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EXCLUSIVITY SUMMARY  

 
NDA # 202344     SUPPL #          HFD #       

Trade Name   Binosto 
 
Generic Name   alendronate sodium effervescent tablets 
     
Applicant Name   EffRx Pharmaceuticals SA       
 
Approval Date, If Known   March 12, 2012       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

a)  Is it a 505(b)(1), 505(b)(2) or efficacy supplement? 
                                           YES  NO  
 
If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8 
 
 505(b)(2) 

 
c)  Did it require the review of clinical data other than to support a safety claim or change in 
labeling related to safety?  (If it required review only of bioavailability or bioequivalence 
data, answer "no.") 

    YES  NO  
 

If your answer is "no" because you believe the study is a bioavailability study and, therefore, 
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your 
reasons for disagreeing with any arguments made by the applicant that the study was not 
simply a bioavailability study.     

 
There are no clinical efficacy data presented in the application, as it is based upon 

demonstration of bioequivalence of Binosto 70 mg effervescent tablet to Fosamax 70 mg 
tablet. 
 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 

   YES  NO  
 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

      
 

e) Has pediatric exclusivity been granted for this Active Moiety? 
   YES  NO  

 
      If the answer to the above question in YES, is this approval a result of the studies submitted in 
response to the Pediatric Written Request? 
    
      No 
 
IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO 
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.   
 
 
2.  Is this drug product or indication a DESI upgrade? 

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen 
or coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) 
has not been approved.  Answer "no" if the compound requires metabolic conversion (other than 
deesterification of an esterified form of the drug) to produce an already approved active moiety. 

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# NDAs: 020560 
021575 
021762 

Fosamax Tablets 
Fosamax Oral Solution 
Fosamax Plus D  

NDA# ANDAs:019065, 
079210,  
090520, 090328, 
076584, 076768 
079049, 079109, 
090932, 077982, 
090258, 075710, 
075711, 076184, 
076984, 075871 
076253 

alendronate sodium 

NDA# ANDAs:090139, 
090741 

alendronate sodium and chloecalciferol 
 
 
 
 

    
2.  Combination product.   
 
If the product contains more than one active moiety(as defined in Part II, #1), has FDA previously 
approved an application under section 505 containing any one of the active moieties in the drug 
product?  If, for example, the combination contains one never-before-approved active moiety and 
one previously approved active moiety, answer "yes."  (An active moiety that is marketed under an 
OTC monograph, but that was never approved under an NDA, is considered not previously 
approved.)   

   YES  NO  
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s).   
 
NDA#             

NDA#             

NDA#             

 
 
IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II IS "NO," GO DIRECTLY TO THE 
SIGNATURE BLOCKS ON PAGE 8.  (Caution: The questions in part II of the summary should 
only be answered “NO” for original approvals of new molecular entities.)  
IF “YES,” GO TO PART III. 
 
 
PART III THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS 
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To qualify for three years of exclusivity, an application or supplement must contain "reports of new 
clinical investigations (other than bioavailability studies) essential to the approval of the application 
and conducted or sponsored by the applicant."  This section should be completed only if the answer 
to PART II, Question 1 or 2 was "yes."   
 
 
1.  Does the application contain reports of clinical investigations?  (The Agency interprets "clinical 
investigations" to mean investigations conducted on humans other than bioavailability studies.)  If 
the application contains clinical investigations only by virtue of a right of reference to clinical 
investigations in another application, answer "yes," then skip to question 3(a).  If the answer to 3(a) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
summary for that investigation.  

   YES  NO  
 
IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.  
 
2.  A clinical investigation is "essential to the approval" if the Agency could not have approved the 
application or supplement without relying on that investigation.  Thus, the investigation is not 
essential to the approval if 1) no clinical investigation is necessary to support the supplement or 
application in light of previously approved applications (i.e., information other than clinical trials, 
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or 
505(b)(2) application because of what is already known about a previously approved product), or 2) 
there are published reports of studies (other than those conducted or sponsored by the applicant) or 
other publicly available data that independently would have been sufficient to support approval of 
the application, without reference to the clinical investigation submitted in the application. 
 

(a) In light of previously approved applications, is a clinical investigation (either conducted 
by the applicant or available from some other source, including the published literature) 
necessary to support approval of the application or supplement? 

   YES  NO  
 

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval 
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8: 

 
      

                                                  
(b) Did the applicant submit a list of published studies relevant to the safety and 
effectiveness of this drug product and a statement that the publicly available data would not 
independently support approval of the application? 

   YES  NO  
 
(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree 
with the applicant's conclusion?  If not applicable, answer NO. 

