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EXCLUSIVITY SUMMARY  

 
NDA # 22496     SUPPL #          HFD # 170 

Trade Name   Exparel 
 
Generic Name   Bupivacaine Liposome Injectable Suspension 
     
Applicant Name   Pacira Pharmaceutical, Inc.       
 
Approval Date, If Known   October 28, 2011       
 
PART I IS AN EXCLUSIVITY DETERMINATION NEEDED? 
 
1.  An exclusivity determination will be made for all original applications, and all efficacy 
supplements.  Complete PARTS II and III of this Exclusivity Summary only if you answer "yes" to 
one or more of the following questions about the submission. 
 

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

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

    YES  NO  
 

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

 
      

 
If it is a supplement requiring the review of clinical data but it is not an effectiveness 
supplement, describe the change or claim that is supported by the clinical data:              

           
      

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

3 years 
 

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

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

     YES  NO  
 
IF THE ANSWER TO QUESTION 2 IS "YES," GO DIRECTLY TO THE SIGNATURE BLOCKS 
ON PAGE 8 (even if a study was required for the upgrade).   
 
 
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES 
(Answer either #1 or #2 as appropriate) 
 
1.  Single active ingredient product. 
 
Has FDA previously approved under section 505 of the Act any drug product containing the same 
active moiety as the drug under consideration?  Answer "yes" if the active moiety (including other 
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this 
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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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 

NDA# 016964 Marcaine Hydrochloride 

NDA# 018304 Sensorcaine 

NDA# 022046 Bupivacaine Hydrochloride 

NDA# 018692 Marcaine  
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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 
demonstrate the safety and effectiveness of this drug product?  
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   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: 

 
There were two clinical investigations submitted by the Applicant that were essential 
to the approval of this product: 
 
Study SKY0402-C-317 was a multicenter, randomized, double-blind, placebo-
controlled study that evaluated the safety and efficacy of 106 mg of EXPAREL in 
193 patients undergoing bunionectomy.   
 
Study SKY0402-C-316 was a multicenter, randomized, double-blind, placebo-
controlled study that evaluated the safety and efficacy of 266 mg of EXPAREL in 
189 patients undergoing hemorrhoidectomy.   
 

 
 
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: 
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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  

 
 
 
 

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"): 

 
There were two “new” clinical investigations submitted by the Applicant that were 
essential to the approval of this product (the investigations are also listed in 2(c): 
 
Study SKY0402-C-317 was a multicenter, randomized, double-blind, placebo-
controlled study that evaluated the safety and efficacy of 106 mg of EXPAREL in 
193 patients undergoing bunionectomy.   
 
Study SKY0402-C-316 was a multicenter, randomized, double-blind, placebo-
controlled study that evaluated the safety and efficacy of 266 mg of EXPAREL in 
189 patients undergoing hemorrhoidectomy.  

 
 
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 # 069198  YES   !  NO       
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      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND # 06198  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   ! 

! 
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:   
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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 022496 NDA ACKNOWLEDGMENT 
 
Pacira Pharmaceuticals, Inc. 
10450 Science Center Drive 
San Diego, CA 92121 
 
Attention:  Dwain K. Allen 

Director, Regulatory Affairs 
 
Dear Mr. Allen: 
 
We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following: 
 
Name of Drug Product: SKY0402 (bupivacaine extended-release liposome injection) 
 
Date of Application: September 28, 2010 
 
Date of Receipt: September 28, 2010 
 
Our Reference Number:  NDA 022496 
 
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 November 27, 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. 
 
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address: 
 

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



NDA 022496 
Page 2 
 
 

 
All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound.  The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area.  Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved.  Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/DrugMasterFil
esDMFs/ucm073080.htm 
 
If you have any questions, call Tanya Clayton, Senior Regulatory Project Manager, at (301) 796-
0871. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Tanya Clayton 
Senior Regulatory Project Manager 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496  Exparel: Informtion Request
Date: Thursday, October 13, 2011 3:40:53 PM

 
Dear Dwain,  
We have the following information request.  
   
Regarding the temperature indicators on the carton and container labels, conduct 
the following studies as outlined or provide the data, if available.  

 
A. Effect of heat: 

Test material: Drug product stored in its secondary packaging 

Monitoring:  Measurement of temperature on the secondary packaging and 
inside the vial 

Conditions:  Place the product in an environmental chamber at 25○C 
including devices to measure the temperature on the carton and in the 

vial.  Increase the temperature to 45○C

 and hold the temperature at that value for up to eight hours. 

Observation:  Record the temperatures on the carton and in the vial. 
Record the time and temperature when the indicator on the package turns 
red.  Measure the PSD at appropriate time points.

B. Effect of freezing: 

Test material: Drug product stored in its secondary packaging 

Monitoring: Measurement of temperature on the outside of the vial. 

Conditions:  Place the product in an environmental chamber or a cooling 

bath at 25○C including a device to measure the temperature in the vial.  

Reference ID: 3031993



Decrease the temperature to -15○C

 and hold the temperature at that value for up to eight hours. 

Observation:  Record the temperatures in the vial.  Record the time and 
temperature when the indicator on the vial turns white.  Measure the % free 
bupivacaine and the visual appearance of the vial at appropriate time 
points.

 
I ask that you provide this information as soon as possible.  Any questions 
regarding this request, please contact me. 

