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~ McNeil Consumer Products Company
Attention: Willie D. Pagsuyuin

i / ODEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

SEP - 7.199

Director, Regulatory Affairs

7050 Camp Hill Road

Fort Washington, Pennsylvania 19034-2299

Dear Mr. Pagsuyuin:

Reference is made to your Proposed Pediatric Study Request submitted on October 22, 1998, for
ibuprofen/pseudoephedrine HCI t

To obtain needed pediatric information for ibuprofen/pseudoephedrine HCI for the treatment of
symptoms associated with sinusitis, common cold, flu, including nasal congestion, headaches,
body aches, pains, and fever, the Food and Drug Administration (FDA) is hereby issuing to you
an official Written Request, pursuant to Section S05A of the Federal Food, Drug, and Cosmetic
Act. FDA requests that you submit information from the following two studies:

Type of Studies:

Study 1:

Study 2:

Indication/Objective:

Study 1:

A multiple-dose study of ibuprofen/pseudoephedrine HCI suspension of
sufficient duration to assure attainment of steady state concentrations for
both ingredients. The total volume of blood to be drawn and the
pharmacokinetic methods to be employed in the data analysis should be
determined a priori and stated in the protocol. If sparse sampling methods
(i.e., population pharmacokinetics) are employed, blood samples should be
dispersed throughout the absorption and elimination phases of the drugs to
ensure proper parameter estimation.

A repeated dose study of ibuprofen/pseudoephedrine HCI suspension
dosing in at least 75 pediatric patients dosed as in proposed labeling as
needed for the duration of an acute illness.

The primary objectives of the study should be to evaluate the multiple-
dose pharmacokinetic parameters of ibuprofen and pseudoephedrine in
children when both drugs are administered in combination as a suspension,
and to assess the potential for a drug-drug pharmacokinctic interaction by
comparing the results with those from previous mngle—mgredxent studies in
chlldren in the same age group.
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Study 2:

Age Groups:
Study 1:

Study 2:

Dﬁg Information:

The primary objective of the study should be to evaluate thc'safety of
repeated administration of ibuprofen/pseudoephedrine HCI suspension in
these patients.

Pediatric subjects spanning the age range of 2 through 11 years of‘ age. At
least one third of the subjects must be apprommately cvcnly distributed
below 7 years of age.

Pediatric patients spanning the age range of 2 through 11 years of age. At
least one third of the patients must be approximately evenly distributed
below 7 years of age.

Dosage Form: Age appropriate formulation

Route of Administration: Oral

Drug Specific Safety Concerns:

Study 1 & 2:

Clinical safety for each study should include momtormg for development

- or exacerbation of asthma, anaphylactoid reactions, central nervous system

Statistical Analysis:

Study 1:

Study 2:

effects, and hemodynamic effects.

In order to provide a sufficiently accurate estimate of any dosing
adjustments that may be needed in pediatric subjects, the planned
pharmacokinetic evaluation should be powered and structured to detect a
30% change in drug clearance and other relevant pharmacokinetic
parameters compared to such values for adults and compared to values for
the administration of the individual ingredients to children. In addition to
the primary analysis, a covariance analysis should be performed across
gender, age and body weight. -

Statistical analyses should include baseline demographics (age, sex,
weight, race) summarized by clinical response; incidence rates of adverse

‘events and premature withdrawals; and changes from baseline in

laboratory values, vital signs and body weight. All analyses should be
summarized and, where appropriate, analyzed with the results of statistical
tests declared significant if p< 0.05 (two-tailed comparison).

Safety data should be tabulated, including serious and other adverse
reactions, deaths, withdrawals and drop-outs. Clinical data should be
explored for factors (e.g., dose, baseline severity) that may affect clinical

response.
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Labeling:
Appropriate sections of the label may be changed to incorporate the
findings of the studies.

Format of Reports To Be Submitted:
. Full study reports not prev:ously submitted to the Agency addressing the
issues outlined in this request with full ana.lyms assessment, and
interpretation must be submxtted.

Timeframe:

_ These reports must be submitted by June 1,2001. Please keep in mind that pediatric
exclusivity only extends existing patent protection or exclusivity that has not been
extended previously or has not expired at the time you submit your reports of the studies
in response to this Written Request.

Please submit protocols for the above studies to an investigational new drug application (IND)

and clearly mark your submission “PEDIATRIC PROTOCOL SUBMITTED FOR

PEDIATRIC EXCLUSIVITY STUDY" in large font, bolded type at the beginning of the cover
letter of the submission. Please note that you may seek a written agreement with FDA, as

described in the guidance to industry (Qualifying for Pediatric Exclusivity Under Section 505A of - .
the Federal Food, Drug, and Cosmetic Act). Please notify us as soon as possible if you wishto ~ ~
enter into a written agreement by submitting a proposed written agreement. Clearly mark your
submission “PROPOSED WRITTEN AGREEMENT FOR PEDIATRIC STUDIES” in

large font, bolded type at the beginning of the cover letter of the submission.

