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EXCLUSIVITY SUMMARY  

 
NDA # 203479     SUPPL # 000    HFD # 130 

Trade Name   Versacloz 
 
Generic Name   Clozapine oral suspension, 50 mg/mL 
     
Applicant Name   Douglas Pharmaceuticals America LTD       
 
Approval Date, If Known   February 6, 2013       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

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

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

    YES  NO  
 

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.     

 
Douglas' 505(b)(2) NDA application relies on the Agency's previous finding of safety 

and efficacy of the listed drug Clozaril (clozapine tablets), NDA 19758. This NDA does not 
contain any clinical studies other than bioequivalence data. As such, no exclusivity request is 
made in this application. 
 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              
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d)  Did the applicant request exclusivity? 

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

      
 

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

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

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

 
                           YES  NO   
 
If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA 
#(s). 
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NDA# 21590 Fazaclo ODT 

NDA# 19758 Clozaril 

NDA#             

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

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

NDA#             

NDA#             

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

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

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

   YES  NO  
 

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

 
      

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

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

  
     YES  NO  

 
     If yes, explain:                                      
 

                                                              
 

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

   
   YES  NO  
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     If yes, explain:                                          
 

                                                              
 

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

 
      

 
                     

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

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

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

 
      

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

 
Investigation #1      YES  NO  

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

 
      

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

 
       

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

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

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

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

 
 
 
 
 
Investigation #1   ! 

! 
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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:  Sharonjit Sagoo, Pharm.D.                     
Title:  Regulatory Project Manager 
Date:  February 6, 2013 
 
                                                       
Name of Office/Division Director signing form:  CAPT Mitchell V. Mathis, M.D. 
Title:  Director (acting), DPP 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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Sagoo, Sharonjit 

From: Sagoo, Sharonjit
Sent: Tuesday, January 29, 2013 8:20 AM
To: John Franolic
Subject: RE: NDA 203479
Signed By: Sharonjit.Sagoo@fda.hhs.gov

1/29/2013

Hi John, 
  
You are required to conduct an actual use human factors study in the U.S. in patients with schizophrenia.  The 
study should include patients who are new to clozapine and patients who are stabilized on clozapine.  The study 
should assess patients’ ability to correctly measure doses using the approved Instructions for Use and packaging 
components. 
  
Please review and indicate if you agree to conduct this study to the following schedule: 
  
Final Protocol Submission: April 30, 2013 
Study completion date:  August 30, 2013 
Final Report Submission:  October 31, 2013 
  
Best regards, 
Sharon 

Sharonjit Sagoo, Pharm.D.  
LT, U.S. Public Health Service  
Regulatory Project Manager  
Division of Psychiatry Products  
Center for Drug Evaluation and Research, FDA  
Office of Drug Evaluation 1  
Ph: (301) 796-0431  
Email: sharonjit.sagoo@fda.hhs.gov  

  
 

From: John Franolic [mailto:JFranolic@versapharm.com]  
Sent: Monday, October 22, 2012 2:06 PM 
To: Sagoo, Sharonjit 
Subject: NDA 203479 
 
Hi Sharon‐ 
  
Can you tell me if we should expect to receive any feedback on our Sept 19, 2012 (Seq 0019) response to 
DMEPA request letter dated June 20, 2012, prior to our Complete Response letter?  
  
It seems this is the last major issue that remains unresolved (i.e.,  proposal to conduct the Human Factors 
Validation Study   
  
Regards 
John 

Reference ID: 3251721

(b) (4)



  
John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
VersaPharm Incorporated 
Phone: 770‐373‐5635 
Phone (alternate): 914‐269‐9415 
Fax: 770‐373‐5655 
Email: jfranolic@versapharm.com 
  

1/29/2013
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Sagoo, Sharonjit

From: Sagoo, Sharonjit
Sent: Monday, January 28, 2013 11:09 AM
To: 'John Franolic'
Subject: NDA 203479 Versacloz - carton and container labeling

Hi John,

Please refer to your NDA 203479 for Versacloz. Also refer to your September 28, 2012 submission providing for revised 
carton and container labeling. Our recommendations are below:

A. Container Label
1. Remove the proprietary name and established name from the storage conditions.
2. There is a typographical error in the storage statement that reads:  “Do not refrigerator freeze”.  Revise the 

statement to read: “Do not refrigerate or freeze”.
B. Carton Labeling

3. See comment A.1 above.
4. Add the following statement to the storage conditions, “Suspension is stable for 100 days after initial bottle 

opening” and place it below the “Protect from Light” statement.

