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EXECUTIVE SUMMARY 

This review was written in response to a request from the Division of Psychiatry Products to 
evaluate the container labels, carton and package insert labeling for the product Intuniv (NDA# 
22-037), for areas that could lead to medication errors.   

Our evaluation noted areas where information on the container labels and carton labeling can be 
improved upon to provide increased readability and to ensure important drug information is 
retained with the product until the time of use.  We also identified concerns with the proposed 
insert labeling.  These concerns have been addressed by the Division of Psychiatry Products 
during the labeling meetings.  We provide recommendations on how to improve the container 
labels in section 2 below.  We request these revisions be implemented prior to approval.  

We would be willing to meet with the Division for further discussion, if needed.  Please copy the 
Division of Medication Error Prevention and Analysis on any communication to the Applicant 
with regard to this review.  If you have further questions or need clarifications, please contact, 
Abolade Adeolu, OSE Project Manager, at 301-796-4264.  

1 MATERIALS REVIEWED 

The Division of Medication Error Prevention and Analysis (DMEPA) used Failure Mode and 
Effects Analysis (FMEA)1 in our evaluation of the container labels, carton and insert labeling 
submitted for review.  We reviewed the container labels submitted by the Applicant on January 
26, 2009, as well as the physician sample container labels submitted on April 24, 2009.  In 
addition we reviewed the most current revision of the package insert labeling submitted on April 
22, 2009.  (see Appendix A and B for images): 

• Container labels for 1 mg, 2 mg, 3 mg, and 4 mg (100 tablet count) 

• Container labels for 1 mg and 2 mg physician samples (7 tablet count) 

• Prescribing Information (no image) 

DMEPA also reviewed a working model of the physician sample packaging provided by the 
Applicant in response to our request dated April 22, 2009.  Review comments are included in 
section 2.1.B below. 

2 RECOMMENDATIONS 
We provide the following recommendations for the Applicant. 

A. CONTAINER LABELS (100 tablet count) 

 You use a white font for your proprietary and established names, strength, and other text 
on the labels and labeling.  However, as currently presented, the white font against a light 
colored background makes this information difficult to read.   We recommend you use a 
darker font color to improve readability of important information on the principal display 
panel.       

B. PHYSICIAN SAMPLE CONTAINER LABELS (7 tablet count) 

  
 

                                                      
1 Institute for Healthcare Improvement (IHI).  Failure Mode and Effects Analysis. Boston. IHI:2004. 

(b) (4)
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  Based on these concerns, we recommend the following: 

a.   The base container label must include the proprietary name, established name, 
dosage form, and strength statement.   

 
   

b.  Include the statement ‘XX mg per tablet’ or ‘Each tablet contains XX mg’ on 
the principal display panel of the ‘peel back’ and ‘base’ container labels.  This 
will better inform patients that 1 mg or 2 mg is contained in each tablet.   

 
 

 
 

  

c. Use a darker font color to improve the readability and presentation of the 
established name.  As currently presented, the red font color against the white 
background gives the name a blurred appearance and makes it difficult to 
read.  

   

 

(b) (4)

(b) (4)

(b) 
(4)

2 pp withheld in full immed. after this page as (b)(4) draft labeling
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1 INTRODUCTION 
Shire Pharmaceuticals Inc. submitted a New Drug Application (NDA 22-037) for 
Intuniv (guanfacine) extended-release tablets on August 24, 2006.  The 
submission includes proposed Professional Information (PI) in PLR format, and 
Patient Labeling Information (Patient Package Insert). Intuniv is indicated for the 
treatment of Attention Deficit Hyperactivity Disorder (ADHD) in children and 
adolescents 6-17 years of age.  The Applicant references the NDA approvable 
letter dated June 7, 2007 from the FDA.  

