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EXCLUSIVITY SUMMARY  

 
NDA # 21201     SUPPL #          HFD #       

Trade Name   Asclera 
 
Generic Name   polidocanol 
     
Applicant Name   Chemische Fabrik Kreussler & Co., GmbH       
 
Approval Date, If Known   March 30, 2010       
 
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)(1) 

 
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:              
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d)  Did the applicant request exclusivity? 
   YES  NO  

 
If the answer to (d) is "yes," how many years of exclusivity did the applicant request? 
 

5 
 

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). 

 
      



 
 

Page 3 

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  
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     If yes, explain:                                          
 

                                                              
 

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

 
      

 
                     

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

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

 
Investigation #1         YES  NO  

 
Investigation #2         YES  NO  

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

 
      

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

 
Investigation #1      YES  NO  

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

 
      

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

 
       

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

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

 
Investigation #1   ! 
     ! 

 IND #        YES   !  NO       
      !  Explain:   
                                 

              
 

Investigation #2   ! 
! 

 IND #        YES    !  NO     
      !  Explain:  
                                      
         
                                                             

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

 
 
 
 
 



 
 

Page 7 

Investigation #1   ! 
! 

YES       !  NO     
Explain:    !  Explain:  

                 
  
 
 Investigation #2   ! 

! 
YES        !  NO     
Explain:    !  Explain:  

              
         
 

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

 
  YES  NO  

 
If yes, explain:   
 

      
 
 
================================================================= 
                                                       
Name of person completing form:  Michael Monteleone                     
Title:  Regulatory Project Manager 
Date:  01/05/10 
 
                                                       
Name of Office/Division Director signing form:  Norman Stockbridge 
Title:  Director, Division of Cardiovascular and Renal Products 
 
 
 
Form OGD-011347;  Revised 05/10/2004; formatted 2/15/05 
 



Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-21201 ORIG-1 CHEMISCHE

FABRIK
KREUSSLER & CO.
GMBH

Asclera (polidocanol) 0.5%/1%

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

MICHAEL V MONTELEONE
03/30/2010

NORMAN L STOCKBRIDGE
03/30/2010
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Version:  8/26/09 

ACTION PACKAGE CHECKLIST 
 

APPLICATION INFORMATION1 
NDA #   021201 
BLA #         

NDA Supplement #         
BLA STN #         If NDA, Efficacy Supplement Type:         

Proprietary Name:   N/A 
Established/Proper Name:  Polidocanol 
Dosage Form:          Injection 

Applicant:  Chemische Fabrik Kreussler & Co., GmbH 
Agent for Applicant (if applicable):  Inc Research 

RPM:  Michael Monteleone Division:  Cardiovascular and Renal Products 
NDAs: 
NDA Application Type:    505(b)(1)     505(b)(2) 
Efficacy Supplement:        505(b)(1)     505(b)(2) 
 
(A supplement can be either a (b)(1) or a (b)(2) regardless 
of whether the original NDA was a (b)(1) or a (b)(2). 
Consult page 1 of the NDA Regulatory Filing Review for 
this application or Appendix A to this Action Package 
Checklist.) 
 

505(b)(2) Original NDAs and 505(b)(2) NDA supplements: 
Listed drug(s) referred to in 505(b)(2) application (include 
NDA/ANDA #(s) and drug name(s)):  
 
      
 
Provide a brief explanation of how this product is different from the 
listed drug. 
        
 

  If no listed drug, check here and explain:         
Prior to approval, review and confirm the information previously 
provided in Appendix B to the Regulatory Filing Review by re-
checking the Orange Book for any new patents and pediatric 
exclusivity.  If there are any changes in patents or exclusivity, 
notify the OND ADRA immediately and complete a new Appendix 
B of the Regulatory Filing Review.   
 
            No changes                Updated   
           Date of check:        
 
If pediatric exclusivity has been granted or the pediatric 
information in the labeling of the listed drug changed, determine 
whether pediatric information needs to be added to or deleted 
from the labeling of this drug.  
 
On the day of approval, check the Orange Book again for any new 
patents or pediatric exclusivity. 

 User Fee Goal Date 
Action Goal Date (if different) 

April 10, 2010 
April 09, 2010 
Action taken – March 30, 2010 

 Actions  

• Proposed action   AP          TA       AE 
  NA       CR     

• Previous actions (specify type and date for each action taken)                 
  None          

08-02-04 – Not Approvable 
08-18-08 – Incomplete Response 

 Promotional Materials (accelerated approvals only) 
Note:  If accelerated approval (21 CFR 314.510/601.41), promotional materials to be used 
within 120 days after approval must have been submitted (for exceptions, see guidance 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf).  If not submitted, explain       

  Received 

                                                           
1 The Application Information section is (only) a checklist.  The Contents of Action Package section (beginning on page 5) lists the 
documents to be included in the Action Package. 
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 Application Characteristics 2  

Review priority:       Standard       Priority 
Chemical classification (new NDAs only):          NME 
 

  Fast Track                                                                  Rx-to-OTC full switch 
  Rolling Review                                                          Rx-to-OTC partial switch 
  Orphan drug designation                                           Direct-to-OTC 

 
NDAs:  Subpart H                                                                           BLAs:  Subpart E 

      Accelerated approval (21 CFR 314.510)                                   Accelerated approval (21 CFR 601.41) 
      Restricted distribution (21 CFR 314.520)                                  Restricted distribution (21 CFR 601.42) 

              Subpart I                                                                                          Subpart H  
      Approval based on animal studies                                              Approval based on animal studies 

 
  Submitted in response to a PMR 
  Submitted in response to a PMC 

 
Comments:        

 Date reviewed by PeRC (required for approvals only) 
If PeRC review not necessary, explain:        12-09-09 

 BLAs only:  RMS-BLA Product Information Sheet for TBP has been completed and 
forwarded to OBPS/DRM (approvals only)    Yes, date       

 BLAs only:  is the product subject to official FDA lot release per 21 CFR 610.2 
(approvals only)   Yes       No 

 Public communications (approvals only)  

• Office of Executive Programs (OEP) liaison has been notified of action   Yes     No 

• Press Office notified of action (by OEP)   Yes     No 

• Indicate what types (if any) of information dissemination are anticipated  

  None 
  HHS Press Release 
  FDA Talk Paper 
  CDER Q&As 
  Other       

                                                           
2 All questions in all sections pertain to the pending application, i.e., if the pending application is an NDA or BLA supplement, then 
the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA.  For example, if the 
application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be completed. 
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 Exclusivity  

• Is approval of this application blocked by any type of exclusivity?   No             Yes 

• NDAs and BLAs:  Is there existing orphan drug exclusivity for the “same” 
drug or biologic for the proposed indication(s)?  Refer to 21 CFR 
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e., 
active moiety).  This definition is NOT the same as that used for NDA 
chemical classification. 

  No             Yes 
If, yes, NDA/BLA #       and 
date exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 5-year exclusivity that would bar 
effective approval of a 505(b)(2) application)?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 3-year exclusivity that would bar 
effective approval of a 505(b)(2) application?  (Note that, even if exclusivity 
remains, the application may be tentatively approved if it is otherwise ready 
for approval.) 

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• (b)(2) NDAs only:  Is there remaining 6-month pediatric exclusivity that 
would bar effective approval of a 505(b)(2) application?  (Note that, even if 
exclusivity remains, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 
exclusivity expires:        

• NDAs only:  Is this a single enantiomer that falls under the 10-year approval 
limitation of 505(u)?  (Note that, even if the 10-year approval limitation 
period has not expired, the application may be tentatively approved if it is 
otherwise ready for approval.)  

  No             Yes 
If yes, NDA #       and date 10-
year limitation expires:        

 Patent Information (NDAs only)  

• Patent Information:  
Verify that form FDA-3542a was submitted for patents that claim the drug for 
which approval is sought.   If the drug is an old antibiotic, skip the Patent 
Certification questions. 

  Verified 
  Not applicable because drug is 

an old antibiotic.  

• Patent Certification [505(b)(2) applications]:  
Verify that a certification was submitted for each patent for the listed drug(s) in 
the Orange Book and identify the type of certification submitted for each patent. 

21 CFR 314.50(i)(1)(i)(A) 
  Verified 

 
21 CFR 314.50(i)(1) 

  (ii)       (iii) 
• [505(b)(2) applications] If the application includes a paragraph III certification, 

it cannot be approved until the date that the patent to which the certification 
pertains expires (but may be tentatively approved if it is otherwise ready for 
approval). 

  No paragraph III certification 
Date patent will expire        

 
• [505(b)(2) applications]  For each paragraph IV certification, verify that the 

applicant notified the NDA holder and patent owner(s) of its certification that the 
patent(s) is invalid, unenforceable, or will not be infringed (review 
documentation of notification by applicant and documentation of receipt of 
notice by patent owner and NDA holder).  (If the application does not include 
any paragraph IV certifications, mark “N/A” and skip to the next section below 
(Summary Reviews)). 

 
 
 
 

 
 

  N/A (no paragraph IV certification) 
  Verified   
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• [505(b)(2) applications]  For each paragraph IV certification, based on the 

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

 
Answer the following questions for each paragraph IV certification: 

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

notice of certification? 
 

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

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

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

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

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

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

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

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

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

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

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

 
 
 

 
 
 
 
 
 
 

  Yes          No         
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

  Yes          No 
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(5) Did the patent owner, its representative, or the exclusive patent licensee 

bring suit against the (b)(2) applicant for patent infringement within 45 
days of the patent owner’s receipt of the applicant’s notice of 
certification?   

 
(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 written notice appears in the 
NDA file, confirm with the applicant whether a lawsuit was commenced 
within the 45-day period).  

 
If “No,” 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 “Yes,” a stay of approval may be in effect.  To determine if a 30-month stay 
is in effect, consult with the OND ADRA and attach a summary of the 
response. 

 

 
  Yes          No 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

CONTENTS OF ACTION PACKAGE 

 Copy of this Action Package Checklist3 Yes 

Officer/Employee List 
 List of officers/employees who participated in the decision to approve this application and 

consented to be identified on this list (approvals only)   Included 

Documentation of consent/non-consent by officers/employees    Included 

Action Letters 

 Copies of all action letters (including approval letter with final labeling) Action(s) and date(s)  
Approval 30 March 2010 

Labeling 

 Package Insert (write submission/communication date at upper right of first page of PI)  

• Most recent division-proposed labeling (only if generated after latest applicant 
submission of labeling)  Yes 

• Most recent submitted by applicant labeling (only if subsequent division labeling 
does not show applicant version)       

• Original applicant-proposed labeling       

• Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable       

 Medication Guide/Patient Package Insert/Instructions for Use (write 
submission/communication date at upper right of first page of each piece) 

  Medication Guide 
  Patient Package Insert 
  Instructions for Use 
  None 

• Most-recent division-proposed labeling (only if generated after latest applicant 
submission of labeling)       

                                                           
3 Fill in blanks with dates of reviews, letters, etc. 
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• Most recent submitted by applicant labeling (only if subsequent division labeling 
does not show applicant version)   

• Original applicant-proposed labeling       

• Other relevant labeling (e.g., most recent 3 in class, class labeling), if applicable       

 Labels (full color carton and immediate-container labels) (write 
submission/communication date on upper right of first page of each submission)  

• Most-recent division proposal for (only if generated after latest applicant 
submission) Yes 

• Most recent applicant-proposed labeling Yes 

 Proprietary Name  
• Review(s) (indicate date(s)) 
• Acceptability/non-acceptability letter(s) (indicate date(s)) 

 
29 December 2009 
Acceptable – 29 December 2009 

 Labeling reviews (indicate dates of reviews and meetings) 

  RPM        
  DMEDP  01/07/09 
  DRISK 12/30/09 
  DDMAC  12/08/09 
  CSS 
  Other reviews   

SEALD 12/15/09 
DMEPA 01/07/10 

Administrative / Regulatory Documents 

 Administrative Reviews (e.g., RPM Filing Review4/Memo of Filing Meeting) (indicate 
date of each review) 

RPM Filing Review – 12-16-03 
Filing Meeting Memo – 12-16-03 
RPM Overview – 04-01-10 

 NDAs only:  Exclusivity Summary (signed by Division Director)   Included   

 Application Integrity Policy (AIP) Status and Related Documents  
http://www.fda.gov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm  

 
 

• Applicant in on the AIP   Yes       No 

• This application is on the AIP 

o If yes, Center Director’s Exception for Review memo  (indicate date) 

o If yes, OC clearance for approval (indicate date of clearance 
communication) 

  Yes       No 

      

               Not an AP action 

 Pediatric Page (approvals only, must be reviewed by PERC before finalized)   Included 

 Debarment certification (original applications only): verified that qualifying language was 
not used in certification and that certifications from foreign applicants are cosigned by 
U.S. agent (include certification) 

  Verified, statement is 
acceptable 

 Outgoing communications (letters (except previous action letters), emails, faxes, telecons)      
 Internal memoranda, telecons, etc.       

