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EXCLUSIVITY SUMMARY  

 
NDA 201922     SUPPL #          HFD # 540 

Trade Name   Ximino Extended-Release Capsules 
 
Generic Name   minocycline hydrochloride 
     
Applicant Name   Ranbaxy Laboratories Limited       
 
Approval Date, If Known               
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

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

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

    YES  NO  
 

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

 
This application is a 505(b)(2) which relies on the Agency's previous findings of safety and 
efficacy for the 135 mg strength of Solodyn (minocycline hydrochloride) Extended-Release 
Tablets (NDA 050808). BA/BE Studies were used to bridge Ximino Extended-Release 
Capsules to the highest strength (135 mg) of Solodyn Extended-Release Tablets. In-vitro 
dissolution studies were used for waiver of clinical studies with the lower strengths of 
Solodyn. 
 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 

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

      
 

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

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

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

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

      
NDA# 050808 Solodyn (minocycline hydrochloride) Extended-Release 

Tablets, 135 mg 
NDA# 050444 Minocin (minocycline hydrochloride) Intravenous  

NDA# 050781 Arestin (minocycline hydrochloride) Microspheres 

NDA# 050649 Minocin (minocycline hydrochloride) Pellet-Filled Capsules 

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

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

NDA#             

NDA#             

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

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

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

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

   YES  NO  
 

     If yes, explain:                                          
 

                                                              
 

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

 
      

 
                     

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

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

 
If you have answered "yes" for one or more investigations, identify each such investigation 
and the NDA in which each was relied upon: 

 
      

 
b) For each investigation identified as "essential to the approval", does the investigation 
duplicate the results of another investigation that was relied on by the agency to support the 
effectiveness of a previously approved drug product? 

 
Investigation #1      YES  NO  

   
Investigation #2      YES  NO  
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If you have answered "yes" for one or more investigation, identify the NDA in which a 
similar investigation was relied on: 

 
      

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

 
       

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

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

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

(b) For each investigation not carried out under an IND or for which the applicant was not 
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in 
interest provided substantial support for the study? 

 
 
 

Reference ID: 3154214



 
 

Page 7 

 
 
Investigation #1   ! 

! 
YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

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

 
  YES  NO  

 
If yes, explain:   
 

      
================================================================= 
                                                       
Name of person completing form:  Matthew White                     
Title:  Regulatory Health Project Manager 
Date:  1/30/2012 
 
                                                       
Name of Office/Division Director signing form:  Susan J. Walker, M.D. 
Title:  Director, DDDP 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

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

 
Answer the following questions for each paragraph IV certification: 

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

notice of certification? 
 

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

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

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

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

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

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

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

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

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

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

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

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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Appendix to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

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

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

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

  
Types of products for which 505(b)(2) applications are likely to be submitted include: fixed-dose combination drug 
products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC monograph deviations(see 21 CFR 
330.11); new dosage forms; new indications; and, new salts.  
 
An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a (b)(2). 
   
An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information needed to support the 
approval of the change proposed in the supplement.  For example, if the supplemental application is for a new indication, 
the supplement is a 505(b)(1) if: 

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

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

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

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

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

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

(3) Or the applicant is relying upon any data they do not own or to which they do not have right of reference.  
 
If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult with your ODE’s 
ADRA. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 201922 INFORMATION REQUEST 

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Ximino (minocycline hydrochloride) Extended Release 
Capsules, 45mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
We are reviewing your NDA resubmission and have the following information requests.  We 
request a written response by December 23, 2011 in order to continue our evaluation of your 
NDA. 
 

1. Provide a tabulated list of the manufacture and test sites of the drug substance, drug 
product, and reference standards used in or as the development, pivotal, and registration 
batches of the drug product with inclusion of pertinent batch numbers and manufacture or 
test dates. 

 
2. If any material was manufactured or provided from or tested by Ranbaxy Laboratories 

Limited’s Paonta Sahib or Dewas facilities located in India describe how that material 
was used in sufficient detail to understand the connection to NDA 201922. For example, 
"This standard was used to analyze drug substance Batch ABC which was used to 
produce drug product Batch XYZ. Drug product Batch XYZ was used for dissolution 
method development." 

 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Gordana Diglisic, M.D. 
Clinical Team Leader 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 
 

PROPRIETARY NAME REQUEST  
CONDITIONALLY ACCEPTABLE  

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy Inc  
600 College Road East 
Princeton, NJ 08540 
 
ATTENTION: Scott D. Tomsky 

 US Agent for Ranbaxy Laboratories Limited 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) dated May 10, 2010, received May 10, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Minocycline 
Hydrochloride Extended-release Capsules, 45 mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg.  
 
We also refer to your August 9, 2011, correspondence, received August 9, 2011, requesting 
review of your proposed proprietary name, Ximino.  We have completed our review of the 
proposed proprietary name, Ximino and have concluded that it is acceptable.  
 
The proposed proprietary name, Ximino, will be re-reviewed 90 days prior to the approval of the 
NDA.  If we find the name unacceptable following the re-review, we will notify you. 
 
