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APPROVAL LETTER 
 



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 091135 
 
 
 
 
 
 
Tris Pharma, Inc. 
Attention: W. Scott Groner 
   Director, Regulatory Affairs  
2033 Route 130 
Monmouth Junction, NJ 08852 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated January 9, 2009, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Dextromethorphan Polistirex Extended-release Oral 
Suspension, (equivalent to Dextromethorphan Hydrobromide,      
30 mg/5 mL) (OTC).  
 
Reference is made to the tentative approval letter issued by 
this office on April 20, 2011, and to your amendments dated 
August 3, August 11, and November 11, 2011. 
 
We have completed the review of this ANDA and have concluded 
that adequate information has been presented to demonstrate that 
the drug is safe and effective for over-the-counter (OTC) use as 
recommended in the submitted labeling.  Accordingly the ANDA is 
approved, effective on the date of this letter.  The Division of 
Bioequivalence has determined your Dextromethorphan Polistirex 
Extended-release Oral Suspension, (equivalent to 
Dextromethorphan Hydrobromide, 30 mg/5 mL), to be bioequivalent 
to the reference listed drug product (RLD) Delsym Extended-
release Cough Suppressant, 30 mg/5 mL, of Reckitt Benckiser.  As 
noted in our communication dated July 28, 2011, your dissolution 
testing should be incorporated into the stability and quality 
control program using the same method proposed in your 
application.    
 
The RLD upon which you have based your ANDA, Delsym Cough 
Suppressant of Reckitt Benckiser, is subject to a period of 
patent protection.  As noted in the agency's publication titled 
Approved Drug Products with Therapeutic Equivalence Evaluations 

Reference ID: 3136325



(the “Orange Book”), U.S. Patent No. 5,980,882 (the '882 
patent), is scheduled to expire on April 16, 2017.  
 
Your ANDA contains a paragraph IV certification under section 
505(j)(2)(A)(vii)(IV) of the Act stating that the ‘882 patent is 
invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Dextromethorphan Polistirex 
Extended-release Oral Suspension, 30 mg/5 mL, under this ANDA.  
You have notified the agency that Tris Pharma, Inc. (Tris) 
complied with the requirements of section 505(j)(2)(B) of the 
Act, and that litigation was initiated against Tris for 
infringement of the '882 patent within the statutory 45-day 
period in the United States District Court for the District of 
New Jersey [Reckitt Benckiser Inc. and UCB Manufacturing, Inc. 
v. Tris Pharma, Inc., Civil Action No. 09-cv-03125].  Although 
this litigation remains ongoing, the 30-month period identified 
in section 505(j)(5)(B)(iii) of the Act, during which time FDA 
was precluded from approving your ANDA, expired  In addition, 
you have informed the agency that on December 21, 2011, the 
United States District Court granted Tris Pharma’s motion for 
summary judgment.     
 
With respect to 180-day generic drug exclusivity, we note that 
Tris was the first ANDA applicant to submit a substantially 
complete ANDA with a paragraph IV certification to the '882 
patent.  Therefore, with this approval, Tris is eligible for 
180-days of generic drug exclusivity for Dextromethorphan 
Polistirex Extended-release Oral Suspension, 30 mg/5 mL.  This 
exclusivity, which is provided for under section 
505(j)(5)(B)(iv) of the Act, will begin to run from the date of 
the commercial marketing identified in section 505(j)(5)(B)(iv).  
Please submit correspondence to this ANDA informing the agency 
of the date the exclusivity begins to run. 
 
Under section 506A of the Act, certain changes in the conditions 
described in this ANDA require an approved supplemental 
application before the change may be made.  
 
Postmarketing reporting requirements for this ANDA are set forth 
in 21 CFR 314.80-81 and 314.98.  The Office of Generic Drugs 
should be advised of any change in the marketing status of this 
drug. 
  
As soon as possible, but no later than 14 days from the date of 
this letter, submit, using the FDA automated drug registration 
and listing system (eLIST), the content of labeling [21 CFR 
314.50(l)] in structured product labeling (SPL) format, as 
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described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLab
eling/default.htm, that is identical in content to the approved 
labeling (including the package insert, and any patient package 
insert and/or Medication Guide that may be required). Information 
on submitting SPL files using eLIST may be found in the guidance 
for industry titled “SPL Standard for Content of Labeling 
Technical Qs and As” at  
http://www.fda.gov/downloads/DrugsGuidanceComplianceRegulatoryInf
ormation/Guidances/U CM072392.pdf.  The SPL will be accessible 
via publicly available labeling repositories. 

 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
05/25/2012
Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.
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TENTATIVE APPROVAL LETTER 
 



 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
                             

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 091135 
 
 
 
 
 
 
Tris Pharma, Inc. 
Attention: W. Scott Groner 
   Director, Regulatory Affairs and Compliance 
2033 Route 130 
Monmouth Junction, NJ 08852 
 
 
Dear Sir: 
 
This is in reference to your abbreviated new drug application 
(ANDA) dated January 9, 2009, submitted pursuant to section 
505(j) of the Federal Food, Drug, and Cosmetic Act (the Act), 
for Dextromethorphan Polistirex Extended-release Oral 
Suspension, (Equivalent to Dextromethorphan Hydrobromide, 
30 mg/5 mL) (OTC).  
 
Reference is also made to your amendments dated August 14, 
September 25, October 9, and October 29, 2009; August 26, 
October 1, October 13, November 18, and December 16, 2010; and 
January 27, March 4, March 29, and April 14, 2011. 
 
We have completed the review of this ANDA, and based upon the 
information you have presented to date we have concluded that 
the drug is safe and effective for use as recommended in the 
submitted labeling.  However, we are unable to grant final 
approval to your ANDA at this time because of the patent issue 
noted below.  Therefore, the ANDA is tentatively approved.  This 
determination is based upon information available to the agency 
at this time (i.e., information in your ANDA and the status of 
current good manufacturing practices (cGMPs) of the facilities 
used in the manufacture and testing of the drug product).  This 
determination is subject to change on the basis of new 
information that may come to our attention.  This letter does 
not address issues related to the 180-day exclusivity provisions 
under section 505(j)(5)(B)(iv) of the Act. 
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The reference listed drug (RLD) upon which you have based your 
ANDA, Delsym Cough Suppressant, 30 mg/5 mL, of Reckitt 
Benckiser, is subject to a period of patent protection.  As 
noted in the agency's publication titled Approved Drug Products 
with Therapeutic Equivalence Evaluations (the “Orange Book”), 
U.S. Patent No. 5,980,882 (the '882 patent), is scheduled to 
expire on April 16, 2017. 
  
Your ANDA contains a paragraph IV certification under section 
505(j)(2)(A)(vii)(IV) of the Act stating that the ‘882 patent is 
invalid, unenforceable, or will not be infringed by your 
manufacture, use, or sale of Dextromethorphan Polistirex 
Extended-release Oral Suspension, 30 mg/5 mL, under this ANDA.  
You notified the agency that Tris Pharma, Inc. (Tris) complied 
with the requirements of section 505(j)(2)(B) of the Act, and 
that litigation for infringement of the '882 patent was brought 
against Tris within the statutory 45-day period in the United 
States District Court for the District of New Jersey [Reckitt 
Benckiser Inc. and UCB Manufacturing, Inc. v. Tris Pharma, Inc., 
Civil Action No. 09-cv-03125].     
 
Therefore, final approval cannot be granted until:  
 

 1. a. the expiration of the 30-month period provided  
   for in section 505(j)(5)(B)(iii), 
 

b. the date the court decides1  that the ‘882 patent 
is invalid or not infringed (see sections 
505(j)(5)(B)(iii)(I), (II), and (III) of the 
Act), or  

 

  c. the ‘882 patent has expired, and 
 

 2. The agency is assured there is no new information that 
  would affect whether final approval should be granted.   
 
Please note that if FDA requires a Risk Evaluation & Mitigation 
Strategy (REMS) for a listed drug, an ANDA citing that listed 
drug also will be required to have a REMS.  See section 505-1(i) 
of the Act. 
 
 
 

                                                           
1 This decision may be either a decision of the district court or the court of 
appeals, whichever court is the first to decide that the patent is invalid or 
not infringed. 

Reference ID: 2936064



 

 
To reactivate your ANDA prior to final approval, please submit a 
“MINOR AMENDMENT – FINAL APPROVAL REQUESTED” 90 days prior to 
the date you believe that your ANDA will be eligible for final 
approval.  This amendment should provide the legal/regulatory 
basis for your request for final approval and should include a 
copy of a court decision, or a settlement or licensing 
agreement, as appropriate.  It should also identify changes, if 
any, in the conditions under which the ANDA was tentatively 
approved, i.e., updated information such as final-printed 
labeling, chemistry, manufacturing, and controls data as 
appropriate.  This amendment should be submitted even if none of 
these changes were made, and it should be designated clearly in 
your cover letter as a MINOR AMENDMENT – FINAL APPROVAL 
REQUESTED. 
 
In addition to the amendment requested above, the agency may 
request at any time prior to the date of final approval that you 
submit an additional amendment containing the requested 
information.  Failure to submit either or, if requested, both 
amendments may result in rescission of the tentative approval 
status of your ANDA, or may result in a delay in the issuance of 
the final approval letter. 
 
Any significant changes in the conditions outlined in this ANDA 
as well as changes in the status of the manufacturing and 
testing facilities' compliance with current good manufacturing 
practices (cGMPs) are subject to agency review before final 
approval of the application will be made.  Such changes should 
be categorized as representing either “major” or “minor” 
changes, and they will be reviewed according to OGD policy in 
effect at the time of receipt.  The submission of multiple 
amendments prior to final approval may also result in a delay in 
the issuance of the final approval letter. 
 
This drug product may not be marketed without final agency 
approval under section 505 of the Act.  The introduction or 
delivery for introduction into interstate commerce of this drug 
product before the final approval date is prohibited under 
section 301 of the Act.  Also, until the agency issues the final 
approval letter, this drug product will not be deemed to be 
approved for marketing under section 505 of the Act, and will 
not be listed in the “Orange Book.”  
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For further information on the status of this application, or 
prior to submitting additional amendments, please contact Sarah 
Nguyen, Project Manager, at (240) 276-8467. 
 
   

Sincerely yours, 
 

{See appended electronic signature 
page} 
 
Keith Webber, Ph.D. 
Deputy Director 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

ROBERT L WEST
04/20/2011
Deputy Director, Office of Generic Drugs
for Keith Webber, Ph.D.
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LABELING REVIEWS 





  
       There are no unexpired exclusivities for this drug product.  

 
3.    Inactive Ingredients : 
 

The listing of inactive ingredients are: D&C Red #30, D&C Yellow #10, flavor, glycerin, high fructose corn 
syrup, methylparaben, polysorbate 80, polyvinyl acetate, povidone, propylparaben, purified water, sodium 
metabisulfite, sodium polystyrene sufonate, sucrose, tartaric acid, tragacanth gum, triacetin, and xanthan 
gum. 
  
 **Firm was requested to include a warning statement for sodium metabisulfite on the carton and container. 

 
4.  Manufacturing Facility (3.2.P.3.1): 

 

 
5.   Product Description: 
      RLD (Delsym®)  
  
      Available in 3 fl oz and 5 fl oz grape and orange flavors for both pediatric and adult graphics. 
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 ANDA - Tris Pharma, Inc. is available in 3 fl oz orange flavor.  Please note that there was an oversight in 
the former labeling review .   
 
Firm  retained “mL” on the measuring cup: 
 

 
 
In addition, firm revised the carton labeling to exclude the following statement:  

.  This statement was included in the carton labeling by mistake.    
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APPROVAL SUMMARY 
FULL APPROVAL 

       LABELING REVIEW #6 
DIVISION OF LABELING AND PROGRAM SUPPORT 

        LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
 
ANDA Number:  091135  (OTC) 
 

                          Date of Submission:      August 11, 2011 
 
Applicant's Name:  Tris Pharma, Inc. 
 
Established Name:  Dextromethorphan Polistirex Extended-release Oral Suspension (Equivalent to  
                                       30 mg Dextromethorphan Hydrobromide per 5 mL) 
 
Propriety Name:  None 
 
__________________________________________________________________________________ 
___________________________________________________________________________________
 
BASIS OF APPROVAL: 
APPROVAL SUMMARY  
 
CONTAINER LABEL: 
Satisfactory in FPL, August 11, 2011 
 
CARTON LABEL: 
Satisfactory in FPL, August 11, 2011 
 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:  Delsym® (Dextromethorphan Polistirex Extended-release Oral              
Suspension, 30 mg per 5 mL)  
NDA Number:  018658 
NDA Drug Name: Delsym® (Dextromethorphan Polistirex Extended-release Oral Suspension, Equivalent to  
30 mg Dextromethorphan Hydrobromide per 5 mL)  
NDA Firm:  Reckitt Benckiser Inc.  
Date of Approval of NDA Insert and supplement #:  018658/S-029 (approved May 16, 2011) 
Has this been verified by the MIS system for the NDA?   Yes – see note in FTR below 
Was this approval based upon an OGD labeling guidance?   No 
Other Comments: 
 
**Please note that NDA 018658/S-028, approved November 10, 2010, was a manufacturing supplement 
approved for alternate oval-shaped immediate containers for the 3 and 5 fluid ounce packaging sizes. 
 

         FOR THE RECORD: 
 
1.  Model Labeling: 
 
     Review is based on the labeling of Reckitt Benckiser Inc.’s Delsym®”, NDA 018658/S-029, approved May 

16, 2011. 
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8.     Storage Condition/Dispensing: 
 
    

NDA: Store at 20-25°C (68-77oF) 

ANDA: Store at 20-25°C (68-77oF) 

9.   SPL: 

DEXTROMETHORPHAN POLISTIREX   
dextromethorphan polistirex suspension, extended release  

Product Information 

Product Type HUMAN OTC 
DRUG Item Code (Source) NDC:

 

Route of Administration ORAL DEA Schedule        
Active Ingredient/Active Moiety 
Ingredient Name Basis of Strength Strength 
DEXTROMETHORPHAN HYDROBROMIDE
(DEXTROMETHORPHAN)  

DEXTROMETHORPHAN 
HYDROBROMIDE 

30 mg 
 in 5 mL  

Inactive Ingredients 
Ingredient Name Strength 
SODIUM POLYSTYRENE SULFONATE   
POVIDONE   

   
TRIACETIN   

   
TARTARIC ACID   
SODIUM METABISULFITE   
HIGH FRUCTOSE CORN SYRUP   
SUCROSE   
GLYCERIN   
METHYLPARABEN   
PROPYLPARABEN   

   
XANTHAN GUM   
POLYSORBATE 80   
D&C RED NO. 30   
D&C YELLOW NO. 10    
Product Characteristics 
Color ORANGE Score      
Shape  Size  

Reference ID: 3004178
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Flavor ORANGE Imprint Code  
Contains         
Packaging 
# Item Code Package Description Multilevel Packaging 
1 NDC:  88 mL in 1 BOTTLE, PLASTIC None  
 
Marketing Information 
Marketing 
Category 

Application Number or Monograph 
Citation 

Marketing Start 
Date 

Marketing End 
Date 

ANDA ANDA091135   
 
Labeler - Tris Pharma Inc (947472119)  
Registrant - Tris Pharma Inc (947472119) 
Establishment 
Name Address ID/FEI Operations 
Tris Pharma Inc  947472119 MANUFACTURE 
Establishment 
Name Address ID/FEI Operations 

 

 

Revised: 12/2011 Tris Pharma Inc 
 
SPL Data elements are consistent with the labeling submitted and with the application.  
________________________________________________________________________________________
________________________________________________________________________________________ 
 
Date of Review:        August 18, 2011   Date of Submission: August 11, 2011  
 

 Primary Reviewer:     Jeanne Skanchy 
     
 Team Leader:     John Grace     
________________________________________________________________________________________
________________________________________________________________________________________ 
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APPROVAL SUMMARY 
***This Labeling Approval Summary supersedes Labeling Approval Summary dated April 5, 2011)  

       LABELING REVIEW #5 
DIVISION OF LABELING AND PROGRAM SUPPORT 

        LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
 
ANDA Number:  091135 
 

                          Date of Submission:      April 14, 2011 
 
Applicant's Name:  Tris Pharma, Inc. 
 
Established Name:  Dextromethorphan Polistirex Extended-release Oral Suspension (Equivalent to  
                                       30 mg Dextromethorphan Hydrobromide per 5 mL) 
 
Propriety Name:  None 
 
__________________________________________________________________________________ 
___________________________________________________________________________________
 
BASIS OF APPROVAL: 
APPROVAL SUMMARY  
 
CONTAINER LABEL: 
Satisfactory in FPL, April 14, 2011 
 
CARTON LABEL: 
Satisfactory in FPL, April 14, 2011 
 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:  Delsym® (Dextromethorphan Polistirex Extended-release Oral              
Suspension, 30 mg per 5 mL)  
NDA Number:  018658 
NDA Drug Name: Delsym® (Dextromethorphan Polistirex Extended-release Oral Suspension, Equivalent to  
30 mg Dextromethorphan Hydrobromide per 5 mL)  
NDA Firm:  Reckitt Benckiser Inc.  
Date of Approval of NDA Insert and supplement #:  018658/S-027 (approved April 8, 2010) 
Has this been verified by the MIS system for the NDA?   Yes – see note in FTR below 
Was this approval based upon an OGD labeling guidance?   No 
Other Comments: 
 
**Please note that NDA 018658/S-028, approved November 10, 2010, was a manufacturing supplement 
approved for alternate oval-shaped immediate containers for the 3 and 5 fluid ounce packaging sizes. 
 