Regards,  
Sharon 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 Exparel: Information Request Regarding Patent Certification
Date: Tuesday, October 04, 2011 6:28:32 PM

Dear Dwain,
We are unable to ascertain what patent certification (Paragraph II, "no relevant 
patents" or something else) Pacira intended to cite in the NDA submission.  
Provide the exact patent certification that was intended for this NDA.  If it was 
intended to be a "no relevant patents" statement, then you must resubmit using 
the exact language provided under 21CFR 314.50(i)(1)(ii).  I ask that you provide 
this information by noon (EST) Thursday, October 6, 2011.  
 
Regards,
Sharon
 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496: DRAFT FDA Edited Label
Date: Friday, September 30, 2011 6:53:42 PM
Attachments: DRAFT FDA EDITED LABEL 093011.pdf 

Dear Dwain,
Please find attached the DRAFT FDA edited label for Exparel.  Please note that 
section 14 is not included in this draft.  We will provide the edits for this section at 
a later date.  Please also note, that there may be additional edits to the sections 
provided this draft.  I ask that you provide your concurrence or objections with 
justification to our edits by noon (EST) Friday, October 7.  If you have any 
questions, please contact me.
 
 
Regards,
Sharon
 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject:  NDA 22496 Exparel: Information Request
Date: Friday, September 23, 2011 11:48:40 AM

Dear Dwain,  
We have the following request for information.  
  

1. Confirm whether all the plasma bupivacaine levels were measured at the 
same laboratory. 

2. Confirm whether the specimens that had high levels (>750 mcg/L)  were 
retested and if so, specify whether the results were different on re-evaluation. 
Also, provide information as to whether 

    it is possible to determine if those specimens contained Exparel liposomes. 

3. Clarify whether you tested or could test for bupivacaine levels in blood 
samples with small quantities, consistent with possible systemic exposures, of 
Exparel added. 

   Also, Exparel should be added to whole blood    prior to centrifugation.  
Specify if that technique was used in the original determinations.

I ask that you provide a response as soon as possible.  

 
Regards,  
Sharon 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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NDA 22-496, SKY0402 (bupivacaine liposome extended-release injectable suspension)  
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ATTACHMENT 

Summarized below is Pacira’s response to FDA’s Information Request communicated via email 
on September 23, 2011, by Sharon Turner-Rinehardt, Senior Regulatory Health Project Manager 
(DAAAP): 

NOTE: FDA’s IR is in bold font; Pacira’s response follows in regular font. 

 

FDA Question 1: Confirm whether all the plasma bupivacaine levels were measured at the 
same laboratory. 

Pacira Response:   

For all clinical studies that included a drug pharmacokinetic component, plasma bupivacaine 
levels were assayed by the same laboratory:   which utilized a validated LC-
MS/MS bioanalytical method (reference is made to the original NDA 22-496, Sequence 0000, 
Section 2.7.1.1.2, Summary of Biopharmaceutic Studies and Associated Analytical Methods).  
Regarding the nonclinical GLP studies, one of two laboratories was used:   

  Both laboratories also used validated methods (reference is made to the original 
NDA 22-496, Sequence 0000, Section. 4.2.2.1, Analytical Methods and Validation Reports). 
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FDA Question 2: Confirm whether the specimens that had high levels (>750 mcg/L) were 
retested and if so, specify whether the results were different on re-evaluation. Also, provide 
information as to whether it is possible to determine if those specimens contained Exparel 
liposomes. 

Pacira’s response: 

The upper limit of the bupivacaine calibration curve is 500 mcg/L.  All samples which initially 
gave a result above this concentration were reanalyzed after dilution with control matrix so that 
the response was within the range of the bupivacaine calibration curve.  An incurred sample 
reanalysis (ISR) for studies  and 316 (the studies that included a vast majority of the samples 
>750 mcg/L) was also performed and this included 9 samples that had high plasma levels (>750 
mcg/L).  All of these 9 retested samples gave results that were within 20% of the original value.  
All ISR was performed on the same plasma sample aliquot that had been used for the initial 
analysis.   

With respect to FDA’s second question (i.e. if specimens contained liposomes), it is highly 
unlikely that plasma samples received by the test lab contained intact EXPAREL multivesicular 
liposomal particles.  Freezing of plasma samples (during shipping and storage) will result in 
disruption of liposome and release of encapsulated bupivacaine, as was described in Section 
3.2.P.8.3 of the NDA. 

In addition, the LC-MS/MS bioanalytical test method mixes plasma samples with an organic 
solvent (reference is made to the original application, Sequence 0000, Section 2.7.1.1.2), which 
dissolves/break down liposomal membrane, to extract all bupivacaine from the plasma sample.  
Therefore, any liposome that possibly survives freezing would be destroyed by the extraction 
procedure. 

Bupivacaine analysis is therefore a measurement of the entire bupivacaine content in plasma, 
regardless of whether this represents unencapsulated bupivacaine or bupivacaine encapsulated in 
EXPAREL liposomes. 
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FDA Question 3: Clarify whether you tested or could test for bupivacaine levels in blood 
samples with small quantities, consistent with possible systemic exposures, of Exparel 
added. Also, Exparel should be added to whole blood prior to centrifugation.  Specify if 
that technique was used in the original determinations. 

Pacira’s Response: 

Although spike and recovery of EXPAREL in whole blood has not been performed, we believe 
the assay is adequate in determining total bupivacaine content in the blood sample for the 
reasons outlined below.   