If any of the proposed product characteristics as stated in your August 9, 2011 submission are 
altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review.  
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Janet Anderson, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-0675.  For any other information 
regarding this application contact the Office of New Drugs (OND) Regulatory Project Manager, 
Matthew White at (301) 796-4997.   
 

Sincerely, 
 
     {See appended electronic signature page}   
      

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Medication Error Prevention and Risk Management 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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NDA 201922  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your February 4, 2011 New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended 
Release Capsules, 45mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
On September 26, 2011, we received your September 23, 2011 unsolicited major amendment to 
this application.  The receipt date is within three months of the user fee goal date.  Therefore, we 
are extending the goal date by three months to provide time for a full review of the submission.  
The extended user fee goal date is March 4, 2012. 
 
In addition, in accordance with the “PDUFA REAUTHORIZATION PERFORMANCE GOALS 
AND PROCEDURES – FISCAL YEARS 2008 THROUGH 2012,” the timeline for 
communicating labeling changes and/or postmarketing requirements/commitments, provided in 
our April 8, 2011 filing communication letter, no longer applies and no new timeline will be 
provided. 
 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Barbara Gould, M.B.A.H.C.M 
Chief, Project Management Staff  
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 
 INFORMATION REQUEST 
 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED  
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky 
US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (minocylcine hydrochloride) Extended Release Capsules, 45 
mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg.     
 
FDA investigators have identified significant violations to the bioavailability and bioequivalence 
requirements of Title 21, Code of Federal Regulation, Part 320 in bioanalytical studies conducted 
by Cetero Research in Houston, Texas (Cetero).1 The pervasiveness and egregious nature of the 
violative practices by Cetero has led FDA to have significant concerns that the bioanalytical data 
generated at Cetero from April 1, 2005 to June 15, 2010, as part of studies submitted to FDA in 
New Drug Applications (NDA) and Supplemental New Drug Applications (sNDA) are 
unreliable. FDA has reached this conclusion for three reasons: (1) the widespread falsification of 
dates and times in laboratory records for subject sample extractions, (2) the apparent 
manipulation of equilibration or “prep” run samples to meet pre-determined acceptance criteria, 
and (3) lack of documentation regarding equilibration or “prep” runs that prevented Cetero and 
the Agency from determining the extent and impact of these violations.   
 
Serious questions remain about the validity of any data generated in studies by Cetero Research 
in Houston, Texas during this time period. In view of these findings, FDA is informing holders 
of approved and pending NDAs of these issues. 
 
The impact of the data from these studies (which may include bioequivalence, bioavailability, 

                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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drug-drug interaction, specific population, and others) cannot be assessed without knowing the 
details regarding the study and how the data in question were considered in the overall 
development and approval of your drug product. At this time, the Office of New Drugs is 
searching available documentation to determine which NDAs are impacted by the above 
findings. 
 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDA. In addition, please 
provide a desk copy to: 
 

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

 
If you have any questions, call Barbara Gould, Chief, Project Staff Management, at (301) 796-
4224. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 
 

PROPRIETARY NAME REQUEST  
 WITHDRAWN 

   
Ranbaxy Laboratories Limited 
c/o Ranbaxy Inc, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
ATTENTION: Scott D. Tomsky 

 US Agent for Ranbaxy Laboratories Limited 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) dated May 10, 2010, received May 10, 2010, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Minocycline 
Hydrochloride Extended-release Capsules, 45 mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
We acknowledge receipt of your August 9, 2011 correspondence, on August 9, 2011, notifying 
us that you are withdrawing your request for a review of the proposed proprietary name  

.  This proposed proprietary name request is considered withdrawn as of August 9, 2011.   
 
We also acknowledge receipt of your August 9, 2011 correspondence, on August 9, 2011, 
requesting review of Ximino, the secondary name submitted in your June 9, 2011 submission. 
 
If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, call Janet Anderson, Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-0675.  For any other information regarding this 
application, contact Matthew White in the Office of New Drugs (OND) Regulatory Project 
Manager at (301) 796-4997.   
 
 

Sincerely, 
 
     {See appended electronic signature page}   
      

Carol Holquist, RPh 
                                                       Director  
                                                       Division of Medication Error Prevention and Analysis 
    Office of Medication Error Prevention and Risk Management 
    Office of Surveillance and Epidemiology 
    Center for Drug Evaluation and Research 
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NDA 201922 REQUEST FOR NDA SAFETY UPDATE 
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
Dear Mr. Tomsky: 
 
Please refer to your new drug application (NDA) for (minocycline hydrochloride) Extended 
Release Capsules, 45mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
Under 21 CFR 314.50(d)(5)(vi)(b), we request that you update your pending NDA by submitting 
all safety information you now have regarding your new drug. The safety update should include 
data from all non-clinical and clinical studies of the drug under consideration regardless of 
indication, dosage form, or dose level. 
 
1. Describe in detail any significant changes or findings in the safety profile. 
 
2. When assembling the sections describing discontinuations due to adverse events, serious 

adverse events, and common adverse events, incorporate new safety data as follows: 
 

• Present new safety data from the studies for the proposed indication using the same 
format as the original NDA submission.    