         FOR THE RECORD: 
 
1.  Model Labeling: 
 
     Review is based on the labeling of Reckitt Benckiser Inc.’s Delsym®”, NDA 018658/S-027, approved April 8, 

2010. 
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8.     Storage Condition/Dispensing: 
 
    

NDA: Store at 20-25°C (68-77oF) 

ANDA: Store at 20-25°C (68-77oF) 

9. Firm complied with OGD’s request to include a sulfite statement in the labeling to alert or inform 
consumers that sodium metabisulfite is included in the formulation of this drug product.  Please see emails 
from OGD and DNRD. 

 
From: Chang, Nancy  
Sent: Wednesday, April 13, 2011 7:50 AM 
To: Skanchy, Jeanne; Sayeed, Vilayat A 
Cc: Catterson, Debra M; Grace, John F; Hixon, Dena R 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 

That sounds reasonable to me. 
Thanks, 
Nancy 
 

 
From: Skanchy, Jeanne  
Sent: Wednesday, April 13, 2011 7:21 AM 
To: Sayeed, Vilayat A; Chang, Nancy 
Cc: Catterson, Debra M; Grace, John F; Hixon, Dena R 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 
 
Per 21 CFR 201.22 (b) states:      (b) The labeling required by Sec. Sec. 201.57 and 201.100(d) for prescription drugs for human use 
containing a sulfite, except epinephrine for injection when intended for use in allergic or other emergency situations, shall bear the warning 
statement ``Contains (insert the name of the sulfite, e.g., sodium metabisulfite), a sulfite that may cause allergic-type reactions including 
anaphylactic symptoms and life-threatening or less severe asthmatic episodes in certain susceptible people. The overall prevalence of 
sulfite sensitivity in the general population is unknown and probably low. Sulfite sensitivity is seen more frequently in asthmatic than in 
nonasthmatic people.'' This statement shall appear in the ``Warnings'' section of the labeling.   
  
As you can see that the sulfite warning statement is long and the statement is to be included in the Warning section of the insert.  Should 
firm include in their labeling (container and carton) that this product contains sulfites in the principal display panel and/or warning 
section?   Will this suffice? 
  

 
From: Sayeed, Vilayat A  
Sent: Tuesday, April 12, 2011 5:46 PM 
To: Chang, Nancy; Skanchy, Jeanne; Grace, John F; Hixon, Dena R 
Cc: Catterson, Debra M 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 

Agree    
  
 

Vilayat A. Sayeed, Ph.D.  
Director, Division of Chemistry III  
FDA/CDER/OPS/OGD  
7500 Standish Place  
MPN II Rockville, MD 20855  
Office (240) 276-8486, fax (240) 276-8474  
Vilayat.Sayeed@FDA.HHS.GOV  

This communication is consistent with 21CFR10.85(k) and constitutes an informal communication that represents our best judgment at this 
time but does not constitute an advisory opinion, does not necessarily represent the formal position of the FDA, and does not bind or 
otherwise obligate or commit the agency to the views expressed.  

  
 

 
From: Chang, Nancy  
Sent: Tuesday, April 12, 2011 5:43 PM 
To: Chang, Nancy; Sayeed, Vilayat A; Skanchy, Jeanne; Grace, John F; Hixon, Dena R 
Cc: Catterson, Debra M 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 
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I can’t help but adding too that the apparent discrepancy in labeling requirements for OTC vs Rx doesn’t make any sense --- why on earth 
should there be more of a buyer beware approach for OTC’s?  OTC’s are supposed to be safer and more idiot-proof because of the lack of 
a learned intermediary.  All the more reason to ask for the warning labeling. 
 

 
From: Chang, Nancy  
Sent: Tuesday, April 12, 2011 5:34 PM 
To: Sayeed, Vilayat A; Skanchy, Jeanne; Grace, John F; Hixon, Dena R 
Cc: Catterson, Debra M 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 
 
Given that the agency has gone so far as to identify a safety concern with this ingredient in at least some individuals, my own opinion is 
actually that we shouldn’t be approving generics with such ingredients; however, since that doesn’t seem to be the way the wind is 
blowing, I do agree that at least having some prominent labeling is appropriate.  It is one thing to say that individuals with known sulfite 
sensitivities should know to look, but there is also a population out there who don’t know, and a prominent sulfite warning might help them 
to identify and recognize a sulfite sensitivity. 
 

 
From: Sayeed, Vilayat A  
Sent: Tuesday, April 12, 2011 4:21 PM 
To: Skanchy, Jeanne; Grace, John F; Chang, Nancy; Hixon, Dena R 
Cc: Catterson, Debra M 
Subject: RE: Sulfites Warning PR (1985) and FR (1986) 
 
Jeanne 
  
The conditions of approval of an application OTC are not the same as monograph OTC.  The FR notice provides an option for including a 
warning, so please go ahead and request the applicant to include a warning in the label to address the added risk in the ANDA formulation 
that is not present in the NDA.  Adding a warning to the applications OTC generics will make us consistent in how we are handling the risk 
in the Rx generic product line.  
  
Nancy/Dean 
  
Please let me know if you concur with this call  
  
Thanks  
  
Vilayat   

Vilayat A. Sayeed, Ph.D.  
Director, Division of Chemistry III  
FDA/CDER/OPS/OGD  
7500 Standish Place  
MPN II Rockville, MD 20855  
Office (240) 276-8486, fax (240) 276-8474  
Vilayat.Sayeed@FDA.HHS.GOV  

This communication is consistent with 21CFR10.85(k) and constitutes an informal communication that represents our best judgment at this 
time but does not constitute an advisory opinion, does not necessarily represent the formal position of the FDA, and does not bind or 
otherwise obligate or commit the agency to the views expressed.  

  
 

 
From: Skanchy, Jeanne  
Sent: Tuesday, April 12, 2011 1:37 PM 
To: Grace, John F; Sayeed, Vilayat A 
Subject: FW: Sulfites Warning PR (1985) and FR (1986) 

Hi John and Vilayat, 
  
I have received information from DNRD.  Please see attachment and email. 
  
Thank you, 
  
Jeanne  
 

 
From: Rowley, Ayana  
Sent: Tuesday, April 12, 2011 10:56 AM 
To: Skanchy, Jeanne 
Subject: FW: Sulfites Warning PR (1985) and FR (1986) 

Hi Jeanne, 
 
Attached are the PR and FR for the Sulitfite Warning. Apparently, the agency decided that the warning was not needed on OTC drug 
products because the FDA felt that consumers with this allergy would know to read the ingredient list. In reviewing the rules, it seems that 
there was  (or is) a “voluntary” option for the manufacture to place the warning on the label.  I would presume that leaves the door open to 
perhaps ask the manufacture to place it on the label. 

Reference ID: 2934849



 
Please let me know if you have any additional questions.   
 
Ayana K. Rowley, Pharm.D.  
Interdisciplinary Scientist (IDS) 
Division of Nonprescription Regulation Development  
Office of Drug Evaluation IV (ODE IV) 
Phone: 301-796-4005  

 
From: ROWLEYA [mailto:Ayana.Rowley@fda.hhs.gov]  
Sent: Tuesday, April 12, 2011 10:49 AM 
To: Rowley, Ayana 
Subject: Sulfites Warning PR (1985) and FR (1986) 
 
 

________________________________________________________________________________________
________________________________________________________________________________________ 
 
 
Date of Review:        April 18, 2011   Date of Submission: April 14, 2011  
 

 Primary Reviewer:     Jeanne Skanchy 
     
 Team Leader:     John Grace     
________________________________________________________________________________________
________________________________________________________________________________________ 
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       There are no unexpired exclusivities for this drug product.  
       Firm certified a PIV to patent ‘882 and was sued within 45 days.   

 
3.    Inactive Ingredients : 
 

The listing of inactive ingredients are: D&C Red #30, D&C Yellow #10, flavor, glycerin, high fructose corn 
syrup, methylparaben, polysorbate 80, polyvinyl acetate, povidone, propylparaben, purified water, sodium 
metabisulfite, sodium polystyrene sufonate, sucrose, tartaric acid, tragacanth gum, triacetin, and xanthan 
gum. 

 
4.  Manufacturing Facility (3.2.P.3.1): 

 

 
5.   Product Description: 
      RLD (Delsym®)  
  
      Available in 3 fl oz and 5 fl oz grape and orange flavors for both pediatric and adult graphics. 
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________________________________________________________________________________________
________________________________________________________________________________________ 
 
 
Date of Review:        March 31, 2011   Date of Submission: March 29, 2011  
 

 Primary Reviewer:     Jeanne Skanchy 
     
 Team Leader:     John Grace     
________________________________________________________________________________________
________________________________________________________________________________________ 
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APPROVAL SUMMARY 
REVIEW OF PROFESSIONAL LABELING #3 

DIVISION OF LABELING AND PROGRAM SUPPORT 
LABELING REVIEW BRANCH 

____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:  091135 
 

                          Date of Submission:      October 1, 2010 
 
Applicant's Name:  Tris Pharma, Inc. 
 
Established Name:  Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg per 5 mL 
 
Propriety Name:  None 
___________________________________________________________________________________ 
___________________________________________________________________________________
REMS required? 
 Yes   No 

 
REMS acceptable? 
 Yes   No   n/a 
 

 
 
BASIS OF APPROVAL: 
APPROVAL SUMMARY  
 
CONTAINER LABELS: 
Satisfactory in PDF, October 1, 2010. 
 
CARTON LABELS: 
Satisfactory in PDF, October 1, 2010. 
 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:  Delsym® (Dextromethorphan Polistirex Extended-release Oral              
Suspension, 30 mg per 5 mL)  
NDA Number:  018658 
NDA Drug Name: Delsym® (Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg per 5 mL)  
NDA Firm:  Reckitt Benckiser Inc.  
Date of Approval of NDA Insert and supplement #:  018658/S-027 (approved April 8, 2010) 
Has this been verified by the MIS system for the NDA?   Yes – see note in FTR below 
Was this approval based upon an OGD labeling guidance?   No 
Other Comments: 
 

         FOR THE RECORD: 
 
1.  Model Labeling: 
 
     Review is based on the labeling of Reckitt Benckiser Inc.’s Delsym®”, NDA 018658/S-027, approved  

4/8/2010. 
 
2.  Patents and Exclusivities (P&E): 

 
Patent and Exclusivity Search Results from query on Appl No 018658 Product 001 in the OB_OTC   list.   





 

 

 
 



 



 
      
 
 
 
 
 
 
 
 
 
 

2 PAGES WERE WITHHELD IN FULL AS B4 (DRAFT 
LABELING) IMMEDIATELY FOLLOWING THIS PAGE





 
8.     Storage Condition/Dispensing: 
 
    

NDA: Store at 20-25°C (68-77oF) 

ANDA: Store at 20-25°C (68-77oF) 

________________________________________________________________________________________
________________________________________________________________________________________ 
 
 
Date of Review:        October 12, 2010   Date of Submission: October 1, 2010  
 

 Primary Reviewer:     Jeanne Skanchy 
     
 Team Leader:     John Grace     
________________________________________________________________________________________
________________________________________________________________________________________ 
 

2 PAGES WERE WITHHELD IN FULL AS B4 (DRAFT LABELING) IMMEDIATELY 
FOLLOWING THIS PAGE
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REVIEW OF PROFESSIONAL LABELING #2 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:  091135 
 

                          Date of Submission:      August 26, 2010 
 
Applicant's Name:  Tris Pharma, Inc. 
 
Established Name:  Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg per 5 mL 
 
Propriety Name:  None 
___________________________________________________________________________________ 
___________________________________________________________________________________
 
Labeling Deficiencies: 

 
A. CONTAINER & CARTON LABELS: 
 
        Please revise established name to read, “DEXTROMETHORPHAN POLISTIREX EXTENDED-RELEASE 
         ORAL SUSPENSION”. 
 
B. DOSAGE CUP: 
 

Please provide the final printed labeling (FPL) for the dosage cup. 
 
Please submit labels and labeling in electronic format.   
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the      
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or 
weekly updates of new documents posted on the CDER web site at the following address -                           
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17. 
 
To facilitate review of your next submission please provide a side-by-side comparison of your proposed labeling 
with the last approved labeling of the Reference Listed Drug with all differences annotated and explained. 
 
 
BASIS OF APPROVAL: 
APPROVAL SUMMARY  
 
CONTAINER LABELS: 
Please see comment above. 
 
CARTON LABELS: 
Please see comment above. 
 
DOSAGE CUP: 
Please see comment above. 
 
BASIS OF APPROVAL: 
Was this approval based upon a petition?   No 
What is the RLD on the 356(h) form:  Delsym® (Dextromethorphan Polistirex Extended-release Oral              
Suspension, 30 mg per 5 mL)  
NDA Number:  018658 
NDA Drug Name: Delsym® (Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg per 5 mL)  
NDA Firm:  Reckitt Benckiser Inc.  
Date of Approval of NDA Insert and supplement #:  018658/S-027 (approved April 8, 2010) 
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ANDA-91135 ORIG-1 TRIS PHARMA INC DEXTROMETHORPHAN

POLISTIREX
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CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 091135Orig1s000 

 
 
 
 
 

CHEMISTRY REVIEWS 



 
 

 
 
 
 
 
 
 

ANDA 091135 
 
 

Dextromethorphan Polistirex Extended-release 
Oral Suspension, 30 mg/5 mL (eq. to 

Dextromethorphan Hydrobromide 30 mg/5 mL) 
 
 
 

Tris Pharma, Inc. 
 
 
 
 
 
 

Ping Jin, Ph.D. 
 

Office of Generic Drugs 
Division of Chemistry III 

Team 31

Reference ID: 3059061



















   
 

 

cc: ANDA 91-135 
 ANDA DUP 
 DIV FILE 
 Field Copy 
 
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/Ping Jin, Ph.D., Review Chemist/12-6-11 
 
 HFD-630/Guoping Sun, Ph.D., Team Leader/12-13-11 
 
 HFD-617/Sarah Nguyen, Project Manager/12-14-11 
 

F/T by: SN 12/14/11 
 
V:\Chemistry Division III\Team 31\ANDA REVIEWS\Ping\91135.R04.doc 

 
TYPE OF LETTER: APPROVABLE 

Reference ID: 3059061
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ANDA 091135 
 
 

Dextromethorphan Polistirex Extended-release 
Oral Suspension, 30 mg/5 mL (eq. to 30 mg 

Dextromethorphan Hydrobromide Per 5 mL) 
 
 
 

Tris Pharma, Inc. 
 
 
 
 
 
 

Ping Jin, Ph.D. 
 

Office of Generic Drugs 
Division of Chemistry III 

Team 31

Reference ID: 2899948



















   
 

 

cc: ANDA 91-135 
 ANDA DUP 
 DIV FILE 
 Field Copy 
 
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/Ping Jin, Ph.D., Review Chemist/12-22-10; 01-31-11 
 
 HFD-630/Guoping Sun, Ph.D., Team Leader/01-31-11 
 
 HFD-617/Sarah Nguyen, Project Manager/02-02-11 
 

F/T by: 02-02-11 
 
V:\Chemistry Division III\Team 31\ANDA REVIEWS\Ping\91135.R03.doc 

 
TYPE OF LETTER: APPROVABLE, Pending Bio 
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ANDA 091135 
 
 

Dextromethorphan Polistirex Extended-release 
Oral Suspension, 30 mg/5 mL (eq. to 30 mg 

Dextromethorphan Hydrobromide Per 5 mL) 
 
 
 

Tris Pharma, Inc. 
 
 
 
 
 
 
 
 
 
 

Guoping Sun, Ph.D. 
 

Office of Generic Drugs 
Division of Chemistry III 

Team IV























   
 

 

 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA#: 091135 
APPLICANT: Tris Pharma, Inc. 
DRUG PRODUCT: Dextromethorphan Polistirex Extended-release Oral Suspension,             

30 mg/5 mL (eq. to 30 mg Dextromethorphan Hydrobromide Per 5 mL) 
 
The deficiencies presented below represent MINOR deficiencies. 
 
 
1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. 

 
 
 
 
 
 
 
 
 

(b) (4)



   
 

 

 
 
8. 

 
 
 
 

Sincerely yours, 
 
 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) (4)



   
 

 

cc: ANDA 91-135 
 ANDA DUP 
 DIV FILE 
 Field Copy 
 
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/Guoping Sun, Ph.D., Review Chemist/08-31-10 
 
 HFD-630/Shing Hou Liu, Ph.D., Team Leader/09-08-10 
 
 HFD-617/Sarah Nguyen, Project Manager/09-09-10 
 

F/T by: SN 09-09-10 
 
V:\Chemistry Division III\Team 4\ANDA REVIEWS\Guoping\91135.R02.doc 

 
TYPE OF LETTER: NOT APPROVABLE-Minor 
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ANDA 091135 
 
 

Dextromethorphan Polistirex Extended Release 
Oral Suspension, 30 mg/5 mL (eq. to 30 mg 

Dextromethorphan Hydrobromide Per 5 mL) 
 
 
 

Tris Pharma, Inc. 
 
 
 
 
 
 
 
 
 
 

Guoping Sun, Ph.D. 
 

Office of Generic Drugs 
Division of Chemistry III 

Team IV























   
 

 

 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA#: 91-135 
APPLICANT: Tris Pharma, Inc. 
DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral Suspension, 30 mg/5 

mL (eq. to 30 mg Dextromethorphan Hydrobromide Per 5 mL) 
 
The deficiencies presented below represent MINOR deficiencies. 
 
 
A. Deficiencies: 
 
1. 

 
2. 

 

 
3. 

 
4. 

 
5. 

 
6. 

 

(b) (4)



   
 

 

7. 

 
8. 

 
9. 

 
10. 

 
11. 

 
12. 

 
13. 

 
14. 

 
15. 

 
16. 

 
17. 

 

(b) (4)



   
 

 

18. 

 
19. 
 
20. 

 
21. 

 
22. 

 
23. 

 
24. 

 
25. 

 
26. 

