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ANDA 75-682

NOV 1 4 2001

BASF Corporation
Attention: Michael Gill
8800 Line Avenue
Shreveport, LA 71106

Dear Sir:

This is in reference to your abbreviated new drug application
dated July 30, 1999, submitted pursuant to Section 505(3j) of the
Federal Food, Drug, and Cosmetic Act (Act), for IBU Tablets
(Ibuprofen Tablets USP, 400 mg, 600 mg, and 800 mg).

Reference is also made to your amendments dated May 5, August 2,
and October 10, 2000; and September 10, 2001.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioequivalence has
determined your IBU Tablets (Ibuprofen Tablets USP, 400 mg, 600
mg, and 800 mg) to be bioequivalent and, therefore,

therapeutically equivalent to the listed drug (Motrin Tablets®
400 mg, 600 mg, and 800 mg, respectively, of McNeil Consumer
Products Company, Division of McNeilab Inc.). Your dissolution
testing should be incorporated into the stability and quality
control program using the same method proposed in your
application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.



We request that you submit, in duplicate, any proposed
advertising or promotional copy, which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

Sincerely yours,
—~_ 1!
Sl

] ‘ .

Gary Buehler ,1/1#/0!
Director

Office of Generic Drugs
Center for Drug Evaluation and Research

]
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/mu' (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (Tbuproten Tablets, USP) 600 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Ofive, NJ 07828

1BU® (tbuprofen Tablets, USP) 800 mg
LOT 00000 EXP 00/0000

Mifg. by BASF Cérporation-

Mount Olive, NJ 07828

e e LRk Ty

1BU® (Ibuprofen Tabiets, USF) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Carporation

Mount Olive, NJ 07828

1BU® (ibuprofen Tabiets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Moaunt Ofive, NJ 07828

I1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000
Mfg. by BASF Corporation |,

!Aount Olive, NJ 07828

cncemmmepacccnacdacnnnm——.

e

crcsanendeccncncctbccccccaw

[]
[]
[]

18U® (ibuprofen Tablets, USP) 600 mg \
LOT 00000 EXP 00/0000 _

Mtg. by BASF Corporation

Moudt Olive, NJ 07828

1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000  EXP 00/0000

Mtg. by BASF Corporation

Mount Ofive, NJ 078268

18U® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (Ibuprofen Tablets, USF) 600 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000  EXP 00/0000

APPEARS THIS WAY
ON ORIGIHAL

75-682
AP ”//C/IOI

Mtg. by BASF Carporation T

Mount Olive, NJ 07828 AETEY B Y ﬁo\“
______________________ A4

1BU® (Ibuprofen Tablets, USP) 600 mg P

LOT 00000  EXP 00/0000 Pt

Mfg. by BASF Corporation ! \1@

Mount Olive, NJ 07828 \ Ay@

\/



LOT 00000 EXP
Mfg. by BASF Corporation
Mount Olive, NJ 07828

1BU® (buprafen Tablets, USF) 800 mg
00/0000

1BU® (Ibuprafen Tablets, USP) 800 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (lbuprofen Tablets, USP) 800 mg
LOT 00000  EXP 00/0000

Mtg. by BASF Corporation

Mount Otive, NJ 07828

R e e L R R R Y

18U* (ibuprofen Tablets, USP) 800 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

18U® (Ibuprofen Tablets, USP) 800 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation
Mount Olive, NJ 07828

1BU® (ibuprofen Tablets, USP) 800 mg
LOT 00000  EXP 00/0000

18U® (ibuprofen Tablets, USP) 800 mg \
LOT 00000 EXP 00/0000
Mig. by BASF Corporation
Mount Olive, NJ 07828

dacanccann

1BY® (ibuprofen Tablets, USF) 800 mg
LOT 00000  EXP 00/0000

Mig. by BASF Corporation

Mount Olive, NJ 07828

- - -

18U® (Ibuprofen Tablets, USP) 800 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

)
1
L]
1]
L
)
]
-
]
{  1BU® (lbuprofen Tablets, USP) 800 mg
1 LOTO00000 EXP 00/0000
1 Mfg. by BASF Corporation
1 Mount Ofive, NJ 07828
)
o4
1
1
1
L}
)
1
1
]
h

18U® (Ibuprofen Tablets, USP) 800 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

18U (Ibuprofen Tablets, USP) 800'mg
LOT 00000  EXP 00/0000
Mtg. by BASF Corporation

e 10

Mount Olive, NJ 07828

\

€

o



1BU® (Ibuprofen Tablets, USP) 400 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, N.J 07828

-

18U* (ibuprofen Tablats, USP) 400 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Ofive, NJ 07828

.
v - - -

1BU® (Ibuprofen Tablets, USP) 400 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

Eatatabeb DD R T T T i

18U® (Ibuprafen Tablets, USP) 400 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mourit Olive, NJ 07828

1BU® (Ibuprofen Tablets, USP) 400 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

R g

18U® (Ibuproten Tablets, USF) 400 mg
LOT 00000 EXP
Mfg. by BASF Corporation”

k Mount Qlive, NJ 07828

1BU® (ibuprofen Tablets, USP) 400 mg \
LOT 00000  EXP 0G/0000

Mig. by BASF Corporation

Mount Olive, NJ 07828

e eme.-a-

1BU® (ibuprofen Tablets, USP) 400 mg
LOT 00000  EXP 00/0000

Mtg. by BASF Corporation

Mount Olive, NJ 07828

e e c e cn e ———
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]

]
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]
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I1BU® (lbuprofen Tablets, USP) 400 mg
LOT 00000  EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1
1
1]
]
]
i
1
1
N
| 1BU® (Ibuprafen Tablets, USF) 400 mg
1 LOTO00000 EXP 00/0000

{1 Mfg by BASF Corporation
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18U® (Ibuprofen Tablets, USP) 400 mg
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/llU' (lbuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

IBU® (ibuproten Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Ofive, N.J 07828

1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Cérporations

Mount Olive, NJ 07828

18U® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Carporation

Mount Olive, NJ 07828
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18U® (ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000
Mfg. by BASF Corporation

* Mount Ofive, NJ 07828
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1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000
Mtg. by BASF Corparation .

K Mount Olive, NJ 07828
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18U® (ibuprofen Tablets, USP) 600 mg x
LOT 00000 EXP 00/0000
Mfg. by BASF Corporation
Mount Olive, NJ 07828

18U® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mtg. by BASF Corporation

Mount Otive, NJ 07828

18U® (ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mfg. by BASF Corporation

Mount Olive, NJ 07828

1BU® (Ibuprofen Tablets, USP) 600 mg
LOT 00000 EXP 00/0000

Mtg. by BASF Carporation

Mount Olive, NJ 07828

18U® (buprofen Tablets, USP) 600 mg
LOT 00000 _ EXP 00/0000 v
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AP n//L/ [0,

G U
e
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

75-682

CHEMISTRY REVIEW(S)



10.
11.

12.

13.

14.

Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMISTRY REVIEW NO: No. 1

-ANDA: 75-682

NAME AND ADDRESS OF APPLICANT:
BASF Corporation,

Attention: Michael Gill,

8800 Line Avenue,

Shreveport, LA 71106.

LEGAL BASIS for ANDA SUBMISSION: 505 (j), FFD & CA
Motrin (NDA 17-463), McNeil Consumer Products Company,
05/22/85

SUPPLEMENT (s) : N/A

PROPRIETARY NAME: N/A

'NONPROPRIETARY NAME: Ibuprofen Tablets

SUPPLEMENT (s),. PROVIDE (s) FOR: N/A

AMENDMENTS AND OTHER DATES:

07/30/99 Submission of ANDA (Date of Application)
FDA: .

08/02/99 Acknowledgment letter %
08/16/99 Amendment letter

PHARMACOLOGICAL- CATEGORY: Anti-inflammatory

HOW DISPENSED: Rx

RELATEP IND/NDA/DMF (s) :

Motrin (NDA 17-463), McNeil Consumer Products Company,
05/22/85 )

See Item 37 for a complete list of DMFs.

2 NAME .
DOSAGE FORM: 8§a1 Tablets

Strength: 400mg 600mg and 800mg

approved

approved



15.

16.

17.

18.

19.

CHEMICAL NAMES AND STRUCTURE:

Generic Name: Ibuprofen
Chemical Name: Benzeneacetic acid, a-methyl-4-(2-methylpropyl),
(£)-
Chemical Formula: C;3H350:
Molecular Weight: 206.29
CAS Registry Number: 15687-27-1, 58560-75-1
Anti-inflammatory.
CHs

OH
CHs;

N e
-t R USRS AP

RECORDS AND REPORTS: N/A

COMMENTS :

EER was requested on 08/02/99. This does include the contract
firms. ,

CONCLUSIONS AND RECOMMENDATIONS: Not approvable
> r\ 7
[ X

REVIEWER: RD’Costa’ c;=S DATE COMPLETED: 01/27/99

Nuinbe:

PPEARS THIS WAY
A ON ORIGINAL

- r ANT™Y TV
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10.

11.

12.

13.

14.

Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMISTRY REVIEW NO: No. 2

ANDA: 75-682

NAME AND ADDRESS OF APPLICANT:
BASF Corporation,

Attention: Michael Gill,

8800 Line Avenue,

Shreveport, LA 71106.

LEGAL BASIS for ANDA SUBMISSION: 505 (j), FFD & CA

Motrin (NDA 17-463), McNeil Consumer Products Company, approved
05/22/85

SUPPLEMENT (s) : N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME: Ibuprofen Tablets

SUPPLEMENT (s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:
04/13/00 Major Amendment
07/30/99 Submission of ANDA (Date of Application)

- FDA:

08/02/99 Acknowledgment letter
08/16/99 Amendment letter

PHARMACOLOGICAL CATEGORY: Anti-inflammatory

HOW DISPENSED: Rx

RELATED IND/NDA/DMF (s) :

Motrin. (NDA 17-463), McNeil Consumer Products Company, approved
05/22/85 | : |

See Item 37 for a complete list of DMFs.

DOSAGE FORM: Oral Tablets

Stréngth: 400mg 600mg and 800mg



15.

16.

17.

18.

19.

CHEMICAL NAMES AND STRUCTURE:

Generic Name: Ibuprofen
Chemical Name: Benzeneacetic acid, a-methyl-4-(2-methylpropyl),
() -
Chemical Formula: C;3Hig0;
Molecular Weight: 206.29
CAS Registry Number: 15687-27-1, 58560-75-1
Anti-inflammatory.
CHs

OH
CHs

Hs

RECORDS AND REPORTS: N/A
COMMENTS: N/A

CONCLUSIONS AND RECOMMENDATIONS: Not approvable

REVIEWER: DATE COMPLETED:
RD’ Costa 10/18/00

APPEARS THIS WAY
ON ORIGINAL
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Office of Generic Drugs
Chemistry, Manufacturing and Controls Review

CHEMISTRY REVIEW NO: No. 3

ANDA: 75-682

NAME AND ADDRESS OF APPLICANT:
BASF Corporation,

Attention: Michael Gill,

8800 Line Avenue,

Shreveport, LA 71106.

LEGAL BASIS for ANDA SUBMISSION: 505 (j), FFD & CA
Motrin (NDA 17-463), McNeil Consumer Products Company, approved
05/22/85 ‘

SUPPLEMENT (s) : N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME: Ibuprofen Tablets

SUPPLEMENT (s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:
01/19/01 Minor Amendment

._ 04/13/00 Major Amendment

10.

11.

12.

13.

14.

07/30/99 Submission of ANDA (Date of Application)
FDA : .

08/02/99 Acknowledgment letter

08/16/99 Amendment letter:®

PHARMACOLOGICAL CATEGORY: Anti-inflammatory

HOW. DISPENSED: RX

RELATED IND/NDA/DMF (s) : '

Motrin (NDA 17-463), McNeil Consumer Products Company, approved
05/22/85

See Item 37 for a complete list of DMFs.

DOSAGE FORM: Oral Tablets

Strength: 400mg 600mg and 800mg



15.

1_6-

17.

18.

. 18.

CHEMICAL NAMES AND STRUCTURE:

Generic Name: Ibuprofen

Chemical Name: Benzeneacetic acid, a-methyl-4-(2-methylpropyl),
. (£) -

Chemical Formula: Cy3H;g0,

Molecular Weight: 206.29

‘CAS Registry Number: 15687-27—1, 58560-75-1

Anti-inflammatory.
CHj
OH
CH3

Hj

RECORDS AND REPORTS: N/A

COMMENTS: The Division of Chemistry has no further questions at
this time. However, the biocequivalence of the drug product has
not been established. Elease refer to the comments provided to
you via facsimile on March 19, 2001, from the division of
Bioequivalence. You should address the issues in this
communication prior to or concurrent with your response to this
communication.

CONCLUSIONS AND RECOMMENDATIONS: Not Approvable - Minor

\ :
REVIEWER: 5,/ [CAM DATE COMPLETED:
RD’Costa 5&:’ 06/18/01
APPEARS THIS WAY

ON ORIGINAL
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10.

11.

12.

13.

14.

Office of Generic Drugs

Chemistry, Manufacturing and Controls Review

CHEMISTRY

REVIEW NO: No.4

ANDA: 75-682

NAME AND ADDRESS OF APPLICANT:

BASF Corporation,

Attention:
8800 Line

Michael Gill,
Avenue,

Shreveport, LA 71106.

LEGAL BASIS for ANDA SUBMISSION: 505 (j), FFD & CA

Motrin (NDA 17-463), McNeil Consumer Products Company,

05/22/85

SUPPLEMENT (s) : N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME: Ibuprofen Tablets

SUPPLEMENT (s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:

09/10/01
01/19/01
04/13/00
07/30/99
EDA:

08/02/99
08/16/99

Minor Amendment
Minor Amendment
Major Amendment
Submission of ANDA (Date of Application)

Acknowledgment letter
Amendment letter

PHARMACOLOGICAL CATEGORY: Anti-inflammatory

HOW DISPENSED: Rx

RELATED IND/NDA/DMF (s) : :

Motrin (NDA 17-463),

05/22/85

See Item 37 for a complete list of DMFs.

DOSAGE FORM: Oral Tablets

Strength:

400mg 600mg and 800mg

approved

McNeil Consumer Products Company, approved



15.

16.

17.

18.

19.

CHEMICAL NAMES AND STRUCTURE:

Generic Name: Ibuprofen
Chemical Name: Benzeneacetic acid, a-methyl-4-(2-methylpropyl),
(£)-
Chemical Formula: Cji3H1502
Molecular Weight: 206.29
CAS Registry Number: 15687-27-1, 58560-75-1
Anti-inflammatory.
CHs
OH
CH3

H3C

RECORDS AND REPORTS: N/A

COMMENTS: A Minor was issued to the firm, since the
biocequivalence of the drug product has not been established. The
Divisions of Chemistry and Labeling however, have no further
questions at this time.

CONCLUSIONS AND RECOMMENDATIONS: Approvable pending
Bioequivalence.

REVIEWER: DATE COMPLETED:
RD’ Costa 10/15/01
APPEARS THIS WAY

ON ORIGINAL
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CENTER FOR DRUG
EVALUATION AND RESEARCH

APPLICATION NUMBER:

75-682

BIOEQUIVALENCE REVIEW



L

OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #: 75-682 SPONSOR : BASF
DRUG AND DOSAGE FORM : Ibuprofen Tablets
STRENGTH(S) : 800 mg, 600 mg, 400 mg

TYPES OF STUDIES : Fasting & Non-Fasting Studies (800 mg)
CINICAL STUDY SITE(S) :
ANALYTICAL SITE(S) : -

=

STUDY SUMMARY : Acceptable
DISSOLUTION : Acceptable
WAIVER REQUEST: Acceptable

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
NO
First Generic Inspection requested: (date)

New facility Inspection completed: (date)
' For cause

Other

PRIMARY REVIE%‘\ /Hoainhon Nguyen BRANCH : 1
INITIAL : <2 DATE:_[0/Z, /

[ I

TEAM LEADER : ,Yih-Chain Huang BRANCH : 1 !
INITIAL: __ * [/ DATE: lo /2 />¢0 |

DIRECTOR, DIVIS}e¥ @F BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

‘/ﬁ{INITIAL: ! DATE : IOZ/S’U""




I]:)uprofen Film-Coated Tablets USP BASF Corp.
ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon N guyen Submission Date:
W #75682a.901 Sep’cember 10, 2001

Review of a Stuclv Amendment
(and Results of Two Bioequivalence Studies)

I. Baclzg’round:

The firm has submitted the current amendment in response to the cleficiency
comments ljy the Division of Bloequwalence in the letter clatecl March 19, 2001

The cle£1c1ency comments were as fouows “1. ——— e S
PRV - . - - - 1

__/-"“"""’""WW“ i o i s o o
- v o J %4

T e S b £ 8 R

-. 2. However, you may reana/yze the entire set ofsamp/es ][or
eaclz stua’y with all sulnects mc/uJec] using aa’equate/y vahdated ana/yhca/ method. The
reana/ys:s data then should be sul?]ect to Znoequa/ence demonstration using the
conﬁc/ence interval approaclz. It is important that the assay method validation includes
/ong-term stabi/ity stua]y which shows that the study samp./es are stable under the
}[reezer storage condition ][rom the time o][ samp/e collection to the time of samp/e
reana/ysis. The original assaye(] values o][ the origina/ qua/ity controls, calibration
standards and stua’y samp/es can not be used in the /ong-term stalvi/ity stua/y 1:{ these
origina/ values were not obtained based on an aa’equat’ely vahdated assay method.” The
single-dose fasting Lioequivalence stucly and the single—dose non-fasting
]oioequivalence study were previously found unacceptable because the assay method
was inadequately validated.

