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EXCLUSIVITY SUMMARY  

 
NDA # 22439     SUPPL #          HFD # 570 

Trade Name   Zutripro 
 
Generic Name   hydrocodone, chlorpheniramine, and pseudoephedrine 

     
Applicant Name   Cypress Pharmaceuticals, Inc.       
 
Approval Date, If Known   June 8, 2011       
 
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.     

 
The development program for this application is based on demonstration of 
bioequivalence to the reference ingredients of the combination product. Since 
hydrocodone is not a monograph product, clinical studies would normally be 
required to support a combination product containing hydrocodone and other 
active ingredients in order to demonstrate the contribution of each component to 
the combination product as required by regulation (21CFR 300.50). 
However, because of the prior regulatory precedent of approving Tussionex 
Pennkinetic (the combination of hydrocodone and chlorpheniramine) with clinical 
pharmacology data only, combination products containing hydrocodone and other 
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monograph active ingredients that are permitted monograph combinations can be 
developed under a clinical pharmacology program only. Therefore, clinical efficacy 
and safety studies may not be necessary to support this combination product 
provided that the applicant carries out a satisfactory clinical pharmacology 
program. 
 
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:              

           
      

 
 
d)  Did the applicant request exclusivity? 

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

3 years 
 

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 
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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). 

 
      
NDA#             

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 
 

Reference ID: 2958240



 
 

Page 4 

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: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
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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:  
                                      
         
                                                             

Reference ID: 2958240



 
 

Page 7 

(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:  Philantha M. Bowen                     
Title:  Regulatory Project Manager 
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Date:  June 2, 2011 
 
                                                       
Name of Office/Division Director signing form:  Lydia Gilbert-McClain, MD 
Title:  DPARP, Deputy Division Director 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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Version:  4/21/11 
 

 
• [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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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:   May 27, 2011 
 
To:   Janet DeLeon  
             Director of Product Development  
 
Company: Cypress Pharmaceuticals 
 
Fax:   913-681-0669 
  
Phone:  913-681-0667 
  
From:   Philantha Bowen, MPH, RN 
  Senior Regulatory Management Officer  
  Division of Pulmonary, Allergy, and Rheumatology Products 
 
Subject:  NDAs 22439 & 22442 - Request for Revised PMR Timeline 
 
# of Pages including cover: 3 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO 
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS 
PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE 
UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, 
dissemination, copying, or other action based on the content of this communication is not 
authorized. If you received this document in error, please immediately notify us by 
telephone at (301) 796-2300 and return it to us at FDA, 10903 New Hampshire Ave, 
Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
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NDA 22439 (Zutripro) 
NDA 22442 (Rezira) 
Cypress Pharmaceuticals, Inc. 
 
 
Reference is made to your submissions dated May 6 and 19, 2010, to NDAs 22439 and 
22442, Zutripro and Rezira, respectively. We acknowledge your prior agreement to 
conduct post-marketing pediatric studies. We are requesting that you submit a revised 
milestone timeline for the pharmacokinetic and safety studies for this post-marketing 
requirement (PMR).   
 

• Use the following schedule for both studies: 
 

PMR Schedule Milestones:     
Final protocol Submission Date:  MM/DD/YYYY (if applicable) 

          Study/Clinical trial Completion Date:    MM/DD/YYYY (if applicable) 
          Final Report Submission Date:               MM/DD/YYYY 
 
Submit your agreement to conduct the post-marketing requirement officially to the NDAs 
and forward a courtesy to me via email. In the submissions, include the PMR milestone 
schedule. We request that you submit a response by Tuesday May 31, 2011. 
 
If you should have any questions, contact me at 301-796-2466. 
 
 

Sincerely, 
 

{See appended electronic signature page} 
 

 
     Philantha M. Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Drafted: Bowen/May 27, 2011 
                  
Clearance: Barnes/May 27, 2011                
 
Finalized by:  Bowen/May 27, 2011 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   May 25, 2011   

To:  Janet DeLeon   
From:

 
Philantha Bowen 

Company: Cypress Pharmaceuticals 
 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number:  913-681-0669   Fax number: 301-796-9718 

Phone number: 913-681-0667   Phone number: 301-796-2466 

Subject:  NDAs: 22439 and 22442   Re:  FDA Labeling Recommendations – Professional 
Samples Carton 

Total no. of pages including 
cover:    3 

Comments: 
 

Document to be mailed:             YES       NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 22439 (Zutripro) 
NDA 22442(Rezira) 
Cypress Pharmaceuticals, Inc. 
 
 
Your submissions dated December 8, 2010, to NDAs 22439 and 22442 are under review 
and we have a request for labeling revisions. These comments are not all-inclusive and 
we may have additional comments and/or requests as we continue our review of the 
labels.  
 
We have the following comment regarding the professional samples for both Rezira and 
Zutripro: 
 
General Comment 
 

1. Limit the fill volume of the professional sample presentations to a 5 mL to 
minimize the risk of accidental overdose with these products. 

 
Carton Labeling 
 

2. Revise the Professional Sample statement on the carton labeling to read, 
”Professional Samples” so that it appropriately reflect that the carton contains 
multiple samples. 

 
3. Include the contents statement (e.g. 12 bottles) on the carton flap to ensure that 

the contents of the carton are visible. 
 
Container Label 
 

4. The ‘Professional Sample’ statement  
 should be oriented horizontally and relocated to the principle 

display panel to increase its readability. 
 

Submit revised professional sample carton labels incorporating the recommended 
changes outlined above by May 27, 2011.  Submit the labels officially to the NDAs.  In 
addition, please forward a courtesy copy to me via email. 
 
 
 
 
 
 
 
 
 
 

Reference ID: 2951784

(b) (4)



 
NDA 22439 (Zutripro) 
NDA 22442(Rezira) 
Cypress Pharmaceuticals, Inc. 
Page 2 
 
 
If there are any questions, contact Philantha Bowen, Senior Regulatory Management 
Officer, at 301-796-2466.  
 
 
 

{See appended electronic signature page} 
 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   May 16, 2011   

To:  Janet DeLeon   
From: 

 
Philantha Bowen 

Company: Cypress Pharmaceuticals 
 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number:  913-681-0669   Fax number: 301-796-9718 

Phone number: 913-681-0667   Phone number: 301-796-2466 

Subject:  NDAs: 22439 and 22442   Re:  FDA Labeling Recommendations IR #2 

Total no. of pages including 
cover:    34 

Comments: 
 

Document to be mailed:             YES       NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 22439 (Zutripro) 
NDA 22442(Rezira) 
Cypress Pharmaceuticals, Inc. 
 
 
Your submissions dated December 8, 2010, and May 3, 2011, to NDAs 22439 and 22442 
are under review and we have a request for labeling revisions. The FDA-proposed 
insertions are underlined and deletions are in strike-out.  These comments are not all-
inclusive and we may have additional comments and/or requests as we continue our 
review of the labels.  
 
