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EXCLUSIVITY SUMMARY  

 
NDA # 022542     SUPPL #          HFD # 180 

Trade Name   Viokace 
 
Generic Name   pancrelipase 
     
Applicant Name   Aptalis Pharma US, Inc.       
 
Approval Date, If Known   March 1, 2012       
 
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? 
 

The applicant claims exclusivity for viokace but does not specifically indicate the 
years of exclusivity.  

 
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#             

NDA#             

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) 
is "yes" for any investigation referred to in another application, do not complete remainder of 
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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  

 
     If yes, explain:                                          
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(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  

 
 
 
 

If you have answered "yes" for one or more investigation, identify the NDA in which a 
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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   ! 

! 
YES       !  NO     
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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:  Jagjit Grewal, M.P.H.                     
Title:  Senior Regulatory Health Project Manager 
Date:  February 15, 2012 
 
                                                       
Name of Office/Division Director signing form:  Julie Beitz, M.D. 
Title:  Director, Office of Drug Evaluation III 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
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Version:  6/18/10 
 

 
• [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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MEMORANDUM OF MEETING MINUTES 
 
 
Meeting Date:   February 27, 2012 
Meeting Time:  2:00 PM-2:20 PM EST 
Meeting Type:   Teleconference 
Applications:    NDA 022542 Viokace (pancrelipase) Tablets 
Sponsor/Applicant:  Aptalis Pharma US, Inc. 
Meeting Chair:  Julie Beitz, M.D. 
Meeting Recorder:  Jagjit Grewal, M.P.H. 
 
FDA ATTENDEES:  
Office of Drug Evaluation III 
Julie Betiz, M.D.   Director 
 
Division of Gastroenterology and Inborn Errors Products 
Anil Rajpal, M.D.   Medical Team Leader 
Jagjit Grewal, M.P.H.   Senior Regulatory Health Project Manager 
 

EXTERNAL CONSTITUENT ATTENDEES: 
Aptalis Pharma US, Inc 
Ruth Thieroff-Ekerdt, M.D.  Chief Medical Officer 
David Ellis, PhD.   Vice President Global Regulatory Affairs 
Guy Rousseau, Ph.D.   Executive Director, Regulatory Affairs 
Ivan Shaw    Director, Clinical Development 
 
 
BACKGROUND:   
Reference is made to NDA 022542 Viokace (pancrelipase) Tablets dated October 29, 2009.  
Reference is also made to the class 2, NDA re-submissions dated September 1, 2011. 
 
On February 10, 2012, FDA issued to Aptalis Pharma a proposal for postmarketing 
commitments (PMCs) and postmarketing requirements (PMR) for the referenced NDA.  Aptalis 
submitted email correspondence on February 14, 2012, containing their rationale for why the 
proposed PMR to estimate the prevalence of antibody seropositivity to selected porcine viruses 
in patients taking Viokace was not needed (see Attachment #1).  Aptalis also sent email 
correspondence on February 23, 2012, containing additional justification for not requiring the 
PMR and expanding upon the rationale provided earlier (see Attachment #2).  On February 27, 
2012, FDA requested a brief teleconference with the sponsor to discuss the final determination 
on the need to establish this PMR for Viokace.  
 
 
TELECONFERENCE DISCUSSION:  
FDA asked Aptalis if Viokace, when available, was used more on an intermittent basis to treat 
acute exacerbations rather than chronic use in cystic fibrosis patients.  Aptalis indicated that 
dietary and lifestyle changes are more important aspects to address regarding treatment of 
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chronic pancreatitis (CP) patients.  Viokace would be used in these patients for sudden onset of 
steatorrhea.  Aptalis referred FDA to guidelines provided by the Cleveland Clinic and the 
references noted in their February 23, 2012 correspondence.   
 
FDA asked if Viokace would be used more for acute exacerbations of pain and if patients would 
cease taking the product when the pain subsides.  The sponsor noted that Viokace would not be 
indicated for use to treat pain, but rather steatorrhea.  To treat steatorrhea, the product would be 
used short term. 
 
FDA noted that Viokace may be used in some CP patients for relief of pain and asked if the 
sponsor would be interested in conducting a formal study in the future to evaluate this potential 
treatment.  Aptalis replied that they currently have no plans to conduct a trial evaluating the use 
of Viokace to treat pain in CP patients.  Aptalis noted that in their review of various studies 
(meta-analyses), Viokace did not demonstrate adequate control of pain. 
 
Aptalis confirmed that they plan to include Ultresa in the ongoing collaborative viral 
transmission PMR study being conducted by .  Aptalis stated that the point 
prevalence study will capture the time before and after the first PERT products were approved.  
The protocol would not capture PERT use by brand as it is difficult to re-construct the specific 
PERT a patient may be taking during any one period.  The PMR study would collect a history of 
PERT exposure, but not specifically by brand.  The point prevalence study will be conducted in 
CF patients.   
 
Aptalis noted that Viokace was used in CF patients before the advent of enteric coated products 
in the 1980s.  Viokace may also be used in CF patients for gastrostomy tube procedures.  It may 
be possible to capture some use of Viokace within the ongoing point prevalence viral PMR 
study, but it is difficult to reliably determine what specific PERT a patient may have been on at a 
given time. 
 
Aptalis further indicated that with respects to the point prevalence study in CF patients, to 
demonstrate seropositivity a patient would need at least 6 consecutive months of chronic PERT 
therapy with a suitable dose of enzyme.  CP patients will not meet the long term exposure 
required.  CF patients take large quantities of enzyme over a long period of time.  Additionally, 
since Viokace has been off of the market for a period of time, it is not known if patients that 
switched to an enteric coated product may have received viral exposure from that enteric coated 
PERT.  There are also environmental factors to consider that may increase the potential viral 
exposure. 
 
Aptalis stated that not many studies in CP patients are conducted in the US.  There are a limited 
number of sites available to participate in CP studies and most are based in the eastern US.  This 
provides a challenge in establishing an appropriate representation of potential viral exposure 
across the population. 
 
Aptalis believes that the amount of information and evidence generated from the porcine viral 
transmission PMR in CF patients  would far outweigh the information that 
may be obtained from a separate study of Viokace in CP patients.  
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FDA acknowledged the feasibility issues in conducting a viral PMR study for Viokace as 
outlined by the sponsor.  Therefore, the viral transmission PMR will not be established for 
Viokace.  FDA indicated that if a safety signal is observed from the ongoing viral PMR study in 
CF patients, an additional safety study may be needed in the future with all approved PERTs, 
including Viokace.  Aptalis acknowledge this point. 

 
 

ATTACHMENTS: 
1. Attachment #1 – Aptalis rationale for why a viral transmission PMR is not needed for 

Viokace (dated February 14, 2012) 
2. Attachment #2 – Aptalis additional information to support justification that the viral PMR 

should not be required (dated February 23, 2012) 
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Please review the following proposed postmarketing requirement (PMR) and 
postmarketing commitments (PMCs) for NDA 022542 Viokace (pancrelipase) tablets.  
With your response, provide milestone dates as requested or your concurrence with the 
dates proposed by FDA.   
 
POSTMARKETING REQUIREMENT UNDER 505(o) of the FDCA 

1. An observational study to estimate the prevalence of antibody seropositivity to 
selected porcine viruses in patients with chronic pancreatitis or history of 
pancreatectomy taking VIOKACE (pancrelipase) Tablets compared with patients 
with an appropriate control group. 