2 MATERIAL REVIEWED 
 INTUNIV Patient Package Insert (PPI) submitted August 24, 2006 
 INTUNIV Prescribing Information (PI) submitted August 24, 2006 and 

revised by the Review Division throughout the current review cycle 

3 DISCUSSION 
The purpose of patient directed labeling is to facilitate and enhance appropriate 
use and provide important risk information about medications.  Our 
recommended changes are consistent with current research to improve risk 
communication to a broad audience, including those with lower literacy.   
Content and formatting revisions are made to ensure that the information is 
legible, clear, and patient-friendly.  Patient Information that is well designed and 
clearly worded can help to maximize patient use and understanding of important 
safety information that is presented. 
The draft PPI submitted by the Applicant has a Flesch Kinkaid grade level of 9.1, 
and a Flesch Reading Ease score of 53.9%.  To enhance patient 
comprehension, materials should be written at a 6th to 8th grade reading level, 
and have a reading ease score of at least 60%  (60% corresponds to an 8th 
grade reading level).  Our revised PPI has a Flesch Kinkaid grade level of 8.2 
and a Flesch Reading Ease score of 58.5%.   
In our review of the PPI, we have:  

• simplified wording and clarified concepts where possible,  
• ensured that the PPI is consistent with the PI,  
• removed unnecessary or redundant information 
• ensured that the PPI meets the criteria as specified in FDA’s Guidance 

for Useful Written Consumer Medication Information (published July 
2006). 

 
In 2008, The American Society of Consultant Pharmacists Foundation in 
collaboration with The American Foundation for the Blind published Guidelines 
for Prescription Labeling and Consumer Medication Information for People with 
Vision Loss. They recommend using fonts such as Arial, Verdana, or APHont to 
make medical information more accessible for patients with low vision.  We have 
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reformatted the PPI document using the font APHont, which was developed by 
the American Printing House for the Blind specifically for low vision readers.   
See the attached document for our recommended revisions to the PPI.  
Comments to the review division are bolded, underlined and italicized.   
We are providing the review division a marked-up and clean copy of the revised 
PPI.   
All future relevant changes to the PI should also be reflected in the PPI. 

4 CONCLUSIONS AND RECOMMENDATIONS 
1. The “Who should not take INTUNIV?” section was deleted.  If the risk of 

hypersensitivity is theoretical with INTUNIV, hypersensitivity should not be 
listed as a contraindication to use.   

2. In the “What should I tell my doctor before taking INTUNIV?” section  
•  was removed because it is not listed in the PI.  For 

consistency, if the Applicant wishes to add this to the PPI, it must 
first be added to the PI.  

•  
 was removed because it is not 

listed in the PI.  For consistency, if the Applicant wishes to add this 
to the PPI, it must first be added to the PI.  

3. In the “How should I take INTUNIV?” section  
 

 was removed.  We 
recommend the Applicant clarify what a patient should do if there is a 
missed dose.  For consistency, if the Applicant wishes to add this 
information to the PPI it must be added to the PI.  

4. In the “Other Important Safety Information about INTUNIV” section 
 

 was removed because it is not 
listed in the PI.  For consistency if the Applicant wishes to add this to the 
PPI it must first be added to the PI.  

 
Please let us know if you have any questions.  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

13 pp withheld immediately following this page as (b)(4) draft labeling.
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MEMORANDUM   
 
 
To:  Sandy Chang, PharmD 
  Division of Psychiatry Products 
 
From:  Iris Masucci, PharmD, BCPS 
  Division of Drug Marketing, Advertising, and Communications 

for the Study Endpoints and Label Development (SEALD) Team, OND 
 
Date:  July 10, 2009 
 
Re: Comments on draft labeling for Intuniv (guanfacine) extended-

release tablets   
NDA 22-037 

 
 
 
We have reviewed the proposed label for Intuniv (FDA version dated 7/2/09 and received by 
SEALD 7/6/09) and offer the following comments.  These comments are based on Title 21 of 
the Code of Federal Regulations (201.56 and 201.57), the preamble to the Final Rule, labeling 
Guidances, and FDA recommendations to provide for labeling quality and consistency across 
review divisions.  We recognize that final labeling decisions rest with the Division after a full 
review of the submitted data.   
 
Please see attached label for recommended changes. 
 

23 pp withheld in full immed. after this page as (b)(4) draft labeling
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