The density of EXPAREL liposomal particles is lower than the density of plasma (1.007 vs. 
1.025 g/cm3, respectively), and after centrifugation will end up on the surface of the plasma 
layer; in-house feasibility studies have demonstrated this phenomenon.  Therefore, if intact 
liposomal particles are present in whole blood, centrifugation to obtain plasma will result in all 
EXPAREL particles being captured in the plasma fraction.  During shipping and storage of 
frozen samples, most particles present will be ruptured by freezing and any remaining particles 
will be destroyed by the solvent extraction procedure described above.    

Thus, whether EXPAREL particles are present or not in the whole blood, procedures used for 
plasma preparation, shipping, storage, and solvent extraction will result in accurate measurement 
of total bupivacaine content (encapsulated and unencapsulated) in the whole blood. 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 Exparel: Information Request
Date: Wednesday, September 21, 2011 9:49:44 AM

Dear Dwain,  
We have the following request for information.  
   
Indicate where in the NDA application the following information can be 
found 

1. The rationale that findings from the pivotal studies conducted abroad 
can be extrapolated to the US population. 

 

I ask that you provide a response by 10 am (EST) tomorrow, Thursday, 
September 22, 2011 or sooner.  If you have any questions, please contact me.

Regards,  
Sharon 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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ATTACHMENT 

On September 21, 2011, an FDA information request was received by Pacira via an email from 
Ms. Sharon Turner-Rinehardt, Sr. Regulatory Health Project Manager, that requested the 
following information: 

 

FDA Question 1: The rationale that findings from the pivotal studies conducted abroad can 
be extrapolated to the US population. 

 

Pacira Response:   

The two pivotal clinical studies are Study No. SKY0402-C-317 (conducted in the United States 
and Study No. SKY0402-C-316 (conducted ex-United States). 

SKY0402-C-317 (Bunionectomy) was a Phase 3, multicenter, parallel-group, placebo-controlled, 
randomized, double-blind study to evaluate the efficacy and safety of intraoperative 
administration of SKY0402 compared to placebo conducted in the United States. 

SKY0402-C-316 (Hemorrhoidectomy) was a Phase 3, multicenter, parallel-group, placebo-
controlled, randomized, double-blind study to evaluate the efficacy and safety of SKY0402 
compared to placebo.   

The rationale that findings from the pivotal studies conducted abroad can be extrapolated to the 
US population is based on several considerations.  These include: 1) one of the two pivotal 
studies was conducted exclusively in the United States, 2) in the second pivotal study, conducted 
ex-US, all enrolled subjects were White/Not Hispanic or Latino, 3) SKY0402 is intended for 
local administration into the surgical wound; therefore studies of the effect of food on 
bioavailability were considered not applicable, 4) SKY0402 is intended for single-dose-
administration, and 5) subgroup analysis conducted on ethnicity and race in the two pivotal 
studies SKY0402-C-317 and SKY0402-C-316 did not find any clinically significant differences 
in either efficacy or safety.   

Studies have been conducted in the US, Australia, United Kingdom, Belgium, the Netherlands, 
Czech Republic, the Republic of Georgia, Serbia, and Poland.  As the demographics in these 
countries are reasonably similar, other than the expected decreased ethnic diversity outside the 
US, it is not expected that the non-US studies differ in a clinically meaningful way from the US 
studies. 

These data are discussed in various sections of the NDA.  Please see below excerpts that are 
copied from the NDA: 

2.5   Clinical Overview 

2.5.1.5   Timing of Submission 

There are no studies currently ongoing and no new studies are planned to be initiated in 
2010.  Studies have been conducted in the US, Australia, United Kingdom, Belgium, the 
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the ex-US populations differ in a clinically meaningful way from each other as patients who 
would receive SKY0402 after approval.   

2.5.4.3.2.3  Subgroup Analyses of Combined Studies 

Based on combined data from the pivotal Phase 3 studies SKY0402-C-316 and SKY0402-C-317, 
the primary efficacy endpoint evaluated by subpopulation for any differences in efficacy results 
by age, gender, ethnicity, race, or ASA class showed the following: 

• Efficacy by Age: The mean AUC of NRS-R pain intensity scores from time 0 to 
24 and 72 hours were generally lower in both SKY0402 and placebo groups with 
increasing age: the lowest scores were in subjects >65 years, followed by the 40-<65 
year old group, and the highest AUCs were recorded in the <40 year age group.  
Since pain scores varied by age for both the SK0402 and placebo groups, and since 
the scores in both groups were lower in the older age groups, it is unlikely that there 
is a relationship between AUC of NRS-R pain intensities for SKY0402 and age.   

• Efficacy by Gender: The AUC of NRS-R pain intensity scores were higher in males 
than females for SKY0402-treated and placebo subjects.  Higher pain intensity scores 
were recorded in females receiving placebo and with lower scores following 
SKY0402, this suggests that females may have had greater pain relief with SKY0402 
than males.  However, these differences are not likely to be clinically relevant. 

• Efficacy by Ethnicity: There were no Hispanic or Latino subjects in the 300 mg 
SKY0402 group, but for the SKY0402 120 mg dose group, Hispanic or Latino 
subjects had slightly higher AUC of NRS-R pain intensity scores for time 0 to 24 and 
72 hours than non-Hispanic groups; these findings suggest no significant differences 
in response to SKY0402 by ethnicity. 