Submit revised labeling incorporating the recommended changes shown in the attached 
marked up Package Inserts by May 19, 2011.  Submit a clean copy and a tracked change 
version of the labels officially to the NDAs.  In addition, please forward a courtesy copy 
to me via email. 
 
If there are any questions, contact Philantha Bowen, Senior Regulatory Management 
Officer, at 301-796-2466.  
 
 
 

{See appended electronic signature page} 
 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
 
 
Enclosure:  (2) Package Inserts 
 

Reference ID: 2947187
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  Lee/May 13, 2011 
  Robison/May 13, 2011 
   
Finalized by: Bowen/May 16, 2011 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   April 28, 2011   

To:  Janet DeLeon   
From: 

 
Philantha Bowen, MPH, RN 

Company: Cypress Pharmaceuticals 
 

  Division of Pulmonary, Allergy, and 
Rheumatology Products 

Fax number:  913-681-0669   Fax number: 301-796-9718 

Phone number: 913-681-0667   Phone number: 301-796-2466 

Subject:  NDAs: 22439 and 22442   Re:  FDA Labeling Recommendations IR  

Total no. of pages including 
cover:    35 

Comments: 
 

Document to be mailed:             YES       NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
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NDA 22439 (Zutripro) 
NDA 22442(Rezira) 
Cypress Pharmaceuticals, Inc. 
 
 
We have begun our review of the label in your December 8, 2010, submissions to NDAs 
22439 and 22442 and we have a request for labeling revisions. The FDA-proposed 
insertions are underlined and deletions are in strike-out.  Note that we have comments 
inserted in the label, as appropriate, to clarify our revisions. These comments are not all-
inclusive and we may have additional comments and/or requests as we continue our 
review of the labels.  
 
Submit revised labeling incorporating the changes shown in the attached marked up 
Package Insert by May 5, 2011.  Submit a clean copy and a tracked change version of the 
label officially to the NDAs.  In addition, please forward a courtesy copy to me via email. 
 
 
 
 

{See appended electronic signature page} 
 
     ____________________________________ 
     Philantha Montgomery Bowen, MPH, RN 
                                                            Sr. Regulatory Project Management Officer 
                                                            Division of Pulmonary, Allergy, and Rheumatology 
                                                            Products 
                                                            Office of Drug Evaluation II 
                                                            Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 022439 
 

PROPRIETARY NAME REQUEST  
 CONDITIONALLY ACCEPTABLE  

 
Cypress Pharmaceutical, Inc. 
c/o: Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS  66210 
 
 
ATTENTION:  William C. Putnam, Ph.D., R.A.C. 
    Director, Executive Consultant 
    Scientific Consulting 
 
Dear Dr. Putnam: 
 
Please refer to your New Drug Application (NDA) dated November 6, 2008, received  
November 7, 2008, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act 
for Hydrocodone Bitartrate, Chlorpheniramine Maleate, and Pseudoephedrine HCl Oral Solution, 
5 mg/4 mg/60 mg per 5 mL. 
 
We also refer to your December 10, 2010, correspondence, received December 10, 2010, 
requesting review of your proposed proprietary name, Zutripro.  We have completed our review 
of the proposed proprietary name, Zutripro and have concluded that it is acceptable.  
 
The proposed proprietary name, Zutripro, 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 December 10, 2010, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 

Reference ID: 2909680



NDA 022439 
Page 2 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Nichelle Rashid, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-3904.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Philantha Bowen, at (301) 796-2466.   

 
 
Sincerely, 

 
      {See appended electronic signature page}  
       

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
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 22439 
NDA 22442 INFORMATION REQUEST 
 

 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
Please refer to your New Drug Applications (NDAs) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for hydrocodone/chlorpheniramine/pseudoephedrine and 
hydrocodone/pseudoephedrine oral solutions. 
 
We also refer to your December 8, 2010, submissions containing a response to our June 11, 
2010, complete response letter.   
 
We are reviewing the clinical summary of your submissions and have the following comment 
and/or information request.  We request a prompt written response in order to continue our 
evaluation of your NDA. 
 

• Clarify if your proposed drug products, for the NDAs listed above, were ever marketed 
abroad and in the United States as an unapproved products.  If so, submit safety 
information and marketing history to both NDA applications. 

 
 
 
 
 
 
 
 
 
 
 
 

Reference ID: 2898318



NDA 22439 
NDA 22442 
Page 2 
 
 

 

If you have any questions, call Philantha Bowen, Regulatory Project Manager, at (301) 796-
2466. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Anthony Durmowicz, M.D. 
Clinical Team Leader 
Division of Pulmonary, Allergy, and Rheumatology 
Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
 

Reference ID: 2898318
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
 
OSE 

 
FROM: 

Philantha M. Bowen, Project Manager 
Division of Pulmonary, Allergy, and Rheumatology Drug Products 
HFD-570 

 
DATE 
January 25, 2011 

 
IND NO. 
 

 
NDA NO. 
NDA 22439 
NDA 22442 

 
TYPE OF DOCUMENT 

Resubmission 

 
DATE OF DOCUMENT 

December 8, 2010 

 
NAME OF DRUG 
Hydrocodone/chlorpheniramine/PSE & 
Hydrocodone/PSE 
 

 
PRIORITY CONSIDERATION 

 

 
CLASSIFICATION OF DRUG 

 

 
DESIRED COMPLETION DATE 

April 28, 2011 

NAME OF FIRM: Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
RESUBMISSION 
This is a consult for evaluation and review of the labeling for Hydrocodone/chlorpheniramine/PSE & Hydrocodone/PSE, NDA 
22439 and NDA 22442, respectively. This is the third review cycle. The labeling was reviewed during the second cycle.  The 
application received a CR based on failed DSI inspection.  
The labeling is in electronic format and is located in the EDR in the submission dated December 8, 2010. 
 
PDUFA Date: June 8, 2011 
 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

 
Reference ID: 2896605



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

PHILANTHA M BOWEN
01/25/2011

Reference ID: 2896605



 
DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR 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)    
Philantha M. Bowen, Project Manager 
Division of Pulmonary, Allergy, and Rheumatology Drug Products, 
HFD-570, (Ph) 301-796-2466    

 
REQUEST DATE 
 
January 25, 2011 

 
IND NO. 
 

