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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 or by reliance on published 
literature.  (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 
referenced product) 

Information provided (e.g., 
pharmacokinetic data, or specific 
sections of labeling) 

Fosamax tablets, 70 mg– referenced 
product (NDA 020560) 

clinical efficacy and nonclinical safety 
data 

  

  

 *each source of information should be listed on separate rows 
 
3) Reliance on information regarding another product (whether a previously approved product 

or from published literature) must be scientifically appropriate.  An applicant needs to 
provide a scientific “bridge” to demonstrate the relationship of the referenced and proposed 
products.  Describe how the applicant bridged the proposed product to the referenced 
product(s).  (Example: BA/BE studies) 

 
Study SCO 5361 explored the BE of an 70 mg effervescent tablet  
vs. a standard oral formulation. Study AE-1212-001-EM used a new formulation of the 
70 mg effervescent tablet  vs. marketed Fosamax (once weekly, 70 mg 
tablet) to establish BE 

 
 

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 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).   
 
 

(c) Are the drug product(s) listed in (b) identified by the applicant as the listed drug(s)? 
                                                                                                                   YES        NO 
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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 referenced the 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/ANDA #(s).  Please indicate if the applicant 

explicitly identified the product as being relied upon (see note below):  
 

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

Fosamax (alendronate sodium) tablets, 70 mg NDA 020560 Y 

   

 
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 monograph? 

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

 
Name of drug(s) described in a 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”). 
 
This application provides for a new dosage form 

 
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 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)).  

  
Note that for proposed combinations of one or more previously approved drugs, a pharmaceutical 
equivalent must also be a combination of the same drugs. 
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                                                                                                                   YES        NO 
 

 If “NO” to (a) proceed to question #11. 
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? 
                                                                                                                         YES         NO 

 
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 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)? 

                                                                                                                   YES        NO 
              

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):  Fosamax, 70 mg tablets/5358941, 5358941*PED, 
5681590, 5681590*PED, 6090410, 6090410*PED 
 

                                           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: 

 
Patent number(s):  5358941, 5681590, 6090410 

(a)  
(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): May 3, 4, and 11, 2011 
 

(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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Selected Requirements for Prescribing Information 
(SRPI) 

 
This document is meant to be used as a checklist in order to identify critical issues during 
labeling development and review. For additional information concerning the content and 
format of the prescribing information, see regulatory requirements (21 CFR 201.56 and 
201.57) and labeling guidances.  When used in reviewing the PI, only identified 
deficiencies should be checked. 

 

Highlights (HL) 

 General comments  

 HL must be in two-column format, with ½ inch margins on all sides and 
between columns, and in a minimum of 8-point font.   

 HL is limited in length to one-half page. If it is longer than one-half page, a 
waiver has been granted or requested by the applicant in this submission. 

 There is no redundancy of information.  

 If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning 
lines do not count against the one-half page requirement.) 

 A horizontal line must separate the HL and Table of Contents (TOC).  

 All headings must be presented in the center of a horizontal line, in UPPER-
CASE letters and bold type.   

 Each summarized statement must reference the section(s) or subsection(s) of the 
Full Prescribing Information (FPI) that contains more detailed information. 

 Section headings are presented in the following order: 

 Highlights Limitation Statement (required statement)  
 Drug names, dosage form, route of administration, and 

controlled substance symbol, if applicable (required 
information)  

 Initial U.S. Approval (required information)  
 Boxed Warning (if applicable) 
 Recent Major Changes (for a supplement) 
 Indications and Usage (required information) 
 Dosage and Administration (required information) 
 Dosage Forms and Strengths (required information) 
 Contraindications (required heading – if no contraindications are 

known, it must state “None”) 
 Warnings and Precautions (required information) 
 Adverse Reactions (required AR contact reporting statement)  
 Drug Interactions (optional heading) 
 Use in Specific Populations (optional heading) 
 Patient Counseling Information Statement (required statement)  
 Revision Date (required information)  
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 Highlights Limitation Statement  

 Must be placed at the beginning of HL, bolded, and read as follows: “These 
highlights do not include all the information needed to use (insert name of 
drug product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).” [HL 
Limitation Statement is not bolded.  Must bold.] 

 Product Title  

 Must be bolded and note the proprietary and established drug names, followed 
by the dosage form, route of administration (ROA), and, if applicable, 
controlled substance symbol.  

 Initial U.S. Approval  

 The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in 
which the FDA initially approved of the new molecular entity (NME), new 
biological product, or new combination of active ingredients, must be placed 
immediately beneath the product title line. If this is an NME, the year must 
correspond to the current approval action. [There is a space between the product 
title and initial U.S. approval; the initial U.S. approval needs to be placed 
immediately beneath the product title.  Delete space between.] 

 Boxed Warning  

 All text in the boxed warning is bolded. 

 Summary of the warning must not exceed a length of 20 lines. 

 Requires a heading in UPPER-CASE, bolded letters containing the word 
“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

 Must have the verbatim statement “See full prescribing information for 
complete boxed warning.” If the boxed warning in HL is identical to boxed 
warning in FPI, this statement is not necessary. 

 Recent Major Changes (RMC)  

 Applies only to supplements and is limited to substantive changes in five 
sections: Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions.  

 The heading and, if appropriate, subheading of each section affected by the 
recent change must be listed with the date (MM/YYYY) of supplement 
approval. For example, “Dosage and Administration, Coronary Stenting (2.2) --- 
2/2010.”   

 For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge. 

 A changed section must be listed for at least one year after the supplement is 
approved and must be removed at the first printing subsequent to one year.    
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 Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    

 Indications and Usage  

 If a product belongs to an established pharmacologic class, the following 
statement is required in HL: [Drug/Biologic Product) is a (name of class) 
indicated for (indication(s)].” Identify the established pharmacologic class for 
the drug at:   

http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm
162549.htm.  

 Contraindications  

 This section must be included in HL and cannot be omitted. If there are no 
contraindications, state “None.” 

 All contraindications listed in the FPI must also be listed in HL. 

 List known hazards and not theoretical possibilities (i.e., hypersensitivity to the 
drug or any inactive ingredient).  If the contraindication is not theoretical, 
describe the type and nature of the adverse reaction.  

 For drugs with a pregnancy Category X, state “Pregnancy” and reference 
Contraindications section (4) in the FPI.  

 Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in 
HL. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided. Note the criteria used to determine their inclusion 
(e.g., incidence rate greater than X%).  

 For drug products other than vaccines, the verbatim bolded statement, “To 
report SUSPECTED ADVERSE REACTIONS, contact (insert name of 
manufacturer) at (insert manufacturer’s phone number) or FDA at 1-800-
FDA-1088 or www.fda.gov/medwatch” must be present. Only include toll-free 
numbers. 

