  and hospital governing boards, such as The Joint Commission, to 
implement specific guidelines, or “Best Practices,” requiring separation of maternal and 
neonatal medications in these healthcare settings should be initiated.  

1 INTRODUCTION  
Novartis Pharmaceuticals, submitted Prior Approval Labeling Supplement 078 to NDA 
006035 (Methergine) on October 26, 2011, proposing the addition of a new Warnings 
and Precautions section regarding Medication Errors based on foreign reports of 
accidental exposure in newborns with Methergine  and also sent out 
a Direct Healthcare Professional Communication in Italy.  This review evaluates 
medication errors in the United States involving the U.S. approved formulations of 
Methergine (injection and tablets) in response to a consult from the Division of 
Reproductive and Urologic Products (DRUP) to determine the appropriateness of the 
proposed labeling changes concerning medication errors. 

1.1 REGULATORY HISTORY  
Methergine (Methylergonovine Maleate) 0.2 mg Tablets and Methergine 
(Methylergonovine Maleate) 0.2 mg/mL Injection was approved in the U.S. on 
November 19, 1946 (Novartis, NDA 006035).  The first therapeutic equivalent for the 
tablets was approved on May 2, 2011 (Novel Labs Inc, ANDA 091577) and for the 
injection on November 24, 2008 (Luitpold, ANDA 090193).   
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After individual review, 282 cases were not included in the final analysis for the 
following reasons:  

• Foreign Cases 

• Omission Errors  

• Wrong Time Errors      

• Prescribing Errors (e.g. the use of trailing zeros)      

• Improper Dose that did not contain enough information to determine a root cause 
of the error/Quantity Errors   

• Wrong Route Errors that were not due to labels or labeling (i.e. tablets ordered via 
intramuscular route of administration or Methergine injection ordered via oral 
route of administration)     

• Deteriorated Product Errors     

• Expired Product Errors     

• Wrong Dosage Form Errors (e.g. tablets were dispensed when the injection was 
ordered)     

• Drug Prepared Incorrectly Errors    

• Mislabeling Errors (e.g. nursing staff noticed tabs fallen in wrong bin) 

• Did not involve Methergine 

• Wrong Drug Errors that did not involve a second medication 

• Wrong Patient Errors that did not involve mother and child (i.e. identification 
failures or wrong name stamped on order) 

Following all exclusions, 33 cases were evaluated for this review.  All of these cases 
were Wrong Drug Errors (n=30) or Wrong Patient Errors (neonates received Methergine 
Injection in error which was intended for the neonates’ mother) (n=3).   The majority of 
the cases involved Methergine injection.  Table 1 shows the number of errors with 
Methergine Injection, Methergine Tablets, and Methergine dosage form not otherwise 
specified (NOS). Table 1 also shows which medications were confused with Methergine.  

Reference ID: 3114903





 

6 

3.1.1 Medication Errors involving Methergine Injection (n=23) 
Of the 33 cases, 23 of the cases involved Methergine Injection and 10 involved 
Methergine Tablets.  Of the 23 cases involving wrong drug or wrong patient errors with 
Methergine Injection, 11 of the cases involved adults, 10 cases involved neonates, and 2 
cases did not involve a patient.  Additionally, 15 errors reached the patient.  Of the 15 
cases that involved inadvertent administration of Methergine Injection, seven were 
administered to adults and eight cases reported that the errors occurred in neonates.  The 
results of our evaluation of all 23 cases are below.   

3.1.1.1 Pediatric Wrong Drug and Wrong Patient Errors involving Methergine 
Injection (n=10) 
Of the 10 neonate cases that involved Methergine Injection, eight cases involved 
inadvertent administration and two cases reported that Methergine was not administered 
to the newborns. The summary of the 10 cases is below.  

Administered Methergine Injection (n=8) 

Of the eight cases that reported inadvertent administration of Methergine Injection to a 
neonate all but one of the eight cases reported that Methergine Injection was administered 
instead of one of the following drugs: vitamin K , Hepatitis B Vaccine, and Naloxone.  
The eighth case discusses a neonate who was inadvertently administered the mother’s 
Methergine intramuscularly.  (See Appendix 2 for all U.S. AERS cases with narratives 
involving Methergine injection and Appendix 3 for MedMarx cases). 

When outcomes were reported in these cases, the following adverse events were reported: 
respiratory depression; seizures, cyanosis; hypotension; oliguria; and “jerking 
movements.” These adverse events resulted in the neonates’ intubation or transfer to the 
Neonatal Intensive Care Unit. 

