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EXCLUSIVITY SUMMARY  

 
NDA # 204078     HFD # 170 

Trade Name:   Bloxiverz 
 
Generic Name:   neostigmine methylsulfate injection 
     
Applicant Name:   Eclat Pharmaceuticals       
 
Approval Date, If Known:   May 31, 2013       
 
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  
The submission contains only published literature to support the indication.  The 
Applicant did not conduct any clinical studies to support the safety and efficacy of this 
product. 

 
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.     

 
      

 
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? 
    
            
 
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 
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NDA #(s). 
 

      
NDA# 000654 Prostigmin (neostigmine bromide) 

NDA#             

NDA#             

    
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 
 
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 
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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  

 
     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?  
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   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: 

 
      

 
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  
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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:  
                                      
         
                                                             

(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:  
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 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:  Allison Meyer                     
Title:  Regulatory Health Project Manager 
Date:  May 30, 2013 
 
                                                       
Name of Office/Division Director signing form:  Rigoberto Roca, Deputy Director 
Title:  Director, HFD-170 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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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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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) 
 
The proposed product bridge to the published literature is a scientific justification that is 
supported by: data from IV studies (100% bioavailable) from published literature and the 
product is IV (100% bioavailable).  The data are relevant without the need for a study (100% 
= 100%). 

 
The proposed product bridge to the reference to NDA 20624 (Anzemet) justifies the levels of 
phenol in the drug product (excipient).   The level of phenol in the proposed product 
(22.5mg) is lower than the level of phenol is the LD (25mg), so it covered.  This is covered in 
the pharm/tox review. 

 
The proposed product bridge to the reference to NDA 20551 (Nimbex) justifies the tonicity 
of the injectable product (excipient).   Excerpt from pharm/tox review:  “The osmolality of 
the solution is approximately 53-59 mOsmal/L, which is hypotonic (isotonic solutions are 
~290 mOsmol).  Although this drug is not isotonic, the applicant notes that the FDA 
approved drug Nimbex is also indicated for intravenous use and that drug has an osmolality 
of 8 mOsmol/L and is injected in the same volume as that proposed.  Therefore, there is an 
FDA previous finding of safety for an intravenous hypotonic drug product 
 

RELIANCE ON PUBLISHED LITERATURE 
 
4) (a) Regardless of whether the applicant has explicitly stated a reliance on published literature 

to support their application, is reliance on published literature necessary to support the 
approval of the proposed drug product (i.e., the application cannot be approved 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)? 
                                                                                              N/A       NO       YES 
 

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 
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(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) 

Anzemet (dolastetron mesylate) injection 20624 Y 

Nimbex (cisatracurium besylate) injection 20551 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: 20624 and 20551 
 

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 

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. 

 

                                                                                                                   YES        NO 
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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”). 
 
There are currently only marketed unapproved drugs for this product on the market. 

 
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. 
 

                                                                                                                   YES        NO 
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 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 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 
the Orange Book. Please also contact the (b)(2) review staff in the Immediate Office, Office of 
New Drugs. 
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Pharmaceutical alternative(s):       
 

PATENT CERTIFICATION/STATEMENTS 
 

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

 
Listed drug/Patent number(s):   
 

                                           No patents listed  proceed to question #14   
   
13) Did the applicant address (with an appropriate certification or statement) all of the unexpired 

patents listed in the Orange Book for the listed drug(s) relied upon to support approval of the 
(b)(2) product? 

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

 
Listed drug/Patent number(s):        
 

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

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

 
  21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to 

FDA. (Paragraph I certification) 
 
 X 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 
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. 
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  21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent 

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

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

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

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

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

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

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

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

 
(d) What is/are the date(s) on the registered mail receipt(s) (i.e., the date(s) the NDA holder 

and patent owner(s) received notification): 
 

Date(s):       
 

(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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Public Health Service
DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration 

 Memorandum 
      
     
DATE:  May 31, 2013  
 
TO:  DARRTS 
 
FROM: Prasad Peri, Ph.D, 
 
SUBJECT: Correction of NDA number on page 7 in Review dated April 26, 2013, Trade name/Labeling 

comments 
 
 
Dr. Arthur Shaw placed a review in DARRTS on April 26 h recommending approval of the produict from a 
CMC perspective.  However after this review was placed it was noticed that on page 7 of the review the 
heading states “The Chemistry Review for NDA 200436”.  This heading on page 7 is an error and the 
correct number for this NDA review is 204078 as noted all other places of the document.   
 
