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We remind you that you must comply with the requirements for an approved NDA set forth under 
21 CFR 314.80 and 314.81. 
 
If you have any questions, call Walter Ellenberg, Ph.D., Regulatory Project Manager, at  
(301) 827-2241. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Charles Ganley, M.D. 
Director 
Division of Over-the-Counter 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/
---------------------
Charles Ganley
8/30/04 02:59:08 PM
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Division of Over-The-Counter Drug Products (HFD-560) 
Center for Drug Evaluation and Research •  Food and Drug Administration 

 
 

   
SUBMISSION 
DATE(S): 

March 2, 2004 RECEIVED 
DATE(S): 

March 3, 2004 

  
REVIEW DATE: March 17, 2004 
  
NDA/SUBMISSION TYPE: NDA 20-267 (SLR-009) 
  
SPONSOR: Wyeth Consumer Healthcare 
  
DRUG PRODUCT: Junior Strength Advil Tablets 
  
ACTIVE INGREDIENT: Ibuprofen, 100 mg 
  
PHARMACOLOGICAL CATEGORY: Fever reducer/Pain reliever 
  
LABELING SUBMITTED:  Submitted 24 count carton and bottle labels 
  
REVIEWER: Michael L. Koenig, Ph.D. 
  
TEAM LEADER: Matthew R. Holman, Ph.D. 
 

OTC Drug Labeling Review for Junior 
Strength Advil® Tablets 
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BACKGROUND 
 
  On August 21, 2002, FDA published a tentative final monograph (TFM) for over-the-
counter (OTC) internal analgesic, antipyretic, and antirheumatic drug products to include 
ibuprofen as a generally recognized safe and effective analgesic/antipyretic active ingredient for 
OTC use.  On September 20, 2002, the Nonprescription Drugs Advisory Committee (NDAC) 
discussed the risks for gastrointestinal bleeding and renal toxicity associated with the use of 
ibuprofen and other OTC non steroidal anti-inflammatory active ingredients (NSAIDs) and 
recommended additional warnings be added to the labeling for OTC NSAIDs.  In response to the 
TFM, the NDAC recommendations, and ibuprofen warning changes requested in the December 
19, 2002, approval letter for NDA 21-441 (Advil Allergy Sinus Caplets), the sponsor proposes to 
amend the labeling for Junior Strength Advil Tablets. 
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REVIEWED LABELING 
 
Carton label 
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Summary of proposed changes to Warnings section of the Drug Facts panel with changes 
highlighted in red. 
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Bottle Label 
 

  
 
REVIEWER'S COMMENTS 
 
I.   Carton Label:  Principal Display Panel 
 

Statement of identity 
 

The statement of identity (established name), as printed in the submitted labeling, does not 
comply with 21 CFR 201.61(b) and (c).  According to 21 CFR 201.61(b), the statement 
“shall be placed in direct conjunction with the most prominent display of the proprietary 
name or designation” (italics added for emphasis).  In this case, the statement of identity is 
separated from the proprietary name by the phrase “Easy to Swallow Tablets.”  According to 
21 CFR 201.61(c), the statement of identity shall be “presented in bold face type...in a size 
reasonably related to the most prominent printed matter on [the] panel.”  The type size of the 
statement of identity in this case is smaller than the type size used for the phrases “Easy to 
Swallow Tablets,” “Fever,” and “24 COATED TABLETS.”  Therefore, the sponsor should 
increase the font size of the statement of identity. 
 
The discrepancy in placement of the statement of identity (21 CFR 201.61(b)) was 
inadvertently overlooked in the two most recent annual reports (Y-006 and Y-007). 
   

II.  Carton Label:  Drug Facts Warnings 
 
Note:  the sponsor did not make any changes to Drug Facts labeling other than in warnings 
statements.  
 
A.  Stomach bleeding warning  

 
The sponsor has added a stomach bleeding warning: “Stomach bleeding warning: 
Taking more than recommended may cause stomach bleeding” to all carton labels. 
 