 Minutes of Meetings  

• PeRC (indicate date of mtg; approvals only)   Not applicable    12-9-09 

• Pre-Approval Safety Conference (indicate date of mtg; approvals only)   Not applicable          

• Regulatory Briefing (indicate date of mtg)   No mtg          

                                                           
4 Filing reviews for scientific disciplines should be filed behind the respective discipline tab. 
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• Pre-NDA/BLA meeting (indicate date of mtg)   No mtg          

• EOP2 meeting (indicate date of mtg)   No mtg                     

• Other (e.g., EOP2a, CMC pilot programs)       

 Advisory Committee Meeting(s)   No AC meeting 

• Date(s) of Meeting(s)       

• 48-hour alert or minutes, if available (do not include transcript)        

Decisional and Summary Memos 

 Office Director Decisional Memo (indicate date for each review)   None    03/30/2010 

Division Director Summary Review (indicate date for each review)   None    12/22/2009 

Cross-Discipline Team Leader Review (indicate date for each review)   None    12/18/2009 

PMR/PMC Development Templates (indicate total number)    None          

Clinical Information5 
 Clinical Reviews  

• Clinical Team Leader Review(s) (indicate date for each review)       

• Clinical review(s) (indicate date for each review) 11-16-09 
 

• Social scientist review(s) (if OTC drug) (indicate date for each review)   None          

 Safety update review(s) (indicate location/date if incorporated into another review) Clinical Review (11/16/09) pg 35 

 Financial Disclosure reviews(s) or location/date if addressed in another review 
                                                           OR 
        If no financial disclosure information was required, review/memo explaining why not 

Clincal Review (11/16/09) pg 10  
 
      

 Clinical reviews from other clinical areas/divisions/Centers (indicate date of each review)   None    DDDP 07-13-04 

 Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of 
each review)   Not needed          

 Risk Management 
• REMS Document and Supporting Statement (indicate date(s) of submission(s)) 
• REMS Memo (indicate date) 
• Review(s) and recommendations (including those by OSE and CSS) (indicate 

date of each review and indicate location/date if incorporated into another 
review) 

 
      
      

  None 
12/30/2009 
 

 DSI Clinical Inspection Review Summary(ies) (include copies of DSI letters to 
investigators)   None requested     11/18/09 

Clinical Microbiology                  None 

 Clinical Microbiology Team Leader Review(s) (indicate date for each review)   None          

Clinical Microbiology Review(s) (indicate date for each review)   None           

          Biostatistics                         None 

 Statistical Division Director  Review(s) (indicate date for each review)   None          

Statistical Team Leader Review(s) (indicate date for each review)   None    11/25/09 

                                                           
5 Filing reviews should be filed with the discipline reviews. 
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Statistical Review(s) (indicate date for each review)   None    11/17/09 

Clinical Pharmacology                  None 

 Clinical Pharmacology Division Director Review(s) (indicate date for each review)   None          

Clinical Pharmacology Team Leader Review(s) (indicate date for each review)   None    11/25/09 

Clinical Pharmacology review(s) (indicate date for each review)   None    11/25/09 

 DSI Clinical Pharmacology Inspection Review Summary (include copies of DSI letters)   None          

Nonclinical                                    None 
 Pharmacology/Toxicology Discipline Reviews  

• ADP/T Review(s) (indicate date for each review)   None    12/24/09 

• Supervisory Review(s) (indicate date for each review)   None    11/18/09 
• Pharm/tox review(s), including referenced IND reviews (indicate date for each 

review)   None    11/18/09 

 Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date 
for each review)   None          

 Statistical review(s) of carcinogenicity studies (indicate date for each review)   No carc          

 ECAC/CAC report/memo of meeting   None          
Included in P/T review, page      

 DSI Nonclinical Inspection Review Summary (include copies of DSI letters)   None requested          

Product Quality                               None 

 Product Quality Discipline Reviews  

• ONDQA/OBP Division Director Review(s) (indicate date for each review)   None          

• Branch Chief/Team Leader Review(s) (indicate date for each review)   None    03/18/2010 

• Product quality review(s) (indicate date for each review)   None    03/18/2010 

• ONDQA Biopharmaceutics review (indicate date for each review)  

• BLAs only:  Facility information review(s) (indicate dates)   None          
 Microbiology Reviews 

• NDAs:  Microbiology reviews (sterility & pyrogenicity) (indicate date of each 
review) 

• BLAs:  Sterility assurance, product quality microbiology (indicate date of each 
review) 

 
12/21/09 

  Not needed 
      

 Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer 
(indicate date of each review)   None          

 Environmental Assessment (check one) (original and supplemental applications)   

  Categorical Exclusion (indicate review date)(all original applications  and     
       all efficacy supplements that could increase the patient population) 12/03/09 

  Review & FONSI (indicate date of  review)       

  Review & Environmental Impact Statement (indicate date of each review)       

 Facilities Review/Inspection  
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• NDAs:  Facilities inspections (include EER printout) (date completed must be 
within 2 years of action date) 

Date completed:  03/17/2010 
  Acceptable 
  Withhold recommendation 

• BLAs:   
o TBP-EER  

 
 

o Compliance Status Check (approvals only, both original and all 
supplemental applications except CBEs) (date completed must be within 
60 days prior to AP) 

 
Date completed:        

  Acceptable   
  Withhold recommendation 

Date completed:        
  Requested   
  Accepted      Hold   

 NDAs:  Methods Validation 

  Completed  
  Requested 
  Not yet requested 
  Not needed 
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Appendix A to Action Package Checklist 
 
An NDA or NDA supplemental application is likely to be a 505(b)(2) application if: 

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

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

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

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

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

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

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

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

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

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

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

 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 

 

  
PDUFA GOAL DATE EXTENSION 

NDA 021201 
 
Chemische Fabrik Kreussler & Co., GmbH. 
Attention: Stephan Travers, M.D. 
Rheingaustrasse 87-93 
D-65203 Wiesbaden 
Germany 
 
Dear Dr. Travers: 
 
Please refer to your new drug application (NDA) originally submitted October 1, 1999, 
withdrawn December 1, 1999 and resubmitted September 29, 2003 and July 10, 2009, under 
section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for Asclera (polidocanol) 0.5% 
and 1% Injection. 
 
On December 16 2009, we received your December 15, 2009, 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 April 10, 2010. 
 
If you have any questions, please call Michael Monteleone, Regulatory Project Manager, at (301) 
796-1952. 
 
 

Sincerely yours, 
 
{See appended electronic signature page} 
 
Edward Fromm, RPh., RAC 
Chief, Project Management Staff 
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

 
 
 
Cc: 
Howard Smith, INC Research 
675 Peter Jefferson Parkway 
Suite 120 
Charlottesville, VA 22911 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  
 

 
 
 
 

 

 Food and Drug Administration 
Silver Spring  MD  20993 

 
 
 
NDA 21-201 INFORMATION REQUEST 

 
INC Research 
Attention:  Howard M. Smith 

 Assistant Director, Med. Writing 
 650 Peter Jefferson Parkway, Suite 200 
 Charlottesville, VA 22911 

 
Dear Mr. Smith: 
 
Please refer to your March 31, 2009 new drug application submitted under section 505(b) of the Federal 
Food, Drug, and Cosmetic Act for Polidocanol Injection. 
 
We reviewed your submission dated December 23, 2009 and have the following comments and 
information requests.  We request a prompt written response in order to continue our evaluation of your 
NDA. 

 
We note your explanation for not including the requested IR identification test in the release 
specification on page 3. (see explanation below) 
 

The HPLC-test for Assay of polidocanol (page 3) to which you refer in your e-mail is 
performed on the semi-finished product (filled naked ampoules) BEFORE labeling and 
packaging. It was never requested and would not make sense to change this test.  
 
Then, AFTER labeling and packaging, the Identity test will be performed -as requested 
during the phone conference- with the IR-test on the finished product. 
 

However, if these tests are conducted on the filled naked ampoules before labeling and 
packaging, we do not consider these tests release tests for the final drug product.  This testing 
should be conducted on the finished drug product to ensure the identity, purity, and quality of the 
drug product.  As we believe that the labeling and packaging operations will not alter the drug 
product, the results from these tests could be used as part of the final drug product release.   In an 
effort to resolve this issue, we recommend the following action: 
 
The final drug product release specification tables should include all tests, along with their 
acceptance criteria, conducted on the drug product before (filled naked ampoules) and after (final 
drug product) labeling and packaging.  Identify those tests conducted on the filled naked 
ampoules with an asterisk and include a footnote indicating that these tests are conducted on the 
filled naked ampoules prior to labeling and packaging.  Submit the final drug product release 
specification for each drug product strength which should include all tests originally submitted in 
the tables on pages 3 and 4 of your December 28, 2009 submission as well as the tests included in 
the table in your January 5, 2010 email. 

 



NDA 21-201 
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If you have any questions, call Don Henry, Regulatory Project Manager, at (301) 796-4227. 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Ramesh Sood, Ph.D. 
Branch Chief  
Division of Pre-Marketing Assessment I 
Office of New Drug Quality Assessment 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

PUBLIC HEALTH SERVICE 
FOOD AND DRUG ADMINISTRATION 

 
REQUEST FOR CONSULTATION 

 
TO (Office/Division):  Division of Dermatologic and Dental 
Drug Products 
HFD-540 
 

 
FROM (Name, Office/Division, and Phone Number of Requestor):   
Alisea Sermon, HFD-110, Division of Cardio-Renal 
(301) 594-5334 

 
DATE 

4/14/05 

 
IND NO. 

35,139             
    

 
NDA NO.  
21-201 

 
TYPE OF DOCUMENT 
Meeting Request 

 
DATE OF DOCUMENT 
4/12/2005 

 
NAME OF DRUG 

Aethoxysklerol 

 
PRIORITY CONSIDERATION 

S 

 
CLASSIFICATION OF DRUG 

Sclerosing Agent 

 
DESIRED COMPLETION DATE 

5/18/2005 
NAME OF FIRM:  Kreussler Pharmaceuticals 
                     c/o INC Research 
 

REASON FOR REQUEST 
 

I. GENERAL 
 

  NEW PROTOCOL 
  PROGRESS REPORT 
  NEW CORRESPONDENCE 
  DRUG ADVERTISING 
  ADVERSE REACTION REPORT 
  MANUFACTURING CHANGE / ADDITION 
  MEETING PLANNED BY 

 
  PRE-NDA MEETING 
  END-OF-PHASE 2a MEETING 
  END-OF-PHASE 2 MEETING 
  RESUBMISSION 
  SAFETY / EFFICACY 
  PAPER NDA 
  CONTROL SUPPLEMENT 

 
  RESPONSE TO DEFICIENCY LETTER 
  FINAL PRINTED LABELING 
  LABELING REVISION 
  ORIGINAL NEW CORRESPONDENCE 
  FORMULATIVE REVIEW 
  OTHER (SPECIFY BELOW):  

 
II. BIOMETRICS 

 
  PRIORITY P NDA REVIEW 
  END-OF-PHASE 2 MEETING 
  CONTROLLED STUDIES 
  PROTOCOL REVIEW 
  OTHER (SPECIFY BELOW): 

 
  CHEMISTRY REVIEW 
  PHARMACOLOGY 
  BIOPHARMACEUTICS 
  OTHER (SPECIFY BELOW): 

 
III. BIOPHARMACEUTICS 

 
  DISSOLUTION 
  BIOAVAILABILTY STUDIES 
  PHASE 4 STUDIES 

 
  DEFICIENCY LETTER RESPONSE 
  PROTOCOL - BIOPHARMACEUTICS 
  IN-VIVO WAIVER REQUEST 

 
IV. DRUG SAFETY 

 
  PHASE 4 SURVEILLANCE/EPIDEMIOLOGY PROTOCOL 
  DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES 
  CASE REPORTS OF SPECIFIC REACTIONS (List below) 
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP 

 
  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY 
  SUMMARY OF ADVERSE EXPERIENCE 
  POISON RISK ANALYSIS 

 
V. SCIENTIFIC INVESTIGATIONS 

 
  CLINICAL 

 
   NONCLINICAL 

 
COMMENTS / SPECIAL INSTRUCTIONS:  Guidance Meeting on May 18, 2005 with INC Research regarding the above NDA 
 
Internal Meeting 12-1:00pm 
Meeting w/ Firm 1:00-2:30pm 
 
 
 
 
 
SIGNATURE OF REQUESTOR 

      

 
METHOD OF DELIVERY (Check one) 

  DFS                  EMAIL                  MAIL                  HAND 

 
PRINTED NAME AND SIGNATURE OF RECEIVER 
 

 
PRINTED NAME AND SIGNATURE OF DELIVERER 
 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Alisea Sermon
4/14/05 10:52:39 AM
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation V 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: April 19, 2004   

To: Howard M. Smith, Senior Director 
Regulatory Operations & Medical Writing 

  From: Lea Carrington 
Regulatory Project Manager 

Company: Chemische Fabrik Kreussler & Co.  
 c/o INC Research 

  Division of Dermatologic & Dental Drug 
Products 

Fax number: (434) 295-7209   Fax number: (301) 827-2091 or 2075 

Phone number: (434) 244-5165   Phone number: (301) 827-2020 

Subject:  NDA 21-201:  Information Request 

Total no. of pages including cover: 
 

   
 

Comments: Information Request: Clinical 

 

Document to be mailed:  “ YES   NO 

 

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) 827-2020.  Thank you. 
 