  
     YES  NO  
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     If yes, explain:                                      
 

                                                              
 

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or 
sponsored by the applicant or other publicly available data that  could independently 
demonstrate the safety and effectiveness of this drug product?  

   
   YES  NO  

 
     If yes, explain:                                          
 

                                                              
 

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical 
investigations submitted in the application that are essential to the approval: 

 
      

 
                     

Studies comparing two products with the same ingredient(s) are considered to be bioavailability 
studies for the purpose of this section.   
 
 
3.  In addition to being essential, investigations must be "new" to support exclusivity.  The agency 
interprets "new clinical investigation" to mean an investigation that 1) has not been relied on by the 
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does 
not duplicate the results of another investigation that was relied on by the agency to demonstrate the 
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the 
agency considers to have been demonstrated in an already approved application.   
 

a) For each investigation identified as "essential to the approval," has the investigation been 
relied on by the agency to demonstrate the effectiveness of a previously approved drug 
product?  (If the investigation was relied on only to support the safety of a previously 
approved drug, answer "no.") 

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 
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b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

 
c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application 
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any 
that are not "new"): 

 
       

 
 
4.  To be eligible for exclusivity, a new investigation that is essential to approval must also have 
been conducted or sponsored by the applicant.  An investigation was "conducted or sponsored by" 
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of 
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor 
in interest) provided substantial support for the study.  Ordinarily, substantial support will mean 
providing 50 percent or more of the cost of the study. 
 

a) For each investigation identified in response to question 3(c): if the investigation was 
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor? 

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
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(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 
 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that 
the applicant should not be credited with having "conducted or sponsored" the study?  
(Purchased studies may not be used as the basis for exclusivity.  However, if all rights to the 
drug are purchased (not just studies on the drug), the applicant may be considered to have 
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.) 

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Meredith Alpert, M.S.                     
Title:  Regulatory Project Manager 
Date:  February 27, 2012 
 
                                                       
Name of Office/Division Director signing form:  Audrey Gassman, M.D. 
Title:  Acting Deputy Director 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

questions below, determine whether a 30-month stay of approval is in effect due 
to patent infringement litigation.   

 
Answer the following questions for each paragraph IV certification: 

 
(1) Have 45 days passed since the patent owner’s receipt of the applicant’s 

notice of certification? 
 

(Note:  The date that the patent owner received the applicant’s notice of 
certification can be determined by checking the application.  The applicant 
is required to amend its 505(b)(2) application to include documentation of 
this date (e.g., copy of return receipt or letter from recipient 
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))). 

 
 If “Yes,” skip to question (4) below.  If “No,” continue with question (2). 

 
(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submitted a written waiver of its right to file a legal action for patent 
infringement after receiving the applicant’s notice of certification, as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip the rest of the patent questions.   
 
If “No,” continue with question (3). 
 

(3) Has the patent owner, its representative, or the exclusive patent licensee 
filed a lawsuit for patent infringement against the applicant?  

 
(Note:  This can be determined by confirming whether the Division has 
received a written notice from the (b)(2) applicant (or the patent owner or 
its representative) stating that a legal action was filed within 45 days of 
receipt of its notice of certification.  The applicant is required to notify the 
Division in writing whenever an action has been filed within this 45-day 
period (see 21 CFR 314.107(f)(2))). 

  
If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee) 
has until the expiration of the 45-day period described in question (1) to waive 
its right to bring a patent infringement action or to bring such an action.  After 
the 45-day period expires, continue with question (4) below.    

 
(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) 

submit a written waiver of its right to file a legal action for patent 
infringement within the 45-day period described in question (1), as 
provided for by 21 CFR 314.107(f)(3)? 

 
If “Yes,” there is no stay of approval based on this certification. Analyze the next 
paragraph IV certification in the application, if any.  If there are no other 
paragraph IV certifications, skip to the next section below (Summary Reviews).   
 
If “No,” continue with question (5). 

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental 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) Or 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. 

(3) Or 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) And 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. 

(3) And 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 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) Or 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. 