Reports of the studies should be submitted as a new drug application or as a supplement to your
approved NDA with the proposed labeling changes you believe would be warranted based on the
data derived from these studies. When submitting the reports, please clearly mark your
submission “SUBMISSION OF PEDIATRIC STUDY REPORTS - PEDIATRIC
EXCLUSIVITY DETERMINATION REQUESTED?” in large font, bolded type at the
beginning of the cover leiter of the submission and include a copy of this letter. Please also send
a copy of the cover letter of your submission, via fax (301-594-0183) or messenger to the
Director, Office of Generic Drugs, HFD-600, Metro Park North II, 7500 Standish Place,
Rockville, MD 20855-2773-

If you wish to discuss any amendments to this Written Request, please submit proposed changes
and the reasons for the proposed changes to your application. Submissions of proposed changes
to this request should be clearly marked "PROPOSED CHANGES IN REQUEST FOR
PEDIATRIC STUDIES" in large font, bolded type at the beginning of the cover letter of the
submission. You will be notified in wntmg if any changes to this Written Request are agreed

upon by the Agency.
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W_c hope you will fulfill this pediatric study request. We look forward to working with you on
this matter in order to develop additional pediatric information that may produce health benefits
to the pediatric population.

If you have any questions, please contact Sandra Cook, Project Manager, at (-501) 827-2090.

-

. Sincerely yours, .

- PR N

/S '/‘ 07 fwmxﬁgz (999

Robert DeLap, M.D., Ph.D.

Director

Office of Drug Evaluation V

Center for Drug Evaluation and Research
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- McNeil Consumer Healthcare, 7050 Camp Hill Road, Fors Washington, PA 19034-2299 (215) 273-7000

Central Document Room

Food and Drug Administration -
9201 Corporate Boulevard SEP 30 1939
Rockville, MD 20850 ' )

RE:  Children’'s MOTRIN® Cold Suspension
Ibuprofen (100 mg/5 mL) and Pseudoephedrine HC! (15 mg/ 5 mL)

SUBMISSION OF PEDIATRIC STUDY REP-ORTS -
PEDIATRIC EXCLUSIVITY DETERMINATION REQUESTED

New Drug Application 21-128

Dear Sir or Madam:

In accordance with 21 CFR 314, enclosed is a New Drug Application for Children’s
MOTRIN® Cold Suspension, which combines Ibuprofen (100mg/5mL) and Pseudoephedrine
HCI (15 mg/5 mL). This combination product has been developed as an over- the-counter )
(OTC) medication for children 2 to 11 years old to temporarily relieve symptoms associated
with the common cold, flu or sinusitis including nasal and sinus congestion, stuffy nose,
headache, sore throat, body aches and pains and to temporarily reduce fever.

Ibuprofen and pseudoephedrine are frequently co-administered, since nasal congestion
often accompanies headaches, pain, and fever in association with the common cold, flu or
sinusitis. OTC adult combination ibuprofen-pseudoephedrine products have been available
since 1990. A similar combination is of particular benefit in children because two separate
drug administrations can be difficult for parents and can iead to noncompliance and
misadministration. The availability of an OTC ibuprofen-pseudoephedrine combination

.product in an age-appropriate dosage form would provide children with the efficacy, safety

and convenience that are currently available to adults.

The proposed ibuprofen/ pseudoephedrine HCI combination product, Children's MOTRIN
Cold Suspension, is indicated for the following uses: 1) temporarily reduces fever and 2)
temporarily relieves symptoms associated with the common cold, flu or sinusitis including
nasal and sinus congestion, stuffy nose, headache, sore throat, body aches and pains. The
dosing regimen proposed for Children’s MOTRIN Cold Suspension is based on the currently
approved regimen for OTC pediatric ibuprofen, which uses the standard age and weight
groupings described in “Pediatric Dosing Information for Over-the-Counter Human Drugs;
intent and Request for Information; Notice of Intent [53 FR 23180, June 20, 1988]". The
proposed dosing schedule maintains consistent dosing across age groups and keeps dosing
within established safe and effective ranges for each ingredient.

-
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The clinical development program was discussed with FDA at meetings held on July 30,
1997 and May 10, 1999. The clinical studies performed in support of OTC approval of
Children’'s MOTRIN Cold Suspension were- conducted by McNeil Consumer Healthcare
under‘ = l Three clinical studies are reported in this NDA, including a clinical
safety study conducted in children 2 to 11 years old (Study 99-086), a' pharmacokinetics
drug interaction study conducted in children 4 to 11 years old, {including an analysis and
extrapolation in support of dosing down to 2 years old) (Study 98-057), and a
bioequivalence study conducted in aduilts'(Study 97-024).

On September 7, 1999, McNaeil received an official WRITTEN REQUEST from FDA for two
pediatric studies. The clinical safety study (Study 99-086) and the pharmacokinetics drug
interaction study (Study 98-057) contained in this NDA are provided in response to FDA’s
WRITTEN REQUEST. Piease refer to the Pediatric Exclusivity Summary that immediately
iollows this cover letter.

