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• removed unnecessary or redundant information 

• ensured that the MG is free of promotional language or suggested revisions to 
ensure that it is free of promotional language 

• ensured that the MG meets the criteria as specified in FDA’s Guidance for 
Useful Written Consumer Medication Information (published July 2006) 

• ensured that the MG meets the Regulations as specified in 21 CFR 208.20.  
 
4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 
 
5 RECOMMENDATIONS 

• Please send these comments to the Applicant and copy  and  on the 
correspondence.  

• Our collaborative review of the MG is appended to this memorandum.  Consult 
 and  regarding any additional revisions made to the PI to determine 

if corresponding revisions need to be made to the MG.   

 Please let us know if you have any questions.  
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505(b)(2) ASSESSMENT

Application Information
NDA # 20687 NDA Supplement #: S- 020 Efficacy Supplement Type SE- 2

Proprietary Name:  Mifeprex
Established/Proper Name:  mifepristone
Dosage Form:  tablet
Strengths:  200 mcg
Applicant:  Danco Laboratories, LLC

Date of Receipt:  May 29, 2015

PDUFA Goal Date: March 29, 2016 Action Goal Date (if different):
     

Proposed Indication(s): Mifeprex is a progestin antagonist indicated, in a regimen with misoprostol, for the medical 
termination of intrauterine pregnancy through 70 days gestation. 

GENERAL INFORMATION

1) Is this application for a recombinant or biologically-derived product and/or protein or peptide 
product OR is the applicant relying on a recombinant or biologically-derived product and/or 
protein or peptide product to support approval of the proposed product? 

        If “YES “contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

                                                                                                                   YES       NO

Reference ID: 3909569
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1For 505(b)(2) applications that rely on a listed drug(s), bridging studies are often BA/BE studies comparing the proposed product to the listed drug(s)  Other examples include: comparative 
physicochemical tests and bioassay; preclinical data (which may include bridging toxicology studies); pharmacokinetic/pharmacodynamic (PK/PD) data; and clinical data (which may 
include immunogenicity studies)   A bridge may also be a scientific rationale that there is an adequate basis for reliance upon FDA’s finding of safety and effectiveness of the listed drug(s)  
For 505(b)(2) applications that rely upon literature, the bridge is an explanation of how the literature is scientifically sound  and relevant to the approval of the proposed 505(b)(2) product
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INFORMATION PROVIDED VIA RELIANCE 
(LISTED DRUG OR LITERATURE)

2) List the information essential to the approval of the proposed drug that is provided by reliance 
on our previous finding of safety and efficacy for a listed drug by reliance on published 
literature, or by reliance on a final OTC monograph.  (If not clearly identified by the 
applicant, this information can usually be derived from annotated labeling.)

Source of information* (e.g., 
published literature, name of listed 
drug(s), OTC final drug 
monograph)

Information relied-upon (e.g., specific 
sections of the application or labeling)

Published Literature Indications and Usage
Dosage and Administration
Warnings and Precautions
Adverse Reactions
Clinical Studies

 *each source of information should be listed on separate rows, however individual 
literature articles should not be listed separately

3) The bridge in a 505(b)(2) application is information to demonstrate sufficient similarity 
between the proposed product and the listed drug(s) or to justify reliance on information 
described in published literature for approval of the 505(b)(2) product. Describe in detail how 
the applicant bridged the proposed product to the listed drug(s) and/or published literature1.  
See also Guidance for Industry Providing Clinical Evidence of Effectiveness for Human Drug 
and Biological Products.

The drug product used in the cited literature is the applicant’s approved drug product.

RELIANCE ON PUBLISHED LITERATURE

4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 
to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved as labeled 
without the published literature)?

                                                                                                                   YES       NO
If “NO,” proceed to question #5.

(b) Does any of the published literature necessary to support approval identify a specific (e.g., 
brand name) listed drug product? 

                                                                                                                   YES       NO
If “NO”, proceed to question #5.

If “YES”, list the listed drug(s) identified by name and answer question #4(c).  
NDA 020687  Mifeprex (mifepristone) Tablets
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1For 505(b)(2) applications that rely on a listed drug(s), bridging studies are often BA/BE studies comparing the proposed product to the listed drug(s)  Other examples include: comparative 
physicochemical tests and bioassay; preclinical data (which may include bridging toxicology studies); pharmacokinetic/pharmacodynamic (PK/PD) data; and clinical data (which may 
include immunogenicity studies)   A bridge may also be a scientific rationale that there is an adequate basis for reliance upon FDA’s finding of safety and effectiveness of the listed drug(s)  
For 505(b)(2) applications that rely upon literature, the bridge is an explanation of how the literature is scientifically sound  and relevant to the approval of the proposed 505(b)(2) product
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(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)?
                                                                                                                   YES       NO

The studies described in the literature used the applicant’s approved drug product, 
mifepristone 200 mcg, but the applicant did not conduct the studies and does not own or 
have right of reference to the studies/specific data described in the literature submitted.
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RELIANCE ON LISTED DRUG(S)

Reliance on published literature which identifies a specific approved (listed) drug constitutes 
reliance on that listed drug.  Please answer questions #5-9 accordingly.

5) Regardless of whether the applicant has explicitly cited reliance on listed drug(s), does the 
application rely on the finding of safety and effectiveness for one or more listed drugs 
(approved drugs) to support the approval of the proposed drug product (i.e., the application 
cannot be approved without this reliance)?

If “NO,” proceed to question #10.

6) Name of listed drug(s) relied upon, and the NDA #(s).  Please indicate if the applicant 
explicitly identified the product as being relied upon (see note below): 

Name of Listed Drug NDA # Did applicant 
specify reliance on 
the product? (Y/N)

Applicants should specify reliance on the 356h, in the cover letter, and/or with their patent 
certification/statement.  If you believe there is reliance on a listed product that has not been 

explicitly identified as such by the applicant, please contact the (b)(2) review staff in the 
Immediate Office, Office of New Drugs.

7) If this is a (b)(2) supplement to an original (b)(2) application, does the supplement rely upon 
the same listed drug(s) as the original (b)(2) application?

                                                                                           N/A             YES       NO
If this application is a (b)(2) supplement to an original (b)(1) application or not a supplemental 

application, answer “N/A”.
If “NO”, please contact the (b)(2) review staff in the Immediate Office, Office of New Drugs.

8) Were any of the listed drug(s) relied upon for this application:
a) Approved in a 505(b)(2) application?

                                                                                                                   YES       NO
If “YES”, please list which drug(s).

Name of drug(s) approved in a 505(b)(2) application:      

b) Approved by the DESI process?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).
Name of drug(s) approved via the DESI process:      

c) Described in a final OTC drug monograph?
                                                                                                                   YES       NO

If “YES”, please list which drug(s).

                                                                                                                   YES       NO
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Name of drug(s) described in a final OTC drug monograph:      

d) Discontinued from marketing?
                                                                                                                   YES       NO

If “YES”, please list which drug(s) and answer question d) i. below.  
If “NO”, proceed to question #9.

Name of drug(s) discontinued from marketing:      

i) Were the products discontinued for reasons related to safety or effectiveness?
                                                                                                                   YES       NO

(Information regarding whether a drug has been discontinued from marketing for 
reasons of safety or effectiveness may be available in the Orange Book.  Refer to 
section 1.11 for an explanation, and section 6.1 for the list of discontinued drugs.  If 
a determination of the reason for discontinuation has not been published in the 
Federal Register (and noted in the Orange Book), you will need to research the 
archive file and/or consult with the review team.  Do not rely solely on any 
statements made by the sponsor.)