 
 
B. In addition to responding to the deficiencies presented above, please note and acknowledge 

the following comments in your response: 
 

1. Please update your room temperature stability data and provide all available data in your 
next amendment. 

 
 
 
 

(b) (4)



   
 

 

2. The review of the labeling and bioequivalence portions of your application are pending.  
After the reviews are complete, any deficiencies found will be communicated to you under 
separate covers. 

 
3. The firms referenced in the application relative to the manufacture and testing of the 

product must be in compliance with cGMPs at the time of approval. 
 
4. Please be advised that the use of in-house or modified compendial analytical methods for 

testing the drug substance does not relieve you from meeting the compendial standards.  In 
the event of a dispute, the official USP methods will prevail. 

 
 
 

Sincerely yours, 
 
 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 



   
 

 

cc: ANDA 91-135 
 ANDA DUP 
 DIV FILE 
 Field Copy 
 
 
Endorsements (Draft and Final with Dates): 
 
 HFD-630/Guoping Sun, Ph.D., Review Chemist/11-12-09 
 
 HFD-630/Shing Hou Liu, Ph.D., Team Leader/01-08-10 
 
 HFD-617/Sarah Nguyen, Project Manager/01-08-10 
 

F/T by: SN 
 
V:\Chemistry Division III\Team 4\ANDA REVIEWS\Guoping\91135.R01.doc 

 
TYPE OF LETTER: NOT APPROVABLE-Minor 
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APPLICATION NUMBER: 
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3 BACKGROUND 

There are four (4) Division of Bioequivalence (DBE) reviews for this application which 
are located in DARRTS.  These reviews are as follows: 
 
1. First Generic Checklist: KITCHENS, KELLY M 04/28/2009 N/A 04/28/2009 
FRM-ADMIN-44(DBE Review Request) Original-1 Archive.  The submission was found 
acceptable for filing. 
 
2-3. Two ‘dissolution only’ reviews: PALAMAKULA, ANITHA 06/25/2009 N/A 
06/25/2009 REV-BIOEQ-02(Dissolution Review) Original-1 Archive and 
PALAMAKULA, ANITHA 09/03/2009 N/A 09/03/2009 REV-BIOEQ-02(Dissolution 
Review) Original-1 Archive.  Per the second ‘dissolution only’ review, the firm was 
asked to acknowledge dissolution method and specification. 
 
4. The “full ANDA” review: DEHAVEN, WAYNE I 02/14/2011 N/A 02/14/2011 
REV-BIOEQ-01(General Review) Original-1 Archive.  The reviewer’s calculated 
confidence intervals (CI) for AUC0-t, AUC∞ and Cmax were within 80.0% - 125.0% for 
the fasted and fed BE studies. However, the application was considered incomplete 
(inadequate) due to the following minor deficiencies (summarized): 
 
1. Acknowledge for future submissions that a more appropriate concentration range 
should be validated to avoid re-assays for above limit of quantitation (ALQ);  
2. Clarify the dose used in the fed bioequivalence study; and  
3. Submit raw data supporting repeat analysis of samples for high/low internal 
standard responses. 
 
5. The Amendment review: DEHAVEN, WAYNE I 03/24/2011 N/A 03/24/2011 
REV-BIOEQ-01(General Review) Original-1 Archive.  The firm responded adequately to 
the aforementioned deficiencies.   
 
In the amendment dated March 4, 2011, Tris Pharma submitted additional information 
with regard to the dissolution specifications.  Specifically, Tris Pharma requested the 
DBE revisit the 1 hour specification of NMT %.  Tris Pharma is recommending a 1 
hour specification of NMT %.  To support their claim, the firm submitted additional 
stability testing (i.e. dissolution testing results taken every 3 months up to 2 years) on the 
bio-lot #TB-023A, as well as 0 month testing on a second lot (TB-081A). 
 
These data were overlooked in the previous DBE review mentioned above (#5). This 
addendum addresses the firms request to change the 1 hour specification from NMT % 
to NMT %. 
 
 

Reference ID: 2979934

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)









BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 091135 

APPLICANT: Tris Pharma, Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral 
Suspension, EQ. 30 mg Dextromethorphan Hydrobromide 
per 5 mL 

 
The Division of Bioequivalence (DBE) has completed its review of the 
“additional information” section from your amendment dated March 4, 
2011. In this section, you requested that the Agency change the 1 hour 
dissolution specification from NMT % to NMT % dissolved in 1 hour.  
In support of this request, you submitted stability testing results 
from the biobatch (#TB-023A) as well as an additional lot (#TB-081A). 
 
Your proposed dissolution specifications based on stability data are 
not acceptable. Since FDA-recommended dissolution specification is 
determined based on the data of the freshly manufactured biobatch, 
which underwent acceptable bioequivalence testing, and not on the aged 
batches, the rationale used for justifying your proposed dissolution 
specifications are not acceptable.  
 
However, the DBE has re-evaluated the previously recommended 1 hour 
specification of NMT % and considered it too restrictive with respect 
to the mean and range of the data at this time point.  Therefore, the 
DBE has revised the recommended specification of NMT % to NMT % in 
1 hour.  It is important to emphasize that the revised dissolution 
specification is based on the original dissolution testing results 
submitted for the freshly manufactured biobatch, and not on stability 
data of aged batches. 
 
The DBE acknowledges that you will continue to conduct dissolution 
testing in 500 mL of 0.1 N HCl at 37ºC + 0.5ºC, with addition of 400 mL 
of Phosphate Buffer, at 37ºC + 0.5ºC, after 1 hr sampling, using USP 
apparatus II (Paddle) at 50 rpm.  
 
The test product should meet the following specifications: 
 
1 hr:  NMT % 
3 hrs: % 
6 hrs: % 
12 hrs: NLT % 
 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 2979934

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)
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8 OUTCOME PAGE 

 
ANDA: 091135 
 
 
 
COMPLETED ASSIGNMENT FOR 91135 ID: 14613  

Reviewer: DeHaven, Wayne  Date 
Completed: 

Verifier:  Date 
Verified: 

Division: Division of Bioequivalence   

Description: 
Dextromethorphan Polistirex Extended Release Oral 
Suspension; EQ. 30 mg dextromethorphan hydrobromide 
per 5 mL   

 

 
 

 
 
 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
14613  3/4/2011  Other  Addendum  0   0   
    Bean Total:  0   
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AMENDMENT REVIEW 
 

1 EXECUTIVE SUMMARY 

This is a review of a bioequivalence amendment for ANDA #091135, Dextromethorphan 
Polistirex Extended Release Oral Suspension, EQ 30 mg dextromethorphan 
hydrobromide per 5 mL, submitted by Tris Pharma, Inc.  This is an over-the-counter 
(OTC) product.  The firm submitted the amendment in response to a three item 
deficiency letter they received from the DBE on February 16, 2011.  In brief, the items 
were: (1) acknowledge that a more appropriate concentration range should be validated to 
avoid re-assays for above limit of quantitation (ALQ); (2) clarify the dose used in the fed 
bioequivalence study; and (3) submit raw data supporting repeat analysis of samples for 
high/low internal standard responses. 
 
Tris Pharma responded adequately to the aforementioned deficiencies.  There are no 
Division of Scientific Investigations (DSI) inspections which are pending or necessary.  
The application is now considered acceptable (adequate).  The firm should be informed 
of this recommendation. 
 
 
 
 

2 TABLE OF CONTENTS 

1 Executive Summary ................................................................................................................................ 2 
2 Table of Contents .................................................................................................................................... 2 
3 Background ............................................................................................................................................. 3 
4 Submission Summary.............................................................................................................................. 3 

A. Drug Product Information, PK/PD Information, and Relevant DBE History .................................. 3 
B. Contents of Submission.................................................................................................................... 3 
C. Review of Submission...................................................................................................................... 4 

5 Deficiency Comments ............................................................................................................................. 7 
6 Recommendations ................................................................................................................................... 7 
7 Comments for Other OGD Disciplines ................................................................................................... 7 
8 Outcome Page ......................................................................................................................................... 9 
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C. Review of Submission 

Deficiency 1: Please acknowledge for future submissions that a more appropriate 
standard curve (SC) and quality control (QC) concentration range should be validated, 
which fully encompasses the expected plasma concentration ranges for all subjects. 
Specifically, the Agency recommends you avoid situations in which many subject 
samples have to be re-assayed due to initial measurements determined as being ‘above 
the limit of quantitation (ALOQ)’, which was the case for the fasting study #S08-0445. 
 
Response 1: It is acknowledged that for the fasting study #S08-0445 the initial sample 
analysis determined that 322 of 2033, 16.3%, subject samples had values above the upper 
limit of quantitation. For related future studies a more appropriate calibration range 
with associated quality controls will be validated to better accommodate higher 
anticipated subject sample concentrations. 
 
Reviewer’s Comments: The firm’s response is adequate. 
 
Deficiency 2: It was not fully clear whether the fed study #S08-0446 was carried out 
using a dose of 60 mg (like the fasted study), or a dose of 30 mg as recommended in the 
draft individual bioequivalence recommendation guidance for the drug product. In the fed 
study report (page 2 of 547) it lists the dose as 30 mg; however, in the in vivo BE 
summary table, it lists 60 mg as the dose administered. Please clarify which dose was 
used for the fed bioequivalence (BE) study. 
 
Response 2: Tris reviewed the fed study report #S08-0446 and would like to clarify that 
the dose used was 10 mL of the 30mg/5mL strength product, which is equivalent to 60 mg 
dose, for the fed study. 
 
Reviewer’s Comments: The firm’s response is adequate. 
 
Deficiency 3: With regard to the repeat analyses, please submit the following additional 
information: 
 
a. Please submit all appropriate raw data (for fasting and fed BE studies) supporting 
repeat analysis of samples for high/low internal standard responses (HIS/LIS). These 
repeats should meet the objective criterion established in the SOP , 
page 8 of 19, which says that results are flagged for repeat when there is a deviation by 
more than 40% of the mean IS for the entire batch run. 
 
Response 3(a): Tris has provided in this submission all the appropriate raw data (for 
fasting and fed BE studies) supporting repeat analysis of the samples for high/low 
internal standard responses (HIS/LIS).  Refer Module 5.3.1.4 for R08-1046 and Module 
5.3.1.4 for R09-1047. The following tables lists the samples provided: 
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Reviewer’s Comments: The reviewer checked the internal standard (IS) data that was 
submitted by Tris Pharma in this amendment (Module 5.3.1.4 for R08-1046 and Module 
5.3.1.4 for R09-1047).  These repeats met the objective criterion established in the SOP 

, page 8 of 19, which says that results are flagged for repeat when there 
is a deviation by more than 40% of the mean IS for the entire batch run.  For instance, the 
subject #28 2 hour time-points for both period I and II were originally flagged for high 
internal standard (HIS).  The reviewer determined the mean IS for this run as 18908.54.  
The range  is therefore   The subject #28 IS values were 
28263.1 and 26798.0 for period I and period II, respectively, and clearly greater than 40% 
larger than the mean IS for this run.  Similar results were validated for LIS examples.  
The firm’s response is adequate. 
 
b. Please submit the analytical procedure document defining the reason for the “sample 
processing error” for subject #41, hour 5.5 sample, per SOP : Sample 
Reanalysis and Reporting Criteria. 
 
Response 3(b): The analytical procedure for Run 08104721 is provided in this 
submission, which documents the reason for the “sample processing error” for subject 
41, hour 5.5. Refer Module 5.3.1.4 page 21 of 24 for the note describing the event. 
 
Reviewer’s Comments: The reviewer checked the analytical procedure document for 
run 0810472 (page 21).  The report indicated that the analyst mistakenly added excess IS 
to the sample.  Therefore, the analyst flagged this sample for repeat.  The reviewer finds 
the firm’s response to this deficiency as acceptable (adequate).  There are no further 
questions. 
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BIOEQUIVALENCE COMMENTS TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 091135 

APPLICANT: Tris Pharma, Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release 
Oral Suspension, EQ. 30 mg Dextromethorphan 
Hydrobromide per 5 mL 

 
The Division of Bioequivalence (DBE) has completed its 
review of your amendment submission dated March 4, 2011, 
and there are no further questions at this time. 
 
We acknowledge you will conduct dissolution testing for 
your test product as follows:  
 
The dissolution testing should be conducted in 500 mL of 
0.1 N HCl at 37ºC + 0.5ºC, with addition of 400 mL of 
Phosphate Buffer, at 37ºC + 0.5ºC, after 1 hr sampling, 
using USP apparatus II (Paddle) at 50 rpm. The test product 
should meet the following specifications: 
 
1 hr: NMT % 
3 hrs: % 
6 hrs: % 
12 hrs: NLT % 
 
Please note that the bioequivalence comments provided in 
this communication are preliminary.  These comments are 
subject to revision after review of the entire application, 
upon consideration of the chemistry, manufacturing and 
controls, microbiology, labeling, or other scientific or 
regulatory issues.  Please be advised that these reviews 
may result in the need for additional bioequivalence 
information and/or studies, or may result in a conclusion 
that the proposed formulation is not approvable. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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8 OUTCOME PAGE 

 
ANDA: 091135 
 

Reviewer: DeHaven, Wayne  Date 
Completed: 

Verifier:  Date 
Verified: 

Division: Division of Bioequivalence   

Description: 
Dextromethorphan Polistirex Extended Release Oral 
Suspension; EQ. 30 mg dextromethorphan hydrobromide 
per 5 mL   

 

 
 

 
 
 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
13524  3/4/2011  Other  Study Amendment  0   0   
    Bean Total:  0   
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Template Version: 20-NOV-07 

Page 3 of 150 

 
In the BE studies, the pharmacokinetic (PK) parameters of the test and reference for the 
active metabolite, dextrorphan, were comparable.  Therefore the metabolite data are 
supportive. 
 
There are two (2) ‘dissolution only’ reviews which can be found in DARRTS [please see 
for ANDA # 091135 PALAMAKULA, ANITHA 06/25/2009 N/A 06/25/2009 REV-
BIOEQ-02(Dissolution Review) Original-1 Archive and PALAMAKULA, ANITHA 
09/03/2009 N/A 09/03/2009 REV-BIOEQ-02(Dissolution Review) Original-1 Archive].  
The firm has conducted acceptable comparative dissolution testing using an ‘in-house’ 
dissolution method.  On September 25, 2009, the firm has acknowledged the following 
dissolution method and specifications: 500 mL of 0.1 N HCl with addition of 400 mL of 
Phosphate Buffer after 1 hr at 37°C, using USP Apparatus II (Paddle) at 50 rpm.  
Specifications = 1 hr: NMT %, 3 hrs: %, 6 hrs: % and 12 hrs: NLT 

%. 
 
No Division of Scientific Investigations (DSI) inspection is pending or necessary. 
Clinical site: last routine inspection was completed on 5/5/2010, NAI, base on NDA 
022439. Analytical site: last routine inspection completed on , based on 

  After reviewing the  results of the analytical site inspection for NDA 
022503 [see in DARRTS for NDA # 022503 RIVERA-LOPEZ, CAROL M  
N/A  CONSULT REV-DSI-05(Bioequivalence Establishment Inspection 
Report Review) Original-1 (Type 3- New Dosage Form) Archive], the reviewer 
concludes that the  form 483 deficiencies do not significantly affect these current BE 
studies under review here.2 
 
The application is incomplete (inadequate) at this time. 
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3.10 Deficiency Comments 

1. The firm should acknowledge that for future submissions, a more appropriate 
standard curve (SC) and quality control (QC) concentration range should be validated, 
which fully encompasses the expected plasma concentration ranges for all subjects.  
Specifically, the Agency recommends the firm avoid situations in which many subject 
samples have to be re-assayed due to initial measurements determined as being ‘above 
the limit of quantitation (ALOQ)’. 
 
2. In addition, it was not fully clear whether the fed study # S08-0446 was carried 
out on subjects dosed at 60 mg (like the fasted study), or dosed at the recommended 30 
mg.  For instance, in the fed study report (page 2 of 547) it lists the dose as 30 mg; 
however, in the in vivo BE summary table, it lists 60 mg as the dose administered.  Based 
on the plasma profiles, the Agency is assuming the dose administered in the fed study 
was 30 mg.  The firm will be asked to clarify if this assumption is correct or not. 
 
3. With regard to the repeat analyses, the firm should submit the following 
additional information: 
 

a. The firm should submit all appropriate data (for fasting and fed BE studies) 
supporting repeat analysis of samples for high/low internal standard responses 
(HIS/LIS).  These repeats should meet the objective criterion established in the 
SOP , page 8 of 19, which says that results are flagged for 
repeat when there is a deviation by more than 40% of the mean IS for the entire 
batch run. 

 
b. The firm should also submit the analytical procedure sheet defining the reason for 

the sample processing error, per SOP : Sample Reanalysis and 
Reporting Criteria. 
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Comments on Pharmacokinetic and Statistical Analysis: 
The fasted BE study was conducted using two groups.  The TRT*GRP parameter was not 
significant for AUC0-t, AUC∞ or Cmax, and was dropped from the final analysis. 
 
Data from Reviewer’s calculations were generated using SAS code “CALCKE”. 
 
While the reviewer’s arithmetic mean PK values were nearly identical to the firm’s 
calculated values (compare Table 1 versus Table 14), the geometric means from log-
transformed data were different (compare Table 15 versus Table 16).  However, the 
plasma concentration data were the same between what the reviewer used and what the 
firm used to calculate PK parameters (spot-checked).  In addition, the Firm/Reviewer 
ratios were all approximately 1.0 (see pages 119-123).  The firm will be asked to clarify. 
 
Blood sampling deviations during the fasted BE study were minor.  The sampling time 
deviations were considered to be insignificant and they did not compromise the outcome 
of the BE study. 
 
The 90% CI for the least-squares geometric means of lnAUCt, lnAUC∞, and lnCmax 
calculated by the reviewer (for group 1 only) meet the CI criteria for BE (80.00% - 
125.00%). 
 