 
NDA/BLA NO. 
NDA 22439 
NDA 22442 

 
TYPE OF DOCUMENTS 
(PLEASE CHECK OFF BELOW) 
 
 

 
NAME OF DRUG 
Hydrocodone/chlorpheniramine/PSE & 
Hydrocodone/PSE 
 

 
PRIORITY CONSIDERATION 

 

 
CLASSIFICATION OF DRUG 

 
DESIRED COMPLETION DATE  
(Generally 1 week before the wrap-up meeting) 
 
April 28, 2011 

NAME OF FIRM: 

Cypress Pharmaceuticals 
 

PDUFA Date:  June 8, 2011 

TYPE OF LABEL TO REVIEW 
 

 
TYPE OF LABELING: 
(Check all that apply) 

 PACKAGE INSERT (PI)  
ATIENT 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:   
The network location is : EDR Location: \\CDSESUB1\EVSPROD\NDA022439\022439.enx 
                          EDR Location: \\CDSESUB1\EVSPROD\NDA022442\022442.enx 
 
The submission date:      December 8, 2010 
 
Please Note:  There is no need to send labeling at this time.  DDMAC reviews substantially complete labeling, which has already 
been marked up by the CDER Review Team.  The DDMAC reviewer will contact you at a later date to obtain the substantially 
complete labeling for review. 
 
COMMENTS/SPECIAL INSTRUCTIONS: 
RESUBMISSION 
This is a consult for evaluation and review of the labeling for Hydrocodone/chlorpheniramine/PSE & Hydrocodone/PSE, NDA 22439 and 
NDA 22442, respectively. This is the third review cycle. The labeling was reviewed during the second cycle.  The application received a CR 
based on failed DSI inspection. The labeling is in electronic format and is located in the EDR in the submission dated December 8, 2010. 
 

 
SIGNATURE OF REQUESTER 
 
 
SIGNATURE OF RECEIVER 
 

 
METHOD OF DELIVERY (Check one) 

  eMAIL     HAND 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 22439 ACKNOWLEDGE – 
 CLASS 2 RESPONSE 
 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
We acknowledge receipt on December 8, 2010, of your December 18, 2010, resubmission of 
your new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act for hydrocodone, chlorpheniramine, and pseudoephedrine oral solution. 
 
We consider this a complete, class 2 response to our June 11, 2010, action letter.  Therefore, the 
user fee goal date is June 8, 2011. 
 
If you have any questions, call Philantha Bowen, Senior Regulatory Project Management 
Officer, at (301) 796-2466. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sandy Barnes 
Chief, Project Management Staff 
Division of Pulmonary, Allergy, and 
Rheumatology Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

 
NDA 022439 
 

PROPRIETARY NAME REQUEST  
 UNACCEPTABLE 

 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, Kansas 66210 
 
ATTENTION: William C. Putnam, Ph.D., R.A.C. 
   Director, Executive Consultant 
   Scientific Consulting, Beckloff Associates, Inc. 
 
Dear Dr. Putnam: 
 
Please refer to your New Drug Application (NDA) resubmission dated December 10, 2009, 
received December 11, 2009, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act for Hydrocodone Bitartrate, Chlorpheniramine Maleate, and Pseudoephedrine 
Hydrochloride Oral Solution, 5 mg/4 mg/60 mg per 5 mL. 
 
We also refer to your April 30, 2010, correspondence, received May 3, 2010, requesting review 
of your proposed proprietary name, .  We have completed our review of this proposed 
proprietary name and have concluded that this name is unacceptable for the following reasons. 

(b) (4)

(b) (4)



NDA 022439 
Page 2 

We note that you have proposed an alternate proprietary name in your submission dated  
May 3, 2010.  In order to initiate the review of the alternate proprietary name, , a new 
complete request for proprietary name review must be submitted once you have responded to the 
deficiencies stated in the Agency’s June 11, 2010 Complete Response letter.  The review of this 
alternate name will not be initiated until the new submission is received. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Carolyn Volpe, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-5204.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager.   
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
 

(b) (4)

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22439 ORIG-1 CYPRESS

PHARMACEUTICA
L INC

(HYDROCODONE
BITARTRATE/CHLORPH
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Page 4 
 

Version:  5/14/10 
 

 
• [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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Version:  5/14/10 
 

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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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 
DDiivviissiioonn  ooff  PPuullmmoonnaarryy  aanndd  AAlllleerrggyy  PPrroodduuccttss  

 
 

Memorandum of Facsimile Correspondence 
 
 

Date:  May 12, 2010   
 
To:  Janet DeLeon    
 
Company:  Hawthorn Pharmaceuticals for Cypress Pharmaceuticals Inc.  
 
Fax:  913-681-0669 
 
Email:  jdelon@cypressrx.com  
  
Phone:  913-681-0667 
  
From:   Carol Hill, MS 
  Regulatory Health Project Manager 
  Division of Pulmonary, Allergy and Rheumatology Products 
 
Subject:  Labeling Revisions and Comments II    re: NDA 22-439 & NDA 22-442 
 
# of Pages:  10  
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM 
IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE 
LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not authorized. If you 
received this document in error, please immediately notify us by telephone at (301) 796-2300 
and return it to us at FDA, 10903 New Hampshire Ave, Building 22, DPAP, Silver Spring, MD 
20993. 
 
Thank you. 
carol.hill@fda.hhs.gov 
 
 



NDA 22-439  
NDA 22-442 
Cypress Pharmaceutical Inc 
 
Please submit revised draft labeling incorporating the attached labeling comments.  Be advised that 
additional labeling comments may be forthcoming as we continue to review the labeling.  Note that word 
changes in sentences may have been italicized for reference but the appropriate font is to be maintained in 
the labeling.  We have also included the labeling comments faxed to you following our May 10, 2010, 
teleconference.  Unless otherwise stated, the comments pertain to the labeling for both NDAs.  Submit 
revised labeling by close of business Monday, May 17, 2010 
 
If you have any questions, contact Carol Hill, Regulatory Health Project Manager at 301-796-1226. 

 
 
 





function, care should be taken in dose selection, and it may be useful to monitor renal 
function.  
 

7. Section 12.3 Pharmacokinetics 
 
Change  to “Specific” in the subheading “  Populations” 
 

8. Section 14 CLINICAL STUDIES 
 
Change the statements to read: 
 
Efficacy studies were not conducted with xxx Oral Solution.  Efficacy of  xxxx Oral 
Solution is based on demonstration of bioequivalence to the individual reference products 
[See Pharmacokinetics 12.3] 

(b) (4)(b) (4)







12. Section 17 patient Counseling Information 
o Add the following additional safety information and update the Highlights section 

accordingly: 
 
17.4 Activities requiring Mental Alertness 
Patients should be advised to avoid engaging in hazardous tasks that require mental 
alertness and motor coordination such as operating machinery or driving a motor vehicle 
as xxxx Oral Solution may produce marked drowsiness. [See Warnings and Precautions 
(5.4)] 
 
17.5 Drug Dependence 
Patients should be cautioned that xxxx Oral Solution contains hydrocodone and can 
produce drug dependence [See Warnings and Precautions (5.2)] 
 
17.6 Monoamine Oxidase (MAO) Inhibitors 
Patients should be informed that due to its pseudoephedrine component, they should not 
use xxxx Oral Solution with a monoamine oxidase (MAO) inhibitor or within 14 days of 
stopping use of an MAO inhibitor. [See Warnings and Precautions (5.7)] 
 
The following comments pertain to the Container labels (  and 480 mL)  
 
1. As currently presented, the  between Rezira and  
(TRADENAME) container labels may increase the potential for shelf selection errors if 
the products are stored by established name.  Therefore, in order to minimize the 
potential for selection errors, use a  for Rezira and  
(TRADENAME) 

2. The thin font used for the established name and product strength is difficult to read 
because the letters appear compacted.  Revise the font of the established name and 
product strength in order to improve readability. 
 