9) Describe the change from the listed drug(s) relied upon to support this (b)(2) application (for 
example, “This  application provides for a new indication, otitis media” or “This application 
provides for a change in dosage form, from capsule to solution”).
     

The purpose of the following two questions is to determine if there is an approved drug product 
that is equivalent or very similar to the product proposed for approval that should be referenced 
as a listed drug in the pending application.

The assessment of pharmaceutical equivalence for a recombinant or biologically-derived product 
and/or protein or peptide product is complex. If you answered YES to question #1, proceed to 
question #12; if you answered NO to question #1, proceed to question #10 below. 

10) (a) Is there a pharmaceutical equivalent(s) to the product proposed in the 505(b)(2) 
application that is already approved (via an NDA or ANDA)? 

(Pharmaceutical equivalents are drug products in identical dosage forms intended for the 
same route of administration that:  (1) contain identical amounts of the identical active drug 
ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of 
modified release dosage forms that require a reservoir or overage or such forms as prefilled 
syringes where residual volume may vary, that deliver identical amounts of the active drug 
ingredient over the identical dosing period; (2) do not necessarily contain the same inactive 
ingredients; and (3) meet the identical compendial or other applicable standard of identity, 
strength, quality, and purity, including potency and, where applicable, content uniformity, 
disintegration times, and/or dissolution rates. (21 CFR 320.1(c), FDA’s “Approved Drug 
Products with Therapeutic Equivalence Evaluations” (the Orange Book)). 

 
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs.

                                                                                                                   YES       NO

If “NO” to (a) proceed to question #11.
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If “YES” to (a), answer (b) and (c) then proceed to question #12. 
 

(b) Is the pharmaceutical equivalent approved for the same indication for which the 
505(b)(2) application is seeking approval?

                                                                                                                   YES        NO
          

(c)  Is the listed drug(s) referenced by the application a pharmaceutical equivalent?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”
If “YES” to (c) and there are no additional pharmaceutical equivalents listed, proceed to 
question #12.
If “NO” or if there are additional pharmaceutical equivalents that are not referenced by the 
application, list the NDA pharmaceutical equivalent(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved approved generics are 
listed in the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, 
Office of New Drugs.

Pharmaceutical equivalent(s):      

11) (a) Is there a pharmaceutical alternative(s) already approved (via an NDA or ANDA)?

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its 
precursor, but not necessarily in the same amount or dosage form or as the same salt or ester. Each 
such drug product individually meets either the identical or its own respective compendial or other 
applicable standard of identity, strength, quality, and purity, including potency and, where applicable, 
content uniformity, disintegration times and/or dissolution rates.  (21 CFR 320.1(d))  Different dosage 
forms and strengths within a product line by a single manufacturer are thus pharmaceutical 
alternatives, as are extended-release products when compared with immediate- or standard-release 
formulations of the same active ingredient.)    

Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
alternative must also be a combination of the same drugs.

                                                                                                                YES       NO
If “NO”, proceed to question #12.  

(b)  Is the pharmaceutical alternative approved for the same indication for which the 
505(b)(2) application is seeking approval?
                                                                                                                         YES        NO

(c)  Is the approved pharmaceutical alternative(s) referenced as the listed drug(s)?
                                                                                           N/A             YES       NO

If this application relies only on non product-specific published literature, answer “N/A”             
If “YES” and there are no additional pharmaceutical alternatives listed, proceed to question 
#12.
If “NO” or if there are additional pharmaceutical alternatives that are not referenced by the 
application, list the NDA pharmaceutical alternative(s); you do not have to individually list all 
of the products approved as ANDAs, but please note below if approved generics are listed in 
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the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs.

Pharmaceutical alternative(s):      

PATENT CERTIFICATION/STATEMENTS

12) List the patent numbers of all unexpired patents listed in the Orange Book for the listed 
drug(s) for which our finding of safety and effectiveness is relied upon to support approval of 
the (b)(2) product.

Listed drug/Patent number(s):       

                                           No patents listed  proceed to question #14  

13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 
patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product?

                                                                                                                     YES      NO
If “NO”, list which patents (and which listed drugs) were not addressed by the applicant.

Listed drug/Patent number(s):       

14) Which of the following patent certifications does the application contain?  (Check all that 
apply and identify the patents to which each type of certification was made, as appropriate.)

No patent certifications are required (e.g., because application is based solely on 
published literature that does not cite a specific innovator product)

21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 
FDA. (Paragraph I certification)

21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. (Paragraph II certification)

Patent number(s):       

21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. (Paragraph 
III certification)

Patent number(s):       Expiry date(s):      

21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be 
infringed by the manufacture, use, or sale of the drug product for which the 
application is submitted. (Paragraph IV certification). If Paragraph IV certification 
was submitted, proceed to question #15.  

21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the 
NDA holder/patent owner (must also submit certification under 21 CFR 
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314.50(i)(1)(i)(A)(4) above). If the applicant has a licensing agreement with the 
NDA holder/patent owner, proceed to question #15.

21 CFR 314.50(i)(1)(ii):  No relevant patents.
  

21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 
and the labeling for the drug product for which the applicant is seeking approval 
does not include any indications that are covered by the use patent as described in 
the corresponding use code in the Orange Book.  Applicant must provide a 
statement that the method of use patent does not claim any of the proposed 
indications. (Section viii statement)

Patent number(s):       
Method(s) of Use/Code(s):

15) Complete the following checklist ONLY for applications containing Paragraph IV 
certification and/or applications in which the applicant and patent holder have a licensing 
agreement:

(a) Patent number(s):       
(b) Did the applicant submit a signed certification stating that the NDA holder and patent 

owner(s) were notified that this b(2) application was filed [21 CFR 314.52(b)]?
                                                                                       YES       NO

If “NO”, please contact the applicant and request the signed certification.

(c) Did the applicant submit documentation showing that the NDA holder and patent 
owner(s) received the notification [21 CFR 314.52(e)]? This is generally provided in the 
form of a registered mail receipt. 

                                                                                       YES       NO
If “NO”, please contact the applicant and request the documentation.

(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 
and patent owner(s) received notification):

Date(s):      

Note, the date(s) entered should be the date the notification occurred (i.e., delivery 
date(s)), not the date of the submission in which proof of notification was provided

(e) Has the applicant been sued for patent infringement within 45-days of receipt of the 
notification listed above? 

Note that you may need to call the applicant (after 45 days of receipt of the notification) 
to verify this information UNLESS the applicant provided a written statement from the 
notified patent owner(s) that it consents to an immediate effective date of approval.

YES NO Patent owner(s) consent(s) to an immediate effective date of 
approval
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LABEL AND LABELING REVIEW
 (  

Center for Drug Evaluation and Research (CDER)

*** This document contains proprietary information that cannot be released to the public***

Date of This Review: January 29, 2016

Requesting Office or Division:  
(

Application Type and Number: NDA 20687/S-020

Product Name and Strength: Mifeprex (mifepristone) Tablets 200 mg

Product Type: Single Ingredient

Rx or OTC: Rx

Applicant/Sponsor Name: Danco Laboratories, LLC

Submission Date: May 28, 2015

 #: 2015-1720 
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1 REASON FOR REVIEW
This review responds to a request from the  

 to evaluate the proposed changes in dosage for the Mifeprex Prescribing 
Information (PI), submitted to efficacy supplement NDA 20687/S-020, for vulnerabilities that 
may contribute to medication errors.