 
 
 
 



NDA 21-201 Clinical Information Request 4/19/04 

FDA Fax Memorandum 
 
 
Date: April 19, 2004 
 
To: Howard M. Smith, Senior Director 

Regulatory Operations & Medical Writing 
 
Applicant: Chemische Fabrik Kreussler & Co.  
   c/o INC Research 

   
Subject: NDA 21-201 Information Request 
 
 
 
Dear Howard,  
 
We reference the Agency’s, April 16, 2004, telephone request that you provide copies of 
all Case Report Forms (CRFs), sorted by site, for the pivotal studies of New Drug 
Application (NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 1%,    
Please provide the requested information by making an official submission to your NDA 
via the Central Document Room.  
 
The Agency believes the details on techniques used for sclerotherapy in the pivotal 
studies are important for the assessment for safety and efficacy and would appreciate a 
timely response to the following Clinical Request for Information: 
 
Clinical 
1. The description of the sclerotherapy techniques used at each study site submitted to 

the Agency (N-000(BZ) correspondence date 03-25-04, received 03-29-04) is too 
general with only minor variations noted in Attachment 4.  More detailed 
descriptions of the sclerotherapy techniques used are needed. 

 
2. Please provide, in tabular form, the sclerotherapy techniques used and the specific 

patients for which they were used.  In the table, please include information to address 
the items listed below, along with any other pertinent details regarding technique: 

 
a. Was perivascular technique used for the ≤1 mm vein size?  If so, please describe 

the technique sorted per patient by: study group assignment, efficacy outcome, 
and AEs.  As per the protocol (Vol. 35 of 50, pg. 2414), at a concentration of 
0.5%, Aethoxyskerol may be injected perivascularly. 

 
b. Did any investigators “foam” the study drug prior to injection?  If so, please 

describe the technique sorted per patient by: study group assignment, efficacy 
outcome, and AEs. 

(b) (4)



NDA 21-201 Clinical Information Request 4/19/04 

c. Was ligation (proximal or other) performed for treatment of larger veins prior to 
sclerotherapy and compression? 

 
d. Describe the type of compression used for each patient per vein size, study group 

assignment, efficacy outcome, and AEs. 
 
e. Re: ASK 94-002 and ASK 96-001, ISS Table 8.H.1 "Studies Used to Determine 

Safety," provides the number of subjects who received  a specified concentration 
of Aethoxysklerol, but does not give a breakdown of subjects according to vessel 
size diameter, classified as Categories I, II, III.  Please provide this breakdown, 
since there is overlap of categories between the treatment groups, e.g. how many 
subjects who received the 1% concentration were Category I vs. Category II. 

 
3. Please identify and provide the credentials for the unblinded investigator at each 

study site. 
 
 
If you have any questions, please contact me at (301) 827-2020. 
 
Respectfully, 
 
Lea Carrington 
Regulatory Project Manager 
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
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4/19/04 12:31:43 PM
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Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: April 2, 2004

To: Howard M. Smith, Senior Director
Regulatory Operations & 'Medical Writing

Company: Chemische Fabrik Kreussler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165

From: Lea Carrington
Regulatory Project Manager
Division of Dermatologic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

Phone number: (301) 827-2020

Subject: NDA 21-201: Information Request

Total no. of pages including cover: 3

Comments: Information Request: Clinical

Document to be mailed: - -YES IiNO

TilS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM IT IS ADDRESSED AN MAY CONTAI INFORMTION THAT IS
PRIVILEGED, CONFIDENTIAL, AN PROTECTED FROM DISCLOSUR
UNER 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) 827-2020. Thank you.



FDA Fax Memorandum

Date: April 2, 2004

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kreussler & Co.

c/o INC Research

Subject: NDA 2t-201 Information Request

Dear Howard,

The clinical reviewer have requested the following information to facilitate review of
New Drug Application (NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 1%,
To expedite your response, please respond by facsimile in addition to making an official
submission to your NDA via the Central Document Room.

Clinical
Please provide the dates of all protocol amendments.

Please submit your response by April 9, 2004. If you have any questions, please contact
me at (301) 827-2020.

Respectfully,

Lea Carrington
Regulatory Project Manager

(b) (4)



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

Leonthena Carrington
4/2/04 10: 40: 26 AM
CSO
Faxed to Applicant 4/2/04.



 

 

Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation V 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: March 9, 2004   

To: Howard M. Smith, Senior Director 
Regulatory Operations & Medical Writing 

  From: Lea Carrington 
Regulatory Project Manager 

Company: Chemische Fabrik Kreussler & Co.  
 c/o INC Research 

  Division of Dermatologic & Dental Drug 
Products 

Fax number: (434) 295-7209   Fax number: (301) 827-2091 or 2075 

Phone number: (434) 244-5165   Phone number: (301) 827-2020 

Subject:  NDA 21-201:  Biostatistics clarification  

Total no. of pages including cover: 
 

  4 
 

Comments: Biostatistics clarification regarding 2/27/04 Information Request. 

 

Document to be mailed:  “ YES   NO 

 

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) 827-
2020.  Thank you. 
 
 
 
 
 



FDA Fax Memorandum 
 
 
Date: March 9, 2004 
 
To: Howard M. Smith, Senior Director 

Regulatory Operations & Medical Writing 
 
Applicant: Chemische Fabrik Kreussler & Co.  
   c/o INC Research 

   
Subject: NDA 21-201 Biostatistics clarification to February 27, 2004 Information Request  
 
 
 
Dear Howard,  
 
This memo is in response to your March 8, 2004 telephone request for clarification of comment 
3 of the Biostatistics section of the Information Request faxed to you on February 27, 2004.  For 
ease of review, I have repeated the Biostatistics information request in bold, followed by FDA 
clarification. 
 
Biostatistics Question 3: 
Data is not available for all subjects.  Please explain why data was not taken for all enrolled 
subjects since, as stated, no one dropped out of the study. 
 
The list below contains the study subjects with missing data as documented in the SAS datasets 
for NDA 21-201, Aethoxysklerol.  Missing data are indicated by a dash or period. 
 
 
                                   MICA      
 
                         D                                        H  W    G 
     S    D              I                          C     S       E  E    E 
     A    I       C      S                          L     T       I  I  V N 
     T    S       L    T A                          I     U I  A  G  G  E D 
  P  I    A       I    R P                          N     D N  G  H  H  I E 
  T  S    P       N    T 2                          2     Y V  E  T  T  N R 
 
1112 .  .       .      B           -                  -   1 1 35 66 135 1 F 
1120 .  .       .      B           -                  -   1 1 49 68 125 1 F 
1202 .  .       .      A           -                  -   1 1 31 69 128 2 F 
1225 .  .       .      B           -                  -   1 1 48 62 125 2 F 
1312 . 4.33333 5.16667 B Partial a) the majority Moderate 1 1 29 64 125 3 F 
3102 . 1.00000 0.00000 A Worse than before       Poor     1 3 52 64 126 1 F 
3107 .  .       .      A           -                  -   1 3 36 67 155 1 F 
3201 . 3.00000 3.33333 A Partial b) the minority Fair     1 3 44 63 157 2 F 
3203 .  .       .      A           -                  -   1 3 41 64 120 2 F 
3205 .  .       .      A           -                  -   1 3 30 67 156 2 F 
 



--------------------------------------------------------------------------- 
                                   Ohio      
 
                           D                      H        W         G 
           S   D           I   C   S              E        E         E 
           A   I   C       S   L   T              I        I     V   N 
           T   S   L   T   A   I   U   I    A     G        G     E   D 
      P    I   A   I   R   P   N   D   N    G     H        H     I   E 
      T    S   P   N   T   2   2   Y   V    E     T        T     N   R 
 
    2101   .   .   .   A   -   -   2   2   40   67.00   171.75   1   F 
    2103   .   .   .   A   -   -   2   2   26   64.50   157.00   1   F 
    2106   .   .   .   A   -   -   2   2   53   51.50   134.00   1   F 
    2116   .   .   .   A   -   -   2   2   38   65.50   133.00   1   F 
    2201   .   .   .   A   -   -   2   2   37   66.50   132.25   2   F 
    2204   .   .   .   A   -   -   2   2   45   64.25   161.50   2   F 
    2217   .   .   .   B   -   -   2   2   25   69.50   152.00   2   F 
    2238   .   .   .   B   -   -   2   2   39   64.50   156.00   2   F 
 
 
 
 
 

Please do not hesitate to contact me if you have additional questions. 
 
Respectfully, 
 
Lea Carrington 
Regulatory Project Manager 
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This is a representation of an electronic record that was signed electronically and
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Food and Drug Administration

Center for Drug Evaluation and Research
Offce of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: March 2, 2004

To: Howard M. Smith, Senior Director
ReiiulatofY Operations & Medical Writinii

Company: Chemische Fabrik Kreussler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165

From: Lea Carrington
Regulatory Project Manager
Division of Dermatologic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

Phone number: (301) 827-2020

Subject: NDA 21-201: Information Request

Total no. of pages including cover:

Comments: Information Request: Biopharmaceutics & Draft label

Document to be mailed: · .YES 0NO

Tms 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 notifed 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) 827-2020. Thank you.



FDA Fax Memorandum

Date: March 2, 2004

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kreussler & Co.

c/o INC Research

Subject: NDA 21-201 Information Request

Dear Howard,

Please provide the requested information to facilitate review of New Drug Application
(NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 1 %,  To expedite your
response, when feasible, please respond by facsimile in addition to making an offcial
submission to your NDA via the Central Document Room.

Biopharm
1. Copies of the individual case report forms (CRFs).
2. Electronic SAS dataset ofPK data for PK study ASK-00-01-00.

Regulatory
Please provide a Word document of the draft label identical to the draft labeling
submitted September 29,2003, in the paper copy ofthe NDA (VoL. 2, Section 2).

Please submit your response within two weeks of receipt of this request. If unable to
respond within this time period, please provide justification to extend the date. If you
have any questions, please contact me at (301) 827-2020.

Respectfully,

Lea Carington
Regulatory Project Manager

(b) (4)



This is a representation of an electronic record that was signed electronically and
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Food and Drug Administration 
Center for Drug Evaluation and Research 
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FACSIMILE TRANSMITTAL SHEET 

 
DATE: February 27, 2004   

To: Howard M. Smith, Senior Director 
Regulatory Operations & Medical Writing 

  From: Lea Carrington 
Regulatory Project Manager 

Company: Chemische Fabrik Kreussler & Co.  
 c/o INC Research 

  Division of Dermatologic & Dental Drug 
Products 

Fax number: (434) 295-7209   Fax number: (301) 827-2091 or 2075 

Phone number: (434) 244-5165   Phone number: (301) 827-2020 

Subject:  NDA 21-201:  Information Request 

Total no. of pages including cover: 
 

   
 

Comments: Information Request: Biostatistics/Clinical 

 

Document to be mailed:  “ YES   NO 

 

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) 827-2020.  Thank you. 
 
 
 
 
 



FDA Fax Memorandum 
 
 
Date: February 27, 2004 
 
To: Howard M. Smith, Senior Director 

Regulatory Operations & Medical Writing 
 
Applicant: Chemische Fabrik Kreussler & Co.  
   c/o INC Research 

   
Subject: NDA 21-201 Information Request 
 
 
 
Dear Howard,  
 
The clinical and statistical reviewers have requested additional information to facilitate 
review of New Drug Application (NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 
1%,   To expedite your response, when feasible, please respond by facsimile in 
addition to making an official submission to your NDA via the Central Document Room.  
 
Biostatistics 
1. Please provide SAS data sets with a list of the dates for all photographs taken (i.e. 

before and after).  Include number of treatments per patient and the date of treatment. 
2. Please provide data sets with the score of each evaluator in both disappearance of 

varicosities and level of improvement. (Mean scores have been provided, however, 
individual scores are needed). 

3. Data is not available for all subjects.  Please explain why data was not taken for all 
enrolled subjects since, as stated, no one dropped out of the study. 

 
 
Clinical 
1. Where in the submission are details of the sclerotherapy technique used by the 

investigator located?   Details of the technique were to be described and recorded 
(Section 8, Vol. 35, pg. 2557).   If not present in the NDA, the Applicant is requested 
to provide detailed sclerotherapy technique per Investigator and provide per patient 
line listings sorted by Aethoxysklerol and Sotradecol treatment study arms, vein size, 
and efficacy outcome corresponding to the technique.  A written discussion of the 
most suitable technique and whether these techniques were used uniformly 
throughout the studies submitted should be provided.  