The formulation for Children’s MOTRIN Coid Suspension has been developed in two flavors:
Berry (Formula C-822-4) and Grape (Formula C-846-3). In support of this application,
stability data are previded on 6 batches of finished product including 3 of each flavor. This

application requests a 36 month expiration period for the drug product packaged in 1 oz.
and 4 oz. bottles. This request is supported by stability data collected for {

e

We were notified by our supplier of pseudoephedrine hydrochloride that their Drug Master
File| | has been updated to reflect a change in the synthesis process of the key
intermediates with no change to the pseudoephedrine synthesis process. The drug product
batches supporting this NDA were manufactured using pseudephedrine from the previous
process. On August 13, 1999, we requested guidance from the Division regarding the
stability requirements tc support this change. A copy of our request immediately follows
this cover letter. To date, we have not received feedback on the proposal we submitted.
In accordance with our proposal, we hereby commit to placing the first three commercial
production batches of each formulation packaged in the largest and smallest bottles in our
marketed p-oduct stability program. We aiso commit to reporting the results in Arnnual
Reports to the NDA.,

In addition to the paper archive and review copies included with chis submission, we are
also providing the following items electronically:

Section 6 Human Pharmacokinetics and Bioavailability Summary in WORD 6.0
Section 8 Integrated Safety and Efficacy Summaries in WORD 6.0
Section 11 Protocol 99-086 Data Tabulations in SAS Transport Files
Protocol 99-086 Patient Profiles for Serious Adverse Experiences and
. Discontinuations as PDF Files

Other sections are available electronically upon request.
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We have remitted the appropriate application fee specified in FDA User Fee Guidance.
Under separate cover, a field copy has been sent to the Philadelphia District Office.

Please contact me at (215) 273-8368 for any questions that may arié-e during the review
process. Coqegpondence may be sent to me via telefacsimile at (21 5) 273-4049.

-

Sincerely,

McNEIL CONSUMER HEALTHCARE

sty

Janet A, Uetz

Associate Director, Regulatory Affairs

cc:  S. Cook, (HFD-550) -
D. Pagano, Field Copy, PAI Coordinator, Philadelphia District Office

Enclosures: Archival Copy
Chemistry Review Copy ' s
Biopharmaceutics Review Copy
Clinical Review Copy
Statistical Review Copy
Methods Validation Package (3 copies)
Summary Section (Volume 1- 10 additional desk copies)

Jau010.doc

APPLARS TAIS WAY
ON ORIGINAL
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DUP LICATE NEW conaéﬁfe

McNeil N

’
McNeil Consumer Healthcare, 7030 Camp Hill Road. Fort Washington, PA 19034-2299 :215) 273-7000

: NOV - 5 1999

Karen Midthun, MD-

Acting Director . - .

Division of Anti-Inflammatory, Analgesic, and
Ophthalmologic Drug Products (HFD-550) a

Center for Drug Evaluation and Research ' o

Central Document Room N115 / v

Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850 N

RE:  Children's MOTRIN® Cold Suspension

Ibuprofen (100 mg/5 mL) and Pseudoephedrine HCI (15 mg/5 mL)
NDA 21-128 -

Correspondence

Dear Dr. Midthun:

| .
In section 19.2 of our NDA, we stated that “none of the studies submitted in this NDA meet
the requirements of a ‘covered clinical study’ under 21 CFR 54.2". According to 21 CFR .
54.2 (e), large open safety studies conducted at multiple sites were not considered ‘covered
clinical studies’ for the purposes of providing financial disclosure information. Financial
disclosure information was not included in the original submission of this NDA because the
only study submitted in this NDA that was conducted after the implementation date of the
final rule was study 99-086, “An open-label study of the safety of an ibuprofen-

pseudoephedrine HC| suspension in children”, which included 114 chiidren enrolled at 16
investigative sites.

On October 26, 1999, Sandy Cook, Project Manager, FDA, called to request that McNeil
provide financial disclosure information for Study 99-086. As required by 21CFR 54.4(1),
attached is a completed Form FDA 3454 listing all investigators and subinvestigators for
Study 99-086. : :

Please contact me at (215) 273-8368 if you have any further questions.

Sincerely,

McNEIL CONSUMER HEALTHCARE

ity

¢ U R

"
Ned Lo
1666

R

anet A. Uetz
Associate Director, Regulatory Affairs -

cc: S. Cook, Project Manager (HFD-550)
jau014.doc
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McNeil Consumer Healthcare, 7050 Camp Hill Road. Fort Washingion, PA 19034.2299 (215, 273-7000

Karen Midthun, MD - ;
Acting Director . - | . NOV. 16 009
Division of Anti-Inflammatory, Analgesic, and
Ophthalmologic Drug Products (HFD-550)
Center for Drug Evaiuation and Research - :
Central Document Room N115 % R o
Food and Drug Administration % d_ly / .
9201 Corporate Boulevard - "Be Taz o “2 s

Rockville, MD 20850

RE: Children's MOTRIN® Cold Suspension
Ibuprofen (100 mg/S mL) and Pseudoephedrine HCI (15 mg/S mL)
NDA 21-128
Minor Amendment No.1

Dear Dr. Midthun:

We wish to formally amend this application to include the information faxed to Dr. Rac Puttagunta; -
FDA Chemistry Reviewer, in response to his phone conversation with Paula J. Oliver, Senior

Director of Regulatory Compliance, regarding manufacturers' identification as listed in NDA 21-128

(Vol. 2, Section 4, Pg. 65/66). Please note the following with regard to the four iisted firms:

1.[r'h' )

e address, as listed in the application is correct.