In the current amendment, the firm has reanalyzed the entire set of study samples
from both studies using an analytical method {-uny validated in accordance with the
DBE’s current practice. The firm’s reanalysis results are reviewed together with the
information from the original submissions which were dated July 30, 1999 and
May 2, 2000 and included the study designs of a fasting, single-dose bioequivalence
stucly and a post-prandial })ioequivalence study comparing its Ibuprofen Film-
Coated Tablets USP, 800 mg, with McNeil’s Motrin® 800 mg HJupro{en Tablets,
comparative dissolution data for the test and RLD proclucts of 800 mg and for the

- 600 mg and 400 mg streng’chs of the test procluct, the formulations of all strengths
and the waiver request for the 600 mg and 400 mg strengths. (Please note the

«PAGE +1-



stu(ly designs and dissolution data were previously summarized in the review of the

submission dated May 5, 2000.)

11. Bioequivalence Studies:

IIA. FASTING IN-VIVO BIOEQUIVALENCE STUDY (PROTOCOL
#IBUS00-Part T)

Study Objective: Bioequivalency of BASF’s and McNeil's (Motrin®) 800 mg
ﬂvuprofen Tablets under fasting conditions. :

Studv Facilities/ Dates/Investigators:

Clinical: ~ — .
- — : — between Fe]:)ruary 8 and 17,
1999; © ———
Analy tlcal B -
— ; between Fehruary 17 and April 2, 1999; . , Tl'xe

sample reana1y51s was carried out between June 28, 2001 and July 25,
2001.

The maximum sample storage duration between February 8 and April 2, 1999 is
53 days. The maximum sample storage duration between the first sample

collection and the last sample reanalysis is 897 clays.

Study Design: 2-treatment, 2-periocl, randomized crossover

Demographics: 24 normal, heal’chy male and female volunteers: 3 Haclzs and 21

caucasians; 4 males and 20 females; average age of 32.3 yrs (20 sul)jects between
age range of 18-40 and 4 su})jects between age range of 41-64); average heigl—x’c of
165.9 cm (152-192 cm) and average weight of 65.9 leg (61-91 leg); selected on the
basis of their acceptal)]e medical his’cory, physiCal examination and clinical
lal)oratory tests.

Inclusion/exclusion criteria: Pages 136-137, Vol. 1.2.

*PAGE 2



Restrictions:

No prescription and OTC medications for at least 2 weeks and 1 weele, respectively,

prior to the stucly and no concomitant medications cluring the s’cudy sessions.

No alcoholic l)everages and no xanthine-con’caining beverages or food for 48 hours
prior to and during the study period.

No food for 10 hours overnight prior to and for 4 hours postdose.

Washout: 36 hours (laetween the last sampling time of Period 1 and &osing time of
Period II).

Confinement: approximately 1-2 hours pre—close until 12 hours post-dose. The

{asting restrictions were described in the ,Subject Consent Form and reviewed with

each su]aject prior to closing.
NOTES:

1. Twelve of the 24 subjects who participated in the Food Effect Study were also
entered in the Fasting Study 60 hours after the Food Effect Stucly was comple’ce(l.

2. The 24 subjects were dosed for the Fasting Stucly in different groups: Group 1
(12 Subjec’cs, dosed on 2/8/99 for Period I and 2/10/99 for Period IT), Group 2
(11 subjects, dosed on 2/9/99 for Period I and 2/11/99 for Period II) and Group 3
(1 subject, dosed on 2/9/99 for Period I and 2/17/99 {or Period II).

3. Although the Fasting Stucly was labeled as Phase One Stucly and the Food
Effect as Phase Two Study, the Fasting Study was conducted after the Food Effect
study.

Treatments and Sampling:

Treatment IBU—{a(T est Pro&uct): One of BASF's H)uprofen 800 mg talalets,
lot # WO11433 (Ba’cch size of ——units, potency of 99.8%) ; manuf. date:
11/98. |

*PAGE +3-
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AUC(0-T) was calculated using the trapezoidal method. AUC(O—Infinity) was
calculated l)y : AUC(O—Infinity) = AUC(0-T) + [last measured concentration/

KEL]. CMAX and TMAX were observed values of the peale plasma concentration
and time to pealz plasma concentration, respectively. KEL and T1/2 were

calculated from the terminal portion of the log concentration versus time curve.

Statistical Method: Analysis of variance and F-test were used to determine
statistically significant (p less than 0.05) differences between treatments, sequences

of treatment, su}Jjects within sequence, and days of administration for the above

pharmacoleinetic parameters. The 90% confidence intervals for AUC's, CMAX,
[nAUC's and InCMAX were calculated, based on least squares means, using the
two, one-sided t-test.

Since the suljjects were dosed in different dates (see NOTES on page 3 of this
review), the reviewer re—analyzed the PK parameters using the ANOVA model
which was recommended l)y Don Schuirmann*: CLASS SEQ SUBJ PER TRT
GRP; MODEL Y=SEQ SUBJ(SEQ) PER (GRP) TRT;. The assumptions
used for this model are: 1) The groups were studied at the same site, 2) the groups
were not Widely separated in time, and 3) the sul)jects in the 2 groups were recruited
from the same population. The assumptions were considered appropriate for this

study. In the reanalysis, the groups were as follows: Group I: Subjec’cs # 501,
504, 505, 506, 510, 511, 513-518, dosed on 2/8/99 (Period I) and 2/10/99
(Period II); Group II: Subjects # 502, 503, 507, 508, 509, 512, 519, 521-524,
dosed on 2/9/99 (Period I) and 2/11/99 (Period 11); and Group 111: Subject #
520 dosed on 2/9/99(Period I) and 2/17/99 (Period II).

The results of the reanalysis are given in italics in the PK parameter summary

table.

*NOTE FOT re][erence concerning Sclzuirmarm’s moc[el, see tlze example review Of

ANDA 65-065 (Biochemie; Amoxicillin & Clavulanate Potassium Tablets; 2/11/00;
under Sing/e-Dose Fasting Bioequivalence Stuc[y No. 90050)

Results :

According to the reviewer's models, there was s’ca’cis’cicaﬂy significant difference
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(alpl'la=0.05) between treatment for LCMAX (P =0.0264).

All 24 enrolled volunteers comple’ced the clinical portion of the study. There was

no clrop-out. The statistical analysis was performecl using 24 data sets. The results

are summarized in the tables below:

Table I
Fasting Stuclv
I]:)uprogen Comparative Pharmacolzinetic Parameters

Dose=800 mg; n=24

Parameters BASF’s Motrin® 90% Ratio
Mean (CV%) Mean (CV%) C.I. T/R
AUC (0-T) 208.0* 213.4* [0.91;1.02] 0.96
pg.hr/ml [0.02; 1.02]** 0.97**
AUC (0-Inf) 218.4* 220.8* [0.93;1.03] 0.98
pg.hr/ml [0.04; 1.04]** 0.00**

CMAX(ug/ml)  58.1* 62.8* [0.87;0.97] 0.92
. [0.87; 0.98]*  0.92**

TMAX (hrs)  1.9(18)  1.6(43)
KEL (1/hss) 0.39(17)  0.39(18)
T1/2 (hrs) 1.8(18)  1.6(20)

*Geometric LSMeans
**Reviewer's reanalysis using Schuirmann’s model
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Table 11
Fasting Studv

Comparative Mean Plasma Levels of I]auprofen

Dose=800 mg; n=24

Plasma IBUS0O (Test) Motrin (Reference) Ratio of
Sampling : : Means
Time - n Mean %CV n Mean scy | (TestRef)

pre-dose 24 0 24 0

05hour | 22 24.2 783 24 32.1 62.5 0.75
1.0hour | 24 38.1 57.1 24 46.7 420 0.82
1.5hour | 23 452 382 24 51.1 30.9 0.88
20hour | 24 46.4 23.8 24 49.7 225 0.93
2.5hour | 24 44.9 26.8 24 432 27.1 1.04
30hour | 24 38.9 353 24 36.2 320 1.07
3.5hour | 24 33.0 41.4 24 30.4 39.2 1.09
40hour | 24 28.5 51.2 24 25.5 434 1.12
6.0hour | 24 12.6 54.5 24 11.1 49.0 1.14
8.0hour | 23 5.9 49.8 23 53 489 111
12 hour 7 32 532 12 22 315 1.45

Adverse Events: There was no serious adverse event reported. No clrug-related

adverse reactions were reportecl cluring the Test and Reference treatments.

« PAGE
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Fasting, Bioequivalence Study
Mean Ibuprofen Concentration vs Time

8

IBU800 (Test Product) and Motrin (Reference Product)

(—a)
(—]
1

0]
@
1

Ibuprofen Level (mcg/ml)
8

0(-’ ) ! 1 -l L{ 1

-@-1BU800
-O- Motrin

0 1 2 3 4 5 6

[1B. FED/FASTING IN-VIVO BIOEQUIVALENCE STUDY

(PROTOCOL #IBUS00-Part 11)

Stucly O}Jiective: Bioequivalency of BASF’s 800 .mg H)upro{en Tal)lets and

T

7 8 9 10 11 12 13
Time (hours)

LI 1

McNeil's Motrin® 800 mg tablets under fed and fasting conditions £ouowing a 800

mg dose.

Studv Facilities/ Dates/Investigators:

Clinical:

Se——

[=2"

1999 (w1t]:1 one subject (#601) dose(l between Fel)ruary 3and 9, 1999) ;

—

}:)etween February 1 and 5

Analytlcal

/" betweeﬁ Aprll 6 ancl May () 1999;

~

T

The maximum sample storage duration between Fel)ruary 1 and May 6, 1999 is 95
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clays. The maxium sample storage duration between the first sample collection and
the last sample reanalysis is 904 clays.

Study Design: 3-treatment, 3-periocl, 6-sequence randomized crossover

Demographics:

12 normal, healthy male and female volunteers: 1 black and 11 caucasians; 2
males and 10 {emales; average age of 32.8 yrs (9 ‘su]ojects between age range of 18-
40 and 3 subjects between age range of 41-64); average height of 169.0 cm (153-
191 cm) and average weight of 65.6 kg (51-85 kg); selected on the basis of their

acceptalnle medical history, p}lysical examination and clinical lal)oratory tests.

Inclusion/exclusion criteria: Same as in Fasting Stucly above.

Restrictions/Washout/Confinement: See the fasting stucly above.

Fasted Conditions: No food for 10 hours overnight prior to and for 4 hours
postdose.

Fed Conditions: The subjects fasted for overnight until 30minutes prior to their
scheduled dosing times, when tl'xey were given a standard breakfast. The standard
breakfast consisted of 1 buttered English muffin, 1 fried egg, 1 slice of American
processecl clxeese, 1 slice of Canadian bacon, 2 oz of hashbrown potatoes, 6 fluid oz
of orange juice and 8 fluid oz of whole milk.

Treatments and Sampling:

Treatment IBU-fe (Test Pro&uct, Fed): Same as Treatment IBU-fa of the

{asting s’cudy except given under fed conditions.

Treatment MOT-feB (Re{erence Product, Fe(l)\: Same as Treatment MOT-fa
of the fas’cing study except given under fed conditions.

Treatment IBU-fa(T est Product, Faste&): Samé as Treatment IBU-fa of the
£as’cing stucly.

Blood samples collected: Same as in the £asting study above.

«PAGE +10-



Reanalvsis Assay Method_ology:_ l)y -

O

e

Assay proceclure: assay procedure of i]ouprofen consisted of

NOTE: The samples from the £asting and non-fasting studies were reanalyzecl at
the same time and the reanalysis assay validation data were pooled and summarized

under the Reanalysis Assay Me’cl’xodology of the Fasting S’cudy above.

Pharmacokinetic Method:

AUC(0-T) was calculated using the trapezoiclal method. AUC(O-Infinity) was
calculated l)y : AUC(O-Infinity) = AUC(0-T) + [las’c measured concentration/
KEL]. CMAX and TMAX were observed values of the peale plasma concentration
and time to pealz plasma concentration, respectively. KEL and T1/2 were

calculated from the terminal portion of the 1og concentration versus time curve.

Statistical Method: Analysis of variance and F-test were used to determine
statistically significan’c (p Jess than 0.05) differences between treatments, sequences
of treatment, sulajects within sequence, and clays of administration for LACU(0-T)
and LCMAX.

Results:

There was s’catisticaﬂy significant difference (alpha=0.o5) between treatment for
LAUC(0-T) (P=0.0033).

All 12 enrolled volunteers completed the clinical portion of the stucly. There was

no drop-ou’c. The statistical analysis was performed using 12 data sets. The results

are summarized in the tables below:
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Table 11T
Non-Fasting S’cudy

H)uprofen Comparative Pharmacokinetic Parameters

Dose=800 mg; n= 12

Parameters BASF’s(fasted)  BASF's (fed) Motrin®(fed) Ratio
Mean (CV%) Mean (CV%) Mean (CV%) Tea/Ria

AUC (0-T) 233.7* - 213.1* 208.2 1.02
pg.hr/ml

AUC (0-Inf) 244.6* 235.8" 216.8 1.09
ug.hr/ml

CMAX(ug/ml) 5827 46.7* 50.1 0.93
TMAX (hrs) 1.7(41)  2.1(78) 2.0(51)

KEL (1/hrs) 0.38(21)  0.25(36) 0.31(13)

T1/2 (hrs) 1.927)  3.3(54) 2.3(13)

*Geometric LSMeans

APPEARS THIS WAY
ON ORIGINAL
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Table IV
Non-Fasting Studv

Comparative Mean Plasma Levels O£ H)uprofen

Dose=800 mg; n= 12

Plasma IBUSO0O - fasted IBUBOO - fed Motrin - fed - Ratio of
STeye | (megmb (meg/ml) (meg/ml) [eans:

n | Mean | %CV | n | Mean | %CV | n | Mean | %Cv | Motrin-fed
pre-dose | 12 0 12 ] 0 0
OS5hour | 12| 368 | 428 | 9 27.8 940 | 6 23.0 106.9 1.21
1.0hour | 12 | 46.9 355 {12 370 62.1 12 28.2 81.7 131
15hour | 12| 461 | 370 | 12| 380 428 | 12 | 41.1 345 0.92
20hour | 11 | 51.6 | 252 | 12| 329 388 | 12 | 41.8 33.7 0.78
25hour | 12 | 46.0 317 | 12 28.6 361 | 12 39.2 333 0.73
30hour | 12 | 40.8 324 | 12 25.8 29.7 12 36.4 29.0 0.71
3.5hour | 12} 33.9 326 | 12| 26.8 30.7 12 33.0 339 0.81
40hour | 12 | 29.1 328 | 12 26.2 | 27.3 12 29.5 40.0 0.89
6.0hour | 12 | 13.5 442 | 12 19.4 70.2 12 14.1 429 - 1.38
8.0hour | 12 6.6 512 112 9.6 68.7 12 | 68 38.2 1.41
12 hour 6 33 648 | 11 4.0 534 12 25 . 38.2 1.60

Adverse Events: There was no adverse event reportecl.
APPEARS THIS WAY
ON ORIGINAL
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Limited Food Effects Study

Mean Ibuprofen Concentration vs Time

3
S

-@-IBU800-fed

wn A
(—] (—]
A

—S—Motrin-fed

~/—IBU800-fasted

Ibuprofen Level (mcg/ml)

Time (hours)

III. Dissolution Testing: USPZ4’S method

Drug (Generic N ame): ﬂ)upro{en Tablets Firm: BASF Corp.
Dose Strengtln: 800 mg, 600 mg & 400 mg ANDA# 75-682
Submission Date: May 5, 2000

Table - In-Vitro Dissolution Testing

A. Conditions {or Dissolution Testing:
USP XXIV Basket  Paddle X RPM 50 rpm Units Tested: 12
Medium: pH 7.2 phosphate buffer Volume: 900 ml
Reference Drug: (Manu{.) Motrin Tablets (McNeil)
Assay Methodology: Not given
Speci{ications: NLT =~ 6 in 60 minutes
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B. Results of In-Vitro Dissolution Testing:

Sampling
Times

(Min.)