The contributing factors reported in these cases were described as incorrect storage (i.e. a 
Methergine vial was placed in the Hepatitis B bin in the refrigerator), storage proximity, 
similar packaging/labeling, procedure/protocol not followed, performance (human) 
deficit, and workflow disruption.  

Non-administered Methergine Injection (n=2) 

Two cases describe the mother’s medications being pulled or labeled for the baby in 
error.  The first case described a nurse who overrode the Labor and Delivery Pyxis 
machine to pull the mother’s Methergine out of the drawer under the baby’s name.  The 
medication was not administered.  In the second case, it was discovered that the mother’s 
post-delivery medications, including Methergine, were labeled with the baby’s name.  It 
is not known if any dose was administered.  Both cases identified performance deficit as 
the cause of error. 
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3.1.1.2 Adult Wrong Drug Errors involving Methergine Injection (n=11) 
Of the 11 cases that involved wrong drug errors with Methergine and adult patients, 10 
cases describe wrong drug errors with drugs that are commonly found on the Labor and 
Delivery Unit and one case describes an error with a drug that is not commonly found on 
the Labor and Delivery unit. The summary of these cases is discussed below. 

Labor and Delivery medications and Methergine Injection (n=10) 

We identified 10 cases of medication errors between Methergine Injection and other 
medications commonly used in Labor and Delivery.  These medications include 
terbutaline injection, Hemabate injection, oxytocin injection, and meperidine injection.  

Six of the 10 cases reported that Methergine Injection was administered instead of the 
intended drug while the remaining four cases reported that the error was caught prior to 
administration.  Three cases that reported administration of Methergine specifically 
reported that the errors occurred in adults, while three other cases did not state an age but 
based on the narratives, setting of care, and other medications (i.e. oral tablets) it appears 
that the cases involved adults. Only three cases reported an outcome following 
administration of Methergine. One case reported tachysystole in fetal heart tones with the 
mother monitored and administered oxygen.  The second case resulted in an emergency 
cesarean section, and the third case reported that the fetus had an increased heart rate 
followed by decreased heart rate within five minutes of Methergine administration. 
However, this resulted in an uneventful delivery   

In the four cases that caught the error prior to administration, causality was discussed as 
follows. One case describes a nurse who intended to remove Methergine, however when 
the nurse pulled back the packaging to check the dosage, it was Hemabate in the package. 
The nurse noted that the packaging had been partially ripped open and folded back over 
the medication.  A second case described a physician who had mistakenly written 
oxytocin for Methergine on the order.  The third case describes ampules of 
methylergonovine and oxytocin found together in the wrong Pyxis pocket.  The fourth 
case describes a nurse who mistakenly selected meperidine instead of methylergonovine 
on the Pyxis console.   

The contributing factors for the errors caught prior to administration and those that 
resulted in actual administration of Methergine are similar and include:  performance 
(human) deficit; stress due to an emergency situation; damage to the labels and labeling; 
and similar products or packaging/labels.  

Other injectables and Methergine Injection (n=1) 

One case involved an order for methotrexate 83 mg IM for a patient that was 
inadvertently administered Methergine 83 mcg by the ER nurse.  The Methergine was 
pulled from the Pyxis machine.  The cause for the error was identified as generic names 
look alike, handwriting illegible/unclear, override, and written order with Emergency 
situation identified as a contributing factor.  The outcome was not reported. 
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The cases of death involve reports that are several decades old.  While toxicity was seen 
with all formulations, most serious cases involve the parenteral route to a newborn.  
Typical signs and symptoms develop within 1 hour after exposure but may be delayed for 
several hours and include respiratory depression, cyanosis, oliguria, and seizures in the 
newborn.  Without treatment, progression to respiratory and renal failure may develop.  
Neonates inadvertently administered methylergonovine were treated by general 
resuscitative and supportive measures and medications. 

4 DISCUSSION 

4.1 MEDICATION ERRORS 
Using the FDA AERS and MedMarx databases, we identified 33 relevant Methergine 
wrong drug and wrong patient medication errors.  While medication errors occurred with 
both Methergine tablets and Methergine injection, there were more than twice as many 
reported errors with the injection than tablets (23 cases vs. 10 cases).  Additionally, 
reports that mentioned patient administration of Methergine were only seen with the 
injection (15 cases). All 15 cases of inadvertent Methergine injection administration 
involve an error made at some stage of labor and delivery.  The most common 
administration error for adults involved routine labor and delivery drugs such as 
terbutaline, oxytocin, or Hemabate.  Administration to neonates appear to result in more 
serious outcomes as compared to when Methergine is administered to adults in error.   