This memo is entered to notify the team of this error.   
 
In addition, it was noted that the trade name of the drug product has been revised from  to 
Bloxiverz which was evaluated and accepted by DMEPA recently and the established name is stated as 
(Neostigmine Methylsulfate Injection, USP) in the carton and container labels submitted on May 28th 2013.  
It is noted that the first letter of the established name is spelled in capital letters on the carton and container 
labels where as it is spelled out as small letter in the package insert (per email from project manager and 
DMEPA reviewers).  The sponsor will be asked to commit to revise these to be consistent.    
 
In addition the storage statement on the carton should be “store at 20° to 25°C (68° to 77°F) and not 

 to be consistent with the Package Insert.    
 
 
Prasad Peri 
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Meyer, Allison

From: Meyer, Allison
Sent: Thursday, May 30, 2013 4:59 PM
To: Marla Scarola
Subject: Carton and container labels neostigmine

Marla,
Please incorporate the following recommendations and resend the carton/container labeling.

A. All Container Labels and Carton Labeling (5 mg/10 mL and 10 mg/10 mL) 
1. Revise the presentation of the proprietary name from all upper case letters 

“BLOXIVERZ” to title case “Bloxiverz” to improve readability. 
2. Delete  

 

3. Remove or decrease the size and prominence of the company name and logo so 
that it does not distract from important identifying drug information.  The 
company name and logo is problematic because it is currently equally or more prominent 
than the established name on the container label and the proprietary and 
established name on the carton labeling. 

B. Container Label (5 mg/10 mL and 10 mg/10 mL)
1. Include a space between the number and unit.  For example, 5 mg/10mL should 

read 5 mg/10 (space) mL and 10 mg/10mL should read                           10 
mg/10 (space) mL.

2. Reformat the strength statement to appear in a stacked format to help with the
readability of this information.  The format of the strength statement 
should appear similar to the currently proposed format on the carton labeling.

3. Relocate and revise the “Rx ONLY” statement from the principal display panel 
to the side panel and to appear as “Rx Only.”

C. Carton Labeling (5 mg/10 mL and 10 mg/10 mL)
1. Include a space between the number and unit.  For example, 5 mg/10mL should 

read 5 mg/10 (space) mL and 10mg/10mL should read 10 (space) mg/10 (space) mL.
2. Relocate the “Manufactured for” statement on the principal display panel to 

the side panel to help increase the readability of the most important information.
3. Relocate the route of administration statement, “For Intravenous Use,” to 

appear above the net quantity statement similar to the presentation of the 
statement on the container label.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)
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Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, May 28, 2013 3:55 PM
To: Marla Scarola
Subject: 356h

Marla,

We noticed that the 356h form, while it indicates b2, it does not list the 2 listed drugs (N20624 and N20551).  The next 
time you submit an amendment to the NDA, ensure the listed drugs are indicated on the 356h form.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)
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However, this statement is not consistent with the W&P regulations [21 CFR 201.57(c)(6)] or 2011 Warnings and 
Precautions, Contraindications, and Boxed Warning Sections of Labeling for Human Prescription Drug and Biological 
Products – Content and Format guidance 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM075096.pdf) because 
it does not "describe clinically significant adverse reactions" associated with each of the listed conditions.  Furthermore, 
the statement includes a possibly ambiguous and uninformative statement on how to prevent, mitigate, monitor for or 
manage the clinically significant adverse reaction (i.e., "should be used with caution").  Therefore, you need to revise the 
statement to include the clinically significant adverse reactions associated with each of the stated conditions and include a 
statement on how to prevent, mitigate, monitor for or manage each clinically significant adverse reaction if known.  If there 
is no information to support the warning for a particular underlying condition, i.e., reports of adverse events related to the 
condition, that condition should be removed from this section of the label.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)

Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, May 28, 2013 3:55 PM
To: Marla Scarola
Subject: 356h

Marla,

We noticed that the 356h form, while it indicates b2, it does not list the 2 listed drugs (N20624 and N20551).  The next 
time you submit an amendment to the NDA, ensure the listed drugs are indicated on the 356h form.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 204078 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Éclat Pharmaceuticals 
c/o The Weinberg Group Inc. 
1129 Twentieth St., NW, Suite 600 
Washington, DC  20036 
 
ATTENTION:  Marla E. Scarola, MS 
   Senior Consultant and U.S. Agent 
 
Dear Ms. Scarola: 
 
Please refer to your New Drug Application (NDA) dated and received on July 31, 2012, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for  
Neostigmine Methylsulfate Injection, 0.5 mg/mL and 1 mg/mL. 
 