Sampling
Times

(Min.)

16
30
45
60

Test Product Reference Product
Lot # WO11433 Lot # 95BUB
Strength (mg) 800 Strength (mg) 800
Mean % Range Mean % Range
Dissolvecl(CV%) Disso]ved(CV%)
95(2.7) — 98(0.9) -
96(2.5) P 98(0.9) ”‘“
97(2.1) — 98(0.9) —
98(L.8) — 98(0.9) —
Test Product Reference Product
Lot # WO11429 Lot # 63BSP
Strength (mg) 6_OQ S’crength (mg) _6@_
Mean % Range Mean % Range
Dissolved (CV%) Dissolved(CV%)
97(1.7) S 99(0.9) -
98(1.5) —— 100(0.9) T
98(1.6) S 101(1.0) oa—
Test Product Reference Product
Lot # WO11426 Lot # 91BSU
Strength (mg) 400 Strength (mg) 400
Mean % Range Mean % Range
Dissolvecl(CV%) Dissolved(CV%)
98(1.6) p— 100(1.4) .
99(1.6) — 101(1.0) —_—
99(1.6) e 100(0.9) R
99(1.6) — 101(1.0) _—

The dissolution data for the 800 mg, 600 mg and 400 mg strengt}ls of the test and

reference product are accep’cable.

IV. Formulations:

APPEARS THIS WAY
ON ORIGINAL
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Quantitative Composition Summary By Tablet Strength

Ingredients Ibuprofen Compressed Tablet Composition
e 400 mg/Tablet | 600 mg/Tablet | 800 mg/Table
Ibuprofen, USP 400.0 600.0 800.0
Microcrystalline Cellulose, NF — — -
Croscarmellose Sodium, NF — - —
Polysorbate * *— —_ — .
Colloidal Silicon Dioxide, NF — — .
Magnesium Stearate, NF — _ —_—
s ey e sepercm e ———— e —
T \\_\‘ . - 2
— 2
| z 2
[ Polydextrose ~ ~— — — —
Hydroxypropyl Methylcellulose ~————— - —_ —
Hydroxypropyl Methylcellulose * ~——e_— — — —
Hydroxypropyl Methylcellulose © - ~ -
Polyethylene Glycol, NF ~ - — - .
Carmnauba Wax, NF - - - —_— _— .
Titanium Dioxide, USP — —_ —_
~_Iron Oxide — _ _—
FD&C Yellow No. 10 © “—————— — — —
FD&C Yellow No. 6/ ~——— -~ - —
Final Weight of Film Coated Tablet (g) 454.0 678.5 903.1

V. Comments:

1. The validation for the reanalysis assay method is accepta]ole. The fasting and

non-fasting }Jioequivalence studies are found acceptal)le. The studies demonstrate

that the test and reference proclucts are equivalent in the rate and extent of

a]osorption as measured l)y 1og-transformed CMAX and AUC’s of ibupro&:n under
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£as’cing and non—{asting conditions.

2. The dissolution testing is acceptable.

3. The formulations of the 400 mg and 600 mg s‘crengtl'ls are proporl:ionany
similar to that of the 800 mg s’crength which underwent acceptable in vivo
bioequivalence testing. The biowaiver requests for the 400 mg and 600 mg

strengtl’ls are grantecl.

VI. Recommendations:

1. The single-dose, jf’asting Lioequivalence study and the single-dose post-pranclial
})ioequivalence study conducted lny BASF Corp. on the test produc’c, Il)uprofen
Table’cs, 800 mg, lot # WO1 1433, comparing it with the reference produc’c,
McNeil's Motrin® 800 mg Tablets, lot # 95BUB , have been found acceptalale l)y
the Division of Bioequivalence. The test pro&uct, BASF’s Ibuprofen Tablets, 800
mg, is deemed l)ioequivalent to the reference product, McNeil’s Motrin 800 mg
Tablets under £as’cing and non—fastiﬁg conditions.

2. The in-vitro dissolution testing conducted by BASF on its ﬂ)uprofen Tablets,
800 mg, 600 mg and 400 mg, has been found acceptable.

The dissolution testing should be incorporated }Jy the firm into its manufacturing
controls and stal)ility program. The dissolution testing should be conducted in 900
mL of pH 7.2 phosphate buffer at 37°C using USP XXIV apparatus I(paddle) at
50 rpm. The test procluct should meet the fouowing specifications:

Not less than — . of the labeled amount of the drug in the
closage form is dissolved in 60 minutes.

3. The waiver request for the 600 mg and 400 mg streng’cl‘xs of the test product 1s
granted. The test product, BASF’s Ibuprofen Tablets, 600 mg and 400 mg, are
deemed Lioequivalen’c to the reference product, McNeil's Motrin Tablets, 600 mg
and 400 mg, respectively.
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;/ Hbainhon Nguyen

Division of Bioequivalence

Review Branch I
RD INITIALED YHUANG | o' o/
FT INITIALED YHUANG L 70NN / s /200 |
n . -
Concur: . ! Sf. Date: lo ! is J 200|
' Dale P. Conner, Pharm. D. A‘_"'/-’
Director, Division of Bioequivalence

cc: ANDA # 75-682 (original, duplicate), HFD—652(Huang, Nguyen), Drug
File, Division File '
HNguyen/OQ—ZY-Ol/W #75682&1.901

Also as V:\ﬁrmsam\BASF\ltrs(? rev\75682a.901

Attachment: None

APPEARS THIS WAY
ON ORIGINAL
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BIOEQUIVALENCY COMMENTS
ANDA: 75-682 APPLICANT: BASF Corp.

DRUG PRODUCT: Ibuprofen Film-Coated Tablets USP, 800 mg, 600 mg &
400 mg

The Division of Bioequivalence has completed its review and has no
further questions at this time.

In future applications, please include the address of the
laboratories conducting the dissolution testing in the
bioequivalence section of the ANDA.

We acknowledge that the dissolution testing has been incorporated
into your stability and quality control programs as specified in
USP 24.

Please note that the biocequivalency comments provided in this
communication are preliminary. These comments are subject to
revision after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology,
labeling, or other scientific or regulatory issues. Please be
advised that these reviews may result in the need for additional
biocequivalency information and/or studies, or may result in a
conclusion that the proposed formulation is not approvable.

Sincerely yours,

/S/

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and
Research

APPEARS THIS waY
ON QRinIMAL



CC:ANDA 75-682
ANDA DUPLICATE
DIVISION FILE
FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File

HFD-652/ HNguyen
HFD-652/ YHuang

Endorsements:
HFD-652/ HNguyenl
HFD-652/ YHuang '
HFD-617/ K. Scar

], with Dates)

lis)

HFD-650/ D. Conner—fv ﬂ“ﬁ‘;m{wdl
l

V:\FIRMSAM\basf\ltrs&rev\75682a.901

Printed in final on / /

BIOEQUIVALENCY - ACCEPTABLE

1. STUDY AMENDMENT (STA) 6f¢

Submission date: 09-10-01

Strength: 800 MG

Clinical:
Analytical:

Outcome: AC

OUTCOME DECISIONS:
AC - Acceptable

IC - Incomplete

WINBIO COMMENTS:

UN - Unacceptable (fatal flaw)

APPEARS THIS WAY
ON ORIGINAL
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OFFICE OF GENERIC DRUGS
'DIVISION OF BIOEQUIVALENCE

ANDA #: 75-682 SPONSOR : BASF
DRUG AND DOSAGE FORM : Ibuprofen Tablets
STRENGTH(S) : 800 mg, 600 mg, 400 mg

TYPES OF STUDIES : Fasting & Non-Fasting Studies (800 mg)
CINICAL STUDY SITE(S)
ANALYTICAL SITE(S) :

STUDY SUMMARY : Acceptable
DISSOLUTION : Acceptable
WAIVER REQUEST: Acceptable

DSI INSPECTION STATUS
Inspection needed: Inspection status: Inspection results:
NO
First Generic Inspection requested: (date)
New facility Inspection completed: (date)
For cause
Other R
PRIMARY REV ER : Hoainhon Nguyen BRANCH : 1
INTIAL: [/ 9/ DATE: _[0/2/0) |
TEAM LEADER : Yih-Chain Huang BRANC

H: 1 ~
INITIAL : /3/ - DATE:_lQM’W’ J

70,(

DIRECTOR, DIVISION OF BIOEQUIVALENCE : DALE P. CONNER, Pharm. D.

INITIAL : _ /57/ DATE : 10[15,1001
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BIOEQUIVALENCY AMENDMENT
ANDA 75-682

OFFICE OF GENERIC DRUGS, CDER, FDA

Document Control Room, Metro Park North II

7500 Standish Place, Room 150 MAR 10 =
Rockville, MD 20855-2773 (301-594-0320) '

TO: APPLICANT: BASF Corporation TEL: 318-861-8103

ATTN: Michael Gill FAX:318-861-8297 !t
FROM: Krista M. Scardina, Pharm.D. ' PROJECT MANAGER: 301-827-5847 '
Dear Mr. Gill:

This facsimile is in reference to the bioequivalency data submitted on January 19, 2001, pursuant to Section 505(j)
of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Tablets USP, 800 mg, 600 mg, and 400 mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has identified
deficiencies which are presented on the attached 1 pages. This facsimile is to be regarded as an official FDA
communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment should
respond to all the deficiencies listed. Facsimiles or partial replies will not be considered for review, nor will the
review clock be reactivated until all deficiencies have been addressed. Your cover letter should clearly indicate that

the response is a "Bioequivalency Amendment" and clearly identify any new studies (i.e., fasting, fed, multiple
dose, dissolution data, waiver or dissolution waiver) that might be included for each strength. We also request that
you include a copy of this communication with your response. Please direct any questions concerning this
communication to the project manager identified above.

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND
MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED FROM
DISCLOSURE UNDER APPLICABLE LAW.

If received by someone other than the addressee or a person authorized to deliver this document to the addressee, you are hereby notified that any disclosure,
dissemination, copying, or other action to the content of this communication is not authorized. If you have received this document in error, please immediately
notify us by telephone and return it to us by mail at the above address.
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H)uprofen Film-Coated Tablets USP BASF Corp.

ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen . Submission Date:
W #75682a.101 January 19, 2001

Review of a Studv Amendment
(Expecli‘ced Review)

The firm has sent the current amendment in response to the cléjficiency comments

]ay the Division of Bioequivalence in the letter dated November 20, 2000. (A copy
of the cleﬁciency letter is attached)

1. Submission History:

]uly 30, 1999: The firm submitted the results of a single-dose, fas’cing bio study
and a single-dose, non-fasting bio study for the 800 mg strength of the test
procluct, dissolution data for all strengths and waiver requests for the 600 mg and
400 mg streng’chs. The studies were found incomplete because the clinical report,
the analy’cical report and the statistical report were laclzing much of essential
information and the dissolution data were inadequa’ce (See a copy of this cleficiency
letter attached).

May 5, 2000: The firm submitted the requestecl information. The studies and
dissolution data were reviewed. The studies were found unacceptalale because the
assay method was inadequa‘cely validated. “(i) There was on/y one calibration curve
ﬂabe/ec[ Curve_l 00, calibrated 2/15/ 00) used ][or all stuc{y samp/es, which were assayea,
in 24 separate runs in the Fasting Study (runs dated February 17 through April 2,
1009), and in 13 separate runs in the Food Eﬁ[ect Stuc[y (runs dated Apri/ 0] tlzrouglz
May 6, 1009). A calibration curve should have been generatec[ ](or each ana/yte in each
ana/ytica/ run and used to calculate the concentration of the ana/yte in the unknown
samp/es in the run. (i) The QC samp/es used in each run were at on/y one
concentration, The oc samp/es ][or each run should have been in c[up/icate
at three a’iﬁ[erent concentrations (one near LOQ (i.e., : ]

_, onein mic]range, and
one close to the lziglz end o][ the range). " In addition, the 1ong-term sta]aility data did

not cover the entire sample storage periocl.

August 2, 2000: The firm submitted justiﬁcations for their assay method
validation practices which were primarily based on the guidelines for certification of
1
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The validation

practices were found inadequate in assuring and Validating the quality of assays used

a clinical labora’cory ]oy the ﬁ':‘":'“’“'

in Lioequivalence studies. In addition, the long-‘cerm sta]oility data de{iciency was
not aclequately addressed. (See a copy of this deficiency letter attached)

October 10, 2000: The firm submitted further justification for their assay
method validation practices: the use of the state-of-the-art equipment and citing of
Dr. Shah’s pulalication, "Analytical Methods Validation: Bioavailal)ility,
Bioequivalence and Pharmacokinetic Studies (Conference Report), Pharmaceutical
Research 1992; 9:588-592. In addi’cion, the firm has extracted and assayecl stored
calibration standards that were prepared_ at the same time as the bio study
standards, as well as assayecl freshly preparecl calibration standards. The firm
comparecl response results of the old standards from the bio s’cudy with the {reshly
assayed old standards and the JL‘resl'xly assayed new standards. The firm also
submitted the additional long—’cerm s‘tabili‘cy data.

The firm was informed that accor(lmg to the agency's current practices, even for the
most state-of-the-art Ai

standard curves and quah’cy controls is requested for demonstration of the analy’clcal

~ equipment, adequate use of 1n—stuc1y

method Valldlty. Dr. Shah’s pubhca’clon was m1squoted and mlsm‘cerpreted ]ay the
firm. The data resulted from the firm’s reanalysis of the original standards and
quality controls were found inadequate in demonstrating the in-study analytical
method performance and thus the validity of the original study sample results. The
1ong—term stal)ility data were found accepta]ale.



original and reassayecl sample results. A pro’cocol for the reanalysis is submitted for

review.

2. Discussion of the Firm’'s Current Proposal & the Reanalvsis Protocol:

The division statistician, Helen Hauxiang, is consulted for a possilale statistical
method and criteria which could be used to compare the proposecl reanalyzed data
with the original data and to test the “sameness” between the two sets of data.
Helen has sugges’ced the followings (See her consul’c responses a’ctachecl):

1. The statistical criteria should be that “the ratio o][ the new mean (reana/ysis) and

the old mean ][or the blood (i.e. plasma) concentration at each time point slwu/d be
within (0.80; 1. 25) under a/plza 0.05 and power-—-O 80.”

2. The statistician has reviewed the original plasma concentration data from the
fas’cing s‘cudy, the mean, standard deviation and coefficient of variance (CV) for
each treatment at all 11 time points. Based on these data, she recommended
that the reanalysis of samples should be done for all su]:)jects of the s’cu&y instead
of only 6 su]njects as the firm has proposecl. “The coeﬁ[icient o][ variance ranges

ﬁ'om ' The samp/e size, ~ per reana/ysis is requirea’ to attain a
power ofO 80 in the case ofan equiva/ence range (0.80, 1.25) with a/plza 0.05
wlzen CV="__ TZze requ:rec] samp/e size wrll 1mcrease wlzen tlze coe]%:ient o][

variance increases. TZzerefore, the total o][ sulyjects in the ][astmg stua’y needs to be
reanalyzec] ][or the new results.” The reanalyzed data should be comparecl with the

original data using the above criteria.

3. Simi]arly, for the non-£asting s’cucly, based on the original plasma concentration
data provided the sta’cistician recommended that all subjects of the stucly,
instead of only as propose& should be reanalyzed “The coeﬁ[raent of
variance (CV) ][or the o/d blood (i.e., plasma) concentration data ][rom the ][oocl stua’y
ranges ][rom . ‘ Tl’te samp/e size, — per reana/ys1s is reqwrea’ to
attain a power ofO 80 in the case ofan equwa/ence range (0.80,1. 25) with
a/p]'za 0.05 when CV= - Vonsequent/y, the total of sulyects in the ][ood stua’y
needs to be reana/yzec[ ][or tlze new results.” The reanalyzecl data should be
compared with the original data using the above criteria.

—
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The Division of Bioequivalence therefore has the following recommendations for
the firm’s current proposal of reanalysis of study samples.

3. Recommendations:

~
\\
;1 H
s/
Hoainhon Nguyen
Division of Bioequivalence _
Review Branch I
,
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Concur;_m.,,, L j Sj ) Date: Z/ 28;1/0,/

Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence

cc: ANDA # 75682a.101 (original, cluplica’ce), HF‘D-652(Huang, Nguyen),
Drug File, Division File

HNguyen/01-31-01/W #75682a.101/Revised 02-27-01

Also as V:\firmsam\basf\ltrs&rev\75682a.101

At’cachment: 6 pages

APPTARS THIS WAY
CH ORIGINAL



CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (F#fE}fWith Dates)
HFD-652/ HNguye*L’~',
HFD-652/ YHuang' J\:

HFD-617/ K. Scardina’
HFD-650/ D. Conner

oo |

f2)516\
5-}35/2/0/

V:\FIRMSAM\BASF\ltrs&rev\75682a.101

Printed in final on / /

BIOEQUIVALENCY - INCOMPLETE Submission date: 01-19-01

1. STUDY AMENDMENT (STA) Strength: 800 MG, 600 MG & 400 MG
oL Outcome: IC

OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable (fatal

flaw)

AC - Acceptable

WINBIO COMMENTS:

APPEARS THIS WAY
ON ORIGINAL
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BIOEQUIVALENCY DEFICIENCIES (Sul wisJion | 0/ l o/o o)
ANDA: 75-682 APPLICANT: BASF Corp..

DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

The Division of Biocequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

As stated in earlier deficiency comments, the in-study assay
quality assurance activities as listed by you are not
considered adequate by the Division of Bioequivalence. The
precision and accuracy of the assay method used for the bio
study should be demonstrated fully by use of in-study
calibration curves and QC samples that represent the actual
study concentration range, for each individual analytical
run.

According to the publication of Shah (1992) cited by you,
the statement "“A confidence interval approach yielding
comparable accuracy and precision 1s an acceptable
alternative.” (page 591) was referred to the statistical
method of presenting QC data. The confidence interval
approach was suggested as an alternative method to “number-
of-QC approach” which dictated that "At least four of the
six QC samples must be within 20% of their respective
nominal values; two of the six QC samples (not both at the

same concentration) may be outside the #20% respective
nominal value.” The referred publication also recommended
that "“A standard curve should be generated for each
analytical run for each analyte and should be used for
calculating the concentration of analyte in the unknown
samples assayed with that run.”(page 590) and for QC
samples, "“At a minimum, three concentrations representing
the entire range of the calibration curve should be studied:
one near the lower limit of quantitation (LOQ), one near
the center, and one near the upper boundary of the standard
curve.” (page 590)

The additional submitted data of the re-extracted standard
curve and the fresh standard curve in comparison with the
bio study standard curve, as well as the data of the
——=~, QC samples quantitated based on these standard
curves, can not be considered adequate in demonstrating and
validating the in-study analytical method performance. At
best, the newly generated standard curves and QC samples
illustrated the stability of the stored standards and
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controls as well as the variability of the assay particular
to that assay date of the curves and the controls of that
particular concentration.

The Division acknowledges that the long-term stability data
as submitted in the current amendment are acceptable for the
concentrations of The drug ibuprofen at this

concentration has been shown to be stable in plasma at -70°F
for 570 days. However, in the future, you should also
include QC samples of at least another higher concentration
in the stability studies.

In summary, according to the agency’s current practices,
even for the most state-of-the-art chromatography equipment,
adequate use of in-study standard curves and quality
controls is requested for demonstration of the analytical
method validity. For adequate assay validation, you are
referred to the draft biocanalytical method guidance (which
was the Reference #1 in your current correspondence) and
also to the Division deficiency comments #1 and 2, dated
July 26, 2000. The fasting bio study and the non-fasting
bio study as submitted by you are therefore considered
unacceptable due to inadequate assay validation. You are
requested to conduct new bioequivalence studies for the test
product.

Sincerely yours,

Dale P. Conner, Pharm. D.
Director, Division of
Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and
Research

APPEARS 1415 WAY
ON ORIGINAL



CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (F with Dates)
HFD-652/ HNguyer/ /
HFD-652/ YHuang / ) / oo O
HFD-617/ K. Scardlna,

HFD-650/ D. Conner ﬂ/o/ax/oa

V:\FIRMSAM\BASF\ltrS&reV\75682a.OOO
Printed in final on / /

BIOEQUIVALENCY - UNACCEPTABLE Submission date: 10-10-00

1. STUDY AMENDMENT (STA) o)« Strengths: 800 mg
Clinical: T . Outcome: UN
Analytical:

OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable

(fatal flaw) '

AC - Acceptable

WINBIO COMMENTS:

APPEARS THIS way
0% GRIGINAL
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BIOEQUIVALENCY DEFICIENCIES (Subwis o 7/30/94)
ANDA: 75-682 APPLICANT: BASF Corp.
DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

(Please also refer to the deficiency comments for ANDA #75-
661 (Submission dated June 30 and August 16, 1999) which are
conveyed to you in a separate letter.)

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

For both fasting and non-fasting studies:

1. The study clinical report is incomplete. It should
provide the following information: dates of starting and
completing the study and dates of each dosing period, length
of confinement period for study subjects, any protocol
deviation and sampling deviation.

3. The analytical report is incomplete. It should provide
the following information, specifically for the submitted
study of the 800 mg strength: dates of analyses, all raw
numerical data for each run(including peak heights or areas,
peak height or area ratios, calculated concentrations) of
all standards, controls, samples, summary results of all
standard curves for each run(including each standard
concentration), summary results for each of low, medium and
high quality controls. Long-term stability study should
cover the length of time equivalent to the longest freezer
storage period of the actual samples. Any relevant
analytical Standard Operating Procedures should be submitted
- for review.

3. The statistical report is incomplete. It should provide
mean plasma concentrations versus time (including CV%),
individual and mean plots of plasma concentration versus
time.

4. For dissolution data: The dissolution profiles for the
600 mg and 400 mg strengths of the reference product, Motrin
tablets, should be provided side-by-side with the
dissolution profiles for the respective strengths of the
test product for comparison.
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BIOEQUIVALENCY DEFICIENCIES (Submfs%fm g/é’/o@
ANDA: 75-682 APPLICANT: BASF Corp.

DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

1. The Division of Bioequivalence acknowledges that the
analytical method was validated prior to the bio studies.
However, an analytical method is not considered
adequately and fully validated for a bio study unless it
is also validated during the study.

2. The guidelines for certification of a clinical laboratory
by the CAP concerning the use of fresh calibration
curves, as stated in the CAP’s “Inspection Checklist”
document and given by you, are not considered adequate by
the FDA for biocequivalence studies. A draft guidance of
“"Bioanalytical Methods Validation for Human
Studies” (Issued 12/1998, Posted 1/5/1999) outlines the
generally accepted validation practices for a bio study.

You had listed specific efforts by the analytical
laboratory to minimize the variation and assure the
accuracy of the assay during the study sample analysis,
such as using internal standard, blinding the technician
and using a single ——  for all study samples.
However, only in-study validation data from calibration
curves and quality controls obtained for each assay run
are accepted as the quality assurance for each assay run,
according to the agency’s current practices.

3. As stated in Comment 1 above, pre-study validation
results alone, even when obtained “under a variety of
analytical conditions and under different concentrations
of ibuprofen”, are not considered adequate. The
reproducibility of the assay method has to be
demonstrated also during the study sample analysis by
using quality controls, for each assay run, of at least
three different concentrations which cover the range of
the plasma concentrations of the actual study samples.

4. Stability data obtained at only two time points, Day 0
and Day 80, are not sufficient to establish the trend or
linearity of the sample degradation. Therefore, the
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extrapolated stability data for Day 95 are not considered
valid. Stability data at Day 95 or longer must be
directly measured from control samples that are actually
stored in the freezer for this exact amount of time or
longer.

Sincerely yours,

Dale P. Conner, Pharm. D.
Director, Division of
Bioegquivalence

Office of Generic Drugs

Center for Drug Evaluation and
Research

APPEARS THIS way
ON ORIGINAL
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1/30/01 -
Hoainhon,

My purpose is that the ratio of the new mean (reanalysis) and the old mean for the blood
concentration at each time point should be within (.80, 1.25) under alpha = .05 and
power=.80.

The old blood concentration data from the fasting study provide mean, standard
deviation, and coefficient of variance (CV) for each treatment at 11 time points. The
coefficient of variance ranges from’ The sample size, —, per reanalysis is
required to attain a power of 0.80 in the case of an equivalence range (0.80, 1.25) with
alpha = .05 when CV= — The required sample size will increase when the coefficient of
variance increases. Therefore, the total of subjects in the fasting study needs to be
reanalyzed for the new results.

The coefficient of variance (CV) for the old blood concentration data from the food study
ranges from The sample size >~ per reanalysis is required to attain a
power of 0.80 in the case of an equivalence range (0.80, 1.25) with alpha = .05 when
CV= —Consequence, the total of subjects in the food study needs to be reanalyzed for
the new results.

Helen

APPEARS THIS WAY
ON ORIGINAL
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Ilogprofen Film-Coated Tablets USP BASF Corp.
ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen Submission Date:
W #75682a.000 October 10, 2000

Review of a Study Amendment

1. Background: N

The firm has submitted the current amendment in response to the deficiency
comments by the Division of Bioequivalence in the letter dated August 29,
2000.

DBE deficiency comments (August 29, 2000):

“1. The Division of Bioequivalence aclenow/ec]ges that the analytica/
method was validated prior to the bio studies. However, an analytical
method is not considered adequately and fu”y validated for a bio study
unless it is also validated Juring the stucly.

2. The guidelines for certification of a clinical laboratory by the CAP
concerning the use of freslz calibration curves, as stated in the CAP’s
“Inspection Checklist” document and given l)y you, are not considered

adequate l7y the FDA for bioequiva/ence studies. A c]raﬁ guia’ance of
“Bioanalytica/ Methods Validation for Human Studies”(Issued 12/1008,
Posted 1/5/1000) outlines the generally accepted validation practices for
a bio study.

You had listed specific eﬁ(orts l7y the analytica/ /alaoratory to minimize the

variation and assure the accuracy o][ the assay Juring the stuc]y samp/e
analysis, such as using internal standard, blinding the technician and

using a single . - j';)r all stucly samples. However, only n-
stuc]y validation data from calibration curves and quality controls
obtained for each assay run are acceptecl as the quality assurance for each

assay run, accorcling to the agency’s current practices.

3. As stated in Comment 1 alvove, pre-stucly validation results alone,

PAGE 1



even when obtained “under a variety of analytical conditions and under
Jiﬁ(erent concentrations of il?uprofen 7 are not considered aclequate. The
reproducibility of the assay method has to be demonstrated also during
the study sample analysis lfy using quality contro]s, for each assay run, of
at least three aliﬂ-erent concentrations which cover the range o][ the plasma
concentrations of the actual stucly samp/es.

4. Stability data olutainefl at only two time points, Day 0 and Day 80,

Current Amendment: The firm’s responses are summarized in two parts. In
the first part, the firm addressed together the first three deficiency comments
which concern the issue of in-stu&y validation. In the second part, the firm
addressed the the fourth cleficiency comment which concern the 1ong-term
stal)ili’cy issue.

1. According to the firm, the in—study validation was assured through the
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.étudy, supports our approach used ][or the calibration curves and oc controls.”
(NOTE: The analytical assays were performed in a period of 43 days for the
fasting study and 30 days for the non-fasting study)

The firm cited Dr. Shah’s publication, “Analytical Methods Validation:
Bioavailability, Bioequivalence and Pharmacokinetic Studies (Conference
Report), Pharmaceutical Research 1992; 9:588-592, for “a confidence
interval approacll yie/a’ing comparab/e accuracy and precision” as “an accepta[a/e
alternative” to using “three concentration levels described for ocC samp/es uti/izing
alup/icate injections per concentration” which “are used to providé ana/ytica/ run
statistical assessment for ana/ytica/ methods that have potentia/ for c]rfﬁ o][ Jack o][
control tlzrouglzout the run.”

In addition, the firm has extracted and assayed stored calibration standards
that were prepared at the same time as the bio study stanclar&s, as well as

assayed freshly prepared calibration standards. The firm compared response
results of the old standards from the bio study with the {"reshly assayed old
1 1 1 1 1 1 1 1 il r. 1 1 1

r 1

—~ .
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2. Comments:

1. As stated in earlier (ieficiency comments, the in-stuciy assay quality
assurance activities as listed i)y the firm are not considered aciequate i)y the
Division of Bioequivaience. The precision and accuracy of the assay method
used for the hio stu(iy should be demonstrated t)y use of in—stuciy calibration
curves and QC sampies that represent the actual stuciy concentration range,
for each individual anaiytical run.

According to the publication of Shah (1992) cited by the firm, the statement
“A con][ic]ence interval approaclz yie/c{ing comparal:/e accuracy and precision is an
acceptala/e alternative.” (page 591) was referred to the statistical method of
presenting QC data. The confidence interval approach was suggeste(i as an
alternative method to “number-of-QC approach” which dictated that “A¢
Jeast ][our of the six oc samp/es must be within 20% of their respective nominal
va/ues; two of the six ocC samp/es (not both at the same concentration) may be
outside the +20% respective nominal value.” The referred publication also
recommended that “A standard curve should be generated for each analytica/ run
][or each ana/yte and should be used ][or ca/cu/ating the concentration 0][ ana/yte n
the unknown samp/es assayed with that run. ”(page 590) and for QC sampies,
“At a minimum, three concentrations representing the entire range of the
calibration curve should be studied: one near the lower kmit o][quantitation
(LO@, one near the center, and one near the upper Loundary o][ the standard
curve.” (page 590)

The additional submitted data of the re-extracted standard curve and the fresh
standard curve in comparison with the bio stuciy curve, as well as the data of
the ~ %,:, QC sampies quantitated based on these standard curves, can
not be considered adequate in demonstrating and validating the in-stu(iy
anaiyticai method periormance. At i)est, the newiy generated standard curves
and QC sampies illustrated the stai)iiity of the stored standards and controls
as well as the variai)iiity of the assay particuiar to that assay date of the curves
and the controls of that particuiar concentration.

2. The iong—term sta]oiiity data as submitted in the current amendment are
considered acceptaiaie for the concentrations of — The (irug

i]:)uproien at this concentration has been shown to be stable in piasma at -
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70°F for 570 days. However, in the future, the firm should also include QC
samples of at least another higher concentration in the stability studies.

3. Recommendation:

Accorclmg to the agency’s current practices, even for the most state-of-the-art
= ., equipment, adequate use of in- stucly standard curves and
quali’cy controls, as outlined in the draft Lloanaly’clcal method guldance and in
the deficiency comments #1 and 2 dated July 26, 2000, is requested for
demonstration of the analytical method validity. The fasﬁng bio stucly and
the non-fasting bio study as submitted })y the firm are therefore considered
unacceptal)le due to inadequate assay validation. The firm is requested to

conduct new bioequivalence studies for the test product.

!/
Hoainhon N guyen
Division of Bioequivalence

Review Branch I

RD INITIALED YHUANG /= e

FT INITIALED YHUANG___ % &/ ’g ! O/”/S' / faadd
Concur: /Q l ____Date: /?//3///0 2%

Dale P. Conner, Pharm D.

Director, Division of Bioequivalence

cc: ANDA # 75-682 (original, duplicate), HFD-652(Huang, Nguyen),
Drug File, Division File

HNguyen/10-19-00/W #75682a.000

Also as V:\firmsam\BASF\ltrs&rev\75682a.000

Attachment: 0 page
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H)uprofen Film-Coated Tablets USP BASF Corp.

ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen Submission Date:
W #75682a.800 August 2, 2000

Review of a Studv Amendment

Baclzground:

The firm has submitted the current amendment in response to the deficiency
comments by the Division of Bioequivalence in the letter dated July 26,
2000. The DBE deficiency comments were as follows:

“For both ][asting and non-fasting studies, the assay method was not

aclequately validated.

(i) There was only one calibration curve (lalae/ec[ Curve_100,
calibrated 2/1 5/00) used for all stucly samp/es, which were assayed m
24 separate runs in the Fasting Study (runs dated Felyruary 17
tlzrouglz Apri/ 2, 1000), and in 13 separate runs in the Food Ef}.ect
Study (runs dated April 0] tltrouglt May é, 1000). A calibration curve
should have been generatecl ][or each ana/yte in each ana/ytica/ run and
used to calculate the concentration of the analyte in the unknown

samp/es in the run.

(1) The ocC samples used in each run were at on/y one concentration,

The ocC samp/es for each run should have been in

a[up/wate at tltree J1ﬂerent concentrations (one near LOQ (i.e., <
——— -, onein mrdrange, and one close to the lnglz end of the range).

-/’

(117) Stalai/ity stua[y covered 80—day storage perioc] but the maximum

freezer storage duration for the actual samp/es was Q5 clays (This
comment is applied to the Food Eﬂeet Stuc[y). 7

The firm’s responses are summarized below.

1. The analy’tical method was validated well prior to the stua[y. The results

PAGE 1



of the pre—stucly validation were given to illustrate the valicli’cy of the method -
(Page 2 of the amendment letter).

2. “The laLoratory analysis for this stucly was perjformecl accorcling to the
guide/ines for certiﬁcation of a chnical Ial)oratory Z?y the Col/egé o][
American Patlzologists (CAP). The CAP’s document used was the
“Commission on Lalvoratory Accreditation: Inspection Checklist, Section
3B, Toxico/ogy, 1008.1 edition.” The interval )[or calibration (Jeﬁned as
the relationslzip between a a[rug concentration and the measured
response) is determined by the criteria outlined in the fo”owing table.”
The table specifies that a new calibration standard curve should only be used
for the following reasons: (a) a complete change of reagents; (b) quality
control fails to meet established criteria; (c) after major maintenance or
service; (d) at least once every six months; and (e) when recommended by the
manufacturer. Since none of these reasons was applica]ale to the assay used
for the stucly, only one calibration curve was used for the entire study. (The
CAP guideline table was given on Page 3 of the amendment letter.)