We were able to determine more specific information from{___Jas follows:

r

)

3. McNeil Consumer Healthcare -
The company name and address as listed in the application is correct.

4 [

The company address, as listed in the application, is correct.

We have learned thaf oes not include Inc. in iLs_‘_ngm\e. The proper name of the
company isf i

ORIGINAL
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NDA 21-128
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e have revised Vol. 2, Section 4, Pg. 65/66 to include the updated informaticn listed above. The

evised pages are included as Attachment 1.

Sincerely,
McNEIL CONSUMER HEALTHCARE

wt (L ety

4net A, Uetz
Associate Director, Regulatory Affairs

cc: S. Cook, Project Manager (HFD-550)
R. Puttagunta, Chemistry Reviewer (HFD-550)

H

i mmbput.doc
1

APPEARS THIS WAY
- - _CNORIGINA

n regards to the readiness of these sites for FDA inspection, all sites are ready for inspection.

hease contact me at.(215) 273-8368 if you have any further qdestions.

v
4
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Karen Midthun, MD ) {\/ C.

Acting Director .

Division of Anti-lriﬂammatory’, Analgesic, and
Ophthalmologic Drug Products (HFD-550)

Center for Drug Evaluation and Research.

Central Document Room N115

Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE:  Children's MOTRIN® Cold Suspension
Ibuprofen (100 mg/15 mL) and Pseudoephedrine HC! (15 mg/mL)
NDA 21-128 :

Correspondence

Dear Dr. Midthun:

On December 2, 1999, Sandy Cook called to request the pharmacokinetics data supporting;'- -
this application electronically in EXCEL 97 format. The electronic files were sent via e-mail
to Sandy Cook on December 7, 1999. Attachment 1 contains the requested data files on
diskette for Studies 97-024 and 98-057. Please note that the electronic copy of
Suppl2.xis that was sent on 12/7/99 contained redundant data that have been removed
from the Suppl2.xls file on the enclosed diskette. A description of the data files and hard
copies of the tabulations are provided in Attachment 2.

If you have any further questions, please contact me at (215) 273-8368.
Sincerely,
McNEIL CONSUMER HEALTHCARE

Qautd letsy OR!

Janet A. Uetz - |
Associate Director, Regulatory Affairs . 'S

-
""),
l—“

(1)
O

JAU:dtg
Attachment

cc: S. Cook, Prcject Manager (HFD-550)

p: nda\corresp\midthun2.coc
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McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washington. PA 19034-2299 (215} 273-7000

JN 28 2

Karen Midthun, MD

Acting Director .

Division of Anti-Inflammatory, Analgesic, and
Ophthalmologic Drug Products (HFD-550)

Center for Drug Evaluation and Research-

Central Document Room N115

Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: NDA 21-128
Correspondence

Dear Dr. Midthun:

Enclosed are 4 additional desk copies of volume 1 of NDA 21-128 requested by Sandy
Cook on behalf of the OTC Division. ,

£ -

‘Sincerely,

McNEIL CONSUMER HEALTHCARE

Ly

Associate Director, Regulatory Affairs

JAU:dtg
Attachment

cc: S. Cook (HFD-550) (cover letter only)
B. Merritt (HFD-560) (4 desk copies)

p:\nda\corresp\midthun3.doc

APPZNRS THIS WAY
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- G uoiGiHAL
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McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washingion, PA 19034-2299 (215)273-700Q

Karen Midthun, MD . FEB | 20
Director - :
Division of Anti-Inflammatory, Analgesic, and
Ophthaimologic Drug Products (HFD-550)
Center for Drug Evaluation and Research
Central Document Room N115 '
Food and Drug Administration
9201 Corporate Boulevard
Rockville, MD 20850

RE: Children’s MOTRIN® Cold Suspension
NDA 21-128
Correspondence

Dear Dr. Midthun:

Enclosed are the following items requested by Sandy Cook on behalf of the OTC Division:
£ -
1. Attachment 1 contains copies of the carton and bottle labels in Drug Facts
format for both the berry and the grape flavors as provided in volume 1 of the
original submission. Labeling format information is provided for each item.

2. Attachment 2 contains a hard copy and electronic copy (Word 97) of the
labeling content in Drug Facts format.

Please contact me at (215) 273-8368 if you have any further questions.
Siﬁcerely,

McNEIL CONSUMER HEALTHCARE

Janet A. Uetz -

Associate Director, Regulatory Affairs .

JAU:dtg
Arttachment

cc:  <S. Cook (HFD-550) (cover letter only)
B. Merritt (HFD-560) (review copy)

p:\nda\corresp\midthuné.doc - -
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McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washingron, PA 19034-2299 (215) 273-7000

Karen Midthun, MB
Director ' )

Division of Anti-Inflammatory, Analgesic, and
Ophthalmologic Drug Products (HFD-550)

Center for Drug Evaluation and Research
" Central Document Room N115

Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: Children’s Motrin® Cold Suspension
NDA 21-128
Safety Update

Déar Dr. Midthun:

In accordance with 21 CFR 314.50(d)(5)(vi), we are providing the 4-month safety‘

NUH brﬂi.\.;i ‘l;:\:-;i;'::..iz ow ..:: “

B oaaw @ SY

update for Children’s Motrin Cold Suspension. This update includes commercial

\ marketing experience safety data for

OTC aduit

ibuprofen-pseudoephedrine

combination products from FDA Spontaneous Reporting System from January 1,
1999 through October 18, 1999 and from the McNeil Spontaneous Reporting System

from January 1, 1999 through December 31, 1999.