• Present tabulations of the new safety data combined with the original NDA data.  
• Include tables that compare frequencies of adverse events in the original NDA with the 

retabulated frequencies described in the bullet above. 
• For indications other than the proposed indication, provide separate tables for the 

frequencies of adverse events occurring in clinical trials. 
 
3. Present a retabulation of the reasons for premature study discontinuation by incorporating the 

dropouts from the newly completed studies.  Describe any new trends or patterns identified.  
 
4. Provide case report forms and narrative summaries for each patient who died during a 

clinical study or who did not complete a study because of an adverse event. In addition, 
provide narrative summaries for serious adverse events. 

 
5.  Describe any information that suggests a substantial change in the incidence of common, but 

less serious, adverse events between the new data and the original NDA data. 
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6. Provide a summary of worldwide experience on the safety of this drug.  Include an updated 
estimate of use for drug marketed in other countries. 

 
7. Provide English translations of current approved foreign labeling not previously submitted. 
 
Please submit this information as soon as possible.  If you have any questions, call Matthew 
White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Barbara Gould, M.B.A.H.C.M. 
Chief, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201-922 
 INFORMATION REQUEST 

 
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to Ranbaxy Laboratories Limited’s New Drug Application (NDA) submitted under 
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Minocycline Hydrochloride 
Extended Release Capsules. 
 
Please also refer to Ranbaxy Laboratories Limited’s July 5, 2011, submission and to the 
teleconference held between Ranbaxy Laboratories Limited, Ranbaxy Inc. and the FDA on 
August 3, 2011.  We are reviewing the Chemistry, Manufacturing and Controls sections of NDA 
201-922 and have the following comments and information requests.   
 
Please submit your official responses by the August 10, 2011, timeline that you proposed during 
the August 3, 2011, teleconference (with the exception of August 25, 2011, as agreed for 1d).  
We would like to re-iterate that responses officially submitted later than August 31, 2011, may 
not be considered in this review cycle. 
 

1. During the teleconference held on August 3, 2011, you stated that you had developed a 
new HPLC method for quantitation of impurities in the drug product, and that the 
concerned unknown impurity found in the drug product was a known related substance 
that originated from the drug substance.  Based on the information provided, we would 
like to further request the following information: 

 
a. The HPLC chromatograms with peak assignments and retention times, from both the 

original and the revised HPLC methods used for quantitation of the impurities in the 
drug product, for the batches (#2024828, #2119411 and #2131397) of the drug 
substance used in the manufacture the registration batches of the drug product. 

 
b. The HPLC chromatograms with peak assignments and retention times, from both the 

original and the revised HPLC methods used for quantitation of the impurities in the 
drug product, for the long-term and accelerated stability samples from batches 
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#2065673, #2132003 and #2142165 of the drug product packaged in bottle (30 
capsules/bottle) and blister at current time point (month 6 for the accelerated stability 
samples).  All the chromatograms submitted should be scaled properly to show the 
impurity peaks. 

 
c. Any additional information that can confirm that the concerned unknown impurity in 

the drug product is the known related substance that originated from the drug 
substance. 

 
d. A comparison of levels of impurities in the registration stability samples (from all the 

packaging configurations, batches and strengths of the extended release capsules 
tested under long-term testing condition at current time point and accelerated testing 
condition at month 6), determined using both the original and the revised HPLC 
methods for quantitation of impurities present in the drug product. 

 
2. The requested holding time of  for the intermediates and the extended release 

capsules is not justified.  Tabulate the holding time for the intermediates and the finished 
capsules during manufacturing the registration batches of the drug product.  The holding 
time for the intermediates and the finished capsules  than the one 
used during manufacturing the registration batches of the drug product. 

 
3. Provide the derivation of the formulas used to calculate the levels of  

 present in the drug substance. 
 

4. Update the in-process controls provided in 3.2.p.3.4 to include the in-process control(s) 
for the  during 
manufacture of the extended release capsules. 

 
5. Update the drug product specification tables for all the strengths of the extended release 

capsules to include the revised test method (the revised HPLC method); acceptance 
criteria for any unknown impurity and ; and test methods and acceptance 
criteria for microbial limit tests.  

 
To facilitate prompt review of your response, please also provide an electronic courtesy copy of 
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug 
Quality Assessment (Jeannie.David@fda.hhs.gov), and Matthew White, Regulatory Project 
Manager the Office of New Drugs (Matthew.White@fda.hhs.gov). 
 
If you have any questions or would prefer a teleconference to discuss these issues, please contact 
Jeannie David, Regulatory Project Manager, at (301) 796-4247. 
 

Sincerely, 
 
{See appended electronic signature page} 
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Moo-Jhong Rhee, Ph.D. 
Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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To facilitate prompt review of your response, please also provide an electronic courtesy copy of 
your response to both Jeannie David, Regulatory Project Manager in the Office of New Drug 
Quality Assessment (Jeannie.David@fda.hhs.gov), and Matthew White, Regulatory Project 
Manager the Office of New Drugs (Matthew.White@fda.hhs.gov). 
 