 

(b) (4)



2. According to the original protocol and Amendments 1 and 2 (Vol. 31, section 8, 
pages 8.469, 8.527, and 8.657; respectively) color photographs were to be taken 
before, at one month, and four months after the last treatment. When was the protocol 
amended to exclude photographs at one month?  If one month photographs were not 
excluded prior to study initiation, are any one month photographs available?  If so, 
how many are available? 

 
 
Please submit your response within two weeks of receipt of this request.  If unable to 
respond within this time period, please provide justification to extend the date.  If you 
have any questions, please contact me at (301) 827-2020. 
 
Respectfully, 
 
Lea Carrington 
Regulatory Project Manager 
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This is a representation of an electronic record that was signed electronically and
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---------------------------------------------------------------------------------------------------------------------
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Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: February 17,2004

From: Lea Carrington
Regulatorv Project Manager
Division of Derma to logic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

Phone number: (301) 827-2020

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Company: Chemische Fabrik Kreussler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165

Subject: NDA 21-201: Information Request

Total no. of pages including cover:

Comments: Clinical Information Request

Document to be mailed: · .YES 0NO

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 notifed that any review, disclosure, dissemination,

copying, or other action based on the content of this communicatio"n is not
authorized. If you have received this document in error, please notify us
immediately by telephone at (301) 827-2020. Thank you.



FDA Fax Memorandum

Date: February 17,2004

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kreussler & Co.

c/o INC Research

Subject: NDA 21-201 Information Request

Dear Howard,

The clinical reviewers have requested additional information to facilitate review of New
Drug Application (NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 1 %,
Please submit the following documentation to the Central Document Room as an official
submission to your NDA:

1. A hyperlinked version of the text-accessible electronic documents submitted to the
NDA.

2. Post-marketing adverse events for polidocanol-containing products in all countries
where the drg is approved.

3. A description of the sclerotherapy technique used by investigators at each study site.

If you have any questions, please contact me at (301) 827-2020.

Respectfully,

Lea Carrington
Regulatory Project Manager

(b) (4)
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Memorandum 
 
DATE:   January 27, 2004 
 
TO:   Khin Maung U, M.D. 

Branch Chief 
Good Clinical Practice Branch I, HFD-46 
Division of Scientific Investigations 

 
FROM:  Lea Carrington, Project Manager, HFD-540   

 
CC:   Roy Blay, Ph.D. 
   Good Clinical Practice Branch I, HFD-46 

Division of Scientific Investigations 
 

SUBJECT:  DSI Consult: Request for Clinical Inspections  
NDA 21-201 
Aethoxysklerol (polidocanol) Injectable, 0.5%, 1%,  
Chemische Fabrik Kreussler c/o INC Research, Inc. 
 

   
 
Protocol/Site identification: 
 
The following protocols/sites essential for approval have been identified for inspection.  These sites 
are listed in order of priority.   
 

Indication Protocol # Site # of Subjects 
Varicose  veins OHIO/MICA Southfield, Michigan 41 (38) 
Varicose veins OHIO/MICA Cincinnati, Ohio 150 (142) 
Varicose veins OHIO/MICA LaJolla, California 133 (128) 

 
 
Goal Date for Completion: 
 
We request that the inspections be performed and the Inspection Summary Results provided by  
June 1, 2004.  We intend to issue an action letter on this application by August 2, 2004. 
 
 
Should you require any additional information, please contact   Lea Carrington, Regulatory Project 
Manager (Ph: 827-2072). 
 
Concurrence (if necessary):  Medical Team Leader: Markham Luke, M.D., Ph.D. 
 
       Medical Reviewers: Brenda Carr, M.D. 
       Brenda Vaughan, M.D. 
 
    Biostat Team Leader: Mohamed Alosh, Ph.D. 
    Biostat Reviewer: Steve Thomson 

(b) (4)



Page 3 – Request for Inspections 

 
Additional information: 
 
Letter Date:     September 29, 2003 
Receipt Date:    October 2, 2003 
Sponsor:     Chemische Fabrik Kreussler & Co. GmbH 
Sponsor Contact:   Howard M. Smith, INC Research, Inc. 
Sponsor Contact Phone Number: 434-244-5165 
Project Manager:   Lea Carrington 
Medical Officers:   Brenda Carr, M.D. & Brenda Vaughan, M.D. 
Statistician:     Steve Thomson, Ph.D. 
Class:     Sclerosing agent 
Indication:     Treatment of varicose veins of the lower extremities 
Review:     Standard 
Date for Clinical Inspection Summary: June 1, 2004 
Primary Use Fee Goal Date:  Waiver granted  
Filing meeting:    November 10, 2003 
      
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Distribution: NDA  
HFD-45/Division File 
HFD-46/Blay 
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 DSI CONSULT: Request for Clinical Inspections  

 
 
 
Date:   January 22, 2004 
 
To:   Roy Blay, GCPB Reviewer/HFD-46 
   Dr. CT Viswanathan, Associate Director Bioequivalence, HFD-48 
 
From:   Ginny Giroux, Regulatory Project Manager, HFD-540 
 
Subject:  Request for Clinical Inspections 
   NDA 21-201 
   Aethoxysklerol (polidocanol) 0.5%, 1%,  

Chemische Fabrik Kreussler & Co., GmbH 
 
 
Protocol/Site Identification::  
 
As discussed with you, the following protocols/sites essential for approval have been identified 
for inspection. These sites are listed in order of priority.   
 

Indication Study # Site (Name and Address) Number of 
Subjects 

Treatment of varicose veins 
of the lower extremities ASK-00-01-00

Department of 
Dermatology, Sakai 
Municipal Sakai Hospital, 
1-1-1 Minamiyasui-cho, 
Sakai, 590-0064, Japan 
 
Testing Lab: 

 
 

 
 

 
 

 
 

6 

 

(b) (4)

(b) (4)



 
NDA 21-201 

Page 2 
Request for Clinical Inspections 

 
 
** The study we request for investigation is a PK pivotal study conducted in Japan 
and the following provides the rationale for our request: 
 

•  Despite of small numbers of patients in this PK study, this study is a pivotal in 
vivo pk study to support the approval of this NDA.   

 
•  The drug is an intravenous drug that is intended to treat varicose veins by 

causing local damage to the endothelium of blood vessels resulting in a closing 
off of the lumen.   Because of the potential for the destruction of otherwise 
normal vasculature, it is unethical to administer it to healthy volunteers.  It is 
also a dangerous drug to enroll large numbers of patients for the study because 
of the design nature of this trial, ie. the attempt to attain systemic circulation 
with a sclerosing agent.   

 
•  Given the indication, patient population, and the general single use nature of this 

product, coupled with the small variability in PK of an intravenous drug, it is 
the Agency's view that PK data from 5 patients will be sufficient.  While a more 
representative US population would be preferable, we have no reason to suspect 
an ethnic differences in PK for this drug. 

 
 
Goal Date for Completion: 
 
We request that the inspections be performed and the Inspection Summary Results be provided 
by (inspection summary goal date) June 23, 2004 (labeling day).  We intend to issue an action 
letter on this application by (action goal date) August 2, 2004. 
 
Should you require any additional information, please contact Lea Carrington at 301-827-2020. 
 
Concurrence: (if necessary) 
 
  Lei K Zhang, Ph.D., Pharmacokinetics Reviewer 
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Food and Drug Administration 
Center for Drug Evaluation and Research 
Office of Drug Evaluation V 

 

FACSIMILE TRANSMITTAL SHEET 

 
DATE: December 19, 2003   

To: Howard M. Smith, Senior Director 
Regulatory Operations & Medical Writing 

  From: Lea Carrington 
Regulatory Project Manager 

Company: Chemische Fabrik Kruessler & Co.  
 c/o INC Research 

  Division of Dermatologic & Dental Drug 
Products 

Fax number: (434) 295-7209   Fax number: (301) 827-2091 or 2075 

Phone number: (434) 244-5165   Phone number: (301) 827-2020 

Subject:  NDA 21-201  

Total no. of pages including cover: 
 

   
 

Comments:  Minutes from Biopharm teleconference attached. 

 

Document to be mailed:  “ YES   NO 

 

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) 827-2020.  Thank you. 
 
 
 
 
 



NDA 21-201
NDA Regulatory Filng Review

Page lof2

MEMO OF FILING MEETING

DATE: November 24, 2003

BACKGROUND:
Aethoxysklerol was developed for use as a sclerosing agent and registered for use in Germany in 1967. It
reportedly has been used abroad for the treatment ofteleangiectasias of the lower limbs in human patients.

NDA 21-201 was originally submitted on October 1, 1999. The application was withdrawn December i,
1999, due to issues with human pharmacokinetic data. The NDA was resubmitted on September 29,2003.
The fiing goal date is December 15,2003.

ATTENDEES: Jonathan Wilkin, M.D, Jonca Bull, M.D., Terri Rumble, BSN, Markham Luke, M.D., Ph.D.,
Wilson DeCamp, Ph.D., Mohamed Al Osh, Ph.D., Stanka Kukich, M.D., Michael Albert, M.D., and Mary
Jean Kozma-Fornaro in addition to the reviewers listed below.

ASSIGNED REVIEWERS:

Discipline
Medical: (effcacy)
Secondary Medical: (safety)
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
Biopharmaceutical: Lei Zhang, Ph.D.
Microbiology, sterility: David Hussong, Ph.D.
Microbiology, clinical (for antimicrobial products only):DSI: Gerald Hajarian
Regulatory Project Management: Lea Carrington
Other Consults:

Reviewer
Brenda Vaughan, M.D.
Brenda Carr, M.D.
Steve Thomson, Ph.D.
David Allen, Ph.D.

Review Date
May 1,2004
May 1,2004
May 1,2004
May 1,2004

Joel S. Hathaway, Ph.D. May 1,2004

May 1,2004
May 1,2004

Per reviewers, are all parts in English or English translation?
If no, explain:

YES~ NO

CLINICAL FILE YES REFUSE TO FILE

· Clinical site inspection needed: YES~ NO

· Advisory Committee Meeting needed? YES, date if known NO

· If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medical
necessity or public health significance?

N/A~ YES NO

Version: 9/25/03
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CLINICAL MICROBIOLOGY NA X FILE REFUSE TO FILE

STATISTICS FILE X REFUSE TO FILE

BIOPHARMACEUTICS FILE X REFUSE TO FILE

. Biopharm. inspection needed: YES NO£

PHARMACOLOGY NA FILE X REFUSE TO FILE

. GLP inspection needed: YES NO£

CHEMISTRY FILE X REFUSE TO FILE

. Establishment(s) ready for inspection?

. Microbiology N/A£
YES£
YES

NO
NO

ELECTRONIC SUBMISSION:
Any comments:

REGULATORY CONCLUSIONS/DEFICIENCIES:

The application is unsuitable for fiing. Explain why:

X The application, on its face, appears to be well organized and indexed. The application
appears to be suitable for fiing.

No fiing issues have been identified.

X Filing issues to be communicated by Day 74; December is, 2003.
List (optional):

ACTION ITEMS:

1. Document fiing issues will be conveyed to applicant by Day 74, December is, 2003. The 74-day letter
was faxed to the applicant on December is, 2003.

Regulatory Project Manager, HFD-540

Version: 9/25/03
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.- . ....._-_.._-_....... .. ... .. . ..-..1--_.... ._

/s/
Jonathan Wilkin
12/16/03 11: 15: 11 AM



MEMORANDUM OF TELECON 
 
 
DATE:  December 1, 2003, 1:30 P.M. 
 
APPLICATION NUMBER:  NDA 21-201 
DRUG PRODUCT:  Aethoxysklerol (polidocanol) Injectable 0.5%, 1%,  
 
BETWEEN: 
 Name:  Howard M. Smith, Senior Director 
   Regulatory Operations & Medical Writing 
 Phone:  (434) 244-5165 
 Representing:  INC Research, Inc. 
 
AND 
 
 Name:  Division of Dermatologic and Dental Drug Products, HFD-540 
   Dennis Bashaw, Pharm.D., Team Leader, Pharmacokinetics 
   Lei Zhang, Ph.D., Biopharmaceutics Reviewer 
   Lea Carrington, Regulatory Project Manager 
 
SUBJECT:  NDA 21-201 
 
The teleconference was requested by the Biopharmaceutics Reviewer to obtain 
clarification on the product lot numbers.   
 
The Agency requested that the Applicant provide clarification on the following items: 
 
1. A written statement verifying the assigned numbering for the lots used. 
2. Verification that the in process specification for the raw drug substance produced by 

 are the same or improved in the final to-be-marketed dosage 
form. 

 
 
The conversation ended amicably. 
 
 
 

(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/ 
--------------------- 
Leonthena Carrington 
12/19/03 09:16:35 AM 
CSO 
Biopharm Tcon 12/1/03. 
 
 
Dennis Bashaw 
12/19/03 02:22:49 PM 
BIOPHARMACEUTICS 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Leonthena Carrington
12/19/03 02:45:47 PM
CSO
Faxed to applicant 12/19/03.