 
3. The principle display panel of the 480 mL container label appears cluttered.  Relocate 
the contents statement to the side panel to provide more room to increase the prominence 
of the product strength. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 
 
 

NDA 022439 
PROPRIETARY NAME REQUEST  

 WITHDRAWN 
 

Cypress Pharmaceuticals, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, Kansas 66210 
   
ATTENTION:  William C. Putnam, Ph.D., R.A.C. 

  Director, Executive Consultant 
  Scientific Consulting, Beckloff Associates, Inc. 

 
Dear Dr. Putnam: 
 
Please refer to your New Drug Application (NDA) resubmission dated December 10, 2009, 
received December 11, 2009, submitted under section 505(b) of the Federal Food, Drug, and 
Cosmetic Act for Hydrocodone Bitartrate, Chlorpheniramine Maleate, and Pseudoephedrine 
Hydrochloride Oral Solution, 5 mg/4 mg/60 mg per 5 mL.  
 
We acknowledge receipt of your April 27, 2010 correspondence, on April 28, 2010, notifying us that 
you are withdrawing your February 17, 2010 request for a review of the proposed proprietary name 

.  This proposed proprietary name request is considered withdrawn as of April 28, 2010.   
 
If you intend to have a proprietary name for this product, a new request for a proposed proprietary 
name review should be submitted. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Carolyn Volpe, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-5204.  For any other information regarding this 
application, contact the Office of New Drugs (OND) Regulatory Project Manager,  
Philantha Bowen at 301-796-2466.   
 

Sincerely, 
 
     {See appended electronic signature page}    
 

Carol Holquist, RPh 
                                                       Director  
                                                       Division of Medication Error Prevention and Analysis 
    Office of Surveillance and Epidemiology 
    Center for Drug Evaluation and Research 

(b) (4)
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 
Division of Pulmonary and Allergy Products 

 
 

Memorandum of Facsimile Correspondence 
 
 

Date: May 5, 2010 
To: William C. Putnam, Ph.D., R.A.C.  
Company:  Beckloff Associates for Cypress Pharmaceuticals Inc. 
Fax:  913-451-3846 
Phone: 913-661-3826  
From:   Carol Hill, MS 
  Regulatory Health Project Manager 
  Division of Pulmonary, Allergy and Rheumatology Products 
 
Subject: Labeling Revisions and Comments    re:  NDA 22-439 & NDA 22-442 
# of Pages: 43 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, 
CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
If you are not the addressee, you are hereby notified that any review, disclosure, dissemination, copying, 
or other action based on the content of this communication is not authorized. If you received this 
document in error, please immediately notify us by telephone at (301) 796-2300 and return it to us at 
FDA, 10903 New Hampshire Ave, Building 22, DPAP, Silver Spring, MD 20993. 
 
Thank you. 
carol.hill@fda.hhs.gov        Please confirm receipt. 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



NDA 22-439  
NDA 22-442 
Cypress Pharmaceutical Inc. 
 
The FDA proposed recommended revisions to the package insert for Tradename (hydrocodone bitartrate, 
chlorpheniramine maleate, and pseudoephedrine hydrochloride) Oral Solution (NDA 22-439) and 
REZIRA (hydrocodone bitartrate, and pseudoephedrine hydrochloride) Oral Solution (NDA 22-442) have 
been made using the clean copies of the Word version of the package insert submitted on December 10, 
2009 FDA-proposed insertions are underlined and deletions are in strike-out.  Be advised that these 
labeling changes are not necessarily the Agency’s final recommendations and that additional labeling 
changes may be forthcoming as the label is continued to be reviewed. Where appropriate, our rationale for 
the proposed labeling changes is provided as “FDA comments” throughout the label.  Please submit 
revised labeling incorporating the Division’s labeling changes no later than close of business Thursday 
May 13th, 2010. 
 
We have the following general comment. 
 

Do not use all capital letters in the cross-references embedded in the text in the FPI;  use italics for 
cross-references. 

If you have any questions, contact Carol Hill, Regulatory Health Project Manager at 301-796-1226. 
 

 
 

40 Page(s) of Draft Labeling has been Withheld in Full as B4 
(CCI/TS) immediately following this page
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____________________________________________________ 

 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
 

MEMORANDUM OF MEETING MINUTES 
 

Meeting Type:  Advice 
Meeting Category:  Teleconference 
 
Meeting Date and Time:  April 21, 2010, 2:30-3:00 pm 
Meeting Location:  White Oak Building 22, Room 3201 
 
Application Number:  NDA 022439 
Proposed Proprietary Name:  
Proposed Indication:   Relief of cough; Relief of nasal congestion 
Sponsor/Applicant Name:  Cypress Pharmaceuticals, Inc. 
 
Meeting Chair:  Felicia Duffy 
Meeting Recorder:  Carolyn Volpe 
 
FDA ATTENDEES 
 
Office of Surveillance and Epideimology 
Felicia Duffy  Safety Evaluator, Division of Medical Error Prevention and Analysis 
Zachary Oleszczuk Safety Evaluator, Division of Medial Error Prevention and Analysis 
Carol Holoquist  Director, Division of Medical Error Prevention and Analysis 
Carolyn Volpe  Safety Regulatory Project Manager 
 
Division of Pulmonary, Allergy, and Rheumatology Products 
Philantha Bowen Regulatory Project Manager 
Xu Wang   Medical Officer 
Sally Seymour Deputy Director of Safety 
 
SPONSOR ATTENDEES 
 
Cypress Pharmaceuticals, Inc. 
Rob Lewis  Chief Scientific Officer 
Janet K. DeLeon  Director of Product Development 
William (Trey) Putnam Director, Executive Consultant, Scientific Consulting,, Beckloff  Associates       

(b) (4)





NDA 022439 Office of Surveillance and Epidemiology 
Meeting Minutes   
Teleconference 
 

Page 3 

ACTION ITEMS: 
• None 

 
 
ATTACHMENTS AND HANDOUTS: 

• None 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
 
Controlled Substance Staff 

 
FROM: 
Philantha M. Bowen, Project Manager 
Division of Pulmonary and Allergy Drug Products ,HFD-570 

 
DATE 
March 29, 2010 

 
IND NO. 
 