Should you have any questions, please contact me at 215-273-8368. .

Sincerely.

MCNEIL CONSUMER HEALTHCARE

net A. Uetz
ssociate Director, Rdgulatory Affairs -

__.¢C: S. Cook (HFD-550), cover letter only

ATV

ORIGINAL
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McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washingion. PA 19034-2299 (215)273-7000 .

Karen Midthun, MD : FEB I 20
Director ~ - :
Division of Anti-Inflammatory, Analgesic, and
Ophthaimologic Drug Procucts (HFD-550)
Center for Drug Evaluation and Research
Central Document Room N115
Food and Drug Administration
9201 Corporate Boulevard

.~ Rockville, MD 20850

RE: Children’s MOTRIN® Cold Suspension
Ibuprofen (100 mg/S mL) and Pseudoephedrine HC! (15 mg/5 mL)
NDA 21-128
Minor Amendment No.2

Dear Dr. Midthun:

We wish to formaily amend this application to inciude the information faxed to Dr. Rao Puttagunta,
FDA Chemistry Reviewer, on January 24, 2000, in response to his phone conversation with Jackie
Linse, Associate Director, Regulatory Affairs, regarding the tabular listing of all samples t& be
submitted to the FDA. The tabular listing is included as Attachment 1.

At this time we would also like to provide the preservati data_which
demonstrate that the sodium benzoate _a%e I 3

Please contact Jackie Linse at (215) 273-8733 or me at (215) 273-8368 if you have any questions.

Sincerely,

McNeil CONSUMER HEALTHCARE

Qoo Aty

Associate Director, Regulatory Affairs

cc: S. Cook, Project Manager (HFD-550)
R. Puttagunta, Chemistry Reviewer (HFD-550)

Mmbput2.doc
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McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washington, PA 19034-2299 (215)273-7000

Karen Midthun, MD :

Acting Director ' ) AR 27 2000

Division of Anti-inflammatory, Analgesic, and .
Ophthalmologic Drug Products (HFD-550)

Center for Drug Evaluation and Research

Central Document Room N115

Food and Drug Administration. .

9201 Corporate Boulevard NS Aaz ‘ . N7
Rockville, MD 20850 NDA u.‘*uu I'\IV‘END;V’!EN

RE:  Children’s Motrin® Cold Suspension
NDA 21-128 ~ ™
Amendment No. 3 J

Dear Dr. Midthun: —

This Amendment to NDA 21-128 provides a response to the additional pediatric -

safety information that was requested by FDA via telefacsimile on March 21, 2000

r—’—’j Immediately following this cover letter is a guide to the location of
the information requested. Each FDA request is restated in bold face type followelt -
by a reference to the section of this amendment where the requested information
is presented. The Amendment is organized as follows:

Section 1 - Overview

Section 2 - Clinical Study Safety Data

Section 3 - Marketing History

Section 4.1 - Safety Profile Data for Ibuprofen and Pseudoephedrine
Secticn 4.2 - Safety Profile Data for Pseudoephedrine

Section 4.3 - Safety Profile Data for lbuprofen

Should you have any questions, please contact me at 215-273-8368.
Very truly yours,

McNEIL CONSUMER HEALTHCARE _

é)a,,t U |
anet A, Ueg @ ~ OR\G\NAL

Associate Director, Regulatory Affairs

cc: Sandy Cook, Project Manager, HFD-550 (cover letter only)
JAU/joc

Attachment - - -
Jau101.doc

4\@
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McNei,

McNeil Consumer Healthcare, 7050 Camp Hill Road, Fort Washington. PA 19034-2299 (215) 273-7000

Karen Midthun, MD AR 27 200

Acting Director . | S

Division of Anti-Inflamratory, Analgesic, and : .
Ophthalmologic Drug Products (HFD-550) M

Center for Drug Evaluation and Research
Central Document Room N115

Food and Drug Administration

9201 Corporate Boulevard

Rockville, MD 20850

RE: Children’'s Motrin® Cold Suspension
NDA 21-128
Amendment No. 4

NCA CHiG AVENDMENT
Dear Dr. Midthun:-

This Amendment provides updated draft labeling for Children’s Motrin Cold
Suspension. (Carton and Bottle labels for 10z and 40z berry and 10z and 4oz >
grape.) The revisions include:

1) addition of the symptom bullets, “* fever e« stuffy nose ©* sore throat”
to the front panel, '

2) relocation of “see bottom of box for lot number and expiration date” to
the “Other information” section and

3) addition of a hyphen to “toli-free” and addition of boiding to the phone
number in the “Questions or comments?” section. ‘

Should you have any questions, please contact me at 215-273-8368.