Please make the changes listed above and submit revised carton and container labeling by COB Wednesday, January 
30, 2013.

Feel free to contact me with any questions.

Best regards,
Sharon

Sharonjit Sagoo, Pharm.D.
LT, U.S. Public Health Service
Regulatory Project Manager
Division of Psychiatry Products
Center for Drug Evaluation and Research, FDA
Office of Drug Evaluation 1
Ph: (301) 796-0431
Email: sharonjit.sagoo@fda.hhs.gov

Reference ID: 3251208
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Sagoo, Sharonjit 

From: Sagoo, Sharonjit
Sent: Friday, November 23, 2012 9:14 AM
To: 'John Franolic'
Subject: RE: NDA 203479
Signed By: Sharonjit.Sagoo@fda.hhs.gov

11/23/2012

Hi John, 
  
Please be informed that the Agency asked Pharmaceutical International, Inc. to submit additional information in support of 
its response to the FDA form 483 by Jan 04, 2013. 
  
Feel free to contact me with any questions. 
  
Best regards, 
Sharon 

Sharonjit Sagoo, Pharm.D.  
LT, U.S. Public Health Service  
Regulatory Project Manager  
Division of Psychiatry Products  
Center for Drug Evaluation and Research, FDA  
Office of Drug Evaluation 1  
Ph: (301) 796-0431  
Email: sharonjit.sagoo@fda.hhs.gov  

  
 

From: John Franolic [mailto:JFranolic@versapharm.com]  
Sent: Thursday, November 01, 2012 4:59 PM 
To: Sagoo, Sharonjit 
Subject: NDA 203479 
 
Hi Sharon‐ 
  
Douglas Pharmaceuticals America confirms that they wish to go for the “Major Amendment” option, thereby extending 
the PDUFA date by 3 months. 
  
Please find attached an advance electronic copy of the letter which acknowledges PII’s inspections status. I will submit to 
the NDA tomorrow as a General Correspondence. 
  
Regards 
John 
  
John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
VersaPharm Incorporated 
Phone: 770‐373‐5635 
Phone (alternate): 914‐269‐9415 
Fax: 770‐373‐5655 
Email: jfranolic@versapharm.com 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 203479 

REVIEW EXTENSION –  
MAJOR AMENDMENT 

VersaPharm Inc. 
Attention: John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
1775 West Oak Parkway, Suite 800 
Marietta, GA 30062-2260 
 
 
Dear Dr. Franolic: 
 
Please refer to your January 6, 2012, New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Versacloz (clozapine oral suspension) 
50 mg/mL. 
 
On November 2, 2012, we received your November 1, 2012, solicited major amendment to this 
application. The receipt date is within three months of the user fee goal date.  Therefore, we are 
extending the goal date by three months to provide time for a full review of the submission.  The 
extended user fee goal date is February 6, 2013. 

In addition, we are establishing a new timeline for communicating labeling changes and/or 
postmarketing requirements/commitments in accordance with “PDUFA REAUTHORIZATION 
PERFORMANCE GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by January 16, 
2013. 
 
If you have any questions, contact Sharonjit Sagoo, Regulatory Project Manager, at 
sharonjit.sagoo@fda.hhs.gov. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Thomas Laughren, M.D.  
Director  
Division of Psychiatry Products  
Office of Drug Evaluation I  
Center for Drug Evaluation and Research 

Reference ID: 3212655
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Response to Applicant: 

 
If you have any questions, contact Sharonjit Sagoo, Regulatory Project Manager, at 
sharonjit.sagoo@fda.hhs.gov. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 203479 INFORMATION REQUEST 

 
VersaPharm Inc. 
Attention: John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
1775 West Oak Parkway, Suite 800 
Marietta, GA 30062-2260 
 
 
Dear Dr. Franolic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VersaCloz, (Clozapine oral suspension) 50 mg/mL. 
 