(3) Or 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 ODE’s 
ADRA. 
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From: Alpert, Meredith
To: "Mondabaugh, Susan"
Subject: NDA 202344 Binosto CMC commitment
Date: Monday, February 27, 2012 12:12:00 PM

Hi Sue,

We acknowledge your commitment to update your drug product with an imprint within one year of the
action date.  However, after further internal discussion, because of safety concerns with having an
unmarked tablet on the market, we request that you make the following commitments:

1.  Unmarked product will not be introduced into interstate commerce as per 21 CFR 206.10

2.  Prior to marketing, submit a CBE-30 supplement to provide updated information on the marked
tablets including               

diagrams for the die
an updated manufacturing process
revised labeling updating the HOW SUPPLIED and DOSAGE FORMS AND STRENGTHS
sections and SPL
an updated specification sheet with revised APPEARANCE acceptance criteria
full release testing for the new batch, including disintegration testing 

3.  Place the first marked batch on stability and update the stability data in the next Annual Report

Thank you,

Meredith Alpert, M.S. 
Acting Safety Regulatory Project Manager 
Center for Drug Evaluation and Research 
Office of New Drugs 
Division of Reproductive and Urologic Products 
Phone: 301-796-1218, Fax: 301-796-9897 
Email: meredith.alpert@fda.hhs.gov
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

NDA 202344 ACKNOWLEDGE CORPORATE 
ADDRESS CHANGE 

 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
Dear Dr. Mondabaugh: 
 
 
We acknowledge receipt on February 16, 2012, of your February 16, 2012, correspondence 
notifying the Food and Drug Administration (FDA) that the corporate address has been changed 
from 
 

EffRx Pharmaceuticals SA 
Biopole 
Route de la Corniche 9B 
CH- 1066 Epalinges 
Switzerland 

 
to 
 

EffRx Pharmaceuticals SA 
Wolleraustrasse 41B 
CH-8807 Freienbach 
Switzerland 

 
for the following new drug application (NDA): 
 
NDA 202344 for alendronate sodium effervescent tablets, 70 mg. 
 
We have revised our records to reflect this change.  
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Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you have any questions, call me, at (301) 796-1218. 
 
 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Meredith Alpert, M.S. 
Regulatory Health Project Manager 
Division of Reproductive and Urologic 
Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Alpert, Meredith
To: "Mondabaugh, Susan"
Subject: NDA 202344 (Binosto) PI
Date: Thursday, February 16, 2012 12:51:00 PM
Attachments: binostopi FDAedits021612 marked.doc

binostopi FDAedits021612 clean.doc
Binosto labeling fda edits.doc

Dear Sue,

Attached are three documents regarding your Physician Insert. The documents are the following:

1) PI containing track changes 
2) PI (clean version with no track changes) 
3) PI justification document 

If you have any questions, please contact me. We are requesting a one week response turnaround
time. Please confirm receipt by replying to this email.

Regards,

Meredith Alpert, M.S. 
Acting Safety Regulatory Project Manager 
Center for Drug Evaluation and Research 
Office of New Drugs 
Division of Reproductive and Urologic Products 
Phone: 301-796-1218, Fax: 301-796-9897 
Email: meredith.alpert@fda.hhs.gov
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From: Alpert, Meredith
To: "Mondabaugh, Susan"
Subject: Amendment to labeling comments letter (NDA 202344)
Date: Thursday, February 16, 2012 9:18:00 AM

Hi Sue,

An error was discovered in the first comment under General Comments of the letter for NDA
202344 (Binosto). Please amend that particular comment with the following:

The established name for Binosto is "alendronate sodium" and not "Alendronate Sodium"
with A and S in capital letters as shown in the 1st comment to the applicant.

Thank you, 
Meredith Alpert, M.S. 
Acting Safety Regulatory Project Manager 
Center for Drug Evaluation and Research 
Office of New Drugs 
Division of Reproductive and Urologic Products 
Phone: 301-796-1218, Fax: 301-796-9897 
Email: meredith.alpert@fda.hhs.gov
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NDA 202344  
 LABELING PMR/PMC DISCUSSION COMMENTS 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for alendronate sodium effervescent tablets, 70 mg. 
  
We also refer to our November 14, 2011, letter in which we notified you regarding the 
communication of labeling changes and/or postmarketing requirements/commitments in 
accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS AND 
PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.” 
 
We have the following comments regarding your packaging: 
 
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. 
 
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). 
 
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.” 
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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 any questions, call me at (301) 796-1218. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Meredith Alpert, M.S. 
Regulatory Health Project Manager 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 202344  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for alendronate sodium effervescent tablets, 70 mg. 
 
On October 28, 2011, we received your October 27, 2011, solicited major amendment to this 
application.  The receipt date is within three months of the user fee goal date.  Therefore, we are 
extending the goal date by three months to provide time for a full review of the submission.  The 
extended user fee goal date is March 15, 2012. 
 
In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by February 4, 
2012. 
 