NDAC recommended that consumers be provided with organ-specific information in the 
labeling of NSAIDs.  The sponsor’s proposed warning includes information on the risk of 
stomach bleeding if the recommended dose is exceeded.  This sponsor-proposed warning 
statement is acceptable as interim language until FDA provides guidance on specific 
wording based on NDAC’s recommendation. 
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B.  Ask a doctor before use if you have 
 

The sponsor added four bulleted statements on the carton label: 
•  stomach problems that last or come back, such as heartburn, upset stomach, or pain 

(replaces phrase “stomach pain”) 
•  ulcers 
•  bleeding problems 
•  high blood pressure, heart or kidney disease, or is taking a diuretic 
 

The proposed changes are in accordance with § 343.50(c)(1)(ix)(B) as proposed in the 
TFM and, therefore, are acceptable. 

 
C.  Ask a doctor or pharmacist before use if you are 

 
The sponsor made the following change: 

•  Added the bulleted statement “taking a prescription drug for anticoagulation (blood 
thinning).” 

 
This change is in accordance with § 343.50(c)(1)(ix)(C) as proposed in the TFM and, 
therefore, is acceptable. 

 
III.  Bottle Label 

  
A.  The sponsor has removed the following information from the principal display panel 

(PDP): 
•  Ages 6-11 
•  IBUPROFEN TABLETS 100 mg 

Because these statements are included on the carton PDP, their omission on the bottle 
PDP is acceptable. 

 
B.  The sponsor added “Stomach bleeding warning:  Taking more than recommended may 

cause stomach bleeding.”  This change is in accordance with NDAC recommendations 
(September 20, 2002) and is acceptable. 

 
C.  The sponsor revised the statement “do not give more than directed” so that it now appears 

in bold type.  The proposed revision is acceptable. 
 
D.  The sponsor added the statement “One Dose Lasts 6-8 Hours” (bold type) below the 

dosing chart.  The proposed revision is acceptable. 
 
E.  The sponsor added a sore throat warning as follows: 

“Sore throat warning: Severe or persistent sore throat or sore throat accompanied 
by high fever, headache, nausea, and vomiting may be serious. Consult doctor 
promptly.  Do not use more than 2 days or administer to children under 3 years of 
age unless directed by a doctor.” 
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This warning is identical to the sore throat warning that appears in the Drug Facts panel 
and is acceptable. 

 
 
RECOMMENDATIONS 

 
1.  Issue an APPROVAL letter to the sponsor based on final printed labeling submitted for the 

24 count Junior Strength Advil tablets. 
 
2.  Advise the sponsor to make the following changes to the carton PDP at the time of next 

printing or 180 days whichever is sooner: 
•  Place the statement of identity (Ibuprofen Tablets, 100 mg, Fever Reducer/Pain 

Reliever) immediately adjacent to (i.e., under) the proprietary name in accordance 
with 21 CFR 201.61(b). 

•  Increase the font size of the statement of identity so that it is more “reasonably related 
to the most prominent printed matter on [the principal display] panel” in accordance 
with 21 CFR 201.61(c). 

 
3.  Inform the sponsor of the following: 

•  FDA is concerned about the need for organ-specific warnings on OTC drug products 
containing analgesic/antipyretic active ingredients.  The sponsor-proposed stomach 
bleeding warning statement is acceptable as interim language until FDA provides 
guidance on specific wording and placement of organ-specific warnings in the labeling 
of drug products containing acetaminophen and/or NSAIDs in the future.  At such time, 
the warning may need to be revised. 

•  This labeling, though recommended for approval, may not be consistent with the 
recently approved labeling for the same active ingredient (i.e. ibuprofen) in other NDAs 
and in the TFM.  When the final rule is published, the labeling of these products may 
need to be revised in accordance with the final rule. 

 



---------------------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
---------------------------------------------------------------------------------------------------------------------
 /s/
---------------------
Michael Koenig
3/19/04 12:39:18 PM
INTERDISCIPLINARY

Matthew Holman
3/23/04 03:10:19 PM
INTERDISCIPLINARY
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