 
Provide the following milestone dates: Final Protocol Submission, Study Completion 
Date, and Final Report Submission. 
 

Aptalis Response 2/14/12: 

Aptalis, sponsor for ZENPEP, ULTRESA and VIOKACE, is currently working  
 to develop 

and conduct a harmonized protocol to fulfill post marketing requirements (PMRs) for 
ZENPEP.  This harmonized protocol is a retrospective study that examines patients 
taking Pancreatic Enzyme Replacement Therapy (PERT) and is intended to estimate the 
prevalence of antibody seropositivity to selected porcine viruses in cystic fibrosis 
patients. 

Since the indication for which Viokace will be approved is different to that for which the 
other PERTS are indicated this will necessitate a separate study for Viokace involving 
patients who have received the product for pancreatic insufficiency due to chronic 
pacreatitis or pancreatectomy. While this is potentially feasible, Aptalis would like FDA 
to consider the following points and whether such a study would meaningfully add to the 
sum of knowledge that will likely be gained from the planned harmonized study 
described above: 

1. The existing proposed point prevalence study protocol does not envisage 
discriminating between different PERTs, since it is a retrospective study, and 
switching between PERTS (i.e. Zenpep, Creon, Pancrease, and ULTRESA) 
cannot be excluded or reliably documented. 

2. ULTRESA will be added to this study since it is indicated for pancreatic 
insufficiency due to cystic fibrosis. 

3. There does not appear to be any evidence to suggest that patients with chronic 
pancreatitis or pancreatectomy (the indications for which Viokace will be 
approved) have any difference in their susceptibility to potential infection by the 
viruses of interest. 

4. The number of patients expected to receive Viokace in its approved indication is 
expected to be considerably less than the number of patients receiving PERT 
therapy for cystic fibrosis, and the duration of therapy is likely to be over a shorter 
period of time; i.e. exposure to PERT is much higher in cystic fibrosis patients 
with a higher likelihood of viral transmission, if any. 
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The number of patients expected to receive Viokace in its approved indication is 
expected to be considerably less than the number of patients receiving PERT therapy for 
cystic fibrosis, and the duration of therapy is likely to be over a shorter period of time; 
i.e. exposure to PERT is much higher in cystic fibrosis patients with a higher likelihood 
of viral transmission, if any. 

 

The point prevalence protocol under consideration for the detection of potential transmission of 
porcine virii in the cystic fibrosis (CF) population proposes: 

There are approximately 35,000 CF patients in the United States, and effectively 100% of these 
patients are registered and known to the network of approximately 200 CF centres. 

 

Study centres: Following a review of pancrelipase studies in chronic pancreatitis registered on 
ClinicalTrials.gov, it is estimated that under thirty American clinical study centres active in 
chronic pancreatitis (CP) research have access to a population potentially using PERT. The 
majority of these centres are located in the eastern United States and there is presently no 
uniform distribution of or coordinated network of study centres to permit full representation of the 
American CP population across all regions.  

Population size: The prevalence of CP is difficult to ascertain, with estimates ranging from 
0.45% to 5.0% of the global population and approximately 120,000 patient visits per annum 
(Stevens and Conwell, retrieved 2012). There is no nation-wide registry of patients, in part due 
to multiple etiologies resulting in CP. Based on IMS data for 2009, it is estimated that 
approximately  CP patients in the United States had received at least one 30-day 
prescription for a PERT (VIOKACE or other product). The same data suggests that an average 
of three such prescriptions (an exposure averaging 90 days) are issued per patient, though it is 
not known if these prescriptions run uninterrupted, whether they are staggered, or if patients are 
fully compliant with prescribed treatment. Therefore we estimate that only a small number of CP 
patients will have received PERT for a six month or greater period for management of 
steatorrhea. 

It is estimated that up to 5000 patients per annum may be prescribed VIOKACE for short-
duration treatment within five calendar years following approval and re-introduction of the 
product. 
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Exposure to PERT: Consistent long-term use of PERT for the management of steatorrhea in 
CP patients does not appear to be the norm, as lifestyle management including avoidance of 
alcohol, reduction of daily fat intake and inclusion of medium chain triglycerides in diet are 
important components of patient management. PERT has often been relegated to the 
management of the sudden appearance of steatorrhea suggestive of a temporally-associated 
physical block of pancreatic ducts at the time of occurrence. Long-term use of PERT for 
steatorrhea is therefore likely only to occur in a small minority of the CP population. 

 

References 

Freedman SD. Patient information: Chronic pancreatitis (Beyond the Basics). 
http://www.uptodate.com/contents/patient-information-chronic-pancreatitis-beyond-the-basics 
(retrieved 22-Feb-2012) 

Stevens T, Conwell DL. Chronic pancreatitis. 
http://www.clevelandclinicmeded.com/medicalpubs/diseasemanagement/gastroenterology/chro
nic-pancreatitis/ (retrieved 22-Feb-2012) 

VIOKACE IMS Data; Aptalis Pharma US, Inc. Data on file. 
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FDA is proposing an additional drug substance related postmarketing commitment 
(PMC) as shown below for NDA 022542 Viokace (pancrelipase) tablets.  Please review 
this information and respond with your concurrence and/or proposed revisions by 
February 28, 2012  
 
 
POSTMARKETING COMMITMENTS NOT SUBJECT TO THE REPORTING 
REQUIREMENTS UNDER SECTION 506B 
 
Drug Substance: 

1. Provide an assessment of the viral inactivation capability of the cleaning agents 
currently used in the drug substance manufacturing facility.  

Final Report Submission by September 1, 2012 
  

2. Develop and validate an infectivity assay for PCV1 (Porcine Circovirus 1).  

Final Report Submission by March 1, 2013 
  

3. Establish lot release specifications for PPV (Porcine Parvovirus) and PCV2 (Porcine 
Circovirus 2) for the drug substance.  

Final Report Submission by March 1, 2013 
  

4. Perform additional monitoring of viral load entering the drug substance 
manufacturing process.  The control program should include the selection of human 
pathogenic viruses for monitoring by qPCR.  An appropriate control strategy should 
be proposed.  

Final Report Submission by May 15, 2013 
  

5. Improve the sensitivity of the qPCR assays used for drug substance release testing in 
order to provide adequate assurance that released drug substance will not contain 
EMCV, HEV, PEV-9, Reo1/3, Rota, Influenza, VSV-IND, and VSV-NJ viruses.  The 
revised assays, assay validation data, and acceptance criteria should be submitted to 
the Agency. 

Final Report Submission by April 15, 2013 
  

6. Assess the risk to product quality associated with hokovirus, and submit a control 
strategy for mitigating the risk to product quality.  

Final Report Submission by June 1, 2012 
  

Reference ID: 3093546



NDA 022542 Viokace (pancrelipase) Tablets 
FDA Proposed Additional PMC 2/27/12 
Page 2 
 
 
7. Revise the animal surveillance program and the risk assessment evaluation for source 

animals to capture new and emerging viral adventitious agents.  The proposed 
program should include an example using Ebola virus, recently described in pigs 
from the Philippines, to illustrate how these programs will be implemented.  