We also refer to your correspondence, submitted and received May 6, 2013, requesting review of 
your proposed proprietary name, Bloxiverz.  We have completed our review of the proposed 
proprietary name and have concluded that it is acceptable.  
 
The proposed proprietary name, Bloxiverz, 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.  
Additionally, if any of the proposed product characteristics as stated in your May 6, 2013 
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 Teena Thomas, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796- 0549.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Allison Meyer at (301) 796-1258.   

 
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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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 

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

 
TO:  
 
CDER-DDMAC-RPM  
 

 
FROM: (Name/Title, Office/Division/Phone number of requestor)    DAAAP 
Allison Meyer, X61258   

 
REQUEST DATE 
5/1/13 

 
IND NO. 
 

 
NDA/BLA NO. 204078 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
Package Insert Labeling 

 
NAME OF DRUG 
 
Neostigmine 

 
PRIORITY CONSIDERATION 
Standard 

 
CLASSIFICATION OF DRUG 
NMB 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
5/13/13 

NAME OF FIRM: 

 
Eclat 

PDUFA Date: 5/31/13 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

PACKAGE INSERT (PI)  
 PATIENT PACKAGE INSERT (PPI) 
 CARTON/CONTAINER LABELING 
 MEDICATION GUIDE 
 INSTRUCTIONS FOR USE(IFU) 

 

 
TYPE OF APPLICATION/SUBMISSION 

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

 

 
REASON FOR LABELING CONSULT 

  INITIAL PROPOSED LABELING 
LABELING REVISION 

 
 

EDR link to submission:  EDR Location: \\CDSESUB1\EVSPROD\NDA204078\204078.enx 

Please Note:  There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days. 
 
COMMENTS/SPECIAL INSTRUCTIONS: A substantially complete version of the label has been sent via email.  This is significantly different than the version provided by the 
Sponsor. 
 
Mid-Cycle Meeting: [Insert Date] 
Labeling Meetings: [Insert Dates] 
Wrap-Up Meeting: [Insert Date] 

 
SIGNATURE OF REQUESTER 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Thursday, April 25, 2013 10:24 AM
To: marla.scarola@weinberggroup.com
Subject: NDA 204078

Good morning Ms. Scarola, 
 
We are reviewing your NDA 204078 and have the following comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 
 

1.                   Commit to submitting a PAS if the drug substance supplier  
2.                   Commit to making  a Critical Process Parameter. 
3.                   Commit to amending the manufacturing directions in the master batch record to do the following: 

a)      Include   
b)      Include              

 
Please contact me if you have any questions. 
 
Please acknowledge the receipt of this request.  
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OPS/ONDQA 
Division of New Drug Quality Assessment III 
Phone (301) 796‐4013 
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          FDA Response:  REP2659  Report 
 

2)      Regarding the Control of the Drug Product (3.2.P.5) 

b)      Regarding Method ATP1226 for the testing for Leachables: 

ii)      Explain why the procedure for calculating the Total Impurities does not specify that the 
areas of individual impurities should be added, rather than taking the mean. 

        The data reporting section in ATP1092 instructs the analyst to  

·        Calculate the % Label Claim of the individual impurities in each replicate to three decimal places and 
the mean % Label Claim of the impurities between replicate samples to two decimal places. 

·        Calculate total % Label Claim of the impurities using the two decimal place mean of individual 
impurities and report the total % Label Claim to one decimal place. 

       Is the Agency requesting that we clarify the second bullet point to state that the two decimal place means of 
individual impurities should be added to report the total % Label Claim to one decimal place? 

 
       FDA Response:  Yes 
 

4)      Regarding the Stability Protocols 

a)      Include reporting  in the Stability protocols. 

      is currently reported in the stability data tables (3.2.P.8.3) and will continue to be reported as a 
related substance per the post-approval stability protocol (3.2.P.8.2).  The stability testing is conducted against 
the current drug    

     specification in which the related substances specification requires testing for   Would the Agency’s 
request be satisfied if we simply include the drug product specification in the stability protocol? 
 
     FDA Response:  Yes 
 

4)      Regarding the Stability Protocols 

c)      Add testing for leachables, endotoxin, and sterility as part of Stability Protocols B and D. 