In addition to being a PLR conversion, this efficacy supplement, S-020, proposes changes to the 
dosage and administration instructions for this product.  The approved dosage is three 200 mg 
tablets (600 mg) of Mifeprex  in a single oral dose on Day 1, followed by the patient returning to 
the health care provider two days after ingesting Mifeprex to take two 200 mcg (400 mcg) of 
misoprostol orally for medical termination of intrauterine pregnancy through days gestation.  
Danco Laboratories, LLC is now proposing  

  

is for pregnancies through days gestation: 200 mg Mifeprex on Day 1, 
followed on Day 2 or Day 3 by 800 mcg buccal misoprostol (minimum 24-hour interval 
between Mifeprex and misoprostol).  

Additionally, the dosage and administration section of the prescribing information will no 
longer require that mifepristone be administered under the supervision of a licensed health 
care provider and will allow prescribers to dispense mifepristone to patients to self-administer 
outside of a supervised setting.

The currently marketed packaging configuration for Mifeprex is a blister pack containing three 
200 mg tablets.  The Applicant also submitted a manufacturing supplement, S-021, for a new 
single tablet blister pack configuration to support the proposed change in dosage.  Danco has 
indicated that the single tablet blister pack will  

   is reviewing the manufacturing supplement under 
separate cover (see  # 2015-2527).

2 MATERIALS REVIEWED 
We considered the materials listed in Table 1 for this review.  The Appendices provide the 
methods and results for each material reviewed.  

Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Product Information/Prescribing Information A
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Table 1.  Materials Considered for this Label and Labeling Review

Material Reviewed Appendix Section (for Methods 
and Results)

Previous  Reviews B 

Human Factors Study C (N/A)

ISMP Newsletters D

FDA Adverse Event Reporting System (FAERS)* E

Other F (N/A)

Labels and Labeling G

N/A=not applicable for this review
*We do not typically search FAERS for label and labeling reviews unless we are aware of 
medication errors through our routine postmarket safety surveillance

3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED
Our review of the proposed revisions to the prescribing information (PI) noted that Mifeprex 
and the subsequent dose of misoprostol  will no longer require administration under the 
supervision of a licensed health care provider.  The labeling changes will allow prescribers to 
dispense mifepristone directly to patients to self-administer outside of a supervised setting.  
Patients will also be allowed to self-administer their subsequent dose of misoprostol outside of 
a supervised setting. In addition, Danco proposes a new dosing regimen of one 200 mg 
Mifeprex tablet administered on day one followed on day 2 or day 3 by 800 mcg misoprostol 
administered buccally. The labeling will also include a medication guide which will be dispensed 
to each patient and there will be a REMS in place which will include a requirement for patient 
counseling.   finds the content changes to the Dosage and Administration section 
acceptable and is working with the Division on the presentation of the  

 in the Dosage and Administration section.  

We also note that the newly proposed dosage regimen  
 is not supported by the currently marketed blister pack, which contains three 200 mg 

tablets of Mifeprex.  We are concerned that the use of the approved three tablet packaging 
configuration for patients prescribed  may lead to medication errors.  The currently 
marketed blister pack is not perforated to allow for easy removal of a single tablet for 
dispensing. Additionally, the currently marketed blister pack does not adequately label each 
individual tablet with identifying information to ensure safe use of the product.  Dispensing a 
single tablet from the three tablet blister pack would not allow individual tablets to be labeled 
with the product name, strength, lot number or expiration date.  If a provider did attempt to 
dispense a single tablet from the currently marketed blister pack, this may result in confusion of 
Mifeprex with other medications due to the lack of identifying information.  

Additionally, prescribers may dispense the entire blister pack, which contains three 200 mg 
Mifeprex tablets, to patients who are only supposed to take one tablet.  This introduces the risk  
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for patients to take all three 200 mg Mifeprex tablets at once (overdose).  We recognize that if 
a patient did take all three tablets at once, it would be consistent with current practice, which 
allows for 600 mg of Mifeprex on day 1 through through  days gestation.  However, if this is 
followed by 800 mcg buccal misoprostol on day 3 instead of the currently approved 400 mcg 
oral misoprostol, it is unclear what the negative clinical consequences will be for the patient. 
We also cannot exclude the possibility that patients may reserve the extra two tablets for self-
treatment or treatment of others at a later date.  While such a practice would constitute 
intentional misuse of the product, this is a current public health concern that should be 
considered.

The Applicant submitted supplement 021, which proposes a new single tablet, 200 mg 
Mifeprex, blister pack.  The newly proposed packaging configuration appears to be a reasonable 
approach for addressing the safety concerns we have outlined above.  Coordinated timing for 
approval of both supplements 020 and 021 simultaneously or ensuring that an approval action 
is taken on supplement 021 prior to supplement 020 will help to  ensure that an appropriate 
packaging configuration is available to support the safe use of the product for the dosage 
regimen proposed in supplement 020.  We consider this especially important given that 
mifepristone no longer has to be administered under the supervision of a licensed health care 
provider and will be dispensed to patients to self-administer outside of a supervised setting.

4 CONCLUSIONS AND RECOMMENDATIONS FOR THE DIVISION

 finds the proposed labeling changes in the prescribing information acceptable and is 
working with the Division during labeling meetings to discuss the presentation of the dosing 
option statements in the Dosage and Administration section.  However, in the course of our 
review we determined the currently approved three tablet blister packaging configuration will 
not support the safe use of the product for the dosage regimen proposed in supplement 020.  
We recommend the Division coordinates the timing for approval of both supplements 020 and 
021 to ensure that an appropriate packaging configuration is available to support the safe use 
of the product for the dosage regimen proposed in supplement 020.  If supplement 021 cannot 
be approved prior to or at the same time as approval for supplement 020 and the Division 
determines that the public health benefits for approval of the new dosage regimen outweigh 
the safety concerns we have identified, then additional labeling mitigations may be needed to 
minimize the risk for medication error.  should be consulted to provide additional 
recommendations in that circumstance.   
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APPENDICES:  METHODS & RESULTS FOR EACH MATERIALS REVIEWED 

APPENDIX A. PRODUCT INFORMATION/PRESCRIBING INFORMATION
Table 2 presents relevant product information for Mifeprex that Danco Laboratories LLC 
submitted on May 28, 2015. 

Table 2. Relevant Product Information for Mifeprex

Initial Approval Date September 28, 2000

Active Ingredient mifepristone

Indication Medical termination of intrauterine pregnancy through  
days gestation.

Route of Administration Oral

Dosage Form Tablets

Strength 200 mg

Dose and Frequency 200 mg 

How Supplied/ Container 
Closure

Blister pack 

Storage 25°C (77°F); excursions permitted to 15° to 30°C (59° to 
86°F)

Reference ID: 3879956
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APPENDIX B. PREVIOUS  REVIEWS
B.1 Methods
On October 15, 2015, we searched the L:drive and AIMS using the terms, Mifeprex and 
mifepristone to identify reviews previously performed by   

B.2 Results
Our search did not identify any previous reviews.
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APPENDIX C. HUMAN FACTORS STUDY
N/A

APPENDIX D. ISMP NEWSLETTERS
D.1 Methods
On October 15, 2015, we searched the Institute for Safe Medication Practices (ISMP) 
newsletters using the criteria below, and then individually reviewed each newsletter.  We 
limited our analysis to newsletters that described medication errors or actions possibly 
associated with the label and labeling.  