The most common administration error for neonates involved routine preventative 
medications such as vitamin K and Hepatitis B vaccine.  Methergine and vitamin K are 
frequently administered in labor and delivery settings.  The Methergine injection would 
be intended for the mother to treat post-partum hemorrhage.  Vitamin K injection is 
routinely used in newborns to treat vitamin K deficiency at birth.  In the literature (Bangh 
et al, 2005 and George et al, 2009), it has been suggested that vitamin K injection should 
only be administered in the nursery and not at the delivery suite or table, which may get 
confused with the mother’s medication.  

While the medications confused with Methergine share similar packaging (i.e. vials or 
ampules), the labels appear to be well differentiated between products. Most of the cases 
did not state the manufacturers of the products that were confused with Methergine.  
Therefore we evaluated a number of different manufactures’ labels and labeling (see 
Appendix 4).    

Although the labels and labeling do not appear to be the main contributing factor for 
these errors, it does appear that storage proximity and where these medications are 
commonly used seem to be contributing to these types of errors.   

Three errors reported confusion between Methergine Injection and Hepatitis B vaccine. 
There are currently two manufacturers of Hepatitis B vaccine for children (Engerix-B by 
GlaxoSmithKline and Recombivax HB by Merck).  While two of the Wrong Drug errors 
listed similar packaging/labeling as potential causes of the error, the packaging and labels 
of these vaccines and methylergonovine are well differentiated.  While all three are 
available in vials, the Hepatitis vaccines are also available as pre-filled syringes.  
However, “storage proximity” is also listed as a cause in one case.  Both 
methylergonovine injection and Hepatitis vaccine should be kept refrigerated.  It would 
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not be unusual to have a bin for Methergine injection in the same refrigerator as Hepatitis 
vaccine.  It appears that may have been the case in one report where the Methergine vial 
was placed in the Hepatitis B bin, and the nurse did not notice until charting in the 
medication administration record.  Similar to vitamin K, the Hepatitis vaccine and 
methylergonovine medication errors may potentially be avoided if routine neonate 
medications are not administered at delivery but in the nursery and maternal and neonatal 
medications are kept in separate storage units.   

Additionally, several of the Wrong Drug errors involved medications that have 
established names that look or sound-alike to methylergonovine.  Those include 
methylprednisolone (n=2), metoclopramide (n=1), methylene blue (n=2), methotrexate 
(n=2), and meperidine (n=1).  While performance deficit was reported as a common 
cause of these errors, “generic names look alike” and “generic names sound alike” were 
also reported as a cause of error (methotrexate injection and methylene blue).  Many 
pharmacies stock medications in alphabetical order by generic name and automated 
dispensing cabinets such as Pyxis machines use alphabetical listing which may contribute 
to these types of wrong drug error if the technician inadvertently picks the wrong 
medication due to the beginning of the name being similar.  Consequently, “storage 
proximity” is also listed as an additional cause of error (methylprednisolone tablets and 
methylene blue injection) while “distractions” is listed as a contributing factor in one case 
(methylene blue injection).      

Based on the errors we reviewed and the information submitted by the Applicant, a 
warning statement in the prescribing information is appropriate to help decrease the risk 
of errors with Methergine. It will be important to be specific and identify that the similar 
storage and setting of use (i.e. Labor and Delivery) of these products is most likely the 
main cause of the medication errors.  The current warning can be improved to be more 
specific and give examples of possible drugs that have been confused and what specific 
setting where these errors occur. 