 Patient Counseling Information Statement  

 Must include the verbatim statement: “See 17 for Patient Counseling 
Information” or if the product has FDA-approved patient labeling: “See 17 for 
Patient Counseling Information and (insert either “FDA-approved patient 
labeling” or “Medication Guide”). [Correct statement appears bolded, but also 
“italicized.”  Delete italics.] 

 Revision Date 

 A placeholder for the revision date, presented as “Revised: MM/YYYY or 
Month Year,” must appear at the end of HL.  The revision date is the 
month/year of application or supplement approval.  
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Contents: Table of Contents (TOC) 

 
 The heading FULL PRESCRIBING INFORMATION: CONTENTS must 

appear at the beginning in UPPER CASE and bold type. 

 The section headings and subheadings (including the title of boxed warning) in 
the TOC must match the headings and subheadings in the FPI. [In FPI, Clinical 
Studies section, 14.1 is “Treatment of Osteoporosis in Postmenopausal Women” 
and 14.2 is “Treatment to Increase Bone Mass in Men with Osteoporosis.”  The 
subsection headings in the TOC (14.1 and 14.2) are different and must match 
the subsection headings in the FPI.  Please correct.] 

 All section headings must be in bold type, and subsection headings must be 
indented and not bolded.  

 When a section or subsection is omitted, the numbering does not change. For 
example, under Use in Specific Populations, if the subsection 8.2 (Labor and 
Delivery) is omitted, it must read: 

8.1 Pregnancy 

8.3 Nursing Mothers (not 8.2) 

8.4 Pediatric Use (not 8.3) 

8.5 Geriatric Use (not 8.4) 

 If a section or subsection is omitted from the FPI and TOC, the heading “Full 
Prescribing Information: Contents” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections 
omitted from the Full Prescribing Information are not listed.”  

 

Full Prescribing Information (FPI) 

 General Format 

 A horizontal line must separate the TOC and FPI. 

 The heading – FULL PRESCRIBING INFORMATION – must appear at the 
beginning in UPPER CASE and bold type. 

 The section and subsection headings must be named and numbered in 
accordance with 21 CFR 201.56(d)(1). 

 

 Boxed Warning 

 Must have a heading, in UPPER CASE, bold type, containing the word 
“WARNING” and other words to identify the subject of the warning.  Use bold 
type and lower-case letters for the text. 
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 Must include a brief, concise summary of critical information and cross-
reference to detailed discussion in other sections (e.g., Contraindications, 
Warnings and Precautions). 

 Contraindications 

 For Pregnancy Category X drugs, list pregnancy as a contraindication.  

 

 Adverse Reactions  

 Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included 
in labeling. Other terms, such as “adverse events” or “treatment-emergent 
adverse events,” should be avoided.  

 For the “Clinical Trials Experience” subsection, the following verbatim 
statement or appropriate modification should precede the presentation of 
adverse reactions: 

“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 clinical practice.” 

 For the “Postmarketing Experience” subsection, the listing of post-approval 
adverse reactions must be separate from the listing of adverse reactions 
identified in clinical trials. Include the following verbatim statement or 
appropriate modification:  

“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.” 

 Use in Specific Populations 

 Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be 
omitted.   

 Patient Counseling Information 

 This section is required and cannot be omitted.  

 Must reference any FDA-approved patient labeling, including the type of patient 
labeling. The statement “See FDA-approved patient labeling (insert type of 
patient labeling).” should appear at the beginning of Section 17 for prominence. 
For example: 

 “See FDA-approved patient labeling (Medication Guide)” 
 “See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
 “See FDA-approved patient labeling (Patient Information)" 
 “See FDA-approved patient labeling (Instructions for Use)"       
 “See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
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****Pre-decisional Agency Information**** 

    
 

Memorandum 
 
Date:  February 29, 2012  
  
To:   Meredith Alpert, MS 

Acting Safety Regulatory Project Manager 
Division of Reproductive and Urologic Products (DRUP) 

  
From:  Carrie Newcomer, PharmD, Regulatory Review Officer 
  Division of Direct-to-Consumer Promotion (DDTCP) 
  Office of Prescription Drug Promotion (OPDP) 
 
Subject:  DDTCP labeling comments for BINOSTO (alendronate sodium) 

effervescent tablets for oral solution 
       NDA: 202344  
   
The Division of Direct-to-Consumer Promotion (DDTCP) in OPDP has reviewed 
the proposed Medication Guide for BINOSTO (alendronate sodium) effervescent 
tablets for oral solution (BINOSTO) as requested in the consult dated March 28, 
2011. 
 
Please note that the Division of Medical Policy Programs (DMPP) provided 
comments on the BINOSTO Medication Guide on February 28, 2012 and 
DDTCP’s review is based on this version of the Medication Guide.  Reference is 
also made to the February 28, 2012 e-mail discussion between DMPP and 
Theresa Kehoe in DRUP in which they agreed to  

 from the Medication Guide.   
 
DDTCP has no additional comments on the Medication Guide.  If you have any 
questions, please contact Carrie Newcomer at carrie.newcomer@fda.hhs.gov or 
at 301-796-1233.  We appreciate the opportunity to provide comments on the 
draft Medication Guide. 
 
 
 
 

FOOD AND DRUG ADMINISTRATION 
Center for Drug Evaluation and Research 
Office of Prescription Drug Promotion 
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Department of Health and Human Services 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

Office of Medical Policy Initiatives 
Division of Medical Policy Programs 

 

PATIENT LABELING REVIEW 

 

Date: February 28, 2012 

To: Scott Monroe, M.D., Director 
Division of Reproductive and Urologic Products (DRUP) 
 

Through: LaShawn Griffiths, MSHS-PH, BSN, RN  

Associate Director for Patient Labeling 

Division of Medical Policy Programs (DMPP) 

Melissa Hulett, MSBA, BSN, RN 

Team Leader, Patient Labeling Team 

Division of Medical Policy Programs 

From: Robin Duer, MBA, BSN, RN 

Senior Patient Labeling Reviewer 

Division of Medical Policy Programs 

Subject: DMPP Review of Patient Labeling (Medication Guide) 

Drug Name (established 
name):   BINOSTO (alendronate sodium) 

Dosage Form and Route: Effervescent Tablets 

Application 
Type/Number:  NDA 202344 

Applicant: EffRx, Inc. 

OSE RCM #: 2011-1176 
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1 INTRODUCTION 

This review is written in response to a request by the Division of Reproductive and 
Urologic Products (DRUP) for the Division of Medical Policy Programs (DMPP) to 
review the Applicant’s proposed Medication Guide (MG) for BINOSTO (alendronate 
sodium) Effervescent Tablets. 