The median Tmax values for dextromethorphan and dextrorphan for the test product were 
similar to that for the reference product (dextromethorphan: 5.5 and 6.0 hours 
respectively; dextrorphan: 5.0 and 5.0 hours, respectively). 
 
 
Summary and Conclusions, Single-Dose Fasting Bioequivalence Study: 
Although the 90% CI for the least-squares geometric means of lnAUCt, lnAUC∞, and 
lnCmax meet the CI criteria for bioequivalence, the fasted study is incomplete 
(inadequate) at this time due to deficiencies listed in Section 3.10 of this review.. 
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Single-Dose Fed Bioequivalence Study Review 
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Comments on Pharmacokinetic and Statistical Analysis: 
The subjects in the fed BE study were dosed in one group.  Data from Reviewer’s 
calculations were generated using SAS code “CALCKE”.   
 
Because of several discrepancies between summary tables and the fed study report 
submitted by the firm to the Agency, the reviewer was unable to definitively state that the 
fed study was carried out on subjects dosed with 30 mg (i.e. 5 mL), in contrast to the 60 
mg in the fasted study.  However, based on the plasma profiles (approximately half the 
Cmax compared to the fasted study), the reviewer is assuming that the concentration was 
indeed 30 mg dosed.  The firm will be asked to clarify if this assumption is correct or not. 
 
Blood sampling deviations during the fed BE study were minor.  The sampling time 
deviations were considered to be insignificant and they did not compromise the outcome 
of the BE study. 
 
The 90% CI for the least-squares geometric means of lnAUCt, lnAUC∞, and lnCmax 
calculated by the reviewer agree with the firm’s calculations and meet the CI criteria for 
BE (80.00% - 125.00%). 
 
The median Tmax values for dextromethorphan and dextrorphan for the test product were 
similar to that for the reference product (dextromethorphan: 5.5 and 6.0 hours 
respectively; dextrorphan: 5.0 and 5.0 hours, respectively). 
 
Summary/Conclusions, Single-Dose Fed Bioequivalence Study: 
Although the 90% CI for the least-squares geometric means of lnAUCt, lnAUC∞, and 
lnCmax meet the CI criteria for bioequivalence, the fed study is inadequate at this time 
due to deficiencies listed in Section 3.10 of this review. 
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Reviewer’s comments on dissolution: 
 
The firm submitted comparative dissolution testing data for both the firm’s proposed method and 
the FDA-recommended method. The sampling for the dissolution testing conducted using the 
FDA-recommended method was not taken to the time point of complete dissolution: At 180 
minutes, less than % LC of both the test and RLD products was dissolved. 
 
However, the firm also conducted dissolution with its own proposed method.  The firm’s method 
provided faster dissolution at 180 minutes for both the test and RLD product. The firm’s method 
is sufficiently discriminating. For this reason, the firm’s proposed method was accepted by the 
‘dissolution only’ reviewer. 
 
On September 25, 2009, the firm has acknowledged the following dissolution method and 
specifications: 500 mL of 0.1 N HCl with addition of 400 mL of Phosphate Buffer after 1 hr at 
37°C, using USP Apparatus II (Paddle) at 50 rpm.  Specifications = 1 hr: NMT %, 3 hrs: % 
- %, 6 hrs: % - % and 12 hrs: NLT %. 
 
On October 9, 2009, the firm submitted an additional amendment updating the new product 
dissolution specification, release specification and stability specification, as well as submitted 
additional stability data.  With regard to the change in the dissolution specification, this reviewer 
finds the amendment acceptable (adequate).  The chemistry team will need to further review this 
amendment.  
 
The comparative dissolution testing is acceptable (adequate) at this time. 
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4.6 Additional Attachments 

None. 
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BIOEQUIVALENCE DEFICIENCIES TO BE PROVIDED TO THE APPLICANT 
 

ANDA: 091135 

APPLICANT: Tris Pharma, Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release 
Oral Suspension, EQ. 30 mg Dextromethorphan 
Hydrobromide per 5 mL 

 
 
The Division of Bioequivalence (DBE) has completed its 
review of your submission acknowledged on the cover sheet.  
The following deficiencies have been identified: 
 
1. Please acknowledge for future submissions that a more 
appropriate standard curve (SC) and quality control (QC) 
concentration range should be validated, which fully 
encompasses the expected plasma concentration ranges for 
all subjects.  Specifically, the Agency recommends you 
avoid situations in which many subject samples have to be 
re-assayed due to initial measurements determined as being 
‘above the limit of quantitation (ALOQ)’, which was the 
case for the fasting study # S08-0445. 
 
2. It was not fully clear whether the fed study # S08-
0446 was carried out using a dose of 60 mg (like the fasted 
study), or a dose of 30 mg as recommended in the draft 
individual bioequivalence recommendation guidance for the 
drug product.  In the fed study report (page 2 of 547) it 
lists the dose as 30 mg; however, in the in vivo BE summary 
table, it lists 60 mg as the dose administered.  Please 
clarify which dose was used for the fed bioequivalence (BE) 
study. 
 
3. With regard to the repeat analyses, please submit the 
following additional information: 
 

a. Please submit all appropriate raw data (for fasting 
and fed BE studies) supporting repeat analysis of 
samples for high/low internal standard responses 
(HIS/LIS).  These repeats should meet the objective 
criterion established in the SOP , 
page 8 of 19, which says that results are flagged for 
repeat when there is a deviation by more than 40% of 
the mean IS for the entire batch run. 

 

Reference ID: 2904110

(b) (4)



  

 

b. Please submit the analytical procedure document 
defining the reason for the “sample processing error” 
for subject #41, hour 5.5 sample, per SOP  

: Sample Reanalysis and Reporting Criteria. 
 
 
We acknowledge you will conduct dissolution testing for 
your test product as follows:   
 
The dissolution testing should be conducted in 500 mL of 
0.1 N HCl at 37ºC + 0.5ºC, with addition of 400 mL of 
Phosphate Buffer, at 37ºC + 0.5ºC, after 1 hr sampling, 
using USP apparatus II (Paddle) at 50 rpm.  The test 
product should meet the following specifications: 
 
1 hr: NMT % 
3 hrs: % 
6 hrs: % 
12 hrs: NLT %. 
 
 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 2904110

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)



  

150 

 
4.7 Outcome Page 

ANDA:  091135 
 
 

Reviewer: DeHaven, Wayne  Date 
Completed: 

Verifier:  Date 
Verified: 

Division: Division of Bioequivalence   

Description: 
Dextromethorphan Polistirex Extended Release Oral 
Suspension, EQ. 30 mg dextromethorphan hydrobromide 
per 5 mL    

 

 
 

 
 
 
Productivity:  

ID Letter 
Date 

Productivity 
Category Sub Category Productivity Subtotal

12958  1/9/2009  Bioequivalence 
Study  

Fasting Study  1   1   

12958  1/9/2009  Bioequivalence 
Study  

Fed Study  1   1   

12958  9/25/2009  Other  Study Amendment 
Without Credit (WC)  

0   0   

12958  10/9/2009  Other  Study Amendment 
Without Credit (WC)  

0   0   

    Bean Total:  2   
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I. EXECUTIVE SUMMARY 

This is a review of the dissolution amendment submitted on August 14, 2009.  
 
The firm submitted comparative dissolution testing data for both the firm’s proposed 
method and the FDA-recommended method.  The firm conducted dissolution testing 
using the FDA-recommended method in 500 mL of 0.1 N HCl using Apparatus II 
(Paddles) at 50 rpm.  The sampling times are 30, 60, 90, and 180 minutes.  The sampling 
for the dissolution testing conducted using the FDA-recommended method was not taken 
to the time point of complete dissolution:  At 180 minutes, less than % LC of both the 
test and RLD products was dissolved.   
 
However, the firm also conducted dissolution with its own proposed method: 500 mL of 
0.1 N HCl using USP Apparatus II (Paddles) at 50 rpm followed by addition of 400 mL 
of Phosphate Buffer after 1 hr sample. The sampling times are 1, 3, 6 and 12 hours. The 
firm’s proposed method can only be compared partially as the sampling times were not 
the same as used in the FDA method.  The firm’s method provided faster dissolution at 
180 minutes for both the test and RLD product,   The 
variability for the firm’s method was slightly better based on the CV% data.  In addition, 
the firm’s method is sufficiently discriminating.  For this reason, the firm’s proposed 
method is accepted.   
 
However, the firm’s proposed specifications for the 3-hour and 12-hour sampling time 
points are too liberal and not acceptable. The firm should acknowledge the following 
FDA-recommended specifications with their proposed method. 
 
Specifications: 1 hr: NMT %, 3 hrs: % - %, 6 hrs: % - %, 12 hrs: NLT %.   

 
The firm also submitted acceptable multi-media dissolution testing data using USP 
Apparatus II at 50 rpm in four dissolution media (pH 1.2, pH 4.5 and pH 6.8 buffers and 
water).  
 
The Division of Scientific Investigations (DSI) inspection of the analytical sites was 
completed on  and the outcome is reported as .  The DSI inspection of the 
clinical site is pending for a related ANDA 90740. 
 
The dissolution testing is acceptable pending the firm’s acknowledgement of the firm’s 
proposed method and the FDA recommended data driven specifications. 
 
 
The DBE will review the fasted and fed BE studies at a later date. 

(b) (4)

(b) 
(4)

(b) 
(4)

(b) 
(4)
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III. COMMENTS:  

This is a review of firm’s response to the dissolution deficiencies: 
 
Deficiency 1:  
 
Please provide the final pH of your dissolution medium after 400 mL of phosphate buffer was added.  
 
Response 1:  
 
The final pH of the Tris in-house dissolution medium after 400 mL of phosphate buffer was added is 6.8 ± 0.2. 
 
Reviewer Comments: The firm’s response is acceptable. 
 
Deficiency 2:  
 
Please conduct and submit dissolution testing on the test and reference products (12 dosage units each) using the following FDA-
recommended method:  
 

 
The recommended sampling times are 30, 60, 90, and 180 minutes or until at least 80% of the labeled amount of the drug is dissolved. 
Your proposed method will be evaluated in comparison with the FDA-recommended method when the dissolution data from both 
methods are available.  
 
Response 2:  
 
Dissolution testing for the test and reference products (12 dosage units each) using the FDA recommended method was provided in 
the ANDA Original Submission, Sequence 0000, in Module 5.3.1.3 “Dissolution Profile Study”.  
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However, for ease of OGD review the summary table has been included in Module 2.7 “Bioequivalence Data Summary Tables” and 
the full information including a summary table, individual unit results, and a comparative chart have been represented in Module 
5.3.1.3 “In-Vitro-In-Vivo Correlation Study Reports”.  
 
Dissolution sampling was stopped at 180 minutes as the test and reference products only showed limited amount of dextromethorphan 
release, i.e. % and % dissolved, respectively. Furthermore, little change in percent dissolved from 30 minutes to 180 minutes 
is seen for the test and reference products, i.e. % and %, respectively, indicating a plateau is reached. Tris does not believe that 
80% dissolution would be attained due to the equilibrium resulting from the binding affinity, as well as the ionic species/strength 
present in the dissolution medium.  
 
Tris believes that our in-house method is a more discriminating method than the FDA-recommended method. Not only does our in-
house method include a change in pH which is similar to in vivo conditions, but it also exhibits the extended release properties of the 
product; therefore, Tris proposes the in-house method for release and stability testing. 
 
Reviewer Comments:  
 
The firm’s proposed method can only be compared partially as the sampling times were not the same as used in the FDA method.  The 
firm’s method provided faster dissolution at 180 minutes for both the test and RLD product, i.e., % and %, respectively.  The 
variability for the firm’s method was slightly better based on the CV% data.  In addition, the firm’s method is sufficiently 
discriminating.  For this reason, the firm’s proposed method is accepted.  However, specifications for 3-hour and 12-hour sampling 
time points are too liberal and not acceptable. The firm should acknowledge the following FDA-recommended specifications with 
their proposed method. 
 

 Apparatus:  USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:  0.1 N HCl with addition of 400 mL of Phosphate Buffer after 1 hr sample. 
 Volume:  500 mL 
 Temperature:  37 ºC ± 0.5 ºC 
 

Specifications: 1 hr: NMT %, 3 hrs: %, 6 hr: %, 12 hr: NLT %.   
(b) 
(4)

(b) 
(4)

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

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) (4) (b) (4)
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Reviewer Comments: The firm’s response is acceptable. 
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 Reviewer Comments: The firm’s response is acceptable. 
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Reviewer Comments: The firm’s response is acceptable. 
 
 
IV. DEFICIENCY COMMENT: 

The firm is requested to acknowledge the DBE recommended specifications (provided in the recommendations section). 
 

V. RECOMMENDATIONS: 

The in vitro dissolution testing conducted by Tris Pharma Inc. on its Dextromethorphan Polistirex Extended Release Oral Suspension, 
30 mg/5 mL is acceptable.  Based on the submitted dissolution data, the firm is requested to acknowledge the following FDA- 
specifications for their proposed method: 
 

 Apparatus:  USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:  0.1 N HCl with addition of 400 mL of Phosphate Buffer after 1 hr sample. 
 Volume:  500 mL 
 Temperature:  37 ºC ± 0.5 ºC 
 

Specifications: 1 hr: NMT %, 3 hrs: %, 6 hrs: %, 12 hrs: NLT %.   
 
The firm should be informed of the above deficiency comment and recommendations. 

(b) 
(4)

(b) 
(4)

(b) (4) (b) (4)
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BIOEQUIVALENCE DEFICIENCY 
 

ANDA: 91-135 

APPLICANT: Tris Pharma Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release 
Oral Suspension, 30 mg /5 mL 

 
The Division of Bioequivalence has completed its review of 
the dissolution portion of the submission acknowledged on 
the cover sheet.  The review of the bioequivalence studies 
will be conducted later.  The following deficiency has been 
identified: 
 
Based on the dissolution testing data you submitted, we 
agree that your proposed dissolution method is appropriate 
for your test product.  We also agree with your proposed 
dissolution method and specifications for the sampling times 
of 1 and 6 hours. However, the specifications for the 
sampling time points at 3 hours and 12 hours are not 
acceptable. Based on the data submitted, we recommend more 
appropriate specifications.  Please provide acknowledgement 
for your acceptance of the following FDA-recommended 
specifications for your proposed dissolution method: 
 

Apparatus:  USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:   0.1 N HCl with addition of 400 mL  

    of Phosphate Buffer after 1 hr. 
 Volume:   500 mL 
 Temperature:  37 ºC ± 0.5 ºC 

Specifications:  1 hr: NMT % 
    3 hrs: % 
    6 hrs: % 
    12 hrs: NLT %.   

 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research  
 

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)
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VI. OUTCOME 

ANDA:  91-135 
 
VII. Completed Assignment for 91135 ID: 9032  

Reviewer: Palamakula, Anitha  Date Completed:  
Verifier: ,  Date Verified:  
Division: Division of Bioequivalence    

Description: 
Dissolution Review -Dextromethorphan 
Polistirex Extended Release Oral Suspension, 
30 mg/5 mL  

  

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
9032  8/14/2009  Other  Dissolution Amendment 1   1 
    Bean Total:  1   

 
 
 
DIVISION OF BIOEQUIVALENCE 2 REVIEW COMPLEXITY POINTS 

 
 

Study Amendment 
Study Amendment Dissolution data 
resubmitted 

1 

Study Amendment Total 1 
 



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

ANITHA PALAMAKULA
09/02/2009

ETHAN M STIER
09/02/2009

HOAINHON N CARAMENICO on behalf of DALE P CONNER
09/03/2009





Version 04 December 2007 2

 
I. EXECUTIVE SUMMARY 

This is a review of the dissolution testing data only.  
 
The dissolution testing conducted by the firm is incomplete.  The firm conducted 
dissolution testing in 500 mL of 0.1 N HCl using Apparatus II (Paddles) at 50 rpm, with 
addition of 400mL of Phosphate Buffer after 1 hr sample. The sampling times are 1, 3, 6 
and 12 hours. The firm should conduct dissolution testing using the following FDA-
recommended dissolution method: 500 mL of 0.1 N HCl using USP Apparatus II 
(Paddles) at 50 rpm.  The sampling times are 30, 60, 90, and 180 minutes or until at least 
80% of the drug is dissolved.  The firm should also submit multi-media dissolution 
testing data using USP Apparatus II at 50 rpm in at least three dissolution media (pH 4.5 
and 6.8 buffers and water).  The following sampling times are recommended: 1, 2, and 4 
hours and every 2 hours thereafter, until at least 80% of the drug is dissolved. 
Comparative dissolution profiles should include individual unit data as well as the mean, 
range, and standard deviation at each time point for twelve dosage units. Specifications 
will be determined upon review of the data submitted in the application. 
 
The Division of Scientific Investigations (DSI) inspection of the analytical sites was 
completed in  and the outcome is reported as .  The DSI inspection of the 
clinical site is pending for a related ANDA 90740. 
 
The dissolution testing is incomplete. 
 

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





 4

 
 
 
 
 
For modified release products, dissolution profiles generated using USP Apparatus I at 100 
rpm and/or Apparatus II at 50 rpm in at least three dissolution media (pH 1.2, 4.5 and 6.8 
buffer, water) should be submitted in the application. Agitation speeds may have to be 
increased if appropriate. It is acceptable to add a small amount of surfactant, if necessary. 
The following sampling times are recommended: 1, 2, and 4 hours and every 2 hours 
thereafter, until at least 80% of the drug is dissolved. Comparative dissolution profiles 
should include individual unit data as well as the mean, range, and standard deviation at 
each time point for twelve dosage units. Specifications will be determined upon review of 
the data submitted in the application. 
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III. COMMENTS: 

1. The dissolution testing conducted is incomplete.  The firm conducted dissolution 
testing using Apparatus II (Paddles) at 50 rpm in 500 mL of 0.1 N HCl for 1 hr and 
after sampling added 400mL of Phosphate Buffer.  