3. “A sing/e mid range concentration was used for the QC samp/es
because this was a lziglzly reproa’ucilrle stualy under a variety of analytical
conditions and at Jiﬁ[erent concentrations of ilmprofen The coeﬂ;'cient of
varmbon was c]etermmed for /ow, mid and luglz range concentrations

( , respectwely) on the standard curves used

a[urmg qu(erent pllases of assay alevelopment and obtained under a
variety of conditions (J1ﬂ'erent stock so/utwns, - and 2
cliﬂ-erent —— s over a 10 month periocl) prior to stualy samp/e
ana/ysis. .. Thus, this was a ln'glzly reproalucilv/e stua’y and this
reproclucibilfty did not clzange during the course of the stuc]y. 7

4. “We aclenow/edge that some of the stuJy samples exceeded the ﬁeezer
storage period of the stalyi/ity samp/es for the Food Eﬁ[ect Sturjy. .The
stal»i/ity data generated for the /ong term storage periocl indicates no
sigm’ﬁcant Jegradation tllrougllout the storage perioal and we would
project acceptal:/e stalyi/ity to well lfeyoncl 120 clays at —-70F. The s/ope is
presentec[ in the chart below (The chart was given on Page 5 of the
amendment letter.). Predictive staln'lity to the 05 Jay storage perfoc] for
the fina/ samp/e run for the Food Eﬂects Stucly would suggest no impact
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on this study...”
II. Comments:

1. The Division of Bioequivalence aclenowledges that the analy’tical method
was validated prior to the bio studies. However, an analytical method is not
considered aclequately and fuﬂy validated for a bhio stucly unless it is also
validated c[uring the stucly.

2. The guiclelines for certification of a clinical 1abora’cory })y the CAP
concerning the use of fresh calibration curves , as stated in the CAP’s
“Inspection Checklist” document and given by the firm, are not considered
aclequate loy the FDA for bioequivalence studies. A draft gui&ance of
“Bioanalytical Methods Validation for Human Studies”(Issued 12/1998,
Posted 1/5/1999) outlines the generally accepted validation practices for a bio
study.

The firm had listed specific efforts by the analy’cical lal)oratory to minimize
the variation and assure the accuracy of the assay, such as using internal
standard, Minding the technician and using a single o : for all
study samples. However, only in-study validation data from calibration curves

and quality controls obtained for each assay run are accepted as the quality
assurance for each assay run, according to the agency’s current practices.

3. As stated in Comment 1 above, pre—stu&y validation results alone are not
considered aclequate. The reproducil)ility of the assay method has to be
demonstrated also during the study sample analysis by using quality controls
of at least three different concentrations which are in the range of the plasma
concentrations of the actual stucly samples.

4. Stability data obtained at only two time points, Day 0 and Day 80, are
not sufficient to establish the trend or linearity of the sample degracla’cion.
Therefore, the ex’crapola’ced stabili’cy data for Day 95 are not considered valid.
Stability data at Day 95 or longer must be directly measured from control
samples that are actuaﬂy stored in the freezer for this exact amount of time or

1onger.
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In summary, additional information submitted 13y the firm in the current
amendment has not changecl the previous review recommendations for the bio
studies.

IH. Recommendations:

1. The single-close, fasting i)ioequivalence study and the single-dose post-
prandial bioequivalence stucly conducted by BASF Corp. on the test procluct,
Tbuprofen Tablets, 800 mg, lot # WO11433, comparing it with the
reference product, McNeil’s Motrin® 800 mg Tablets, lot # 95BUB, have
been found unacceptable by the Division of Bioequivalence due to the
deficiencies cited in the Comments above and in the previous review of the

submission dated May 5, 2000.

2. The in-vitro dissolution testing conducted by BASF on its H)uprofen
Tablets, 800 mg, 600 mg and 400 mg, has been found aCCeptable.

The dissolution testing should be incorporatecl loy the firm into its

manufacturing controls and sta]aility program. The dissolution testing should
be conducted in 900 mL. of pH 7.2 phosphate buffer at 37°C using USP

XXIV apparatus [I(paddle) at 50 rpm. The test product should meet the

fo]lowing specifications:

Not less than ‘~— of the labeled amount of the drug
in the dosage form is dissolved in 60 minutes.

3. The waiver request for the 600 mg and 400 mg strengths of the test
product can not be grantecl due to the unaccepta})ility of the in vivo studies.

sl
Hoatnhon Nguyen
Division of Bioequivalence

Review Branch I
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Concu Date: Sf/Z/ /ﬂ o

Dale P Conner, ﬁ]&axm. D ‘

Director, Division of Bioequivalence '

cc: ANDA # 75-682 (original, duplicate), HFD-652(Huang, Nguyen),
Drug File, Division File

'HNguyen/08-07-00/W #75682a.800

Also as V:\firmsam\BASF\ltrs&rev\75682a.800

Attachment: 0 page

APPEARS THIS wAY
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BIOEQUIVALENCY AMENDMENT, , 25 AR

ANDA 75-682

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: BASF Corporation PHONE: 318-861-8103

ATTN: Michael Gill | FAX: 318-861-8297
FROM: Krista M. Scardina, Pharm.D. PROJECT MANAGER (301) 827-5847
Dear Sir:

This facsimile is in reference to the bioequivalency data submitted on 02 August 2000, submitted pursuant
to Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Film-Coated Tablets USP,
800mg, 600mg, and 400mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has
identified deficiencies which are presented on the attached &l _ pages. This facsimile is to be regarded
as an official FDA communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment
should respond to all the deficiencies listed. Facsimiles or partial replies will not be considered for
review, nor will the review clock be reactivated until all deficiencies have been addressed. Your cover

letter should clearly indicate that the response is a "Bioequivalency Amendment" and clearly identify
any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that might
be included for each strength. We also request that you include a copy of this communication with your
response. Please direct any questions concerning this communication to the project manager identified
above.

SPECIAL INSTRUCTIONS:

frre

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS

ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. Ifreceived by someone other than the addressee or a
person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to
the content of this communication is not authorized. If you have received this document in error, please immediately notify us by telephone and
return it to us by mail at the above address..

X:\new\ogdadmin\glossary\biofax.frm
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Ibuprofen Film-Coated Tablets USP BASF Corp.

ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen Submission Date:
W #75682sdw.799 ' July 30, 1999

Review of Two Bioequivalence Studies, Dissolution Data

and a Waiver Request

1. Bacleground:

The firm has submitted the results of a fasting, single—close ]Jioequivalence
stu(iy and a post-pran(iial bioequivalence stucly comparing its ﬂ)uprofen Film-
Coated Tablets USP, 800 mg, with McNeil’'s Motrin® 800 mg Ibuprofen
Tablets. Comparative dissolution data for the test and RLD produc’ts of 800
mg and for the 600 mg and 400 mg strengths of the test product are also
submitted. The firm has requested a waiver of in vivo i)ioequivaience
requirements for the 600 mg and 400 mg based on the formulation
proportionality between the strengths.

II. Bioequivalence Studies:

[TA. FASTING IN-VIVO BIOEQUIVALENCE STUDY

(PROTOCOL #IBU800-Part I)

Study Objective: Bioequivalency of BASF’s and McNeil's (Motrin®) 800 mg
Ibuprofen Tablets under fasting conditions.

Studv F‘acilities/ Dates/Investigators:

Cliriicai: - — — _‘ ] P — : -

dates not

given;

(524 =

Ana]y’cical_: - L*"“‘“"“f’;’“ - - - T

JE
e,

—dates not given;

J

Stuciv Design: 2-treatment, 2-period, randomized crossover

PAGE 1



Demographics: 24 normal, heal’chy male and female volunteers; 22-48 years
of age; height ranged 152-192 c¢m; weight 51-91 kg; selected on the basis of
their acceptaljle medical history, physical examination and clinical laboratory

tests.

Inclusion/exclusion criteria: Pages 136-137, Vol. 1.2.

Restrictions:

No prescription and OTC medications for at least 2 weeks and 1 week,
respectively, prior to the study and no concomitant medications cluring the

study sessions.

No alcoholic beverages and no xanthine-containing beverages or food for 48

hours prior to and during the study periocl.
No food for 10 hours overnight prior to and for 4 hours postdose.

Washout: 36 hours.

Confinement: not given.

Treatments and Sampling

Treatment IBU-fa(Test Product): One of BASF’s Ihuprofen 800 mg
tablets, lot # WO11433 (Batch size of units, potency of 99.8%);
manuf. date: 11/98.

Treatment MOT-fa(Reference Product): One of McNeil’s Motrin® 800
mg ibuprofen tablets, lot # 95BUB (Potency: 102.5%); exp. 11/02.

Blood samples collected: predose, 0.5,1.0,1.5,2.0,2.5,3.0, 3.5, 40, 6.0,
8.0 and 12 hours postdose. Plasma samples were stored at -70°C pending

assay.

Deficiencies:
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1. The stucly clinical report is incomplete. The report should provicle the
fouowing information: dates of starting and completing the study and dates
of each closing periocl, length of confinement period for s’cudy subjects, any

protocol deviation and sampling deviation.

2. The analy’tical report should provide the following information, specificaﬂy
for the submitted stucly of the 800 mg strength: dates of analyses, all raw
numerica) data for each run(inclucling pealz heights or areas, pealz height or
area ratios, calculated concentrations) of all stanclarcls, controls, samples,
summary results of all standard curves for each run(including each standard
concentration), summary results for each of low, medium and high quality
controls. Long-term stability study should cover the leng’ch of time
equivalent to the longes’c freezer storage period of the actual samples. Any
relevant analytical Standard Operating Procedures should also be submitted

{or review.

3. The statistical report s}lould provicle mean plasma concentration versus
time (including CV%), individual and mean plots of plasma concentration

versus time.

[IB. EED/FASTING IN-VIVO BIOEQUIVALENCE STUDY
(PROTOCOL #1BU800-Part II)

Study Objective: Bioequivalency of BASF’s 800 mg Ibuprofen Tablets and
McNeil's Motrin® 800 mg tablets under fed and fasting conditions following
a 800 mg dose.

Study Facilities/Dates/Investigators: Same as in Fasting Study above.

Studv Design: 3-treatment, 3—perioc1, ran(lomized crossover

Demographics:

12 normal, healthy male and female volunteers; 25-48 years of age; height
ranged 153-191 cm; weight ranged 51-85 kg; selected on the basis of their

acceptal)le medical history, physical examination and clinical laboratory tests.
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Inclusion/exclusion criteria: Same as in Fasting Study above.

Restrictions/Washout/Confinement: See the fasting s’cudy above.

Fasted Conditions: No food for 10 hours overnig}lt prior to and for 4 hours
postdose.

Fed Conditions: The subjects fasted for overnight until 30minutes prior to
their scheduled dosing times, when they were given a standard breakfast. The
- standard breakfast consisted of 1 buttered English muffin, 1 fried egg, 1 slice
of American processecl cheese, 1 slice of Canadian })acon, 2 oz of hashbrown
potatoes, 6 fluid oz of orange juice and 8 fluid oz of whole milk.

Treatments and Samp]ing;

Treatment IBU-fe(Test Product, Fed): Same as Treatment IBU-fa of
the fasting s’cudy except given under fed conditions.

Treatment MOT-feB(Reference Product, Fed): Same as Treatment
MOT-fa of the fasting study except given under fed conditions.

Treatment IBU-fa(Test Product, F‘astec].): Same as Treatment IBU-fa
of the fasting s’cudy. '

Blood samples collected: Same as in the fasting Study above.

Deficiencies: similar report format deficiencies as in the Fasting Study
above.

APPEARS THIS WAY
ON ORIGINAL
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III. Dissolution Testing: USP’s method

Drug (Generic Name): Ibuprofen Tablets Firm: BASFE Corp.
Dose Strength: 400 mg, 600 mg & 800 mg ~ ANDA# 75-682

Submission Date: [uly 30, 1999

A. Conditions for Dissolution Testing:
USP XXIII Basket  Paddle X RPM 50 rpm Units Tested: 12
Medium: pH 7.2 buffer  Volume: 900 ml
Reference Drug: (Manuf.) Motrin Tablets (McNeil)
Assay Methodology: Not given
Specifications: NLT —/ in 60 minutes

B. Results of In-Vitro Dissolution Testing:

Sampling Test Product Reference Product
Times Lot # WO11433 Lot # 95BUB
(Min.) Strength (mg) 800 Strength (mg) 800
Mean % Range Mean % Range
Dissolved (CV%) Dissolved (CV%)
15 95(2.7) —_— 98(0.9) P
30 96(2.5) —_— 98(0.9) -
45 97(2.1) —_— 98(0.9) L
60 _ 8(1.8 [ 98(0.9) —_
Sampling Test Product Reference Product
Times Lot # WO11429 Lot # Not Submitted
(Min.) Strength (mg) 600 _ Strength (mg) 600
Mean % Range Mean % Range
Dissolved(CV%) Dissolvecl(CV%)
15 97(1.7) T R .
30 98(1.5) — . .
45 98(1.6) — _____ _
60 99(1.6) —
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Samp]ing Test Product Reference Product

Times Lot # WQO11426 Lot # Not Submitted
(Min.) Strength (mg) 400 _ Strength (mg) 400

Mean % Range Mean % Range

Dissolved(CV%) Dissolved(CV%)

15 98(1.6) — . o
30 99(1.6) e . .
45 99(1.6) —_— o _
60 99(1.6) —

IV. Formulation Comparison: See comparative formulations of all
strengths of the test procluct attached.

V. Comment:

The formulations of the 800 mg, 600 mg and 400 mg are proportionally

Similar.

VI. Deficiencies:

The first 3 fouowing deficiencies are for both fasting and non-fasting studies:

1. The stu&y clinical report is incomplete. The report should provide the
fouowing information: dates of starting and completing the s’cu(ly and dates
of each dosing periocl, length of confinement periocl for stucly su})jec’cs, any

protocol deviation and sampling deviation.

2. The analy'tical report should provicle the following information, specifica]_ly
for the submitted study of the 800 mg strength: dates of analyses, all raw
numerical data for each mn(inclucling pealz heights or areas, pealz height or
area ratios, calculated concentrations) of all stanclarcls, controls, samples,
summary results of all standard curves for each ru_n(including each standard
concentration), summary results for each of low, medium and high quali‘cy
controls. Long-term sta})ﬂi’cy s’cu(ly should cover the length of time
equivalent to the longest freezer storage period of the actual samples. Any
relevant analytical Standard Operating Procedures should also submitted for

review.
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3. The s’catistical report should provicle mean plasma concentrations versus
time (including CV%), individual and mean plots of plasma concentration

versus time.

4. Dissolution data are deficient in that the dissolution pro{iles for the 600
mg and 400 mg strengths of the reference product, Motrin tablets, were not
provi(led. -

VII. Recommendations:

1. The single—close, {asting })ioequivalence stuc]y and the single-dose post-
prandial }aioequivalence stuc]y conducted Ly BASF Corp. on the test product,
Ibupro£en Tablets, 800 mg, lot # WO11433, comparing it with the
reference product, McNeil’'s Motrin® 800 mg Tablets, lot # 95BUB, have
been found incomplete ]:)y the Division of Bioequivalence due to the
deficiencies #1-3 cited above.

2. The in-vitro dissolution testing conducted 13y BASF on its Hauprofen
Tablets, 800 mg, 600 mg and 400 mg, has been found incomplete due to
the dissolution deficiency #4 listed above.

3. The waiver request for the 600 mg and 400 mg strengths of the test
product can not be considered until the review of the bio studies and
dissolution data is completecl.

Y f
S/
Hoa(llnllon N guyen

Division of Bioequivalence

Review Branch I

RD INITIALED YHUANG , / S‘ g Q /M /a9
FT INITIALED YHUANG ' ‘

e .-

Concu/ - / 8/ _ Date: ?/ Z?//??

Dale P. Coruer, Pharm. D.