5 CONCLUSIONS 
The majority of medication errors evaluated in this review involve inadvertent 
intramuscular administration of Methergine Injection during labor and delivery where the 
neonate is receiving Methergine, sometimes intended for the mother or instead of the 
newborn’s routine vitamin K injection or Hepatitis B vaccine.  Based on this review the 
labels and labeling is not the main contributing factor to these types of errors.  
Performance deficit and storage proximity (including setting of use such as Labor and 
Delivery) appear to be responsible.  The Applicant also cited cases in the literature where 
system practices, such as routinely administering vitamin K in the labor ward soon after 
delivery (Dargaville 1998) may be contributing to this error.  Because these types of 
medication errors are avoidable, the addition of a warning section including these types 
of medication errors is appropriate highlighting what types of medication errors are 
occurring and with which drugs, typical symptoms seen, and recommended treatments.   
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APPENDICES 

APPENDIX 1. DATABASE DESCRIPTIONS 
Adverse Event Reporting System (AERS) 

The Adverse Event Reporting System (AERS) is a computerized information database designed 
to support the FDA's post-marketing safety surveillance program for drug and therapeutic 
biologic products. The FDA uses AERS to monitor adverse events and medication errors that 
might occur with these marketed products. The structure of AERS is in compliance with the 
International Conference on Harmonisation guidance for transmission of individual case safety 
reports (ICH E2B). Adverse events in AERS are coded to terms in the Medical Dictionary for 
Regulatory Activities terminology (MedDRA).  FDA does not require that a causal relationship 
between a product and event be proven prior to reporting the event to FDA; thus, drug and event 
causality cannot be assumed when evaluating AERS data. Other limitations of AERS include 
reporting bias due to media and other factors, underreporting of events and incomplete case data. 

ISMP Databases           
QUANTROS MEDMARX DATABASE 
MEDMARX® is a national, Internet-accessible database that hospitals and health care systems 
use to track and trend adverse drug reactions and medication errors. Hospitals and health care 
systems participate in MEDMARX voluntarily and subscribe to it on an annual basis. 
MEDMARX is a quality improvement tool, which facilitates productive and efficient 
documentation, reporting, analysis, tracking, trending, and prevention of adverse drug events. 
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APPENDIX 4.  LABEL AND LABELING OF METHERGINE INJECTION AND INJECTABLES 
INVOLVED IN WRONG DRUG ERRORS WITH METHERGINE 
 
Methergine 0.2 mg/mL ampule Blister Mat and Label from 7/22/11 Annual Report 
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Methylergonovine injection generics 

 
Ergoject ANDA 040889 

 

 
Luitpold ANDA 090193 

Vitamin K Injection 
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Hepatitis B Vaccine 
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Naloxone Injection 

 

 
Hospira ANDA 070172.  Annual Report 11/14/11 

 

 
Hospira ANDA 070254 Annual Report 2/13/12 

 
Hospira ANDA 070256 Annual Report 2/14/12 

 

 
Hospira ANDA 070257 Annual Report 2/16/12 
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Terbutaline Injections 

 
Bedford Laboratories ANDA 076770 

 

 
Teva Parenterals ANDA 076853 

 

 
APP Pharms ANDA 076887 
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Akorn ANDA 078151 

 

 

 
Hikma Pharma ANDA 078630 

 

 

 

 

 

Hemabate Injection 
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NDA 017989 (Pharmacia and Upjohn) Hemabate Annual Report 3/8/11 

Container 

Carton 

 

 

Oxytocin Injection 
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NDA 018261 (JHP Pharms) Pitocin Annual Report 12/30/09 (in EDR) 

 

 

 
 

 

 

NDA 018248 (APP Pharms) Oxytocin Annual Report 9/9/11 
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tray 

vial 

1 ml Tray 

1 ml Vial 

 

 

NDA 018243 (Baxter) Oxytocin Annual Report 6/24/09 

 
 

 

 

Methotrexate Injection 
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NDA 011719 (Hospira) Methotrexate 50 mg base/2 mL (eq 25 mg base/ml) Annual Report 
10/11/11 

 

 

 
 

 

 

 

 

 

 

 

 

 

 

Methylene Blue Injection 
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Methylene Blue Injection Solution  

 

Meperidine Injection 

NDA 021171 (Hospira) Demerol Annual Report 1/3/12 

 
                                                      
i The National Coordinating Council for Medication Error Reporting and Prevention (NCC MERP) 
Taxonomy of Medication Errors. Website http://www.nccmerp.org/pdf/taxo2001-07-31.pdf. Accessed June 
1, 2011. 