• Efficacy by Race: There were no non-Caucasians in the 300 mg SKY0402 group, but 
for the 120 mg SKY0402 dose group, non-Caucasians appeared to have lower AUC 
of NRS-R pain intensity scores from time 0 to 24 and 72 hours than Caucasian 
groups.  For placebo groups, lower AUC of NRS-R pain intensity scores from time 0 
to 24 and 72 hours were reported in Caucasians than non-Caucasians; these findings 
suggest no significant differences in response to SKY0402 by race. 

• Efficacy by ASA Class: There were no ASA Class 3-4 subjects in the 120 mg 
SKY0402 dose group, two subjects in the 300 mg SKY0402 dose group, and three 
subjects in the placebo group.  Consequently, there were too few subjects to draw 
conclusions on efficacy by ASA class in the pivotal studies.  For the SKY0402 All 
Doses group, the mean AUC of NRS-R of pain intensity scores from 0 to 24 hours for 
ASA Class 1-2 subjects was 113.0 and for ASA Class 3-4 subjects was 92.4, and for 
time 0 to 72 hours, values were 337.6 and 285.1, respectively.  For the pooled 
bupivacaine HCl dose group, the mean AUC of NRS-R of pain intensity scores from 
0 to 24 hours for ASA Class 1-2 subjects was 149.8 and for ASA Class 3-4 subjects 
was 109.2, and for time 0 to 72 hours, values were 436.8 and 344.2, respectively.  
While some ASA class group differences were observed in these studies, the 
differences are unlikely to be clinically relevant. 

Reference ID: 3020650



NDA 22-496, SKY0402 (bupivacaine liposome extended-release injectable suspension)  
September 21, 2011 (GENERAL CORRESPONDENCE) 

Pacira Pharmaceuticals, Inc. 4 Confidential 

Taken together, the results indicate that dosing modifications are not necessary for the patient 
subgroups analyzed. 

2.5.5.9   Subgroup Analyses (All Wound Infiltration Studies Pool) 

The TEAEs were analyzed by age, gender, race, ethnicity, and ASA class (ISS Section 5.2.6).  
Across the SKY0402, bupivacaine HCl, and placebo groups, the incidence of TEAEs was 
generally higher in older subjects (≥65 years) and in subjects with pre-existing comorbidities 
(i.e., ASA Class 3-4 subjects).  The incidence of TEAEs was higher among females than males.  
The observed differences in these subgroups were not deemed to be clinical meaningful.  Most of 
the subjects were Caucasian and Non-Hispanic/Latino.  Overall, the numbers of subjects in the 
race and ethnic groups other than Caucasian and Non-Hispanic/Latino are too small to draw 
meaningful conclusions.  However, there does not appear to be any meaningful differences in 
tolerability based on race and ethnicity. 

Please note that further details are provided in 2.7.3 Summary of Clinical Efficacy and 2.7.4 
Summary of Clinical Safety and the ISS as referenced above. 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 Exparel: Information Request
Date: Wednesday, September 21, 2011 9:49:44 AM

Dear Dwain,  
We have the following request for information.  
   
Indicate where in the NDA application the following information can be 
found 

1. The rationale that findings from the pivotal studies conducted abroad 
can be extrapolated to the US population. 

 

I ask that you provide a response by 10 am (EST) tomorrow, Thursday, 
September 22, 2011 or sooner.  If you have any questions, please contact me.

Regards,  
Sharon 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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Patwardhan, Swati 

From: Patwardhan, Swati
Sent: Wednesday, September 21, 2011 8:58 AM
To: 'Dwain Allen'
Subject: RE: Information request for NDA 22496-September 21, 2011

Page 1 of 1

9/21/2011

Dear Dwain, 
  
Please refer to amendment dated September 2, 2011 for NDA 22496. We request the 
following to continue evaluation of your application. 

Provide the data to support the stability of the  
in the revised Master Batch Record submitted in the 

September 2, 2011 amendment.  
Provide the testing that is performed to ensure the quality of this  

. 

We request a response as soon as possible to complete the review. Do not hesitate to contact 
me if there are any questions. 
  
Thank you 

Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  
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 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 022496 INFORMATION REQUEST 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Pacira Pharmaceuticals, Inc. 
10450 Science Center Dr. 
San Diego, CA 92121 
 
Attention: Dwain Allen 

Director, Regulatory Affairs 
 
Dear Mr. Allen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Exparel (bupivacaine extended-release liposome injection). 
 
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, 
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. 
                                                           
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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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 Sharon Turner-Rinehardt, Sr. Regulatory Project Manager, at 
(301) 796-2254. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Parinda Jani 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, 
   and Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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Patwardhan, Swati

From: Patwardhan, Swati
Sent: Friday, September 02, 2011 12:40 PM
To: 'Dwain Allen'
Subject: NDA 22496 IR-9-2-2011

Dear Dwain,
We are reviewing NDA 22496 and have following additional request:

• We recommend that you change the acceptance criterion for  to NMT  which is 
the Limit of Quantitation

• Please refer to the 5th bullet in the Word document provided prior to the T-con on August 29, 
2011. You refer to "acceptable product performance in clinical trials filed in the NDA were 
conducted using product that fell outside of the FDA proposed specifications." Please provide the 
specific batches that were used in these clinical trials

Please acknowledge the receipt.