      Stability Protocols B and D currently include testing for endotoxin and sterility.  Is the Agency requesting 
that we add leachables testing to these protocols?   
 
       FDA Response:  Yes 
 
Thank you, 
 
Luz E Rivera, Psy.D. 
LCDR, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OPS/ONDQA 
Division of New Drug Quality Assessment III 
Phone (301) 796-4013 
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Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, March 26, 2013 3:03 PM
To: 'Marla Scarola'
Subject: Labeling for Neostigmine

Regarding the Carton and Container Labels:  
 in the carton labels for the 0.5 and 1 mg/ml strengths, respectively.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)

Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, March 26, 2013 11:19 AM
To: 'Marla Scarola'
Subject: Neostigmine reports

FDA is has begun use of a new adverse event reporting system that identifies case reports with a new numbering system, 
but allows searches with the ISR numbers used for the old version of AERS. We have been able to locate 9 of the 11 
cases of coma that you reference in the NDA; however, 2 cases have report numbers that are not recognized by either 
the old or the new system. These are C01398365 and C01695412. Please submit copies of these case reports.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258

Reference ID: 3283434
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From: Meyer, Allison [mailto:Allison.Meyer@fda.hhs.gov] 
Sent: Wednesday, February 27, 2013 9:52 AM
To: Marla Scarola
Subject: RE: NDA 204078 request

 

Provide the method used to confirm the identification.  The “  2011” Report only states that 
the structure of  is based on a “Most Probable Compound” analysis.

 

Allison

 

    

From: Marla Scarola [mailto:Marla.Scarola@weinberggroup.com] 
Sent: Wednesday, February 27, 2013 9:19 AM
To: Meyer, Allison
Subject: RE: NDA 204078 request

Allison,

 

Would you please clarify your request?  Are you looking for the structure of the leachable or the 
method used for identification?

 

Thanks,

Marla

 

From: Meyer, Allison [mailto:Allison.Meyer@fda.hhs.gov] 
Sent: Wednesday, February 27, 2013 8:18 AM
To: Marla Scarola
Subject: NDA 204078 request

 

Marla,

 

Provide data to confirm the structure of the leachable, 

Reference ID: 3283434
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Allison,

 

The 11 events of coma were identified through a search of the FDA AERS database.  Please see 
Table 7 of the ISS.

 

Please let me know if you require further information.

 

Best,

Marla

 

Marla E. Scarola, M.S., RAC

Senior Consultant

The Weinberg Group

1129 Twentieth St, NW, Suite 600

Washington, DC 20036

P +1 202.730.4129

F +1 202.833.7057

weinberggroup.com 

Description: Description: Description: Logob

 

 

 

From: Meyer, Allison [mailto:Allison.Meyer@fda.hhs.gov] 
Sent: Tuesday, February 26, 2013 4:28 PM
To: Marla Scarola
Subject: neostigmine
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Marla,

 

For Neostigmine, please identify the articles in the literature where you found the 11 events of coma?

Thanks.

 

Allison Meyer

Sr. Regulatory Health Project Manager

Division of Anesthesia, Analgesia and

   Addiction Products

Office of New Drugs II

Center for Drug Evaluation and Research

10903 New Hampshire Avenue

Bldg. 22, Rm. 3176

Silver Spring, MD 20993

301-796-1258

301-796-9713 (fax)
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Meyer, Allison

From: Meyer, Allison
Sent: Wednesday, February 27, 2013 9:52 AM
To: 'Marla Scarola'
Subject: RE: NDA 204078 request

Provide the method used to confirm the identification.  The  2011” Report only states that 
the structure of  is based on a “Most Probable Compound” analysis.
 
Allison

    

From: Marla Scarola [mailto:Marla.Scarola@weinberggroup.com] 
Sent: Wednesday, February 27, 2013 9:19 AM
To: Meyer, Allison
Subject: RE: NDA 204078 request

Allison,

 

Would you please clarify your request?  Are you looking for the structure of the leachable or the 
method used for identification?