Very truly yours,

cNEIL CONSUMER HEALTHCARE
anet A. Uetz -
Associate Director, Regulatory Affa_irs

cc: Sandy Cook, Project Manager, (HFD-550) 0 R ' G l NAL

JAU/joc
Attachment

Jau102.doc - - -
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McNeiD

McNeil Cunsumer Healthcare, 7050 C. amp Hill Road. Fort Washington, PA 19034-2299 (215) 273-7000

- A ey - R L IR

Karen Mldthun, MD Nblﬂ 't 3dam J‘.!V’;ti 3 d|‘:§:‘m 2 7 m
Director .
Division of Anti-Inflammatory, Afalgesic and

Ophthaimologic Drug Products (HFD-550)
Center for Drug Evaluation and Research
Central Document Room N115
Food and Drug Administration

Ty T
.g.:_ ARt e

9201 Corporate Boulevard Ve

Rockville, MD 20850 B~

Re:  Children's MOTRIN® Cold Suspension -
ibuprofen (100mg/5mL) and Pseudoephedrine HCI (15mg/5SmL)
NDA 21-128
Amencment Ng, §

Dear Dr. Midthun; | g

We wish to amend NDA 21-128 to include updated analytical methods for both the berry
and grape flavor Children's MOTRIN® Cold Suspension. These updates aie
improvements recommended by the investigator at the time of our pre-approval
inspection. We indicated to the investigator that we would amend our application with

them. | | T R
3

If you have any questions regarding this amendment, please contact Jackie Linse at
(215) 273-8733 or me at (215) 273-8368.

Sincerely,
McNEIL CONSUMER HEALTHCARE

J%::ff | ZZL@ -

Associate Director, Regulatory Affairs

cc: S. Cook, Project Manager (HFD-550)

R. Puttacunta, Chemistry Reviewer (HFD-550) O R ‘ G I l\ ‘J A L

Mmbput3:kt
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McNeil Consumer Healthcare. 7050 Camp Hill Road. Fort Washington. PA 19034-2299 125, 273-7000

Karen Midthun; MD

Acting Director - AN 8 am -

Division of Antn-lnﬂammatory Analgesic and SEW SOPa
Ophthaimologic Drug Products (HFD-550) ﬁ/n

Center for Drug Evaluation and Research ' -

Central Document Room N115

- Food and Drug Administration

9201 Corporate Boulevard ) %
Rockville, MD 20850 :

Re:  Children's MOTRIN® Coid Suspension v ' ,
NDA 21-128 L e
QQTT§§QQI |dgng§ \. . - .-’;/:’;:

Dear Dr. Midthun: Vet

On June 1, 2000, Ms. Sandra Cook, Project Manager called with a request by the
medical reviewer for information regarding market withdrawals of two products by Proctor
and Gamble. The products in question were:

g
‘

Vicks Action, an ibuprofen pseudoephedrine product withdrawn from the market
in the United Kingdom in 1998 and

Vicks Action Profen, an ibuprofen pseudoephedrine product withdrawn from the
market in Indonesia in 1999.

After contacting our U.K. affiliates, who in tum contacted Proctor and Gambie in the UK,
it was confirmed that these market withdrawals were solely for commercial reasons.

if you have any additioral questions, please contact me at (215) 273-8733.
Sincerely,

McNEIL CONSUMER HEALTHCARE

7 /M

L . wbu

J uelmeU Linse
Assbciate Director, Regulatory Aﬁaars

JL00G8
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McNeil Consumer Healthcare, 7050 Camp Hill Road. Fort Washington, PA 19034-2299 (215) 273-7000

NDA ORiG AMENDMENT Juﬁ 15 2000

Karen Midthun, MD, Director N .
Division of Anti-Inflammatory, Analgesic

and Ophthalmologic Drug Products (HFD-550)
Center for Drug Evaluation and Research .
Central Document Room N115
Food and Drug Administration
9201 Corporate Boulevard
Rockville, MD 20850

RE: Children’s Motrin Cold Suspension B B
NDA 21-128
Correspondence

Dear Dr. Midthun: .

This submission provides a response to the biopharmaceutics review questions on NDA 21- .
128 received by telefacsimile on June 14, 2000 (copy attached). -

( Should you have any further questions, please contact Jackie Linse at {215) 273-8733 or
' me at (215) 273-8368.

Sincerely,

McNEIL CONSUMER HEALTHCARE

?au,td Ueh,

Janet A, Uetz
Associate Director, Regulatory Aftairs

cc:  S. Cook, Project Manager (HFD-550), via fax

JauD15.doc
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McNeil Consumer Healthcare. 7050 Camp Hill Road. Fort Washington. PA 19034-22%5 :215,273-7000

- JUN 2 2 72000

Karen Midthun, MD _ ‘ . Ve

Director ’ ‘

Division of Antn-lnﬂarnmatory Analgesic and
Ophthalmologic Drug Products (HFD-550)

Center for Drug Evaluation and Research

Central Document Room N115

" Food and Drug Administration
9201 Corporate Boulevard
Rockville, MD 20850

Re; Children’s Motrin Cold Suspension
NDA 21-128
Correspondence -

&

Dear Dr Midthun:

At the request of Sandra Cook, enclosed please find a revised NDA Debarment s
Certification page including signature and date.