The purpose of the Applicant’s December 21, 2010 new drug application (NDA) 
505(b)(2) submission was to seek approval for an effervescent dosage form of 
alendronate sodium for once-weekly treatment of osteoporosis in postmenopausal woman 
and to increase bone mass in men with osteoporosis. The reference listed drug for 
BINOSTO (alendronate sodium) is FOSAMAX (alendronate sodium).  

DMPP conferred with DMEPA on February 10, 2012 and a separate DMEPA review of 
the IFU was completed on February 7, 2012. 

  

2 MATERIAL REVIEWED 

 Draft BINOSTO (alendronate sodium) Effervescent Tablets Medication Guide 
(MG) received on December 21, 2010 and received by DMPP on February 16, 
2012  

 Draft BINOSTO (alendronate sodium) Effervescent Tablets Prescribing 
Information (PI) received December 21, 2010, revised by the Review Division 
throughout the current review cycle and received by DMPP on February 16, 2012 

 Approved FOSAMAX (alendronate sodium) Tablets and Oral Solution 
comparator labeling dated January 25, 2011  

 

3 REVIEW METHODS 

To enhance patient comprehension, materials should be written at a 6th to 8th grade 
reading level, and have a reading ease score of at least 60%. A reading ease score of 
60% corresponds to an 8th grade reading level.  In our review of the MG the target 
reading level is at or below an 8th grade level. 

 
Additionally, in 2008 the American Society of Consultant Pharmacists Foundation 
(ASCP) in collaboration with the American Foundation for the Blind (AFB) 
published Guidelines for Prescription Labeling and Consumer Medication 
Information for People with Vision Loss. The ASCP and AFB recommended using 
fonts such as Verdana, Arial or APHont to make medical information more 
accessible for patients with vision loss.  We have reformatted the MG document 
using the Verdana font, size 11. 

In our review of the MG we have:  

 simplified wording and clarified concepts where possible 

 ensured that the MG is consistent with the prescribing information (PI)  
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 removed unnecessary or redundant information 

 ensured that the MG meets the Regulations as specified in 21 CFR 208.20 

 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 is consistent with the approved comparator labeling where 
applicable.  

 

4 CONCLUSIONS 

The MG is acceptable with our recommended changes. 

 

5 RECOMMENDATIONS 

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

 Our annotated versions of the MG are appended to this memo.  Consult DMPP 
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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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 

 

**PRE-DECISIONAL AGENCY MEMO** 
 

Date: February 23, 2012 
  
To: Meredith Alpert, MS 
 Acting Safety Regulatory Project Manager 
 Division of Reproductive and Urologic Products (DRUP) 
 
From: Jessica Cleck Derenick, PhD 
 Regulatory Review Officer  
 Division of Professional Promotion (DPP) 
 Office of Prescription Drug Promotion (OPDP) 
 
Subject: OPDP Comments on Binosto (alendronate sodium) effervescent tablets 

for oral use, NDA 202344 
 
The Division of Professional Promotion in OPDP has reviewed the proposed product 
labeling (PI) for Binosto (alendronate sodium) effervescent tablets for oral use (Binosto) 
as requested in the consult dated March 28, 2011.   
 
The following comments, using the proposed PI emailed to OPDP by Meredith Alpert on 
February 16, 2012, are provided below.    
 
If you have any questions, please feel free to contact me (contact information:  301-796-
0390; Jessica.Cleck-Derenick@fda.hhs.gov). 
 
Thank you!  OPDP appreciates the opportunity to provide comments on these materials. 
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Department of Health and Human Services 
Public Health Service 

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

Office of Medication Error Prevention and Risk Management 

Label and Labeling Review 

Date: February 7, 2012 

Reviewer(s): Chi-Ming (Alice) Tu, PharmD, Safety Evaluator 
 Division of Medication Error Prevention and Analysis 

Team Leader Todd Bridges, RPh, Team Leader 
 Division of Medication Error Prevention and Analysis 

Division Director Carol Holquist, RPh, Director 
 Division of Medication Error Prevention and Analysis 

Drug Name and Strength: Binosto (Alendronate Sodium) Effervescent Tablets, 70 mg 

Application Type/Number: IND 103130 and NDA 202344 

Applicant: EffRx Pharmaceuticals SA 

OSE RCM #: 2011-1186 

*** This document contains proprietary and confidential information that should not be 
released to the public.*** 
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1 INTRODUCTION 
This review evaluates the Binosto (Alendronate Sodium) Effervescent Tablet container 
labels and carton labeling submitted on January 12, 2012, pouch labeling submitted on 
December 16, 2011, Prescribing Information submitted on October 20, 2011 and 
Medication Guide submitted December 21, 2010 for areas of vulnerability that can lead 
to medication errors in response to a request from the Division of Reproductive and 
Urology Products. 

1.1 REGULATORY HISTORY 
Binosto is a 505(b)(2) application and the reference listed drug (RLD) is Fosamax. 

DMEPA previously reviewed and found the proposed Binosto container label and carton 
labeling submitted on October 10, 2011 inadequate because of the deficiencies in the 

 carton design.  The  carton design required end users to flip the 
carton back and forth to read many instructions just to access the blister.  The end user 
would then have to open the blister in order to obtain the Binosto effervescent tablet.  
Given that Binosto is a bisphosphonate product requiring many administration 
instructions, DMEPA found the carton design to be inadequate because the 
information on the Binosto label and labeling should focus and highlight the critical 
administration instructions to ensure safe use instead of focusing on the instructions for 
accessing the blister.  Additionally, the label and labeling should not distract the end user 
with complex mechanisms just to obtain the blister from the carton.  The Applicant 
agreed to re-design the carton labeling for Binosto, but would keep the blister container 
label for which the stability data was based on.  

The Applicant submitted revised Binosto container label and carton labeling on January 
12, 2012 and pouch labeling on December 16, 2011 for review. 

1.2 PRODUCT INFORMATION 
Binosto (Alendronate Sodium) Effervescent Tablets, 70 mg, is a bisphosphonate for the 
treatment of osteoporosis in postmenopausal women, and for the treatment to increase 
bone mass in men with osteoporosis.  If approved, Binosto will be the first effervescent 
tablet dosage form for alendornate products.  The recommended dose is one 70 mg 
effervescent tablet once weekly, upon arising for the day.  The effervescent tablet should 
be dissolved in approximately half a glass of plain room temperature water (4 oz.), stirred 
for 10 seconds after the effervescence stops, and then drank.  In clinical trials, Binosto 
effervescent tablet was dissolved for at least 5 minutes.  Binosto must be taken at least 30 
minutes before the first food, beverage, or medication of the day.  After taking the drug, 
patients should not lie down for at least 30 minutes and until after food.  Binosto will be 
supplied in cartons containing either 4 or 12 unit of use blister strips.  It should be stored 
at temperatures between 20°C and 25°C in the original packaging until use. 
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2 METHODS AND MATERIALS REVIEWED 
The Division of Medication Error Prevention and Analysis (DMEPA) evaluated the 
proposed container label and carton labeling for any vulnerability that can lead to 
medication errors.  We also searched the FDA Adverse Event Reporting System (AERS) 
Database to determine if any medication errors due to labels and labeling have occurred 
with the currently marketed Fosamax (alendronate sodium) tablet and oral solution 
formulations. 