 

Thanks,

Marla

 

From: Meyer, Allison [mailto:Allison.Meyer@fda.hhs.gov] 
Sent: Wednesday, February 27, 2013 8:18 AM
To: Marla Scarola
Subject: NDA 204078 request

 

Marla,

 

Provide data to confirm the structure of the leachable, 
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Allison Meyer

Sr. Regulatory Health Project Manager

Division of Anesthesia, Analgesia and

   Addiction Products

Office of New Drugs II

Center for Drug Evaluation and Research

10903 New Hampshire Avenue

Bldg. 22, Rm. 3176

Silver Spring, MD 20993

301-796-1258

301-796-9713 (fax)

 

 

Meyer, Allison

From: Meyer, Allison
Sent: Wednesday, February 27, 2013 8:18 AM
To: 'Marla Scarola'
Subject: NDA 204078 request

Marla,

Provide data to confirm the structure of the leachable, 

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
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301-796-9713 (fax)

Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, February 26, 2013 4:28 PM
To: 'Marla Scarola'
Subject: neostigmine

Marla,

For Neostigmine, please identify the articles in the literature where you found the 11 events of coma?
Thanks.

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)

Meyer, Allison

From: Meyer, Allison
Sent: Friday, February 01, 2013 11:05 AM
To: 'Marla Scarola'
Subject: Neostigmine label

Marla,
Can you send me an updated word version of your label with your tradename included?
Thanks,

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)
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Meyer, Allison

From: Meyer, Allison
Sent: Monday, January 14, 2013 10:06 AM
To: 'Marla Scarola'
Subject: neostigmine

Marla,
Please respond by Wednesday.

In your ISE (page 10) you state the following:

More recently, recovery to a TOF ratio of 0.9 (TOF0.9) or above has been shown to correlate
well with adequate and safe recovery from a NMBA, providing a greater margin of safety in
patients with lung disease (i.e., bronchitis or asthma) or neuromuscular disease (i.e.,
myasthenia gravis) (Heier et al. 2001).

That statement is not supported by the cited publication: Hemoglobin Desaturation after Succinylcholine-
induced Apnea.  Were you intending to cite a different reference?

Allison Meyer
Sr. Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
   Addiction Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, Rm. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)

Meyer, Allison

From: Meyer, Allison
Sent: Tuesday, January 08, 2013 11:44 AM
To: 'Marla Scarola'
Subject: RE: neostigmine

Microbiology Information Request:

We acknowledge the December 28 submission of antimicrobial effectiveness 
testing (AET) validation.  There are additional matters that need to be 
addressed regarding your AET data and test method.  Please address the 
following points:

 

• Your drug product specifications state an  content of phenol as 
compared to the formulation.  Provide data to demonstrate that undiluted 

Reference ID: 3283434
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Allison,

 

We plan to submit the responses by 12/31 as requested.

 

Best,

Marla

 

From: Meyer, Allison [mailto:Allison.Meyer@fda.hhs.gov] 
Sent: Tuesday, December 18, 2012 3:38 PM
To: Marla Scarola
Subject: RE: NDA 204078 IR

 

Marla,

When can we expect these responses?

Thanks,

Allison

 

    

From: Marla Scarola [mailto:Marla.Scarola@weinberggroup.com] 
Sent: Friday, November 30, 2012 1:23 PM
To: Meyer, Allison
Subject: RE: NDA 204078 IR

Thank you, Allison.  We’ll be in touch if we require any clarification.

 

Best regards,

Marla

 

Marla E. Scarola, M.S., RAC

Reference ID: 3283434
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·         Provide results from the most recent  
loads.

 

·         What is the  schedule for depyrogenation 

 

·         Describe environmental monitoring procedures performed during media fills.

 

·         Provide results from your most recent media fill on 

 

 

 

Allison Meyer

Sr. Regulatory Health Project Manager

Division of Anesthesia, Analgesia and

   Addiction Products

Office of New Drugs II

Center for Drug Evaluation and Research

10903 New Hampshire Avenue

Bldg. 22, Rm. 3176

Silver Spring, MD 20993

301-796-1258

301-796-9713 (fax)
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Rivera, Luz E (CDER)

From: Rivera, Luz E (CDER)
Sent: Thursday, March 14, 2013 5:00 PM
To: 'Marla.Scarola@weinberggroup.com'
Subject: NDA 204078

Good afternoon Ms. Scarola, 
 
We are reviewing your NDA 204078 and have the following comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 
 

 You are advised that   is not a synonym   
 is of neostigmine methylsulfate. Delete   

wherever it appears in the application. 

  
 
Please acknowledge the receipt of this request.  
 