ISMP Newsletters Search Strategy

ISMP Newletter(s) Acute Care, Community and Nursing

Search Strategy and 
Terms

 Match Exact Word or Phrase: Mifeprex
 

D.2 Results

One pertinent article was found in the July 24, 2002 edition of Medication Safety Alert which 
described a case involving a 59 year old male with a meningioma, who received a prescription 
for an off label use for mifepristone 200 mg po daily.  The prescription was written by a 
provider who was unaware of the requirement to sign and return a prescriber’s agreement.  
The prescription was filled incorrectly in a community pharmacy with misoprostol 200 mcg 
tablets.
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APPENDIX E. FDA ADVERSE EVENT REPORTING SYSTEM (FAERS)
E.1 Methods
We searched the FDA Adverse Event Reporting System (FAERS) on August 11, 2015 using the 
criteria in Table 3, and then individually reviewed each case.   We limited our analysis to cases 
that described errors possibly associated with the label and labeling.  We used the NCC MERP 
Taxonomy of Medication Errors to code the type and factors contributing to the errors when 
sufficient information was provided by the reporter.1

Table 3:  FAERS Search Strategy

Date of Search August 11, 2015 

Product Mifeprex

Event (MedDRA Terms)  Official FBIS Search Terms Event List: 
Contraindicated Drug Administered (PT)
Drug Administered to Patient of Inappropriate Age (PT)
Inadequate Aseptic Technique in Use of Product (PT)
Medication Errors (HLGT)
Overdose (PT)
Prescribed Overdose (PT)
Prescribed Underdose (PT)
Product Adhesion Issue (PT)
Product Compounding Quality Issue (PT)
Product Formulation Issue (PT)
Product Label Issues (HLT)
Product Packaging Issues (HLT)
Product Use Issue (PT)
Underdose (PT)

E.2 Results
Our search identified three cases, none of which, described errors relevant for this review.   

1 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.
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E.3 List of FAERS Case Numbers
N/A

E.4 Description of FAERS 
The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA.  The database is designed to 
support the FDA's postmarket safety surveillance program for drug and therapeutic biologic 
products. The informatic structure of the FAERS database adheres to the international safety 
reporting guidance issued by the International Conference on Harmonisation.  FDA’s Office of 
Surveillance and Epidemiology codes adverse events and medication errors to terms in the 
Medical Dictionary for Regulatory Activities (MedDRA) terminology.  Product names are coded 
using the FAERS Product Dictionary. More information about FAERS can be found at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Surveillance/AdverseD
rugEffects/default.htm.
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APPENDIX F.  Other Sources
N/A

APPENDIX G. LABELS AND LABELING 
G.1 List of Labels and Labeling Reviewed
Using the principles of human factors and Failure Mode and Effects Analysis,2 along with 
postmarket medication error data, we reviewed the following Mifeprex labeling submitted by 
Danco Laboratories on July 16 2015.

 Package insert (no image)

 Medication Guide (no image)

2 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004. 
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REGULATORY PROJECT MANAGER 
PHYSICIAN LABELING RULE (PLR) FORMAT REVIEW 

OF THE PRESCRIBING INFORMATION

Complete for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion Labeling Supplements

Application: NDA 020687/S- 020

Application Type: Efficacy Supplement 

Drug Name(s)/Dosage Form(s): Mifeprex (mifepristone) Tablets

Applicant: Danco Laboratories, LLC

Receipt Date:  May 29, 2015

Goal Date:  March 29, 2016

1. Regulatory History and Applicant’s Main Proposals
Mifeprex is currently approved and indicated for the medical termination of intrauterine pregnancy 
through 49 days’ gestation.  Danco Laboratories, LLC, submitted an efficacy supplement proposing 
modifications to their approved application.  The revisions to the dosing regimen and extended 
gestational age are consistent with current clinical practice in the US and elsewhere.  The goal date for 
the supplement is March 29, 2016.

2. Review of the Prescribing Information
This review is based on the applicant’s submitted Word format of the prescribing information (PI).  
The applicant’s proposed PI was reviewed in accordance with the labeling format requirements listed 
in the “Selected Requirements of Prescribing Information (SRPI)” checklist (see Section 4 of this 
review).   

3. Conclusions/Recommendations

A SRPI format deficiency was identified in the review of this PI.  See Section 4 of this review.  
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4. Selected Requirements of Prescribing Information

The Selected Requirement of Prescribing Information (SRPI) is a 41-item, drop-down checklist of 
important format elements of the prescribing information (PI) based on labeling regulations (21 CFR 
201.56 and 201.57) and guidances.

Highlights
See Appendix for a sample tool illustrating Highlights format. 

HIGHLIGHTS GENERAL FORMAT 

1. Highlights (HL) must be in a minimum of 8-point font and should be in two-column format, with 
½ inch margins on all sides and between columns. 
Comment:      

2. The length of HL must be one-half page or less unless a waiver has been granted in a previous 
submission.  The HL Boxed Warning does not count against the one-half page requirement. 
Instructions to complete this item:  If the length of the HL is one-half page or less, select “YES” 
in the drop-down menu because this item meets the requirement.  However, if HL is longer than 
one-half page, select “NO” unless a waiver has been granted.
Comment:       

3. A horizontal line must separate:
 HL from the Table of Contents (TOC), and
 TOC from the Full Prescribing Information (FPI). 

Comment:  Change will be made to the label during labeling negotiations.
4. All headings in HL (from Recent Major Changes to Use in Specific Populations) must be bolded 

and presented in the center of a horizontal line.  (Each horizontal line should extend over the 
entire width of the column.)  The HL headings (from Recent Major Changes to Use in Specific 
Populations) should be in UPPER CASE letters.  See Appendix for HL format.
Comment:       

5. White space should be present before each major heading in HL.  There must be no white space 
between the HL Heading and HL Limitation Statement.  There must be no white space between 
the product title and Initial U.S. Approval.  See Appendix for HL format. 
Comment:       

6. Each summarized statement or topic in HL must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contain more detailed information. The preferred format 

is the numerical identifier in parenthesis [e.g., (1.1)] at the end of each summarized statement or 
topic.
Comment:       

7.  Headings in HL must be presented in the following order: 
Heading Required/Optional

 Highlights Heading Required

YES

YES

NO

YES

YES

YES

YES
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 Highlights Limitation Statement Required
 Product Title Required 
 Initial U.S. Approval Required
 Boxed Warning Required if a BOXED WARNING is in the FPI
 Recent Major Changes Required for only certain changes to PI* 
 Indications and Usage Required
 Dosage and Administration Required
 Dosage Forms and Strengths Required
 Contraindications Required (if no contraindications must state “None.”)
 Warnings and Precautions Not required by regulation, but should be present
 Adverse Reactions Required
 Drug Interactions Optional
 Use in Specific Populations Optional
 Patient Counseling Information Statement Required 
 Revision Date Required

* RMC only applies to five labeling sections in the FPI:  BOXED WARNING, INDICATIONS AND USAGE, 
DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS AND PRECAUTIONS.

Comment:       

HIGHLIGHTS DETAILS

Highlights Heading
8. At the beginning of HL, the following heading, “HIGHLIGHTS OF PRESCRIBING 

INFORMATION” must be bolded and should appear in all UPPER CASE letters.
Comment:       

Highlights Limitation Statement 
9. The bolded HL Limitation Statement must include the following verbatim statement: “These 

highlights do not include all the information needed to use (insert NAME OF DRUG 
PRODUCT) safely and effectively. See full prescribing information for (insert NAME OF 
DRUG PRODUCT).”  The name of drug product should appear in UPPER CASE letters.
Comment:       

Product Title in Highlights
10. Product title must be bolded.