Final Report Submission by March 15, 2013 
  

8. Provide the results of leachable/extractable studies for the intermediate storage 
containers, a risk assessment evaluation and a proposed strategy to mitigate the risk to 
product quality.  

Final Report Submission by June 1, 2012 
 
9. Revise release specifications after 30 lots of 1206 and 1252 drug substance have been 

manufactured. 

Final Report Submission by May 15, 2013 
 

Drug Product: 

10. Revise release and stability specifications after 30 lots of drug product have been 
manufactured.  

Final Report Submission by July 2014 
 
11. Include accelerated and/or stressed stability conditions in the annual stability 

protocol.   

Final Protocol Submission by June 2012 
 
12. Submit a stability protocol used to evaluate and extend the maximum cumulative 

storage time of the drug substance and drug product.  The protocol will provide for 
placing on stability the first lot of drug product manufactured using drug substance 
aged beyond drug product manufacturing experience.   

Final Protocol Submission by June 2012 
 

13. Perform in vitro studies to determine the feasibility of administering Viokace 
(pancrelipase) Tablets in an appropriate solution through a gastrostomy tube. 

Final Report Submission by March 2013 
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FDA is proposing the following revisions to the postmarketing commitments (PMCs) for 
NDA 022542 Viokace (pancrelipase) tablets.  Please review the changes and respond 
with your concurrence and/or proposed revisions by February 27, 2012.   
 
 
POSTMARKETING COMMITMENTS NOT SUBJECT TO THE REPORTING 
REQUIREMENTS UNDER SECTION 506B 
 
Drug Substance: 

1. Provide an assessment of the viral inactivation capability of the cleaning agents 
currently used in the drug substance manufacturing facility.  

Final Report Submission by September 1, 2012 
  

2. Develop and validate an infectivity assay for PCV1 (Porcine Circovirus 1).  

Final Report Submission by March 1, 2013 
  

3. Establish lot release specifications for PPV (Porcine Parvovirus) and PCV2 (Porcine 
Circovirus 2) for the drug substance   

Final Report Submission by March 1, 2013 
  

4. Perform additional monitoring of viral load entering the drug substance 
manufacturing process.  The control program should include the selection of 
human pathogenic viruses for monitoring by qPCR.  An appropriate control strategy 

hould be proposed.  

Final Report Submission by May 15, 2013 
  

5. Improve the sensitivity of the qPCR assays used for drug substance release testing in 
order to provide adequate assurance that released drug substance will not contain 
EMCV, HEV, PEV-9, Reo1/3, Rota, Influenza, VSV-IND, and VSV-NJ viruses.  The 
revised assays, assay validation data, and acceptance criteria should be submitted 
to the Agency. 

Final Report Submission by April 15, 2013 
  

6. Assess the risk to product quality associated with hokovirus, and submit a control 
strategy for mitigating the risk to product quality.  

Final Report Submission by June 1, 2012 
  

7. Revise the animal surveillance program and the risk assessment evaluation for source 
animals to capture new and emerging viral adventitious agents.  The proposed 
program should include an example using Ebola virus, recently described in pigs 
from the Philippines, to illustrate how these programs will be implemented.  

Reference ID: 3092089

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)





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

JAGJIT S GREWAL
02/24/2012

Reference ID: 3092089





NDA 022542 
FDA Proposed PMCs 2/21/12 
Page 1 
 
 

 

Please review the following proposed postmarketing commitments (PMCs) for NDA 
022542 Viokace (pancrelipase) Tablets.  Provide your concurrence with the proposed 
PMCs and milestone dates by Thursday, February 23, 2012. 
 

POSTMARKETING COMMITMENTS NOT SUBJECT TO THE REPORTING 
REQUIREMENTS UNDER SECTION 506B 

1. Provide an assessment of the viral inactivation capability of the cleaning agents 
currently used in the facility.  

Final Report Submission by September 1, 2012 
  

2. Develop and validate an infectivity assay for PCV1 (Porcine Circovirus 1).  

Final Report Submission by March 1, 2013 
  

3. Establish lot release specifications for PPV (Porcine Parvovirus) and PCV2 (Porcine 
Circovirus 2) for drug substance .  

Final Report Submission by March 1, 2013 
  

4. Perform additional monitoring of viral load entering the manufacturing process.  The 
control program  include the selection of human pathogenic viruses for 
monitoring by qPCR.  An appropriate control strategy .  

Final Report Submission by May 15, 2013 
  

5. Improve the sensitivity of the qPCR assays used for drug substance release testing in 
order to provide adequate assurance that released drug substance will not contain 
EMCV, HEV, PEV-9, Reo1/3, Rota, Influenza, VSV-IND, and VSV-NJ viruses.  The 
revised assays, assay validation data, and acceptance criteria  be submitted to the 
Agency. 

Final Report Submission by April 15, 2013 
  

6. Assess the risk to product quality associated with hokovirus, and submit a control 
strategy for mitigating the risk to product quality.  

Final Report Submission by June 1, 2012 
  

7. Revise the animal surveillance program and the risk assessment evaluation for source 
animals to capture new and emerging viral adventitious agents.  The proposed 
program  include an example using Ebola virus, recently described in pigs from 
the Philippines, to illustrate how these programs will be implemented.  

Final Report Submission by March 15, 2013 
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8. Provide the results of leachable/extractable studies for the intermediate storage 
containers, a risk assessment evaluation and a proposed strategy to mitigate the risk to 
product quality.  

Final report submitted by June 1, 2012 
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MEMORANDUM OF MEETING MINUTES 
 
 
Meeting Date:   January 30, 2012 
Meeting Time:  12:45 PM-1:30 PM EST 
Meeting Type:   Teleconference 
Applications:    NDA 022222 Ultresa (pancrelipase) Delayed-Release Capsules 
    NDA 022542 Viokace (pancrelipase) Tablets 
Sponsor/Applicant:  Aptalis Pharma US, Inc. 
Meeting Chair:  Emanuela Lacana, Ph.D. 
Meeting Recorder:  Jagjit Grewal, M.P.H. 
 
FDA ATTENDEES:  
Office of Drug Evaluation III 
Julie Betiz, M.D.   Director 
Maria Walsh, R.N.   Associate Director for Regulatory Affairs 
 
Division of Gastroenterology and Inborn Errors Products: 
Andrew Mulberg, M.D.  Deputy Director 
Anil Rajpal, M.D.   Medical Team Leader 
Marjorie Dannis, M.D.  Medical Reviewer 
Jagjit Grewal, M.P.H.   Senior Regulatory Health Project Manager 
 
Office of Biotechnology Products/Division of Therapeutic Proteins 
Emanuela Lacana, Ph.D.  Associate Chief, Lab of Chemistry 
Richard Ledwidge, Ph.D.  Reviewer 
Joel Welch, Ph.D.   Regulatory Health Project Manager 
 
Office of Compliance/Office of Manufacturing and Product Quality/Division of Good 
Manufacturing Practice Assessment 
Zhong Li, Ph.D.   Interdisciplinary Scientist, Chemist 
 
Office of Surveillance and Epidemiology/Office of Medication Error Prevention and Risk 
Management/Division of Medication Error Prevention and Analysis 
Manizheh Siahpoushan, Pharm.D. Safety Evaluator 
 

EXTERNAL CONSTITUENT ATTENDEES: 
Aptalis Pharma US, Inc 
Ruth Thieroff-Ekerdt, M.D.  Chief Medical Officer 
David Ellis, PhD.   Vice President Global Regulatory Affairs 
Guy Rousseau, Ph.D.   Executive Director, Regulatory Affairs 
Jaâfar Zerhouni   Director, Quality Assurance, Canada & Third-Party 
Ivan Shaw    Director, Clinical Development 
Luigi Ghidorsi    Strategic Projects Manager 
Alessandro Martini   Senior Project Manager 
Susan Thornton   Director, Regulatory Affairs 

Page 1 
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3. Aptalis will provide  with a letter of authorization to reference the Viokace NDA for 
Karl Fischer testing. 