Swati Patwardhan
Regulatory Health Project Manager for Quality
Office of New Drug Quality Assessment (ONDQA)
Center of New Drug Evaluation and Research
Phone: 301-796-4085
Fax: 301-796-9748
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ii. % Free bupivacaine:  Provide a justification for including S (% supernatant 
volume) in the calculation for % free bupivacaine. 

iii. Total bupivacaine and % free bupivacaine:  Amend the calculation procedure 
to report the content as bupivacaine base. 

c. Regarding Method 053-40008 (In vitro release assay): 

i. Provide the procedure used to qualify new lots or grades of BSA for use in 
the assay. 

ii. Provide data to justify the statement that “Sample tubes can be stored in 
2−8ºC for up to three days before preparation for HPLC analysis.” 

9. Regarding the Batch Analysis:  Provide a response to our request for information (e-
mail dated August 9, 2011) concerning the discrepancies between the data for in vitro 
release in the Certificates of Analysis and the Batch Analysis for batches 04-2502 and 
05-2502. 

10. Regarding the Methods Validation: 

a. Regarding Method 053-40008 (In vitro release assay): 

i. Explain why the data for the instrument-to-instrument precision and the data 
for the day-to day precision for the in vitro release assay are exactly the same.  

ii. Explain why the test method is so sensitive . 

iii. Provide more specific instructions in the test method to ensure that a calibrated 
pipetter capable of delivering 1.80 mL exactly, be used for the procedure.  

b. Regarding Method 053-40013   Provide the peak area percentages 
of the new compounds observed in the forced degradation studies used in the 
validation of the assay for  Describe any attempts that have been made 
to identify these compounds.  

c. Regarding Method 053-00012 (Bupivacaine Related Substances):  Provide the 
calculations for estimating the LOQs and LODs. 

d. Regarding Method 053-40011 (% Free bupivacaine):  Provide a measurement of 
recovery by spiking bupivacaine into samples of Exparel™ and then centrifuging 
the spiked sample and measuring the bupivacaine in the supernatant. 

11. Regarding the Stability: 
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If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief, Branch VIII  
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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NDA 022496 DISCIPLINE REVIEW LETTER 
 
Pacira Pharmaceuticals, Inc. 
10450 Science Center Dr. 
San Diego, CA 92121 
 
Attention:   Dwain Allen 

        Director, Regulatory Affairs 
 
 

Dear Mr. Allen: 
 
Please refer to your New Drug Application (NDA) dated and received September 28, 2010, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Exparel 
(bupivacaine extended-release liposome injection). 
 
The Division of Medication Errors Prevention and Analysis (DMEPA), of the Office of 
Surveillance and Epidemiology (OSE) have completed their review of your proposed carton and 
container labeling, and have identified the following deficiencies. 
 

1. CONTAINER LABELING  
 

a. Revise the dosage form to “Bupivacaine Liposome Extended-Release 
Injectable Suspension” where it appears in labels since this product is a 
suspension that requires multiple inversions to re-suspend the particles prior to 
withdrawal from the vial.   

 
b. Revise the expression of the strength including deleting ‘Bupivacaine’ and 

increasing the prominence of the total mg per total volume: 
1.3% 
133 mg/10 mL 
(13.3 mg/mL) 
 
1.3% 
266 mg/20 mL 
(13.3 mg/mL) 
 

c. Revise the route of administration warning statement to read as follows: “For 
Infiltration ONLY.  Not for administration by any other route of 
administration” 
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If you have any questions, call Sharon Turner-Rinehardt, Senior Regulatory Health Project 
Manager, at (301) 796-2254. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sara Stradley, MS 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and 
Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 EXPAREL: Information Request
Date: Thursday, June 23, 2011 4:03:39 PM

Dear Dwain,  
We have the following information request.  
     
Provide the media fill protocol(s) used to simulate the following six unit 
operations involved in the  manufacturing of the drug product at the 
commercial batch scale using the upgraded processing equipment, piping, 
vessels and process control automation:

Also include the most recent media fill requalifications simulating the 

I ask that you provide a response to this information request by 1pm (EST), 
Monday, June 27, 2011.  Any questions regarding this request, please contact 
me.

 
Regards,  
Sharon  
   
Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
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Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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NDA 022496  

REVIEW EXTENSION –  
MAJOR AMENDMENT 

Pacira Pharmaceuticals, Inc. 
10450 Science Center Dr. 
San Diego, CA 92121 
 
Attention:   Dwain Allen 

        Director, Regulatory Affairs 
 
 

Dear Mr. Allen: 
 
Please refer to your New Drug Application (NDA) submitted and received September 28, 2010, 
under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Exparel (bupivacaine 
extended-release liposome injection). 
 
On May 25, 2011, we received your May 25, 2011, 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 October 28, 2011. 
 
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 2008 THROUGH 2012.”  
If major deficiencies are not identified during our review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing requirement/commitment requests by September 
30, 2011. 
 