 
2. The firm should conduct dissolution testing using the following FDA-recommended 

dissolution method: 500 mL of 0.1 N HCl using USP Apparatus II (Paddles) at 50 
rpm.  The sampling times are 30, 60, 90, and 120 minutes or until at least 80% of 
the drug is dissolved.   

 
3. The firm should also submit multi-media dissolution testing data using USP 

Apparatus II at 50 rpm in at least three dissolution media (pH 4.5 and 6.8 buffers 
and water).  The following sampling times are recommended: 1, 2, and 4 hours and 
every 2 hours thereafter, until at least 80% of the drug is dissolved. Comparative 
dissolution profiles should include individual dosage unit data as well as the mean, 
range, and standard deviation at each time point for twelve dosage units. 
Specifications will be determined upon review of the data submitted in the 
application. 
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IV. DEFICIENCY COMMENT: 

1. The firm should conduct and submit dissolution testing on the test and 
reference products (12 dosage units each) using the following FDA-
recommended method: 

 
Medium: 500 mL of 0.1 N HCl using USP Apparatus II (Paddles) at 50 rpm.  
The sampling times are 30, 60, 90, and 180 minutes or until at least 80% of the 
drug is dissolved.   

 
2. The firm should also submit multi-media dissolution data using USP 

Apparatus II at 50 rpm in at least three dissolution media (pH 1.2, 4.5 and 
6.8 buffers) and water.  The following sampling times are recommended: 1, 
2, and 4 hours and every 2 hours thereafter, until at least 80% of the drug is 
dissolved. Comparative dissolution profiles should include individual 
dosage unit data as well as the mean, range, and standard deviation at each 
time point for twelve dosage units.  

 
3. The firm should provide summary tables for the dissolution testing data in 

multimedia to test and reference. 
 
 
V. RECOMMENDATIONS: 

The dissolution testing conducted by Tris Pharma Inc. on its Dextromethorphan Polistirex 
Extended Release Oral Suspension, 30 mg/5 mL is incomplete.  The dissolution testing 
should be conducted in 500 mL of 0.1 N HCl using USP Apparatus II (Paddles) at 50 rpm.  
The sampling times are 30, 60, 90, and 180 minutes or until at least 80% of the drug is 
dissolved.   
 
The firm should also submit multi-media dissolution data using USP Apparatus II at 50 
rpm in at least three dissolution media (pH 4.5 and 6.8 buffers and water). The following 
sampling times are recommended: 1, 2, and 4 hours and every 2 hours thereafter, until at 
least 80% of the drug is dissolved. Comparative dissolution profiles should include 
individual dosage unit data as well as the mean, range, and standard deviation at each time 
point for twelve dosage units. The firm should provide summary tables for the dissolution 
testing data in multimedia to test and reference. 
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BIOEQUIVALENCE DEFICIENCY 
 

ANDA: 91-135 

APPLICANT: Tris Pharma Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral 
Suspension 30 mg /5 mL 

The Division of Bioequivalence has completed its review of the 
dissolution portion of the submission acknowledged on the cover sheet.  
The review of the bioequivalence studies will be conducted later.  The 
following deficiency has been identified: 
 
Your dissolution testing using your proposed method is incomplete.  
Please provide the final pH of your dissolution medium after 400 mL of 
phosphate buffer was added.  In addition, please conduct and submit 
dissolution testing on the test and reference products (12 dosage units 
each) using the following FDA-recommended method: 
 
 Apparatus:   USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:   0.1 N HCl  
 Volume:   500 mL 
 Temperature:  37 ºC ± 0.5 ºC 
 
The recommended sampling times are 30, 60, 90, and 180 minutes or until 
at least 80% of the labeled amount of the drug is dissolved.  Your 
proposed method will be evaluated in comparison with the FDA-recommended 
method when the dissolution data from both methods are available. 
  
Please also conduct and submit dissolution testing data using USP 
Apparatus II (Paddles) at 50 rpm in at least three additional dissolution 
media (pH 4.5 and 6.8 buffers and water).  The following sampling times 
are recommended: 1, 2, and 4 hours and every 2 hours thereafter, until at 
least 80% of the labeled amount of the drug is dissolved.  
 
Comparative dissolution profiles of all additional dissolution testing 
should include individual dosage unit data as well as the mean, range, 
and standard deviation at each time point for twelve dosage units of each 
lot tested. Please also provide summary tables for the dissolution 
testing data in eCTD table format. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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VI. OUTCOME 

ANDA:  91-135 
 
VII. Completed Assignment for 91135 ID: 8495  

Reviewer: Palamakula, Anitha  Date Completed: 
Verifier: ,  Date Verified: 
Division: Division of Bioequivalence   

Description: 
Dissolution Review -Dextromethorphan 
Polistirex Extended Release Oral Suspension, 
30 mg/5 mL  

 

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal
8495  1/9/2009  Dissolution Data  Dissolution Review 1   1   
    Bean Total:  1   

 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Anitha Palamakula
6/24/2009 04:47:29 PM
BIOPHARMACEUTICS

Ethan Stier
6/25/2009 10:43:58 AM
BIOPHARMACEUTICS

Hoainhon T. Nguyen
6/25/2009 01:19:48 PM
BIOPHARMACEUTICS
For Dale P. Conner, Pharm. D., Director, Division of 
Bioequivalence I 



 
 

CENTER FOR DRUG EVALUATION AND RESEARCH 
 
 
 

APPLICATION NUMBER: 
ANDA 091135Orig1s000 

 
 
 

 
 

ADMINISTRATIVE and CORRESPONDENCE 
DOCUMENTS 



 

 

ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 

Division: III Team: 31 PM: Sarah Nguyen 
 
ANDA #:91135 
Firm Name:Tris Pharma, Inc. 
ANDA Name:Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5mL 
RLD Name:Delsym Extended-release suspension; Reckitt Benckiser; 18658 
 

Electronic AP Routing Summary Located: 
V:\Chemistry Division III\Team 31\Electronic AP Summary\    91135 AP ROUT SUMRY.doc 
 

AP/TA Letter Located: 
V:\Chemistry Division III\Team 31\Final Version For DARRTS Folder\APTA letters\ 91135 AP    ltr .doc 

 
Project Manager Evaluation:        Date: 12/16/11   Initials: SN 

 Previously reviewed and tentatively approved --- Date 04/20/11 
 Previously reviewed and CGMP Complete Response issued -- Date  n/a 

 
Original Recd date 1/12/09 Date of Application 1/9/09 Date Acceptable for Filing 1/12/09 

Patent Certification (type) IV '882 Date Patent/Excl. expires 4/16/07 Citizens' Petition/Legal Case?    Yes  No  
(If YES, attach email from PM to CP coord) 

First Generic                 Yes  No  
DMF#:   (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  

 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable:        Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 12/16/11        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 3/24/11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 11/18/11  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) n/a 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Labeling Endorsement, Date emailed: 12/16/11; 5/22/12  REMS Required: Yes  No   REMS Acceptable: Yes  
No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 12/22/11 
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Keith Webber 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS 

distribution list 

Electronic ANDA:  
Yes   No  

Reference ID: 3136320

(b) (4)





 

 

Sent: Tuesday, May 22, 2012 9:22 AM 
To: Skanchy, Jeanne 
Subject: ANDA 91135 
 
Hi Jeanne, 
 
This package has been sitting with Bob W since Dec 2011 and now ready for full approval now that EES has come back AC. Can 
you check to see if labeling is still ok? You signed off with John back in December 2011. Thanks!  
 
Regards, 
 
Sarah 
_____________________________________________  
From:  Grace, John F   
Sent: Monday, December 19, 2011 11:38 AM 
To: Skanchy, Jeanne; Nguyen, Sarah 
Subject: RE: Labeling sign off for ANDA 91135; Dextromethorphan Polistirex Extended-release Oral Suspension, 30 
mg/5 mL 
 
concur. 
 
John F. Grace 
Team Leader, Labeling Review Team 1 (HFD-613) 
FDA/CDER/OPS/OGD/DLPS/LRB/LRT1 
7520 Standish Place, MPN1 
Rockville, MD 20855 
(240)276-8985 
john.grace@fda.hhs.gov 
  
This communication is consistent with 21 CFR 10.85(k) and constitutes an informal communication that represents our best 
judgement at this time.  
It does not necessarily represent an advisory opinion or the formal position of FDA.  
It does not bind or otherwise commit the Agency to the views expressed. 
  
 
 
_____________________________________________  
From:  Skanchy, Jeanne   
Sent: Friday, December 16, 2011 1:30 PM 
To: Nguyen, Sarah 
Cc: Grace, John F 
Subject: RE: Labeling sign off for ANDA 91135; Dextromethorphan Polistirex Extended-release Oral Suspension, 30 
mg/5 mL 
 
 
Hi Sarah, 
 
I have checked the OB, drugs@fda, and DARRTS.  Please sign off for me. 
 
Thanks, 
 
Jeanne 
_____________________________________________  
From:  Nguyen, Sarah   
Sent: Friday, December 16, 2011 11:01 AM 
To: Skanchy, Jeanne; Grace, John F 
Subject: Labeling sign off for ANDA 91135; Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL 
 
Please conduct labeling sign off for ANDA 91135; Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL 
Reference ID: 3136320



 

 

 << File: 91135_review_6[1].pdf >>  << File: 91135_ap_ltr.doc >>  
 
Thanks, 
Sarah 
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 23Dec2011 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes to AP letter saved to V drive. 
 

 
4. Quality Division Director /Deputy Director Evaluation      Date 1/4/12 

Chemistry Div. III (Sayeed) InitialsVAS 
Comments:cmc satisfactory.  
 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 5/24/12 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  This ANDA was granted tentative approval on April 20, 2011. 
 
 
OGD Office Management Evaluation  
 
6. Peter Rickman           Date 5/24/12 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: This ANDA was granted tentative approval on April 20, 2011.  Final approval was blocked at that time 
by Tris Pharma's paragraph IV certification to the '882 patent and the subsequent legal action.  Refer to the administrative 
sign-off form created at the time of the tentative approval.  At present, the 30-month statutory stay of approval as a  
result of the ongoing legal action has expired and this ANDA is eligible for final approval. 
 
Bioequivalence addendum - Revised in-vitro dissolution specification (1 hour) revised from NMT % to NMT %. 
Office-level bio endorsed 7/28/11. 
 
Final-printed labeling found acceptable for approval 11/18/11, as endorsed 5/22/12.  No REMS is required. 
 
CMC found acceptable for approval (Chemistry Review #4) 12/16/11.  There have been no CMC updates to the 
ANDA since this date. 
  

 
AND/OR 
 
7. Robert L. West           Date   5/25/12 

Deputy Director, OGD          Initials  RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 5/21/12 (Verified 5/24/12).  No "OAI" Alerts noted. 
 
       Tris Pharma provided a paragraph IV certification to the '882 patent and was sued within the 45-day period.  The 30-month Reference ID: 3136320



 

 

       statutory hold associated with the ongoing litigation has expired.  In addition, on December 21, 2011, the district court  
       granted Tris Pharma's motion for summary judgment of noninfringement of the asserted patent claims. 
 
      This ANDA is recommended for approval. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 5/25/12 
Initials SN 
 
Check Communication and Routing Summary into DARRTS 
 
 

Reference ID: 3136320









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

SARAH K NGUYEN
05/25/2012

Reference ID: 3136320



BIOEQUIVALENCE AMENDMENT 
 
ANDA 091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Pl. 
Rockville, MD  20855-2810   
  
APPLICANT: Tris Pharma, Inc. 
 
ATTN: W. Scott Groner 
 
FROM: Diana Solana-Sodeinde 

TEL: (732) 940-0358 
 
FAX: (732) 940-0374 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on January 9, 2009, pursuant to Section 505(j) of the Federal Food, Drug, 
and Cosmetic Act for Dextromethorphan Polistirex Extended Release Oral Suspension, EQ. 30 mg dextromethorphan hydrobromide per 5 
mL.  
 
Reference is also made to your amendments dated September 25, 2009; October 9, 2009 and March 4, 2011. 
 
The Division of Bioequivalence has completed its review of the submissions referenced above and has comments and recommendations 
which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA communication and unless requested, a 
hard-copy will not be mailed. 
 
You may submit a response to these comments and recommendations in accord with 21 CFR 314.96.  Facsimiles or partial replies will not 
be considered for review.  If you respond, your cover letter should clearly indicate: 
 
Bioequivalence Information  
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that 
might be included for each strength.  We also request that you include a copy of this communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the gateway, a 
review (orange) jacket.  Please direct any questions concerning this communication to the project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the Division of 
Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release and stability specification.  
We also recommend that supportive dissolution data or scientific justification be provided in the CMC submission to demonstrate 
that the revised dissolution specification will be met over the shelf life of the drug product. 
 

SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents is: 
 

Office of Generic Drugs 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855-2810 

 
ANDAs will only be accepted at the new mailing address listed above.  For further information, please refer to the following websites prior to 
submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 

Reference ID: 2980213



 

ANDA: 091135 

APPLICANT: Tris Pharma, Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended-Release Oral Suspension,  
EQ. 30 mg Dextromethorphan Hydrobromide per 5 mL 

 

The Division of Bioequivalence (DBE) has completed its review of the 
“additional information” section from your amendment dated March 4, 
2011.  In this section, you requested that the Agency change the 1 
hour dissolution specification from NMT % to NMT % dissolved in 1 
hour.  In support of this request, you submitted stability testing 
results from the biobatch (#TB-023A) as well as an additional lot 
(#TB-081A). 
 

Your proposed dissolution specifications based on stability data are 
not acceptable.  Since FDA-recommended dissolution specification is 
determined based on the data of the freshly manufactured biobatch, 
which underwent acceptable bioequivalence testing and not on the aged 
batches, the rationale used for justifying your proposed dissolution 
specifications are not acceptable.  
 

However, the DBE has re-evaluated the previously recommended 1 hour 
specification of NMT % and considered it too restrictive with 
respect to the mean and range of the data at this time point.  
Therefore, the DBE has revised the recommended specification of NMT 

% to NMT % in 1 hour.  It is important to emphasize that the 
revised dissolution specification is based on the original dissolution 
testing results submitted for the freshly manufactured biobatch and 
not on stability data of aged batches. 
 

The DBE acknowledges that you will continue to conduct dissolution 
testing in 500 mL of 0.1 N HCl at 37ºC + 0.5ºC with the addition of 
400 mL of Phosphate Buffer, at 37ºC + 0.5ºC, after 1 hr sampling, 
using USP apparatus II (Paddle) at 50 rpm.  
 

The test product should meet the following specifications: 
 

1 hr:  NMT % 
3 hrs: % 
6 hrs: % 
12 hrs: NLT % 

 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 2980213

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)
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DALE P CONNER
07/28/2011

Reference ID: 2980213



 

 

ROUTING SHEET 
 APPROVAL     TENTATIVE APPROVAL     SUPPLEMENTAL APPROVAL (NEW STRENGTH)    CGMP 

 

Division: III Team: 31 PM: Sarah Nguyen 
 
ANDA #:91135 
Firm Name:Tris Pharma, Inc. 
ANDA Name:Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL 
RLD Name:Delsym Extended-release Suspension; Reckitt Benckiser; 18658 
 

Electronic AP Routing Summary Located: 
V:\Chemistry Division III\Team 31\Electronic AP Summary\       91135              TA ROUT SUMRY.doc 
 

AP/TA Letter Located: 
V:\Chemistry Division III\Team 31\Final Version For DARRTS Folder\APTA letters\     91135        TA    ltr .doc 

 
Project Manager Evaluation:        Date: 2/2/11   Initials: SN 

 Previously reviewed and tentatively approved --- Date n/a 
 Previously reviewed and CGMP Complete Response issued -- Date  n/a 

 
Original Rec′d date 1/12/09 Date of Application 1/9/09 Date Acceptable for Filing 1/12/09 

Patent Certification (type) IV Date Patent/Excl. expires Apr 16, 2017 Citizens' Petition/Legal Case?    Yes  No  
(If YES, attach email from PM to CP coord) 

First Generic                 Yes  No  
DMF#:   (provide MF Jackets) 

Priority Approval   (Top 100, PEPFAR, etc.)?     Yes  No    Comment:       
Prepared Draft Press Release sent to Cecelia Parise Yes  No    Date:       

 Suitability Petition/Pediatric Waiver  Pediatric Waiver Request:   Accepted  Rejected  Pending  

 
EER Status:  Pending    Acceptable    OAI EES Date Acceptable: 5-14-10  Warning Letter Issued; Date:       
Has there been an amendment providing for a Major change in formulation since filling? Yes   No        Comment:       
Date of Acceptable Quality (Chemistry) 2-4-11        Addendum Needed: Yes   No        Comment:       
Date of Acceptable Bio 3/24/11       Bio reviews in DARRTS:  Yes    No  (Volume location:      ) 
Date of Acceptable Labeling 10-19-10  Attached labeling to Letter: Yes  No     Comment:       
Date of Acceptable Sterility Assurance (Micro) n/a 
 
Methods Val. Samples Pending: Yes  No ;   Commitment Rcvd. from Firm:  Yes  No  
 
Post Marketing Agreement (PMA): Yes   No   (If yes, email PM Coordinator)   Comment:       
 
Modified-release dosage form: Yes   No      (If yes, enter dissolution information in Letter) 
 
Routing: 

 Labeling Endorsement, Date emailed: 3/24/11  REMS Required: Yes  No   REMS Acceptable: Yes  No  
 

 Regulatory Support 
 

 Paragraph 4 Review (Dave Read, Susan Levine), Date emailed: 4/05/2011 
 

 Division 
 

 1st Generic Review 
 

 Bob West / Peter Rickman 
 Keith Webber 

 
Filed AP Routing Summary in DARRTs Notified Firm and Faxed Copy of Approval Letter 

 
 Sent Email to "CDER-OGDAPPROVALS″ 

distribution list 

Electronic ANDA:  
Yes   No  

Reference ID: 2936061

(b) (4)





 

 

It does not bind or otherwise commit the Agency to the views expressed. 
  