Reference ID: 3114903

(b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ALISON J PARK
04/11/2012

ZACHARY A OLESZCZUK
04/11/2012

SCOTT M DALLAS
04/11/2012

CAROL A HOLQUIST
04/11/2012

Reference ID: 3114903



Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Surveillance and Epidemiology  

 
Pharmacovigilance Review 

 
Date: March 29, 2012 
 
Reviewer: Mark S. Miller, PharmD 
 Division of Pharmacovigilance I  
 
Team Leader: Adrienne M. Rothstein, PharmD 
 Division of Pharmacovigilance I  
 
Division Director:   Linda Scarazzini, MD, RPh 
 Division of Pharmacovigilance I  
 
Product Name: Methergine (methylergonovine)  
 
Subject: Postmarketing adverse events of cardiac and nervous system    

disorders 
 
Application Type/Number: NDA 06-035 
 
Submission Number: Labeling supplement #78 (SLR-078) 
 
Applicant/Sponsor: Novartis 
 
OSE RCM #: 2012-325 
 
TSI #: 1308 
 
 

Reference ID: 3108966



 

EXECUTIVE SUMMARY 

This memorandum evaluates the Supplement Labeling Revision (SLR 078) for Methergine 
(methylergonovine, MEV) submitted by the sponsor on October 26, 2011.  Among several 
changes to the labeling, the sponsor proposes adding new Warnings concerning coronary artery 
disease and a new Postmarketing Experience section containing postmarketing adverse events of 
cardiac and nervous system disorders, which is the focus of this memorandum.  The Sponsor’s 
rationale for the new safety additions is based on case reports captured in the Sponsor’s safety 
database and published literature.  We conclude the sponsor’s evidence supports the proposed 
labeling changes concerning the above adverse events based on MEV’s pharmacological 
properties and because a causal relationship is possible. 

1 INTRODUCTION 

1.1 BACKGROUND 

Methergine (methylergonovine, MEV) is a semi-synthetic ergot alkaloid which acts directly on 
the smooth muscle of the uterus and increases basal tone, frequency, and amplitude of rhythmic 
contractions.  MEV induces a rapid and sustained tetanic uterotonic effect which shortens the 
third stage of labor and reduces blood loss. 
 
On February 3, 2012, the Division of Reproductive and Urologic Products (DRUP) created a TSI 
1308 for Methergine and coronary artery disorders.  The sponsor submitted SLR 078 for MEV 
proposing the addition of new Warnings concerning coronary artery disease and a new 
Postmarketing Experience section containing postmarketing adverse events of cardiac and 
nervous system disorders.  In this submission, the sponsor includes a clinical overview document 
(see Appendices) explaining that the proposed labeling changes are based on case reports 
captured in the Novartis safety database and published literature.1  This memorandum evaluates 
the proposed labeling regarding cardiac or nervous systems adverse events with MEV use, as 
requested by the Division of Reproductive and Urologic Products (DRUP).  This evaluation will 
comment on whether the evidence provided by the sponsor’s clinical overview document 
supports the proposed labeling changes (see Section 1.3). 

1.2 REGULATORY HISTORY 

Methergine (methylergonovine maleate, MEV) 0.2 mg tablets and 0.2 mg injection were 
approved by the FDA on November 19, 1946.  Methergine is indicated for the following: 
 
For routine management after delivery of the placenta; postpartum atony and hemorrhage; 
subinvolution. Under full obstetric supervision, it may be given in the second stage of labor 
following delivery of the anterior shoulder.

1

Reference ID: 3108966

1 Page(s) of Draft Labeling has been Withheld in Full as b4 (CCI/TS) immediately following this page



 

2 METHODS AND MATERIALS 

2.1 AERS SEARCH STRATEGY 

The Adverse Event Reporting System (AERS) database was searched with the strategy described 
in Table 1 in an attempt to validate the sponsor’s methodology from their submission.  
 

Table 1.  AERS Search Strategy* 
Date of search March 1, 2012 
Time period of search November 19,1946^ - August 31, 2011 
Product Terms Methergine (methylergonovine) 
MedDRA Search Terms HLGT Cardiac Arrythmias 

SMQ Ischaemic Heart Disease (narrow)  
SMQ Cerebrovascular Disorders (narrow) 
PT Paraesthesia 

 *  See Appendix A for description of the AERS database.     
 ^  US Approval date 

3 RESULTS 

Table 2 contains a comparison of the number of reports from the AERS and Novartis safety 
databases.  All searches have a data lock point of August 31, 2011.   
 