Comment:       

Initial U.S. Approval in Highlights
11. Initial U.S. Approval must be bolded, and include the verbatim statement “Initial U.S. 

Approval:” followed by the 4-digit year.
Comment:       

Boxed Warning (BW) in Highlights
12. All text in the BW must be bolded.

Comment:       
13. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  Even if there is more than one warning, the term 

YES

YES

YES

YES

YES

YES
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“WARNING” and not “WARNINGS” should be used.  For example: “WARNING: SERIOUS 
INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one warning in the 
BW title, the word “and” in lower case can separate the warnings.  The BW title should be 
centered.
Comment:       

14. The BW must always have the verbatim statement “See full prescribing information for 
complete boxed warning.”  This statement must be placed immediately beneath the BW title, 
and should be centered and appear in italics.
Comment:       

15. The BW must be limited in length to 20 lines. (This includes white space but does not include 
the BW title and the statement “See full prescribing information for complete boxed 
warning.”)  
Comment:       

Recent Major Changes (RMC) in Highlights
16. RMC pertains to only five sections of the FPI:  BOXED WARNING, INDICATIONS AND 

USAGE, DOSAGE AND ADMINISTRATION, CONTRAINDICATIONS, and WARNINGS 
AND PRECAUTIONS.  Labeling sections for RMC must be listed in the same order in HL as 
they appear in the FPI.    
Comment:       

17. The RMC must include the section heading(s) and, if appropriate, subsection heading(s) affected 
by the recent major change, together with each section’s identifying number and date 
(month/year format) on which the change was incorporated in the PI (supplement approval date). 
For example, “Warnings and Precautions, Acute Liver Failure (5.1) --- 8/2015.” 
Comment:       

18. A changed section must be listed under the RMC heading for at least one year after the date of 
the labeling change and must be removed at the first printing subsequent to the one year period. 
(No listing should be one year older than the revision date.)
Comment:       

Dosage Forms and Strengths in Highlights
19. For a product that has more than one dosage form (e.g., capsules, tablets, injection), bulleted 

headings should be used.
Comment:       

Contraindications in Highlights
20. All contraindications listed in the FPI must also be listed in HL.  If there is more than one 

contraindication, each contraindication should be bulleted.  If no contraindications are known, 
must include the word “None.”  
Comment:       

YES

YES

YES

YES

YES

N/A

YES
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Adverse Reactions in Highlights
21. For drug products other than vaccines, the verbatim bolded statement must be present: “To 

report SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) at 
(insert manufacturer’s U.S. phone number which should be a toll-free number) or FDA at 
1-800-FDA-1088 or www.fda.gov/medwatch.” 
Comment:       

Patient Counseling Information Statement in Highlights
22. The Patient Counseling Information statement must include one of the following three bolded 

verbatim statements that is most applicable:
If a product does not have FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION 

If a product has (or will have) FDA-approved patient labeling:
 See 17 for PATIENT COUNSELING INFORMATION and FDA-approved patient labeling 
 See 17 for PATIENT COUNSELING INFORMATION and Medication Guide 
 Comment:       

Revision Date in Highlights
23. The revision date must be at the end of HL, and should be bolded and right justified (e.g., 

“Revised: 8/2015 ”).  
Comment:       

YES

YES

YES

Reference ID: 3854745
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Contents: Table of Contents (TOC)
See Appendix for a sample tool illustrating Table of Contents format.

24. The TOC should be in a two-column format.
Comment:       

25. The following heading must appear at the beginning of the TOC:  “FULL PRESCRIBING 
INFORMATION: CONTENTS.”  This heading should be in all UPPER CASE letters and 
bolded.
Comment:       

26. The same title for the BW that appears in HL and the FPI must also appear at the beginning of 
the TOC in UPPER CASE letters and bolded.
Comment:       

27. In the TOC, all section headings must be bolded and should be in UPPER CASE. 
Comment:       

28. In the TOC, all subsection headings must be indented and not bolded.  The headings should be in 
title case [first letter of all words are capitalized except first letter of prepositions (for, of, to) and  
articles (a, an, the), or conjunctions (or, and)].
Comment:       

29. The section and subsection headings in the TOC must match the section and subsection headings 
in the FPI.
Comment:       

30. If a section or subsection required by regulation [21 CFR 201.56(d)(1)] is omitted from the FPI, 
the numbering in the TOC must not change.  The heading “FULL PRESCRIBING 
INFORMATION: CONTENTS*” must be followed by an asterisk and the following statement 
must appear at the end of the TOC:  “*Sections or subsections omitted from the full prescribing 
information are not listed.”
Comment:       

YES

YES

YES

YES

YES

YES

YES
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Full Prescribing Information (FPI)
FULL PRESCRIBING INFORMATION:  GENERAL FORMAT

31. The bolded section and subsection headings in the FPI must be named and numbered in 
accordance with 21 CFR 201.56(d)(1) as noted below.  (Section and subsection headings should 
be in UPPER CASE and title case, respectively.)  If a section/subsection required by regulation 
is omitted, the numbering must not change. Additional subsection headings (i.e., those not 
named by regulation) must also be bolded and numbered.  

BOXED WARNING
1  INDICATIONS AND USAGE
2  DOSAGE AND ADMINISTRATION
3  DOSAGE FORMS AND STRENGTHS
4  CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
6  ADVERSE REACTIONS
7  DRUG INTERACTIONS
8  USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
8.2 Lactation (if not required to be in Pregnancy and Lactation Labeling Rule (PLLR) format, use 

“Labor and Delivery”)
8.3 Females and Males of Reproductive Potential (if not required to be in PLLR format, use 

“Nursing Mothers”)
8.4 Pediatric Use
8.5 Geriatric Use

9  DRUG ABUSE AND DEPENDENCE
9.1 Controlled Substance
9.2 Abuse
9.3 Dependence

10  OVERDOSAGE
11  DESCRIPTION
12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
12.4 Microbiology (by guidance)
12.5 Pharmacogenomics (by guidance)

13  NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
13.2 Animal Toxicology and/or Pharmacology

14  CLINICAL STUDIES
15  REFERENCES
16  HOW SUPPLIED/STORAGE AND HANDLING
17  PATIENT COUNSELING INFORMATION

Comment:       
32. The preferred presentation for cross-references in the FPI is the section (not subsection) 

heading followed by the numerical identifier.  The entire cross-reference should be in italics and 
enclosed within brackets.  For example, “[see Warnings and Precautions (5.2)].”  
Comment:       

YES

YES
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33. For each RMC listed in HL, the corresponding new or modified text in the FPI must be marked 
with a vertical line on the left edge.
Comment:       

FULL PRESCRIBING INFORMATION DETAILS

FPI Heading
34. The following heading “FULL PRESCRIBING INFORMATION” must be bolded, must 

appear at the beginning of the FPI, and should be in UPPER CASE.
Comment:       

BOXED WARNING Section in the FPI
35. All text in the BW should be bolded.

Comment:       
36. The BW must have a title in UPPER CASE, following the word “WARNING” and other words 

to identify the subject of the warning.  (Even if there is more than one warning, the term, 
“WARNING” and not “WARNINGS” should be used.)  For example: “WARNING: 
SERIOUS INFECTIONS and ACUTE HEPATIC FAILURE”.  If there is more than one 
warning in the BW title, the word “and” in lower case can separate the warnings.
Comment:       

CONTRAINDICATIONS Section in the FPI
37. If no Contraindications are known, this section must state “None.”

