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Agency Response:  The revised specification stating absence of B. cepacia 
as well as P. aeruginosa and S. aureus is appropriate and acceptable. The 
proposed B. cepacia test method (Submission Section 3.2.P.5.2.8) in which 
the bacterium is enriched in tryptic soy broth (TSB) prior to isolation and 
detection on OFPBL agar plates is also appropriate and acceptable.  
However, TSB may not represent an optimal enrichment medium for strains 
derived from nutrient-poor environments (see Carson et al., Appl. Micro. 
25(3):476-483; 1973), and you are encouraged to consider alternative 
media. 
 

Applicant Question 5.  Archimedes has submitted a commitment to test for 
Burkholderia cepacia contamination in the Purified Water, USP,  

 in NDA Amendment 19 (submitted 03-JUN-2010).  
The commitment will be resubmitted with the response to the deficiencies 
identified in the Complete Response Letter.  Does the FDA agree that this 
is appropriate? 

 

Agency Response:  The commitment to test for B. cepacia in the Purified 
Water USP  
 

3) The NDA was resubmitted electronically in CTD format on 30-SEP-2010 
(Supporting Document 24).    Attachment 1 of the resubmission included 
responses to two microbiology quality deficiencies cited in the 30-JUN-2010 
CR letter.   These responses encompassed those presented in the 03-JUN-2010 
Amendment and the 09-AUG-2010 meeting package.  The current review 
considers the responses in the 30-SEP-2010 resubmission. 

 
4) On 07-FEB-2011 an information request was submitted to the Applicant 

requesting validation procedures and data summaries for the B. cepacia 
detection assay, the source and identity of the B. cepacia strain used for 
validation, and the temperature of the Purified Water USP  

.  An Amendment response (Supporting Document 34) 
was received 22-FEB-2011. 
 

5) On 04-MAR-2011 a second information request was submitted to the 
Applicant requesting responses to the following: 
a) A description of the methods used for maintaining the B. cepacia stock 

strain (ATCC 25416) used for validation of the detection assay. 
b) Clarification of whether the direct inoculation or membrane filtration 

method is used for validation of the detection procedure.   
c) Clarification of the procedures that will be used to verify the identity of 

colonies that grow on OFPBL test plates. 
d) Provision of a copy of the B. cepacia detection method, DPT-SOP-00686. 
An Amendment response (Supporting Document 36) was received 09-MAR-
2011. 
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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/
----------------------------------------------------

STEVEN E FONG
03/17/2011
Recommended for approval from a microbiology quality standpoint.

DAVID HUSSONG
03/18/2011
I concur with the reviewer's conclusion that the microbiology concerns have been addressed.
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NDA 22-569/N-000. 
 
Drug Product Name 

Proprietary: PecFent® (name pending) 
Non-proprietary: Fentanyl Nasal Spray 

 
Review Number: 1 
 
Dates of Submission(s) Covered by this Review 

Submit Received Review Request Assigned to Reviewer 
30-AUG-2009 31-AUG-2009 N/A 15-OCT-2009 
17-FEB-2010 17-FEB-2010 N/A N/A 

 
Applicant/Sponsor 

Name:  Archimedes Development, Limited 
Address:  Nottingham Science and Technology Park 
 University Boulevard 
 Nottingham NG7 2TN 
 United Kingdom 
Representative:  Ann Tunstall 
 SciLucent, LLC  
Telephone:  703-435-0033 X224 

 
Name of Reviewer:  Steven Fong, Ph.D. 
 
Conclusion: Approvable pending resolution of microbiological deficiencies. 
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Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-22569 ORIG-1 ARCHIMEDES

DEVELOPMENT
LTD

 (fentanyl nasal spray)

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

STEVEN E FONG
05/07/2010
Approvable pending resolution of microbiological deficiencies.

DAVID HUSSONG
05/12/2010
The testing requested by the reviewer is appropriate and information should be provided to the
application is support of this testing.
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