45 DAY MEETING CHECKLIST

FILEABILITY:

On initial overview of the NDA application: NO

CLINICAL:

1. On its face, is the clinical section of the NDA organized in a manner to
allow substantive review to begin? No

2. Is the clinical section of the NDA indexed and paginated in a manner to

allow substantive review to begin? No; no table of contents for Volumes 35 through Volume 43

(pp. 2292A-5427), contents of which include the individual Clinical Study Reports for the pivotal trials
(MICA and OHIO) and data listings.

3. On its face, is the clinical section of the NDA legible so that substantive
review can begin? Yes

4. If needed, has the sponsor made an appropriate attempt to determine the

most appropriate dosage and schedule for this product (i.e., appropriately
designed dose- ranging studies)? It does not appear that dose-ranging studies were done.

5. On its face, do there appear to be the requisite number of adequate and
well-controlled studies in the application? No

Application Type: 505(b)(1)

Identification of uivotal trials:

Pivotal Study #1: OHIO (initiation: January 6, 1993; completion: July 26, 1995; VoL. 35, p. 2293)
Page Location: Protocol: VoL. 31, p. 453 Study Report: VoL. 35, p. 2293 (dated August 24, 1998)

Is this an adequate multi-centered trial? No; single center (VoL. 35, p.2295)

J. Leonel Villavicencio, M.D. (Prinicipal Investigator; VoL. 31, p. 746)
Uniformed Services University of the Health Sciences
Bethesda, MD

All other investigators were at the Kachelmacher Memorial Clinic, Inc. in Logan, OH (VoL. 31, p.746):

1. Joann Lohr, MD (Coordinating Investigator; study report, VoL. 35, p.2295)
2. John J. Cranley, MD
3. 

Page i of 9
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150 subjects were enrolled, 50 in each treatment arm; the 50 subjects in each group were equally
randomized to either Aethoxysklerol (73 subjects) or Sotradecol (69 subjects); no data were collected
for 8 subjects; unclear how many subjects were enrolled per investigator.

Study Title: Double-Blind, Prospective, Randomized, Comparative Trial Between AethoxysklerolCI

(Polidocanol) and SotradecolCI (Sodium Tetradecyl Sulfate) in the Management of Varixose Veins of
the Lower Extremities

Study design: Randomized (Yes) Double Blind (Yes) Placebo controlled (No; active comparator:
Sotradecol); Multicentered (No; single center)

Indication: from draft labeling (VoL. 30, p. 8): sclerotherapy of varicose veins of the lower extremities
AethoxysklerolO.5%: very small varicose veins (spider veins) ~ 1 mm in diameter
Aethoxysklerol 1 %: small varicose veins 1 to 3 mm in diameter

Study arms (dosage, duration, treatment length for each arm): from protocol (VoL. 31, p. 467):

Arms:
1. varicosities under 1mm in diameter: 0.5% Aethoxysklerol or 0.25% Sotradecol
2. varicosities over 1 mm up to 3 mm in diameter: 1.0% Aethoxysklerol or 0.5% Sotradecol
3. varicosities over 3 mm up to 6 mm in diameter: 3.0% Aethoxysklerol or 1.5% Sotradecol

*Note: Sotradecol was supplied by the sponsor in concentrations of 1.0% and 3.0% and diluted with
parenteral solutions provided by the investigator (VoL. 31, p. 467).

Dosage:
"Each Study Center wil determine the amount of sclerosing agent necessary to treat the affected area
and the number of sclerotherapy sessions necessary to obtain results. The maximum dose of 2 mg/g of
Aethoxysklerol; 4 ml of Sotradecol 1.0% or 2 ml Sotradecol 3% per session will be strictly observed
(Sec. 8.2.0 of protocol; VoL. 31, p. 471)."

Duration:
The duration of the trial varied for each subject according to the number of treatments received: "The
final assessment of results wil be made 4 months (16 weeks) after the last treatment received (Sec. 8.2.4
of protocol; VoL. 31, p. 473)."

Effcacy endpoints: Primary and secondary endpoints were not expressly identified in the original
protocol. Section 10.0.0 of the protocol ("Criteria for Determining Efficacy"; VoL. 31, p.476) states,
"The clinical response to treatment wil be evaluated by the investigator by assessing the following
endpoints":
a) photographic score (based on 3 factors: disappearance of varicosities, pigmentation and

neovascularization)
b) overall patient satisfaction

c) assessment of subjective variables

d) incidence of systemic effects

e) discrete variables such as swelling and inflammation

File: N:derm/templates/filing_clinical.doc 2

(b
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(4)
(b) (4)



Amendment #1 (cover letter dated July 6, 1995; Vol. 31, p. 510): changed the criteria for determining
efficacy (changes found in Sec. 11.0.0 of the amended protocol, VoL. 31, p. 533):
· Primary endpoint: overall level of clinical improvement (definition unclear; VoL. 31. P. 534)
· Secondary endpoint: disappearance of varicosities

Amendment #2 (no cover letter but the facsimile date (e.g., top of p. 663) is January 29, 1997; the
stamp date (?CDER) is also January 29, 1997; VoL. 31, p. 643)) further changed the endpoints (Section
11.0.0 of amended protocol, p. 663):
· Primary endpoint: disappearance of varicosities
· Secondary endpoint: overall clinical improvement

*Note: Amendment #2 appears to have been submitted after both pivotal trials had been completed.

The clinical study reports (OHIO, VoL. 35, p. 2311; MICA VoL. 37, p. 3127) list the efficacy variables
as:
· Primary: the disappearance of varicosities
· Secondary: 1) overall clinical improvement 2) overall patient satisfaction

How measured:

Disappearance of varicosities (as defined in Amendment #2 VoL. 31, p. 663; also see the study reports
for the pivitol trials OHIO: VoL. 35, p. 2311 and MICA: VoL. 37, p. 3126):

This endpoint was to have been "independently judged and scored by three vascular surgeons who wil
provide their unbiased, objective grading based upon the comparison of a set of pre-injection baseline
photogrphs, with a set taken 16 weeks after the last treatment... To ensure a fair and reliable
photographic evaluation, the three independent reviewers will be instructed by the PI and study

biostatistician in the assessment and scoring procedures in the course of a preparatory training session.
The extent of disappearance of varicosities wil be evaluated according to a 1-5 scale (where
5=compelete disappearance of varicosities)..."

This definition was expanded in the clinical study reports for both clinical trials (VoL. 35, p. 2311; VoL.
37, p. 3127): "The average ofthe 'disappearance' scores from the 3 reviewers was used for the analyses

of the primary effcacy variable. Based on this score, a categorical 'complete disappearance' variable
was derived, where a value of 'yes' was given for those cases which received a score of 5.. .and all
others were given a value of 'no.'" The sponsor submitted both analyses (i.e., disappearance scores and
the dichotomized version ofthe disappearance assessment).
************************************************************************************

Pivotal Study #2: MICA (initiation: March 3, 1993; completion: February 19, 1996; VoL. 37, p.
3109)
Location: Protocol: VoL. 31, p. 453 Study Report: VoL. 35, p. 3109 (dated September 1, 1999)

Has the sponsor stated that this protocol is identical in design to Study #1? Implicitly: a single
protocol was submitted as the "OHIOIMICA Protocol" (VoL. 31, p. 453).

File: N:derm/templates/filing_clinical.doc 3



Is this an adequate multi-centered trial? two centers; the data from the 2 centers were pooled; could

not locate the number of subjects enrolled at each center

J. Leonel Villavicencio, M.D. (Prinicipal Investigator; Vol. 31, p. 747)
Uniformed Services University ofthe Health Sciences
Bethesda, MD

From Dermatology Associates of San Diego County. Inc. in Encinitas. CA (VoL. 31. p. 747):
1. 
2. Mithcel P. Goldman, MD (Coordinating Investigator; VoL. 37, p. 3111)

From Institute for Vein Diseases in Southfield. MI (study report. Vol. 31. p. 747):
1. 
2. John R. Pfeifer, MD (study report, Coordinating Investigator; Vol. 37, p. 3111)

174 enrolled and received study drug equally randomized to either Aethoxysklerol (72 subjects) or
Sotradecol (77 subjects); 16 subjects were protocol violators, 9 subjects were did not complete the
study; unclear how many subjects were enrolled per investigator and/or per site

Study Title: same

Study design: Randomized (Yes) Double Blind (Yes) Placebo controlled (No; active comparator:
Sotradecol) Multicentered (Yes;/two centers)

Indication: same

Study arms (dosage, duration, treatment length for each arm): same

Effcacy endpoints (Primary and secondary): same

How measured: same

6. Are the pivotal effcacy studies of appropriate design to meet basic

requirements for approvabilty of this product based on proposed draft
labeling? No

Proposed indication from sponsor's draft labeling: from draft labeling (VoL. 30, p. 8): sclerotherapy
of varicose veins of the lower extremities

AethoxysklerolO.5%: very small varicose veins (spider veins) ~ 1 mm in diameter
Aethoxysklerol 1 %: small varicose veins  1 to 3 mm in diameter

As designed, could endpoints in pivotal trial #1 support labeling? No

File: N:derm/templates/filing_clinical.doc 4
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From Clinical Pharmacology Section of Draft Label:

From Dosage and Administration Section of Draft Label:

Comment: Pertaining to the Dosage and Administration" section, the protocol did not address
1. the specific volume(s) of product to administer per injection for any of the vessel sizes studied. (See Sec. 5.3.2

of protocol, Vol. 31, p. 464, "Route of Administration and Dosages Recommended;" Sec. 7.1.4, p. 467, "Study
Design;" Sec. 8.2.0, p. 471, "Dosage and Administration"; Appendix 3, p. 503, "Treatment Guidelines

Aethoxysklerol/Sotradecol Multicenter TriaL"
2. positioning of patient during injection or application of compression
3. types of syringes or needles.

4. injection techniques

5. post-treatment ambulation

6. compression procedures or their impact on treatment success/treatment durability
7. Treatment intervals of 1 to 2 weeks

As designed, could endpoints in pivotal trial #2 support labeling? No; see response above

7. Are all data sets for pivotal effcacy studies complete for all indications

(indications) requested? (this is a stat question?)

8. Do all pivotal effcacy studies appear to be adequate and well-controlled

within current divisional policies (or to the extent agreed to previously with
the applicant by the Division) for approvabilty of this product based
on proposed draft labeling? No

PreIND Mtg: ?

File: N:derm/templates/filin9_clinical.doc 5
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IND number/s: 35,139

Guidance Meetings: January 12, 1998; September 23, 1998
EP2 Meeting Date: ?

Agency response to Phase 3 protocols: ?
PreNDA meeting date: October 21, 2002

Do endpoints as described by sponsor in pivotal Study 1 conform to previous agency

commitments? No, not during the conduct of the trials (based on review ofthe protocol, Amendments
1 and 2 and their respective dates). Endpoints appear to have been amended post-hoc to conform with
the primary endpoint recommended by the agency:

· February 8, 1994 Facsimile Memorandum to sponsor from FDA (VoL. 37, p. 3301): "... stated
objective is to demonstrte.. .disappearance of varicosities.. .Pigmentation and neovascularization
are...an adverse event...they should not be combined with your primary effcacy variable...we wil
evaluate effcacy separately form adverse events."

· October 4, 1996 FDA communication to sponsor (Vol. 37, p. 3531): ".. .disappearance of the
vascularization...is the primary endpoint."

· January 12, 1998 Guidance Meeting: primary endpoint should be disappearance of vascularization
as determined by three readers on a 5-point scale.

· September 23, 1998 Guidance Meeting: 1) primary endpoint should be disappearance of varicosities;
FDA recommended that the sponsor consider the dichotomized version of disappearance of
varicosities (yes/no) as the sole primary effcacy variable 2) minimum of 300 subjects treated with
the labeled dosing and adequately followed for safety are required for fiing; "to-be-marketed'

formulation should have been used; referred to ICH E lA.

Do endpoints as described by sponsor in pivotal Study 2 conform to previous agency

commitments? As above

Are the pivotal trials multi-centered? OHIO was reported as single-center trial; MICA was reported

as a two-center trial (sites in Michigan and California)

Are there adequate numbers of patients enrolled? No

9. Has the applicant submitted line listings in a format to allow reasonable review

of the patient data? No

Has the applicant submitted line listings in the format
agreed to previously by the Division? Not aware of any previous agreement

10. Has the application submitted a rationale for assuming the applicabilty of foreign
data (disease specific microbiologic specific) in the submission to the US population? None found

11. Has the applicant submitted all additional required case record
forms (beyond deaths and drop-outs) previously requested by the Division? Not aware of any
previous requests

12. Has the applicant presented the safety data in a manner consistent with
Center guidelines and/or in a manner previously agreed to by the Division? No; no table of

File: N:derm/templates/filin9_clinical.doc 6



contents for the data listings. Integrated Summary of Safety is included in the submission.