2.1 LABELS AND LABELING 
Using Failure Mode and Effects Analysis1 and postmarketing medication error data, the 
Division of Medication Error Prevention and Analysis (DMEPA) evaluated the 
following: 

• Container Labels submitted January 12, 2012 

• Carton Labeling submitted January 12, 2012 

• Pouch Labeling submitted December 16, 2011 

• Prescribing Information submitted October 20, 2011 

• Medication Guide submitted December 21, 2010 

2.2 ADVERSE EVENT REPORTING SYSTEM (AERS) 
DMEPA searched the FDA Adverse Event Reporting System (AERS) database to 
identify medication errors involving the RLD Fosamax. The AERS search conducted on 
August 11, 2011 used the following search terms: active ingredient “alendronate%”, trade 
name “fosamax”, and verbatim terms “alendro%” and “fosa%”.  The reaction terms used 
were the MedDRA Preferred Terms (PT) “Drug Administration Error,” “Drug 
Prescribing Error,” “Inappropriate Schedule of Drug Administration,” “Incorrect Drug 
Administered,” “Incorrect Drug Administration Duration,” “Incorrect Drug Dosage Form 
Administered,” “Incorrect Route of Drug Administration,” “Medication Error,” and 
“Wrong Technique in Drug Usage Process.”  The time frame of the search was limited to 
the last ten years from August 11, 2001 to August 11, 2011. 

Foreign reports were excluded because foreign labels and labeling may differ from the 
ones marketed in the United States.  The reports were manually reviewed to determine if 
a medication error occurred.  Duplicate reports were combined into cases.  The cases that 
described a medication error were categorized by type of error.  We reviewed the cases 
within each category to identify factors that contributed to the medication errors.  If a root 
cause was associated with the label or labeling of the product, the case was considered 
pertinent to this review.  Reports excluded from the case series include those that lacked 
detail, did not describe a medication error (e.g. accidental overdose, intentional misuse, 
or patient self-discontinuation due to drug intolerance), or did not describe an error 
applicable to this review (e.g. wrong drug error due to proprietary name confusion, wrong 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Modes and Effects Analysis.  Boston. IHI:2004.  
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strength error because Binosto is a single strength product, errors involving cutting or 
crushing the tablet because Binosto is an effervescent tablet, and omission or 
transcription error). 

3 RESULTS AND DISCUSSION 
The following sections summarize our AERS search and our analysis of the container 
label and carton labeling. 

3.1 ADVERSE EVENTS REPORTING SYSTEM (AERS) 
The AERS search retrieved 301 reports (See Appendix B for a list of ISR numbers).  
After combining duplicate reports into cases and excluding cases for reasons stated in 
Section 2.2 above, 20 cases were identified to be relevant to this review.  Patient 
demographics of the 20 cases include 2 males, 17 females and 1 unknown gender.  For 
those cases where age was reported, the average age was 67 years old (range 15 to 88), 
with unknown age in three cases.  The initial received date for the 20 cases ranged from 
2002 to 2009, with the largest number of cases (n=6) being reported in the year 2005. 

3.1.1 Overdose (n=1) 
One case of overdose error (ISR# 5453789) reported a patient who took ten 40 mg tablets 
once a day for 180 days in 2004 and experienced hearing loss.  In 2007, the patient was 
diagnosed with the disabling Meniere’s disease, which symptoms include hearing loss.  
The physician could not say if alendronate was related to the hearing loss or coincidental.  
Therefore, a definitive outcome was not reported. 

3.1.2 Wrong drug (n=1) 
One case of wrong drug error (ISR# 5940553) described that a prescription for Medrol 
dosepak was mistakenly dispensed as Alendronate packs from the pharmacy to the 
patient.  The patient took all the pills in one day and experienced stomach upset but is 
doing fine by the time of reporting.  The reporter also stated that the generic Medrol 
dosepak and Alendronate packs packaging configurations were similar in color and size. 

3.1.3 Wrong Frequency of administration (n=3)  
The first case associated with wrong frequency of administration error (ISR# 3895028) 
reported a patient who self administered Alendronate 20 mg twice daily instead of the 
prescribed frequency of once daily.  Subsequently, the patient was hospitalized for 
“burning in her chest” but did recover after one or two weeks. 

In the second case (ISR# 4072272), a stabilized patient was inadvertently given 
Alendronate 70 mg on two consecutive days instead of once weekly in the hospital.  The 
patient experienced diarrhea, vomiting, and extreme hyponatremia (Na 108) requiring 
treatment with intravenous normal saline solution.  Although these adverse events 
resolved within five days after treatment, the patient’s physician considered this 
medication error as immediately life-threatening and had prolonged her hospitalization. 
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The third case (ISR# 5624755) reported the patient mistakenly took Alendronate 70 mg 
for three consecutive days and experienced nausea, sleepiness, diarrhea and 
hospitalization. 

3.1.4 Wrong Technique in Administration (n=15) 
One case (ISR# 4898970) reported that the patient did not take Alendronate on an empty 
stomach.  The outcome of the event was not reported.   

One case (ISR# 4168116) described that the patient was not instructed to sit up after 
taking Fosamax when hospitalized, and was subsequently diagnosed with an esophageal 
ulcer.   

One case (ISR# 6601956) reported a 15 year old patient with a diagnosed unspecified 
progressive neurological disease sucking on the tablet instead of swallowing it whole but 
did not experience any adverse event. 

Two cases of wrong technique in administration error described that patients chewed 
Alendronate tablets, and experienced erosive esophagitis, gastrointestinal bleeding and 
hospitalization in one case (ISR# 4167401) and erythema, irritation and laryngitis in the 
second case (ISR# 5145059). 

Two cases reported that patients did not take Alendronate oral solution with water, 
resulting in esophagitis in both cases (ISR# 4376967 and 4524464).  Additionally, four 
cases described that patients did not take Alendronate tablet with enough water, resulting 
in emergency room visit for chest pain in one case (ISR# 3936769), and hospitalization 
for gastrointestinal bleeding in the three cases (ISR# 4785749, 4861831 and 4818680).   

Four cases reported that patients lay down within 30 minutes after taking Alendronate, 
resulting in gastric reflux in the first case (ISR# 4854058), esophageal ulceration in the 
second case (ISR# 4936857), inability to swallow in the third case (ISR# 5268614) and 
nausea in the fourth case (ISR# 5522125). 