If you have any questions, call Meredith Alpert, Regulatory Project Manager, at (301) 796-1218. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Margaret M. Kober, R.Ph.,M.P.A. 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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From: Alpert, Meredith
To: "Mondabaugh, Susan"; 
Subject: NDA 202344 comments
Date: Monday, October 31, 2011 11:02:00 AM

Hi Sue, 

I just listened to your voicemail from last week. Below are more comments for 
you regarding the carton and container from chemistry. I will convey to DMEPA 
that you do not have a label blister available and ask them what would be 
acceptable in its place. Please respond to this email to confirm receipt. 

1) All labeling including blister, carton and sleeve.  
· The established name and dosage form should be printed as follows:  
(alendronate sodium) Effervescent Tablets  
· The font size of established name, dosage from and dosage administration should 
be at least 50% of the proprietary name.

· Update NDC numbers.  
2) Blister label  
· Print the name of the manufacturer/distributor.  
· Print the NDC number  
· Print the barcode  
4) Carton label  
· Storage condition should be correctly described as:  
“Store at 25°C (77°F), excursions permitted to 15°C - 30°C (59°F - 86°F) [See 
USP Controlled Room Temperature]”  
5) Sleeve  
· Indicate the total number of tablets e. g. Total 12 Effervescent Tablets.  
· Print lot number and expiration date. 

 
Meredith Alpert, M.S.  
Acting Safety Regulatory Project Manager  
Center for Drug Evaluation and Research  
Office of New Drugs  
Division of Reproductive and Urologic Products  
Phone: 301-796-1218, Fax: 301-796-9897  
Email: meredith.alpert@fda.hhs.gov 
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MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: Teleconference to convey comments 
Meeting Category: NDA 
 
Meeting Date and Time: October 12, 2011, 11:00 –11:30 a.m. EST 
Meeting Location: Teleconference 
 
Application Number: NDA 202344 
Product Names:  Binosto (conditionally accepted) 
Indications: Osteoporosis 
Sponsor/Applicant Name: EffRX (Hurley Consulting Agency) 
 
Meeting Chair: Theresa Kehoe, M.D.  
Meeting Recorder: Meredith Alpert, M.S. 
 
FDA ATTENDEES 
Theresa Kehoe, M.D. – Clinical Team Leader, DRUP 
Stephen Voss, M.D. – Medical Officer, DRUP 
Hyunjin Kim, Pharm.D. – Clinical Pharmacology Reviewer, Division of Clinical 
  Pharmacology III (DCPIII), Office of Clinical Pharmacology (OCP) at DRUP 
Meredith Alpert, M.S.–Regulatory Project Manager, DRUP 
 
SPONSOR ATTENDEES 
Sue Mondabaugh, PhD, VP Regulatory Affairs, Hurley Consulting Associates Ltd. 
Margaret E. Hurley, MD, President & CEO, Hurley Consulting Associates Ltd. 
Marshall Hayward, PhD, Chief Scientific Officer, EffRx Pharmaceuticals SA 
 
 
BACKGROUND 
The pre-approved NDA was submitted on February 15, 2011. On September 27, 2011, the 
Bioequivalence Establishment Inspection Report Review was completed. The analytical portion 
of the study was conducted at . Following inspection 
of  a form FDA 483, citing the observations during the inspection was issued. The 
observations listed a deficiency and recommendations on how to correct the deficiencies listed in 
the 483 form. On October 12, 2011, the division initiated a teleconference with the applicant in 
order to convey the deficiencies and recommendations to the applicant listed in the 483 form. 
 
 
DISCUSSION 
The applicant acknowledged that they were aware of the 483 issued to  

 The division began the meeting by conveying stating that these findings raised 
concerns regarding the adequacy of the bioequivalence findings for the NDA. While 13 batches 
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are outlined in the 483, only two batches were reassayed and the other 11 were reported without 
reassay. Therefore, the 11 batches that were not re-assayed are the issue. The Division proposed 
a two step plan for reanalysis of the bioequivalence data. First, perform a statistical reanalysis of 
the bioequivalence data with the 11 batches outlined in the 483 removed. If bioequivalence is 
maintained, then no further samples reassay is necessary. However, if BE criteria are not 
maintained after the removal of the 11 batches, then reassay of those 11 batches of urine samples 
would be necessary. 
 
The applicant asked if they needed to reanalyze the urine samples. The division responded by 
clarifying that the applicant just needed to redo the statistical analysis excluding the 11 runs and 
if they still met the BE criteria, the division would be satisfied. However, if they do not meet the 
BE criteria after the removal of the 11 runs, the option to reanalyze the other 11 urine samples is 
still available. The applicant asked for confirmation that if they perform a statistical analysis and 
the BE criteria is met that the division would be satisfied. The division confirmed that this would 
be the case.  
 