If you have any questions, call Sharon Turner-Rinehardt, Senior Regulatory Health Project 
Manager, at (301) 796-2254. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Sara E. Stradley, MS 
Chief, Project Management Staff 
Division of Anesthesia, Analgesia, and 
Addiction Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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 MEMORANDUM OF TELECON 
 
 
DATE:  June 9, 2011 
 
APPLICATION NUMBER: NDA 22496 
 
BETWEEN:   
 

Name:   FDA 
                    

Patrick Marroum, Biopharmaceutics Lead-ONDQA 
Angelica Dorantes, Team Leader-Biopharmaceutics-ONDQA 
John Duan, Biopharmaceutics reviewer-ONDQA 
Danae Christodoulou, CMC Lead, ONDQA 
Art Shaw, CMC reviewer, ONDQA 
Swati Patwardhan, Regulatory Project Manager-quality, ONDQA 

                                   
                 AND 
  
Name: Pacira 
 

Mark Walters, Sr. V.P., Technical Operations, 
Vladimir Kharitonov, Ph.D., V.P. Product Development & Tech. Transfer 
Peter Ying, Ph.D., Sr. Manager, Quality Control 
Glen Knott, Sr. Associate, Regulatory Affairs 
Dwain Allen, Director, Regulatory Affairs 

        
 
SUBJECT:  In Vitro Release testing program for NDA 22-496 
 
This Memo to file documents the teleconference between the Agency and Pacira held on June 9, 
2011, to discuss the adequacy of their proposed approach for the setting of the in vitro release 
specifications of their liposomal product submitted under NDA 22-496.  A set of questions were 
provided prior to the T-con, which are included as an attachment at the end of this Memo. 
 
Reference is made to the IR (information request) Letter sent on June 3, 2011, requesting 
additional in vitro drug release information.   Reference is also made to Pacira’s response via an 
eMail correspondence dated June 6, 2011.  In this eMail Pacira mentions that their understanding 
was that they had already responded adequately to the Agency’s previous requests in their 
Amendment to the NDA dated February 24, 2011.  In our e-mail dated June 7, 2011, we 
informed Pacira that we had reviewed the February 24, 2011 amendment an that our rpsonses in 
the June 3, IR letter were based on that submission.  In an e-mail dated June7, 2011, Pacira 
requested a teleconfernec to seek some clarification related to the comments included in the IR 

Reference ID: 2962922
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T-con June 9, 2011 
 

 

release test be submitted, in which the recommendations made in this teleconference and 
in the previously submitted IR Letter dated June 3, 2011, be considered.  

 
  
      _____________________________ 

Swati Patwardhan 
Regulatory Project Manager-Quality, ONDQA 
 
_____________________________ 
Patrick Marroum 
Biopharmaceutics Lead-ONDQA 
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5. The in vitro release acceptance criteria at 4, 24 and 48 hours are recommended as follows 

while the criterion for the last time point will be determined after the sampling time is 
extended to 96 hours. 

 
4 hours:  
24 hours:
48 hours:

 
We request a response no later than June 15, 2011. 
 
If you have any questions, call Swati Patwardhan, Regulatory Project Manager-Quality, at 301-
796-4085. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Prasad Peri, Ph.D. 
Branch Chief  
Division of New Drug Quality Assessment III 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 

Reference ID: 2955978
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Patwardhan, Swati 

From: Patwardhan, Swati
Sent: Thursday, June 02, 2011 9:53 AM
To: 'Dwain Allen'
Cc: Turner-Rinehardt, Sharon
Subject: RE: Information request for NDA 22496-6/2/2011

Page 1 of 1Message

6/2/2011

Dear Dwain,  
  
Could you specify how many vials are taken for testing for each assay or point to where this 
information can be found in the NDA. 
  
 Thank you  

Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  

  
  

Reference ID: 2955083



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

SWATI A PATWARDHAN
06/02/2011

Reference ID: 2955083





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

SWATI A PATWARDHAN
05/17/2011

Reference ID: 2947835



Patwardhan, Swati 

From: Patwardhan, Swati
Sent: Monday, May 09, 2011 4:57 PM
To: 'Dwain Allen'
Subject: RE: NDA 22-496-IR

Page 1 of 1Message

5/9/2011

Hi Dwain, 

In section 3.2.P.4 you have provided specifications for the DEPC, DPPG and  All of 
these included references to test procedures provided by the DMF holders. You have included 
brief descriptions of these test procedures in their NDA. 

Please clarify if you are performing the tests provided by the DMF holders as part of your 
receipt of the excipients or are you relying on your own Identity and Purity tests along with 
COAs from the suppliers. 

If the test are performed as described by the DMF holders, then we suggest that you 
communicate with the DMF holders concerning comments we sent to the DMF 
holders regarding their test procedures so that Pacira can update the procedures in their NDA. 

- DMF Holder was sent an Deficiency letter on February 25, 
2011 

-DMF Holder was sent an Deficiency letter on February 25, 2011 

-DMF Holder was sent an Deficiency letter on February 25, 2011 

-DMF Holder was sent an Deficiency letter on April 28, 2011 

Thank you 

Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  

Reference ID: 2944172
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 EXPAREL: Information Request
Date: Friday, May 06, 2011 6:11:27 PM

Dear Dwain,
Provide a copy of an Executed batch Record (EBR) using the Master Batch 
Record (MBR) already provided in section 3.2.P.3.3.  The version of the EBR 
already provided in 3.2.R is for an older, smaller process and does not match the 
MBR provided in 3.2.P.3.3.  I ask that you provide this information by Tuesday, 
May 10, 2011.  If you have any questions, please contact me.
 