 
NDA NO. 
22-439, 22-442 

 
TYPE OF DOCUMENT 

N 

 
DATE OF DOCUMENT 

December 10, 2009 
 
NAME OF DRUG 

, Rezira, 
  

 
PRIORITY CONSIDERATION 
Standard 

 
CLASSIFICATION OF DRUG 
 

 
DESIRED COMPLETION DATE 
April 13, 2010 

NAME OF FIRM:  Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
 
This is a consult request for your attendance and input at the mid-cycle/wrap meeting on April 13, 2010, for NDAs 22439 and 22442. 
 
We acknowledge the CSS recommendations provided for these products during the first review cycle. Cypress has submitted a complete 
response dated December 10, 2010. The documents for these applications are electronic and located in the EDR. 
 
(N-22-439 and N-22-442) ; PDUFA Date: June 11, 2010 
 

 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

 

(b) (4)

(
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 26, 2010   

To:  Dr. William C. Putnam   
From:

 
 Philantha Bowen 

Company:  Beckloff Associates, Inc. for  
 Cypress Pharmaceutical 

  Division of Pulmonary and Allergy 
Drug Products 

Fax number: 913-451-3846   Fax number: 301-796-9728 

Phone number: 913-451-3955   Phone number: 301-796-2466 

Subject:  CMC information request for NDA 22-439 & NDA 22-442 

Total no. of pages including 
cover: 2 

 

Comments:  Please Confirm Receipt 
 

Document to be mailed:  YES  x NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the 
addressee, you are hereby notified that any review, disclosure, dissemination, 
copying, or other action based on the content of this communication is not 
authorized.  If you have received this document in error, please notify us 
immediately by telephone at (301) 796-2300.  Thank you. 
 



NDA 22439 
NDA 22442 
Cypress Pharmaceutical, Inc. 
 
 
Your submissions dated December 10, 2009, to NDAs 22-439 and NDA 22-442, are 
currently under review. We have the following request for information: 
 

Include a second standard solution in method SOP-QC-375 as a control 
standard and revise the method to include relevant calculations. 

 
Submit your responses to me via telephone facsimile to 301-796-9728 or email at 
Philantha.Bowen@fda.hhs.gov.Your response will subsequently need to be submitted 
officially to the NDAs. If you have any questions, please contact Philantha Bowen, 
Regulatory Project Manager, at 301-796-2466. 
 
 
 
 



Drafted by: Shen/March 25, 2010 
 
Initialed by: Barnes/March 26, 2010 
  Peri/March 25, 2010 
  Schroeder/March 25, 2010 
 
Finalized by: Bowen/March 26, 2010 
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NDA 022439 
Page 2 
 

 

If you intend to have a proprietary name for this product, we recommend that  
you submit a new request for a proposed proprietary name review.  (See the draft  
Guidance for Industry, Complete Submission for the Evaluation of Proprietary Names, 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/ucm075068.pdf  
and “PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2008 through 2012”). 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Carolyn Volpe, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-5204.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Philantha Bowen at (301) 796-2466.  
 
      Sincerely, 
 
 
       {See appended electronic signature page}  
       
 

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
 

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 22439 ACKNOWLEDGE CLASS 2 RESPONSE 
 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
We acknowledge receipt on December 11, 2009, of your December 10, 2009, resubmission to 
your new drug application for  (hydrocodone, chlorpheniramine, and 
pseudoephedrine) Oral Solution. 
 
We consider this a complete, class 2 response to our September 18, 2009, action letter.  
Therefore, the user fee goal date is June 11, 2010. 
 
If you have any questions, call Philantha Bowen, Senior Regulatory Management Officer, at 
(301) 796-2466. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sandy Barnes 
Chief, Project Management Staff 
Division of Pulmonary and Allergy Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
 

 

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Division of Drug, Marketing, Advertising and 
Communication (DDMAC), HFD-42 
PKLN Rm. 17B-17 

 
FROM: 

Philantha M. Bowen, Project Manager 
Division of Pulmonary and Allergy Drug Products ,HFD-570 

 
DATE 
December 23, 2009 

 
IND NO. 
 

 
NDA NO. 

22-439 

 
TYPE OF DOCUMENT 

Resubmission 

 
DATE OF DOCUMENT 

December 11, 2009 
 
NAME OF DRUG 
 

 

 
PRIORITY CONSIDERATION 
Standard 

 
CLASSIFICATION OF DRUG 
 

 
DESIRED COMPLETION DATE 

April 16, 2009 

NAME OF FIRM:  Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
 
RESUBMISSION 
This is a request for an evaluation and review of the labeling for NDA 22-439  Oral Solution. 
The labeling is in electronic format and is located in the EDR in the submission dated December 11, 2009. 
We have also submitted consults for other related NDA: 22-442. 
 
PDUFA DATE: June 11, 2010 

 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

 

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
 
OSE 

 
FROM: 

Philantha M. Bowen, Project Manager 
Division of Pulmonary and Allergy Drug Products ,HFD-570 

 
DATE 
December 23, 2009 

 
IND NO. 
 

 
NDA NO. 

22-439 

 
TYPE OF DOCUMENT 

Resubmission 

 
DATE OF DOCUMENT 

December 10, 2009 
 
NAME OF DRUG 
 

 

 
PRIORITY CONSIDERATION 
Standard 

 
CLASSIFICATION OF DRUG 
 

 
DESIRED COMPLETION DATE 

April 16, 2010 

NAME OF FIRM:  Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS:   
 
RESUBMISSION 
This is a consult for a labeling review of  
The Package insert is electronic and located in the EDR in the submission dated December 11, 2009. 
We have also submitted consults for the other related NDAs: N 22-442 
 
PDUFA DATE: June 11, 2010 

 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 
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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 A 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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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   June 9, 2009   

To:  Dr. William Putnam, R.A.C.   
From:

 
 Philantha Bowen, MPH, RN 

Company: Cypress Pharmaceuticals 
c/o Beckloff Associates, Inc. 

  Division of Pulmonary and Allergy 
Drug Products 

Fax number:  913-451-3846   Fax number: 301-796-9718 

Phone number: 913-451-3955   Phone number: 301-796-2466 

Subject:   NDAs 22-439; 22-442  

Total no. of pages including 
cover: 5 

 RE:  Clinical Pharmacology Updates for Hydrocodone 
          Combination Products 

Comments: 
 

Document to be mailed:              YES      NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
 

(b) (4)



NDA 22-439 –  
NDA 22-442 – Rezira  

Cypress Pharmaceuticals, Inc. 
 
 
We have reviewed your submissions dated March 4, 2009, to the above listed NDAs. We 
have the following general comments and/or recommendations in response to the 
questions (below in italics) contained in each of the submissions. 
 
GENERAL COMMENTS: 
 
The Office of Clinical Pharmacology (OCP) is providing sponsors with general 
guidelines regarding the types of clinical pharmacology information that are needed in 
the development program of combination products containing hydrocodone.  
 
