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M E M O R A N D U M  DEPARTMENT OF HEALTH AND HUMAN SERVICES 
PUBLIC HEALTH SERVICE 

  FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH   

 
DATE: August 12, 2009 
 
FROM: Donghao (Robert) Lu, Ph.D. 
  Division of Pre-Marketing Assessment - I 

Office of New Drug Quality Assessment 
 
TO: File NDA 22-037  
  
SUBJECT: Shire’s Response to July 27, 2009 Complete Response Letter 

 
RECOMMENDATION: Shire’s response (on the CMC section) to July 27, 2009 complete 
response letter from FDA is acceptable. The drug product Intuniv (Guanfacine) extended-release 
tablet, 1, 2, 3 and 4 mg, is recommended as APPROVAL from a CMC perspective.  
 
1. Dissolution specification 
 
Following receipt of the Agency’s CMC Information Request Letter (June 11, 2009), the 
Sponsor has evaluated the Agency’s recommendation for adopting a final regulatory 
specification for drug product dissolution that proposes implementing : not less than 

%.” At this time, the Sponsor proposes the following approach in setting the final regulatory 
specification for drug product dissolution: 
•  Since the new dissolution method without  has only recently been developed at the 

Agency’s request, there are limited commercial scale manufacturing data available on which 
to set a meaningful specification. 

•  The Sponsor proposes to set an interim final time point specification of “24 hours: not less 
than %” to be implemented at the time of approval. The Sponsor commits to generate 
additional data at commercial scale on all dose strengths until a sufficient number of batches 
are available to permit a statistically valid process capability assessment for dissolution 
performance at  versus 24 hours. At this time the Sponsor is still evaluating the 
number of batches required to achieve this but it is expected that it will take no longer than 
one (1) calendar year following the date of approval to accumulate and evaluate these 
additional data. 

•  The Sponsor commits to submitting a “CMC Special Report” no later than one (1) calendar 
year following approval in accordance with the regulations contained in 21 CFR 
§314.81(b)(3)(ii). This submission will contain all applicable drug product dissolution data in 
the new  medium, the Sponsor’s analysis for performance of the material at  
and 24 hours, and the Sponsor’s proposal for a suitable final regulatory specification. 

•  Following submission of the “CMC Special Report,” the Sponsor will request a teleconference 
with the Agency to discuss its interpretation of the accumulated drug product dissolution data 
for all approved dose strengths and the suitability of a specification based upon  or 24 hours. 
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The Sponsor will not implement a final regulatory specification for drug product dissolution 
without concurrence from the Agency. 

 
Evaluation: Acceptable (by Dr. Patrick J. Marroum, on August 11, 2009, see below). 
 
***************** 
______________________________________________  
From: Marroum, Patrick J   
Sent: Tuesday, August 11, 2009 1:09 AM 
To: Henry, Don 
Subject: RE: cmc-request-letter-response.pdf - Adobe Acrobat Professional 
 
Don: 
 
The sponsor's response is fine. 
 
Patrick 
 
_____________________________________________  
From: Henry, Don   
Sent: Monday, August 10, 2009 2:30 PM 
To: Marroum, Patrick J 
Subject: FW: cmc-request-letter-response.pdf - Adobe Acrobat Professional 
 
Patrick, 
 
Please review the response from the sponsor regarding the dissolution specification. I believe this is what we had agree upon. 
Please let the team know whether it is acceptable  
 
Thanks 
 
Don 
***************** 
 
2. Labeling 
 
There is no change made in the “description” and “how supplied” sections. The representative 
labels for 1 and 2 mg strength products can be seen below. The labels for 3 and 4 mg strength 
products are similar in design but the background colors are red and orange, respectively. The 
representative labels for 1 mg strength physician sample product can be seen below. The labels 
for 2 mg strength physician sample product are similar in design but the background color for 
“Physician Samples 7 Tablets 2 mg” text is light blue. Evaluation: Adequate.  
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