  
 
  
From: Skanchy, Jeanne  
Sent: Tuesday, April 05, 2011 11:05 AM 
To: Sears, Leigh Ann 
Cc: Grace, John F 
Subject: RE: Sign-off for ANDA 091135 (Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL) 
Hi Leigh Ann, 
  
I have checked the OB, USP/PF, DARRTS, and Drugs@fda.gov.  Please sign-off for me. 
  
Thanks, 
  
Jeanne  
 
  
From: Sears, Leigh Ann  
Sent: Tuesday, April 05, 2011 10:52 AM 
To: Skanchy, Jeanne; Grace, John F 
Subject: Sign-off for ANDA 091135 (Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL) 
Hello John and Jeanne, 
 
Please perform labeling sign-off for this ANDA.  It is ready for tentative approval. 
 
Thanks, 
Leigh Ann 
  
 
3. Paragraph IV Evaluation                             PIV’s Only 

David Read            Date 7Apr2011 
OGD Regulatory Counsel           InitialsDTR 

Pre-MMA Language included     
Post-MMA Language Included     
Comments:Changes to TA letter saved to V drive. 

 
4. Quality Division Director /Deputy Director Evaluation      Date 4/18/11 

Chemistry Div. III (Sayeed) InitialsVAS 
Comments:cmc satisfactory. 

 
5. First Generic Evaluation                              First Generics Only 

Frank Holcombe           Date 4/20/11 
  Assoc. Dir. For Chemistry          Initials rlw/for     
  Comments: (First generic drug review) 
 N/A.  By endorsing this tentative approval package, the CMC division director has confirmed that there are 
      no precident setting issues associated with the CMC review of this drug product.  Thus, no further CMC review is 
      necessary. 
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OGD Office Management Evaluation  
 
6. Peter Rickman           Date 4/20/11 
  Director, DLPS           Initials rlw/for 

Para.IV Patent Cert: Yes  No  
Pending Legal Action: Yes  No  
Petition: Yes  No        
Comments: Bioequivalence studies (fasting and non-fasting) on 60 mg/10 mL dose found acceptable.  In-vitro 
dissolution testing also found acceptable.  Bio study sites have acceptable DSI inspection histories.  Office-level 
bio endorsed 2/14/11, 3/24/11. 
 
Labeling found acceptable for tentative approval 4/18/11. 
 
CMC found acceptable for approval (Chermistry Review #3) 2/4/11. 
 

 
AND/OR 
 
7. Robert L. West           Date  4/20/11 

Deputy Director, OGD          Initials  RLWest 
      Para.IV Patent Cert: Yes  No  

Pending Legal Action: Yes  No  
Petition: Yes  No  

      Press Release Acceptable  
Date PETS checked for first generic drug       

 
 Comments: Acceptable EES dated 5/14/10 (Verified 4/20/11).  No "OAI" Alerts noted. 
 
         Tris Pharma submitted a paragraph IV certification to the '882 patent and was sued within the 45-day period.  Litigation 
         is ongoing.  The 30-month statutory hold associated with this ANDA will expire on 11/15/11.  There are no additional 
         patents or exclusivity listed in the current "Orange Book" for this drug product. 
 
        This ANDA is recommended for tentative approval. 
 
 
8. OGD Director Evaluation 

Keith Webber            
Deputy Director, OPS           

Comments: RLWest for Keith Webber, Ph.D.  4/20/11. 
First Generic Approval        
PD or Clinical for BE       
Special Scientific or Reg.Issue  

 Press Release Acceptable  
  
 Comments:      
 
9. Project Manager 

Date 4/20/11 
Initials SN 
 
Check Communication and Routing Summary into DARRTS 
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    Generic Drug Product Information & Patent Information - Daily  
    Orange Book Data Updated Through March, 2011  
    Patent and Generic Drug Product Data Last Updated: April 19, 2011
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327)  
  
APPLICANT: Tris Pharma, Inc. 
 
ATTN: W. Scott Groner 
 
FROM:  Teresa Ramson 

TEL: 732-940-0358 
 
FAX: 732-940-0374 
 
FDA CONTACT PHONE: (240) 276-8782  

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on January 9, 2009, pursuant to Section 505(j) of the Federal 
Food, Drug, and Cosmetic Act for Dextromethorphan Polistirex Extended Release Oral Suspension, EQ. 30 mg 
dextromethorphan hydrobromide per 5 mL.  
 
Reference is also made to your amendments dated September 25, 2009 and on October 9, 2009. 
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 2  pages.  This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.  Your amendment should respond to all the 
deficiencies listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should clearly indicate: 
 
Bioequivalence  Response to Information Request          
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution 
waiver) that might be included for each strength.  We also request that you include a copy of this communication with your 
response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through the 
gateway, a review (orange) jacket.  Please direct any questions concerning this communication to the project manager 
identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by the 
Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the release 
and stability specification.  We also recommend that supportive dissolution data or scientific justification be provided in 
the CMC submission to demonstrate that the revised dissolution specification will be met over the shelf life of the drug 
product. 
SPECIAL INSTRUCTIONS: 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) Regulatory Documents will be: 
 

Office of Generic Drugs 
Document Control Room 

7620 Standish Place 
Rockville, Maryland 20855 

After the effective date, 01-Aug-2010, ANDAs will only be accepted at the new mailing address listed above. DO NOT submit 
your ANDA Regulatory documents to this address prior to 01-Aug-2010.  For further information, please refer to the following 
websites prior to submitting your ANDA Regulatory documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or 
Federal Register: http://www.gpoaccess.gov/fr/ 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized   If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address

Reference ID: 2905870



 

ANDA: 091135 

APPLICANT: Tris Pharma, Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release 
Oral Suspension, EQ. 30 mg Dextromethorphan 
Hydrobromide per 5 mL 

 
 
The Division of Bioequivalence (DBE) has completed its review of 
your submission acknowledged on the cover sheet.  The following 
deficiencies have been identified: 
 
1. Please acknowledge for future submissions that a more 
appropriate standard curve (SC) and quality control (QC) 
concentration range should be validated, which fully encompasses 
the expected plasma concentration ranges for all subjects.  
Specifically, the Agency recommends you avoid situations in 
which many subject samples have to be re-assayed due to initial 
measurements determined as being ‘above the limit of 
quantitation (ALOQ)’, which was the case for the fasting study # 
S08-0445. 
 
2. It was not fully clear whether the fed study # S08-0446 was 
carried out using a dose of 60 mg (like the fasted study), or a 
dose of 30 mg as recommended in the draft individual 
bioequivalence recommendation guidance for the drug product.  In 
the fed study report (page 2 of 547) it lists the dose as 30 mg; 
however, in the in vivo BE summary table, it lists 60 mg as the 
dose administered.  Please clarify which dose was used for the 
fed bioequivalence (BE) study. 
 
3. With regard to the repeat analyses, please submit the 
following additional information: 
 

a. Please submit all appropriate raw data (for fasting and fed 
BE studies) supporting repeat analysis of samples for 
high/low internal standard responses (HIS/LIS).  These 
repeats should meet the objective criterion established in 
the SOP , page 8 of 19, which says that 
results are flagged for repeat when there is a deviation by 
more than 40% of the mean IS for the entire batch run. 

Reference ID: 2905870

(b) (4)



 
b. Please submit the analytical procedure document defining 

the reason for the “sample processing error” for subject 
#41, hour 5.5 sample, per SOP : Sample 
Reanalysis and Reporting Criteria. 

 
 
We acknowledge you will conduct dissolution testing for your 
test product as follows:   
 
The dissolution testing should be conducted in 500 mL of 0.1 N 
HCl at 37ºC + 0.5ºC, with addition of 400 mL of Phosphate 
Buffer, at 37ºC + 0.5ºC, after 1 hr sampling, using USP 
apparatus II (Paddle) at 50 rpm.  The test product should meet 
the following specifications: 
 
1 hr: NMT % 
3 hrs: % 
6 hrs: % 
12 hrs: NLT %. 
 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

Reference ID: 2905870

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)

(b) (4)
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**Please send an email to the labeling reviewer (Jeanne.skanchy@fda.hhs.gov) to confirm that you 

received the labeling comments** 
Labeling Comments 
 
ANDA  091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773  (240-276-8997) 
 

  
TO:    Tris Pharma, Inc.  
   
ATTN:   W. Scott Groner 
 
FROM:  Jeanne Skanchy  

 TEL:  732-940-0358 
 
 FAX:  732-940-0374 
 

 
 
 
This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Dextromethorphan Polistirex Extended-release Oral 
Suspension, 30 mg per 5 mL.   
 
Pages (including cover and signature page): 3  
 
SPECIAL INSTRUCTIONS: 
 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents has become:  

Office of Generic Drugs  
Document Control Room  

7620 Standish Place  
Rockville, Maryland 20855  

 
ANDAs will only be accepted at the new mailing address listed above. For further information, please 
refer to the following websites prior to submitting your ANDA Regulatory documents: Office of 
Generic Drugs 
(OGD): http://www.fda.gov/cder/ogd or Federal Register: http://www.gpoaccess.gov/fr/  
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any 
disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in 
error, please immediately notify us by telephone and return it to us by mail at the above address. 
                                            
  



REVIEW OF PROFESSIONAL LABELING #2 
DIVISION OF LABELING AND PROGRAM SUPPORT 

LABELING REVIEW BRANCH 
____________________________________________________________________________________ 
____________________________________________________________________________________ 
 
ANDA Number:  091135 
 

                          Date of Submission:      August 26, 2010 
 
Applicant's Name:  Tris Pharma, Inc. 
 
Established Name:  Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg per 5 mL 
 
Propriety Name: None 
___________________________________________________________________________________ 
___________________________________________________________________________________ 
 
Labeling Deficiencies: 

 
A. CONTAINER & CARTON LABELS: 
 

Please revise established name to read, “DEXTROMETHORPHAN POLISTIREX EXTENDED-       
RELEASE ORAL SUSPENSION”. 

 
B. DOSAGE CUP: 
 

Please provide the final printed labeling (FPL) for the dosage cup. 
        
Please submit labels and labeling in electronic format.   
 
Prior to approval, it may be necessary to revise your labeling subsequent to approved changes for the 
reference listed drug. In order to keep ANDA labeling current, we suggest that you subscribe to the daily or 
weekly updates of new documents posted on the CDER web site at the following address - 
http://service.govdelivery.com/service/subscribe.html?code=USFDA_17. 
 
To facilitate review of your next submission please provide a side-by-side comparison of your proposed 
labeling with the last approved labeling of the Reference Listed Drug with all differences annotated and 
explained. 
 
 
 

                              {See appended electronic signature page} 
 

                        ___________________________ 
                        Wm Peter Rickman 
                        Director 
                        Division of Labeling and Program Support 
                        Office of Generic Drugs 
                        Center for Drug Evaluation and Research 



Reference ID: 2834566
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QUALITY DEFICIENCY - MINOR 
 
ANDA  091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North VII 
7620 Standish Place 
Rockville, Maryland 20855 
 

 
APPLICANT:  Tris Pharma, Inc. 
 
ATTN:  W. Scott Groner 
 
FROM:  Sarah Nguyen 

TEL: (732) 940-0358 
 
FAX: (732) 940-0374 
 
FDA CONTACT PHONE: (240) 276-8467 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated January 9, 2009, submitted pursuant to Section 
505(j) of the Federal Food, Drug, and Cosmetic Act for Dextromethorphan Polistirex Extended-release Oral Suspension, eq. to 
dextromethorphan hydrobromide 30 mg/5 mL.  
 
Reference is also made to your amendment dated February 18, 2010. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has identified deficiencies 
which are presented on the attached 3   pages.   This facsimile is to be regarded as an official FDA communication and 
unless requested, a hard copy will not be mailed.  
 
Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be considered for 
review, nor will the review clock be reactivated until all deficiencies have been addressed. The response to this facsimile will 
be considered to represent a MINOR AMENDMENT and will be reviewed according to current OGD policies and procedures.  
Your cover letter should clearly indicate that the response is a QUALITY MINOR AMENDMENT / RESPONSE TO 
INFORMATION REQUEST and should appear prominently in your cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions concerning this 
communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents will be: 

Office of Generic Drugs, CDER, FDA 
Document Control Room, Metro Park North VII 

7620 Standish Place 
Rockville, Maryland 20855 

 
All ANDA documents will only be accepted at the new mailing address listed above. For further 
information, please refer to the following websites prior to submitting your ANDA Regulatory 
documents: Office of Generic Drugs (OGD): http://www.fda.gov/cder/ogd or Federal Register: 
http://www.gpoaccess.gov/fr/ 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.



CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA#: 091135 
APPLICANT: Tris Pharma, Inc. 
DRUG PRODUCT: Dextromethorphan Polistirex Extended-release Oral Suspension, 30 mg/5 mL 

(eq. to 30 mg Dextromethorphan Hydrobromide per 5 mL) 
 
 
The deficiencies presented below represent MINOR deficiencies. 
 
1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 
7. 

 
8. 

 
Sincerely yours, 
 
(See appended electronic signature page) 
 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) (4)



Application
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-------------------- -------------------- -------------------- ------------------------------------------
ANDA-91135 ORIG-1 TRIS PHARMA INC DEXTROMETHORPHAN

POLISTIREX
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SHING HOU H LIU
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**Please send an email to the labeling reviewer (Jeanne.skanchy@fda.hhs.gov) to confirm that you 

received the labeling comments** 
Labeling Comments 
 
ANDA  091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North I 
7520 Standish Place 
Rockville, MD  20855-2773  (240-276-8997) 
 

  
TO:    Tris Pharma, Inc.  
   
ATTN:   W. Scott Groner 
 
FROM:  Jeanne Skanchy  

 TEL:  732-940-0358 
 
 FAX:  732-940-0374 
 

 
 
 
This facsimile is in reference to your abbreviated new drug application submitted pursuant to Section 505(j) 
of the Federal Food, Drug, and Cosmetic Act for Dextromethorphan Polistirex Extended-release Oral 
Suspension, 30 mg per 5 mL.   
 
Pages (including cover and signature page): 3  
 
SPECIAL INSTRUCTIONS: 
 
 
Effective 01-Aug-2010, the new mailing address for Abbreviated New Drug Application (ANDA) 
Regulatory Documents has become:  

Office of Generic Drugs  
Document Control Room  

7620 Standish Place  
Rockville, Maryland 20855  

 
ANDAs will only be accepted at the new mailing address listed above. For further information, please 
refer to the following websites prior to submitting your ANDA Regulatory documents: Office of 
Generic Drugs 
(OGD): http://www.fda.gov/cder/ogd or Federal Register: http://www.gpoaccess.gov/fr/  
 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED 
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED 
FROM DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any 
disclosure, dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in 
error, please immediately notify us by telephone and return it to us by mail at the above address. 
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QUALITY DEFICIENCY - MINOR 
 
ANDA  091135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
  
  
APPLICANT:  Tris Pharma, Inc. 
 
ATTN:  W. Scott Groner 
 
FROM:  Sarah Nguyen 

TEL: (732) 940-0358 
 
FAX: (732) 940-0374 
 
FDA CONTACT PHONE: (240)-276-8467 

 
Dear Sir: 
 
This facsimile is in reference to your abbreviated new drug application dated January 9, 2009, submitted 
pursuant to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Dextromethorphan Polistirex 
Extended Release Oral Suspension, 30 mg/5 mL.  
 
Reference is also made to your amendment dated May 6, May 18, June 12, and July 23, 2009. 
 
The Division of Chemistry has completed its review of the submission(s) referenced above and has 
identified deficiencies which are presented on the attached __4__  pages.   This facsimile is to be regarded 
as an official FDA communication and unless requested, a hard copy will not be mailed.  
 
Your amendment should respond to all of the deficiencies listed. Facsimiles or partial replies will not be 
considered for review, nor will the review clock be reactivated until all deficiencies have been addressed. The 
response to this facsimile will be considered to represent a MINOR AMENDMENT and will be reviewed 
according to current OGD policies and procedures.  Your cover letter should clearly indicate that the response 
is a QUALITY MINOR AMENDMENT / RESPONSE TO INFORMATION REQUEST 
and should appear prominently in your cover letter.  
 
We also request that you include a copy of this communication with your response.  Please direct any questions 
concerning this communication to the project manager identified above. 
 
SPECIAL INSTRUCTIONS: 
 
Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.



 
CHEMISTRY COMMENTS TO BE PROVIDED TO THE APPLICANT 
 
ANDA#: 091135 
APPLICANT: Tris Pharma, Inc. 
DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral Suspension,  
 30 mg/5 mL (eq. to 30 mg Dextromethorphan Hydrobromide per 5 mL) 
 
The deficiencies presented below represent MINOR deficiencies. 
 
 
A. Deficiencies: 
 
1. 

 
2. 

 
3. 

 
4. 

 
5. 

 
6. 

 

(b) (4)



7. 

 
8. 

 
9. 

 
10. 

 
11. 

 
12. 

 
13. 

 
14. 

 
15. 

 
16. 

 
17. 

 

(b) (4)



18. 

 
19. 
 
20. 

 
21. 

 
22. 

 
23. 

 
24. 

 
25. 

 
26. 

 
 
B. In addition to responding to the deficiencies presented above, please note and acknowledge 

the following comments in your response: 
 

1. Please update your room temperature stability data and provide all available data in your 
next amendment. 

 
2. The review of the labeling and bioequivalence portions of your application are pending.  

After the reviews are complete, any deficiencies found will be communicated to you under 
separate covers. 

(b) (4)



 
3. The firms referenced in the application relative to the manufacture and testing of the 

product must be in compliance with cGMPs at the time of approval. 
 