The following information should be included in the submission to the Agency; (1) 
Relative bioavailability/bioequivalence (BA/BE) results of each ingredient in your fixed 
dose combination product to those in the reference products, (2) Drug-drug interaction 
potential among the ingredients of the proposed fixed dose combination product, (3) 
Formulation effect on each ingredient of the proposed fixed dose combination product; 
and (4) Food effect on the proposed fixed dose combination.  In addition, for an extended 
release product, steady-state PK information of the combination product (e.g., AUC0-tau, 
Cmaxss, and Cminss) and an alcohol interaction study are needed. Alcohol interaction 
study can be an in vitro study and if the in vitro study shows an interaction potential, an 
in vivo study should be conducted.  
 
There are many approaches that can be pursued to gather this information but the 
following approach is deemed acceptable by the OCP: 
 
For simple solutions, which do not contain  any excipients known to 
affect the bioavailability of the drug (i.e., AUC and Cmax), the bioequivalence (BE) 
study should compare the proposed combination product to each of the individual 
components. This BE study should be designed to meet the BE criteria of 90% 
confidence interval of geometric mean ratio of Cmax and AUC being contained within 80 
and 125%.  If this BE study is conducted as mentioned above, the drug-drug interaction 
among the components of the proposed product and the formulation effect are considered 
to have been addressed, and such studies are not necessary. In addition, for such simple 
solutions, unless there is a known inherent food effect on the drug substance, assessment 
of food effect is not needed. However, in situations where the solutions do contain 

 any excipients known to affect the bioavailability of the drug, in 
addition to the BE study mentioned, assessment of the effect of food on the proposed 
formulation is needed.  For the conduct of the BE study and food effect study, you should 
refer to the Guidance for Industry entitled, “Bioavailability and Bioequivalence Studies 

(b) (4)

(b) (4)

(b) (4)

(b) (4)



for Orally Administered Drug Products-General Considerations” and “Food-Effect 
Bioavailability and Fed Bioequivalence Studies”. 
 
It is also recommended to use the reference listed drug (RLD) in the Orange Book (i.e., 
homatropine methylbromide and hydrocodone bitartrate combination syrup product from 
Hi Tech Pharma), as the reference hydrocodone product in the BE study. 
 
If the above clinical pharmacology approach fails, a clinical development program with 
clinical efficacy and safety studies can be conducted to support the combination product. 
 
 
 
CYPRESS’ QUESTIONS: 
 
Cypress’ reply to FDA's Filing Communication for  Oral Solution (dated 
January 16, 2009): 
Potential Review Issue 1 (from page 1 of the Filing Communication) 
 
HCB:CPM:PSE (Treatment A) vs HYCODAN (Treatment D): The AUCs met the 
bioequivalence 80 -125% CI. From an efficacy perspective, the AUCs are the critical PK 
comparison particularly because no well-defined therapeutic range or Cmax-
concentration threshold has been established for the HCB therapeutic effect. The Cmax 

parameter from the Cypress product was slightly outside the lower confidence interval 
(78.9%) which reduces the possibility of any safety concerns. Further, if the dose of the 
Cypress product were doubled to 10 mg, then based on dose-proportionality and 
linearity, the Cmax value from the Cypress product would be similar to that mentioned in 
the HYCODAN label for a 10 mg strength (22.66 ng/mL Cypress versus 23.6 ng/mL 
HYCODAN). 
 
Information Request 4 (from page 2 of the Filing Communication) 
Literature in the public domain (Yacobi, 1980) concludes there is NO interaction 
between CPM and PSE. Therefore, in combination with the Cypress study (S08-0179), 
the effect of CPM or PSE on the lack of systemic exposure to HCB has been addressed 
from Cypress’ perspective. 
 
Does the above information provide sufficient support/justification to the Clinical 
Pharmacology reviewers to submit for the  filings or are there any other 
FDA considerations? 
 
 
Cypress’ reply to FDA's Filing Communication for REZIRA  Oral Solution (dated 
January 23, 2009): 
Information Request 3 (from page 2 of the Filing Communication) 
Cypress believes there are no DDI in the 3 component product because the AUCs met the 
bioequivalence criteria. See Potential Review Issue 1, below, for more information. In 
addition to the Yacobi  paper showing no drug-drug interaction between CPM and PSE, 

(b) (4)

(b) (4)

(b) (4)



Cypress believes that bioequivalence has been established with 3 components, hence the 
declaration of bioequivalence for the 2 component product with an identical formulation 
holds true. 
 
Is the Clinical Pharmacology reviewer in agreement? 
 
 

Can the Clinical Pharmacology Reviewer comment on this Cypress reasoning? 
 

Is this acceptable to the Clinical Pharmacology Reviewers? 
 
 
 
If you have any questions, call Philantha M. Bowen, Sr. Regulatory Management Officer, 
at 301-796-2466. 
 
 
 

(b) (4)

(b) (4)
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Food and Drug Administration 
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DATE:   June 3, 2009   

To:  Dr. William Putnam, R.A.C.   
From:

 
 Philantha Bowen, MPH, RN 

Company: Cypress Pharmaceuticals 
c/o Beckloff Associates, Inc. 

  Division of Pulmonary and Allergy 
Drug Products 

Fax number:  913-451-3846   Fax number: 301-796-9718 

Phone number: 913-451-3955   Phone number: 301-796-2466 

Subject:  NDA 22-439    RE: CMC Comments 

Total no. of pages including 
cover: 3 

 

Comments: 
 

Document to be mailed:              YES       NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
 

(b) (4)



NDA 22-439 Rezira-Plus  
(hydrocodone/chlorpheniramine/pseudoephedrine) Oral Solution 

 
Your submissions dated November 6, 2008, and November 17, 2008, to NDA 22-439  

, are currently under review and we have the following CMC 
comment and recommendation: 
 

1.  in one of the drug substances, 
Chlorpheniramine Maleate, is identified as a potential structural alert for 
genotoxicity. Reduce the level of  to no more than /day, or 
conduct a bacterial reverse mutation assay to qualify the proposed specification. 
 

2. A deficiency letter for the DMF  has been issued to  
, the DMF holder.    

 
If you have any questions, call Philantha Bowen, Senior Regulatory Management Officer, 
at 301-796-2466. 
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Public Health Service 
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NDA 22-439 
 INFORMATION REQUEST LETTER 
 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
Please refer to your November 6, 2008, new drug application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for  (hydrocodone, 
chlorpheniramine, and pseudoephedrine) Oral Solution. 
 
We are reviewing the Chemistry, Manufacturing and Controls section of your submission. We 
request a prompt written response in order to continue our evaluation of your NDA. 
 
We have the following comments and information requests: 
 

1. Several deficiencies were identified in hydrocodone bitartrate DMF . The DMF 
holder was notified about the deficiencies in a letter dated December 18, 2008. 