 
ATTACHMENTS: 

1. Attachment #1 – FDA comments issued to Aptalis on January 27, 2012. 
2. Attachment #2 – Aptalis response to FDA provided on January 30, 2012. 

 
 
Concurrence: RLedwidge/2-3-12; ARajpal/2-8-12 
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NDA 022222  Attachment #1 
NDA 022542   
 
 

 

FDA is providing the following comments in preparation for the January 30, 2012 
teleconference with Aptalis Pharma regarding NDA 022222 Ultresa (pancrelipase) 
Delayed-Release Capsules and NDA 022542 Viokace (pancrelipase) Tablets: 
 
You have provided limited data to support the transfer of analytical methods for release 
and stability testing to the  testing site.  For example, the lipase and protease 
potency assays were analyzed from a single drug product lot with two replicates.  Your 
method transfer exercise is inadequate because the analysis of the data did not include a 
statistical assessment of the equivalency between the two laboratories, which is critical in 
providing assurance that similar results will be obtained at each testing facility.  
However, in order to perform a meaningful assessment of equivalency you will need to 
analyze additional test samples.  Furthermore, the use of a single lot of drug product does 
not evaluate the variability inherent between different test samples.  While the transferred 
assays have been validated for linearity, specificity, etc., a robust assay transfer study 
should also include different test samples to confirm the validation characteristics the 
assays are purported to possess.   
 
To address these concerns, we recommend that you provide data on multiple lots of drug 
product to allow for a wider range of product characteristics and an analysis of the results 
demonstrating equivalency between the two sites using appropriate statistical 
methodology (equivalency testing) with defined confidence intervals.  The exercise 
should include justifications of acceptance criteria and sample sizes.  
 
Please be prepared to discuss your timeline for submission of this data. 
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Grewal, Jagjit 

From: Guy Rousseau [Grousseau@aptalispharma.com]

Sent: Monday, January 30, 2012 10:56 AM

To: Grewal, Jagjit

Subject: RE: N022222 Ultresa & N022542 Viokace

Attachments: USP 1224 TAP _20120127_151513.pdf; emfinfo.txt

Page 1 of 2

2/2/2012

Hi Mr Grewal: 
  
In preparation for the upcoming teleconference we would like to share with you (and the reviewing team) the 
following: 
  
To support the transfer of the analytical methods from the  site to the   site,   
followed the USP guideline (Proposed new chapter (2009) which is now official 5/1/12 see attached): 
1224 Transfer of Analytical Procedures (TAP).  

o     It indicates that the conventional TAP (comparison and generation of inter‐laboratory 
data) may be omitted under certain circumstances: 

o   One of the examples given is when the personnel in charge of the development, 
validation or routine analysis of the product at the transferring unit are moved to the 
receiving unit which is the case at   

o   In addition, in the  situation, the same equipment has been moved and the 
Quality system and SOPs remain the same 

  
We would also like to bring to your attention that, in the case of Viokace NDA 22‐542, the primary release 
testing lab is Confab while   is an alternate testing lab. 
  
Best regards, 
Guy 
  
Guy Rousseau Ph.D. 
Executive Director Regulatory Affairs Europe and RoW 
Directeur Exécutif Affaires réglementaires Europe et Export 
  

 
Aptalis Pharma 
597, Boul. Laurier, Mont-Saint-Hilaire, Qc, Canada, J3H 6C4 
Tél.: (450) 467-5138 # 2458 | 1 (877) 982-2600 | Fax: (450) 467-9784 
grousseau@aptalispharma.com | www.aptalispharma.com  
  
  

De : Grewal, Jagjit [mailto:Jagjit.Grewal@fda.hhs.gov]  
Envoyé : January-27-12 1:58 PM 
À : Guy Rousseau 
Objet : N022222 Ultresa & N022542 Viokace 
  
Hello Dr. Rousseau, 
  
In follow up to the voice message I left for you, we do not expect to provide you with comments for Monday's 
scheduled teleconference other than those already issued this morning.  Teleconference discussion will focus on 
our comments regarding the methods transfer reports, status of the application review, and path forward.
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Additionally, as noted in your correspondences date December 5, 2011, Aptalis planned to withdraw  as a 
manufacturing facility associated with these NDAs once the methods transfer had been completed.  The transfer 
was expected to be completed by December 21, 2011.  Please confirm that the methods transfer has completed 
and submit updates to your NDAs accordingly. 
  
Jagjit Grewal, M.P.H.  
Senior Regulatory Health Project Manager  
Division of Gastroenterology and Inborn Errors Products  
CDER/OND/ODE III  
Food & Drug Administration  
Phone: (301) 796-0846 || Fax: (301) 796-9905  
Email: Jagjit.Grewal@fda.hhs.gov 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT 
IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of this communication is not authorized.  If you have received this 
document in error, please notify us immediately by telephone at (301) 796-0846.  Thank you. 
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Grewal, Jagjit 

From: Grewal, Jagjit

Sent: Wednesday, December 21, 2011 3:04 PM

To: 'Guy Rousseau'

Cc: Grewal, Jagjit

Subject: RE: N022222 Ultresa & N022542 Viokace - requests for information

Importance: High

Page 1 of 3

12/21/2011

Hello Dr. Rousseau, 
  
Your proposed timeline for the submission of the methods transfer reports is acceptable.  In addition, we have the 
following comments and requests for additional information: 
  
1.       In review of the methods transfer reports provided in your below email, it appears that the following assays 

are not included: 

a.       Ultresa: The amylase , Uniformity of dosage and microbiology test methods 

b.      Viokace: The amylase,  and microbiology test methods 

Please submit the reports for these assays and provide your timeline for submission. 
  
2.       Your assay transfer reports should include relevant data and statistical analysis to demonstrate the 

equivalency of the results obtained from the test method conducted at the two different sites. 
  
3.       Aptalis is now responsible for DMF 15681, formerly owned by Eurand, which provides information on the 

manufacturing process and bulk testing of Ultresa.  Please clarify if the drug product manufacturing and bulk 
release will be maintained under the DMF and provide assay transfer reports, if applicable, for the release 
testing conducted under DMF 15681. 

  
Please confirm receipt of this correspondence.  I can be reached via email or at the below phone number with any 

questions. 
  
  
Jagjit Grewal, M.P.H. 
Senior Regulatory Health Project Manager 
Division of Gastroenterology and Inborn Errors Products 
CDER/OND/ODE III 
Food & Drug Administration  
Phone: (301) 796-0846 || Fax: (301) 796-9905 
Email: Jagjit.Grewal@fda.hhs.gov  
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION 
THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of this communication is not authorized.  If you have received this 
document in error, please notify us immediately by telephone at (301) 796-0846.  Thank you. 