 Table 2.  Crude count results from the AERS and Novartis Searches for 
methylergonovine (data lock point August 31, 2011)†  
 Number of Reports 
MedDRA Search Terms   Novartis safety 

database 
AERS database 

HLGT Cardiac Arrythmias 96 69 
SMQ Ischaemic Heart Disease  49 (narrow) 39 (broad)* 
SMQ Cerebrovascular Disorders 29 39 (broad) 
PT Paraesthesia 34 (narrow) 17 

† Cut-off date used by sponsor for their summary.  
* Database Methodology:  due to differences in database SMQ capabilities, the reviewer could 
only use a Broad designation for this SMQ. 
Legend:  MedDRA=Medical Dictionary for Regulatory Activities, SMQ=Standardized MedDRA 
Query, HLGT=High Level Group Term, PT=Preferred Term. 

4 DISCUSSION 

The reviewer finds the sponsor’s assessment and proposed labeling changes for cardiac and 
nervous system disorders represent serious or clinically significant adverse events that may be 
expected to occur based on MEV’s potent vasoconstrictive properties.  The reviewer believes 
providing a warning for those patients at risk for developing coronary artery adverse events 
seems reasonable given the postmarketing data and pharmacological properties of MEV.  
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DPV did not complete a comprehensive pharmacovigilance review of cardiac and nervous 
system disorders with MEV because the sponsor’s clinical overview contains sufficient 
information to complete an adequate evaluation of the proposed labeling changes.  Taking into 
consideration any potential differences in methodology, the number of AERS reports for MEV is 
relatively consistent with the number of reports reviewed in the sponsor’s clinical overview.  A 
cursory review of AERS identified reports of myocardial infarction, ventricular fibrillation, 
angina pectoris, atrioventricular block, cerebrovascular accident, and paraesthesia.     
Postmarketing data from the sponsor shows case reports of women who experienced acute 
myocardial ischemia/infarction after receiving MEV, including 4 fatalities with intravenous 
use.1,2,3  Although a majority of the case reports of myocardial ischemia/infarction with MEV use 
contain additional confounding factors such as cardiac risk factors (pregnancy, hypertension, 
smoking), a causal association cannot be ruled out.  The above findings are further supported by 
the current labeled adverse drug reactions which include acute myocardial infarction, transient 
chest pains, arterial spasm (coronary and peripheral), bradycardia, and tachycardia.4  
Moreover, the literature states that MEV has been used diagnostically to provoke coronary 
vasospasm.3   
In deciding which adverse reactions are significant enough to warrant inclusion in the Warnings 
and Precautions section, the FDA guidance states there needs to be reasonable evidence of a 
causal association between the drug and the adverse reaction.5   Overall, based on the FDA 
guidance and the sponsor’s data, the reviewer supports the addition of cardiac and nervous 
system disorders to the Warnings and postmarketing sections of the MEV labeling. 

5 CONCLUSION 

We conclude the information provided in the sponsor’s clinical overview document supports the 
proposed labeling changes related to cardiac and nervous system disorders for MEV . 

6 RECOMMENDATIONS 

We support adding new Warnings concerning coronary artery disease.  We also support the new 
Postmarketing Experience section containing adverse events of cardiac and nervous system 
disorders.  
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8 APPENDICES 

8.1 APPENDIX A.  ADVERSE EVENT REPORTING SYSTEM (AERS) 

 
Adverse Event Reporting System (AERS) 
 
The Adverse Event Reporting System (AERS) is a computerized information database designed 
to support the FDA's post-marketing safety surveillance program for drug and therapeutic 
biologic products.  The FDA uses AERS to monitor adverse events and medication errors that 
might occur with these marketed products.  The structure of AERS complies with the 
international safety reporting guidance (ICH E2B) issued by the International Conference on 
Harmonisation.  Adverse events in AERS are coded to terms in the Medical Dictionary for 
Regulatory Activities terminology (MedDRA).   
 
AERS data do have limitations.  First, there is no certainty that the reported event was actually 
due to the product.  FDA does not require that a causal relationship between a product and event 
be proven, and reports do not always contain enough detail to properly evaluate an event.  
Further, FDA does not receive all adverse event reports that occur with a product.  Many factors 
can influence whether or not an event will be reported, such as the time a product has been 
marketed and publicity about an event.  Therefore, AERS cannot be used to calculate the 
incidence of an adverse event in the U.S. population. 
 