Sincerely,
McNEIL CONSUMER HEALTHCARE

-/
;‘(,g‘,é ék ‘7/('»—

Jaa/quelme U. Linse :
/ P}’socnate Director, Regulatory Affairs

cc:  S. Cook -

MB0622:kt
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Nl Consumer Healtheare. 7050 Camp Hill Road. Fort Washington. PA [51)34-2299 1215)273-7000- -

. NDA 0.0l A7 HOMENT JUN 27 2000
Midthun, MD
Director .
.on of Anti-inflammatory, Analgesm and
Ophthalmologic Drug Products (HFD-550)
Center for Drug Evaluation and Research
Central Document Room N115
and Drug Administration

1 Corporate Boulevard

Rockville, MD 20830

.' Re: Children's MOTRIN® Cold Suspension
NDA 21-128 [2C
Correspondence i

Dear Dr. Midthun:

On April 27, 2000, we submitted an amendment to the above NDA providing updated analytical* -
methods. The method updates were minor modifications recommended by the FDA
Investigator during our Pre-approval inspection. On June 26, 2000, Dr. Puttagunta, Reviewing
Chemist, called to request that we update our methods validation package with the new
methods. In response to his request, we are providing four copies of the methods validation
package with the new methods included.

Please contact me at (215) 273-8733 if you have any questions and to arrange the
teleconference.

Sincerely,
McNEIL CONSUMER HEALTHCARE

cquehne U. Linse -
sociate Director, Regulatory Affairs

cc: 8. Cook, Project Manager (HFD-550) O R ‘ G i N A L

R. Puttagunta (HFD-550)

p:\nda\corresp\jul627.doc
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McNeil Consumer Healthcare. ™ 30 Camp Hill Road. Fort Wushingion. PA 19034-2299 15, 373.7000

JL 7 A
Karen Midthun, MB, Director NEW CORRES"
Division of Anti-Inflammatory, Analgesic )
and Ophthalmologic Drug Products (HFD-550)
Center for Drug Evaluation and Research
Central Document Room N115 ’
Food and Drug Administration

9201 Corporate Boulevard
Rockville, MD 20850

RE: Children’s Motrin Cold Suspension
NDA 21-128 , i
mendm ndina icati /.'/(/

Dear Dr. Midthun:’

In response to Dr. Puttagunta’'s request of July 5, 2000, we are formally withdrawing the
Package Interchangeability Protocol from our pending New Drug Application.

e
¢

Should you have any further guestions, please contact Jackie Linse at (215) 273-8733 or
me at (215} 273-7010.

Sincerely,

McNEIL CONSUMER HEALTHCARE

P
w(.&%ﬂ/(,\_ d @z[u«( X‘/L—/

Vivian A. Chester
Vice President, Regulatory Affairs

cc: S. Cook, Project Manager (HFD-550), via fax

o ~ ORIGINAL
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VeNeil Consumer Healthcare, 7050 Camp Hill Road. Forr Washington. PA 19034-2299 (215,273 -7(500

~ - NDA CRG ANEATLENT

Karen Midthun, MD - -
Director ' )
Division of Anti-Inflammatory, Analigesic and

Ophthalmologic Drug Products (HFD-850)

Center for Drug Evaluation and Research

.- Central Document Room N115 .
Food and Drug Administration ) ,2
9201 Corporate Boulevard -
Rockville, MD 20850

L ettt tiel L 2 L

Re: Children's MOTRIN® (ibuprofen) Cold Suspension
NDA 21-128
Amendment No. 7 (CMC) T

Dear Dr. Midthun:

In response to Dr. Puttagunta’s request of 7/7/00, we are submitting updated stability :
tables containing 12-month data. -

Should you have further questions, please call me at (215) 273-8733.

Sincerely,

McNEIL CONSUMER HEALTHCARE

| _/ ‘
-/ AR /(_‘Z 21 W
/ cquelirfe U. Linse
\ Associate Director, Regulatory Affairs

cc: R. Puttagunta, Chemistry Reviewer (HFD-550)

JLO00711:s¢c0
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~ Division of Anti- Inﬂammatory, Anaigesic and

Central Document Room N115

' McNeil Consumer Healtheare, 7050 Camp Hill Road. Fort Washington. PA 19034-2299 1215, 273-7000 - -

karenMigthun,MD . NDA CRiz AN E NOMENT JUL 17 2000

Director

Ophthalmologic Drug Products (HFD-550)
Center for Drug Evaluation and Research

Food and Drug Administration
9201 Corporate Boulevard 2
Rockville, MD 20850 -~

Re: Children's MOTRIN® (ibuprofen) Cold Suspension
NDA 21-128
Amendment No. 8 (CMC)

Dear Dr. Midthurt:

In response to Dr. Puttagunta’s request of 7/7/00, we are submitting updated stability
tables containing 18-month data and the statistical analysis report.

Should you have further questions, please contact me at (215) 273-8733.