Regards,
Sharon
 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Office of Drug Evaluation II  
Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Bldg. 22 Room 3193  
Silver Spring, MD 20993-0002  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 22-496 
 METHODS VALIDATION  
 MATERIALS RECEIVED 
Pacira Pharmaceuticals, Inc. 
Attention: Dwain K. Allen 
Director, Regulatory Affairs 
10450 Science Ctr. Dr. 
San Diego, CA 92121 
 
 
Dear Mr. Dwain K. Allen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Exparel (bupivacaine liposomal extended release) 
Injection, 150 mg/10 mL and 300 mg/20 mL and to our 3/31/2011 letter requesting sample 
materials for methods validation testing. 
 
We acknowledge receipt on 4/12/2011 of the sample materials and documentation that you sent 
to the Division of Pharmaceutical Analysis (DPA) in St. Louis. 
 
If you have questions, you may contact me by telephone (314-539-3813), FAX (314-539-2113), 
or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
NDA 22496  
 REQUEST FOR METHODS  
 VALIDATION MATERIALS 
Pacira Pharmaceuticals, Inc. 
Attention: Dwain K. Allen 
Director, Regulatory Affairs 
10450 Science Ctr. Dr. 
San Diego, CA 92121 
 
 
Dear Mr. Dwain K. Allen: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act (FDCA) for Exparel (bupivacaine liposomal extended release) 
Injection, 150 mg/10 mL and 300 mg/20 mL. 
 
We will be performing methods validation studies on Exparel (bupivacaine liposomal extended 
release) Injection, as described in NDA 22496. 
 
In order to perform the necessary testing, we request the following sample materials and 
equipments: 
 

 
Forward these materials via express or overnight mail to: 
 

Food and Drug Administration 
Division of Pharmaceutical Analysis 

Reference ID: 2926708
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Attn: James F. Allgire 
1114 Market Street, Room 1002 
St. Louis, MO  63101 

 
Please notify me upon receipt of this letter.  If you have questions, you may contact me by 
telephone (314-539-3813), FAX (314-539-2113), or email (James.Allgire@fda.hhs.gov). 
 

Sincerely, 
 
{See appended electronic signature page} 
 
James F. Allgire 
Team Leader 
Division of Pharmaceutical Analysis, HFD-920 
Office of Testing and Research 
Office of Pharmaceutical Science 
Center for Drug Evaluation and Research 
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From: Turner-Rinehardt, Sharon
To: "Dwain Allen"; 
Subject: NDA 22496 EXPAREL: Information Request
Date: Friday, March 25, 2011 3:22:30 PM

Dear Dwain,
We have the following information requests.
 
1. Provide a description of how the investigators remained blinded in study 
SKY0402-C-316 and 317 during administration of the study drug.  The syringes 
were to have been covered with finger cots to prevent the investigators from 
seeing the contents (i.e., study drug); however, they were also to have been able 
to discern the presence of blood in the syringe during attempts at aspiration.
 
2. Provide a sample of Exparel in a clear container.
 
3.  Provide a list of all subjects who had plasma bupivacaine levels that were 750 
ng/mL or higher and a copy of their CRFs.
 
4.  Perform an analysis of the safety database (i.e., all clinical studies) identifying 
those subjects who had any sign or symptom of either neurotoxicity or 
cardiotoxicity following administration of study drug. Create a table of the results 
providing the following information in separate columns:
 
                Subject ID
                Study Number
                Study Drug
                Dose
                Adverse event
                Time to onset following study drug administration
                Plasma bupivacaine level at (or closest to) the time of onset - if  
available
                Intervention(s)
                Time to resolution (from time of onset)
                Outcome
 
I ask that you provide a response by noon (EST), Friday, April 1, 2011.  If you 
have any questions regarding this request, please contact me.
 
Regards,
Sharon
 

Reference ID: 2923877



Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia, Analgesia and Addiction Products  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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Patwardhan, Swati 

From: Patwardhan, Swati
Sent: Thursday, March 10, 2011 3:45 PM
To: 'Dwain Allen'
Cc: Turner-Rinehardt, Sharon
Subject: RE: DMF correspondence for NDA 22-496 

Page 1 of 1Message

3/10/2011

Hi Dwain, 
  
While reviewing DMFs in support of your NDA application 22496, following DMF holders were contacted to 
provide additional information request to complete the review of those respected DMFs 
  
    

  
Swati Patwardhan  
Regulatory Health Project Manager for Quality  
Office of New Drug Quality Assessment (ONDQA)  
Center of New Drug Evaluation and Research  
Phone: 301-796-4085  
Fax: 301-796-9748  

MF # DMF holder Subject Communication 
type 

Comm. Date

Reference ID: 2916669
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DEPARTMENT OF HEALTH & HUMAN SERVICES 

 
 
 
Public Health Service 

 
 Food and Drug Administration 

Silver Spring, MD  20993 

 
 

 
NDA 022496 
 

PROPRIETARY NAME REQUEST  
  CONDITIONALLY ACCEPTABLE  

 
Pacira Pharmaceuticals, Inc 
10450 Science Center Drive 
San Diego, California 92121 
  
ATTENTION: Dwain K. Allen 
                         Director, Regulatory Affairs 
    
Dear Mr. Allen: 
 
Please refer to your New Drug Application (NDA) dated September 28, 2010, received  
September 28, 2010, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for 
Bupivicaine Extended-release Liposome Injection, 150 mg/mL and 300 mg/mL. 
 