We also refer to your submission dated December 29, 2011 and received January 6, 2012, 
containing the Risk Evaluation and Mitigation Strategy (REMS) and REMS Supporting 
Document for VersaCloz.   
 
The Division of Risk Management has completed their preliminary review of your REMS 
proposal and has the following comments and information requests.  We request a prompt 
written response in order to continue our evaluation of your NDA. 

A) General Comments 

1. Please explain how VersaCloz will be  
.     

a. Clarify if the REMS for VersaCloz will be unique from the registry for FazaClo, 
including the name of the VersaCloz REMS registry that will be utilized to make 
the distinction. 

b. Will Douglas and Jazz be forming a shared system which will enable stakeholders 
who enroll in one program to be eligible to prescriber, dispense, or receive both 
VersaCloz and FazaClo? 

c. Will the patient registration number (PRN) issued for patients being prescribed 
FazaClo be the same as the PRN issued for patients being prescribed VersaCloz? 

d. Will the forms approved for the VersaCloz REMS be used by the FazaClo Patient 
Registry? 

2. The REMS document should clearly indicate who has the final responsibility for each 
activity within the program; in particular, for responsibilities shared by the prescriber and 
pharmacist.  (See the attached REMS document for revisions) 

Reference ID: 3177252
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B) Goal 
 
Revise the REMS goal as follows: 

To minimize the risk of agranulocytosis associated with the use of VersaCloz by: 

 Ensuring compliance with the monitoring schedule for White Blood Cell Count 
(WBC) and Absolute Neutrophil Count (ANC) prior to dispensing VersaCloz 

 Preventing re-exposure of patients who have previously experienced agranulocytosis 
or severe granulocytopenis/leukopenia with any clozapine products. 

C) Element to Assure Safe Use  
 
The VersaCloz REMS should contain the following elements to assure safe use (ETASU): 
Prescriber certification, Pharmacy certification, Monitoring requirement, Documentation of safe 
use conditions and Patient registry.  The attached REMS document reflects this.  Additional 
questions and comments about specific elements are below. 
 
Documentation of safe use conditions 

1. Clarify the circumstances under which the pharmacist and the prescriber are responsible 
for verifying the patient registration number  (PRN)?  Do they verify the PRN only the 
first time VersaCloz is prescribed or dispensed or every time VersaCloz is prescribed or 
dispensed?  

2. Describe how a prescriber or pharmacist “verifies” a patient registration number (PRN)?   
 
Patient registry 
 

1. Describe the process for how a prescriber or pharmacist enrolls a patient in the following 
situations.  Include how the process is different online, by phone and by faxing paper 
forms.  Clarify if a healthcare professional can register a patient and choose and affiliated 
healthcare professional without the affiliated healthcare professionals knowledge or 
acknowledgement? 

a. If a patient is new to clozapine treatment?   
b. If a patient is being switched from another clozapine formulation to VersaCloz 

after being on clozapine treatment continuously prior to the switch?  
c. If a patient has been off clozapine treatment for 180 days or longer? 
d. If a patient has been off clozapine treatment for less than 180 days? 
 

2. In reference to the following paragraph, what notifications are being referred to in vi. 
(underlined text)?  Explain what is meant by “appropriate data are available to the 
registry?” 

  

 Douglas will, upon receipt of the completed patient registration form: 

i. Review the form for completeness and clarity 
ii. Verify that the patient is not included in the Clozapine National Non-Rechallenge 

Masterfile 
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G) REMS Supporting Document 
 
The REMS Supporting Document must be consistent with all changes made to the REMS 
document.  
 