 
2. Establish specifications for impurity in hydrocodone bitartrate drug substance. 
 
3. Establish specifications  in hydrocodone bitartrate based on 

manufacturing capability shown by batch analysis data. 
 
4. Lower the Class 2 OVIs/residual solvent limits in pseudoephedrine hydrochloride drug 

substance specification based on actual test results. 
 
5. Submit stability and antimicrobial effectiveness testing results  

. 
 
6. Provide a justification for not establishing specifications for known degradants from 

chlorpheniramine maleate and pseudoephedrine hydrochloride drug substance or the 
release and stability testing of the drug product. Otherwise, establish specifications for 
the potential degradants.  

 
 
 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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7. Reduce the total impurity level of the drug product for both release and stability to levels 

supported by actual study data. 
 

8. Submit validation protocol(s) for method SOP-QC-287. 
 
9. Submit a copy of method SOP-QC-333 including the validation protocol and full 

validation report that supports accuracy and range of method SOP-QC-333. 
 
10. Submit repeatability and intermediate precision validation results for method SOP-QC-

334. 
 
11. Submit an analytical method for detection and quantification of hydrocodone, 

chlorpheniramine and pseudoephedrine degradants in the drug product. If SOP-QC-287 is 
suitable, provide relevant validation data to support such claim. 

 
12. Submit identity and physical chemical properties of substances that can potentially 

migrate from the drug product label or container into the drug product solution. In 
addition, provide information regarding the method suitability for detection and 
quantification of these substances. Provide leachable results and specifications for the 
drug product obtained from the above method. Provide relevant validation data to support 
the use of method SOP-QC-287. 

 
13. Submit an explanation for the large assay variation observed in stability data across the 

different time points (e.g. the assay results of the three drug substance and the  
 in the drug product have large variations from time point to time point, for 

example, the one and three month chlorpheniramine maleate assay values for Lot P08001 
at 40oC/75% RH were ).  

 
14. Submit updated stability data to justify the proposed 2 year shelf life.  
 
15. Submit the correct method reference or a copy of the test procedures used in the GSL 

certificate of analysis as identification test methods for Hydrocodone bitartrate, etc. Your 
COA referenced the relevant procedures as USP {A} and USP {B}, but such method can 
not be located in USP. 

 
16. Clarify what USP procedure is used as USP (A) to identify pseudoephedrine 

hydrochloride drug substance in its release specification and update the pseudoephedrine 
hydrochloride drug substance specification table. 

 
 
 
 

(b) (4)

(b) (4)
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28. Modify the drug product (16 fl. oz.) bottle label and sample carton to include lot/batch 

number and expiry information.  
 
29. Modify the Package Insert to include the color of the solution in Section # 3, “Full 

Prescribing Information” and list the excipients alphabetically in Section # 11. 
 

 
If you have any questions, call Philantha Bowen, Senior Regulatory Project Management 
Officer, at 301-796-2466. 
 
 
 

Sincerely, 
 
 
 
Ali Al-Hakim, Ph.D.  

     Chief 
     Office of New Drug Quality Assessment 
     Division of Pre-Marketing Assessment I, Branch II 

Center for Drug Evaluation and Research 
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NDA 22-439 
 

 
Cypress Pharmaceuticals, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS  66210 
 
Attention: William C. Putman, Ph.D., R.A.C. 

Director, Executive Consultant 
Scientific Consulting 

 
Dear Dr. Putman: 
 
Please refer to your New Drug Application (NDA) dated November 6, 2008, received November 7, 2008, 
submitted under section505(b) of the Federal Food, Drug, and Cosmetic Act for Hydrocodone, 
Chlorpheniramine, and Pseudoephedrine [Rx Only] containing 5 mg hydrocodone bitartrate, 
4 mg chlorpheniramine, and 60 mg pseudoephedrine hydrochloride per 5 mL. 
 
We acknowledge receipt of your January 29, 2009, correspondence, on January 30, 2009, notifying us 
that you are withdrawing your request for a review of the proposed proprietary name  Oral 
Solution.  This proposed proprietary name request is considered withdrawn as of January 29, 2009. 
 
We also acknowledge your Request for Proprietary Name Review dated, January 26, 2009, for the 
proposed proprietary name,  
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, call Sean Bradley, R.Ph., Regulatory Project Manager, at (301) 796-1332.  For any other 
information regarding this application, contact the Office of New Drugs (OND) Regulatory Project 
Manager. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary and Allergy Products 
Office of New Drugs 
Center for Drug Evaluation and Research 

(b) (4)
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Cypress Pharmaceuticals, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS  66210 
 
Attention: William C. Putman, Ph.D., R.A.C. 

Director, Executive Consultant 
Scientific Consulting 

 
Dear Dr. Putman: 
 
Please refer to your New Drug Application (NDA) dated November 6, 2008, received November 7, 2008, 
submitted under section505(b) of the Federal Food, Drug, and Cosmetic Act for Hydrocodone, 
Chlorpheniramine, and Pseudoephedrine [Rx Only] containing 5 mg hydrocodone bitartrate, 
4 mg chlorpheniramine, and 60 mg pseudoephedrine hydrochloride per 5 mL. 
 
We acknowledge receipt of your January 29, 2009, correspondence, on January 30, 2009, notifying us 
that you are withdrawing your request for a review of the proposed proprietary name  Oral 
Solution.  This proposed proprietary name request is considered withdrawn as of January 29, 2009. 
 
We also acknowledge your Request for Proprietary Name Review dated, January 26, 2009, for the 
proposed proprietary name, . 
 
If you have any questions regarding the contents of this letter or any other aspects of the proprietary name 
review process, call Sean Bradley, R.Ph., Regulatory Project Manager, at (301) 796-1332.  For any other 
information regarding this application, contact the Office of New Drugs (OND) Regulatory Project 
Manager. 
 

Sincerely, 
 

{See appended electronic signature page} 
 

Badrul A. Chowdhury, M.D., Ph.D. 
Director 
Division of Pulmonary and Allergy Products 
Office of New Drugs 
Center for Drug Evaluation and Research 

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 
 

FILING COMMUNICATION 
 
 
NDA 22-439 
 
 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
Please refer to your new drug application (NDA) dated November 6, 2008, received November 
7, 2008, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, 
for (hydrocodone, chlorpheniramine, and pseudoephedrine) Oral Solution. 
 
We have completed our filing review and have determined that your applications are 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 September 7, 
2009. 
 
During our filing review of your application, we have identified the following potential review 
issues:  
 

1. A preliminary assessment of the data indicates that the hydrocodone Cmax for your 
product is out of the 80-125% goal post of BE.  The approval of the proposed product 
will be a review issue. 

 
2. We note that you have provided only 3 months long term and accelerated stability data 

for the drug product and that you have not proposed a shelf life for the drug product. 
Based on the stability data in your NDA, you could potentially get a shelf life equal to the 
available real time data. It is inappropriate to set final specification based on the available 
stability data. This is a potential review issue as you will need to generate stability data to 
be able to assess trends in the  attributes listed in your drug product specifications. 

