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Memo to File 
 

DATE:  June 26, 2010 
 
TO:   NDA 22-569, Fentanyl Nasal Spray 
 
FROM:  Sheldon Markofsky, Ph.D., Chemistry Reviewer 
 
RE:    Satisfactory Establishment Inspection Report 
 
The Establishment Inspection Report, dated 6-25-10, indicates that the cGMP status for 
all of the relevant manufacturing and testing facilities are Acceptable for NDA 22-569.  
 
From a Chemistry, Manufacturing, and Controls (CMC) point of view, this NDA remains 
approvable at this time, pending adequate responses to our Discipline Review Letter and 
Microbiology and CMC Information Request Letters from the applicant.   
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 (fentanyl) Nasal Spray 
NDA 22-569 

 
Summary of the Basis for the Recommended Action 

 from Chemistry, Manufacturing, and Controls 
 

Applicant:   Archimedes Development Limited, Albert Einstein Centre 
   Nottingham Science and Technology Park, University Boulevard 
   Nottingham NG7 2TN, UK 
 
Indication:   Management of breakthrough cancer pain in patients who are already receiving 
and who are tolerant to regular opioid therapy. 
 
Presentation: FNS will be provided in a 5.3 mL USP type I glass bottle containing  
fentanyl solution sealed with a locking screw closure, a metered-dose nasal spray pump 
containing a visible and audible spray counter, and a mechanical end-of-use lock. The bottle has 
a U-shaped internal chamber  

The container will also be provided with a child resistant outer container. A photograph 
of the FNS pump, bottle and child resistant container is shown below.  The clear glass bottle 
comes attached with a spray pump which delivers 100 µL each per actuation.  The nasal spray 
delivers fentanyl base 100 mcg/spray and 400 mcg/spray.  The glass bottle is packaged in a child 
resistant plastic bottle which is packaged in a white and yellow carton.  Each bottle delivers eight 
(8) sprays after priming after which the dose counter locks the device.     
 

FIGURE 1. FNS pump and bottle (left) and child resistant outer container (right). 

 
 
EER Status: Pending Inspection of Drug Product manufacturing facility  as of 
25-May-2010. 
 
Consults: EA – Categorical exclusion granted under 21 CFR §25.31(c) 
 Methods Validation – Not likely to pursue since the methods are standard.   
 Microbiology: Unacceptable 
 Pharmacology/Toxicology –Acceptable 
 
Original Submission: 28-Aug-2009 
 
Post-Approval CMC Commitments:  
None 

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Memo to File 
 

DATE:  May 5, 2010 
 
TO:   NDA 22-569, Fentanyl Nasal Spray 
 
FROM:  Sheldon Markofsky, Ph.D., Chemistry Reviewer 
 
RE:    Structure Product Labeling (SPL) 
 
Due to recent revisions in the recommended terminology to be used for the SPL drug 
labeling data elements, the SPL labeling comments, suggested on p.99 of Chemistry 
Review #1 for NDA 22-569, should not be conveyed to the applicant (Archimedes 
Development Limited).  According to our SPL expert consultant, Lonnie Smith,  
Archimedes was apparently aware of the revisions to the terminology and correctly filled 
out the SPL drug labeling data elements table. 



Application
Type/Number

Submission
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/
----------------------------------------------------

SHELDON B MARKOFSKY
05/05/2010

(b) (4)





















Application
Type/Number

Submission
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/
----------------------------------------------------

SHELDON B MARKOFSKY
04/23/2010

PRASAD PERI
04/23/2010
I concur

(b) (4)



Initial Quality Assessment 
Division of Pre-Marketing Assessment I, Branch II 

Office of New Drug Quality Assessment 
Division of Anesthesia, Analgesia and Rheumatology Products   

 
 
OND Division:    Anesthesia, Analgesia and Rheumatology   
NDA:     22-569 
Applicant:    Archimedes Development LTD. 
Stamp date:    August 30, 2009 
PDUFA Date:    June 30, 2010 
Trademark:    PecFec®, NasalFent 
Established Name:   Fentanyl citrate nasal spray 
Dosage Form: Nasal spray 1mg/ml and 4mg/ml; each actuation 

delivers 100mcg/ml and 400mcg/ml 
Route of Administration:  Nasal 
Indication:    Management of breakthrough pain in cancer patients 
Pharmaceutical Assessment Lead:  Danae D. Christodoulou, Ph.D. 
      YES  NO 
ONDQA Fileability:     √              
Comments for 74-Day Letter:    √                              
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13. The outer CR canister specifications should be assessed. The suitability of the CR canister to prevent 
overdose, misuse and diversion, and the child-resistant, senior-friendly functionality of the canister 
should be reviewed by appropriate disciplines. 

14.  The proposed expiration date is 24 months  
 
D. Comments for 74-day Letter:   

• Provide samples of the container/closure system assembled and disassembled, 
with labeled parts, for review. 

 
Comments to be communicated after review by the primary reviewer: 
End-of-use lock: 
The proposed end-of-use lock has been implemented in the proposed commercial design. 
Clarify, if any nasal spray pumps of the proposed commercial design, which includes the 
end-of-use lock, have been tested in clinical trials, or in a patient in-use study. 

 
Provide a description of the end-of-use lock, composition of components and engineering 
drawings; alternatively, you may request from your DMF supplier(s) to identify the 
information, specific to the end-of-use lock applied to your product, in their DMF(s), 
amendments.  

 
Provide a justification for the selection of the mechanical end-of-use lock versus other 
physical and/or chemical methods, e.g., neutralization, to minimize residual fentanyl. We 
note that if the end-of-use lock is broken after the final actuation,  of the residual 
volume can be recovered by repeatedly attempting to actuate the pump until no further 
drug product is delivered. 
 

E. Recommendation for fileability:  The NDA is fileable based on pre-NDA agreements 
sufficient number of NDA batches, and long term stability data for the drug substance 
and product. The NDA is suitable for evaluation and assessment based on FDA and ICH 
guidelines for submitting CMC information for New Drug Applications. 
 
Recommendation for Team Review:  The NDA is not recommended for team review.  
 
Consults: 
1. Toxicology 
2. Microbiology (requested 10/13/09) 
The primary reviewer, in conjunction with the project manager, should initiate the 
above consults. 

 
 Danae D. Christodoulou, Ph.D.    1/12/2010   

     Pharmaceutical Assessment Lead     Date 
 

 Prasad Peri, Ph.D.       1/15/10   
     Branch II Chief (acting), ONDQA      Date 
      

(b) (4)

(b) (4)
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7. 

Are drug substance manufacturing 
sites identified on FDA Form 356h 
or associated continuation sheet?  
For each site, does the application 
list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person.  

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

X   

8. 

Are drug product manufacturing 
sites are identified on FDA Form 
356h or associated continuation 
sheet.  For each site, does the 
application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person. 

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

X  Clarifications and communications with applicant/OC.

9. 

Are additional manufacturing, 
packaging and control/testing 
laboratory sites are identified on 
FDA Form 356h or associated 
continuation sheet. For each site, 
does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person. 

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

 X Clarifications and communications with applicant/OC.
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