If you have any questions, contact Sharonjit Sagoo, Regulatory Project Manager, at 
sharonjit.sagoo@fda.hhs.gov. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
Enclosures: 
VersaCloz REMS document  
Patient Registration Form  
Healthcare Provider Enrollment Form 
Pharmacy Enrollment Form  
Single Patient WBC Count and ANC Monitoring Form  
Multiple Patient WBC Count and ANC Monitoring Form 
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NDA 203479 INFORMATION REQUEST 

 
VersaPharm Inc. 
Attention: John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
1775 West Oak Parkway, Suite 800 
Marietta, GA 30062-2260 
 
 
Dear Dr. Franolic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VersaCloz, (Clozapine oral suspension) 50 mg/mL. 

 
We also refer to your March 23, 2012 submission containing the Container Label and Carton 
Labeling; and your May 4, 2012 submission containing Insert Labeling and Instructions for Use.  

 
The Division of Medication Error Prevention and Analysis has completed their evaluation of 
these submissions and we have the following comments and requests:    
 
A. General Comments for Container Label and Carton Labeling 
 

1. Since VersaCloz is not a name that has been involved in drug name confusion or wrong 
drug errors, the capitalization of the letter “C” is inappropriately applied. Ensure the 
proprietary name, Versacloz, is presented without a capital “C”. 

2. The dosage form statement (“oral suspension”) lacks prominence due to its small size and 
 color which is difficult to see against the white background. The font for the 

dosage form statement should match the font used for the active ingredient statement 
(clozapine, USP) in size, typography, and color. 

3. The statement of strength lacks prominence due to its small size and thin white font 
against the blue background. Increase the size of the statement of strength and use a 
heavier font weight. 

4. The  graphic above the proprietary name is distracting. Delete the graphic to 
minimize clutter and allow additional room for more important information on the 
principal display panel (PDP). 

5. The net quantity statement is too prominent due to its size. Decrease the size of the net 
quantity statement and debold the font. 

6. Add the statement “For Oral Administration Only” to the principal display panel (PDP). 
Postmarketing experience has demonstrated that wrong route of administration errors 
have occurred in the clinical setting when oral liquid products have been inadvertently 
administered as injections. 
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7. Under “How should I store VERSACLOZ?” in the Patient Instructions for Use, the 
statement “Do not refrigerate or freeze” is present. This statement is not on the container 
label, carton labeling, or in the Prescribing Information. Ensure the storage conditions 
statements are consistent throughout all of the labels and labeling. 

 
B. Container Label 
 

1. The statement “Each mL contains 50 mg of clozapine” and the storage conditions are on 
the principal display panel (PDP). Relocate these statements to one of the side panels 
since they are not necessary on the PDP and add clutter to the PDP as well. 

2. The statement “The prescribed amount of suspension should be drawn from the bottle 
using the oral dispenser provided” is located under the dispensing instructions to the 
pharmacist. However, this statement should be prominent for patients. Move the 
statement to the principal display panel. Additionally, we recommend revising the term 
“oral dispenser” to read “oral syringe”. 

3. According to data that you submitted to the Agency, the product should be shaken for at 
least 10 seconds in order to ensure a  suspension. Therefore, revise the 
statement “Shake Well Before Use” to read: “Shake Well for 10 Seconds Before Use”. 
Additionally, change from upper case to title case lettering for improved readability. To 
retain prominence, maintain the bold font or consider the use of color or some other 
means. 

 
C. Carton Labeling 
 

1. The statement “Each mL contains 50 mg of clozapine” is on the principal display panel 
(PDP). Delete it from the PDP since it is redundant and it adds clutter to the PDP. 

2. The list of carton contents is not optimally worded for clarity. Revise to read as follows: 

This Carton Contains: 

One 1 mL oral syringe 

One 9 mL oral syringe 

One bottle adaptor 

This recommendation may change based on the final packaging presentation for this 
product. 

3. Revise the statement “Shake well before use” to read “Shake Well For 10 Seconds Before 
Use” and relocate the statement to the PDP. Additionally, change from upper case to title 
case lettering for improved readability. To retain prominence, maintain the bold font or 
consider the use of color or some other means. 