 
 

(b) (4)
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7. An assessment of leachables in the drug product was  not provided in the NDA. Submit 
the results of your evaluation of extractables and leachables from the container closure 
system and how you concluded that they do not exist and are not necessary for routine 
monitoring. We strongly recommend that you use appropriate analytical methods that are 
capable of monitoring and separating these compounds from other degradants and 
impurities in the drug product. Leachables specifications should be proposed when the 
data in your drug product have reached an asymptote. 

 
8. Submit the CMC information (qualitative and quantitative composition, stability data 

etc.) of the comparison drug products: pseudoephedrine hydrochloride oral solution and 
chlorpheniramine maleate oral solution. If this information has already been submitted, 
provide a reference to the section and page number in your NDA. 

 
9. Provide a quantitative and qualitative chemical composition of the grape flavor . 

Alternately this information may be provided in an authorized Drug Master File (DMF). 
 

10. Provide results of your Antimicrobial Effectiveness testing for your drug product. 
 

11. Provide draft mock ups (100 % size) of the proposed carton, container labels. 
 

 
If you have not already done so, you must 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/oc/datacouncil/spl.html.  The content of labeling must be in the Prescribing 
Information (physician labeling rule) format.  
 
Please respond only to the above requests for additional 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. 
 
All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.  
We note that you have not fulfilled the requirements.  We acknowledge receipt of your request 
for a waiver of pediatric studies for this application for pediatric patients birth to 12 years of age. 
 
 
 
 
 
 
 
 
 
 

(b) (4)
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If you have any questions, call Philantha Bowen, Regulatory Project Manager, at (301) 796-
2466. 

Sincerely, 
 
{See appended electronic signature page} 
 
Badrul A. Chowdhury, M.D., Ph.D.  
Director 
Division of Pulmonary and Allergy Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Drug Evaluation II 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE:   January 6, 2009   

To:  Dr. William Putnam, R.A.C.   
From:

 
Philantha Bowen, MPH, RN 

Company: Cypress Pharmaceuticals 
c/o Beckloff Associates, Inc. 

  Division of Pulmonary and Allergy 
Drug Products 

Fax number:  913-451-3846   Fax number: 301-796-9718 

Phone number: 913-451-3955   Phone number: 301-796-2466 

Subject:  NDA 22-439 and NDA 22-442  Re:  Proprietary Name Review-Information Request 

Total no. of pages including 
cover: 3 

 

Comments: 
 

Document to be mailed:                 YES       NO 

 

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS 
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, 
AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this 
document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of 
this communication is not authorized.  If you have received this document 
in error, please notify us immediately by telephone at (301) 796-2300.  
Thank you. 
 
 
 
 
 





 
Drafted by:  Bowen/December 24, 2008 
 
Initialed by:  Barnes/December 31, 2008 
   L. Toombs/January 6, 2009 
                         K. Arnwine/January 6, 2009 
    
Finalized by:   Bowen/January 6, 2009 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
Division of Drug, Marketing, Advertising and 
Communication (DDMAC), HFD-42 
PKLN Rm. 17B-17 

 
FROM: 

Philantha M. Bowen, Project Manager 
Division of Pulmonary and Allergy Drug Products ,HFD-570 

 
DATE 
December 3, 2008 

 
IND NO. 
 

 
NDA NO. 

22-439 

 
TYPE OF DOCUMENT 

N 

 
DATE OF DOCUMENT 

November 6, 2008 
 
NAME OF DRUG 
 

 

 
PRIORITY CONSIDERATION 

Standard 

 
CLASSIFICATION OF DRUG 

 

 
DESIRED COMPLETION DATE 

March 25, 2009 

NAME OF FIRM:  Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
 
This is a request for an evaluation and review of the labeling for NDA 22-439  Oral Solution. 
The labeling is in electronic format and is located in the EDR in the submission dated November 6, 2008. 
We have also submitted consults for other related NDAs:  22-442. 
 
PDUFA DATE: September 7, 2009 

 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

 

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADM NISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Division/Office):  
 
OSE 

 
FROM: 

Philantha M. Bowen, Project Manager 
Division of Pulmonary and Allergy Drug Products ,HFD-570 

 
DATE 
December 2, 2008 

 
IND NO. 
 

 
NDA NO. 

22-439 

 
TYPE OF DOCUMENT 

N 

 
DATE OF DOCUMENT 

November 6, 2008 
 
NAME OF DRUG 
 

 

 
PRIORITY CONSIDERATION 

Standard 

 
CLASSIFICATION OF DRUG 

 

 
DESIRED COMPLETION DATE 

March 25, 2009 

NAME OF FIRM:  Cypress Pharmaceuticals 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

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

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

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

 
II. BIOMETRICS 

 
STATISTICAL EVALUATION BRANCH 

 
STATISTICAL APPLICATION BRANCH 

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

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE IV STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL-BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

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

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

 
V. SCIENTIFIC INVESTIGATIONS                                                                                                             

 
   CLINICAL 

 
   PRECLINICAL 

 
COMMENTS, CONCERNS, and/or SPECIAL INSTRUCTIONS: 
 
This is a consult for a labeling review of . 
The Package insert is electronic and located in the EDR in the submission dated November 6, 2008. 
We have also submitted consults for the other related NDAs: N 22-442  
 
PDUFA DATE: September 7, 2009 

 
SIGNATURE OF REQUESTER 
 

 
METHOD OF DELIVERY (Check one) 

X  MAIL     HAND 
 
SIGNATURE OF RECEIVER 
 

 
SIGNATURE OF DELIVERER 

 

(b) (4)

(b) (4)

(b) (4)
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Rockville, MD  20857 
 

 
NDA 22-439 

NDA ACKNOWLEDGMENT 
 
 
Cypress Pharmaceutical, Inc. 
c/o Beckloff Associates, Inc. 
Commerce Plaza II, Suite 300 
7400 West 110th Street 
Overland Park, KS 66210 
 
Attention:  William Putman, Ph.D., R.A.C. 
        Director, Executive Consultant 
 
Dear Dr. Putman: 
 
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:  (hydrocodone, chlorpheniramine, and pseudoephedrine) 

Oral Solution 
 
Date of Application:   November 6, 2008 
 
Date of Receipt:   November 7, 2008 
 
Our Reference Number:   NDA 22-439 
 
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 January 6, 2008 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/oc/datacouncil/spl.html.  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. 
 
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: 
 
 

(b) (4)
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Pulmonary and Allergy 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/cder/ddms/binders.htm. 
 
If you have any questions, call Philantha Bowen, Regulatory Project Manager, at (301) 796-
2466. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sandy Barnes 
Chief, Project Management Staff 
Division of Pulmonary and Allergy Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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