Thank you, 
Luz E Rivera, Psy.D. 
LCDR, USPHS 
Regulatory Health Project Manager 
FDA/CDER/OPS/ONDQA 
Division of New Drug Quality Assessment III 
Phone (301) 796‐4013 
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II. Regarding the drug product: 

 
1. Regarding the Pharmaceutical Development Report (3.2.P.2) 

a. Explain why the sum of the values for Assay of neostigmine methylsulfate, the 
Impurities at RRT  and total Related Substances are greater than in the 
report on the effect of pH, preservative and  in Tables 3 and 4 in 
Section P.2.2.1. 

b. Provide the actual test results as specified in Table 2 in the Infusion Set Study in 
3.2.P.2.6. 

2. Regarding the Control of the Drug Product (3.2.P.5) 
a. Regarding Method ATP1226 for the testing for Leachables : 

i. Provide the source and Specifications for  
reference standard used in the procedure. 

ii. Provide the analytical procedure and the methods validation for the test for 
in Sections 3.2.P.5.2 and 3.2.P.5.3, 

respectively, rather than in 3.2.P.2.4. 
iii. Explain why the sum of the values for Assay of neostigmine 

methylsulfate,  and Total Impurities are greater than  in 
Table 6 in the Leachables Method Validation Report (REP2659). 

iv. Include the Leachables in the Section 3.2.P.5.6 “Justification of 
Specifications.” 

b. Regarding Method ATP1092 HPLC for Related substance: 
i. Include a test for resolution in the System Suitability Test. 

ii. Explain why the procedure for calculating the Total Impurities does not 
specify that the areas of individual impurities should be added, rather than 
taking the mean. 

iii. Provide the actual changes in the  
that were used in the Robustness experiment in the Methods Validation 
(REP2518)  

3. Explain why the sum of the assay values and the total impurities is greater than  in 
the photostability studies reported in REP2691. 

4. Regarding the Stability Protocols 
a. Include reporting of in the Stability protocols. 
b. Explain why Stability Protocols B and D are identical to each other and Stability 

Protocols C and E are identical to each other. 
c. Add testing for leachables, endotoxin, and sterility as part of Stability Protocols B 

and D. 
d. Explain why leachables will not be tested in the stability protocol for the 

Validation Lots and Commercial Lots. 
e. Explain why the vials will not be stored inverted in the stability protocol for 

commercial lots. 
 
We remind you of your commitment in your amendment dated February 7, 2013 to respond to 
our Question 2 in our January 13, 2013 Information Request Letter:  

Reference ID: 3275517
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“Validate HPLC method for related substance (method 1225) to provide limit of 
detection (LOD), limit of quantitation (LOQ) accuracy, and precision for  and 

  Revise the acceptance criterion for resolution in the system and suitability to 
read ’Confirm that the resolution between P404 and .’” 

 
If you have any questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013.  
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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{See appended electronic signature page} 

 

Prasad Peri, Ph.D. 

Branch Chief, Branch VIII 

Division of New Drug Quality Assessment III 

Office of New Drug Quality Assessment 

Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 204078 INFORMATION REQUEST 
 
Éclat Pharmaceuticals 
Attention: Marla Scarola, M.S. 
Senior Consultant 
The Weinberg Group Inc., 1129 Twentieth St., NW, Suite 600 
Washington, DC 20036 
  
 
Dear Ms. Scarola: 
 
Please refer to your new drug application submitted under section 505(b) (2) of the Federal Food, 
Drug, and Cosmetic Act for Neostigmine Methylsulfate Injection, USP, 1 mg/mL, 0.5 mg/mL.  
 
We acknowledge receipt of you amendment dated February 7, 2013. 
 
The February 7, 2013, amendment constituted a response to our January 13, 2013 information 
request letter.  The response did not include revision of Section P.5 to include the revised 
specification, the test method for the leachable,  a validation report 
for this test, or a justification for the acceptance criterion for this compound. 
 
We request a written response by February 21, 2013 in order to continue our evaluation of your 
NDA for the following: 
 

• Revise Section P.5 to include the amended specification, a complete description of the 
test method for the leachable, , a validation report for this 
test, and a justification for the acceptance criterion for this compound. Please note that 
this information cannot be only in the eCTD section 1.11 that covers “Information Not 
Covered in Modules 2 to 5.” 