13. Has the applicant presented a safety assessment based on all current
world-wide knowledge regarding this product? Not specifically found; Foreign Marketing History

is in Volume 2 (one sentence re product not having been withdrawn from marketing in any country (p.274).
According to the Master Table of Contents, Safety Updates can be found in Volume 44; however, no update
was found

14. Has the applicant submitted draft -labeling consistent with 21CFR 201.56
and 21CFR 201.57, current divisional policies, and the design of the
development package? Draft labeling was submitted; not consistent with the design of the
development package

15. Has the applicant submitted all special studies/data requested by the Division
during pre-submission discussions with the Sponsor? It is not clear that any special studies were
requested.

16. Has the applicant complied with the requirements of the Pediatric Rule? waiver requested
(VoL. 1)

a) Is this an indication that would be applicable to the pediatric population? rare

b) What pediatric ages are included in the protocol? none
c) Does the sponsor request pediatric labeling? no

d) What waivers, if any, are requested? Pediatric waiver requested ("studies impossible or highly

impractical

17. Financial disclosure of investigator

a) Does the NDA contain the appropriate form to comply with the fiing requirement for
Financial Disclosure for Investigators? Yes

18. From a clinical perspective, is this NDA fieable? If "no", please state
below why it is not. No, for reasons which include:

1. Presentation of the material in Section 8, "Clinical Data Section" is in so haphazard a manner as to
render it incomplete on its face.
a. There is no comprehensive table of contents for Volumes 35 through 43 (pages 2292A through

5427). Contents of these volumes include the individual Clinical Study Reports for the pivotal
trials (MICA and OHIO) and the data listings.

b. There is inadequate guidance in the study reports to the location of individual data and records.
2. There is clear failure to include evidence of effectiveness compatible with the statute and

regulations.
a. There is a lack of adequate and well-controlled studies. The sponsor's comparator was

Sotredecol, an approved sclerosant, which the sponsor supplied to investigators in the its
manufactured concentrations of 1.0% and 3.0%. However, the protocol called for

investigators to administer Sotradecol in the off-label concentrations of 0.25%, 0.5% and
1.5%. Even had this been acceptable, there were no instructions given as to the procedures

File: N:derm/tempiates/filing_clinical.doc 7



for dilution or for the solution to use as a diluent. Dilutions were achieved by use of
parenteral solutions provided by the investigator.

b. The primary endpoint in the pivotal trials was inappropriate. The agency recommended that

the primary endpoint be the disappearance of varicosities (see agency
communciations/minutes from February 8, 1994, October 4, 1996, January 12, 1998, and
September 23, 1998). The sponsor does not appear to have amended the protocol to reflect
the recommended primary endpoint until after the pivotal trials were completed ( see
Amendment #2; submitted January 29, 1997). Further, the Principal Investigator and the
study biostatistician instructed the three "independent" reviewers in the post-hoc scoring
procedures, possibly introducing bias.

3. There is critical data, infonnation or analyses needed to evaluate effectiveness and safety or

provide adequate directions for use.
a. The total patient exposure (numbers or duration) at relevant doses is clearly inadequate to

evaluate safety. At the September 23, 1998 Guidance Meeting, the sponsor was advised that a
minimum of 300 subjects treated with the labeled dosing and adequately followed would be
required for safety, and the sponsor was referred to the ICH E lA document for additional
discussion.

b. There is clearly inadequate evaluation for effectiveness of the population intended to use the
drug. The last study visit was 16 weeks (4 months) following the last treatment. This is not a
suffciently long to allow for the assessment of durabilty of treatment effect.

c. There is an absence of data supporting the proposed dose and dose intervals. The pivotal trials
did not study specific volume(s) of product to administer per injection for any of the vessel
sizes studied. Also, the pivotal trials did not study dosing intervals of one to two weeks.
Additionally, the pivotal trials did not assess
i. positioning of patient during injection

ii. types of syringes or needles.

iii. injection techniques

iv. post-treatment ambulation

v. compression procedures or their impact on treatment success/treatment durabilty

If certain claims are not fileable please state which claims they are and why they are
not fieable.

Brenda Carr, MD
Reviewing Medical Offcer

Medical Team Leader

Addendum: At the fieabilty meeting (November 24,2003), it was concluded that the NDA would be fieable
if the sponsor provided the comprehensive table of contents for Volumes 35 through 43 (pages 2292A through

File: N: derm/templates/filing_ clinical. doc 8



5427). The sponsor was advised ofthe need for the comprehensive table of contents in a teleconference held on
November 24,2003 and that it should be submitted by November 28,2003. The sponsor agreed to provide the
requested information by this date.

File: N:derm/templates/filin9_clinical.doc 9
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This is a representation of an electronic record that was signed electronically and
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/s/

Brenda Carr
11/25/03 10:52:32 AM
MEDICAL OFFICER

Markham Luke
12/8/03 05:45:31 PM
MEDICAL OFFICER
Found to be fileable after Sponsor resolved TOC granularity
issues. Efficacy and safety review issues outstanding to
be communicated in 74-day letter. Not filing issues
as per Fileability Meeting attended by DD and
OD.



Version:  9/25/03 

NDA REGULATORY FILING REVIEW 
(Including Memo of Filing Meeting) 

 
 
NDA #  21-201   Supplement # N/A  SE1  SE2  SE3  SE4  SE5  SE6  SE7  SE8 
 
Trade Name: Aethoxysklerol 
Generic Name: polidocanol 
Strengths: 0.5%, 1%,  
 
Applicant: Chemische Fabrik Kreussler & Co., GmbH 
 
Date of Application: September 29, 2003 
Date of Receipt: October 2, 2003 
Date clock started after UN:  
Date of Filing Meeting: November 10, 2003 
Filing Date:  December 15, 2003 
Action Goal Date (optional):     User Fee Goal Date: 
 
Indication(s) requested: Treatment of varicose veins of the lower extremities. 
 
 
Type of Original NDA:   (b)(1) __X________  (b)(2)  __________ 
 OR 
Type of Supplement:   (b)(1) __________  (b)(2) ___________ 
 
 
NOTE:  A supplement can be either a (b)(1) or a (b)(2) regardless of whether the original NDA was a (b)(1) or a 
(b)(2).  If the application is a (b)(2) application, complete the (b)(2) section at the end of this review. 
 
 
Therapeutic Classification: S   ___X_______  P  __________ 
Resubmission after withdrawal?       ___YES___  Resubmission after refuse to file?  __________ 
Chemical Classification: (1,2,3 etc.) ___1_______ 
Other (orphan, OTC, etc.)         __________ 
 
 
User Fee Status:   Paid  __________ Exempt (orphan, government)  __________ 

Waived (e.g., small business, public health)  _X_________ 
 
Form 3397 (User Fee Cover Sheet) submitted:     X YES  NO 
 
User Fee ID #   _______________  
Clinical data?   YES __X_____  NO, Referenced to NDA # ______________ 
 
Is there any 5-year or 3-year exclusivity on this active moiety in either a (b)(1) or a (b)(2) application? 
 
          YES  X NO 
If yes, explain: 
 
 
Does another drug have orphan drug exclusivity for the same indication?  YES  X NO 
 

(b) (4)



NDA 21-201 
NDA Regulatory Filing Review 
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If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness 
[21 CFR 316.3(b)(13)]? 
         X N/A  YES  NO 
 
 
Is the application affected by the Application Integrity Policy (AIP)?   YES  X NO 
If yes, explain. 
 
 
If yes, has OC/DMPQ been notified of the submission?   X N/A  YES  NO    
 
 
•  Does the submission contain an accurate comprehensive index?   X YES    NO 
 
•  Was form 356h included with an authorized signature?    X YES  NO 

If foreign applicant, both the applicant and the U.S. agent must sign. 
 

•  Submission complete as required under 21 CFR 314.50?    X YES  NO 
If no, explain: 

 
 
•  If an electronic NDA, does it follow the Guidance?        X N/A YES  NO 

If an electronic NDA, all certifications must be in paper and require a signature. 
Which parts of the application were submitted in electronic format? 
 
 
Additional comments: 
 

 
•  If in Common Technical Document format, does it follow the guidance?  X N/A YES  NO 
 

 
•  Is it an electronic CTD?            X  N/A YES  NO 

If an electronic CTD, all certifications must be in paper and require a signature. 
      Which parts of the application were submitted in electronic format? 

 
 
       Additional comments: 
 
 
•  Patent information submitted on form FDA 3542a?     X YES  NO 
 
•  Exclusivity requested?       YES,  _______years X NO 

Note:  An applicant can receive exclusivity without requesting it; therefore, requesting exclusivity is not 
required. 

 
 
•  Correctly worded Debarment Certification included with authorized signature?     X YES           NO  

If foreign applicant, both the applicant and the U.S. Agent must sign the certification. 
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NOTE:  Debarment Certification should use wording in FD&C Act section 306(k)(1) i.e.,  
“[Name of applicant] hereby certifies that it did not and will not use in any capacity the services of any 
person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection with this 
application.”  Applicant may not use wording such as “To the best of my knowledge . . . .” 
 

•  Financial Disclosure forms included with authorized signature?   X YES  NO 
(Forms 3454 and 3455 must be used and must be signed by the APPLICANT.) 

 
•  Field Copy Certification (that it is a true copy of the CMC technical section)?  X YES  NO 

 
Refer to 21 CFR 314.101(d) for Filing Requirements 
 
•  PDUFA and Action Goal dates correct in COMIS?      X YES  NO  

If not, have the document room staff correct them immediately.  These are the dates EES uses for 
calculating inspection dates. 

 
•  Drug name/Applicant name correct in COMIS?  If not, have the Document Room make the corrections. 
 
•  List referenced IND numbers:  35,139 
 
•  End-of-Phase 2 Meeting(s)?      Date(s)  ____________  NO 

If yes, distribute minutes before filing meeting. 
 
•  Pre-NDA Meeting(s)?      Date(s)  October 21, 2002 NO 

If yes, distribute minutes before filing meeting. 
 
 
Project Management 
 
•  All labeling (PI, PPI, MedGuide, carton and immediate container labels) consulted to DDMAC? 
 *Note:  Will send consult after application is filed.    YES   X NO 
 
•  Trade name (plus PI and all labels and labeling) consulted to ODS/DMETS?  YES  X NO 

*Note:  Will send consult after application is filed. 
 

•  MedGuide and/or PPI (plus PI) consulted to ODS/DSRCS?  N/A  YES  X NO 
*Note:  Will send consult after application is filed. 
 

•  If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal for scheduling, 
submitted?         

X N/A  YES  NO 
 

If Rx-to-OTC Switch application: 
 
•  OTC label comprehension studies, all OTC labeling, and current approved PI consulted to ODS/DSRCS?

         X N/A  YES  NO 
 
•  Has DOTCDP been notified of the OTC switch application?  X N/A  YES  NO 
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Clinical 
 
•  If a controlled substance, has a consult been sent to the Controlled Substance Staff?   

         X N/A  YES  NO 
 
Chemistry 
 
•  Did applicant request categorical exclusion for environmental assessment?  X YES  NO 

If no, did applicant submit a complete environmental assessment? X N/A YES  NO 
If EA submitted, consulted to Nancy Sager (HFD-357)?   X N/A YES     NO 

 
•  Establishment Evaluation Request (EER) submitted to DMPQ?  X YES    NO 
 
•  If a parenteral product, consulted to Microbiology Team (HFD-805)?  X YES    NO 
 
 
If 505(b)(2) application, complete the following section:  
 
•  Name of listed drug(s) and NDA/ANDA #: 
 
•  Describe the change from the listed drug(s) provided for in this (b)(2) application (for example, “This 

application provides for a new indication, otitis media” or “This application provides for a change in dosage 
form, from capsules to solution”). 

 
 
•  Is the application for a duplicate of a listed drug and eligible for approval under section 505(j) as an ANDA?  

(Normally, FDA will refuse-to-file such NDAs.) 
           YES  NO 
 
•  Is the extent to which the active ingredient(s) is absorbed or otherwise made available to the site of action 

less than that of the reference listed drug (RLD)?  (See 314.54(b)(1)).  If yes, the application should be 
refused for filing under 314.101(d)(9).       

YES  NO 
 
•  Is the rate at which the product’s active ingredient(s) is absorbed or otherwise made available to the site of 

action unintentionally less than that of the RLD?  (See 314.54(b)(2)).  If yes, the application should be 
refused for filing under 314.101(d)(9).    

YES  NO 
 
•  Which of the following patent certifications does the application contain?  Note that a patent certification 

must contain an authorized signature. 
 

____ 21 CFR 314.50(i)(1)(i)(A)(1):  The patent information has not been submitted to FDA. 
 
____ 21 CFR 314.50(i)(1)(i)(A)(2):  The patent has expired. 
 
____ 21 CFR 314.50(i)(1)(i)(A)(3):  The date on which the patent will expire. 
 
____ 21 CFR 314.50(i)(1)(i)(A)(4):  The patent is invalid, unenforceable, or will not be infringed by the 

manufacture, use, or sale of the drug product for which the application is submitted.   
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IF FILED, and if the applicant made a “Paragraph IV” certification [21 CFR 
314.50(i)(1)(i)(A)(4)], the applicant must submit a signed certification that the patent holder 
was notified the NDA was filed [21 CFR 314.52(b)].  Subsequently, the applicant must submit 
documentation that the patent holder(s) received the notification ([21 CFR 314.52(e)]. 