The division asked the applicant for a 2-week turnaround time maximum. The applicant 
responded that it was a reasonable request. The division further asked that the applicant submit 
all of the raw data sets in the SAS transport file, tables and figures. The applicant agreed to do 
so. The applicant asked how long it would take for the division to review the data, and the 
division responded that it depends on the amount of data that needs to be reviewed internally. 
The applicant concluded the meeting by stating they would do their best to meet our requested 
timelines. 
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From: Alpert, Meredith
To: "Mondabaugh, Susan"; 
Subject: NDA 202344 carton comments
Date: Wednesday, October 12, 2011 12:17:00 PM
Attachments: Binosto image for reference.pdf 

Hi Sue, 

I have been asked to share the following comments from DMEPA regarding your 
carton. Please also see attached image for reference:

 
In our initial phase of our labeling review, DMEPA identified a design issue. Our 
preliminary evaluation finds the design of the proposed carton introduces 
vulnerability that can lead to medication errors (See attached carton labeling 
image for reference). 

1.  The instructions on the rear, Panel 4 are confusing because when 
reading left to right and then top to bottom, the text reads (Week 2, 
Week 1, Week 3, Week 4). 

2.  Panel 4 has multiple “Step 1” and “Step 3” instructions associated 
with each week. However, “Opening Steps: 1 to 5” are not 
associated with a specific week. Additionally, the overlapping “Step 
1” and “Opening Steps: 1 through 5” instructions are confusing as 
to which “Step” is truly the first step. 

3.  Instructions for removing the pouch are displayed on two opposing 
panels, thus causing confusion as users would have to flip the 
carton back and forth, starting on the rear Panel 4, in order to read 
and follow the instructions. 

4.  The text on Panel 4 appears in both a vertical and horizontal 
orientation which decreases readability. 

Recommendations:  
If you have usability data to support that representative users can adequately 
use this carton design, please submit for review. 

If no data is available, redesign the carton with simpler instructions for use. 
Consider presenting the weekly doses vertically such that upon flipping the 
carton from Panel 3 to Panel 4 does not alter the week order. 

Additionally, we have concerns regarding the text on the container label and 
carton labeling; however, these concerns will be addressed in a separate review.
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Meredith Alpert, M.S.  
Acting Safety Regulatory Project Manager  
Center for Drug Evaluation and Research  
Office of New Drugs  
Division of Reproductive and Urologic Products  
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Email: meredith.alpert@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 202-344 
 GENERAL ADVICE 
 
EffRx Pharmaceuticals SA 
Agent: Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D., FRAPS, VP Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Steovess™ (alendronate sodium) Effervescent Tablet. 
 
We have reviewed the referenced material and have the following recommendation: 
 
Your proposed disintegration method (in water, 20ºC) is acceptable; however, we recommend 
that the proposed disintegration acceptance criteria be revised as follows: 
 
Change from: 

 
To:  
 
If you have any questions, call Becky McKnight, Regulatory Project Manager, at (301) 796-
1765. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

           Moo-Jhong Rhee, Ph.D. 
           Branch Chief, Branch IV 
           Division of New Drug Quality Assessment II 
                        Office of New Drug Quality Assessment 
           Center for Drug Evaluation and Research 

Reference ID: 3018095
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 202344 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

EffRx Pharmaceuticals SA 
c/o Hurley Consulting Associates Ltd. 
One Main Street 
Chatham, NJ 07928 
 
ATTENTION: Susan M. Mondabaugh, PhD, FRAPS  

Vice President, Regulatory Affairs 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) dated December 21, 2010, received December 22, 
2010, submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Alendronate Sodium Effervescent Tablets, 70 mg. 
 
We also refer to your June 21, 2011, correspondence, received June 22, 2011, requesting review of 
your proposed proprietary name, Binosto.  We have completed our review of the proposed 
proprietary name, Binosto and have concluded that it is acceptable.  
 
The proposed proprietary name, Binosto, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your June 22, 2011 submission are altered 
prior to approval of the marketing application, the proprietary name should be resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Maria Wasilik, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-0567. For any other information regarding this 
application contact the Office of New Drugs (OND) Regulatory Project Manager, Meredith Alpert at 
(301) 796-1218.   
 