 
If you have questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Reference ID: 3261965
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Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3261965
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 Food and Drug Administration 
Silver Spring  MD  20993

 
 
NDA 204078 INFORMATION REQUEST 
 
Éclat Pharmaceuticals 
Attention: Marla Scarola, M.S. 
Senior Consultant 
The Weinberg Group Inc., 1129 Twentieth St., NW, Suite 600 
Washington, DC 20036 
  
 
Dear Ms. Scarola: 
 
Please refer to your new drug application submitted under section 505(b)(2) of the Federal Food, 
Drug, and Cosmetic Act for Neostigmine Methylsulfate Injection, USP, 1 mg/mL, 0.5 mg/mL.  
 
We are reviewing the Chemistry, Manufacturing and Control section of your submission and 
have the following comments and information requests.  We request a prompt written response 
in order to continue our evaluation of your NDA. 
 

 For the drug substance neostigmine methyl sulfate: 
 

1. Contact your drug substance supplier  and revise the specification 
to include controls for total impurities, residual solvents, and  

2. Validate HPLC method for related substance (method 1225) to provide limit of 
detection (LOD), limit of quantitation (LOQ), accuracy, and precision for  

 Revise the acceptance criterion for resolution in the system 
suitability to read “Confirm that the resolution between P404 and  

 
 

 For the drug product neostigmine methyl sulfate injection. 
 

1. Provide a list of all the equipment used in the drug product manufacturing. 
2. Provide operation parameters and ranges for each step of the manufacturing.  
3. Specify the holding times between manufacturing steps and indicate how these 

holding times are validated. 
4. Revise the drug product specification to include control on leachable 

 The proposed acceptance criterion should be based on safety 
evaluation and stability data.  

Reference ID: 3244337
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5. Tighten the proposed acceptance criterion of NMT  for total impurities to 
NMT  to be reflective of data. 

 
If you have questions, call LCDR Luz E Rivera, Regulatory Project Manager, at (301) 796- 
4013. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII 
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 3244337
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 204078 
PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

Éclat Pharmaceuticals 
c/o The Weinberg Group Inc. 
1129 Twentieth St., NW, Suite 600 
Washington, DC 20036 
 

 
ATTENTION:             Lauren Wind, MPH 
                                     Senior Consultant 
                           
Dear Ms. Wind: 
 
Please refer to your New Drug Application (NDA) dated and received on July 31, 2012, under 
section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Neostigmine Methylsulfate 
Injection, USP, 0.5 mg/mL and 1 mg/mL. 
 
We also refer to your correspondence, dated and received August 01, 2012, requesting review of 
your proposed proprietary name,   We have completed our review of the proposed 
proprietary name,  and have concluded that it is acceptable.  
 
The proposed proprietary name,  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.  
Additionally, if any of the proposed product characteristics as stated in your August 01, 2012, 
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 Teena Thomas, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0549.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Allison Meyer at (301) 796-1258.   
 

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 

Reference ID: 3208200
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with annotated references, and the proposed package insert (PI).  Submit consumer-directed, 
professional-directed, and television advertisement materials separately and send each 
submission to: 
 

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

Do not submit launch materials until you have received our proposed revisions to the package 
insert (PI), and you believe the labeling is close to the final version.   
 
For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any 
questions, call OPDP at 301-796-1200. 
 
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. 
 
If you request a full waiver, we will notify you if the full waiver is denied and a pediatric drug 
development plan is required. 
 
If you have any questions, call Allison Meyer, Regulatory Project Manager, at (301) 796-1258. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, M.D. 
Director 
Division of Anesthesia, Analgesia, and 
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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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)  

Reference ID: 3201700
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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).”  

• 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.  

• 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.”    
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• 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”).  

• 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. 

 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. 

 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.  
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• 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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NDA ACKNOWLEDGMENT 
 
Eclat Pharmaceuticals 
C/O The Weinberg Group, Inc. 
1129 Twentieth St. N.W.  Suite # 600 
Washington DC 20036 
 
Attention: Lauren Wind, MPH 
  Senior Consultant, The Weinberg Group Inc. 
 
Dear Ms. Wind: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: Neostigmine methylsulfate injection, USP 
 
Date of Application: July 31, 2012 
 
Date of Receipt: July 31, 2012 
 
Our Reference Number:  NDA 204078 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on September 29, 2012, in 
accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904). 
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The NDA number provided above should be cited 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 Anesthesia, Analgesia, and Addiction Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
 

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm. 
 
Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications. 
 
If you have any questions, call me, at (301) 796-1258. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Allison Meyer 
Sr. Regulatory Health Project Manager 
Division of Anesthesia, Analgesia, and 
   Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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