  
 

From: Guy Rousseau [mailto:Grousseau@aptalispharma.com]  
Sent: Tuesday, December 20, 2011 6:19 PM 
To: Grewal, Jagjit 
Subject: RE: N022222 Ultresa & N022542 Viokace 
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Guy Rousseau Ph.D. 
Executive Director Regulatory Affairs Europe and RoW 
Directeur Exécutif Affaires réglementaires Europe et Export 
  

 
Aptalis Pharma 
597, Boul. Laurier, Mont-Saint-Hilaire, Qc, Canada, J3H 6C4 
Tél.: (450) 467-5138 # 2458 | 1 (877) 982-2600 | Fax: (450) 467-9784 
grousseau@aptalispharma.com | www.aptalispharma.com
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 

 

 
NDA 022542 INFORMATION REQUEST 

 
Aptalis Pharma U.S., Inc. 
Attention: Guy Rousseau, Ph.D. 
Executive Director, Regulatory Affairs  
22 Inverness Center Parkway, Suite 310 
Birmingham, AL  35242 
 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We also refer to your September 1, 2011 submission, containing your proposed draft carton and 
container labeling.   
 
We are reviewing the referenced material and have the following comments and information 
requests.  We request a prompt written response in order to continue our evaluation of your 
NDA. 
 
Container Labels and Carton Labeling 
1. Revise the warning statement  to read 

‘Viokace tablets should be swallowed whole. Do not crush or chew tablets.’  As currently 
presented, the warning statement only contains negative language which may be overlooked 
by patients and have the opposite effect of the intended meaning.  Patients may overlook the 
words ‘Do not’ and interpret this statement to mean the tablets can be crushed or chewed. 

 
2. Relocate the warning statement ‘Viokace tablets should be swallowed whole. Do not crush or 

chew tablets.’ (after revised from ) to the 
principal display panels of the container labels and carton labeling.  As currently presented, 
the warning statement lacks prominence and may be overlooked. 

 
3. Include the dosage form (Tablets) immediately following the established name.  As currently 

presented, the dosage form does not appear on the container labels and the carton labeling, 
where the proprietary name and the established names appear (i.e., on the principal display 
panel of the container labels and carton labeling, as well as the side panels of the carton 
labeling).  The revised format may appear as follows: 

‘Viokace 
(Pancrelipase) 
Tablets’ 
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4. Revise the color of the proprietary name, Viokace, to appear less prominent.  As currently 

presented, the color orange distracts attention from other important information such as the 
NDC number and the products strengths.  We recommend using a less prominent color (i.e. 
the color used for the established name) to minimize medication errors due to product 
selection (i.e. dispensing the wrong strength). 

 
5. We recommend using tall man lettering scheme for the middle portion of the NDC numbers 

corresponding to the two different strengths of the product.  Since this product is available in 
two different strengths with very similar NDC numbers, and pharmacists normally rely on 
the middle portion of the NDC number as part of their checking system, highlighting the 
middle portion of the NDC numbers by using tall man letters can help distinguish the two 
similar NDC numbers, making them less prone to mix-ups by the pharmacy staff. 

 
6. Update your proposed labeling to reflect the new company name, Aptalis Pharma U.S., Inc. 
 
Container Labels 
1. Reduce the prominence of ‘Rx only’ on the container labels.  As currently presented, the ‘Rx 

only’ is in close proximity and competes in prominence with the NDC number. 
 
If you have any questions, call Jagjit Grewal, Regulatory Project Manager, at (301) 796-0846. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., M.B.A.  
Chief, Project Management Staff  
Division of Gastroenterology and Inborn 
Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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Grewal, Jagjit 

From: Grewal, Jagjit

Sent: Thursday, December 01, 2011 10:59 PM

To: 'Guy Rousseau'

Cc: Grewal, Jagjit

Subject: RE: N022222 Ultresa & N022542 Viokace - request for information

Importance: High

Page 1 of 3

12/1/2011

Hello Dr. Rousseau, 
  
Reference is made to your NDA 0222222 Ultresa (pancrelipase) capsules and NDA 022542 Viokace 
(pancrelipase) tablets. We also refer to your submissions dated November 16, 2011, containing 
updated manufacturing facility information.  In addition, your submissions provided notification that Aptalis is in the 
process of transferring all test methods from . to . 
  
We have the following requests for additional information: 
  
1.       Please confirm if you plan to withdraw as a manufacturing facility associated with your applications 

once the methods transfer has been completed.  If so, specify when you expect to submit the notice of 
withdrawal to your NDAs.   

  
2.       Provide your timeframe for submitting the assay transfer reports. 
  
3.       Please indicate what assays and equipment are being transferred from the  site to the  

site. 
  
I can be reached via email or at the below phone number with any questions.   
  
Regards, 

Jagjit Grewal, M.P.H. 
Senior Regulatory Health Project Manager 
Division of Gastroenterology and Inborn Errors Products 
CDER/OND/ODE III 
Food & Drug Administration  
Phone: (301) 796-0846 || Fax: (301) 796-9905 
Email: Jagjit.Grewal@fda.hhs.gov  

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION 
THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of this communication is not authorized.  If you have received this 
document in error, please notify us immediately by telephone at (301) 796-0846.  Thank you. 

  
 

From: Guy Rousseau [mailto:Grousseau@aptalispharma.com]  
Sent: Friday, November 18, 2011 12:00 PM 
To: Grewal, Jagjit 
Subject: RE: N022222 Ultresa & N022542 Viokace - request for information 
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Please do not hesitate to contact me should you require any further information.
  
Regards, 
Guy 
  

De : Grewal, Jagjit [mailto:Jagjit.Grewal@fda.hhs.gov]  
Envoyé : November-14-11 3:33 PM 
À : Guy Rousseau 
Cc : Grewal, Jagjit 
Objet : N022222 Ultresa & N022542 Viokace - request for information 
Importance : Haute 
  
Hello Dr. Rousseau, 
  
Per our conversation this afternoon, confirm if any data or information from  is being used in 
support of your NDAs.   
  
Additionally, please indicate if Axcan Scandipharm (Canada) is involved in the product manufacture, and if so, 
provide their specific responsibilities. 
  
Please formally submit your response to the NDAs and include updated establishment information on the FDA 
356h forms as necessary.  I can be reached via email or at the below phone number with any questions. 
  
  
Jagjit Grewal, M.P.H.  
Senior Regulatory Health Project Manager  
Division of Gastroenterology and Inborn Errors Products  
CDER/OND/ODE III  
Food & Drug Administration  
Phone: (301) 796-0846 || Fax: (301) 796-9905  
Email: Jagjit.Grewal@fda.hhs.gov 
THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT 
IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. 
If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby notified that any review, 
disclosure, dissemination, copying, or other action based on the content of this communication is not authorized.  If you have received this 
document in error, please notify us immediately by telephone at (301) 796-0846.  Thank you. 
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NDA 022542 ACKNOWLEDGE – 

 CLASS 2 RESPONSE 
 
Axcan Pharma U.S., Inc. 
Attention: Guy Rousseau, Ph.D. 
Executive Director, Regulatory Affairs 
22 Inverness Center Parkway 
Birmingham, AL  35242 
 
 
Dear Dr. Rousseau: 
 
We acknowledge receipt on September 1, 2011, of your September 1, 2011, resubmission of 
your new drug application submitted pursuant to section 505(b)(2) of the Federal Food, Drug, 
and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We consider this a complete, class 2 response to our November 28, 2010, action letter.  
Therefore, the user fee goal date is March 1, 2012. 
 
