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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
9/10/04 05:11:41 PM
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OTC Drug Labeling Review for
Infant’s Advil® Concentrated Drops
Division of Over-The-Counter Drug Products (HFD-560)
Center for Drug Evaluation and Research • Food and Drug Administration

SUBMISSION
DATE(S):

May 20, 2004

RECEIVED
DATE(S):

May 20, 2004

REVIEW DATE:

May 27, 2004

NDA/SUBMISSION TYPE:

NDA 20-812 (SLR-011)

SPONSOR/CONTACT:

Wyeth Consumer Healthcare
Five Giralda Farms
Madison, NJ 07940
Lauren Quinn
Assoc. Director, Regulatory Affairs
1-973-660-6167
quinnL@wyeth.com

DRUG PRODUCT:

Infant’s Advil® Concentrated Drops

ACTIVE INGREDIENT:

Ibuprofen
50 mg per 1.25 ml

PHARMACOLOGICAL CATEGORY:

Fever reducer/ pain reliever

LABELING SUBMITTED:

FPL for ½ FL OZ (15 ml) carton and bottle
labels

REVIEWER:

Michael L. Koenig, Ph.D.

TEAM LEADER:

Matthew R. Holman, Ph.D.
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BACKGROUND
On August 21, 2002, FDA published a tentative final monograph (TFM) for over-thecounter (OTC) internal analgesic, antipyretic and antirheumatic (IAAA) drug products to include
ibuprofen as a generally recognized safe and effective analgesic/antipyretic active ingredient for
OTC use. In this TFM, FDA also proposed to amend its regulations to include consistent allergy
warnings for OTC IAAA drug products containing nonsteroidal anti-inflammatory active
ingredients (NSAIDs). On September 20, 2002, the Nonprescription Drugs Advisory Committee
(NDAC) discussed the risks for gastrointestinal bleeding and renal toxicity associated with the
use of OTC NSAIDs or aspirin and recommended additional warnings be added to OTC NSAIDs
and aspirin labeling. In response to the TFM, the NDAC’s recommendations, and ibuprofen
warning changes requested in the December 19, 2002, approval letter for NDA 21-441, the
sponsor proposes to amend carton and bottle labels for Infants Advil® Concentrated Drops
(Ibuprofen Oral Suspensions, 50 mg per 1.25 ml). The last approved labeling is represented by
final printed labeling for this product that was submitted in supplement S-003 on January 6,
2000.
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REVIEWED LABELING
Infant’s Advil® Concentrated Drops: Carton
Summary of proposed changes to Warnings section of the Drug Facts panel with changes
highlighted in red.
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Infant’s Advil® Concentrated Drops: Bottle
Current (A) and last approved (B) bottle labeling.

A

B

REVIEWER'S COMMENTS
I. Carton Label
A. Principal Display Panel
The sponsor has removed “NEW Infant Dosing.” This is appropriate and acceptable.
B. Drug Facts Panel: Warnings
1. Font color
The sponsor changed the font color for the heading “Warnings” from red to black.
This is in accordance with 21 CFR 201.66(d)(3) and is acceptable.
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2. Allergy alert
Bulleted statements are not vertically aligned with the bulleted statements on the
previous line as required in § 201.66(d)(4). The sponsor should revise these warnings
to properly align bulleted statements.
3. Stomach bleeding warning
The sponsor has added a stomach bleeding warning: “Stomach bleeding warning:
Taking more than recommended may cause stomach bleeding.”
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.
4. Ask a doctor before use if the child has
The sponsor added four bulleted statements:
• stomach problems that last or come back, such as heartburn, upset stomach, or pain
• ulcers
• bleeding problems
(b) (4)
• high blood pressure, heart or kidney disease, are taking a diuretic,
(b) (4)

The sponsor deleted the bulleted statement “stomach pain.”
All of these changes are in accordance with § 343.50(c)(1)(ix)(B) as proposed in the
TFM and, therefore, are acceptable.
Bulleted statements are not vertically aligned with the bulleted statements on the
previous line as required in § 201.66(d)(4). The sponsor should revise these warnings
to properly align bulleted statements.
The sponsor continued this section on an adjacent panel. This is acceptable, but reintroducing the subheading is not acceptable. The sponsor should remove the
subheading from the continuation text. Direction arrows indicate continuation of text in
the Drug Facts panels.
5. Ask a doctor or pharmacist before use if the child has
The sponsor added the bulleted statement “taking a prescription drug for
anticoagulation (blood thinning).”
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This change is in accordance with § 343.50(c)(1)(ix)(C) as proposed in the TFM and,
therefore, is acceptable.
II. Bottle Labels
A. Warnings
The sponsor made the following changes:
• Changed the color of the heading from red to black and set in bold type.
• Added “Stop use and ask a doctor if an allergic reaction occurs. Seek medical
help right away.”
• Added “Stomach bleeding warning: Taking more than recommended may cause
stomach bleeding.”
The additional statements are consistent with the carton labels. The revised type is all in
one color consistent with 21 CFR 201.66(d)(3). These changes are acceptable.
B. Directions
The sponsor changed the statements “do not give more than directed” and “shake well
before using” to bold type.
The boldface type makes these directions easier to read. These changes are acceptable.
RECOMMENDATIONS
1. Issue an APPROVAL letter to the sponsor indicating that the carton and bottle labeling
submitted as SLR-011 (CBE-0) on May 20, 2004 is acceptable.
2. Inform the sponsor that bulleted statements on multiple lines under the same heading or
subheading (i.e., Alergy alert and Ask a doctor before use if the child has) should be
vertically aligned in accordance with 21 CFR 201.66(d)(4).
3. Inform the sponsor that, whereas it is acceptable to continue a section on an adjacent panel, it
is not acceptable to add a second subheading. The sponsor should remove the Ask a doctor
before use if the child has subheading from the continuation text to this section. The
continuation arrow at the bottom of the first part of this section is sufficient to direct
consumers to the adjacent panel. A second subheading is not warranted.
4. Inform the sponsor of the following:
• The Agency 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 the Agency
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.

Labeling Review

NDA 20-812: Infant’s Advil® Concentrated Drops

Page 7

• 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
6/4/04 09:12:40 AM
INTERDISCIPLINARY

Matthew Holman
6/4/04 09:25:45 AM
INTERDISCIPLINARY
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