If you have any questions or would prefer a teleconference to discuss these issues, please contact 
Jeannie David, Regulatory Project Manager, at (301) 796-4247. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Moo-Jhong Rhee, Ph.D. 
Chief, Branch IV 
Division of New Drug Quality Assessment II 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 2975947



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

MOO JHONG RHEE
07/19/2011
Chief, Branch IV

Reference ID: 2975947



 
 
DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 201922 INFORMATION REQUEST 

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East  
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Minocycline Hydrochloride Extended Release Capsules. 
 
We are reviewing the Chemistry, Manufacturing, and Controls section of your submission and 
have the following comments and information requests.  We request a written response by July 
5, 2011, in order to continue our evaluation of your NDA.   
 

1. Update the drug substance specification to be in line with the latest drug substance 
specification provided by the DMF holder. 

 
2. Tighten the acceptance criterion of any unknown impurity from NMT  to NMT 

 in the drug substance specification.   
 

3. Include the particle size test to the proposed reduced testing for the drug substance. 
 

4. Provide the exact test method and procedure for the test on description of the drug 
substance. 

 
5. Provide information regarding the reference standards of the known impurities used in 

the validation study of the HPLC method employed to determine drug substance 
impurities.  

 
6. Provide detailed information regarding preparation of the standard solutions of the known 

impurities used in the validation study of the HPLC method employed to determine drug 
substance impurities.  

 
7. Provide relative response factors for all the known impurities in the drug substance. 

 
8. Provide in-process controls that are implemented for the manufacture of the extended 

release capsules. 
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9. Provide in-process controls implemented to ensure  
 are filled into each capsule. 

 
10. Tighten the acceptance criterion of any unknown impurity from NMT to NMT 

in the drug product specification.  Alternatively, identify and qualify the unknown 
impurity or impurities if the proposed acceptance criterion of any unknown impurity is 
set higher than . 

 
11. Change the acceptance criterion for the known impurity,  from to 

 in the drug product specification. 
 

12. Add microbial limits tests and acceptance criteria to the drug product specification. 
 

13. Provide the exact test method and procedure for the test on description of the drug 
product. 

 
14. Provide information regarding the reference standard of the known impurity, 

 used to control the drug product. 
 

15. Provide peak purity results for the known impurities in the forced degradation study, 
which was part of the validation studies of the HPLC method used for quantitation of the 
degradatants in the drug product. 

 
16. Update validation results on specificity of the UV method, used to quantitate the amount 

of drug released from the extended release capsules, to include the strengths of 67.5 mg 
and 112.5 mg of the capsules. 

 
17. The packaging materials provided by . have not been used 

in the stability studies.  Therefore, the packaging materials provided by  
. should not be used in commercial production until they are qualified 

through stability studies. 
 

18. Clarify if the proposed blister pack is child-resistant. 
 

19. Provide pertinent CFR food additive regulations for the components used in the container 
closure systems (including the components used in the desiccant) of the drug product.  

 
20. Clarify if the registration stability batches of the drug product were prepared with aged 

intermediates or the capsules that had been held in shipment packs for  before 
final packaging for registration stability studies.  The requested holding time of  
for the intermediates and the extended release capsules is not acceptable without 
supportive stability data obtained from pilot or production scale batches of the drug 
product prepared with aged intermediates or capsules that have been held for the 
proposed holding time in shipment pack before final packaging. 
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NDA 201922 INFORMATION REQUEST 

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, U.S. Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended Release Capsules,  
45 mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
We are reviewing your request for waiver of bioavailability studies and have the following 
comments and information requests.  We request a written response by June 27, 2011 in order to 
continue our evaluation of your NDA. 
 
1. The dissolution data in the submission are not legible. Provide clear copies with legible font 

and the raw data in SAS transport file format. 
 
2. Provide the dissolution profile comparisons between the proposed formulation and the 

reference formulation and between the strengths requesting waiver of bioavailability studies 
and those with bioequivalence data using an appropriate method, such as f2 factor. When the 
f2 factor is used, only one measurement should be considered after  dissolution for both 
the products. 

 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Gordana Diglisic, M.D. 
Clinical Team Leader 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 INFORMATION REQUEST 

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended Release Capsules, 45 
mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
We also refer to your May 11, 2011 submission, containing your responses to information 
requested in the filing communication dated April 08, 2011.   
 
We are reviewing the Nonclinical section of your submission and have the following comments 
and information requests.  We request a prompt written response in order to continue our 
evaluation of your NDA. Submit a written response Nonclinical information requests by June 1, 
2011. 
 

• In your response to the nonclinical information requested in the filing communication 
dated April 8, 2011, you provided information for the degradant impurity  
in your drug product and the listed drug product. However, you should provide a full 
impurity profile comparison between the listed drug product and your drug product. It 
should include levels for each of the degradant and non-degradant impurities, and total 
impurities. The degradant and non-degradant impurities should be identified by their 
name and not by their code number.   