Sincerely, 
 
{See appended electronic signature page}  
 
Carol Holquist, RPh  
Director  
Division of Medication Error Prevention and Analysis  
Office of Medication Error Prevention and Risk Management  
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 202344 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for alendronate sodium effervescent tablets, 70 mg. 
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 
drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 
                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

Office of New Drugs 
Center for Drug Evaluation and Research 
10903 New Hampshire Avenue 
Bldg. 22, Room 6300 
Silver Spring, MD 20993-0002 
 

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

 
 
Sincerely, 
 
{See appended electronic signature page} 
 
Scott Monroe, M.D. 
Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III  
Center for Drug Evaluation and Research 
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NDA 202344 ACKNOWLEDGE ADDRESS CHANGE 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
Dear Dr. Mondabaugh: 
 
We acknowledge receipt on June 27, 2011, of your June 27, 2011 correspondence notifying the 
Food and Drug Administration that the corporate name and/or address has been changed from 
 

EffRx Pharmaceuticals SA 
Biopole 
Route de la Corniche 4 
CH-1066 Epalinges S   
Lausanne, Switzerland 

to 
 

EffRx Pharmaceuticals SA 
Biopole 
Route de la Corniche 9B 
CH- 1066 Epalinges 
Switzerland 

 
for the following new drug application: 
 
NDA 202344 for alendronate sodium effervescent tablets, 70 mg. 
 
We have revised our records to reflect this change.  
 
Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, call me, at (301) 796-1993. 
 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Karl Stiller, R.Ph. 
Regulatory Health Project Manager 
Division of Reproduction and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 202344 INFORMATION REQUEST 

 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) dated December 21, 2010, received February 
15, 2011, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for alendronate sodium effervescent tablets, 70mg. 
 
We are reviewing the Clinical Pharmacology section of your submission and have the following 
information requests.  We request a prompt written response in order to continue our evaluation 
of your NDA. 
 

o On the page 35 of the protocol AE-1212-001-EM, section 7.3.1 states that the 
effervescent solutions will be prepared no longer than 15 minutes and not less than 5 
minutes before administration. Provide the detailed explanation of this “preparation” step 
(e.g., waiting without stirring, stirring). 

o Provide the pharmacokinetic analysis of alendronate in males only with relevant tables 
(pharmacokinetic parameters and bioequivalence analysis) and figures (individual 
cumulative urinary excretion, geometric mean cumulative urinary excretion, geometric 
mean of the urinary excretion in linear Y-scale, and geometric mean of the urinary 
excretion in logarithmic Y-scale) 

o Provide the means and standard deviations of data points in figures (geometric mean 
cumulative urinary excretion, geometric mean of the urinary excretion in linear Y-scale, 
and geometric mean of the urinary excretion in logarithmic Y-scale) for females only, 
males only, and females and males together in SAS transport file format. 
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If you have any questions, call George Lyght, Regulatory Project Manager, at (301) 796-0948. 
 

Sincerely, 

{See appended electronic signature page} 

Margaret Kober, R.Ph., M.P.A. 
Chief, Project Management Staff 
Division of Reproduction and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES 
 PUBLIC HEALTH SERVICE 
 FOOD AND DRUG ADMINISTRATION 
 CENTER FOR DRUG EVALUATION AND RESEARCH 
 
MEETING DATE:   May 12, 2011 
TIME:    11:00 – 11:30 am 
LOCATION:   WO 22 Room 5440 
APPLICATION:   IND 103130, NDA 202344 
DRUG NAME: Avalent (Secondary proposed name) 
TYPE OF MEETING:  Proposed Proprietary Name 
 
APPLICANT:   EffRx Pharmaceuticals 
 
MEETING CHAIR:   
 
MEETING RECORDER:  
 
FDA ATTENDEES:  
 

Carlos M. Mena-Grillasca, Team Leader, DMEPA 
Chi-Ming (Alice) Tu, Pharm.D., Safety Evaluator, DMEPA 
Chris Wheeler, Team Leader, Project Management Staff, OSE  
Maria Wasilik, Project Manager, OSE  
Mark Liberatore, Project Manager, OSE 
Ermias Zerislassie, Project Manager, OSE 
 
 

EXTERNAL CONSTITUENT ATTENDEES: 
 
 Sue Mondabaugh, Regulatory Affairs 
 Margaret Hurley, MD, Regulatory Affairs 
 Marshall Hayward, PhD, Chief Scientific Officer, EffRx Pharmaceuticals SA 
 
Background: 
 
DMEPA requested this teleconference to inform the Sponsor of preliminary concerns 
identified during the review of the proposed proprietary name, Steovess, and the alternate 
name, Avalent. 
 
Discussion 

 
DMEPA’s Findings: 
 
We set up this courtesy call to notify you of our preliminary safety concerns with 
regards to your proposed secondary name, Avalent. 
 

Reference ID: 2945913



It is the FDA’s policy to review only the primary name submission.  However, we are 
calling you today regarding your secondary name in the intent of transparency.   
 