4. Currently, the section “Dispensing Instructions—Attention Pharmacists:” precedes and is 
attached to the approved Patient Labeling (Patient Information and Patient Instructions 
for Use). The pharmacist is required to tear off this section of the labeling prior to giving 
the Patient Information and Instructions for Use to the patient. Having the dispensing 
instructions for the pharmacist inside the package is error-prone because pharmacists may 
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not always look in the carton to find the dispensing instructions or be aware that these 
instructions are inside the package. Since these instructions are more detailed, replace the 
existing dispensing instructions on the carton with those that are attached to the Patient 
Labeling.  

 
Additionally, pharmacists may be required to dispense partial bottles. Therefore, the 
packaged bottle of oral suspension, oral syringes, bottle adapter, and FDA approved 
patient labeling may not be available to dispense to all patients. Provide information on 
the carton labeling that instructs pharmacists on what to do in this situation. In order to 
accommodate this additional information, consider moving storage information and other 
statements from the back panel to the side panel(s). Additionally, consider removing 
redundant statements. 

 
If you have further questions or need clarifications, please contact Sandra Griffith, Project 
Manager, at 301-796-2445. 

 
 
Sincerely, 
 
{See appended electronic signature page} 
 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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Sagoo, Sharonjit 

From: Sagoo, Sharonjit
Sent: Thursday, June 21, 2012 9:13 AM
To: 'John Franolic'
Subject: RE: NDA 203479 - Questions
Attachments: 6-19-12 DMEPA_Information Request.pdf

6/21/2012

Hi John, 
  
1. The Division of Medication Error Prevention and Analysis has reviewed the human factors study protocol. The 
review team has concluded that the proposed study protocol is inadequate and you are required to submit a 
revised protocol. Please reference the attached letter for our comments. 
  
2. Per 21 CFR 314.50(d)(5)(vi)(b), the applicant shall, under section 505(i) of the act, update its pending 
application with new safety information learned about the drug that may reasonably affect the statement of 
contraindications, warnings, precautions, and adverse reactions in the draft labeling 4 months after the initial 
submission. The CFR - Code of Federal Regulations Title 21 can be found in the FDA website 
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/cfrsearch.cfm. 
  
If there are no further safety updates, simply state so in the Safety Update submission. 
  
Please contact me if there are any questions. 
  
Best regards, 
Sharon 
  
  

Sharonjit Sagoo, Pharm.D.  
LT, U.S. Public Health Service  
Regulatory Project Manager  
Division of Psychiatry Products  
Center for Drug Evaluation and Research, FDA  
Office of Drug Evaluation 1  
Ph: (301) 796-0431  
Email: sharonjit.sagoo@fda.hhs.gov  

  
 

From: John Franolic [mailto:JFranolic@versapharm.com]  
Sent: Tuesday, June 19, 2012 2:39 PM 
To: Sagoo, Sharonjit 
Subject: NDA 203479 - Questions 
 
Hi Sharon‐ 
  
I had a couple of questions regarding our NDA 203479/IND 108466 for Clozapine Oral Suspension. 
  

1.       Validation Human Factors Study:  On Feb 6, 2012 we submitted an IND Amendment (Seq 0005) with a 
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request for FDA to evaluate our protocol for the repeat of the Validation Human Factors study.  We have not 
yet received feedback from the Agency. We were planning on starting this study in late  

 Will the Agency provide feedback on this protocol in the near future? 
  

2.       Safety Update: The original NDA submission dated Dec 28, 2011 (Module 1.11) contained a safety 
update of literature reference to Clozapine through Sept 30, 2011, and AERS database summary through 
March 31, 2011 (as per available data at the time). Do we need to provide further safety updates to the 
NDA at this time or sometime prior to our PDUFA date? 
  

Regards, 
John 
  
John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
VersaPharm Incorporated 
Phone: 770‐373‐5635 
Phone (alternate): 914‐269‐9415 
Fax: 770‐373‐5655 
Email: jfranolic@versapharm.com 
  

This message and any attachment is for the addressee only. This e-mail may contain confidential or legally privileged information 
that is intended only for the individual or entity named as the recipient.  If you are not the intended recipient, you are hereby notified 
that any disclosure, copying, distribution, or reliance upon the contents of this e-mail is strictly prohibited.  If you have received this 
e-mail in error, please contact the sender, so that VersaPharm Incorporated can arrange for proper delivery, and then please delete 
this message.  Thank you. 