Sincerely,

McNEIL CONSUMER HEALTHCARE

7(' ) ‘('\ /‘
(M—w k éﬂ,'—rﬂ‘o) /

Jacqueline U. Linse

Associate Director, Regulatory Affairs

cc:  R. Puttagunta,-Chemistry Reviewer (HFD-550)

JLO0O714:5c0 -

CRIGINAL
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PRIORITY McNei

Consumer Healthcare
7050 Camp Hill Road, Fort Washington , PA 19034-2299 Main Phone 215.273.7900

URGENT DELIVERY REQUESTED

) - FAX TRANSMITTAL
DATE: Jufy 28, 2000
TO: Sandra Cook ' FAX: 301-827-2531
FROM: Judy O’Connor for Paula Oliver
PHONE: 215-273-8502 FAX: 215-273-4049

RE: NDA 21-128
Desr Sandy:

Just got off the phone with Paula and she has given ma the go ahead to send the attached
documents 1o you.

I will also be sending you electronically the Drug Facts document. If for some reason you
do receive it please let me know. ’

Cc%wxﬂ 8o/

y O’Connor
Administrative Assistant to Paula Oliver
® 215-273-8502
Fax: 215-273-4049

Attachment
NO. PAGES (INCLUDING COVER SHEET): &~

CONFIDENTIALITY NOTICE: _

This facsimile transmission cover sheet and any documents which may accompany it,
contains information from McNeil Consumer Heasithcare, which is intended only for the use
of the individual or entity to which it is addressed, and which may contain information that
is privileged, confidential, and/or otherwise exempt from disclosure under applicable law. If
the reader of this message is not the intended recipient, any disclosure, dissemination,
distribution, copying or other use of this communication or its substance is prohibited. if
you have received this communication in error, please call us collect to arrange for the
destruction of the communication or its return to us et a our expense. Thank you.
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McNei,

Consumer Healthcare
7050 Camp Hill Road, Fort Washington , PA 19034-2299 Maia Phone 215.273.7900

URGENT DELIVERY REQUESTED

o - FAX TRANSMITTAL
DATE: July 28, 2000
TO: Sandra Cook , FAX: 301-827-2531
FROM: | Paula Oliver
PHONE: 215-273-7878 FAX: 2l15-273-4049‘

RE: NDA 21-128

Dear Sandy:

. L3
in follow-up to our teleconference of July 27, 2000 to discuss the agency’s proposed
labeling for McNeil Consumer Healthcare’s pending NDA 21-128, we have updated the
Drug Facts presentation (attached).

The dosing chart has been revised in accordance with the proposed labeling provided to us
on July 21, 2000, and the dosing interval has been revised to 6 hours instead of 6-8
hours. In addition, as discussed during our teleconference: we have moved the bullet point
that tells the consumer tc replace the original bottle cap, making it consistent with the
agency's June 2, 2000 labeling comments on Children’s Motrin® Suspension; we have
included our original bullet point referencing our dosage cup; we have included the
reference to tamper-evident features under the Other Information header; and we have
included a Questions or Comments header. '

With regard to the Stop Use and Ask 8 Doctor subheader, we continue to beliave that the
fourth buileted statement shouid read as follows:

B stomach pain or upset gets worse or lasts

Current pediatric ibuprofen products have labeling which directs the parent to give the
child milk or food if stomach upset occurs when using these products. Additionally, all
current pediatric ibuprofen products have labeling which directs the parent to stop using
the products and call a doctor if stomach pain or upset gets worse or lasts. The proposed .
labeling provided to us on July 21, 2000 revisad this bullet to read as follows:

{ ‘ B
( Wae believe that our current labeling is more appropriate and less confusing because it tells

the parent that if stomach-upset occurs initially, they can try food or milk, but if it persists
or gets worse they should contact their doctor.




SENT BY:REG. AFFAIRS ; 7-28- 0 : 10:58 :McNEIL CONSUMER PROD- 301 827 2531:# 3/ 5

rMcNeil Consumer Healthcare
NDA 21-128
Page 2

Additionally, under that same subheading, a bullet was added which reads:

B-symptoms continue or get worse

-

This bullet is also not included in current approved ibuprofen labeling and seems redundant
since the third bulleted statement reads:

M fever, pain or nasal congestion gets worse, or lasts for more than 3 days
We would appreciate your revisw of these two points.
Thank you for your assistance.

Thank you very much.

%m/_?wiga,

Paula J. Oliver -

Senior Director, Regulatory Compliance
® 2156-273-7878

Fax: 215-273-4049

Attachment

PJOfjoc

F:\scook728.doc

NO. PAGES (INCLUDING COVER SHEET):

CONFIDENTIALITY NOTICE: -

This facsimile transmission cover sheet and any documents which may sccompany it,
conteains information from McNeil Consumer Heaithcare, which is intended only for the use
of the individual or entity to which it is addressed, and which may contain information
that is privileged, confidential, and/or otherwise exempt from disclosure under applicable
law. |f the reader of this message is not the intended recipisnt, any disclosure,
dissemination, distribution, copying or other use of this communication or its substance is
prohibited. If you have_received th_is communication in error, please call us collect to
arrange for the destruction of the communication or its return to us at a8 our expense.
Thank you.