If you have any questions, call me at (301) 796-0846. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Jagjit Grewal, M.P.H. 
Senior Regulatory Health Project Manager 
Division of Gastroenterology and Inborn 
Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Researc 

 

Reference ID: 3015744
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NDA 022222 INFORMATION REQUEST 
NDA 022542 
 
CERTIFIED MAIL 
RETURN RECEIPT REQUESTED 
 
Axcan Pharma U.S., Inc. 
Attention: Guy Rousseau, Ph.D. 
Vice President, Regulatory Affairs and Quality Assurance 
22 Inverness Center Parkway 
Birmingham, AL 35242 
 
 
Dear Applicant: 
 
Please refer to your New Drug Applications (NDA) submitted under section 505(b) of the 
Federal Food, Drug, and Cosmetic Act for Ultresa (pancrelipase) Delayed-Release Capsules and 
Viokace (pancrelipase) Tablets. 
 
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 

 
1 These violations include studies conducted by Bioassay Laboratories and BA Research International specific to the 
Houston, Texas facility.  
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searching available documentation to determine which NDAs are impacted by the above 
findings. 
 
To further expedite this process, we ask that you inform us if you have submitted any studies 
conducted by Cetero Research in Houston, Texas during the time period of concern (April 1, 
2005 to June 15, 2010). Please submit information on each of the studies, including supplement 
number (if appropriate), study name/protocol number, and date of submission. With respect to 
those studies, you will need to do one of the following: (a) re-assay samples if available and 
supported by stability data, (b) repeat the studies, or (c) provide a rationale if you feel that no 
further action is warranted.  
 
Please respond to this query within 30 days from the date of this letter. 
 
This information should be submitted as correspondence to your NDAs. 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 Jagjit Grewal, Regulatory Project Manager, at (301) 796-0846. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology and Inborn 
Errors Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

Reference ID: 3015652
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NDA 022542 GENERAL ADVICE 
 
Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Inverness Center Parkway 
Birmingham, AL 35242 
 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We also refer to the August 24, 2010 teleconference between Axcan Pharma US, Inc. and the 
Division of Gastroenterology Products regarding your in vitro studies to determine the feasibility 
of administering the contents of Viokace (pancrelipase) tablets through a gastrostomy tube (G-
tube).  We have the following comments and recommendations.   
 

 

(b) (4)
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If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 

 

(b) (4)
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase)  
 
We are reviewing the labeling section of your submission and have the following comments.   
 
1) Container Labels (10,440 U.S.P. Units lipase/ 39,150 U.S.P. Units amylase/39,150 U.S.P. 

Units protease; 20,880 U.S.P. Units lipase/ 78,300 U.S.P. Units amylase/ 78,300 U.S.P. Units 
protease) 

 
a) Established Name: 
 

i) Per 21 CFR 201.6 and the United States Pharmacopoeia, 12/1/09-10/1/10, USP 32/NF 
27 Monograph-Pancrelipase Tablets, please revise the established name 
from  to (pancrelipase) Tablets 

 
ii) Per 21 CFR 201.10(g)(2), revise the established name presentation to letters printed at 

least half as large as the letters comprising the proprietary name or designation with 
which it is joined, and the established name shall have a prominence commensurate 
with the prominence with which such proprietary name or designation appears, taking 
into account all pertinent factors, including typography, layout, contrast, and other 
printing features.    

 
iii)  Remove the color boxing around the established name and change the font color to 

one color that is legible and provides a sufficient color contrast against the white 
background. As currently presented, the proprietary name is boxed in green whereas 
the established name is boxed in gray resulting in an intervening white line separating 
the proprietary name and the established name boxing. 

 
 
 
 

(b) (4)

(b) (4)
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iv) Ensure that the established name is presented in its entirety on the principle display 
panel and does not wrap around on the side panel. 

 
b) Revise your container labels so that the three active ingredients are boxed as follows: 

 
 
 
 
 
 
 
 
 
 

 
Boxes will represent the product strength on the principle display panel. The boxes 
should be prominently displayed, following the proprietary and established names, and 
should incorporate strength differentiation between the two available Viokace strengths. 
Differentiation may be accomplished through the use of colors, shading, highlighting or 
some other means. Two unique boxing colors should be utilized for the strength 
differentiation of Viokace and should not incorporate another color already utilized on 
the labels. See currently approved pancrelipase product labels and labeling for reference. 
 

c) Include a statement on the principle display panel informing patients and healthcare 
practitioners that Viokace is dosed based on lipase units. 

 
d) Move the statement “ACCOMPANYING MEDICATION GUIDE TO BE DISPENSED 

TO PATIENT” to a different area of the principle display panel so that it is not 
intervening between the established name and strength presentation, ensuring that it 
doesn’t wrap around the side panel and is presented in its entirety on the principle display 
panel. Consider moving the “Rx only” statement to a side panel to ensure adequate room. 
Remove the bold font from “MEDICATION GUIDE.” 

 
e) Per 21 CFR 201.2 and 21 CFR 207.35, please provide the NDC configuration as either a 

3-2 or 4-1 Product-package code configuration. 
 
 
f) Per 21 CFR 201.15 and 21 CFR 201.100 - Please add the statements, “Protect from 

moisture.”, “Avoid excessive heat.” and “Store at 20-25°C (68-77°F)” to the storage 
conditions listed.  

 
 
 
 
 
 
 

 
Each tablet contains: 
Lipase          XXXX USP Units 
Amylase       XXXX USP Units 
Protease        XXXX USP Units 
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If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace, (pancrelipase) Tablets. 
 
We are reviewing the Chemistry Manufacturing and Controls sections of your submission and 
have the following information requests.  We request a prompt written response in order to 
continue our evaluation of your NDA. 
 

1. Regarding the process validation report provided in your amendment dated June 29, 
2010: 

 
a. You have stated that the hold time validation study for the  bulk stored in 

 is described in the interim process validation report #PVIRI-F1120-2009, 
ver. 01. However, you have not provided the report. Submit the validation report 
#PVIRI-F1120-2009, ver. 01 as an amendment to NDA 022542. 

 
b. Please provide the validation results for the bulk tablet holding time for lots 

116235 and 116242 (Viokace 8), and lots 117123 and 117128 (Viokace 16). 
 

2. You have provided trended stability data acquired under accelerated and stressed 
conditions. However you have only submitted trended lipase activity results.  Provide 
trended results for all assays you have conducted. In addition, revise the charts you 
provided by identifying each lot with a separate symbol. 

 
 

3. You performed the moisture test in the final as an in-process control; however you 
did not establish an acceptance criterion for the test.  We also note that  although you 
have measured lipase activity at the final  step during process validation, you are 
not performing this test routinely as an in-process control.   Establish an appropriate 
acceptance criterion for the moisture test and include the lipase activity assay as a routine 
in-process control at the final  step. 

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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NDA 022542 REVIEW EXTENSION –  
MAJOR AMENDMENT 

Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
Dear Dr. Rousseau: 
 
Please refer to your October 29, 2009 New Drug Application (NDA) submitted under section 
505(b) of the Federal Food, Drug, and Cosmetic Act for Viokace, (pancrelipase) Tablets. 
 