Our preliminary review of the proposed name Avalent has identified that the name 
may not be acceptable for the following reason: 
 

 
Since you recently received an unacceptable letter for your proposed primary name, 
Steovess, we wanted to present you with your regulatory option.   
 
Only choice: Submit an alternative name for review. 
 
Please keep in mind that every proprietary name request under the NDA will have a 
90-day PDUFA goal date. 

Conclusion 
The Applicant responded that they understand our preliminary concern and appreciate the 
courtesy call.  The Applicant agrees to submit an alternative name. 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

IND 103130 
NDA 202344 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
EffRx Pharmaceuticals SA 
c/o Hurley Consulting Associates Ltd. 
One Main Street 
Chatham, NJ 07928 
 
ATTENTION: Susan M. Mondabaugh, PhD, FRAPS 

 Vice President, Regulatory Affairs 
 
Dear Dr. Mondabaugh: 

Please refer to your Investigational New Drug Application (IND), submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act and to your New Drug Application (NDA) dated December 21, 
2010, received December 22, 2010, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act for Alendronate Sodium, Effervescent Tablets, 70 mg.  

We also refer to your December 8, 2010, IND correspondence, received December 9, 2010, and to your  
March 29, 2011, NDA correspondence, received March 29, 2011, requesting review of your proposed 
proprietary name, Steovess. We have completed our review of this proposed proprietary name and have 
concluded that this name is unacceptable for the following reasons. 
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If you have any questions regarding the contents of this letter or any other aspects of the proprietary 
name review process, contact Maria Wasilik, Safety Regulatory Project Manager in the Office of 
Surveillance and Epidemiology, at (301) 796-0567.  For any other information regarding this application 
contact the Office of New Drugs (OND) Regulatory Project Manager, Karl Stiller at (301) 796-1993.   
 

Sincerely, 
 
{See appended electronic signature page}     
    
Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 202344 
 FILING COMMUNICATION 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
 
Dear Dr. Mondabaugh: 
 
Please refer to your New Drug Application (NDA) dated December 21, 2011, received February 
15, 2011, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for alendronate sodium effervescent tablets, 70mg. 
 
We also refer to your submission dated March 31, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, the user fee goal date is December 15, 
2011. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by November 6, 2011. 
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During our filing review of your application, we identified the following potential review issues: 
 
Clinical 
 

1. Your risk/benefit discussion (M 2.5) regarding the potential for upper GI irritation of 
your product includes the issue of buffering of gastric acid, but does not address the role 
of alendronate particulate matter. Submit and discuss the evidence that your  
product does not result in significant particulate matter which may be retained within the 
esophagus. 

2. Provide a rationale for the applicability of your data to the U.S. population/practice of 
medicine, as discussed in Guidance for Industry E5 - Ethnic Factors in the Acceptability 
of Foreign Clinical Data (September 2006), accessible at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/ucm073120.pdf. 

 
Clinical Pharmacology 
 

1. In study AE-1212-001-EM, study subjects were instructed to drink at least 100 mL of 
Volvic (non-sparkling water) approximately every 30 minutes from 2 hours prior to 
dosing to approximately 30 minutes after dosing for a total of 740 mL when taking 
effervescent alendronate sodium tablet or Fosamax. However, the approved Fosamax 
labeling instructs patients to take Fosamax with a full glass of water (6-8 ounces). 
Address the effect of difference in the total amount of water consumption (740 mL vs. 6-
8 ounces) while taking Fosamax on the safety and efficacy of Fosamax. 

2. The current proposed labeling for effervescent alendronate sodium tablet instructs 
patients to take each effervescent alendronate sodium tablet by dissolving it in 4 ounces 
of water. Address the effect of the difference in the total amount of water consumption 
(740 mL vs. 4 ounces) while taking effervescent alendronate sodium tablet on the 
bioavailability of effervescent alendronate sodium tablet. 

 
Chemistry, Manufacturing, and Controls 
 

1.   Provide information on whether the blisters comply with 16 CFR 1700.14(a)(10) for 
child resistance. Refer to the US Consumer Product Safety Commission website 
(http://www.cpsc.gov/businfo/dreg.html) for more information. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   
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Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights (HL) 
 

1. 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. 

 
2. HL is limited in length to one-half page.  
 

Initial U.S. Approval  
 

1. The verbatim statement “Initial U.S. Approval” followed by the 4-digit year in which the 
FDA initially approved the new molecular entity (NME), new biological product, or new 
combination of active ingredients, must be placed immediately beneath the product title 
line. For alendronate sodium, the statement should read “Initial U.S. Approval 1995.” 

 
Contraindications  
 
1. 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. 

 
Patient Counseling Information Statement  
 

1. Change the statement to reference the Medication Guide: “See 17 for Patient 
Counseling Information and Medication Guide.” 