4. Please be advised that the use of in-house or modified compendial analytical methods for 

testing the drug substance does not relieve you from meeting the compendial standards.  In 
the event of a dispute, the official USP methods will prevail. 

 
 

Sincerely yours, 
 
(See appended electronic signature page) 
 
Vilayat A. Sayeed, Ph.D. 
Director 
Division of Chemistry III 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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212.908.6287 Phone | 212.425.5288 Fax
cweiss@kenyon.com | www.kenyon.com

______________________
This message, including any attachments, may contain confidential, attorney-
client privileged, attorney work product, or business confidential information, and 
is only for the use of the intended recipient(s). Any review, use or distribution by 
others is prohibited. If you are not the intended recipient, please contact the 
sender and delete all copies.
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BIOEQUIVALENCE AMENDMENT 
 
ANDA  91-135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 

 
  
APPLICANT:  Tris Pharma, Inc. 
 
ATTN:  W. Scott Groner 
 
FROM:  Teresa Vu 

TEL: (732) 940-0358 
 
FAX: (732) 940-0374 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on August 14, 2009, pursuant to Section 505(j) of the 
Federal Food, Drug, and Cosmetic Act for Dextromethorphan Suspension, 30 mg/5 mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should respond to 
all the deficiencies listed.  Facsimiles or partial replies will not be considered for review.  Your cover letter should 
clearly indicate: 
 
Bioequivalence  Response to Information Request Bioequivalence  Dissolution Acknowledgement 
 
If applicable, please clearly identify any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or 
dissolution waiver) that might be included for each strength.  We also request that you include a copy of this 
communication with your response. 
Please submit a copy of your amendment in an archival (blue) jacket and unless submitted electronically through 
the gateway, a review (orange) jacket.  Please direct any questions concerning this communication to the project 
manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or specifications by 
the Division of Bioequivalence, an amendment to the Division of Chemistry should also be submitted to revise the 
release and stability specification. We also recommend that supportive dissolution data or scientific justification 
be provided in the CMC submission to demonstrate that the revised dissolution specification will be met over the 
shelf life of the drug product. 
 

SPECIAL INSTRUCTIONS: 
 
Please submit your response in electronic format.  This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately notify us 
by telephone and return it to us by mail at the above address 



BIOEQUIVALENCE DEFICIENCY 
 

ANDA: 91-135 

APPLICANT: Tris Pharma Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral 
Suspension, 30 mg /5 mL 

 
The Division of Bioequivalence has completed its review of the 
dissolution portion of the submission acknowledged on the cover 
sheet.  The review of the bioequivalence studies will be 
conducted later.  The following deficiency has been identified: 
 
Based on the dissolution testing data you submitted, we agree 
that your proposed dissolution method is appropriate for your 
test product.  We also agree with your proposed dissolution 
method and specifications for the sampling times of 1 and 6 
hours. However, the specifications for the sampling time points 
at 3 hours and 12 hours are not acceptable. Based on the data 
submitted, we recommend more appropriate specifications.  Please 
provide acknowledgement for your acceptance of the following 
FDA-recommended specifications for your proposed dissolution 
method: 
 

Apparatus:  USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:   0.1 N HCl with addition of 400 mL   

   of Phosphate Buffer after 1 hr. 
 Volume:   500 mL 
 Temperature:  37 ºC ± 0.5 ºC 

Specifications:  1 hr: NMT % 
    3 hrs: % 
    6 hrs: % 
    12 hrs: NLT %.   

 
 
 

 Sincerely yours, 
 
 {See appended electronic signature page} 
 
 Dale P. Conner, Pharm.D. 
 Director, Division of Bioequivalence I 
 Office of Generic Drugs 
Center for Drug Evaluation and Research 

(b) 
(4)

(b) 
(4)

(b) (4)

(b) (4)



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
ANDA-91135 ORIG-1 TRIS PHARMA INC DEXTROMETHORPHAN

POLISTIREX
ANDA-91135 ORIG-1 TRIS PHARMA INC DEXTROMETHORPHAN

POLISTIREX

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

DALE P CONNER
09/23/2009



BIOEQUIVALENCE AMENDMENT 
 
ANDA  91-135 
 
OFFICE OF GENERIC DRUGS, CDER, FDA 
Document Control Room, Metro Park North II 
7500 Standish Place, Room 150 
Rockville, MD  20855-2773  (240-276-9327) 
 

 
  
APPLICANT:  Tris Pharma, Inc. 
 
ATTN:  W. Scott Groner 
 
FROM:  Steven Mazzella 

TEL: (732) 940-0358 
 
FAX: (732) 940-0374 
 
FDA CONTACT PHONE: (240) 276-8782 

 
Dear Sir: 
 
This facsimile is in reference to the bioequivalence data submitted on January 9, 2009, pursuant to Section 505(j) of 
the Federal Food, Drug, and Cosmetic Act for Dextromethorphan Extended Release Oral Suspension, 30 mg/5 mL.  
 
The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified 
deficiencies which are presented on the attached 1  page.  This facsimile is to be regarded as an official FDA 
communication and unless requested, a hard-copy will not be mailed. 
   
You should submit a response to these deficiencies in accord with 21 CFR 314.96.   Your amendment should 
respond to all the deficiencies listed.  Facsimiles or partial replies will not be considered for review, nor will the 
review clock be reactivated until all deficiencies have been addressed.  Your cover letter should clearly indicate that 
the response is a "Bioequivalence Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple 
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength.  We also request that 
you include a copy of this communication with your response.  Please submit a copy of your amendment in both an 
archival (blue) and a review (orange) jacket.  Please direct any questions concerning this communication to the 
project manager identified above. 
 
Please remember that when changes are requested to your proposed dissolution methods and/or 
specifications by the Division of Bioequivalence, an amendment to the Division of Chemistry should also be 
submitted to revise the release and stability specification. We also recommend that supportive dissolution 
data or scientific justification be provided in the CMC submission to demonstrate that the revised dissolution 
specification will be met over the shelf life of the drug product. 
 
SPECIAL INSTRUCTIONS: 
 
Please submit your response in electronic format.  
This will improve document availability to review staff. 
 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM 
DISCLOSURE UNDER APPLICABLE LAW.   
If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, 
dissemination, copying, or other action to the content of this communication is not authorized.  If you have received this document in error, please immediately 
notify us by telephone and return it to us by mail at the above address.



ANDA: 91-135 

APPLICANT: Tris Pharma Inc. 

DRUG PRODUCT: Dextromethorphan Polistirex Extended Release Oral 
Suspension 30 mg /5 mL 

The Division of Bioequivalence has completed its review of the dissolution 
portion of the submission acknowledged on the cover sheet.  The review of the 
bioequivalence studies will be conducted later.  The following deficiency has 
been identified: 
 
Your dissolution testing using your proposed method is incomplete.  Please 
provide the final pH of your dissolution medium after 400 mL of phosphate 
buffer was added.  In addition, please conduct and submit dissolution testing 
on the test and reference products (12 dosage units each) using the following 
FDA-recommended method: 
 
 Apparatus:   USP II (Paddle) 
 Speed of Rotation: 50 rpm 
 Medium:   0.1 N HCl  
 Volume:   500 mL 
 Temperature:  37 ºC ± 0.5 ºC 
 
The recommended sampling times are 30, 60, 90, and 180 minutes or until at 
least 80% of the labeled amount of the drug is dissolved.  Your proposed 
method will be evaluated in comparison with the FDA-recommended method when 
the dissolution data from both methods are available. 
  
Please also conduct and submit dissolution testing data using USP Apparatus 
II (Paddles) at 50 rpm in at least three additional dissolution media (pH 4.5 
and 6.8 buffers and water).  The following sampling times are recommended: 1, 
2, and 4 hours and every 2 hours thereafter, until at least 80% of the 
labeled amount of the drug is dissolved.  
 
Comparative dissolution profiles of all additional dissolution testing should 
include individual dosage unit data as well as the mean, range, and standard 
deviation at each time point for twelve dosage units of each lot tested. 
Please also provide summary tables for the dissolution testing data in eCTD 
table format. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Dale P. Conner, Pharm.D. 
Director, Division of Bioequivalence I 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

 



---------------------------------------------------------------------------------------------------------------------
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this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
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Shimer, Martin 

From: Shimer, Martin

Sent: Thursday, May 14, 2009 3:06 PM

To: 'Weiss, Charles'

Cc: Shimer, Martin

Subject: RE: ANDA 91-135: request for permission to use  for service of notice letter

Page 1 of 1

6/26/2009

Mr. Weiss, 
  
It is permissible to use  in lieu of the US Postal service for the purpose of providing notice to the NDA holder and any 
patent assignees associated with PIV certifications contained within ANDA 91-135. 
  
Regards, 
  
Martin Shimer 
 

From: Weiss, Charles [mailto:CWeiss@kenyon.com]  
Sent: Thursday, May 14, 2009 2:41 PM 
To: Shimer, Martin 
Subject: ANDA 91-135: request for permission to use  for service of notice letter 
 
Dear Mr. Shimer: 
  
I am outside counsel to Tris Pharma, Inc., which has received an accepted for filing letter for its ANDA 91-135 
(Dextromethorphan Polistirex Extended Release Suspension).  By this e-mail, I request permission to send the notice letter 
and detailed statement by  overnight courier to the NDA holder and patent owner, instead of sending them by 
Certified or Registered Mail. 
  
If this is acceptable, please let me know by return e-mail. 
  
Thank you in advance for your time and consideration. 
  
Very truly yours, 
Charles A. Weiss 
for Tris Pharma, Inc.   
  
Charles A. Weiss 
Kenyon & Kenyon LLP 
One Broadway | New York, NY 10004-1007 
212.908.6287 Phone | 212.425.5288 Fax 
cweiss@kenyon.com | www kenyon.com 
  
______________________ 
This message, including any attachments, may contain confidential, attorney-client privileged, attorney work product, or business 
confidential information, and is only for the use of the intended recipient(s). Any review, use or distribution by others is prohibited. If 
you are not the intended recipient, please contact the sender and delete all copies. 
  
  

(b) (4)

(b) (4)

(b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Martin Shimer
6/26/2009 10:07:49 AM
CSO



 
 
 

ANDA CHECKLIST FOR CTD or eCTD FORMAT 
FOR COMPLETENESS and ACCEPTABILITY of an APPLICATION FOR 

FILING 
 

For More Information on Submission of an ANDA in Electronic Common Technical Document (eCTD) 
Format please go to:  http://www fda.gov/cder/regulatory/ersr/ectd.htm 

*For a Comprehensive Table of Contents Headings and Hierarchy please go to:  
http://www fda.gov/cder/regulatory/ersr/5640CTOC-v1.2.pdf 

** For more CTD and eCTD informational links see the final page of the ANDA Checklist 
*** A model Quality Overall Summary for an immediate release tablet and an extended release capsule can 

be found on the OGD webpage http://www.fda.gov/cder/ogd/ *** 
 

 
ANDA #: 91-135    FIRM NAME:  TRIS PHARMA 
 
PIV: YES  Electronic or Paper Submission:  ELECTRONIC (ECTD FORMAT) 
  
 RELATED APPLICATION(S):  NA 

First Generic Product Received?  YES 
 
DRUG NAME:   DEXTROMETHORPHAN 
POLISTIREX (ORANGE FLAVORED) 
DOSAGE FORM:  EXTENDED-RELEASE ORAL SUSPENSION,  
30 MG/PER 5 ML(HYDROBROMIDE)    
Random Queue:  4  
Chem Team Leader: Liu, Shing Hou  Chem PM: Leign Ann Matheny   Labeling Reviewer: Postelle Birch                
Bio PM: Steven Mazzella 

           Letter Date:   JANUARY 9, 2009  Received Date:  JANUARY 12, 2009 
 
   Comments:     EC - 1 YES                         On Cards:   YES         
     Therapeutic Code:  6010400 ANTITUSSIVE        
 

Archival  copy:  ELECTRONIC (ECTD FORMAT)            Sections   I       

Review copy:  NA               E-Media Disposition:  YES SEND TO EDR 
Not applicable to electronic sections                     
 
PART 3 Combination Product Category   N Not a Part3 Combo Product   
(Must be completed for ALL Original Applications)           Refer to the Part 3 Combination Algorithm 

 
 
Reviewing 
CSO/CST      Peter Chen 
 
        Date    5/6/2009   

 
Recommendation:      
 
    FILE          REFUSE to RECEIVE 

Supervisory Concurrence/Date:                 Date:        

Bio Assignments: 
 

 BPH            BCE 

 BST            BDI 

 
 Micro Review 

      (No) 



 
 ADDITIONAL COMMENTS REGARDING THE ANDA: 
 

From DBE first generic review: 
The Division of Bioequivalence has requested the Test Article Inventory.  Please submit this information. 
Adequate for filing per 5/6/2009  correspondence; sponsor stated the inventory report was provided in Module 
5.3.1.2.  Review issue. 
 
 
Notes: 
1. Bio First Generic Review adequate dated 4/28/2009 
2. Consult submitted for inactives Sodium polystyrene sulfonate and  
3. Dissolution, Clinical and Analytical sites entered into database. 

(b) (4)

(b) (4)





 
   1.12.11 

 
Basis for Submission   
NDA# :   18-658          
Ref Listed Drug:  DELSYM        
Firm: RECKITT BENCKISER 
ANDA suitability petition required?  NA       
If Yes, then is change subject to PREA (change in dosage form, route or active ingredient) 
see section 1.9.1        
1. Please revise your application form 356h and “Basis of Submission” section 1.12.11 to 
reflect the holder of the ANDA as reflected in the electronic “Orange Book” 
Adequate for filing per 5/6/2009  correspondence 
 

 

 
MODULE 1 (Continued) 
     ADMINISTRATIVE     
                                                                                                                                           ACCEPTABLE                  
   
   
1.12.12 
 

 
Comparison between Generic Drug and RLD-505(j)(2)(A) 
1. Conditions of use    Same as RLD 
2. Active ingredients  Same as RLD 
3. Inactive ingredients  submitted 
4. Route of administration  Same as RLD 
5. Dosage Form  Same as RLD 
6. Strength   Same as RLD 
 

 
 

1.12.14  Environmental Impact Analysis Statement YES 
 

 

1.12.15 
 

Request for Waiver  
Request for Waiver of In-Vivo BA/BE Study(ies): NA 

 
 

1.14.1 
 

Draft Labeling  (Mult Copies N/A for E-Submissions) 
1.14.1.1  4 copies of draft (each strength and container)  submitted 
1.14.1.2  1 side by side labeling comparison of containers and carton with all 
differences annotated and explained  submitted 
1.14.1.3  1  package insert (content of labeling) submitted electronically  OTC 
    ***Was a proprietary name request submitted?  no     
    (If yes, send email to Labeling Reviewer indicating such.) 
 

 
 

 1.14.3 
 

Listed Drug Labeling  
1.14.3.1  1 side by side labeling (package and patient insert) comparison with all 
differences annotated and explained  submitted 
1.14.3.3  1 RLD label and 1 RLD container label  submitted 
 

 
 



MODULE 2 
     SUMMARIES                               ACCEPTABLE 
 
2.3 

 
Quality Overall Summary (QOS)  
     E-Submission:  PDF submitted  
                                Word Processed e.g., MS Word submitted 
 
A model Quality Overall Summary for an immediate release tablet and an extended release capsule 
can be found on the OGD webpage http://www fda.gov/cder/ogd/   
 
Question based Review (QbR)       
 
2.3.S  
    Drug Substance (Active Pharmaceutical Ingredient)       
       2.3.S.1 General Information 
       2.3.S.2 Manufacture 
       2.3.S.3 Characterization 
       2.3.S.4 Control of Drug Substance 
       2.3.S.5 Reference Standards or Materials 
       2.3.S.6 Container Closure System 
       2.3.S.7 Stability 
 
2.3.P 
    Drug Product       
       2.3.P.1 Description and Composition of the Drug Product 
       2.3.P.2  Pharmaceutical Development        
                  2.3.P.2.1 Components of the Drug Product 
                            2.3.P.2.1.1 Drug Substance 
                            2.3.P.2.1.2 Excipients 
                 2.3.P.2.2 Drug Product 
                 2.3.P.2.3 Manufacturing Process Development 
                 2.3.P.2.4 Container Closure System 
      2.3.P.3 Manufacture 
      2.3.P.4 Control of Excipients 
      2.3.P.5 Control of Drug Product 
      2.3.P.6 Reference Standards or Materials 
      2.3.P.7 Container Closure System 
      2.3.P.8 Stability  

 
 

 
2.7 

Clinical Summary (Bioequivalence) 
Model Bioequivalence Data Summary Tables 
           E-Submission:  PDF        
                                      Word Processed e.g., MS Word       
2.7.1 Summary of Biopharmaceutic Studies and Associated Analytical Methods   
2.7.1.1 Background and Overview 
            Table 1. Submission Summary       
              Table 4. Bioanalytical Method Validation       
              Table 6. Formulation Data       
2.7.1.2 Summary of Results of Individual Studies  
              Table 5. Summary of In Vitro Dissolution       
2.7.1.3 Comparison and Analyses of Results Across Studies  
            Table 2. Summary of Bioavailability (BA) Studies       
              Table 3. Statistical Summary of the Comparative BA Data       
2.7.1.4 Appendix       
2.7.4.1.3 Demographic and Other Characteristics of Study Population 
             Table 7. Demographic Profile of Subjects Completing the Bioequivalence Study       
2.7.4.2.1.1 Common Adverse Events 
             Table 8. Incidence of Adverse Events in Individual Studies       
 

 
 

 



 
MODULE 3 
     3.2.S DRUG SUBSTANCE                                                                                            ACCEPTABLE 
 
3.2.S.1 General Information 

3.2.S.1.1 Nomenclature 
3.2.S.1.2 Structure 
3.2.S.1.3 General Properties 

 
 