On July 9, 2010, we received your July 8, 2010 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 November 30, 2010.   
 
If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Donna Griebel, M.D. 
Director 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022542 CONFIRMATION OF ISSUES DISCUSSED 
 
Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
Dear Dr. Rousseau: 
 
Please refer to your new drug application (NDA) for Viokace (pancrelipase) Tablets. 
 
As discussed by telephone on June 29, 2010 between Axcan Pharma US, Inc. and the Division of 
Gastroenterology Products, you have agreed to provide the following information to your NDA.   
 

1. Clarify which testing site is used for release and stability testing. Identify the location of 
the assay transfers in the NDA, or submit the assay transfer protocols and results as an 
amendment to the NDA. 

 
2. Clarify the packaging process to describe whether capping occurs before or after 

induction sealing.  
 

3. Clarify the qualification program of the drug substance received by . Identify the 
testing site responsible for confirming the quality of the drug substance, and provide 
representative retesting data.  

 
4. Provide a representative Certificate of Analysis for excipients and critical raw materials, 

and a summary of the vendor qualification program.  
 

5. The established acceptance range provided in the NDA for oleic acid appears to be too 
wide; revise the acceptance range based on historical test results, and provide an updated 
acceptance range. 

 
6. A number of discrepancies have been identified between the Certificate of Analysis and 

the batch analysis provided in the submission.  In particular, assays that were present in 
the Certificate of Analysis were not present in the batch analysis, and vice versa. Review 
the NDA submission and harmonize/update data as needed for consistency. 

 
7. Justify why tablet weight was not included as a stability specification.  

 
8. Discrepancies in regard to the proposed storage condition have been identified in the 

NDA.  Clarify which storage condition is recommended. 
 

(b) (4)
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9. Revise the post-approval stability protocol and stability commitment to include early time 
points (1, 3 and 9 month).  Justify why early stability time points were not provided for 
the drug product lots used to support the NDA, and provide updated stability data to 
include the results of the RP-HPLC assay. 

 
10. Justify why the enzyme assays were not included in the forced degradation studies. 

 
11. Provide additional justification to support the conclusion that the  difference in 

protease activity measured in stressed versus unstressed samples is due to experimental 
conditions. 

 
If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
 
 
 
 
 
 
 

(b) (4)
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma US, Inc. 
Attention: Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We also refer to your March 22, 2010 submission, providing the following information in 
response to the comments from the FDA Filing Communication letter dated January 11, 2010.   
 

• The tested lipase activity employing the USP method (i.e., titration using olive oil as a 
substrate). 

• The studied enzyme chromatographic profile in Viokace  Tablet using UV at 280 nm. 
• The tested dissolution of Viokace  Tablet using UV but at 260nm. 

 
We are reviewing the Biopharmaceutical section of your submission and have the following 
comments and information requests.  We request a prompt written response in order to continue 
our evaluation of your NDA. 
 
For dissolution testing, you reported that you detect the total protein released in the medium at 
pH 4.5.  This UV method is not specific and the percentage of total protein dissolved may be 
irrelevant to the amount of lipase released and/or the lipase activity present in the pH 4.5 
medium. 
 
Please provide justification as to why:  
 

1. the USP method to detect the lipase activity in the dissolution medium is not used.  
Instead you opted to use the UV method to detect total protein released in the pH 4.5 
medium. 

2. you used  instead of UV 280 nm for the detection in the dissolution testing. 
 
 
 
 

(b) (4)

(b) (4)

(b) (4)
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If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., M.B.A.  
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY 
CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER 
APPLICABLE LAW. 

If you are not the addressee, or a person authorized to deliver this document to the addressee, you are hereby 
notified that any review, disclosure, dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, please notify us immediately by 
telephone at (301) 796-1218.  Thank you. 
 
 
 
 

13 pages of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page 
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma US, Inc. 
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, AL 35242 
 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace, (pancrelipase) Tablets. 
 
We are reviewing the Chemistry Manufacturing and Controls sections of your submission and 
have the following information requests.  We request a prompt written response in order to 
continue our evaluation of your NDA. 
 
1) You submitted a process validation protocol for the VIOKACE manufacturing process. 

Please clarify whether the protocol has been implemented; if the protocol has been 
implemented, provide the process validation report and results. 

 
2) You included stability data acquired under the proposed storage conditions for VIOKACE. 

Provide available results and trended data for stability studies conducted under accelerated 
and stressed conditions. Include the 95% confidence intervals in the trend analysis plots. 

 
3) Clarify whether the to-be-marketed product (TbMP) is the same formulation as the 

previously marketed product (PMP).  
a) If the TbMP and PMP are the same formulation:  identify how long the PMP was 

marketed, and identify the approximate date at which postmarketing data for the PMP 
first became available.  

b) If the TbMP and PMP are not the same formulation:  provide a brief description of the 
changes in the formulation.  
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If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma Us, Inc.  
Attention:  Guy Rousseau, Ph.D. 
VP Regulatory Affairs and Quality Assurance 
22 Iverness Center Parkway 
Birmingham, Al 35242 
 
Dear Dr. Rousseau: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We are reviewing the Clinical section of your submission and have the following information 
requests.  We request a prompt written response in order to continue our evaluation of your 
NDA. 
 

1. On pages 35 to 36 of the VIO16EPI07-01 Study Report, you state that drugs or products 
known to have an effect on fat absorption or to interfere with the fecal fat test were 
prohibited during the study.  One of the prohibited medications on the list that you have 
provided is Calcium carbonate.  Please provide an explanation of why Calcium carbonate 
is prohibited.   

 
2. In Table 11.4-1 (page 91) of the VIO16EPI07-01 Study Report, you have provided the 

treatment phase coefficient of fat absorption (CFA) for each treatment group (Viokase 16 
and Placebo), and the p-value for the difference between the two groups; however, you 
have not provided the point estimate and 95% Confidence Interval for the difference 
between the two groups.  Please provide the point estimate and 95% Confidence Interval 
for the difference between treatment groups of the treatment phase CFA. 

  
 
If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022542 INFORMATION REQUEST 

 
Axcan Pharma Us, Inc.  
c/o CanReg, Inc.  
Attention: Nicole Brufatto, Ph.D., RAC 
Director, Regulatory Affairs 
450 North Lakeshore Drive 
Mundelein, IL 60060 
 
Dear Dr. Brufatto: 
 
Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Viokace (pancrelipase) Tablets. 
 
We are reviewing the Clinical section of your submission and have the following information 
requests.  We request a prompt written response in order to continue our evaluation of your NDA. 
 

1. For each of the patients with a history of pancreatectomy in Study VIO16EPI07-01, please 
submit short narratives indexed by subject identification number.  These should include a 
brief clinical history for each of the patients including a description of the type of surgery 
(i.e., total or partial pancreatectomy). 

 
2. For Study VIO16EPI07-01, please provide summary tables showing washout phase CFA, 

treatment phase CFA, and change in CFA (from washout phase to treatment phase) separated 
by treatment arm in subgroups defined by the following:  (a) underlying disease (i.e., 
exocrine pancreatic insufficiency {EPI} due to pancreatectomy vs. EPI due to chronic 
pancreatitis); and (b) type of surgery (i.e., history of partial pancreatectomy vs. history of 
total pancreatectomy).  Please provide subject identification numbers for the patients in each 
of these subgroup categories by treatment arm.  Please also submit an electronic dataset that 
includes each of the fields in these summary tables by subject identification number.   