 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Gordana Diglisic, M.D. 
Clinical Team Leader 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 ACKNOWLEDGE RESUBMISSION 
 AFTER REFUSE-TO-FILE 
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, U.S. Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act in response to our July 16, 2010, refusal to file letter 
for the following: 
 
Name of Drug Product: (minocycline hydrochloride) Extended Release Capsules, 45 mg,  
    67.5 mg, 90 mg, 112.5 mg, and 135 mg 
 
Review Priority Classification: Standard  
 
Date of Application: February 4, 2011 
 
Date of Receipt: February 4, 2011 
 
Our Reference Number: NDA 201922 
 
Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on April 5, 2011 in 
accordance with 21 CFR 314.101(a).  If the application is filed, the user fee goal date will be 
December 4, 2011. 
 
All applications for new active ingredients, new dosage forms, new indications, new routes of 
administration, and new dosing regimens are required to contain an assessment of the safety and 
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.  
We note that you have not fulfilled the requirements.  We acknowledge receipt of your request 
for a waiver of pediatric studies for this application.  Once the application has been filed we will 
notify you whether we have waived the pediatric study requirement for this application. 
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Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

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

 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 

Matthew White 
Regulatory Project Manager 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 
 FILING COMMUNICATION 
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) dated February 1, 2011 received February 4, 
2011 submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
(minocycline hydrochloride) Extended Release Capsules, 45 mg, 67.5 mg, 90 mg, 112.5 mg, and 
135 mg. 
 
We also refer to your submissions dated February 18, March 1, 4, and 28, 2011. 
 
We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard.  Therefore, December 4, 2011 is the user fee goal 
date. 
 
We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, 
midcycle, team and wrap-up meetings).  Please be aware that the timelines described in the 
guidance are flexible and subject to change based on workload and other potential review issues 
(e.g., submission of amendments).  We will inform you of any necessary information requests or 
status updates following the milestone meetings or at other times, as needed, during the process.  
If major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by October 11, 2011. 
 
During our filing review of your application, we identified the following potential review issues 
and have the following requests for information: Please respond to the following requests for 
information by May 12, 2011. 
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Chemistry, Manufacturing and Controls (CMC) 
 

1. Clarify whether the 500 count bottle is for pharmacy dispensing. 

2. Clarify whether the blister pack configuration is child resistant. 

3. Your claim for categorical exclusion for your NDA from the preparation of an 
Environmental Assessment cannot be granted on the basis of 21 CFR 25.31(e). This 
regulation supports categorical exclusion from Enviromental Assessment for INDs.   
Resubmit the claim with an appropriate basis and supporting information for a NDA. Be 
reminded that any claim of categorical exclusion based on 21 CFR 25.31(b) will need to 
be supported by an expected introduction concentration (EIC) calculation and five years 
of production forecast. 

 
Nonclinical 
 

4. Provide an impurity profile comparison between the listed drug product and your drug 
product. Additional nonclinical bridging toxicology studies may be needed if there are 
any significant differences in the impurity profile for the listed drug product compared to 
the impurity profile for your drug product. 

 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   
 
During our preliminary review of your submitted labeling, we have identified the following 
labeling format issues: 
 
Highlights Section: 
 

5. The Highlights must be limited in length to one-half page, in 8 point type, two-column 
format. [21 CFR 201.57(a)(1)] 

 
6. Highlights Limitation Statement: The name of the drug product must be bolded and in 

upper case. 
 
Full Prescribing Information (FPI) Section: 
 

7. For the “Clinical Trials Experience” subsection, the following verbatim statement should 
precede the presentation of adverse reactions: 

 

“Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in clinical practice.” 
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8. For the “Postmarketing Experience” subsection, include the following verbatim 
statement: 

 

“The following adverse reactions have been identified during post approval use of 
minocycline hydrochloride. Because these reactions are reported voluntarily from 
a population of uncertain size, it is not always possible to reliably estimate their 
frequency or establish a causal relationship to drug exposure.” 

 
9. The following statement should appear at the beginning of Section 17 for prominence: 
 

“See FDA-Approved Patient Labeling (Patient Information)” 
 

We request that you resubmit labeling that addresses these issues by May 27, 2011. The 
resubmitted labeling will be used for further labeling discussions. 
 
Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions 
will be made on a case-by-case basis at the time of receipt of the submission. 
 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 INFORMATION REQUEST 

 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended Release Capsules, 45 
mg, 67.5 mg, 90 mg, 112.5 mg, and 135 mg. 
 
We are reviewing the Biopharmaceutics and Clinical sections of your submission and have the 
following information requests.  We request a written response by March 28, 2011 in order to 
continue our evaluation of your pending NDA. 
 
Biopharmaceutics 
1. Provide all the data for the in-vitro in-vivo correlation (IVIVC) report, including in vivo data 

for each subject and in vitro data for each unit both for the model building and the validation. 
The data can be provided in SAS transport file format. 

2. It is noted that in the pharmaceutical development report provided in 3.2.P.2, you 
investigated the effects of different manufacturing process. However, the investigation was 
focused on  Conduct  and provide all the 
parameters for each batch, even though they are not the one to be investigated. The data can 
be provided in SAS transport file format. 

 
Clinical 
3. Clarify whether ages  requested for pediatric waiver are the intended ages in view of 

labeling indication for treatment of (only inflammatory lesions of non-nodular moderate to 
severe) acne vulgaris in patients 12 years of age and older. 