6/21/2012
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NDA 203479 INFORMATION REQUEST 

 
VersaPharm Inc. 
Attention: John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
1775 West Oak Parkway, Suite 800 
Marietta, GA 30062-2260 
 
 
Dear Dr. Franolic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VersaCloz, (Clozapine oral suspension) 50 mg/mL. 

 
We also refer to your February 6, 2012 submission to your IND 108466, containing the human 
factors study protocol  (ZPS-483 (Version 1)) entitled: “Validation Human Factors Study: “A 
Study to Evaluate the Dose Dispensing Procedure for  (Clozapine) Suspension (Douglas 
Pharmaceuticals America LTD) Using Patients Stabilized on Clozapine”.   

 
The Division of Medication Error Prevention and Analysis has reviewed the human factors study 
protocol. The review team has concluded that the proposed study protocol is not adequate to 
validate the usability of the dispensing syringes and Instructions for Use (IFU) for clozapine oral 
suspension. You are required to submit a revised protocol based on our comments. We must 
reach agreement on the final protocol prior to implementation of the study.  
 
We have the following comments and requests: 
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B. Overall Study Design 
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C. Study Participants  
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D. Recommendation for Overall Study Design 
 

 

E. Data Collection 
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The patient should be instructed to push the liquid medicine into either side of their 
mouth and to swallow slowly to avoid aspiration. Figure L shows that but the written 
instruction in Step 12 does not say that.  
 
Please revise Step 12 to say: 
“Put the open tip of the syringe into either side of your mouth. Close your lips around 
the syringe as tightly as you can (see Figure L). Push on the plunger so the liquid 
slowly goes into your mouth.  Swallow the medicine slowly as it goes into your 
mouth.” 

 
If you have any questions, call Sharonjit Sagoo, Regulatory Project Manager, at (301) 796-0431. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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NDA 203479 INFORMATION REQUEST 

 
VersaPharm Inc. 
Attention: John Franolic, Ph.D. 
Vice President of Regulatory Affairs 
1775 West Oak Parkway, Suite 800 
Marietta, GA 30062-2260 
 
 
Dear Dr. Franolic: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for VersaCloz, (Clozapine oral suspension) 50 mg/mL. 

 
We also refer to your February 6, 2012 submission to your IND 108466, containing the human 
factors study protocol  (ZPS-483 (Version 1)) entitled: “Validation Human Factors Study: “A 
Study to Evaluate the Dose Dispensing Procedure for  (Clozapine) Suspension (Douglas 
Pharmaceuticals America LTD) Using Patients Stabilized on Clozapine”.   

 
The Division of Medication Error Prevention and Analysis has reviewed the human factors study 
protocol. The review team has concluded that the proposed study protocol is not adequate to 
validate the usability of the dispensing syringes and Instructions for Use (IFU) for clozapine oral 
suspension. You are required to submit a revised protocol based on our comments. We must 
reach agreement on the final protocol prior to implementation of the study.  
 
We have the following comments and requests: 
 

A. Study Products (Materials) 
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B. Overall Study Design 
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C. Study Participants  
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D. Recommendation for Overall Study Design 

 

E. Data Collection 
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The patient should be instructed to push the liquid medicine into either side of their 
mouth and to swallow slowly to avoid aspiration. Figure L shows that but the written 
instruction in Step 12 does not say that.  
 
Please revise Step 12 to say: 
“Put the open tip of the syringe into either side of your mouth. Close your lips around 
the syringe as tightly as you can (see Figure L). Push on the plunger so the liquid 
slowly goes into your mouth.  Swallow the medicine slowly as it goes into your 
mouth.” 

 
If you have any questions, call Sharonjit Sagoo, Regulatory Project Manager, at (301) 796-0431. 
 

Sincerely, 
 
{See appended electronic signature page} 

 
Thomas Laughren, M.D. 
Director 
Division of Psychiatry Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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