 
If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022542 FILING COMMUNICATION 
 
Axcan Pharma Us, Inc.  
c/o CanReg, Inc.  
Attention: Nicole Brufatto, Ph.D., RAC 
Director, Regulatory Affairs 
450 North Lakeshore Drive 
Mundelein, IL 60060 
 
Dear Dr. Brufatto: 
 
Please refer to your new drug application (NDA) dated October 29, 2009, received October 30, 
2009, submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act, for 
Tradename, (pancrelipase) Tablets. 
 
We also refer to your submissions dated November 2, 2009, November 19, 2009, November 23, 
2009, November 27, 2009, and December 11, 2009. 
 
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 August 30, 
2010. 
 
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 7, 2010. 
 
During our filing review of your application, we identified the following potential review issues: 
 

1. You have proposed two strengths, Viokase 8 and Viokase 16, but only used Viokase 16 
in the clinical and bioactivity (intubation) studies.  Submit a Biowaiver Request for 
Viokase 8, along with a justification for the request (e.g., 

 similar dissolution profiles with f2 values between 50 and 100).  
 

(b) (4)
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2. You have proposed dissolution testing using a  buffer (pH 4.5) medium for both 
strengths, Viokase 8 and Viokase 16, to obtain profiles at 10, 20, 40, 60, 90, and 120 
minutes (Method AXC-030).  However, the dissolution profiles (individual and mean 
data; n=12/lot) cannot be located in the NDA.   In addition, provide a final report with the 
development data (e.g., using different media/pHs, apparatuses, and speeds in rpm) and 
validation data to support your final selection of the proposed dissolution methodology, 
i.e.,  buffer, pH 4.5.  

 
If you have already submitted this information, identify its location within the NDA [Module, 
Volume, Section, and Page Number(s)].   
 
We are providing the above comments to give you preliminary notice of potential review issues.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.   
 
We also have the following comments and requests for information: 

 
1. The following issues/deficiencies have been identified in your proposed labeling.  

Address the identified issues/deficiencies and re-submit labeling by March 16, 2010.  
This updated version of labeling will be used for further labeling discussions. 

I. Highlights of Prescribing Information 

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

b) The highlights limitation statement must read as follows:  “These highlights 
do not include all the information needed to use Tradename safely and 
effectively.  See full prescribing information for Tradename.”  See 21 CFR 
201.57(a)(1). 

c) The drug name must be followed by the drug’s dosage form, route of 
administration, and controlled substance symbol.  This information is missing 
in the SPL version of the label. See 21 CFR 201.57(a)(2).   

d) A general customer service email address or a general link to a company 
website cannot be used to meet the requirement to have adverse reactions 
reporting contact information in Highlights.  It would not provide a structured 
format for reporting.  See 21 CFR 201.57 (a)(11). 

e) Remove the optional heading   

f) Each summarized statement must reference the section(s) or subsection(s) of 
the Full Prescribing Information (FPI) that contains more detailed 
information. 

g) There should be white space between each major heading in Highlights. 

(b) (4)

(b) (4)

(b) (4)
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h) The patient counseling information statement should read “See 17 for 
PATIENT COUNSELING INFORMATION and Medication Guide.” 

II. Full Prescribing Information:  Contents – Table of Contents 

a) The Agency recommends use of a two-column format for the Table of 
Contents, and if possible, that it be limited in length to one-half page.  This is 
adequately formatted in SPL, but not in WORD.  

b) If the Highlights and Table of Contents do not fit on one page, insert the Table 
of Contents on page 2 of the labeling.  

c) Since SPL R4 validation does not permit the inclusion of the Medication 
Guide (MG) as a subsection under the Patient Counseling Information section, 
do not include the MG as a subsection heading in the Table of Contents. 

III. Full Prescribing Information (FPI) 

a) The preferred presentation of cross-references in the FPI is the section (not 
subsection) heading followed by the numerical identifier.  For example, [see 
Use in Specific Populations (8.4)] not See Pediatric Use (8.4).  The cross 
reference should be in brackets.  Because cross-references are embedded in 
the text in the FPI, the use of italics to achieve emphasis is encouraged.  Do 
not use all capital letters or bold print.  This is not done consistently 
throughout the document.  

b) Other than the required bolding [See 21 CFR 201.57(d)(1), (d)(5), and 
(d)(10)], use bold print sparingly.  Use another method for emphasis such as 
italics or underline.   

c) In the ADVERSE REACTIONS section, subsection 6.1 is entitled Clinical 
Studies Experience.  This subsection should be entitled Clinical Trials 
Experience.   

d) In the ADVERSE REACTIONS section, Clinical Trials Experience 
subsection, include the following statement (or appropriate modification) 
preceding presentation of adverse reactions from clinical trials:  “Because 
clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to 
rates in the clinical trials of another drug and may not reflect the rates 
observed in clinical practice.” 

e) The Patient Counseling Information must reference any FDA-approved 
patient labeling.  The phrase “See Medication Guide” is appropriately placed 
at the beginning of the subsection;  however, since SPL R4 validation does not 
permit the inclusion of the MG as a subsection, the MG should not be a 
subsection under the Patient Counseling Information section.  Include at the 
end without numbering as a subsection. 
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If you have not already done so, you must 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.  The 
content of labeling must be in the Prescribing Information (physician labeling rule) format. 
 
Please respond only to the above requests for additional information. While we anticipate that 
any response submitted in a timely manner will be reviewed during this review cycle, such 
review decisions will be made on a case-by-case basis at the time of receipt of the submission. 
 
REQUIRED PEDIATRIC ASSESSMENTS 
 
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication in pediatric patients unless this requirement is waived, 
deferred, or inapplicable. 
 
We acknowledge receipt of your request for a partial waiver of pediatric studies for this 
application.   Once we have reviewed your request, we will notify you if the partial waiver 
request is denied. 
 
We also acknowledge receipt of your request for a partial deferral of pediatric studies for this 
application.   Once we have reviewed your request, we will notify you if the partial deferral 
request is denied. 
 
If you have any questions, call Elizabeth Ford, Regulatory Project Manager, at (301) 796-0193. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Brian K. Strongin, R.Ph., M.B.A. 
Chief, Project Management Staff 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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NDA 022542 NDA ACKNOWLEDGMENT 
 
Axcan Pharma US, Inc. 
c/o CanReg Inc. 
Attention:  Nicole Brufatto, Ph.D., RAC 
Director, CanReg Inc. 
450 North Lakeshore Drive 
Mundelein, IL 60060 
 
Dear Dr. Brufatto: 
 
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: Viokase (pancrelipase, USP) Tablets 
 
Date of Application: October 29, 2009 
 
Date of Receipt: October 30, 2009 
 
Our Reference Number:  NDA 022542 
 
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 December 29, 2009 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 Gastroenterology Products  
5901-B Ammendale Road 
Beltsville, MD 20705-1266 
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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 me at (301) 796-0193. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Elizabeth A.S. Ford, RN 
Division of Gastroenterology Products 
Office of Drug Evaluation III 
Center for Drug Evaluation and Research 
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