Director, Division of Bioequivalence
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cc: ANDA # 75-682 (original, duplicate), HFD-652(Huang, Nguyen),
Drug File, Division File

HNguyen/09-23-99/W #75682sc1w.799

Also as V:\firmsam\BASF\ltrs&rev\75682sdw.799

Attachment: 1 page

APPEARS TH!S WAY
CN ORIGINAL
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CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: !AS/Jlth Dates)

HFD-652/ HNguyen
HFD-652/ YHuang /,../,. Vdhd]
HFD-617/ E. Hu ‘ 571“—/99

HFD-650/ D. Conner "/i‘,_?/l‘?/?i

V:\FIRMSAM\BASF\ltrs&rev\75682sdw.799
Printed in final on [/ /

BIOEQUIVALENCY - INCOMPLETE Submission date: 07-30-99

1. FASTING STUDY (STF) o[t Strengths: 800 mg
Clinical: — Outcome: IC
Analytical: —m ™ —u_——

2. NON-FASTING STUDY (STP) voic Strengths: 800 MG
clinical: ——————————— Outcome: Ic
Analytical:

3. DISSOLUTION WAIVER (DIW)Strength: 600 mg & 400 mg
ol Outcome: IC

OUTCOME DECISIONS: 1C - Incomplete UN - Unacceptable (fatal

flaw)
AC - Acceptable

WINBIO COMMENTS:

3

PPEARS 'ﬂ»”,) ‘WA
A ON Oer\%t«S&]

Ag@f&gs IH\S WAY

N u\‘



BIOCEQUIVALENCY DEFICIENCIES
ANDA: 75-682 APPLICANT: BASF Corp.
DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

(Please also refer to the deficiency comments for ANDA #75-
661 (Submission dated June 30 and August 16, 1999) which are
conveyed to you in a separate letter.)

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

For both fasting and non-fasting studies:

1. The study clinical report is incomplete. It should
-provide the following information: dates of starting and
completing the study and dates of each dosing period, length
of confinement period for study subjects, any protocol
deviation and sampling deviation.

3. The analytical report is incomplete. It should provide
the following information, specifically for the submitted
study of the 800 mg strength: dates of analyses, all raw
numerical data for each run(including peak heights or areas,
peak height or area ratios, calculated concentrations) of
all standards, controls, samples, summary results of all
standard curves for each run(including each standard
concentration), summary results for each of low, medium and
high quality controls. Long-term stability study should
cover the length of time equivalent to the longest freezer
storage period of the actual samples. Any relevant
analytical Standard Operating Procedures should be submitted
for review.

3. The statistical report is incomplete. It should provide
mean plasma concentrations versus time (including CV¥%),
individual and mean plots of plasma concentration versus
time.

4. For dissolution data: The dissolution profiles for the
600 mg and 400 mg strengths of the reference product, Motrin
tablets, should be provided side-by-side with the



dissolution profiles for the respective strengths of the
test product for comparison.

Sincerely yours,

ﬁale P. bonne}, Pharm. h.
Director, Division of
Bicequivalence

Office of Generic Drugs

Center for Drug Evaluation and

AFPEARS THIS VIAY
ON ORIGINAL



W# 756 A SCJW. 799 A’Hﬂctwy\-&\f =

Quantitative Composition Summary By Tablet Strength

Ingredients Ibuprofen Compressed Tablet Composition
<~ 400 mg/Tablet | 600 mg/Tablet | 800 mg/Tablet
Ibuprofen, USP 400.0 600.0 800.0
Microcrystalline Cellulose, NF —_ - —_—
Croscarmellose Sodium, NF - — —
Polysorbate —~ — —_ —
Colloidal Silicon Dioxide, NF — - -
Magnesium Stearate, NF — — n
N e I —— ]
= 2 ) )
_ B 2 2 2
Polydextrose =~ —_— .
Hydroxypropyl Methylcellulose - - . — — -
Hydroxypropyl Methylcellulose © ~——— — — -
Hydroxypropy! Methylcellulose " — — — —
Polyethylene Glycol, NF /. : - -— —
Camauba Wax, NF - - —_— - -
Titanium Dioxide, USP — - "““‘
— Iron Oxide ! !
FD&C Yellow No. 10" — — — - -
FD&C Yellow No.6 & ———— — — -
o o — o 1 T
T e - 454.0 678.5 903.1
I 3 3 3
— - 2,3 2,3 2,3

1586




BIOEQUIVALENCY AMENDMENT

NOY 23
ANDA 75-682
OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)
TO: APPLICANT: BASF Corporation PHONE: (318)861-8103
ATTN: Michael Gill FAX: (318) 861-8297
FROM: Elaine Hu PROJECT MANAGER (301) 827-5847

Dear Mr. Gill:

This facsimile is in reference to the bioequivalency data submitted on July 30, 1999, submitted pursuant to

Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Film-Coated Tablets, 800, 600,
and 400 mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has
identified deficiencies which are presented on the attached A pages. This facsimile is to be regarded as
an official FDA communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment should
respond to all the deficiencies listed. Facsimiles or partial replies will not be considered for review, nor
will the review clock be reactivated until all deficiencies have been addressed. Your cover letter should
clearly indicate that the response is a "Bioequivalency Amendment" and clearly identify any new
studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that might be included
for each strength. We also request that you include a copy of this communication with your response.

Please direct any questions concerning this communication to the project manager identified above.

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED

FROM DISCLOSURE UNDER APPLICABLE LAW. Ifreceived by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address..

X:\new\ogdadmin\glossary\biofax.frm
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BIOEQUIVALENCY DEFICIENCIES
ANDA: 75-682 APPLICANT: BASF Corp.
DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

The Division of Bioequivalence has completed its review of your
submission(s) acknowledged on the cover sheet. The following
deficiencies have been identified:

For both fasting and non-fasting studies, the assay method was
not adequately validated.

(i ) There was only one calibration curve (labeled Curve_100,
calibrated 2/15/99) used for all study samples, which were
assayed in 24 separate runs in the Fasting Study (runs dated
February 17 through April 2, 1999), and in 13 separate runs in
the Food Effect Study (runs dated April 6 through May 6,
1999). A calibration curve should have been generated for
each analyte in each analytical run and used to calculate the
concentration of the analyte in the unknown samples in the
run.

(ii) The QC samples used in each run were at only one
concentration, T The QC samples for each run should
have been in duplicate at three different concentrations (one
near LOQ (i.e., ———— one in midrange, and one close to
the high end of the range).

(iii) Stability study covered 80-day storage period but the
maximum freezer storage duration for the actual samples was 95
days (This comment is applied to the Food Effect Study).

The results of both the Fasting and Food Effect Studies,
therefore, can not be considered valid and acceptable due to
the above deficiencies.

Sincerely yours,

, g
Dale P. Conner, Pharm. D.
Director, Division of
Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and
Research



CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Fipsmldwith Dates)
HFD-652/ HNguyen j:ﬁ

HFD-652/ YHuangy& | sj,g/fm-u 6/b/wv"
HFD-617/ P. )ga'ﬁfé’ﬁ [ )i<le0
HFD-650/ D. Connexfn A

V: \FIRMSAM\BASF_\ltrs&rev\75682a .500
Printed in final on / /

BIOEQUIVALENCY - UNACCEPTABLE Submission date: 05-05-00

1. STUDY AMENDMENT (STA) ofcC Strengths: 800 mg

Clinical: —— Outcome: UN

Analytical:
OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable (fatal
flaw)

AC - Acceptable

WINBIO COMMENTS:

APPEARS TH!IS WAY
ON ORIGIAL
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BIOEQUIVALENCY AMENDMEN’fJUL 26 2o

ANDA 75-682

OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 (301-594-0320)

TO: APPLICANT: BASF Corporation PHONE: 318-861-8103
ATTN: Michael Gill A FAX: 318-861-8297
FROM: Krista M. Scardina, Pharm.D. PROJECT MANAGER (301) 827-5847
Dear Sir:

This facsimile is in reference to the bioequivalency data submitted on 05 May 2000, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Film-Coated Tablets, 400, 600,
and 800mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has
identified deficiencies which are presented on the attached / _ pages. This facsimile is to be regarded
as an official FDA communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment
should respond to all the deficiencies listed. Facsimiles or partial replies will not be considered for
review, nor will the review clock be reactivated until all deficiencies have been addressed. Your cover

letter should clearly indicate that the response is a "Bioequivalency Amendment" and clearly identify
any new studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that might
be included for each strength. We also request that you include a copy of this communication with your
response. Please direct any questions concerning this communication to the project manager identified
above.

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOMIT IS Py,
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If received by someone other than the addressee or a
person authorized to deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to
the content of this communication is not authorized. If you have received this document in error, please immediately notify us by telephone and
return it to us by mail at the above address..

X:\new\ogdadmin\glossary\biofax.frm




BIOEQUIVALENCY DEFICIENCIES
ANDA: 75-682 APPLICANT: BASF Corp.

DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

1. The Division of Bioequivalence acknowledges that the
analytical method was validated prior to the bio studies.
However, an analytical method is not considered
adequately and fully validated for a bio study unless it
is also validated during the study.

2. The guidelines for certification of a clinical laboratory
by the CAP concerning the use of fresh calibration
curves, as stated in the CAP’'s “Inspection Checklist”
document and given by you, are not considered adequate by
the FDA for bioequivalence studies. A draft guidance of
“Biocanalytical Methods Validation for Human
Studies” (Issued 12/1998, Posted 1/5/1999) outlines the
generally accepted validation practices for a bio study.

You had listed specific efforts by the analytical
laboratory to minimize the variation and assure the
accuracy of the assay during the study sample analysis,
such as using internal standard, blinding the technician
and using a single . for all study samples.
However, only in-study validation data from calibration
curves and quality controls obtained for each assay run
are accepted as the quality assurance for each assay run,
according to the agency’s current practices.

3. As stated in Comment 1 above, pre-study validation
results alone, even when obtained “under a variety of
analytical conditions and under different concentrations
of ibuprofen”, are not considered adequate. The
reproducibility of the assay method has to be
demonstrated also during the study sample analysis by
using quality controls, for each assay run, of at least
three different concentrations which cover the range of



the plasma concentrations of the actual study samples.

. Stability data obtained at only two time points, Day 0
and Day 80, are not sufficient to establish the trend or
linearity of the sample degradation. Therefore, the
extrapolated stability data for Day 95 are not considered
valid. Stability data at Day 95 or longer must be
directly measured from control samples that are actually
stored in the freezer for this exact amount of time or
longer.

Sincerely yours,

S

Dale P.'Conng;, Pharm. D.
Director, Division of
Biocequivalence

Office of Generic Drugs

Center for Drug Evaluation and
Research

APPEARS THIS WAY
o) ORICIEEL



CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements:
 HFD-652/ HNguye
HFD-652/ YHuangzzjj
HFD-617/ K. ScarHdin
HFD-650/ D. Conner

V:\FIRMSAM\BASF\ltrS&reV\75682a.800
Printed in final on / /

BIOEQUIVALENCY - UNACCEPTABLE Submission date: 08-02-00

1. STUDY AMENDMENT (STA) °l& Strengths: 800 mg Yoor Loo
Clinical: Outcome: UN S '2
Analytical:

OUTCOME DECISIONS: IC - Incomplete UN - Unacceptable

(fatal flaw)

AC - Acceptable

WINBIO COMMENTS:

APPEARS TH!S way
0% CRIGINAL



Hauprofen Film-Coated Tablets USP BASF Corp.

ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen Submission Date:
W #75682a.500 May 5, 2000

Review of a Stuclv Amendment
(and Results of Two Bioequivalence Studies)

I. Backgrouncl:

The firm has submitted the current amendment in response to the deﬁciency
comments by the Division of Bioequivalence in the letter dated November

23, 1999. The deficiency comments are attached.

The firm’s responses are reviewed together with the original submission which
included the results of a £asting, single-dose bioequivalence stu&y and a post-
pranclial ]:)ioequivalence stucly comparing its I]ouprofen Film-Coated Tablets
USP, 800 mg, with McNeil’s Motrin® 800 mg Ibuprofen Tablets,
comparative dissolution data for the test and RLD products of 800 mg and
for the 600 mg and 400 mg strengths of the test product, and the waiver
request for the 600 mg and 400 mg strengths.

II. Bioequivalence Studies:

[IA. FASTING IN-VIVO BIOEQUIVALENCE STUDY
(PROTOCOL #IBU800-Part I)

Study Objective: Bioequivalency of BASF’s and McNeil’s (Motrin®) 800 mg
H)uprofen Tablets under {asting conditions.

Study Facilities/Dates/Investigators:

Clinical: — — — - — . .

February 8 and 17, 1999; * — .

Analytical: 7

PAGE 1



— between February 17 and April 2,1999; T

Y

——

The maximum sample storage duration befween February 8 and April 2,
1999 is 53 days.

Study Design: 2-treatment, 2-period, randomized crossover

Demographics: 24 normal, healthy male and female volunteers; 22-48 years
of age; height ranged 162-192 cm; weight 51-91 kg; selected on the basis of
their acceptable medical history, physical examination and clinical 1aboratory
tests.

Inclusion/exclusion criteria: Pages 136-137, Vol. 1.2.

Restrictions:

No prescription and OTC medications for at least 2 weeks and 1 week,
respectively, prior to the stucly and no concomitant medications during the
stucly sessions.

No alcoholic beverages and no xanthine-containing beverages or food for 48
hours prior to and cluring the study period.

No food for 10 hours overnight prior to and for 4 hours postdose.

Washout: 36 hours (between the last sampling time of Period I and dosing
time of Period II).

Confinement: approximately 1-2 hours pre-dose until 12 hours post-dose.
The fasting restrictions were described in the Sul)ject Consent Form and
reviewed with each Subject prior to dosing. '

NOTES:

1. Twelve of the 24 subjects who participated in the Food Effect Study were
also entered in the Fasting Stucly 60 hours after the Food Effect Study was
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completecl.

2. The 24 subjects were dosed for the Fasting Study in different groups:
Group 1 (12 subjects, dosed on 2/8/99 for Period I and 2/10/99 for Period
I1), Group 2 (11 subjects, dosed on 2/9/99 for Period I and 2/11/99 for
Period I1) and Group 3 (1 subject, dosed on 2/9/99 for Period I and 2/17/99
for Period II).

3. Although the Fasting Stucly was labeled as Phase One Stu&y and the

Food Effect as Phase Two Study, the Fasting S’cudy was conducted after the
Food Effect study.

Treatments and SamplingL:

Treatment IBU-fa(Test Product): One of BASF’s Ibuprofen 800 mg
tablets, lot # WO114:33 (Batch size of units, potency of 99.8%);
~ manuf. date: 11/98.

. r

Treatment MOT-fa(Reference Product): One of McNeil’s Motrin® 800
mg ibuprofen tablets, lot # 95BUB (Potency: 102.6%); exp. 11/02.

Blood samples(co]lectecl: predose, 0.5, 1.0, 1.5, 2.0, 2.5, 3.0, 3.5, 4.0, 6.0,
8.0 and 12 hours postdose. Plasma samples were stored at -70°C pending
assay.

Assay Methodology; by ) )
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[IB. FED/FASTING IN-VIVO BIOEQUIVALENCE STUDY
(PROTOCOL #IBU800-Part II)

Study Objective: Bioequivalency of BASF’s 800 mg Ibuprofen Tablets and
McNeil’s Motrin® 800 mg tablets under fed and fasting conditions following
a 800 mg dose.

Study Facilities/Dates/Investigators:

Clinical"“ _ - - - — :

e

Letween

Fei)mary 1 ancl 5 1999 (with one sub]ec’c (# 601) closed lae’c’ween February 3
and O, 1999) ;

alytlcal e e—— - — "*__—‘.

T TTToJ T it ES

, _\w——»—"—-%“ between Apnl 6 anc], May 6, 1999 7~~~4~-~~ T

The maximum sample storage c].uratlon between Fe]:)ruary 1 and May 6,
1999 is 95 days.

Study Design: 3-treatment, 3-perioc1, randomized crossover

Demographics :

12 normal, healthy male and female volunteers; 25-48 years of age; height
ranged 153-191 cm; weight ranged 51-85 kg; selected on the basis of their

accepta]ale medical his’cory, physical examination and clinical la]:Joratory tests.
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Inclusion/exclusion criteria: Same as in Fasting Study above.

Restrictions/Washout/Confinement: See the fasting s’cucly above.

Fasted Conditions: No food for 10 hours overnight prior to and for 4 hours
postclose.

Fed Conditions: The subjects fasted for overnight until 30minutes prior to

their scheduled dosing times, when they were given a sfcanclard breakfast. The
standard breakfast consisted of 1 buttered English muffin, 1 fried egg, 1 slice
of American processed cheese, 1 slice of Canadian bacon, 2 oz of hashbrown

potatoes, 6 fluid oz of orange juice and 8 fluid oz of whole milk.

Treatments and Samplind:

Treatment IBU-fe(Test Product, Fed): Same as Treatment IBU-fa of
the fasting stucly except given under fed conditions.

Treatment MOT-feB(Reference Product, Fed): Same as Treatment
MOT-fa of the {asting study except given under fed conditions.

Treatment IBU-fa(Test Product, Fasted): Same as Treatment IBU-fa
of the fasting stu&y.

Blood samples collected: Same as in the fasting s’cucly above.

A‘ss(:n-r Methodology: by _ -

i

o
J ]

i H
| !
i
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The study results, therefore, can not be considered valid and accepta]ole
due to the above deficiencies.