8.2 SPONSOR’S DATA 

The sponsor’s clinical overview document for MEV is attached below. 
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CENTER FOR DRUG EVALUATION AND 
RESEARCH 

 
 
 
 
 

APPLICATION NUMBER: 

NDA 06035/S-078  
 
 
 

ADMINISTRATIVE and CORRESPONDENCE  
DOCUMENTS 

 

 
 



 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 

CONSULTATION 
**Please send immediately following the Filing/Planning meeting** 

 
TO:  
 
CDER-DDMAC-RPM  
 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)   
Meredith Alpert/Acting Safety Project Manager, ODE 
III/Division of Reproductive and Urologic Products, 
x61218   

 
REQUEST DATE 
April 11, 2012 

 

 
IND NO. 

 

 
NDA/BLA NO. 

NDA 6035 

TSI 1309 

 
TYPE OF DOCUMENTS DHCP Letter 
(PLEASE CHECK OFF BELOW) 
 
 

 
NAME OF DRUG 
Methergine 

 

 
PRIORITY CONSIDERATION 

Priority 

 
CLASSIFICATION OF DRUG 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 

 
NAME OF FIRM: Novartis 

 
 

PDUFA Date: April 26, 2012 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

PACKAGE INSERT (PI)  

 PATIENT PACKAGE INSERT (PPI) 

 CARTON/CONTAINER LABELING 

 MEDICATION GUIDE 

 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

  ORIGINAL NDA/BLA 
 IND 
 EFFICACY SUPPLEMENT 
SAFETY SUPPLEMENT 
LABELING SUPPLEMENT 
 PLR CONVERSION 

 

 
REASON FOR LABELING CONSULT 

  INITIAL PROPOSED LABELING 
LABELING REVISION 

 

 

EDR link to submission:   
\\cdsesub1\EVSPROD\NDA006035\\0016\m1 

Please Note:  There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
 
Please review the proposed DHCP letter for Methergine, NDA 6035. The PDUFA date for this labeling supplement is April 26, 2012, so 
we are requesting a turnaround time of one week. 

 

SIGNATURE OF REQUESTER Meredith Alpert, Acting Safety RPM 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 06035 NOTIFICATION OF  
 TRACKED SAFETY ISSUE 
 
Novartis Pharmaceuticals, Corp. 
Attention: Susan Kummerer, M.S. 
Director, Drug Regulatory Affairs 
One Health Plaza 
East Hanover, NJ  07936-1080 
 
Dear Ms. Kummerer: 
 
FDA staff in the Center for Drug Evaluation and Research (CDER) and Center for Biologics 
Evaluation and Research (CBER) regularly conducts routine safety monitoring.  When a 
potential signal of a serious risk of an FDA-approved drug or biologic product is identified 
(from various sources, such as our Adverse Event Reporting System (AERS) database, the 
literature, or regulatory submission), a Tracked Safety Issue is created in CDER's Document 
Archiving, Reporting, and Regulatory Tracking System (DARRTS) to provide a comprehensive 
regulatory history of the potential safety issue. 
 
We created a new DARRTS Tracked Safety Issue (TSI) on February 3, 2012 for your product, 
Methergine® Tablets and Injection¸ regarding reports of Medication Errors by practitioners 
administering Methergine to their patients. 
 
As you may know, Title IX, Section 921 of the Food and Drug Administration Amendments Act 
2007 (FDAAA) (121 Stat. 962) amends the Federal Food, Drug and Cosmetic Act (FDCA) to 
add a new subsection (k)(5) to section 505 (21 U.S.C. 355).  This section in FDAAA, among 
other things, directs FDA to "post a quarterly report on the Adverse Event Reporting System 
Web site of any new safety information or potential signal of a serious risk identified by the 
Adverse Event Reporting System within the last quarter."   
 
Currently, to comply with Section 921 of FDAAA, the Agency reviews all DARRTS TSIs that 
have been created each quarter, and those TSIs that are based wholly or in part on AERS data are 
posted in the corresponding quarter on the AERS web site.  Therefore, if your safety issue is 
based wholly or in part on AERS data, it will be included the first quarter posting for 2012. 
  
Additional information on Section 921 and the quarterly reports are available at 
http://www.fda.gov/Cder/aers/potential_signals/default.htm. 
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If you have any questions, call me at 301-796-1218. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Meredith Alpert, M.S. 
Acting Safety Regulatory Project Manager 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

NDA 06035 NOTIFICATION OF  
 TRACKED SAFETY ISSUE 
 
Novartis Pharmaceuticals, Corp. 
Attention: Susan Kummerer, M.S. 
Director, Drug Regulatory Affairs 
One Health Plaza 
East Hanover, NJ  07936-1080 
 
Dear Ms. Kummerer: 
 
FDA staff in the Center for Drug Evaluation and Research (CDER) and Center for Biologics 
Evaluation and Research (CBER) regularly conduct routine safety monitoring.  When a 
potential signal of a serious risk of an FDA-approved drug or biologic product is identified 
(from various sources, such as our Adverse Event Reporting System (AERS) database, the 
literature, or regulatory submission), a Tracked Safety Issue is created in CDER's Document 
Archiving, Reporting, and Regulatory Tracking System (DARRTS) to provide a comprehensive 
regulatory history of the potential safety issue. 
 