Comment:       
ADVERSE REACTIONS Section in the FPI
38. When clinical trials adverse reactions data are included (typically in the “Clinical Trials 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions from clinical trials:

“Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials 
of another drug and may not reflect the rates observed in practice.”

Comment:       
39. When postmarketing adverse reaction data are included (typically in the “Postmarketing 

Experience” subsection), the following verbatim statement (or appropriate modification) should 
precede the presentation of adverse reactions:

“The following adverse reactions have been identified during post-approval use of (insert drug         
name).  Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship to drug 
exposure.”

Comment:       

YES

YES

YES

YES

N/A

YES

YES
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PATIENT COUNSELING INFORMATION Section in the FPI
40. Must reference any FDA-approved patient labeling in Section 17 (PATIENT COUNSELING 

INFORMATION).  The reference statement should appear at the beginning of Section 17 and 
include the type(s) of FDA-approved patient labeling (e.g., Patient Information, Instructions for 
Use, or Medication Guide).  Recommended language for the reference statement should include 
one of the following five verbatim statements that is most applicable:  
 Advise the patient to read the FDA-approved patient labeling (Patient Information). 
 Advise the patient to read the FDA-approved patient labeling (Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Patient Information and 

Instructions for Use). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide). 
 Advise the patient to read the FDA-approved patient labeling (Medication Guide and 

Instructions for Use).
Comment:      

41. FDA-approved patient labeling (e.g., Patient Information, Instructions for Use, or Medication 
Guide) must not be included as a subsection under Section 17 (PATIENT COUNSELING 
INFORMATION).  All FDA-approved patient labeling must appear at the end of the PI upon 
approval.
Comment:      

YES

YES
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Potential contributing risk factors for uterine rupture in both a scarred and unscarred uterus have  
been identified and include the following: grand multiparity, advancing maternal age, 
macrosomia, multiple gestation, dystocia resulting in protracted labor, abnormal placentation, a 
short inter-pregnancy interval, obstetrical procedures (such as breech extraction, uterine 
instrumentation, cephalic version, dilation and curettage (D&C)), abdominal trauma, and a trial 
of labor after previous c-section, among others.  Medical induction or augmentation of labor with 
uterotonic medications is also a risk factor for uterine rupture.  The presence of several risk 
factors likely exacerbates the risk of uterine rupture.1,2,3,4     
 
For the purposes of this review, the following American College of Obstetricians and 
Gynecologists (ACOG) definitions were utilized:5,6 

 

• Advanced maternal age: age > 35 years old 
• 1st trimester: up to and including 13 6/7 weeks of gestation 
• 2nd trimester: 14 0/7 weeks to 27 6/7 weeks of gestation 
• 3rd trimester: 28 0/7 weeks of gestation and above 

1.2 REGULATORY HISTORY 

Mifeprex (mifepristone) is a progestin antagonist approved by the FDA on September 28, 2000, 
indicated for the medical termination of intrauterine pregnancy through 49 days gestation.7  
Mifepristone is used in a regimen with misoprostol for termination of pregnancy.  Mifepristone 
600 mg orally is administered on day 1, followed by misoprostol 400 mcg orally 48 hours later.   
 
Cytotec (misoprostol) is a synthetic prostaglandin E1 analogue approved by the FDA on 
December 27, 1988, that is indicated for reducing the risk of nonsteroidal anti-inflammatory 
drug-induced gastric ulcers in patients at high risk of complications from gastric ulcers, as well 
as patients at high risk of developing gastric ulceration.8  Misoprostol has been used since 1992 
under close medical supervision for various obstetrical off-label indications, such as medical 
termination of pregnancy, cervical ripening, and induction of labor.9,10  In 2002, labeling was 
updated to include the addition of a Labor and Delivery subsection to the PRECAUTIONS 
section of the Cytotec package insert.11 

1.3 PRODUCT LABELING 

The current labeling for mifepristone does not contain any information regarding uterine rupture.  
The applicable sections from the misoprostol8 label are provided below.   
 
 BOXED WARNING: 
 CYTOTEC (MISOPROSTOL) ADMINISTRATION TO WOMEN WHO ARE 
 PREGNANT CAN CAUSE BIRTH DEFECTS, ABORTION, OR PREMATURE 
 BIRTH.  UTERINE RUPTURE HAS BEEN REPORTED WHEN CYTOTEC WAS 
 ADMINISTERED IN PREGNANT WOMEN TO INDUCE LABOR OR TO INDUCE 
 ABORTION BEYOND THE EIGHTH WEEK OF PREGNANCY (see also 
 PRECAUTIONS and LABOR AND DELIVERY).   
 
 PRECAUTIONS: 
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 Labor and delivery: Cytotec can induce or augment uterine contractions.  Vaginal 
administration of Cytotec, outside of its approved indication, has been used as a cervical 
ripening agent, for the induction of labor and for treatment of serious postpartum 
hemorrhage in the presence of uterine atony.  A major adverse effect of the obstetrical 
use of Cytotec is uterine tachysystole which may progress to uterine tetany with marked 
impairment of uteroplacental blood flow, uterine rupture (requiring surgical repair, 
hysterectomy, and/or salpingo-oophorectomy), or amniotic fluid embolism and lead to 
adverse fetal heart changes.  Uterine activity and fetal status should be monitored by 
trained obstetrical personnel in a hospital setting. 

 
 The risk of uterine rupture increases with advancing gestational ages and prior uterine 

surgery, including Cesarean delivery.  Grand multiparity also appears to be a risk factor 
for uterine rupture. 

 
 The use of Cytotec outside of its approved indication may also be associated with 

meconium passage, meconium staining of amniotic fluid, and Cesarean delivery.  
Maternal shock, maternal death, fetal bradycardia, and fetal death have also been reported 
with the use of misoprostol. 

 
 Cytotec should not be used in the third trimester in women with a history of Cesarean 

section or major uterine surgery because of an increased risk of uterine rupture.  Cytotec 
should not be used in cases where uterotonic drugs are generally contraindicated or where 
hyperstimulation of the uterus is considered inappropriate, such as cephalopelvic 
disproportion, grand multiparity, hypertonic or hyperactive uterine patterns, or fetal 
distress where delivery is not imminent, or when surgical intervention is more 
appropriate. 

 
 PATIENT INFORMATION: 
 Cytotec has been reported to cause the uterus to rupture (tear) when given after the eighth 

week of pregnancy.  Rupture (tearing) of the uterus can result in severe bleeding, 
hysterectomy, and/or maternal or fetal death. 

2 METHODS AND MATERIALS 

2.1 CASE DEFINITION 

Cases were included if uterine rupture was reported with the use of mifepristone alone, 
misoprostol alone, or both. 

2.2 FAERS SEARCH STRATEGY 

The FAERS database was searched with the strategy described in Table 1. 
 