  
3.2.S.2 

 
Manufacturer 
3.2.S.2.1 
     Manufacturer(s) (This section includes contract manufacturers and testing labs) 
     Drug Substance (Active Pharmaceutical Ingredient) 
     1. Name and Full Address(es)of the Facility(ies) submitted 
     2. Function or Responsibility   Same as RLD 
     3. Type II DMF number for API Same as RLD 
     4. CFN or FEI numbers  Same as RLD 
 

 
 

  
3.2.S.3 

 
Characterization  

 

 
3.2.S.4 

 
Control of Drug Substance (Active Pharmaceutical Ingredient) 
3.2.S.4.1 Specification 
     Testing specifications and data from drug substance manufacturer(s)  submitted 
3.2.S.4.2 Analytical Procedures submitted 
3.2.S.4.3 Validation of Analytical Procedures 
     1. Spectra and chromatograms for reference standards and test samples submitted  
     2. Samples-Statement of Availability and Identification of: 
         a. Drug Substance  submitted 
         b. Same lot number(s)  yes 
3.2.S.4.4 Batch Analysis 
     1. COA(s) specifications and test results from drug substance mfgr(s) submitted 

  
     2. Applicant certificate of analysis submitted  
3.2.S.4.5 Justification of Specification 
 

 
 

  
3.2.S.5 

 
Reference Standards or Materials  submitted 

 
 

  
3.2.S.6 

 
Container Closure Systems  Reference to DMF 

 
 

  
3.2.S.7 

 
Stability Reference to DMF 
 

 
 

 

(b) (4)

(b) (4)



 
MODULE 3 
     3.2.P DRUG PRODUCT                                                                                                ACCEPTABLE 

 
3.2.P.1 

             
Description and Composition of the Drug Product 
     1. Unit composition  

     2. Inactive ingredients and amounts are appropriate per IIG yes 
-Pharm/tox report submitted for sodium polystyrene sulfonate 
-Pharm/tox report  submitted for  

 
 

 
3.2.P.2 

             
Pharmaceutical Development 
Pharmaceutical Development Report  submitted 

 
 

 
3.2.P.3 

 
Manufacture  
3.2.P.3.1 Manufacture(s) (Finished Dosage Manufacturer and Outside Contract Testing 
Laboratories) 
    1. Name and Full Address(es)of the Facility(ies)    submitted 
    2. CGMP Certification:  YES 
    3. Function or Responsibility   submitted 
    4. CFN or FEI numbers         
3.2.P.3.2 Batch Formula  submitted 
 

Test Batch  Production Batch  

 
3.2.P.3.3 Description of Manufacturing Process and Process Controls 
    1. Description of the Manufacturing Process submitted 
    2. Master Production Batch Record(s) for largest intended production runs  
        (no more than  10x pilot batch) with equipment specified  submitted 
    3. If sterile product: Aseptic fill  / Terminal sterilization na 
    4. Reprocessing Statement   submitted 
3.2.P.3.4 Controls of Critical Steps and Intermediates   submitted 
3.2.P.3.5 Process Validation and/or Evaluation 
    1. Microbiological sterilization validation  na 
    2. Filter validation (if aseptic fill)  na  
 
 

 
 

(b) (4)

(b) (4)

(b) (4)



 
3.2.P.4 

 
Controls of Excipients (Inactive Ingredients)  
 Source of inactive ingredients identified  submitted section 3.2.R. 
 
3.2.P.4.1 Specifications 
    1. Testing specifications (including identification and characterization) submitted 
    2. Suppliers' COA (specifications and test results) submitted 
3.2.P.4.2 Analytical Procedures submitted 
3.2.P.4.3 Validation of Analytical Procedures submitted 
3.2.P.4.4 Justification of Specifications 
    Applicant COA   submitted 

 
 

 

(b) (4)



MODULE 3 
     3.2.P DRUG PRODUCT 
                                                                                                                                              ACCEPTABLE 

 
3.2.P.5 

 
Controls of Drug Product 
3.2.P.5.1 Specification(s) submitted 
3.2.P.5.2 Analytical Procedures submitted 
3.2.P.5.3 Validation of Analytical Procedures 
     Samples - Statement of Availability and Identification of: 
    1. Finished Dosage Form  submitted section 3.2.S.4.3 
    2. Same lot numbers  TB-023 
3.2.P.5.4 Batch Analysis 
     Certificate of Analysis for Finished Dosage Form submitted Batch # TB-023A 
3.2.P.5.5 Characterization of Impurities submitted  
3.2.P.5.6 Justification of Specifications submitted 
 

 
 

3.2.P.7 Container Closure System 
     1. Summary of Container/Closure System (if new resin, provide data) submitted 
     2. Components Specification and Test Data submitted 
     3. Packaging Configuration and Sizes submitted 
     4. Container/Closure Testing  submitted 
     5. Source of supply and suppliers address  submitted section 3.2.R. 

 
 

3.2.P.8 
 

3.2.P.8.1 Stability (Finished Dosage Form) 
     1. Stability Protocol submitted  submitted 
     2. Expiration Dating Period 24 months 
3.2.P.8.2 Post-approval Stability and Conclusion 
     Post Approval Stability Protocol and Commitments submitted 
3.2.P.8.3 Stability Data  
     1. 3 month accelerated stability data submitted 
     2. Batch numbers on stability records the same as the test batch YES 
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DEPARTMENT OF HEALTH & HUMAN SERVICES 
 
 
 

 
 

 
               

             Food and Drug Administration 
             Rockville, MD  20857 

 

ANDA 91-135 
 
 
 
 
Tris Pharma, Inc. 
Attention: W. Scott Groner 
2033 Route 130 
Monmouth Junction, NJ 08852 
  
Dear Sir: 
 
We acknowledge the receipt of your abbreviated new drug 
application submitted pursuant to Section 505(j) of the  
Federal Food, Drug and Cosmetic Act.  
 
Reference is made to our facsimile dated April 29, 2009 and your 
correspondence dated May 5, 2009.   
 
NAME OF DRUG: Dextromethorphan Polistirex Extended-release   
      Suspension, 30 mg/5 mL 
 
DATE OF APPLICATION: January 9, 2009 
 
DATE (RECEIVED) ACCEPTABLE FOR FILING: January 12, 2009 
 
You have filed a Paragraph IV patent certification, in accordance 
with 21 CFR 314.94(a)(12)(i)(A)(4) and Section 
505(j)(2)(A)(vii)(IV) of the Act.  Please be aware that you need 
to comply with the notice requirements, as outlined below.  In 
order to facilitate review of this application, we suggest that 
you follow the outlined procedures below:   
 
CONTENTS OF THE NOTICE 
 
You must cite section 505(j)(2)(B)(ii) of the Act in the notice 
and should include, but not be limited to, the information as 
described in 21 CFR 314.95(c). 



 
SENDING THE NOTICE 
 
In accordance with 21 CFR 314.95(a): 
 

• Send notice by U.S. registered or certified mail with 
return receipt requested to each of the following: 

 
1) Each owner of the patent or the representative 

designated by the owner to receive the notice; 
 

2) The holder of the approved application under 
section 505(b) of the Act for the listed drug 
claimed by the patent and for which the applicant 
is seeking approval. 

           
3)   An applicant may rely on another form of   

   documentation only if FDA has agreed to such  
   documentation in advance. 
 
DOCUMENTATION OF NOTIFICATION/RECEIPT OF NOTICE 
 
You must submit an amendment to this application with the 
following: 
 

• In accordance with 21 CFR 314.95(b), provide a statement 
certifying that the notice has been provided to each 
person identified under 314.95(a) and that notice met 
the content requirements under 314.95(c). 

   
• In accordance with 21 CFR 314.95(e), provide 

documentation of receipt of notice by providing a copy 
of the return receipt or a letter acknowledging receipt 
by each person provided the notice.  

 
• A designation on the exterior of the envelope and above 

the body of the cover letter should clearly state 
"PATENT AMENDMENT".  This amendment should be submitted 
to your application as soon as documentation of receipt 
by the patent owner and patent holder is received. 

 
DOCUMENTATION OF LITIGATION/SETTLEMENT OUTCOME 
 
You are requested to submit an amendment to this application that 
is plainly marked on the cover sheet “PATENT AMENDMENT” with the 
following: 
  



• If litigation occurs within the 45-day period as 
provided for in section 505(j)(4)(B)(iii) of the Act, we 
ask that you provide a copy of the pertinent 
notification. 

 
• Although 21 CFR 314.95(f) states that the FDA will 

presume the notice to be complete and sufficient, we ask 
that if you are not sued within the 45-day period, that 
you provide a letter immediately after the 45 day period 
elapses, stating that no legal action was taken by each 
person provided notice.   

 
• You must submit a copy of a copy of a court order or 

judgment or a settlement agreement between the parties, 
whichever is applicable, or a licensing agreement 
between you and the patent holder, or any other relevant 
information.  We ask that this information be submitted 
promptly to the application. 

 
If you have further questions you may contact Martin Shimer, 
Chief, Regulatory Support Branch, at (240) 276-8419. 
 
We will correspond with you further after we have had the 
opportunity to review the application. 
 
Please identify any communications concerning this application 
with the ANDA number shown above. 
 
Should you have questions concerning this application, contact: 
 
 

Leigh Ann Bradford              
Project Manager 
(240) 276-8453 
 
 
Sincerely yours, 
 
{See appended electronic signature page} 
 
Wm Peter Rickman 
Director 
Division of Labeling and Program Support 
Office of Generic Drugs 
Center for Drug Evaluation and Research 
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Item Verified: YES NO Required 
Amount 

Amount 
Sent 

Comments 

Protocol               

Section 16.1.1 of Legacy Study 
Reports for fasted (S08-0445) and 
fed (S08-0446) studies in Module 
5.3.1.2.1 

Assay Methodology               Module 3.2.P.5.2 Analytical 
Procedures 

Procedure SOP               Module 3.2.P.5.2 Analytical 
Procedures 

Methods Validation               Module 3.2.P.5.3 Validation of 
Analytical Procedures 

Study Results Ln/Lin               Module 2.7.1.3 Comparison and 
Analysis of Results Across Studies 

Adverse Events               
Section 12.2 of Legacy Study 
Reports for fasted and fed studies in 
Module 5.3.1.2.1 

IRB Approval               
Section 16.1.3 of Legacy Study 
Reports for fasted and fed studies in 
Module 5.3.1.2.1 

Dissolution Data               

Dissolution data (Module 5.3.1.3 In 
vitro – In vivo Correlation Study 
Reports) with the FDA method and 
in 3 other media (pH 1.2, 4.5 and 
6.8). 

Pre-screening of Patients               
Section 9.3.1 of Legacy Study 
Reports for fasted and fed studies in 
Module 5.3.1.2.1 

Chromatograms               
Assay Report/HPLC 
Chromatograms (Module 3.2.P.5.3 
Validation of Analytical Procedures) 

Consent Forms               
Section 16.1.3 of Legacy Study 
Reports for fasted and fed studies in 
Module 5.3.1.2.1 

Composition               Module 3.2.P.1 Description and 
Composition of Drug Product 

Summary of Study               
Module 2.3 Quality overall 
Summary;  
Module 2.7 Clinical Summary  

Individual Data & Graphs, 
Linear & Ln 

              Module 5.3.1.2 Comparative BA 
and BE Study Reports 

PK/PD Data Disk 
(Submitted) 

              Module 5 datasets. SAS files 
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Summary results provided 
by the firm indicate studies 
pass BE criteria  

              Module 2.7.1.3 Comparison and 
Analysis of Results Across Studies 

Waiver requests for other 
strengths / supporting data 

              N/A 

 
 
Additional Comments regarding the ANDA:  
 

1. Tris Pharma, Inc. submitted an electronic application for Dextromethorphan Polistirex 
Extended Release Oral Suspension, eq. to dextromethorphan hydrobromide 30 mg/5 mL. The 
reference listed drug (RLD) is DELSYM® Extended Release Suspension (NDA #18-658, 
approval date October 8, 1982) manufactured by Reckitt Benckiser. DELSYM® temporarily 
relieves cough due to minor throat and bronchial irritation as may occur with the common cold 
or inhaled irritants. 

 
2. Based on the Guidance for Industry: Individual Product Bioequivalence 

Recommendations, the recommendations for Dextromethorphan Polistirex (finalized May 
2008) are: 

 
Contains Nonbinding Recommendations 

Guidance on Dextromethorphan Polistirex 
 
 
 
 
 
 
 
Active ingredient: Dextromethorphan Polistirex  
Form/Route: Extended Release Oral Suspension /Oral  
Recommended studies: 2 studies  
 
1. Type of study: Fasting  
Design: Single-dose, two-way crossover in-vivo  
Strength: 30 mg/5 mL  
Subjects: Normal healthy males and females, general population.  
Additional Comments:  
______________________________________________________________________________  
 
2. Type of study: Fed  
Design: Single-dose, two-way crossover in-vivo  
Strength: 30 mg/5 mL  
Subjects: Normal healthy males and females, general population.  
Additional comments:  
______________________________________________________________________________  
Analytes to measure (in appropriate biological fluid): Dextromethorphan and its metabolite Dextrorphan in 
plasma.  

This guidance represents the Food and Drug Administration's (FDA's) current thinking on this topic. It does 
not create or confer any rights for or on any person and does not operate to bind FDA or the public. You can 
use an alternative approach if the approach satisfies the requirements of the applicable statutes and 
regulations. If you want to discuss an alternative approach, contact the Office of Generic Drugs.  
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Bioequivalence based on (90% CI): Dextromethorphan  
Please submit the metabolite data as supportive evidence of comparable therapeutic outcome. For the metabolite, 
the following data should be submitted: individual and mean concentrations, individual and mean 
pharmacokinetic parameters, and geometric means and ratios of means for AUC and Cmax.  
Waiver request of in-vivo testing: Not Applicable  
Dissolution test method and sampling times:  
Please note that a Dissolution Methods Database is available to the public at the OGD website at 
http://www.fda.gov/cder/ogd/index.htm. Please find the dissolution information for this product at this website. 
A dosage unit for a suspension is the labeled strength (5 ml). A total of 12 units from 12 different bottles should 
be used.  
In addition to the method above, for modified release products, dissolution profiles on 12 dosage units each of 
test and reference products generated using USP Apparatus I at 100 rpm and/or Apparatus II at 50 rpm in at least 
three dissolution media (pH 1.2, 4.5 and 6.8 buffer) should be submitted in the application. Agitation speeds may 
have to be increased if appropriate. It is acceptable to add a small amount of surfactant, if necessary. Please 
include early sampling times of 1, 2, and 4 hours and continue every 2 hours until at least 80% of the drug is 
released, to provide assurance against premature release of drug (dose dumping) from the formulation. 
Specifications will be determined upon review of the data submitted in the application. 
  

3. Tris Pharma, Inc. submitted fasting and fed studies for Dextromethorphan Polistirex ER Oral 
Suspension. Results for plasma concentrations of Dextromethorphan and its metabolite, 
Dextrorphan, are reported. 

 
4. The 90% C.I. values for fasting and fed bioequivalence studies of Dextromethorphan and 

Dextrorphan meet the 80%-125% BE criteria. 
 

5. The firm also provided multimedia dissolution testing. 
 
 
Note to the Reviewer: 

• The Module 2.7.1.3 Statistical Summary of the Comparative Bioavailability Data for 
Dextromethorphan is inaccurately reported for fed BE study results. The Module 5.3.1.2.1 
Legacy Study Report accurately reports the AUC and Cmax values for Dextromethorphan in 
fed BE studies. 

 
 
Note to the Regulatory Group: 

• Please request the Test Article Inventory from the firm. 
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Productivity: 

Completed Assignment for 91135 ID: 8110  
 
 

Reviewer: Kitchens, Kelly  Date Completed:
Verifier: ,  Date Verified: 
Division: Division of Bioequivalence  
Description:     

 
Productivity:  

ID Letter Date Productivity Category Sub Category Productivity Subtotal 
8110  1/9/2009  Paragraph 4  Paragraph 4 Checklist 1   1   
    Bean Total:  1   
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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
          PUBLIC HEALTH SERVICE 
      FOOD AND DRUG ADMINISTRATION 
     CENTER FOR DRUG EVALUATION AND RESEARCH 
 
                                                                 
 
DATE   :  March 9, 2009 
 
TO       : Director  
                        Division of Bioequivalence (HFD-650) 
 
FROM   :         Chief, Regulatory Support Branch 

Office of Generic Drugs (HFD-615) 
 
SUBJECT: Examination of the bioequivalence study submitted with an ANDA 91-135 for 

Dextromethorphan Polistirex Extended-Release Oral Suspension, 30 mg/5 mL to 
determine if the application is substantially complete for filing and/or granting exclusivity 
pursuant to 21 USC 355(j)(5)(B)(iv). 

 
Tris Pharma has submitted ANDA 91-135 for Dextromethorphan Polistirex  
Extended-Release Oral Suspension, 30 mg/5 mL. The ANDA contains a certification 
pursuant to 21 USC 355(j)(5)(B)(iv) stating that patent(s) for the reference listed drug will 
not be infringed by the manufacturing or sale of the proposed product.  Also it is a first 
generic.  In order to accept an ANDA that contains a first generic, the Agency must 
formally review and make a determination that the application is substantially complete.  
Included in this review is a determination that the bioequivalence study is complete, and 
could establish that the product is bioequivalent. 

 
Please evaluate whether the request for study submitted by Tris Pharma on  
January 9, 2009 for its Dextromethorphan Polistirex product satisfies the statutory 
requirements of "completeness" so that the ANDA may be filed. 

 
A "complete" bioavailability or bioequivalence study is defined as one that conforms with 
an appropriate FDA guidance or is reasonable in design and purports to demonstrate that 
the proposed drug is bioequivalent to the "listed drug". 
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