 
____ 21 CFR 314.50(i)(1)(ii):  No relevant patents. 
 
____ 21 CFR 314.50(i)(1)(iii):  The patent on the listed drug is a method of use patent and the labeling 

for the drug product for which the applicant is seeking approval does not include any indications 
that are covered by the use patent.  Applicant must provide a statement that the method of use 
patent does not claim any of the proposed indications. 

 
____ 21 CFR 314.50(i)(3):  Statement that applicant has a licensing agreement with the patent owner 

(must also submit certification under 21 CFR 314.50(i)(1)(i)(A)(4) above.)   
____ Written statement from patent owner that it consents to an immediate effective date upon  approval 

of the application. 
 
•  Did the applicant: 
 

•  Identify which parts of the application rely on information the applicant does not own or to which 
the applicant does not have a right of reference?  

           YES  NO 
 

•  Submit a statement as to whether the listed drug(s) identified has received a period of marketing 
exclusivity?  

           YES  NO 
 

•  Submit a bioavailability/bioequivalence (BA/BE) study comparing the proposed product to the 
listed drug? 

         N/A  YES  NO 
 

•  Certify that it is seeking approval only for a new indication and not for the indications approved for 
the listed drug if the listed drug has patent protection for the approved indications and the applicant 
is requesting only the new indication (21 CFR 314.54(a)(1)(iv).? 

         N/A  YES  NO 
 
•  If the (b)(2) applicant is requesting exclusivity, did the applicant submit the following information required 

by 21 CFR 314.50(j)(4): 
 
 
•  Certification that each of the investigations included meets the definition of "new clinical 

investigation" as set forth at 314.108(a). 
           YES  NO 
 

•  A list of all published studies or publicly available reports that are relevant to the conditions for 
which the applicant is seeking approval.        

YES  NO 
 

•  EITHER 
The number of the applicant's IND under which the studies essential to approval were conducted. 
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         IND #  _________  NO 

       OR 
       A certification that it provided substantial support of the clinical investigation(s) essential to 
       approval if it was not the sponsor of the IND under which those clinical studies were conducted? 

 
        N/A  YES  NO 
 

•  Has the Director, Div. of Regulatory Policy II, HFD-007, been notified of the existence of the (b)(2) application? 
 
           YES  NO 
 
 
 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Leonthena Carrington
12/16/03 10:45:58 AM
CSO
NDA 21-201 Regulatory Filing Review

Mary Jean Kozma Fornaro
12/16/03 11:04:21 AM
CSO
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

FILING REVIEW LETTER
NDA 21-201

Chemische Fabrik Kreussler & Co., GmbH
c/o INC Research, Inc.
Attention: Howard M. Smith
675 Peter Jefferson Parkway
Suite 120
Charlottesvile, VA 22911

Dear Mr. Smith:

Please refer to your September 29, 2003, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for Aethoxysklerol (polidocanol) Injectable,
0.5%, 1 %, 

We have completed our filing review, and have determined that your application is sufficiently
complete to permit a substantive review.. Therefore, this application has been fied under section
505(b) of the Act on December 1,2003, in accordance with 21 CFR 314.101(a).

In our filing review, we have identified the following potential review issues:

Clinical:

1) The total patient exposure (numbers or duration) at relevant doses is insufficient to
adequately evaluate safety at the doses proposed. At the September 23, 1998, Guidance
Meeting, you were advised that a minimum of 300 subjects treated with the labeled dosing
and adequately followed would be required for safety, and you were referred to the ICH
EIA document for additional discussion.

2) Specific and detailed instructions to allow for safe and effective use ofthe drug product

have not been provided. This information should be supported with sufficient data to
conclude that such use allows for safe and effective use. For example, the pivotal trials did
not assess:

a) positioning of patient during injection
b) types of syringes or needles

c) injection techniques

d) post-treatment ambulation

e) compression procedures or their impact on treatment success/treatment durability

3) There is an absence of data supporting the proposed dose and dose intervals in the
provided draft labeling. The pivotal trials did not study specific volume(s) of product to

(b) (4)
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administer per injection for any ofthe vessel sizes studied. Also, the pivotal trials did not
study dosing intervals of one to two weeks.

4) There is inadequate evaluation for effectiveness in the intended population for the
proposed indication. The last study visit was 16 weeks (4 months) following the last
treatment. This is not suffcient to allow for the assessment of durability oftreatment
effect, which is a key component of the effcacy of this therapy. Disappearance of
varicosities is acceptable as an efficacy variable; however, an efficacy endpoint at 16
weeks after the last treatment is not of sufficient duration to allow determination of the
durability ofthe treatment effect.

5) Two studies are identified as pivotal, one single center OHIO Study and one 2-center
MICA Study. While data from these studies may be suffcient to support filing of the
application, the submitted data appear insufficient to make a determination of efficacy to
support product approvaL.

6) Sotradecol was used at a lower concentration than the currently approved drug product.

The diluted Sotradecol should therefore be considered a placebo for the purposes of study
and a determination should be made of superiority of Aethoxysklerol over the diluted
Sotradecol.

Biostatistics:

1) Photographs are said to be graded by three independent reviewers. It is not clear if all
photographs in a study are graded by the same reviewers or not.

2) At each center, several co-investigators are listed. It is not clear ifthese investigators treat
different subsets of patients or not, or if all patients are treated by the same investigators.

3) Your facsimile, dated January 29, 1997, states that the primary efficacy endpoint wil be
the disappearance of varicosities, with clinical improvement as a secondary endpoint.
These are to be tested for superiority over the comparator drug. However, your own
analyses, as reported in the integrated summary of effcacy, do not show statistically
significant treatment differences.

We are providing the above comments to give you preliminary notice of potential review issues.
Our fiing 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 request that you submit the following information to address the potential review issues
described above:
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Biopharmaceutics:

1) It appears that only Japanese patients were enrolled in the pivotal PK study (ASK-OO-Ol-

00). Please provide systemic exposure information of Aethoxysklerol in patients that
would represent the U.S. population (e.g., Caucasian, African-American, Hispanic, etc.).

Clinical:

1) Please clarify how the efficacy evaluation was carried out by the three investigator review.

2) Does each of the three investigators rate the same photograph or do different investigators
rate different photographs? Ifthe three investigators rated the same photograph, please
clarify how the overall subject/patient rating was carried out.

3) Please clarify whether a different panel of investigators rated subjects in the different

studies or the same investigators rated the subjects in the two studies.
4) Please provide correlation of the relevance for the photographic evidence versus the actual

clinical assessment of the patients. Further, how does the photographic evidence relate to
the longevity of effect?

5) Please submit baseline and efficacy endpoint assessment photographs for each and every

patient with complete disappearance of varicosities.
6) Please provide photographs that would enable the Agency to evaluate the grading scale.

7) Please provide the location in the NDA of the names of the photographic review panel and
CVs and financial disclosure for each reviewer.

8) Please provide information regarding bioavailability in the pulmonary circulation after

venous injection of AethoxyskleroL. Please comment on potential for longer term side
effects with pulmonary exposure, e.g., pulmonary hypertension.

Biostatistics:

1) Please provide whether different sets of reviewers are used for photograph grading, both

within and between studies.
2) Please clarify if co-investigators at each center treat all patients or different subsets of

patients.

Please respond to the above requests for additional information. While we anticipate that any
response submitted in a timely manner wil be reviewed during this review cycle, such review
decisions wil be made on a case-by-case basis at the time of receipt of the submission.

If you have any questions, call Lea Carrington, Regulatory Project Manager, at (301) 827-2020.
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Sincerely,

(See appended electronic signature page)

Jonathan Wilkin, M.D.
Director
Division of Dermatologic and Dental Drug
Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research



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

/s/
Jonathan Wilkin
12/15/03 11:41:00 AM



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: November 26,2003

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Company: Chemische Fabrik Kruessler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165

From: Lea Carrington
Regulatory Project Manager
Division of Derma to logic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

Phone number: (301) 827-2020

Subject: NDA 21-201

Total no. of pages including cover: 2

Comments: Biopharmaceutics comments - to expedite, please fax by Dec. 1, 2003.

Document to be mailed: · .YES 0NO

Tms 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 notifed 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) 827-2020. Thank you.



FDA Fax Memorandum

Date: November 26, 2003

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kressler & Co.

c/o INC Research

Subject: NDA 21-201 Information Request

Dear Howard,

The Biophar reviewer has requested additional information regarding your submission
of New Drug Application (NDA) 21-201, Aethoxysklerol (polidocanol) 0.5%, 1 %,

. Please fax the requested information by December 1,2003, and in addition please
provide your response as an offcial submission to your NDA.

Biopharm Comments:

1. Please provide the source and identification information of the drg substance and

the dosage form used in the pivotal PK study ASK-00-01-00; and confirm whether
they are the same as the to-be-marketed drug substance and dosage form.

2. Please submit the clinical study report for ASK-00-01-00 in an electronic format if

available.

Please contact me should you have any questions.

Respectfully,

Lea Carrington
Regulatory Project Manager

(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/
Leonthena Carrington
11/2 6 / 03 12: 53 : 18 PM
CSO
Biopharm comments faxed 11/26/03.



Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: November 26,2003

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Company: Chemische Fabrik Kreussler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165

From: Lea Carrington
Regulatory Project Manager
Division of Dermatologic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

Phone number: (301) 827-2020

Subject: NDA 21-201: Information request

Total no. of pages including cover: 3

Comments: Specific detail for Table of Contents requested; please fax by Dec. 1,2003.

Document to be mailed: · .YES ilNO

TilS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM IT IS ADDRESSED AN MAY CONTAI INFORMTION THAT IS
PRIVIEGED, CONFIDENTIAL, AN PROTECTED FROM DISCLOSUR
UNER 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) 827-2020. Thank you.



FDA Fax Memorandum

Date: November 26, 2003

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kreussler & Co.

c/o INC Research

Subject: NDA 21-201 Information Request

Dear Howard,

The Medical Offcer has requested additional information to facilitate review of your
submission of New Drug Application (NDA) 21-201, Aethoxysklerol (polidocanol)
0.5%, 1 %,  Please fax the requested information by December 1, 2003, and in
addition please provide your response as an offcial submission to your NDA.

Clinical Comments:

Please provide additional detail in the Table of Contents (TOC) for the clinical lab data in
Volume 1, beginning on page 4948. All the data are listed as "Clinical Laboratory
Results" and do not identify what type oflab might be found on a particular page. For
example, the TOC does not identify the specific page location of hematologic analyses or
urinalyses.

This specific information will prevent the reviewer from randomly searching through all
the lab data to find a specific data listing.

Please contact me should you have any questions.

Respectfully,

Lea Carrington
Regulatory Project Manager

(b) (4)



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

. ._ La e.. ... --_.... ... _a. .... d.' ..
/s/

Leonthena Carrington
11/26/03 04: 01: 29 PM
CSO
Clinical information request faxed to sponsor 11/26/03.



Food and Drug Administration
Center for Drug Evaluation and Research
Offce of Drug Evaluation V

FACSIMILE TRANSMITTAL SHEET

DATE: November 10,2003

From: Lea Carrington
Regulatory Project Manager
Division of Dermatologic & Dental Drug
Products

Fax number: (301) 827-2091 or 2075

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Company: Chemische Fabrik Kruessler & Co.
c/o INC Research

Fax number: (434) 295-7209

Phone number: (434) 244-5165 Phone number: (301) 827-2020

Subject: NDA 21-201

Total no. of pages including cover: 4 & copy of Form FDA 3542a (4 pages).

Comments: Information Request - please provide by Nov. 21, 2003.

Document to be mailed: · .YES 0NO

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) 827-2020. Thank you.



FDA Fax Memorandum

Date: November 10,2003

To: Howard M. Smith, Senior Director
Regulatory Operations & Medical Writing

Applicant: Chemische Fabrik Kruessler & Co.

c/o INC Research

Subject: NDA 21-201 Information Request

We refer to your submission of New Drug Application (NDA) 21-201, Aethoxysklerol
(polidocanol) 0.5%, 1 %,  Please provide the documentation listed below in an
offcial submission to your NDA by November 21, 2003 or please advise when the
requested information wil be submitted: '

Project Management

1. Form FDA 356h signed by the Applicant.

2. Debarment Certification signed by both the Applicant and the U.S. Agent in the
format ofthe Draft Guidance for Industry - Submitting Debarment Certifcation
Statements Draft Guidance which states:

The FDA regards the following wording, taken from section 306(k)(1) of the Food,
Drug and Cosmetic Act, as the most acceptable form of certification:

(Name of the applicant) hereby certifes that it did not and wil not use in any
capacity the services of any person debarred under section 306 of the Federal Food,
Drug and Cosmetic Act in connection with this application.