3.2 LABELS AND LABELING 

3.2.1 Child-resistant Packaging 
The Applicant’s original  carton design was child-resistant but involved 
complex mechanisms in order to remove the blister from the carton.  Based on FDA 
feedback, the Applicant revised the carton but it did not meet the child-resistant 
packaging requirement outlined in 16 CFR 1700.14.  Therefore, the Applicant proposed 

 to meet the child-resistant 
packaging requirement.  The currently proposed packaging of Binosto effervescent tablet 
is in the same originally proposed blister container, , 
and four or twelve pouches are packaged in one carton box. 

3.2.2 Prescribing Information 

Because our AERS search found wrong technique of administration errors associated 
with upper gastrointestional adverse reactions, we reviewed the Prescribing Information 
and Medication Guide for administration instructions.  Our review found instructions on 
dissolving Binosto in approximately half a glass of plain room temperature water, take on 
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an empty stomach, and not to lie down within 30 minutes after taking the drug in both the 
Prescribing Information and the Medication Guide.  However, our review only found the 
statement “Do not swallow, chew or suck on the [effervescent tablet]” in the Medication 
Guide but not in the Prescribing Information.  This statement should also be included in 
the Prescribing Information because upper gastrointestional adverse reactions related to 
bisphosphonates are serious and is already labeled as a Warning. 

4 CONCLUSIONS AND RECOMMENDATIONS  
The proposed label and labeling require further revision to provide clarity. We advise the 
following recommendations be implemented prior to approval of this NDA: 

4.1 COMMENTS TO THE DIVISION 
A. Prescribing Information 

1. In the Dosage and Administration Sections of the Highlights of Prescribing 
Information and of the Full Prescribing Information,  

a. Revise the statement  to read “Wait at 
least 5 minutes for the effervescent tablet to dissolve, then stir for 
approximately 10 seconds and drink the entire contents.” 

b. Add the statement “Do not swallow, chew or suck on the effervescent 
tablet.”  Our AERS search found wrong technique of administration errors 
where patients were chewing on alendronate sodium tablets and 
experienced erosive esophagitis, gastrointestional bleeding and 
hospitalization.  Since upper gastrointestional adverse reaction is a class 
Warning, the statement “Do not swallow, chew or suck on the effervescent 
tablet” should also be included in the Prescribing Information. 

B.   Medication Guide  

1. In the “How should I take once weekly [Binosto]” section, revise the statement 
 to read “Wait at least 5 minutes for the 

effervescent tablet to dissolve, then stir for approximately 10 seconds and drink 
the entire contents.” 

2. Revise the statement “[Binosto] effervescent tablets need to be dissolved and then 
resulting solution drink” to consumer friendly language such as “Each Binosto 
effervescent tablet needs to be dissolved in approximately half a glass of plain 
room temperature water (4 oz).  Do not swallow, chew or suck on the 
effervescent tablet.” (Only the second sentence is bolded for emphasis because 
the instruction for dissolving is also provided in other Medication Guide sections).   

4.2 COMMENTS TO THE APPLICANT 
A. General Comments 

1. Present the proprietary name in title case as “Binosto” and the established name 
as “(Alendronate Sodium) Effervescent Tablets”. 

2. Include a United States point of contact for questions and adverse event reporting. 
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B. Container Label (Blister) 

1. Clarify if each blister contains 1 effervescent tablet or multiple effervescent 
tablets.  As currently presented, each blister is labeled as “Effervescent Tablets.” 

2. Ensure that “Lot #” instead of the batch number is printed on the back side of the 
blister along with the expiration date per 21 CFR 201.10(i). 

C. Pouch Labeling 

1. Replace the  (scissors symbol) with the word “cut” so that the instruction is 
stated clearly and reduces the risk of misinterpreting the proposed symbol. 

2. Clarify if each pouch contains 1 effervescent tablet or multiple effervescent 
tablets.  As currently presented, each pouch is labeled as “Effervescent Tablets.”  

D. Carton Labeling 

1. Include the statement of dosage such as “Usual dose: see prescribing information” 
per 21 CFR 201.55. 

2. Relocate the NDC number to the top third of the principal display panel of the 
label per 21 CFR 207.35(b)(3). 

3. Clarify whether the Medication Guide is accompanied on the carton or enclosed 
inside the carton.  As currently presented, the statement “Pharmacist: Dispense 
the accompanying Medication Guide…” on the principal display panel and the 
statement “Important Information: Please read the enclosed Medication Guide…” 
on the back panel convey different messages. 

4. Revise the Medication Guide statement on the principal display panel to read 
“ATTENTION PHARMACIST: Each patient is required to receive the 
accompanying/enclosed Medication Guide” and increase its prominence per 21 
CDR 208.24(d) (Clarify between accompany or enclosed, see Comment D3). 

If you have further questions or need clarifications, please contact Maria Wasilik, project 
manager, at 301-796-0567. 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
         PUBLIC HEALTH SERVICE 
       FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
                                                                           
DATE: October 7, 2011 
 
TO:  Scott Monroe, M.D. 

Director, Division of Reproductive and Urologic 
Products (DRUP) 

 
FROM: Xikui Chen, Ph.D.  

Bioequivalence Investigations Branch 
Division of Bioequivalence and GLP Compliance (DBGC)  
Office of Scientific Investigations (OSI) 

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph.  

Chief, Bioequivalence Investigations Branch 
Division of Bioequivalence and GLP Compliance (DBGC) 
Office of Scientific Investigations (OSI) 

 
SUBJECT: Addendum to the Review of EIRs Covering NDA 202-344, 

STEOVESSTM (Alendronate sodium) Effervescent Tablets, 
70 mg, Sponsored by EffRx Pharmaceuticals  
               

At the request of DRUP, Division of Bioequivalence and GLP 
Compliance audited clinical and analytical portions of study AE-
1212-001-EM (CRS Study No.: 111/08-03.AE) in July 2011.  DBGC’s 
inspection summary memo was provided to DRUP on September 26, 
2011.  
 
In the memo on September 26, 2011, DBGC recommended that 
the data from 9 analytical batches should either be 
confirmed by re-assay or excluded for bioequivalence study 
AE-1212-001-EM.  
 
This addendum adds two more batches 11108H27 and 11108H28 
for the data to be confirmed or excluded for the 
bioequivalence study, and provides subjects analyzed in the 
11 batches.   
 
Conclusions: 
 
DBGC’s recommendation concerning Study AE-1212-001-EM 
remains unchanged.  The data listed in the following 11 
batches should either be confirmed by re-assay or excluded 
from bioequivalence study AE-1212-001-EM: 11108H27 (subject 
04), 11108H28 (subject 05 periods 2-4; subject 105, period 
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1), 11108H30 (subject 06 periods 2-4; subject 106, period 
1), 11108H34 (subject 10), 11108H90 (subject 63), 11108H92 
(subject 65), 11108H93 (subject 66), 11108H102 (subject 30; 
subject 29_1_14, 29_2_14, 29_3_03, 29_3_04, 29_3_14, 
29_4_14; subject 34_2_03; subject 37_2_05, 37_2_14, 
37_4_13; subject 45_1_04, 45_1_05, 45_3_04; subject 
47_1_04, 47_3_04), 1108H119 (subject 119), 11108H121 
(subject 121), and 11108H142 (subject 140).  
  