Table 1.  FAERS Search Strategy* 
Date of Search October 15, 2015 
Time Period of Search January 1, 1965† - October 15, 2015 
Search Type Quick Query 
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Table 2.  Descriptive characteristics of uterine rupture reported with mifepristone use, misoprostol use, or both, to FAERS received by FDA 
 from January 1, 1965, to October 15, 2015  

(n=80) 
 1st Trimester 

(n=3) 
2nd Trimester 

(n=6) 
3rd Trimester 

(n=39) 
Trimester Not 

Reported 
(n=32) ≤ 10 weeks 

(n=2) 
11 to 13 6/7 weeks 

(n=1) 14 to 27 6/7 weeks ≥ 28 0/7 weeks 

Age (years) Mean: 36 
Median: 36  
Range: 36 
Not reported: 1 

Mean: 39 
Median: 39 
Range: 39 
Not reported: 0 

Mean: 30.8 
Median: 27 
Range: 26 - 39 
Not reported: 0 

Mean: 32.6 
Median: 32.5 
Range: 23 - 41 
Not reported: 5 

Mean: 31.7 
Median: 32 
Range: 22 - 28 
Not reported: 15 

Country United States: 0 
Foreign: 2 

United States: 0 
Foreign: 1 

United States: 0 
Foreign: 6 

United States: 27 
Foreign: 12 

United States: 27 
Foreign: 5 

Report type Expedited: 2 
Direct: 0 
Periodic: 0  

Expedited: 1 
Direct: 0 
Periodic: 0  

Expedited: 6 
Direct: 0 
Periodic: 0  

Expedited: 23 
Direct: 10 
Periodic: 6 

Expedited: 15 
Direct: 10 
Periodic: 7 

Serious 
Outcomes* 
(n=78) 

Death: 0 
Life-threatening: 0  
Hospitalization: 0 
Disability: 0 
Congenital anomaly: 0 
Other serious: 2 

Death: 0 
Life-threatening: 0  
Hospitalization: 1 
Disability: 0 
Congenital anomaly: 0 
Other serious: 1 

Death: 0 
Life-threatening: 2  
Hospitalization: 5 
Disability: 2 
Congenital anomaly: 0 
Other serious: 2 

Death: 6 
Life-threatening: 6  
Hospitalization: 20 
Disability: 4 
Congenital anomaly: 2 
Other serious: 28 

Death: 6 
Life-threatening: 10  
Hospitalization: 17 
Disability: 2 
Congenital anomaly: 0 
Other serious: 16 

Year of 
Receipt by 
FDA 

2000: 1 
2008: 1 

2008: 1 1996: 1 
1997: 1 
1999: 1 
2003: 1 
2007: 1 
2011: 1 

1997: 1 2006: 1  
1998: 4 2008: 1 
1999: 4 2009: 1 
2000: 13 2010: 3 
2001: 1 2011: 1 
2002: 2 2013: 1 
2003: 3 2014: 1 
2004: 2 

1994: 2 2005: 2 
1997: 3 2006: 1 
1999: 1 2007: 1 
2000: 6 2008: 1 
2001: 3 2011: 2 
2002: 2 2012: 2 
2003: 3 
2004: 3 

Medication of 
Interest Used 

Mifepristone: 0 
Misoprostol: 2 
Both: 0 

Mifepristone: 0 
Misoprostol: 0 
Both: 1 

Mifepristone: 0 
Misoprostol: 4 
Both: 2 

Mifepristone: 0 
Misoprostol: 39 
Both: 0 

Mifepristone: 0 
Misoprostol: 32 
Both: 0 
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Table 2.  Descriptive characteristics of uterine rupture reported with mifepristone use, misoprostol use, or both, to FAERS received by FDA 
 from January 1, 1965, to October 15, 2015  

(n=80) 
 1st Trimester 

(n=3) 
2nd Trimester 

(n=6) 
3rd Trimester 

(n=39) 
Trimester Not 

Reported 
(n=32) ≤ 10 weeks 

(n=2) 
11 to 13 6/7 weeks 

(n=1) 14 to 27 6/7 weeks ≥ 28 0/7 weeks 

Route 
Misoprostol 
Administered  

Vaginal: 1 
Not reported: 1 

Oral and vaginal: 1 
 

Oral: 1 
Vaginal: 3 
Oral and vaginal: 1 
Not reported: 1 

Oral: 3 
Vaginal: 32 
Not reported: 4 

Oral: 1 
Vaginal: 15 
Not reported: 16 

Reported 
Indication^ 

Pregnancy termination: 2 Pregnancy termination: 1 Induction of labor: 1 
Pregnancy termination: 5 

Cervical ripening: 11 
Induction of labor: 38 
Not reported: 1 

Cervical ripening: 1 
Induction of labor: 26 
Pregnancy termination: 4 
Not reported: 2 

Weeks of 
Gestation 

5 weeks: 1 
8 2/7 weeks: 1 

12 weeks: 1 16 5/7 weeks: 1 
17 weeks: 1 
18 weeks: 1 
19 weeks: 1 
20 weeks: 2 

30 weeks: 1  
“8 month” old fetus: 1 
35 - 35 6/7 weeks: 2 
36 6/7 weeks: 1 
37 - 37 6/7 weeks: 2 
“37 - 38” weeks: 1 
38 - 38 6/7 weeks: 7 
39 - 39 6/7 weeks: 7 
≥ 40 weeks: 15 
“Term” pregnancy: 1 
“Post-date” pregnancy: 1 

Not applicable 

Additional 
Labor-
Inducing/ 
Supporting 
Medications† 

None Reported None Reported (n=1) 
Gemeprost: 1 
Oxytocin: 1 

(n=15) 
Dinoprostone: 1 
Oxytocin: 14 

(n=7) 
Dinoprostone: 2 
Oxytocin: 6 
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Table 2.  Descriptive characteristics of uterine rupture reported with mifepristone use, misoprostol use, or both, to FAERS received by FDA 
 from January 1, 1965, to October 15, 2015  

(n=80) 
 1st Trimester 

(n=3) 
2nd Trimester 

(n=6) 
3rd Trimester 

(n=39) 
Trimester Not 

Reported 
(n=32) ≤ 10 weeks 

(n=2) 
11 to 13 6/7 weeks 

(n=1) 14 to 27 6/7 weeks ≥ 28 0/7 weeks 

Other 
Reported 
Potential 
Risk Factors 
for Uterine 
Rupture‡ 

(n=1) 
Advanced maternal age: 1 
Previous c-section: 1 
 

(n=1) 
Advanced maternal age: 1 
 

(n=5) 
Additional uterotonics: 1  
Advanced maternal age: 2  
Cervical fibrosis: 1 
Previous c-section(s): 3 
Previous D&C(s): 2 

(n=34) 
Additional uterotonics: 15 
Advanced maternal age: 8 
“Difficult previous birth:” 1 
Dystocia: 2 
Grand multiparity: 2  
Macrosomia: 3  
Placenta accreta: 1 
Previous c-section(s): 11  
Previous D&C(s): 5 
Previous uterine 
perforation: 1  
Short inter-pregnancy 
interval: 1 
Version: 1 

(n=17) 
Additional uterotonics: 7 
Advanced maternal age: 3 
Grand multiparity: 1 
Macrosomia: 2 
Placental abruption: 1  
Previous c-section(s): 8 

Published 
Case Report/ 
Literature 
Reported in 
FAERS 

Yes: 1 
 

Yes: 0 Yes: 3 Yes: 14  Yes: 7 

*  Serious adverse drug experiences per regulatory definition (CFR 314.80) include outcomes of death, life-threatening, hospitalization (initial or prolonged), disability, congenital 
anomaly, and other serious important medical events.  A case may contain more than one serious outcome.   

^  A case may contain more than one indication. 
†  A case may contain more than one additional labor-inducing/supporting medication. 
‡  A case may contain more than one other potential risk factor for uterine rupture. 
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Cases of uterine rupture reported with mifepristone, misoprostol, or both, at less than or equal to 
10 weeks gestation (≤ 70 days) are further summarized below. 
 