3. Financial Disclosure Form 3454 signed by the Applicant.

4. Field Copy Certification signed by the Applicant.

5. Patent Information Form FDA 3542a signed by Applicant and U.S. Agent.
(see attached)

2

(b) (4)



Pharm/Tox

1. Please propose appropriate limits for all degradation products and supply data and
reasoning for supporting the proposed limits.

2. The tabular data that comprises references 47, 48,51,52, & 56 should be linked to

their associated GLP study reports. It appears that these tables may be associated
with a study report included as reference #46. If these tables are not associated with
reference #46, then the study reports associated with these tables should be submitted
to the NDA.

Chemistry, Manufacturing and Controls

1. Please provide two additional copies of the methods validation package (volumes 15-
17). Because they are not subject to our validation, the following may be omitted
from these copies for compactness, and should be replaced with a single page
indicating the page number range ofthe omitted pages:

a. all specifications and analytical methods for materials used in the

synthesis of polidocanol;
b. all validation reports for these methods;

c. all specifications and analytical methods for raw materials used in the

manufacturing of all strengths of the finished drug product; and
d. all in-process test procedures.

2. Please propose an appropriate limit for  in the drug product. This

should be supported by data and your reasoning for the proposed limit. Based on
comments from our pharmacologists, some persons have hypersensitivity to

.

3. Please provide an estimate of the date on which you wil be able to submit the 9- and
12-month stabilty updates for the lots ofthe drug product manufactured at r

4. Please clarify whether the primary stability batches are only those manufactured by
, or ifthey include those manufactured by .

5. If the batches manufactured by  are to be considered as primary
stabilty batches for our review, please verify that this facility is ready for inspection.

6. Please submit a report of the validation of the ampoule sealing (container and closure
system integrity).

3

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)

(b) (4)



7. Please submit a validation summary of the bioburden reduction process (i.e., the
). A description of media fill

methods and data summaries would adequately address this.

8. The drug substance testing facility identified as appears to also be
known as , which is located at the exact same address. Are they the same?

Please contact me if you have any additional questions.

Respectfully,

Lea Carrington
Regulatory Project Manager

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/

Leonthena Carrington
11/ 10/ 0 3 04: 2 7 : 4 7 PM
CSO
Faxed to Applicant 11/10/2003.
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 21-201

Chemische Fabrik Kreussler & Co.
c/o INC Research
Attention: Howard M. Smith
Senior Director, Regulatory Operations & Medical Writing
675 Peter Jefferson Parkway
Suite 120
Charlottesvile, VA 22911

Dear Mr. Smith:

We have received your new drug application (NDA) submitted on behalf of Chemische Fabrik
Kreussler & Co., under section 505(b) of the Federal Food, Drug, and Cosmetic Act for the
following:

Name of Drug Product: Polidocanol (aethoxysklerol) Injectable

Review Priority Classification: Standard (S)

Date of Application: September 29, 2003

Date of Receipt: October 2, 2003

Our Reference Number: NDA 21-201

Unless we notify you within 60 days of the receipt date that the application is not sufficiently
complete to permit a substantive review, we wil fie the application on December 1, 2003, in
accordance with 21 CFR 314.101(a). Ifthe application is fied, the user fee goal date wil be
August 2, 2004.

Please cite the NDA number listed above at the top of the first page of any communications
concerning this application. Address all communications concerning this NDA as follows:

U.S. Postal Service:

Center for Drug Evaluation and Research
Division of Derma to logic & Dental Drug Products, HFD-540
5600 Fishers Lane
Rockvile, Maryland 20857



NDA 21-201
Page 2

Courier/Overnight Mail:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Derma to logic & Dental Drug Products, HFD-540
9201 Corporate Boulevard
Rockvile, Maryland 20850

If you have any questions, call Lea Carrington, Regulatory Project Manager, at (301) 827-2020.

Sincerely,

(See appended electronic signature page)

MARY JEAN KOZMA-FORNARO
SUPERVISOR, PROJECT MANAGEMENT
Division of Dermatologic & Dental Drugs
Offce of Drug Evaluation V
Center for Drug Evaluation and Research



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

/s/
Leonthena Carrington
i i /4/ 03 03: 3 6 : 0 i PM

Signed for MJ Kozma-Fornaro.
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Howard M. Smith cerfies for Cheiscbe Fabri Kreussler & Co., GmbH that the field
copy is a tre copy of the application descrbed in 21 CFR 314.50 (1)(3) and contaed in
the archival and review copies of the application.

Signatue: k ~fé
Date: ó/9 SEP 2c)~



DEPARMENT OF HEATH AN HUMAN SERVICES

PULI HEATH SERE
FOOD AND DRUG ADMINISTRTION

FonApve: OM No. 091()7
Eicrall Dae: Feb 29, 20.

USER FEE COVER SHEET

(~¡¡¡::¡¡ID Se Instrctons on Reverse ~/de Before Completing T~/s Form:¡::"W A coplete form must be signed and acpany each new dru or bioloic proct appiction and each new supplment See exception on the

revers side. If payment Is set by U.S. maD or coer, plea inude a coy of this coplte fo with pame Pament Instrctns and fee rates

ca be found on CDERs websit: htl:/Iww,fda.go/cderlpdefullhlm

1. APPLlCASNA ANADESS

Chemihe Fabrik Kreuss1er & Co., GmbH
Rheingaustre 87-93

D-65203 Wiesbaden
Gery

4. BLA SUISION TRCKIN NUMBER (STN) I NDA NUMBER

21-201

2. TEPHNE NUMBER (Incde Ala Co)

5. OOES THIS APICATIO REQUIRE CLINICAL DATA FOR APROVAL?

(J YES 0 NO

IF YOUR RESPE IS"NO AN THIS IS FOR A SUPPlMENT, STOP HER
AND SIGN THIS FORM.

IF RESPONS IS 'YS', CHECK TH APRORITE RESPO BELOW;

at THE REIRED CUNIC DATA AR CONTAINED IN THE APPLICATION.

o THE RERE CUNICAL DATA ARE SUBMin BY
REERE TO:

( 434 ) 2445165 (IC Resch)
3. PR NA

Aethoxysero1

(AATIO NO. CONAIIN TH DATA).

6. us FE 1.0. NUER
Req 99.045

7. IS THIS APPLICTIN COVERED BY fI OF THE FQOWIN US FEE EXCWSIS? IF SO, CHECK THE APPLICABLE EXClUSION.

~~). ./

o A lAGE VOlUME PARNT DRUG PRT
APPROVE UNDE SECTION 500F TH FED
FOO, DR, AN COMETIC ACT BE 9/119
(SBfExaro)

o A 50(b)(2) APPLICATION THTOOS NOT REUIR A FEE
(Ss item 7. _ si bs ch bo.)

o THE APICTIO QUALFIES FOR TH OR
EXCEP UNDER SECTIN 736a)(1)( of th Fed Foo.
Dng, and Co Ac
(S it 7. _ sie befo ch bo)

o TH APPLICTIN ISA PEIATR SUP THT
QUALIFIES FOR THE EXCEPTION UN SETI 73(a)(1)(F of
th Feer Foo, Dr, andCo Ac
(Sslt 7, _ sI li ch boJ

o THE APICTIO IS SUMrr BY ASTATE OR FEDERA
GOVERN ENT FORA DRUG THT IS NOT DISIB
COMMEIAY(SeEx)

8. HAAWAI OF ANAPATION FEBEGRA FORTlIS APTION? ~YES ONO
(Se IIB 8, _ sk if an YES)

. Puic reportg burdn fo this colectn of informaton Is estite to avere 30 minute per response, Incudin the tie fo reving

intrns, searcng existi data sourc, gatherng and maitaIning the da neeed, and copltig and reng th coecn of inflln.
8e coments reng this burd estimate or any othr as of ths collec of InfoaUon, Incin su fo reucng this burd to:

Deparbent of Helt and Human Servics

Fo and Drug AdminlslrUon

CBER HFM-9
1401 RokvUe Pike

(' .~Ie, MD 202-144/

and

Foo and Dru Administrtion
COER, HFD-
12420 Parkaw Drie, Room 304
Rockle, MD 2052

An agen may not co or spoor, and a pe Is not

reuired to repo to, a coon of Infoti unle It
displa a cuiUy valid OMS contrl num.

SIGTURE OF AU COMPAN RENTATIE TI1
Sen. Di, Reglatory Opraons
& Meal Wnt

DATE~~
RBFI(4)

.1' SE2 ~3
C""lil'_(3-- EF



, $")

.,'

,-__, DeClt ofHn ai HU Savlc

i4-
Pab& HI 8I

Po ID Di Acaa
R.1e MD 20151

SEP 28 19

Ellen C. Tcplitzy, Es.
Dirtor, conct and Legal Afrs
PRA Inona '
4105 Les" ClaDrve
Chlottlle, VA 22911-5801

RE: Oellche I'abri Kreussler & Co., Aeosysklerol (pOÜdocaOQ
SmaD B1Ieø Waier Request 99.04

De Ms. Tep1i:

Th let rend to your Ap 
6 an May 28, 1999, lets to the Offce of the ChefMedator

and Ombu Food an Dr Adinistron (FA), reue a waver of1l prtion
dt appliçaon fee for Aetoxyl (plidocal) on bcb of Chcmch Fab I(er
&. Co. (Keu) ui th sm bu.wac;pnytP. l)r.~o'D 136(0)1)( ofth ,
Prcrpton Dru Use Pee Act of 

1992 (tDtlA) lS.am by tiPoO,_ Dr .

Adon Moaton Ac of 199 (MDton AC) (Waiver Re 99.045) We
aplogi for th de ICDS. ~.P ~.tq cç wave 'V 1ø
ietly ñom the Chef 

Meat ao"~ tó tbJ\ssC)iat1)tò 1b Policy at thc.
fo Di Evaluaon _ R= Por the reODS dcsbcd below, th FDA gr th reue
fr Kicr fo a sm bu waver.

Acg to your re for a waer of ~ Krler is a sm bus op in
Wiesbad Qe, wi fe th 500 employ inud emoy of 8fljete. You
st 1b t1 new dr aplicaon (NA) to be sutt fo Aetoxlder1U be th fi
huID dr apon Kr su 10 the Sec for reiew. You alo st th
Aetoxyskleil is a sclei agen us fo the tren of vacose ve

Under.PDUP A as am a waver of th applicaon fe sh be: gt to a sm busiess
for th fh hum dr apti th a sm bu or its af' submts to th FDA for
reew. The: sm bues waver prviion en a qued sm buiness to a waver wh
the busess me two cr fi a buin mll emoy feer th 500 ~ inud
employe of its afat; an secnd, the: mar applicaon mus be th fi Jman dn
aplicaon, wit1 th mea ofPDUF A, tht a coy or its afliat sumits to FDA.

')

i '"c tc ,af' me a b1CS eD th ha a rclaons w11 a send bUSes enti it diY or

in _ (A) OIC bus co collls, at ha me powe ti contl, the ot busines enti or (B) a di
pa CCltrls or lu pO to COtrJ, hoth oftbii bueu eall" (21 U.S.C.379s(9)).



.~t

Ch FIb Km & Co.Pli

~II,

FDA's deosion to pa a sm bu waer to Kiler ÍI ba on tw fiiDp. Fiø by
let da July 9, 1999, th Sma Bues Admon (SBA) det tb as of Ju
15, 1999, icsler li feth sao emloyee inlu cmloycelofits afat.
Acc to th SBA, Krer's afliat iD: Ce Chisc..Teehnische
Fabn orpcher Regul OmH. Krs1 &: Co. Prduts Chqu S.A.R.L..
Krer& Co. Ltd., I(sler Vergs KG~ løblons Gm an J. Sim at Drbci
Chem Fab GmbH. Sccnc1 acrdi to FDA rec the mact appUcaon for
Aetxyerl is tho firs hum dn ap1ioa wi 1h mea ofPDUF At to be
submtt to FDA by Kreuser or it afat

Consequetly, your rees for a si busin waer of 

th aplicaon fee for Aetoxysldeil

is gi prvide th FDA receies the møGt aplication no la th Decebe 15,
199, si mo af the eted da of 

th si deton ma bySBA. Plea notc

th once the ma apUeaon is sutt if 
FDA rees to fi th ma aplication,

or if Kreusler withws th marct applicaon be it is filed by FDA, a rewalua of
th waver may be requi should th compan ret its ma aplicaon. If th
siton occ, Kxer shuld contat th of aply 90 da be it ex to
~ its ~ aplicaon, ab whet Krler coø.ue to qua for a sm
buiniew waVcf.

Ple include a copy oftbs let in the maetg apon for Aethskcr. If any
bi quon ar coceg th ma aplion pleae cont Bevery Fricd or
Michl Jones at 301..S94-2041. jj

FDA pla to diose to th public inrmaton ab it acons grg or deyi wave
an reoDS. 'I dilosue wi be consst with th laws and reguon govem th
diloSU of confde c:al or fian iø

If you havc any qutions abut ths sml bus waer plea cont Kaee Loçk at
301-5942041.

. ;:ai~
Jan A. ADlr
Asciat Dir fo PoUG)
Cente fo Di Evauaon ai Rese

(,=)
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