 
If you have any questions, call Matthew White, Regulatory Project Manager, at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Gordana Diglisic, M.D. 
Clinical Team Leader 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 MEETING MINUTES 
 
Ranbaxy Laboratories Limited 
Attention: Scott D. Tomsky 
Sr. Director, Regulatory Affairs 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended Release Capsules,  
135 mg. 
 
We also refer to the teleconference between representatives of your firm and the FDA on  
August 31, 2010.  The purpose of the meeting was to discuss the deficiencies provided in the 
Refuse to File Letter.  
 
A copy of the official minutes of the teleconference is attached for your information.  Please 
notify us of any significant differences in understanding regarding the meeting outcomes. 
 
If you have any questions, call Matthew White, Regulatory Project Manager at (301) 796-4997. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 
 
 
 



____________________________________________________ 

 

FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

 
MEMORANDUM OF MEETING MINUTES 

 
Meeting Type: TYPE A 
Meeting Category: Other (Refuse to File) 
 
Meeting Date and Time: August 31, 2010, 1:00 PM 
Meeting Location: Teleconference 
 
Application Number: NDA 201922 
Product Name: (minocycline HCl) Extended Release Capsules, 135 mg 
Indication: Treatment of inflammatory lesions of non-nodular 

moderate to severe acne vulgaris 
 
Sponsor/Applicant Name: Ranbaxy Laboratories Limited 
 
Meeting Chair: Susan J. Walker, M.D. 
Meeting Recorder: Matthew White 
 
FDA ATTENDEES 
Susan J. Walker, M.D., F.A.A.D., Director, DDDP 
Patricia Brown, M.D., Clinical Reviewer, DDDP 
Gordana Diglisic, M.D., Clinical Reviewer, DDDP 
Shulin Ding, Ph.D., CMC Lead, DNDQA II 
Raymond Frankewich, Ph.D., Quality Reviewer, DNDQA II 
Carin Kim, Ph.D., Biostatistics Reviewer, DB III 
Dennis Bashaw, Pharm. D., Director, DCP 3 
Doanh Tran, Ph.D., Clinical Pharmacology Team Leader, DCP3 
Chinmay Shukla, Ph.D., Clinical Pharmacology Reviewer, DCP3 
Barbara Gould, M.B.A.H.C.M., Chief, Project Management Staff, DDDP 
Margo Owens, Project Management Team Leader, DDDP 
Matthew E. White, Regulatory Health Project Manager, DDDP 
 
SPONSOR ATTENDEES 
Sudershan Arora, President R&D, Ranbaxy Laboratories Limited, India 
Tausif Monif, Vice President, Clinical Pharmacology & Pharmacokinetics, 
Ranbaxy Laboratories Limited, India 
Rajender Singh, Director, Regulatory Affairs, Ranbaxy Laboratories 
Limited, India 
Scott D. Tomsky, Sr. Director, Regulatory Affairs, Ranbaxy Inc., USA 
Usha Sankaran, Associate Director, Regulatory Affairs, Ranbaxy Inc., 
USA 
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Purpose of the Meeting: 
The purpose of this meeting is to discuss comments provided in the Refuse to File letter dated 
July 14, 2010.  
 
General  
 
Question 3:  
The Refusal to File letter states that it consists of only a partial listing of deficiencies and that 
there may be additional deficiencies that are not listed in the letter. Has the Agency identified 
any other deficiencies in the submission that they can share at this time?  
 
Response:  
The pertinent filing issues have been addressed in the refuse to file letter.  
 
Regulatory  
 
Question 4:  
The Refusal to File letter also states “Your application does not contain a signed Debarment 
Certification and Financial Disclosure forms from the applicant”. Ranbaxy understands that the 
Agency would like a signed Debarment Certification from the applicant, rather than the 
applicant’s US Agent. In addition, Ranbaxy wishes to point out that the Financial Disclosures 
signed by the applicant were provided on June 30, 2010. Can the Agency confirm if they have 
received this information?  
 
Response:  
Yes. The Agency acknowledges receipt of your signed financial disclosure forms.  
 
Chemistry, Manufacturing and Controls (CMC)  
 
Question 5:  
The original NDA application includes 6 months accelerated stability data for the 135 mg 
strength. Ranbaxy has also now generated 6 months accelerated stability data on the 45 mg and 
90 mg strengths which will be included in the amendment that Ranbaxy plans to submit 
following this meeting. As mentioned earlier Ranbaxy is also working on other intermediate 
strengths – 67.5 mg and 112.5 mg for which at present time, 3 months stability data is available. 
It should be noted that all strengths of the drug product are dose proportional. Based on this 
information, will the Agency accept submission of the 67.5 mg and 112.5 mg strengths with 3 
months stability data and the updated data will be provided when it becomes available? 
  
Response:  
The NDA should be complete at time of submission.  
Regarding stability data for the 45, 90, and 135 mg strength capsules: a reasonable expiration 
date cannot be established unless at least 12 months data for samples stored at controlled room 
temperature conditions (25 C / 65% RH) and 6 months data for samples stored at accelerated 
conditions (40 C / 75% RH) is provided. This data must be provided early enough in the NDA 
review period to allow a reasonable evaluation from all appropriate disciplines.  
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Confirm that the 45 mg and 90 mg strength capsules   that 
have been described previously in this NDA.  
 