III. Dissolution Testing: USP24’s method

Drug (Generic Name): Ibuprofen Tablets Firm: BASF Corp.
Dose Strength: 800 mg, 600 mg & 400 mg ~ ANDA# 75-682
Submission Date: May 5, 2000

Table - In-Vitro Dissolution Testing

A. Conditions for Dissolution Testing:
USP XXIV Basket  Paddle X  RPM 50 rpm Units Tested: 12_
Medium: pH 7.2 phosphate buffer Volume: 900 ml
Reference Drug: (Manuf.) Motrin Tablets (McNeil)
Assay Methodology: Not given
Specifications: NLT o in 60 minutes
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B. Results of In-Vitro Dissolution Testing:

Sampling Test Product
Times Lot # WO11433
(Min.) Strength (mg) 800
Mean %
Dissolved‘(CV%)
15 95(2.7)
30 96(2.5)
45 97(2.1)
60 98(1.8)
Sampling Test Product
Times Lot # WO11429
(Min.) Strength (mg) 600
Mean %
Dissolved (CV%)
15 97(1.7)
30 , 98(1.5)
45 98(1.6)
60 99(1.6)
Sampling Test Product
Times Lot # WO11426
(Min.) Strength (mg) 400
Mean %
Dissolved(CV%)
15 98(1.6)
30 99(1.6)
45 99(1.6)
60 99(1.6)

Reference Procluc’c

Lot # 95BUB
Strength (mg) 800
Range ) Mean % Range
Dissolved(CV%) ’
—  98(0.9) —
o 98(0.9) T
Referencé Product
Lot # 63BSP
Strength (mg) 600
Range Mean % Range
Dissolved(CV%)
J— 0 I
— 100(0.9) T
— 101(1.0) —
— 101(0.9) —
Reference Product
Lot # 91BSU
Strength (mg) 400
Range Mean % Range
Dissolved(cv%)
— 100(1.4) —
- 101(1.0) T
—— 100(0.9) LT
— 101(1.0) .

IV. Deficiencies: For in vivo bio studies, see Deficiencies under Assay

Methodology for both the Fasting and Food Effect Studies.

V. Comments: The dissolution data for the 800 mg, 600 mg and 400 mg

strengths of the test and reference product are acceptable.

VI. Recommendations:

1. The single-dose, fasting Lioequivalence stucly and the single-dose post-
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pranciiai ]aioequivaience stuciy conducted i)y BASF Corp. on the test prociuct,
Ii)uprofen Tablets, 800 mg, lot # WO11433, comparing it with the
reference prociuct, McNeil’'s Motrin® 800 mg Ta]aiets, lot # 95BUB, have
been found unacceptai)le i)y the Division of Bioequivaience due to the
deficiencies cited above.

2. The in-vitro dissolution testing conducted i)y BASF on its H)uproien
Tablets, 800 mg, 600 mg and 400 mg, has been found accepta}Jie.

The dissolution testing should be incorporateci iay the firm into its
manufacturing controls and stai)iiity program. The dissolution testing should
be conducted in 900 mL of pH 7.2 pi'iospi—iate buffer at 37°C using USP
XXIV apparatus H(paciciie) at 50 rpm. The test prociuct should meet the

ioiiowing specifications:

Not less than “— of the labeled amount of the cirug

in the dosage form is dissolved in 60 minutes.

3. The waiver request for the 600 mg and 400 mg strengths of the test
prociuct can not be grante(i due to the unacceptai:)iiity of the in vivo studies
and incompieteness of the in vitro testing.

Hainhon Nguyen
Division of Bioequivaience
Review Branch I

/

RD INITIALED YHUANG — + /&l L/ w0
FT INITIALED YHUANG , N |

Concur: , /S/ Date: 7 I ”—t‘ 2000
ﬂc"f Dale P. Conner, Pharm. D.

Director, Division of Bioequivalence
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cc: ANDA # 75-682 (original, duplicate), HFD-652(Huang, Nguyen),
Drug Fﬂe, Division File

HNguyen/05-16-00/W #756822.500

Also as V:\firmsam\BASF\ltrs&rev\75682a.500

Attachment: 2 pages

APPEARS THIS WAY
ON ORIGINAL
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Tbuprofen Film-Coated Tablets USP BASF Corp.

ANDA #75-682: 800 mg, 600 mg & 400 mg Shreveport, LA
Reviewer: Hoainhon Nguyen Submission Date:
W #756825dw.799 ‘ ]uly 30, 1999

Review of Two Bioequivalence Studies, Dissolution Data
' and a Waiver Request

I. Baclegrouncl:

The firm has submitted the results of a fasting, single—dose bioequivalence
study and a post—prandial ]aioequivalence study comparing its Ibuprofen Film-
Coated Tablets USP, 800 mg, with McNeil’s Motrin® 800 mg Ibuprofen
Tablets. Comparative dissolution data for the test and RLD products of 800
mg and for the 600 mg and 400 mg strengths of the test product are also
submitted. The firm has requested a waiver of in vivo bioequivalence
requirements for the 600 mg and 400 mg based on the formulation
proportionality between the strengths.

II. Bioequivalence Studies:

ITA. FASTING IN-VIVO BIOEQUIVALENCE STUDY

(PROTOCOL #IBU800-Part I)

Study Objective: Bioequivalency of BASF’s and McNeil’'s (Motrin®) 800 mg
H’)uprofen Tablets under fasting conditions.

Studv Facilities/ Dates/Investigators:

Clinical: - — — - - '. — -

, dates not

L

given; ‘ M

Ana‘lytic al —_—

N"“,\-,\.da’ces not given; L

J -

Study Design: 2-treatment, 2-period, randomized crossover
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Demographics: 24 normal, llealtlly male and female volunteers ; 22-48 years
of age; height ranged 152-192 cm; weight 51-91 kg; selected on the basis of

their acceptal)le medical history, physical examination and clinical lalaoratory

tests.

Inclusion/exclusion criteria: Pages 136-137, Vol. 1.2.

Restrictions:

No prescription and OTC medications for at Jeast 2 weeks and 1 week,
respectively, prior to the study and no concomitant medications during the

study sessions.

No alcoholic l)everages and no xanthine-containing beverages of food for 48

hours prior to and cluring the stucly periocl.
No food for 10 hours overnight prior to and for 4 hours postdose.

Washout: 36 hours.

Confinement: not given.

Treatments and Sampling:

Treatment IBU-fa(Test Product): One of BASF’s Ibuprofen 800 mg
tablets, lot # WO11433 (Batch size of ‘units, potency of 99.8%);
manuf. date: 11/98.

v

Treatment MOT-fa(Reference Product): One of McNeil’s Motrin® 800
mg ibuprofen tablets, lot # 95BUB (Potency: 102.5%); exp. 11/02.

Blood samples collected: predose, 0.5,1.0,1.5,2.0, 2.5, 3.0, 3.5, 4.0, 6.0,
8.0 and 12 hours postdose. Plasma samples were stored at -70°C pending

assay.

Deficiencies:
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1. The stu(ty clinical report is incomplete. The report should provicte the
touowing information: dates of starting and completing the stucty and dates
of each ctosing period, tength of continernent perioct for study subjects, any
protocol deviation and sampting deviation. '

2. The analytical report should prdvicte the toﬂowing information, speciticaﬂy
for the submitted study of the 800 mg strength: dates of analyses, all raw
numerical data for each run(inctuding pealz heights or areas, peatz height or
area ratios, calculated concentrations) of all stan(tar(ts, controls, samptes,
summary results of all standard curves for each mn(including each standard
concentration), summary results for each of low, medium and tﬁgh quatity
controls.. Long-term stat>i_tity stucty should cover the lengttl of time
equivatent to the longest freezer storage periocl of the actual samptes. Any
relevant anatytical Standard Operating Procedures should also be submitted

tor review.

3. The statistical report should provide mean ptasma concentration versus
time (inclucting CV%), individual and mean plots of plasma concentration

versus time.

IIB. FED/FASTING IN-VIVO BIOEQUIVALENCE STUDY
(PROTOCOL #IBU8O0O-Part II)

Study Objective: Bioequivalency of BASF’s 800 mg Ibuprofen Tablets and
McNeil’s Motrin® 800 mg tablets under fed and fasting conditions following
a 800 mg dose.

Study Facilities/Dates/Investigators: Same as in Fasting Stucty above.

Study Design: 3-treatment, 3—perioct, randomized crossover

Demographics:

12 normat, tleatttxy male and female volunteers ; 25-48 years of age; txeigtlt
ranged 153-191 cm; weight ranged 51-85 kg; selected on the basis of their

acceptable medical history, ptlysicat examination and clinical tat)oratory tests.
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Inclusion/exclusion criteria: Same as in Fasting Study above.

Restrictions/Washout/Confinement: See the £asting study above.

Fasted Conditions: No food for 10 hours overnight prior to and for 4 hours
postdose.

Fed Conditions: The subjects fasted for overnight until 30minutes prior to
their scheduled dosing times, when they were given a standard breakfast. The
~ standard breakfast consisted of 1 buttered English muffin, 1 fried egg, 1 slice
of American processed cheese, 1 slice of Canadian bacon, 2 oz of hashbrown
potatoes, 6 fluid oz of orange juice and 8 fluid oz of whole milk.

Treatments and Sampling:

Treatment IBU-fe(Test Product, Fed): Same as Treatment IBU-fa of
the fasting study except given under fed conditions.

Treatment MOT-feB (Reference Product, Fecl): Same as Treatment
MOT-fa of the fasting stu(ly except given under fed conditions.

Treatment IBU-fa(Test Product, Fasted): Same as Treatment IBU-fa
of the fasting study. | '

Blood samples collected: Same as in the {asting study above.

Deficiencies: similar report format deficiencies as in the Fasting Stuc].y

a}) ove.

AT)PEARS THIS WAY
'ON ORIGINAL
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I11. Dissolution Testing: USP’s method

Drug (Generic Name): Ibuprofen Tablets Firm: BASF Corp.
Dose Strength: 400 mg, 600 mg & 800 mg  ANDA# 75-682

Submission Date: luly 30, 1999

A. Conditions for Dissolution Testing:
USP XXIII Baslze’c___ Paddle X RPM 50 rpm Units Tested: 12
Medium: pH 7.2 buffer  Volume: 900 ml
Reference Drug: (Manu{.) Motrin Tablets (McNeil)
Assay Metl'xoclology: Not given
Specifications: NLT —% in 60 minutes

B. Results of In-Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot # WO11433 Lot # 95BUB
(Min.) Strength (mg) 800 Strength (mg) 800
Mean % Range Mean % Range
Dissolved (CV%) Dissolved(CV%)
15 95(2.7) = 98(0.9) -
30 96(2.5) B 98(0.9) —
45 97(2.1) E— 98(0.9) _
60 8(1.8 —_— 98(0.9) —_
Sampling Test Product Reference Product
Times Lot # WO11429 Lot - # Not Submitted
(Min.) Strength (mg) 600 _ Strength (mg) 600
Mean % Range Mean % Range
Dissolved (CV%) Dissolved (CV%)
30 98(1.5) — . .
45 98(1.6) — - -
60 99(1.6) _ N _
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Sampling Test Product Reference Product

Times Lot # WO11426 Lot # Not Submitted
(Min.) - Strength (mg) 400 _ Strength (mg) 400

Mean % Range Mean % Range

Dissolved(CV%) Dissolved(CV%)

15 98(1.6) P - _
30 99(1.6) - S _
45 99(1.6) e o .
60 99(1.6) —_— R

IV. Formulation Comparison: See comparative formulations of all
strengtiis of the test prociuct attached.

V. Comment:

The formulations of the 800 mg, 600 mg and 400 mg are proportionally
similar.

VI. Deficiencies:

The first 3 fo].iowing deficiencies are for both fasting and non—fasting studies:

1. The stuciy clinical report is incomplete. The report should provicle the
ioﬂowing information: dates of starting and completing the study and dates
of each (iosing perioci, iength of confinement perioci for stu(iy su]ojects , any

protocol deviation and sampiing deviation.

2. The analyticai report should provi(ie the following information, specificaﬂy
for the submitted study of the 800 mg strength: dates of analyses, all raw
numerical data for each run(inciuding peaiz heights or areas, pealz heig}it or
area ratios, calculated concentrations) of all stanciarcls, controis, sampies,
summary results of all standard curves for each run(inciuciing each standard
concentration), summary results for each of low, medium and hig]:i quality
controls. Long-term sta})ility stu(iy should cover the lengtii of time
equivalent to the 1ongest freezer storage perioci of the actual sampies. Any
relevant anaiyticai Standard Operating Procedures should also submitted for

review.
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3. The statistical report should provicle mean plasma concentrations versus
time (including CV%), individual and mean plots of plasma concentration

versus time.

4. Dissolution data are deficient in that the dissolution proflles for the 600
mg and 400 mg strengths of the reference product, Motrin tal;lets were not
provided.

VII. Recommendations:

1. The single-dose, fasting bioequivalence stucly and the single-dose post-

prandial l)ioequivalence study conducted by BASF Corp. on the test procluct,
Ibuprofen Tablets, 800 mg, lot # WO11433, comparing it with the

reference product, McNeil’'s Motrin® 800 mg Tablets, lot # 95BUB, have

been found incomplete })y the Division of Bioequivalence due to the
deficiencies #1-3 cited above.

2. The in-vitro dissolution testing conducted by BASF on its Ibuprofen
Tablets, 800 mg, 600 mg and 400 mg, has been found incomplete due to
the dissolution deficiency #4 listed above.

3. The waiver request for the 600 mg and 400 mg strengths of the test
procluct can not be considered until the review of the bio studies and
dissolution &ata 18 completed

- I18l—

Hoafnhon Nguyen

Division of Bioequivalence

Review Branch I

RD INITIALED YHUANG . ’IS,' r s /29
FT INITIALED YHUA NG . 4

Concur€ Date: ?/ 27 //? 7

_ Dale P Coﬂner, Pharm. D

Director, Division of Bioequivalence
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cc: ANDA # 75-682 (original, duplicate), HFD-652(Huang, Nguyen),
Drug File, Division File

HNguyen/09-23-99/W #75682sdw.799

Also as V:\firmsam\BASF\ltrs&rev\75682sdw.799

Attachment: 1 page

BPPEARS THIS WAY

L4 4 [
QLo
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CC:ANDA 75-682

ANDA DUPLICATE

DIVISION FILE

FIELD COPY

HFD-652/ Bio Secretary - Bio Drug File
HFD-652/ HNguyen

HFD-652/ YHuang

Endorsements: (Fin&gZJith Dates)
HFD-652/ HNguyen . i

HFD-652/ YHuang , "::31 WA>(a9
HFD-617/ E. Hu l')g/r—ms

HFD-650/ D. Conner"j;) ?/1?/4ﬂ?

V:\FIRMSAM\BASF\ltrs&rev\75682sdw.799
Printed in final on / /

BIOEQUIVALENCY - INCOMPLETE Submission date: 07-30-99

1. FASTING STUDY (STF) o[t Strengths: 800 mg
Clinical: — — Outcome: Ic
Analytical: —.

2. NON-FASTING STUDY (STP) vl 'Strengths: 800 MG
Clinical: Outcome: Ic
Analytical:

3. DISSOLUTION WAIVER (DIW)Strength: 600 mg & 400 mg
vl Outcome: IC

OUTCOME DECISIONS: 1C - Incomplete UN - Unacceptable (fatal

flaw)
AC - Acceptable

WINBIO COMMENTS:

‘pr“’;"ﬁ Titr e ..

APPEARS THIS WAY
ON ORIGINAL



W 756 g2 sdw. 799  AHachment T

Quantitative Composition Summary By Tablet Strength

Ingredients Ibuprofen Compressed Tablet Composition
—— 400 mg/Tablet | 600 mg/Tablet | 800 mg/Tablet
Ibuprofen, USP 400.0 600.0 800.0
Microcrystalline Cellulose, NF — - —
Croscarmellose Sodium, NF — - —
Polysorbate . .—— _ — —
Colloidal Silicon Dioxide, NF _ _
Magnesium Stearate, NF - —_ —
Compressed Tablet Weight ‘- (— —
2 2 2

| 2 2 2
Polydextrose — — - —
Hydroxypropy! Methylcellulose  — ., — — —
Hydroxypropy! Methylcellulose _. : - — -
Hydroxypropy! Methylcellulose ——— - - -
Polyethylene Glycol, NF: ~—— -~ - SN
Carnauba Wax, NF - . — ) —
Titanium Dioxide, USP ' - - —
~—4 Iron Oxide % - —
FD&C Yellow No. 10°  —————=; — — -
FD&C Yellow No. 6 _ - — — L (o~
Final Weight of Film Coated Tablet (g) 454.0 - 678.5 903.1

3 3 3
} = 73 73 73
. =
1 -

1586




BIOEQUIVALENCY AMENDMENT

NGV 23
ANDA 75-682
OFFICE OF GENERIC DRUGS, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773 (301-594-0320)
TO: APPLICANT: BASF Corporation PHONE: (318) 861-8103
ATTN: Michael Gill FAX: (318) 861-8297
FROM: Elaine Hu PROJECT MANAGER (301) 827-5847

Dear Mr. Gill:

This facsimile is in reference to the bioequivalency data submitted on July 30, 1999, submitted pursuant to
Section 505(j) of the Federal Food, Drug, and Cosmetic Act for Ibuprofen Film-Coated Tablets, 800, 600,
and 400 mg.

