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NDA 20-267/S-009

Wyeth Consumer Healthcare

Attention: Lauren Quinn
Associate Director, Regulatory Affairs
Five Giralda Farms

Madison, New Jersey 07940

Dear Ms. Quinn:

Please refer to your supplemental new drug application dated March 2, 2004, received March 3, 2004,
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for Junior Strength Advil
(100 mg ibuprofen) tablets.

This “Changes Being Effected” supplemental new drug application provides for the addition of new
organ-specific warnings to the Drug Facts label.

We completed our review of this supplemental new drug application. It is approved, effective on the
date of this letter, for use as recommended in the final printed labeling (FPL) submitted on March 2,
2004, for the 24 count tablets (carton and bottle).

Implement the following changes to the carton PDP at the time of next printing.

1. Place the statement of identity (Ibuprofen Tablets, 100 mg, Fever Reducer/Pain Reliever)
immediately adjacent to (i1.e., under) the proprietary name in accordance with 21 CFR
201.61(b).

2. Increase the font size of the statement of identity in accordance with 21 CFR 201.61(c).

We are concerned about the need for organ-specific warnings for OTC drug products containing
analgesic/antipyretic active ingredients. The proposed stomach bleeding warning is acceptable as
interim language. However, please note that we will be providing guidance on wording and placement
of organ-specific warnings in the labeling of drug products containing NSAIDs in the future.

If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH, HFD-410
FDA

5600 Fishers Lane
Rockville, MD 20857



NDA 20-267/S-009
Page 2

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 arepresentation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Charl es Ganl ey
8/ 30/ 04 02:59: 08 PM
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OTC Drug Labeling Review for Junior
Strength Advil® Tablets

Division of Over-The-Counter Drug Products (HFD-560)
Center for Drug Evaluation and Research ¢ Food and Drug Administration
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NDA 20-267 (SLR-009)

Wyeth Consumer Healthcare

Junior Strength Advil Tablets

Ibuprofen, 100 mg

Fever reducer/Pain reliever

Submitted 24 count carton and bottle labels
Michael L. Koenig, Ph.D.

Matthew R. Holman, Ph.D.
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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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Summary of proposed changes to Warnings section of the Drug Facts panel with changes

highlighted in red.

New/Revised Warnings

Previous Warnings

Warnings

Allergy alert: Ibuprofen may cause a severe
allergic reaction which may include:

® hives e asthma (wheezing)

¢ facial swelling e shock

Stomach bleeding warning: Taking more than
recommended may cause stomach bleeding.
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 doctor.

Warnings

Allergy alert: Ibuprofen may cause a severe
allergic reaction which may include:

e hives * asthma (wheezing)

e facial swelling e shock

Sore throat warning: Severe or persistent sore
throat or sore throat accompanied by high fever,
headache, nausea, and vomiting may be serious.
Caonsult doctor promptly. Do not use more than 2
days or administer to children under 3 years of age
unless directed by doctor.

Do not use if the child has ever had an allergic reaction
to any other pain reliever/fever reducer

Do not use if you have ever had an allergic reaction to
any other pain reliever/fever reducer

Ask a doctor before use if the child has

* not been drinking fluids

* Dbleeding problems

¢ lost a lot of fluid due to continued vomiting or
diarrhea

e problems or serious side effects from taking
fever reducers or pain relievers

+ stomach problems that last or come back, such
as heartburn, upset stomach or pain

L] high blood pressure, heart or kidney diseassa or
is taking a diuretic

* Ulcers

Ask a doctor before use if the child has

e not been drinking fluids

* |ost a lot of fluid due to continued vomiting or
diarrhea

* stomach pain

+ problems or serious side effects from taking
fevar reducers or pain relievars

Ask a doctor or pharmacist before use if the child is

» under a doctor’s care for any serious medical
condition

= taking any other product that contains ibuprofen, or
any other pain reliever/fever reducer

» taking a prescription drug for anticoagulation {blood
thinning)

= taking any other drug

Ask a doctor or pharmacist before use if the child is

= under a doctor’s care for any serious medical
condition

= taking any other product that contains ibuprofen, or
any other pain reliever/fever reducer

= taking any other drug

When using this product give with food or milk if
stomach upset occurs

When using this product give with food or milk if
stomach upset occurs

Stop use and ask a doctor if

= an allergic reaction occurs. Seek medical help right
away.

= fever or pain gets worse or lasts more than 3 days

e stomach pain or upset gets worse or lasts

® redness or swelling is present in the painful area

® any new symptoms appear

Stop use and ask a doctor if

* an allergic reaction occurs. Seek medical help right
away.

= fever or pain gets worse or lasts more than 3 days

» stomach pain or upset gets worse or lasts

» redness or swelling is present in the painful area

* any new symptoms appear
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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(¢)(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.

II1. Bottle Label

A. The sponsor has removed the following information from the principal display panel
(PDP):
* Ages6-11
* 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 1s 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.
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Wyeth Consumer Healthcare Lauren Quinn
Five Giralda Farms Associate Director, Regulatory Affairs
Madison, NJ 07940 973-660.6167

quinnL4@wyeth.com
Wyeth NDA NO.20-4]. REFNO. 004

March 2, 2004

NDASUPPLFOR_9/R
NDA 20-267
Junior Strength Advil® Tablets - -
(Ibuprofen 100 mg) RE(JE'VED
MAR 0 3 2004

Special Supplement-Changes Being Effected vl ' o
) - ) \
(Revised Warnings) MEGA/CDER Z Ot Mrves

/ D'S ZLLL

Charles Ganley, M.D., Director 2 &y 7"‘ ¢/

Division of OTC Drug Products (HFD-560)
Center for Drug Evaluation and Research

Food and Drug Administration

ATTENTION: Document Control Room AL o
: \

9201 Corporate Blvd. 3 Y04

p
Rockville, MD 20850 Y \/\ﬁoy

Reference is made to NDA 20-267 for Junior Strength Advil® Tablets sponsored by Wyeth Consumer
Healthcare. Reference is also made to the Proposed Rule [FR 67 (162)] for Internal Analgesic,
Antipyretic, and Antirheumatic Drug Products, dated August 21, 2002 and the September 20, 2002
Nonprescription Drug Advisory Committee Meeting on NSAID’s. Further reference is made to the
ibuprofen warning changes requested in the approval letter for NDA 21-441 for Advil® Allergy Sinus
Caplets. A table comparing the new/revised warnings to previous warnings for Junior Strength
Advil® Tablets is included in Attachment 1.

(s ok

Dear Dr. Ganley:

Pursuant to 21 CFR 314.70(c), Wyeth Consumer Healthcare herein submits 12 copies of the updated
final printed labeling in the form of a Special Supplement-Changes Being Effected. The following
labeling components are enclosed:

Junior Strength Advil® 24 Coated Tablets (Carton & Bottle)

If you have any questions regarding this information, please contact the undersigned at (973)
660-6167 or Dr. David Smith at (973) 660-6806.

Regards,
WYETH CONSUMER HEALTHCARE

%LL{/%L& 1/“/“1(_/ O R E G ] SR

Lauren Quinn
Associate Director, Regulatory Affairs