Meeting Discussion: 
Sponsor proposed to submit 6 months of stability data with room temperature storage and 6 
months of accelerated storage. Sponsor will amend the application with 12 months of room 
temperature storage.  
 
The agency agrees. 
 
Pharmacology/Toxicology  
There are no Pharmacology/Toxicology questions presented in this briefing package.  
 
Clinical Pharmacology/Biopharmaceutics  
 
Question 1:  
Ranbaxy believes that it has conducted BE studies sufficient to support the 135 mg strength, filed 
pursuant to Section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act and is relying on the 
agency’s findings for a previously approved drug (Solodyn) to make this application sufficiently 
complete to permit a substantive review. Based on the information provided above, does the 
Agency agree?  
 
Response:  
No. We do not agree.  
 
We had raised this issue in our advice/information request letter dated January 14, 2010 
following review of your IND 107472 received by FDA on 12/14/2009. We note that study no. 
1974/09 (fasting) was initiated on December 1, 2009 and study no. 1975/09 (fed) was initiated 
on December 10, 2009, before the IND was received by the Agency. Furthermore, you 
completed both studies before you received the advice/information request letter from the 
Agency on 1/14/2010. You did not address our comments to the IND prior to the NDA 
submission.  
 
Since drug bioavailability is formulation dependent and different populations may respond 
differently to your formulation and the listed drug formulation, demonstrating bioequivalence 
(BE) of your formulation to the listed drug in an ethnically homogenous population of South 
Asian males can not be extrapolated as demonstrating BE in an ethnically diverse population of 
both males and females.  
 
We advise you to conduct new BE studies under fasting and fed conditions with your to-be-
marketed 135 mg formulation. The new pivotal BE studies should be conducted in a population 
representative of the United States population and should include similar proportions of males 
and females.  
 
Meeting Discussion: 

(b) (4)(b) (4)
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NDA 201922 MEETING REQUEST GRANTED 
 
Ranbaxy Inc. 
Attention: Scott D. Tomsky 
Sr. Director, Regulatory Affairs 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Minocycline Hydrochloride Extended Release Capsules, 
135mg. 
 
We also refer to your July 23, 2010, correspondence requesting a meeting to discuss the Refusal 
to File Letter.  Based on the statement of purpose, objectives, and proposed agenda, we consider 
the meeting a type A meeting.  
 
The meeting is scheduled as follows: 
 

Date: August 31, 2010 
Time: 1:00 pm 
Location: 10903 New Hampshire Avenue 
 White Oak Building 22 
 Silver Spring, Maryland 20903 

 
Please e-mail any updates to your attendees at Barbara.Gould@fda.hhs.gov, at least one week 
prior to the meeting.  For each foreign visitor, complete and email me the enclosed Foreign 
Visitor Data Request Form, at least two weeks prior to the meeting. A foreign visitor is defined 
as any non-U.S. citizen or dual citizen who does not have a valid U.S. Federal Government 
Agency issued Security Identification Access Badge.  If we do not receive the above requested 
information in a timely manner, attendees may be denied access.  
 
Please have all attendees bring valid photo identification and allow 15-30 minutes to complete 
security clearance.  Upon arrival at FDA, provide the guards with either of the following 
numbers to request an escort to the conference room:  Barbara Gould or Martha Carter at 301-
796-2110. 
 
Submit background information for the meeting (three paper copies or one electronic copy to the 
application and 15 desk copies to me) at least 2 weeks prior to the meeting.  If the materials 
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presented in the information package are inadequate to prepare for the meeting or if we do not 
receive the package by August 17, 2010, we may cancel or reschedule the meeting. 
 
Submit the 15 desk copies to the following address: 
 

Tisha Washington 
Food and Drug Administration 
Center for Drug Evaluation and Research 
White Oak Building 22, Room: 5177 
10903 New Hampshire Avenue 
Silver Spring, Maryland 20903 

 
If you have any questions, call me at (301) 796-1019. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tisha Washington 
Technical Information Specialist 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 

ENCLOSURE: Foreign Visitor Data Request Form 
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FOREIGN VISITOR DATA REQUEST FORM  
 

 
VISITORS FULL NAME  (First, Middle, Last)  

 
GENDER  
 
COUNTRY OF ORIGIN/CITZENSHIP  

 
DATE OF BIRTH (MM/DD/YYYY) 

 
 

 
PLACE OF BIRTH (city and country) 

 
 

 
PASSPORT NUMBER  
COUNTRY THAT ISSUED PASSPORT 
ISSUANCE DATE: 
EXPIRATION DATE: 

 
 
 
 
 

 
VISITOR ORGANIZATION/EMPLOYER    

  
 
MEETING START DATE AND TIME 

 
 

 
MEETING ENDING DATE AND TIME  

 
PURPOSE OF MEETING    

 
 

 
BUILDING(S) & ROOM NUMBER(S) TO BE VISITED 

 
 
 
 

 
WILL CRITICAL INFRASTRUCTURE AND/OR FDA 
LABORATORIES BE VISITED?  