After you have reviewed this transmittal memo, please append it 
to the original NDA submission. 
 
 
 
 

  
 
 
 
Xikui Chen, Ph.D.  

 
 
 
 
 
 
 
cc: 
CDER DSI PM TRACK 
OC/Ball/Moreno 
OC/OSI/DBGC/Salewski/Haidar/Chen/Skelly/Dejernett 
ORA /NJ-DO/Jonee Mearns  
OND/ODE3/DRUP/Karl Stiller/Meredith Alpert 
OTS/OCP/DCPIII/Edward D. Bashaw/Hyunjin Kim,  
 
Draft: XC 10/6/2011 
Edit: MFS 10/6/2011 
OSI: 6210; O:\BE\EIRCOVER\202344eff.ale.addendum.doc 
FACTS 1284898 
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
         PUBLIC HEALTH SERVICE 
       FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
                                                                           
DATE: September 26, 2011 
 
TO:  Scott Monroe, M.D. 

Director, Division of Reproductive and Urologic 
Products (DRUP) 

 
FROM: Xikui Chen, Ph.D.  

Bioequivalence Investigations Branch 
Division of Bioequivalence and GLP Compliance (DBGC)  
Office of Scientific Investigations (OSI) 

 
THROUGH: Sam H. Haidar, Ph.D., R.Ph.  

Chief, Bioequivalence Investigations Branch 
Division of Bioequivalence and GLP Compliance (DBGC) 
Office of Scientific Investigations (OSI) 

 
SUBJECT: Review of EIRs Covering NDA 202-344, STEOVESSTM 

(Alendronate sodium) Effervescent Tablets, 70 mg, 
Sponsored by EffRx Pharmaceuticals  
               

At the request of DRUP, Division of Bioequivalence and GLP 
Compliance audited clinical and analytical portions of the 
following study: 
 
Study Number:  AE-1212-001-EM (CRS Study No.: 111/08-03.AE)  
 
Study Title:  Single-site, open label, four period cross-over 

replicate trial after single dose administration 
of a new alendronate 70 mg formulation, a 
buffered effervescent soluble tablet, under 
fasting conditions, to assess the bioequivalence 
versus a marketed oral tablet formulation 
(Fosamax® once weekly 70 mg) in healthy volunteers 

 
Clinical Inspection: 
 
The clinical portion of the study was conducted at CRS Clinical 
Research Services Mannheim GmbH, Grenadier Strasse 1, 68167 
Mannheim, Germany.  Following the inspection of CRS Mannheim 
GmbH (July 18 - 22, 2011), no Form FDA-483 was issued. 
 
Analytical Inspection: 
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The analytical portion of the study was conducted at
 

  Following the inspection of  
, Form FDA 483 was issued 

(Attachment 1). DBGC has received a written response from the 
firm to the Form FDA 483 observations (Attachment 2).  Our 
evaluation of the Form FDA 483 observations and the response 
follows: 

Data from the first results for study samples in batch 11108H31 
for Subjects 07 and 107 for and in batch 11108H35 for Subject 11 
were not within the calibration ranges, and study samples were 
re-analyzed after dilutions.  The results of samples after 
dilution were different with the first results (extrapolated).  
Two re-assays were performed and the re-assay results did not 
confirm the first results of Subjects 7, 11, and 107 in batch 
11108H31 and 11108H35; see Table 4 in attachment 3 for the 
investigation report.  The first results in batches 11108H31 and 
11108H35 were declared invalid, and the re-assay results were 
reported.  The original results for Subject 119 were analyzed in 
batch 11108H119 and reported; however, the reported results were 
not confirmed by the 1st re-assay (17 out of 22 deviated >20%) 
and 2nd re-assay (17 out of 22 deviated >20%) provided in 
attachment 4. Based on the available data, initial results of 
batches 11108H31, 11108H35 and 11108H119 did not agree with 
later results from re-assays, even though the quality control 
samples in these batches met the run acceptance criteria.  There 
were chromatographic interferences from peaks co-eluting near 
alendronate on chromatograms of study samples, calibration 
standards, and quality control samples in the batches 11108H31, 
11108H35 and 11108H119.  Chromatograms in batch numbers 
11108H27, 11108H28, 11108H30, 11108H34, 11108H90, 11108H92, 
11108H93, 11108H102, 11108H119, 11108H121, and 11108H142 were 
qualitatively similar to that in batches 11108H31, 11108H35, and 
11108H119.  Chromatograms for reference standard E3 in these 
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batches were provided in attachment 5, and chromatograms of the 
calibrator in other batches were in attachment 6.  Since the 
first results in batches 11108H31 and 11108H35 were confirmed 
invalid and initial data of batch 1108H119 did not agree with 
the re-assays, the initial data generated from batches: 
11108H30, 11108H34, 11108H90, 11108H92, 11108H93, 11108H102, 
11108H121, and 11108H142 are questionable, and they should 
either be excluded from your evaluation or confirmed by re-
analysis.   
 
In their response on August 3, 2011,  stated that 
all runs cited in the Form FDA 483 observation were validated 
with respect to acceptance criteria of the calibration standards 
and quality control samples, and no-reassay was justified.   
 
Conclusions: 
 
Following the above inspections, DBGC recommends the following: 
 
• The reported data generated from batches: 11108H30, 

11108H34, 11108H90, 11108H92, 11108H93, 11108H102, 
11108H121, and 11108H142 are questionable, and they 
should either be confirmed by re-assay or excluded from 
your consideration for bioequivalence study 
AE-1212-001-EM.  

 
• The reported data from batch 1108H119 were not confirmed 

by re-assays, and should not be used for bioequivalence 
study AE-1212-001-EM. 

 
After you have reviewed this transmittal memo, please append it 
to the original NDA submission. 
 