FAERS Case # 6535634, Foreign (France), Outcome - Other Serious (2008) 
A pregnant female (age unknown) received an unknown dose and route of misoprostol for the 
termination of pregnancy on an unspecified date.  On an unknown date, the patient felt “unwell” 
and went to the hospital.  An ultrasound was completed which showed that the pregnancy was 
still ongoing and that there was “an important uterine separation.”  The patient was noted to be at 
week 5 of amenorrhea. 
 
Reviewer’s Comments: This case describes “an important uterine separation” that was 
MedDRA coded as a uterine rupture after misoprostol use only for termination of pregnancy in a 
patient that was approximately 5 weeks pregnant.  The lack of information and clinical details 
provided with this case prevents a thorough and complete assessment of this case. 
 
FAERS Case # 3493578, Foreign (United Kingdom), Outcome - Other Serious (2000) 
A 36-year-old (gravida 3, para 2; one delivery via c-section and one vaginal delivery) female was 
admitted to the hospital and received misoprostol 800 mcg vaginally for cervical preparation 
prior to surgical termination of pregnancy.  The patient was noted to be 8 weeks and 2 days 
pregnant.  Approximately 2.5 hours after misoprostol insertion, the patient experienced severe 
lower abdominal pain and vaginal bleeding.  She was then examined while under anesthesia, and 
bleeding was documented as profuse and consistent with rupture of the uterus.  A laparotomy 
was performed when it was found that the uterine scar had ruptured with division of both uterine 
arteries.  The patient received two units of blood and a subtotal hysterectomy was performed.  
Her post-operative recovery was uneventful. 
 
Reviewer’s Comments: This published case report12 describes uterine rupture approximately 2.5 
hours after vaginal misoprostol insertion.  The potential risk factors identified for uterine 
rupture include advanced maternal age and a previous c-section. 

4 DISCUSSION 

The FAERS search retrieved a total of 80 cases of uterine rupture, with 77 citing misoprostol use 
alone, zero cases citing mifepristone use alone, and three cases citing mifepristone and 
misoprostol use in conjunction.  Vaginal administration of misoprostol was documented in 53 of 
the 80 cases, including two cases noting both oral and vaginal misoprostol administration; 22 
cases did not report the route of administration.  The remaining five cases noted only oral 
administration of misoprostol.  Twenty-five of the 80 FAERS cases originated in the published 
medical literature.   
 
In addition to mifepristone and misoprostol exposure,  assessed the FAERS cases for other 
risk factors that could contribute to uterine rupture.  Fifty-eight cases noted at least one 
additional potential risk factor.  The predominant risk factors reported included a history of at 
least one previous c-section (n=23), or the use of additional uterotonic drugs (n=23), such as 
oxytocin and dinoprostone.  Nine of the 23 cases that documented the use of additional 
uterotonic drugs had at least one previous c-section, which would likely further increase the risk 
of uterine rupture independent of the risk associated with the use of additional uterotonic drugs.   

Reference ID: 3847695
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 also evaluated FAERS cases of uterine rupture by trimester.  Thirty-two of the 39 cases of 

uterine rupture identified during the 3rd trimester noted vaginal misoprostol use.  Eleven of the 39 
cases in the 3rd trimester also documented the use of misoprostol for the induction of labor, 
cervical ripening, or both, in women that had at least one previous c-section.  This is an 
important observation because both the current misoprostol labeling and the ACOG Practice 
Bulletin for the Induction of Labor recommend the avoidance of misoprostol in the 3rd trimester 
of pregnancy in women with a prior c-section or history of a major uterine surgery, as these 
women are believed to be at increased risk for uterine rupture.8,13  
 
The majority of the FAERS cases either occurred in the 3rd trimester of pregnancy (39/80; 
48.8%), or did not report gestational age (32/80; 40%).  In the cases where the gestational age 
was not reported, it is likely that most of these cases occurred during the 2nd or 3rd trimester as 26 
of these 32 cases noted induction of labor as the reason for misoprostol use.  Two of the 80 cases 
(2.5%) reported uterine rupture within the first 10 weeks of pregnancy; however, if the cases 
without gestation age are not included as 2nd or 3rd trimester exposures despite the noted 
indication of labor induction, the percentage increases to approximately 4% (2 out of 48 cases 
where the gestation age is provided).  Regardless of the approach, uterine rupture associated with 
the use of mifepristone alone, misoprostol alone, or both, is likely a rare event, especially in the 
1st trimester of pregnancy.   
 
Two cases of uterine rupture were reported within the first 10 weeks of pregnancy.  In both 
cases, misoprostol alone was utilized for termination of pregnancy.  The first case, as described 
in Section 3.1, provided minimal information other than documentation of a 5 week gestation, 
and an ultrasound noting “an important uterine separation” during an unspecified time after 
misoprostol administration.  The dose and route of misoprostol, in addition to any relevant 
information regarding the pregnant female (such as age, gravida, and medical history), was not 
provided.  The remaining case was a published case report12  in which uterine rupture was 
documented as occurring approximately 2.5 hours after 800 mcg of misoprostol was 
administered vaginally for cervical preparation prior to surgical termination of pregnancy.  The 
patient was noted to be 8 weeks and 2 days pregnant, had a history of a prior c-section, and was 
of advanced maternal age. 

5 CONCLUSION 

In conclusion, a review of the FAERS cases did identify cases of uterine rupture with the use of 
misoprostol alone, and with the use of mifepristone in combination with misoprostol.  No cases 
of uterine rupture were reported with mifepristone alone.  While two cases of uterine rupture 
with misoprostol for the termination of pregnancy were reported in the ≤ 10 weeks gestation 
group, the vast majority of the cases documented the occurrence of uterine rupture in the 3rd 
trimester of pregnancy with vaginal misoprostol use alone for the induction of labor.   
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7.1 APPENDIX A.  FDA ADVERSE EVENT REPORTING SYSTEM (FAERS) 

 
FDA Adverse Event Reporting System (FAERS) 
 
The FDA Adverse Event Reporting System (FAERS) is a database that contains information on 
adverse event and medication error reports submitted to FDA.  The database is designed to 
support the FDA's post-marketing safety surveillance program for drug and therapeutic biologic 
products.  The informatic structure of the database adheres to the international safety reporting 
guidance issued by the International Conference on Harmonisation.  Adverse events and 
medication errors are coded to terms in the Medical Dictionary for Regulatory Activities 
(MedDRA) terminology.  The suspect products are coded to valid tradenames or active 
ingredients in the FAERS Product Dictionary (FPD).   
 
FAERS data 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 reports for every adverse event or medication error that occurs 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, FAERS data cannot be used 
to calculate the incidence of an adverse event or medication error in the U.S. population. 
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CLINICAL

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical study site(s) inspections(s) needed?
  

If no, explain: literature review

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CONTROLLED SUBSTANCE STAFF
 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL MICROBIOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter
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CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

New Molecular Entity (NDAs only)

 Is the product an NME? YES
  NO

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

Comments: 

YES
  NO

YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

Comments: 

  Not Applicable

  YES
  NO
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Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review (BLAs only)

Comments:   Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO

 What late submission components, if any, arrived 
after 30 days?

 Was the application otherwise complete upon 
submission, including those applications where there 
were no agreements regarding late submission 
components?

  YES
  NO

 Is a comprehensive and readily located list of all 
clinical sites included or referenced in the 
application?

  YES
  NO

 Is a comprehensive and readily located list of all 
manufacturing facilities included or referenced in the 
application?

  YES
  NO
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