 
 

   
 

 
HOSTING OFFICIAL  (name, title, office/bldg, room 
number, and phone number) 

 
 
 
 
 
 
 

 
ESCORT INFORMATION (If different from Hosting 
Official) 
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NDA 201922  
REFUSAL TO FILE 

Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention:  Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your May 10, 2010, new drug application (NDA) submitted under section 505(b) 
of the Federal Food, Drug, and Cosmetic Act for (minocycline hydrochloride) Extended Release 
Capsules, 135 mg. 
 
After a preliminary review, we find your application is not sufficiently complete to permit a 
substantive review.  Therefore, we are refusing to file this application under 21 CFR 314.101(d) 
for the reasons below.  Please note that the following is only a partial listing of deficiencies, and 
that there may be additional deficiencies with your submission that are not listed below: 
 
21 CFR 314.101(d)(3): The application is incomplete because it does not on its face contain 
information required under section 505(b) and 21 CFR 314.50. 
 

1. Your bioequivalence studies do not contain adequate evaluation for safety and/or 
effectiveness of the population intended to use the drug, including pertinent subsets, such 
as gender, age and racial subsets, or the subset of patients weighing less than 200 pounds 
(91 kg).  

 
You conducted your bioequivalence studies 1974/09 and 1975/09 in an ethnically 
homogeneous population of South Asians. This population is not representative of the 
United States population. Furthermore, your bioequivalence studies included only male 
subjects. However, you are seeking approval for an indication that affects both male and 
female patients. 
 
You provided information to support only the 135mg dose, which would not provide the 
appropriate dose for patients weighing less than 200 pounds (91 kg). 

 
2. Your application does not contain a signed Debarment Certification and Financial 

Disclosure forms from the applicant.  
 
We will refund 75% of the total user fee submitted with the application. 
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Within 30 days of the date of this letter, you may request in writing a meeting about our refusal 
to file the application.  To file this application over FDA's protest, you must avail yourself of this 
informal conference. 
 
If, after the meeting, you still do not agree with our conclusions, you may request that the 
application be filed over protest.  In that case, the filing date will be 60 days after the date you 
requested meeting.  The application will be considered a new original application for user fee 
purposes, and you must remit the appropriate fee. 
 
If you have any questions, please call Barbara Gould, Chief, Project Management Staff at (301) 
796-4224. 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Susan Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 RECEIPT OF USER FEES 
 
Ranbaxy Laboratories Limited 
c/o Ranbaxy, Inc. 
Attention: Scott D. Tomsky, US Agent 
600 College Road East 
Princeton, NJ 08540 
 
 
Dear Mr. Tomsky: 
 
Please refer to your new drug application (NDA) submitted pursuant to section 505(b)(2) of the 
Federal Food, Drug and Cosmetic Act for TRADE NAME (minocycline hydrochloride) 
Extended Release Capsule, 135 mg. 
 
You were notified in our letter dated May 18, 2010 that your application was not accepted for 
filing due to non-payment of fees.  This is to notify you that the Agency has received all fees 
owed and your application has been accepted as of May 20, 2010. 
 
Unless we notify you within 60 days of the above date that the application is not sufficiently 
complete to permit a substantive review, this application will be filed under section 505(b) of the 
Act on July 19, 2010 in accordance with 21 CFR 314.101(a). 
 
If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 21 
CFR 314.101(d)(3).  The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57. 
 
Please cite the NDA number listed above at the top of the first page of all submissions to this 
application.  Send all submissions, electronic or paper, including those sent by overnight mail or 
courier, to the following address: 
 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Division of Dermatology and Dental Products 
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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If you have any questions, contact Barbara Gould, Regulatory Project Manager, at (301) 796-
4224. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Barbara Gould, MBAHCM 
Chief, Project Management Staff 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 201922 UNACCEPTABLE FOR FILING 
 
Ranbaxy Laboratories Limited  
c/o Ranbaxy Inc. 
Attention: Scott D. Tomsky 
U.S. Agent  
600 College Road East 
Princeton, NJ 08540 
 
Dear Mr. Tomsky: 
 
We have received your new drug application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act for the following: 
 
Name of Drug Product: minocycline hydrochloride extended release capsules, 135 mg 
 
Date of Application: May 7, 2010 
 
Date of Receipt: May 10, 2010 
 
Our Reference Number: NDA 201922 
 
We have not received the appropriate user fee for this application.  An application is considered 
incomplete and cannot be accepted for filing until all fees owed have been paid.  Therefore, this 
application is not accepted for filing.  We will not begin a review of this application's adequacy 
for filing until FDA has been notified that the appropriate fee has been paid.  Payment should be 
submitted to the following address: 
 

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

 
Checks sent by a courier should be addressed to: 
 

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

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

 
If you wish to send payment by wire transfer, or if you have any other questions, please call Bev 
Friedman or Mike Jones at 301-796-3602. 
 
If you have any questions, contact Cristina Attinello, Regulatory Project Manager, at (301) 796-
3986. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Susan J. Walker, M.D., F.A.A.D. 
Director 
Division of Dermatology and Dental Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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