We also refer to your November 12, 2010 correspondence, received November 12, 2010, requesting 
reconsideration of your proposed proprietary name, Exparel.  We have completed our review of the 
proposed proprietary name, Exparel and have concluded that it is acceptable.  
 
The proposed proprietary name, Exparel, will be re-reviewed 90 days prior to the approval of the NDA. If 
we find the name unacceptable following re-review, we will notify you. 
  
If any of the proposed product characteristics as stated in your November 12, 2010 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 Abolade (Bola) Adeolu, Senior Safety Regulatory Project Manager in the Office 
of Surveillance and Epidemiology, at (301) 796-4264.  For any other information regarding this 
application contact the Office of New Drugs (OND) Regulatory Project Manager, Sharon Turner-
Rinehardt at (301) 796-2254.   
 

Sincerely, 
 
      {See appended electronic signature page}  
       

Carol Holquist, RPh 
Director 
Division of Medication Error Prevention and Analysis 
Office of Surveillance and Epidemiology 
Center for Drug Evaluation and Research 
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From: Turner-Rinehardt, Sharon
To: "dwaina@pacira.com"; 
Subject: NDA 22496 SKY0402 Bupivacaine: Information Request
Date: Thursday, January 20, 2011 10:57:24 AM
Attachments: IR N22496 012011.pdf 

Dear Dwain,
As Tanya Clayton may have mentioned, I am your new project manager for this 
NDA.  My contact information is under my signature. 
 
Also, I have the following information requests. Please see the attached 
document for the first information request and below for the second one.  I ask 
that you respond by 2 pm (EST) Tuesday, January 25, 2011.
 
Request 2:
For Study SKY0402-C-317 (bunionectomy), we have been unable to locate a 
dataset containing the raw pain intensity score for each patient at each 
assessed time point.  Such a dataset was located for Study SKY0404-C-
316.  The dataset was named "NRSR.xpt".  If the dataset was submitted, 
provide the location and name of the dataset within the submission.  If it 
was not included, submit the dataset for Study SKY0402-C-317 using the 
same format as that of the dataset submitted for Study SKY0402-C-316.
 
 
If you have any questions regarding this request, please contact me.
 
Regards,
Sharon
 

Sharon Turner-Rinehardt  
Senior Regulatory Health Project Manager  
Division of Anesthesia and Analgesia Products  
Office of Drug Evaluation II  
Center for Drug Evaluation and Research  
10903 New Hampshire Avenue  
Bldg. 22 Room 3193  
Silver Spring, MD 20993-0002  
Phone: (301) 796-2254  
Fax: (301) 796-9713  
Email: sharon.turner-rinehardt@fda.hhs.gov 
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From: Clayton, Tanya
To: Dwain Allen; 
cc: Clayton, Tanya; 
Subject: Information Request -NDA 22496
Date: Tuesday, January 04, 2011 11:55:14 AM
Attachments: ClinPharm Table.doc 

Hello Dwain, 

I hope you had a great holiday!  The review team is requesting the following information: 

For QT Studies SKY0402-C-105 and SKY0402-C-107 submit the 
following information.  

●     Complete the attached ClinPharm table. 

●     Update variable EGDTC up to seconds for raw triplicate ECG data. 
●     ECG analysis dataset which is the average of the triplicates at each time point. 
●     Give us QTcP slope, QTcI slope of each subject (alpha in report) for different 

models in dataset(s) also, please indicate which model/alpha is chosen for QTcI, 
QTcP calculation in ECG dataset. 

●     Submit all related ECG waveforms to the ECG warehouse at www.ecgwarehouse.
com .  

Please submit the requested items ASAP. 

Kind Regards,  
Tanya D.Clayton  
Senior Regulatory Health Project Manager  
Food and Drug Administration  
Division of Anesthesia and Analgesia Products  
(301) 796-0871 Phone  
Tanya.Clayton@fda.hhs.gov 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
NDA 022496 FILING COMMUNICATION 
 
Pacira Pharmaceuticals, Inc. 
10450 Science Center Drive 
San Diego, CA 92121 
 
Attention:  Dwain K. Allen 

Director, Regulatory Affairs 
 
Dear Mr. Allen: 
 
Please refer to your New Drug Application (NDA) dated September 28, 2010, received 
September 28, 2010 submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and 
Cosmetic Act, for SKY0402 (bupivacaine extended-release liposome injection). 
 
We also refer to your submissions dated October 21, November 8, 12, 18 and 23, 2010. 
 
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, the user fee goal date is July 28, 2011. 
 
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 July 5, 2011. 
 
During our filing review of your application, we identified the following potential review issues: 
 

1. You did not provide a justification for having different acceptance criteria for the percent 
free bupivacaine on stability  compared with at release  

 
2.  In the label, you have not provided an adequate bridge to the reproductive toxicology 

data of the bupivacaine reference drug Marcaine®.  It is not clear how the safety margins 
described for bupivacaine in Marcaine can be applied to your drug product used at the 
maximum recommended human dose. 

Reference ID: 2875837
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If you have any questions, call Tanya Clayton, Senior Regulatory Project Manager, at (301) 796-
0871. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Bob A. Rappaport, MD 
Director 
Division of Anesthesia and Analgesia Products 
Office of Drug Evaluation II 
Center for Drug Evaluation and Research 
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