 
General Format 
 

1. A horizontal line must separate the TOC and FPI. 
 
2. The heading – FULL PRESCRIBING INFORMATION – must appear at the 

beginning in UPPER CASE and bold type. 
 
Adverse Reactions  
 

1. 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 
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directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in clinical practice.” 

2. 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 with 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.” 

 
Patient Counseling Information 
 

1. 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)” 
 
In addition, we recommend the following revisions. Additions to current labeling are shown by 
underlined text and deletions are shown by strike through text. 
 

1. HIGHLIGHTS, ADVERSE REACTIONS: 
The most common adverse reactions for alendronate sodium (incidence >3%) are 

2. FULL PRESCRIBING INFORMATION: CONTENTS*: 
17 PATIENT COUNSELING INFORMATION 

3. 12.2 Pharmacodynamics, Osteoporosis in Postmenopausal Women subsection: 
Unbold Osteoporosis in Postmenopausal Women 

4. 17 PATIENT COUNSELING INFORMATION 

 
We request that you resubmit labeling that incorporates the above recommendations by May 13, 
2011. The resubmitted labeling will be the basis for further labeling discussions. 
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REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required. 
 
If you have any questions, call Karl Stiller, Regulatory Project Manager, at (301) 796-1993. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
George Benson, M.D.  
Deputy Director 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III  
Center for Drug Evaluation and Research 
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NDA 202344 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
Dear Dr. Mondabaugh: 
 
Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal 
Food, Drug and Cosmetic Act for alendronate sodium effervescent tablets, 70mg. 
 
You were notified in our letter dated December 27, 2010, that your application was not accepted 
for filing due to non-payment of fees. The Division has been notified that your request for small 
business waiver of the application fee for NDA 202344 has been granted on February 15, 2011, 
therefore, your application is now acceptable for review effective that date. 
 
Unless we notify you within 60 days of the above date that the application is not sufficiently 
complete to permit a substantive review, this application will be filed under section 505(b) of the 
Act on April 16, 2011, in accordance with 21 CFR 314.101(a). 
 
Please cite the NDA number listed above at the top of the first page of all submissions to this 
application. Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 
If you have any questions, contact Karl Stiller, Regulatory Project Manager, at (301) 796-1993. 
 
Sincerely, 
 
{See appended electronic signature page} 
 
Margaret Kober, R.Ph., M.P.A. 
Chief, Project Management Staff 
Division of Reproductive and Urologic Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 202344 UNACCEPTABLE FOR FILING 
 
EffRx Pharmaceuticals SA c/o Hurley Consulting Associates Ltd. 
Attention: Susan M. Mondabaugh, Ph.D. 
Vice President Regulatory Affairs 
One Main Street 
Chatham, NJ 07928 
 
 
Dear Dr. Mondabaugh: 
 
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act for the following: 
 
Name of Drug Product: alendronate sodium effervescent tablets, 70 mg. 
 
Date of Application: December 21, 2010 
 
Date of Receipt: December 22, 2010 
 
Our Reference Number: NDA 202344 
 
We have not received the appropriate user fee for this application.  An application is considered 
incomplete and cannot be accepted for filing until all fees owed have been paid.  Therefore, this 
application is not accepted for filing.  We will not begin a review of this application's adequacy 
for filing until FDA has been notified that the appropriate fee has been paid.  Payment should be 
submitted to the following address: 
 

Food and Drug Administration 
P.O. Box 70963 
Charlotte, NC 28272-0963 

 
Checks sent by a courier should be addressed to: 
 

Wells Fargo Bank 
Attn: Food and Drug Administration, Lockbox 70963 
1525 West WT Harris Blvd, Room D1113-022 
Charlotte, NC 28262 
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NOTE:  Please include the User Fee I.D. Number, the Application number, and the FDA 
P.O. Box number (P.O. Box 70963) on the enclosed check.  It would be helpful if you 
included the user fee cover sheet (Form FDA 3397) with your payment. 
 
The receipt date for this submission (which begins the review for filability) will be the date the 
review division is notified that payment has been received by the bank. 
 
Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Reproductive and Urologic Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 

 
If you wish to send payment by wire transfer, or if you have any other questions, please call Bev 
Friedman or Mike Jones at 301-796-3602. 
 
If you have any questions, contact Karl Stiller, Regulatory Project Manager, at (301) 796-1993. 
 

 
Sincerely, 
 
{See appended electronic signature page} 
 
Margaret Kober, R.Ph., M.P.A. 
Chief, Project Management Staff 
Division of Reproduction and Urologic Products  
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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