We created a new DARRTS Tracked Safety Issue (TSI) on February 3, 2012, for your product, 
Methergine® Tablets and Injection¸ regarding an increased risk of experiencing vasospasm-
related coronary artery events in patients with risk factors of coronary artery disease with 
Methergine use.  
 
As you may know, Title IX, Section 921 of the Food and Drug Administration Amendments Act 
2007 (FDAAA) (121 Stat. 962) amends the Federal Food, Drug and Cosmetic Act (FDCA) to 
add a new subsection (k)(5) to section 505 (21 U.S.C. 355).  This section in FDAAA, among 
other things, directs FDA to "post a quarterly report on the Adverse Event Reporting System 
Web site of any new safety information or potential signal of a serious risk identified by the 
Adverse Event Reporting System within the last quarter."   
 
Currently, to comply with Section 921 of FDAAA, the Agency reviews all DARRTS TSIs that 
have been created each quarter, and those TSIs that are based wholly or in part on AERS data are 
posted in the corresponding quarter on the AERS web site.  Therefore, if your safety issue is 
based wholly or in part on AERS data, it will be included the first quarter posting for 2012. 
  
Additional information on Section 921 and the quarterly reports are available at 
http://www.fda.gov/Cder/aers/potential_signals/default.htm. 
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If you have any questions, call me at 301-796-1218. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Meredith Alpert, M.S. 
Acting Safety Regulatory Project Manager 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Mail: OSE (DPV/DMEPA) 

 
FROM: Meredith Alpert, M.S. 

Acting SRPM, Division of Reproductive and Urologic 
Products, X 6-1218 

 
DATE 
January 30, 2012 

 
TSIs: 

1308 
1309 
 

 
NDA NO. 

06-035 

 
TYPE OF DOCUMENT 

SLR-078 

 

 
NAME OF DRUG 

Methergine 

 
PRIORITY CONSIDERATION 

 
CLASSIFICATION OF DRUG 

 
DESIRED COMPLETION DATE 

March 9, 2012 
NAME OF FIRM: Novartis 
 

REASON FOR REQUEST 
 

I. GENERAL 
 
  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE/ADDITION 
  MEETING PLANNED BY 

 
  PRE--NDA MEETING 
  END OF PHASE II MEETING 
  RESUBMISSION 
  SAFETY/EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMET  RICS

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

 
  TYPE A OR B NDA REVIEW 
  END OF PHASE II MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG EXPERIENCE 

 
  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
X  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
X  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS/SPECIAL INSTRUCTIONS: 

On October 26, 2011, the sponsor submitted Prior Approval Labeling Supplement 078 to NDA 06035 (Methergine) 
proposing the addition of a new Warnings regarding coronary artery disease and a new Postmarketing Experience 
section containing postmarketing adverse events of nervous system and cardiac disorders.  The Sponsor’s rationale 
for the new safety additions is based on case reports captured in the Sponsor’s pharmacovigilance safety database 
and published literature.     
 
Please search AERS for cases of cardiac or nervous systems serious adverse outcomes with the approved use of 
Methergine and review the evidence submitted by the Sponsor.  Please comment on whether the cases and evidence 
provided support the proposed labeling changes. 
 
Supplement 078 also proposed for a new Warnings and Precautions regarding medication errors with Methergine 
reported in Italy, which resulted in a Direct Healthcare Professional Communication in Italy.  Please conduct an 
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AERS search for cases of medication errors in the U.S. involving the U.S. approved formulations of Methergine 
(tablets/injection), review the submitted information, and comment on the appropriateness of the proposed labeling 
changes concerning medication error.   
 
Submission is available in DARRTS under NDA 06035 Supplement 078 (original submission dated 10/26/11 with 
two amendments submitted on 11/9/11 and 12/6/11).  Attached are the documents containing the sponsor’s 
justification of the proposed labeling changes and the proposed labeling changes via track changes. 
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