 
 
 

  
 
 
 
Xikui Chen, Ph.D.  
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Final Classifications:   
 
Clinical 
 
NAI – CRS Clinical Research Services Mannheim GmbH, Grenadier 
Strasse 1, 68167 Mannheim, Germany  
FEI: 3006660278 
 
Analytical 
 
VAI  
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ORA /NJ-DO/Jonee Mearns  
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FACTS 1284898 
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ATTACHMENT  
 

MEMO OF FILING MEETING 
 
 
DATE:  March 30, 2011 
 
NDA:  202344 
  
PROPRIETARY NAME:  alendronate sodium 
 
ESTABLISHED/PROPER NAME: Steovess (proposed) 
 
DOSAGE FORM/STRENGTH: effervescent tablet 
 
APPLICANT:  EffRx Pharmaceuticals SA 
 
PROPOSED INDICATION(S)/PROPOSED CHANGE(S): Treatment of postmenopausal 
osteoporosis in women and treatment to increase bone mass in men with osteoporosis 
 
BACKGROUND: On June 23, 2009, IND 103130 was submitted to FDA. The IND contained 
the following information: 

1) CMC information on EX101 effervescent alendronate tablet 
2) A statement that no new nonclinical studies were performed to support this IND 

because they will reference nonclinical information in the Fosamax labeling for 
submission of an NDA pursuant to 505(b)(2) 

3) Reports on 2 clinical studies from Europe: 
a) SCO5361, a bioequivalence and food effect study comparing the 70 mg 

effervescent tablet to the 70 mg Fosamax tablet 
b) BC-118-07, a gastric imaging and pH telemetry study 

4) A new Phase 1 bioequivalence protocol AE-1212-001-EM, to be conducted in 
Germany thus not strictly an IND study, but “provided for FDA comment.” This will 
be conducted because the above study SCO5361 failed to prove bioequivalence. 

5) Investigator brochure 
EffRx Pharmaceuticals SA submitted a 505(b)(2) NDA application to the FDA on December 21, 
2010. A UN letter was issued on December 27, 2010, because the appropriate user fee was not 
submitted with the application. A small business waiver for the application fee was granted on 
February 15, 2011. The PDUFA Goal Date for the application is December 15, 2011. 
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If yes, list issues:       

  NO 

• Per reviewers, are all parts in English or English 
translation? 

 
If no, explain:  

 

  YES 
  NO 

 

• Electronic Submission comments   
 

List comments: none 
  

  Not Applicable 
 

CLINICAL 
Comments: 2 comments to send re: risk benefit 
discussion and applicability of data to U.S. population 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

If no, explain:  
 

  YES 
  NO 

 

• Advisory Committee Meeting needed?  
 
Comments:       

 
 
If no, for an original NME or BLA application, 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: Not first in its class 
 
 

• Abuse Liability/Potential 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
• 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 
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CLINICAL MICROBIOLOGY 
 
 
 
Comments:       

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
CLINICAL PHARMACOLOGY 
Comments: 1 comment to send re: dosing instructions 
used in study AE-1212-001-EM 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

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

 

  YES 
  NO 

BIOSTATISTICS 
 
 
 
Comments: none 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY) 
 
 
 
Comments: none 
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only) 
 
 
 
Comments:       
 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

PRODUCT QUALITY (CMC) 
Comments: 2 comments to send re: blister packaging 

  Not Applicable 
  FILE 
  REFUSE TO FILE 

 
  Review issues for 74-day letter 

 
Environmental Assessment 
 
• Categorical exclusion for environmental assessment 

(EA) requested?  
 
If no, was a complete EA submitted? 

 
 
If EA submitted, consulted to EA officer (OPS)? 

  Not Applicable 
 

 YES 
  NO 

 
 YES 
  NO 

 
 YES 
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Appendix A (NDA and NDA Supplements only) 
 

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug." 
 
An original application is likely to be a 505(b)(2) application if: 
 

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have  a written right of reference to the underlying data.   If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application, 

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or  

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any 
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.) 

 
Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).   

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if: 

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies), 

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and. 

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference). 

 

An efficacy supplement is a 505(b)(2) supplement if: 

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),  

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or 

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.  

 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO. 
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REGULATORY PROJECT MANAGER 
 PLR FORMAT LABELING REVIEW  

 
To be completed for all new NDAs, BLAs, Efficacy Supplements, and PLR Conversion 

Supplements 
 

Application: NDA 202344  
 
Name of Drug: alendronate sodium effervescent tablets, 70mg  
 
Applicant: EffRx Pharmaceuticals SA 
 

Labeling Reviewed 
 
Submission Date: December 21, 2010 
  
Receipt Date: December 22, 2010 
 

Background and Summary Description 
EffRx Pharmaceuticals SA submitted a new drug application (NDA) on December 21, 2010. 
Because the Applicant did not pay a user fee and the small business waiver that they requested in 
early December 2010 was still under review, the Division issued an Unacceptable for Filing 
letter on December 27, 2010.  
 
A small business waiver was granted on February 15, 2011, which started the PDUFA clock. 
 

Review 
 
The submitted labeling was reviewed in accordance with 21 CFR 201.56 and 201.57 and 
relevant labeling guidance. Labeling issues are identified on the following pages with an “X.” 
 
Highlights (HL) 

General comments  

OK   N   N/A 
   HL must be in two-column format, with ½ inch margins on all sides and between 

columns, and in a minimum of 8-point font. 
* Need to reset margins to meet requirements   

   HL is limited in length to one-half page. If it is longer than one-half page, a waiver 
has been granted or requested by the applicant in this submission.  
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* HL slightly over ½ page length 
   There is no redundancy of information.  
   If a Boxed Warning is present, it must be limited to 20 lines.  (Boxed Warning lines 

do not count against the one-half page requirement.) 
   A horizontal line must separate the HL and Table of Contents (TOC).  
   All headings must be presented in the center of a horizontal line, in UPPER-CASE 

letters and bold type.   
   Each summarized statement must reference the section(s) or subsection(s) of the Full 

Prescribing Information (FPI) that contains more detailed information. 
   Section headings are presented in the following order: 

Highlights Limitation Statement (required statement)  
Drug names, dosage form, route of administration, and 
controlled substance symbol, if applicable (required information)  
Initial U.S. Approval (required information)  
Boxed Warning (if applicable) 
Recent Major Changes (for a supplement) 
Indications and Usage (required information) 
Dosage and Administration (required information) 
Dosage Forms and Strengths (required information) 
Contraindications (required heading – if no contraindications are 
known, it must state “None”) 
Warnings and Precautions (required information) 
Adverse Reactions (required AR contact reporting statement)  
Drug Interactions (optional heading) 
Use in Specific Populations (optional heading) 
Patient Counseling Information Statement (required statement)  
Revision Date (required information)  

• Highlights Limitation Statement  
   Must be placed at the beginning of HL, bolded, and read as follows: “These 

highlights do not include all the information needed to use (insert name of drug 
product in UPPER CASE) safely and effectively. See full prescribing 
information for (insert name of drug product in UPPER CASE).”  

• Product Title  
   Must be bolded and note the proprietary and established drug names, followed by 

the dosage form, route of administration (ROA), and, if applicable, controlled 
substance symbol.  

• Initial U.S. Approval  
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   The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which 
the FDA initially approved of the new molecular entity (NME), new biological 
product, or new combination of active ingredients, must be placed immediately 
beneath the product title line. If this is an NME, the year must correspond to the 
current approval action.  

