
 

 

 
 

  
 

    

 
 

 

 

 

 

  

    

 

 

 

  

   

  

   

   

Office of Clinical Pharmacology Review  

NDA or BLA Number 22202 S13 

Link to EDR \\CDSESUB1\evsprod\NDA022202\0105 
\\CDSESUB1\evsprod\NDA022202\0121 

Submission Date 11/09/2018, 5/31/2019 
Submission Type [Standard review] 
Brand Name Zipsor 
Generic Name Diclofenac Potassium 
Dosage Form and Strength Liquid Filled Capsules, 25 mg 
Route of Administration Oral 
Proposed Indication Relief of mild to moderate acute pain in 

adults (18 years of age or older). 
Applicant Assertio Therapeutics, Inc. 
Associated IND [63,308] 
OCP Review Team [Srikanth C. Nallani, Ph.D.] 
OCP Final Signatory [Yun Xu, Ph.D.] 

Clinical Pharmacology Summary:     

Xandodyne Pharmaceuticals transferred ownership of Zipsor NDA to Depomed Inc, who then 

transferred ownership to Assertio Therapeutics, Inc.  This Post‐Approval Supplement is intended to fulfill 

the requirements only under PMR 1053‐1, and to support proposed labeling changes related to the 

treatment of pediatric patients ages ≥ 12 to 17 years (inclusive) with mild to moderate acute pain. 

Regulatory history on this NDA and discussions relevant to the supplement are in Appendix 1. 

Two clinical studies were conducted by the Sponsor: 

1. Study XP21L‐402: Open‐Label Study of the Pharmacokinetics and Safety of ZIPSOR 

(Diclofenac Potassium Soft Gel Capsules) in Pediatric Subjects (Ages 12‐17) with Mild to 

Moderate Acute Pain; and 

2. Study 81‐0072: A Phase 4, Open‐Label Study of the Safety and Efficacy of ZIPSOR (diclofenac 

potassium) Liquid Filled Capsules in Pediatric Subjects (Ages 12‐17 years) with Mild to 

Moderate Acute Pain.  This study is new and will be reviewed by medical officer.  This study 

does not have any pharmacokinetic assessments.   

Study XP21L‐402 was submitted 
(b) (4)

 on 10/19/2012 and the study report and data 

were reviewed and documented in clinical pharmacology review dated 4/11/2013, which concluded that 

the submission is acceptable from a Clinical Pharmacology perspective provided that mutually 

satisfactory agreement can be reached between the sponsor and the Agency regarding the language in 
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the package insert. The Agency provided the written response to the 18 Nov 2013 meeting request.  In 

this correspondence, the Agency clarified, “To allow extrapolation of efficacy from adults to pediatric 

patients 2 years and above, the pharmacokinetic profile and exposure in pediatrics should be 

comparable to that in adults”.  The sponsor submitted a Table comparing PK of diclofenac following 

Zipsor administration in adults and pediatrics (12‐17 years).  PK Data below 2 years of age is not 

available at this stage. 

Table: Pharmacokinetic Parameters Following Oral Administration of Zipsor 25 mg in Adults and 

Pediatric Patients. 

The numerical difference between table submitted by sponsor above and the proposed label are due to 

combining of single (Day 1) and multiple‐dose (Day 2 following dose # 5) data in the table above from 

pediatric Study XP21L‐402. 

Labeling Changes Proposed: Underlined text indicates sponsor’s proposed 

The pharmacokinetics of ZIPSOR was assessed in 24 healthy, normal adult volunteers who received 25 mg ZIPSOR under fasting 
conditions. The mean pharmacokinetic parameters for ZIPSOR are shown in Table 4. The pharmacokinetics of ZIPSOR was also 
assessed in pediatric patients 12 to 17 years of age [see Specific Populations: Pediatric] and was found to be similar to adults. 

Specific Populations 
Pediatric: The pharmacokinetics of ZIPSOR was assessed in 24 pediatric patients ages 12 to 17 with mild to moderate acute pain who 
received 25 mg ZIPSOR every six hours for up to four days. The mean pharmacokinetic parameters of ZIPSOR on Day 1 in pediatric 
patients ages 12 to 17 years are shown in Table 5. Peak plasma levels 
were noted in 1 hour with an elimination half-life of less than 2 hours in pediatric patients ages 12 to 17. The pharmacokinetics of 

(b) (4)

ZIPSOR in pediatric patients 12 to 17 years of age was similar to that in adults.  

Table 5 
Mean Pharmacokinetics of ZIPSOR (Day 1) in Pediatric Patients 12 to 17 Years of Age 
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Reviewer’s comment: The submitted table is consistent with observations noted in clinical 

pharmacology review dated 4/11/2013. The proposed labeling is acceptable with a marking that the 

data is from Day 1 of the multiple dose PK study. 

Conclusion: The submitted labeling supplement is acceptable from a clinical pharmacology perspective 

with the above noted labelling changes. 
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3350899 01 Aug 2013 The Agency provided written responses to the studies needed to fulfill PMR 
1053-1. Advice included the following: 
• Safety data from a total of 50 adolescent patients treated for acute pain from 
Studies XP21L-402 and 81-0072, combined with safety data from the literature, 
could be sufficient to fulfill PMR 1053-1. 

SN0071 18 Nov 2013 Sponsor submitted a Type C Meeting Request to gain FDA input on the 
protocol for the age group 2–12 years (PMR 1053-2). 

3484833 07 Apr 2014 The Agency provided the written response to the 18 Nov 2013 meeting request 
• The Agency clarified, “To allow extrapolation of efficacy from adults to 
pediatric patients 2 years and above, the pharmacokinetic profile and 
exposure in pediatrics should be comparable to that in adults” 

5 

Reference ID: 4460475 



 

APPEARS THIS WAY ON ORIGINAL

6 

Reference ID: 4460475 



 

 

APPEARS THIS WAY ON ORIGINAL

7 

Reference ID: 4460475 



--------------------------------------------------------------------------------------------

--------------------------------------------------------------------------------------------

------------------------------------------------------------

Signature Page 1 of 1 

This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 

/s/ 

SRIKANTH C NALLANI 
07/10/2019 05:32:06 PM 

YUN XU 
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