*Need to change “Initial US Approval XXXXX” to “Initial U.S. Approval 1995” 

• Boxed Warning  
   All text in the boxed warning is bolded. 
   Summary of the warning must not exceed a length of 20 lines. 
   Requires a heading in UPPER-CASE, bolded letters containing the word 

“WARNING” and other words to identify the subject of the warning 
(e.g.,“WARNING: LIFE-THREATENING ADVERSE REACTIONS”).  

   Must have the verbatim statement “See full prescribing information for complete 
boxed warning.” If the boxed warning in HL is identical to boxed warning in FPI, 
this statement is not necessary. 

• Recent Major Changes (RMC)  
   Applies only to supplements and is limited to substantive changes in five sections: 

Boxed Warning, Indications and Usage, Dosage and Administration, 
Contraindications, and Warnings and Precautions.  

 
   The heading and, if appropriate, subheading of each section affected by the recent 

change must be listed with the date (MM/YYYY) of supplement approval. For 
example, “Dosage and Administration, Coronary Stenting (2.2) --- 2/2010.”   

   For each RMC listed, the corresponding new or modified text in the FPI must be 
marked with a vertical line (“margin mark”) on the left edge. 

   A changed section must be listed for at least one year after the supplement is 
approved and must be removed at the first printing subsequent to one year.    

   Removal of a section or subsection should be noted. For example, “Dosage and 
Administration, Coronary Stenting (2.2) --- removal 2/2010.”    

• Indications and Usage  
   If a product belongs to an established pharmacologic class, the following 

statement is required in HL: [Drug/Biologic Product) is a (name of class) 
indicated for (indication(s)].” Identify the established pharmacologic class for the 
drug at: 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/ucm1
62549.htm.  
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• Contraindications  
   This section must be included in HL and cannot be omitted. If there are no 

contraindications, state “None.” 
   All contraindications listed in the FPI must also be listed in HL. 
   List known hazards and not theoretical possibilities (i.e., hypersensitivity to the drug 

or any inactive ingredient).  If the contraindication is not theoretical, describe the 
type and nature of the adverse reaction.  

* “Hypersensitivity to any component of this product” listed 
   For drugs with a pregnancy Category X, state “Pregnancy” and reference 

Contraindications section (4) in the FPI.  

• Adverse Reactions  
   Only “adverse reactions” as defined in 21 CFR 201.57(a)(11) are included in HL. 

Other terms, such as “adverse events” or “treatment-emergent adverse events,” 
should be avoided. Note the criteria used to determine their inclusion (e.g., incidence 
rate greater than X%).  

   For drug products other than vaccines, the verbatim bolded statement, “To report 
SUSPECTED ADVERSE REACTIONS, contact (insert name of manufacturer) 
at (insert manufacturer’s phone number) or FDA at 1-800-FDA-1088 or 
www.fda.gov/medwatch” must be present. Only include toll-free numbers. 

• Patient Counseling Information Statement  
   Must include the verbatim statement: “See 17 for Patient Counseling Information” 

or if the product has FDA-approved patient labeling: “See 17 for Patient 
Counseling Information and (insert either “FDA-approved patient labeling” or 
“Medication Guide”).  

* Statement should be changed from “FDA-approved patient labeling” to “Medication Guide” 

• Revision Date 
   A placeholder for the revision date, presented as “Revised: MM/YYYY or Month 

Year,” must appear at the end of HL.  The revision date is the month/year of 
application or supplement approval.    

Contents: Table of Contents (TOC) 
 

   The heading FULL PRESCRIBING INFORMATION: CONTENTS  must appear 
at the beginning in UPPER CASE and bold type. 

   The section headings and subheadings (including the title of boxed warning) in the 
TOC must match the headings and subheadings in the FPI. 

   All section headings must be in bold type, and subsection headings must be indented 
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and not bolded.  
   When a section or subsection is omitted, the numbering does not change. For 

example, under Use in Specific Populations, if the subsection 8.2 (Labor and 
Delivery) is omitted, it must read: 
8.1 Pregnancy 
8.3 Nursing Mothers (not 8.2) 
8.4 Pediatric Use (not 8.3) 
8.5 Geriatric Use (not 8.4) 

   If a section or subsection is omitted from the FPI and TOC, the heading “Full 
Prescribing Information: Contents” must be followed by an asterisk and the 
following statement must appear at the end of TOC: “*Sections or subsections 
omitted from the Full Prescribing Information are not listed.”  

 
Full Prescribing Information (FPI) 

• General Format 
   A horizontal line must separate the TOC and FPI. 

* Need to add line 
   The heading – FULL PRESCRIBING INFORMATION – must appear at the 

beginning in UPPER CASE and bold type. 
* Need to add heading 

   The section and subsection headings must be named and numbered in accordance 
with 21 CFR 201.56(d)(1). 

 
Boxed Warning 

   Must have a heading, in UPPER CASE, bold type, containing the word 
“WARNING” and other words to identify the subject of the warning.  Use bold type 
and lower-case letters for the text. 

   Must include a brief, concise summary of critical information and cross-reference to 
detailed discussion in other sections (e.g., Contraindications, Warnings and 
Precautions). 

• Contraindications 
   For Pregnancy Category X drugs, list pregnancy as a contraindication.  
 
 

Adverse Reactions  
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   Only “adverse reactions” as defined in 21 CFR 201.57(c)(7) should be included in 
labeling. Other terms, such as “adverse events” or “treatment-emergent adverse 
events,” should be avoided.  

   For the “Clinical Trials Experience” subsection, the following verbatim statement or 
appropriate modification should precede the presentation of adverse reactions: 
“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 
clinical practice.” 

* Need to add subsection and statement and information re: trials 
   For the “Postmarketing Experience” subsection, the listing of post-approval adverse 

reactions must be separate from the listing of adverse reactions identified in clinical 
trials. Include the following verbatim statement or appropriate modification:  
“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.” 

* Need to reword the statement 

• Use in Specific Populations 
   Subsections 8.4 Pediatric Use and 8.5 Geriatric Use are required and cannot be 

omitted.   

• Patient Counseling Information 
   This section is required and cannot be omitted.  
   Must reference any FDA-approved patient labeling, including the type of patient 

labeling. The statement “See FDA-approved patient labeling (insert type of patient 
labeling).” should appear at the beginning of Section 17 for prominence. For 
example: 

“See FDA-approved patient labeling (Medication Guide)” 
“See FDA-approved patient labeling (Medication Guide and Instructions for Use)” 
“See FDA-approved patient labeling (Patient Information)" 
“See FDA-approved patient labeling (Instructions for Use)"       
“See FDA-approved patient labeling (Patient Information and Instructions for Use)” 
* Need to add statement 
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