The Division of Bioequivalence has completed its review of the submission(s) referenced above and has
identified deficiencies which are presented on the attached A pages. This facsimile is to be regarded as
an official FDA communication and unless requested, a hard-copy will not be mailed.

You should submit a response to these deficiencies in accord with 21 CFR 314.96. Your amendment should
respond to all the deficiencies listed. Facsimiles or partial replies will not be considered for review, nor
will the review clock be reactivated until all deficiencies have been addressed. Your cover letter should
clearly indicate that the response is a "Bioequivalency Amendment" and clearly identify any new
studies (i.e., fasting, fed, multiple dose, dissolution data, waiver or dissolution waiver) that might be included
for each strength. We also request that you include a copy of this communication with your response.

Please direct any questions concerning this communication to the project manager identified above.

SPECIAL INSTRUCTIONS:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, OR PROTECTED

FROM DISCLOSURE UNDER APPLICABLE LAW. Ifreceived by someone other than the addressee or a person authorized to
deliver this document to the addressee, you are hereby notified that any disclosure, dissemination, copying, or other action to the content of this
communication is not authorized. If you have received this document in error, please immediately notify us by telephone and retum it to us by mail at
the above address..

X:\new\ogdadmin\glossary\biofax frm

el
bTatay




Nov 23

BIOEQUIVALENCY DEFICIENCIES
ANDA: 75-682 APPLICANT: BASF Corp.
DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

(Please also refer to the deficiency comments for ANDA #75-
661 (Submission dated June 30 and August 16, 1999) which are
conveyed to you in & separate letter.)

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

For both fasting and non-fasting studies:

1. The study clinical report is incomplete. It should
provide the following information: dates of starting and
completing the study and dates of each dosing period, length
of confinement period for study subjects, any protocol
deviation and sampling deviation.

3. The analytical report is incomplete. It should provide
the following information, specifically'for the submitted
study of the 800 mg strength: dates of analyses, all raw
numerical data for each run(including peak heights or areas,
peak height or area ratios, calculated concentrations) of
all standards, controls, samples, summary results of all
standard curves for each run(including each standard
concentration), summary results for each of low, medium and
high quality controls. Long-term stability study should
cover the length of time equivalent to the longest freezer
storage period of the actual samples. Any relevant
analytical Standard Operating Procedures should be submitted
for review.

3. The statistical report is incomplete. It should provide
mean plasma concentrations versus time (including CV%),
individual and mean plots of plasma concentration versus
time.

4. For dissolution data: The dissolution profiles for the
600 mg and 400 mg strengths of the reference product, Motrin
tablets, should be provided side-by-side with the



dissolution profiles for the respective strengths of the
test product for comparison.

Sincerely yours,

18
Dale P. Conner, Pharm. D.~
Director, Division of
Biocequivalence

Office of Generic Drugs
Center for Drug Evaluation and

1S WAY
APPEARS 11113 WA
0N ORIGINAL



BIOEQUIVALENCY DEFICIENCIES
ANDA: 75-682 APPLICANT: BASF Corp.

DRUG PRODUCT: Ibuprofen Tablets, 400 mg, 600 mg & 800 mg

The Division of Bioequivalence has completed its review of
your submission(s) acknowledged on the cover sheet. The
following deficiencies have been identified:

As stated in earlier deficiency comments, the in-study assay
quality assurance activities as listed by you are not
considered adequate by the Division of Bioequivalence. The
precision and accuracy of the assay method used for the bio
study should be demonstrated fully by use of in-study
calibration curves and QC samples that represent the actual
study concentration range, for each individual analytical
run.

According to the publication of Shah (1992) cited by you,
the statement “A confidence interval approach yielding
comparable accuracy and precision 1s an acceptable
alternative.” (page 591) was referred to the statistical
method of presenting QC data. The confidence interval
approach was suggested as an alternative method to “number-
of-QC approach” which dictated that “At least four of the
six QC samples must be within 20% of their respective
nominal values; two of the six QC samples (not both at the
same concentration) may be outside the *20% respective
nominal value.” The referred publication also recommended
that “A standard curve should be generated for each
analytical run for each analyte and should be used for
calculating the concentration of analyte in the unknown
samples assayed with that run.”(page 590) and for QC
samples, “At a minimum, three concentrations representing
the entire range of the calibration curve should be studied:

one near the lower limit of quantitation (LOQ), one near
the center, and one near the upper boundary of the standard
curve.” (page 590)

The additional submitted data of the re-extracted standard
curve and the fresh standard curve in comparison with the
bio study standard curve, as well as the data of the



__—— QC samples quantitated based on these standard
curves, can not be considered adequate in demonstrating and
validating the in-study analytical method performance. At
best, the newly generated standard curves and QC samples
illustrated the stability of the stored standards and
controls as well as the variability of the assay particular
to. that assay date of the curves and the controls of that
particular concentration.

The Division acknowledges that the long-term stability data
as submitted in the current amendment are acceptable for the
concentrations of v The drug ibuprofen at this
concentration has been shown to be stable in plasma at -70°F
for 570 days. However, in the future, you should also
include QC samples of at least another higher concentration
in the stability studies.

In summary, according to the agency’s current practices,
even for the most state-of-the-art chromatography equipment,
adequate use of in-study standard curves and quality
controls is requested for demonstration of the analytical
method validity. For adequate assay validation, you are
referred to the draft biocanalytical method guidance (which
was the Reference #1 in your current correspondence) and
also to the Division deficiency comments #1 and 2, dated
July 26, 2000. The fasting bio study and the non-fasting
bio study as submitted by you are therefore considered
unacceptable due to inadequate assay validation. You are
requested to conduct new bioequivalence studies for the test
product.

Sincerely yours,

/7

N e A2 A
Dale P. Conner, Pharm. D.
Director, Division of
Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and

Research
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-682

Date of Submission:  April 13, 2000

Applicant's Name: BASF Corporation

Established Name:  lbuprofen Tablets USP, 400 mg, 600 mg & 800 mg

Labeling Deficiencies:
1. CONTAINER - bottles of 100 & 500 tablets.
Satisfactory in draft as of the July 30, 1999 submission.

2. UNIT DOSE BLISTERS
Satisfactory as of the July 30, 1999 submission.

3. UNIT DOSE CARTON - 24 count
Satisfactory in draft as of the April 13, 2000 submission

4. INSERT
a. PRECAUTIONS: Renal Effects — Second paragraph, second sentence:
...patients administration of a nonsteroidal ...[ add a space between “a” and “nonsteroidal’]

b. Chart: revise the following heading to read as follows: [add asterisks]

Precise Incidence Unknown
(but less than 1%)
Probable Causal Relationship™*

Please revise your labels and labeling, as instructed above, and submit in final print or draft if you prefer.

Prior to approval, it may be necessary to further revise your labeling subsequent to approved changes for
the reference listed drug. We suggest that you routinely monitor the following website for any approved
changes—http://www.fda.gov/cder/ogd/rld/labeIing_review_branch.html

To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv), please provide
a side-by-side comparison of your proposed labeling with your last submission with all differences
annotated and explained.

Sl %/
. Peter Rickman / ’

Acting Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




APPROVAL SUMMARY PACKAGE

ANDA NUMBER: 75-682

FIRM: BASF Corporation,
Attention: Michael Gill,
8800 Line Avenue,
Shreveport, LA 71106.

DOSAGE FORM: Oral Tablets
STRENGTH : 400mg, 600mg and 800mg
DRUG: Ibuprofen Tablets, USP

CGMP_STATEMENT/EIR UPDATED STATUS:
The Establishment Evaluation Request is acceptable as of June 12,
2000.

BIO STUDY: DSI inspection requested by DBE (10/19/01); inspection
request cancelled (11/5/01).

METHODS VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
The drug substance and the drug product are both listed in the
USP 24/NF 19 monograph. Therefore, FDA methods validation is not
required.

STABILITY - ARE CONTAINERS USED IN STUDY IDENTICAL TO THOSE IN
CONTAINER SECTION?:

Containers used in the stability studies are identical to those
listed in container section.

LABELING:
Acceptable as of October 02, 2001.

STERILIZATION VALIDATION (IF APPLICABLE) :
Non sterile drug product.




SIZE OF BIO BATCH - (FIRM'S SOURCE OF NDS O.K.?):
The exhibit batch sizes were as follows:

T 400mg WO 11426 | -
600mg WO 11429 ———
800mg WO 11433 '

The 800mg dosage form of the drug product was used for bio-study.

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH WERE
THEY MANUFACTURED VIA SAME PROCESS?):

The stability batches are identical to the executed batches.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS
BIO/STABILITY?:

The proposed production batch will be produced in a similar
manner as the executed batch. The proposed post-approval batch
size for each dosage form is as follows:

Odmg . ___\tablets)
600mg e
800mg —_—
\‘\
CHEMIST: RD'Costa, . /S; _ Q%TE ol October 15, 2001
SUPERVISOR: AMueller, Ph.D- /’Q/JATE October 15, 2001
File: V:\firmsam\basf\ltrs&rev\75682aps.r01.doc

Date: October 15, 2001



REVIEW OF PROFESSIGNiAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 75-682 Date of Submission: July 30, 1999

Applicant's Name: BASF Corporation

Established Name: Ibuprofen Tablets USP, 400 mg, 600 mg & 800 mg

Labeling Deficiencies:

1.

GENERAL COMMENTS - bottles of —— —— —

The Agency does not approve bulk labeling, however, your container labels are satisfactory in draft
as of the July 30, 1999 submission.

CONTAINER — botties of 100 & 500 tablets.
Satisfactory in draft as of July 30, 1999 submission.
UNIT DOSE BLISTERS

Satisfactory as of July 30, 1999 submission.

UNIT DOSE CARTON - 24 count

Revise to include “Rx only”.

INSERT

a. INDICATIONS AND USAGE
Fourth paragraph, last sentence —

...be recommended (see Drug Interactions).[ use bold lettering as does the RLD]

b. CONTRAINDICATIONS
First sentence —

_..other non-steroidal anti-inflammatory agents. [ spelling “anti’]

c. PRECAUTIONS
Nursing Mothers; first sentence —

In limited studies, an assay capable...[ spelling “an assay’]
e. ADVERSE REACTIONS

Chart: Incidence Greater than 1% (but less than 3%) Probable Causal Relationship
column; CARDIOVASCULAR -

...to drug discontinuation) (see... [add a parenthesis following “discontinuation”]

=-n

HOW SUPPLIED
Delete the* ————— ..." statement from the text.

Please revise your labels and labeling, as instructed above, and submit in final print.
Prior to approval, it may necessary to further revise your labeling subsequent to approved changes

for the reference listed drug. We suggest that you routinely monitor the following website for any
approved changes- http:l/www.fda.gov/cder/ogdlrld/labeling_review_branch.html



To facilitate review of your next submission, and in accordance with 21 CFR 314.94(a)(8)(iv),
please provide a side-by-side comparison of your proposed labeling with your last submission with
all differences annotated and explained.

/ / S//" .

. | ,
bert L. West, M.S., R.E%

irector

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS Y 1§ uinyf
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ANDA 75-682

NOV 14 2001

BASF Corporation
Attention: Michael Gill
8800 Line Avenue
Shreveport, LA 71106

Dear Sir:

This is in reference to your abbreviated new drug application
dated July 30, 1999, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act (Act), for IBU Tablets
(Ibuprofen Tablets USP, 400 mg, 600 mg, and 800 mg) .

Reference is also made to your amendments dated May 5, August 2,
and October 10, 2000; and September 10, 2001.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly the
application is approved. The Division of Bioequivalence has
determined your IBU Tablets (Ibuprofen Tablets USP, 400 mg, 600
mg, and 800 mg) to be biocequivalent and, therefore,
therapeutically equivalent to the listed drug (Motrin Tablets®
400 mg, 600 mg, and 800 mg, respectively, of McNeil Consumer
Products Company, Division of McNeilab Inc.). Your dissolution
testing should be incorporated into the stability and quality
control program using the same method proposed in your
application.

Under Section 506A of the Act, certain changes in the conditions
described in this abbreviated application require an approved
supplemental application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98. The
Office of Generic Drugs should be advised of any change in the
marketing status of this drug.



We request that you submit, in duplicate, any proposed
advertising or promotional copy, which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-40). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for
Drugs for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires
that materials for any subsequent advertising or promotional
campaign be submitted to our Division of Drug Marketing,
Advertising, and Communications (HFD-40) with a completed Form
FD-2253 at the time of their initial use.

Sincerely yours,

S
Gary Buehler ,1/14/0(
Director

Office of Generic Drugs
Center for Drug Evaluation and Research

APPEARS 1418
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BASF Corporation
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September 10, 2001

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773

(301-594-0320)

RE: ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg and 800 mg

Bioequivalency Amendment
Minor Amendment — Submission of Final Printed Labeling

Dear Sir or Madam:

Pursuant to 21 CFR 314.96, we are providing our response to the March 19, 2001
facsimile received from Project Manager Krista M. Scardina. Our Bioequivalency
Amendment is provided in hard copy format and responds to all deficiencies listed in
your facsimile. A copy of the facsimile communication is provided in this submission
immediately following the Form FDA 356h.

In addition, pursuant to 21 CFR 314.120, we are amending our application, ANDA
75-682, in response to your June 26, 2001 facsimile received from Project Manager
Timothy Ames, 301-827-5798. A copy of the facsimile communication is provided in
this submission immediately following the March 19, 2001 facsimile. This minor
amendment contains twelve (12) copies of Final Printed Labeling which have been
revised, as instructed in your June 26, 2001 facsimile. In accordance with

21 CFR 314.94 (a)(8)(iv), we are providing a side-by-side comparison of our proposed
insert labeling with that of our last submission with all differences annotated and
explained.

This amendment addresses all deficiencies listed from the March 19, 2001 and June 26,
2001 facsimiles, respectively. If you have any questions or comments regarding this

communication, please contact me at phone number 318-861-8103 or via facsimile at
318-861-8297.

Sincerely,
Michael Gill

Manager Regulatory Compliance

8800 Line Avenue, Shreveport, Louisiana 71106 (318) 861-8200



K

BASF Corporation B ASF

January 19, 2001

NDA ORIG AMENDMENT
Office of Generic Drugs, CDER, FDA N / A c

Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773

(301-594-0320)

RE: ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg, and 800 mg
Major Amendment .
Request for Reclassification of Amendment to Minor Amendment
Request for Expedited Review
Request for Teleconference with the Division of Bioequivalence to
Discuss the Attached Protocol

Dear Sir or Madam:

Pursuant to 21 CFR 314.120 we are amending our application, ANDA 75-682, in
response to your November 20, 2000 facsimile received from Project Manager Timothy
Ames, (301) 827-5798. A copy of the facsimile communication is provided in this
submission immediately following the Form FDA 356h. We are requesting a
reclassification of this amendment from Major to Minor status, along with a request for
an expedited review based upon economic hardship which will occur should the review
and response time continue to be prolonged. We are including in this submission a
response to the chemistry deficiencies as well as an analytical protocol to address the
outstanding bioequivalence deficiencies.

™ . . ~ . /MW

wUvLLLILVLLIL,.

8800 Line Avenue, Shreveport, Louisiana 71106 (318) 861-8200
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The following information is added to Section XII: In-Process Controls.

Tablet Friability: perform according to USP

Specification: target value — of sample
Tablet Thickness: measure the width of the tablet
Specification:
400 mg 600 mg 800 mg
T R I
Data Summary:
Friability
Strength Lot Number — Thickness
400 mg WO11411 e 5.6mm — 6.1mm
600 mg WO11414 —————— _ 5.6mm - 6.1mm
800 mg WO11418 R 6.9mm — 7.4mm

The tablet master formula has been updated to include these specifications. Please see
the example pages in Attachment 4.

Please contact me via telephone at 318-861-8103 or via facsimile at 318-861- 8297 to
discuss any issues or questions related to chemistry, labehng or bioequivalence
information contained in this submission.

Sincerely,

BASF CORPORATION

Michael A. Gill m

Regulatory Compliance Manager

APPEARS 1418 Wiy
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BASF Corporation BASF

October 10, 2000

Office of Generic Drugs, CDER, FDA WG A EREER 14
Document Control Room, Metro Park North II N I R >
7500 Standish Place, Room 150

Rockville, MD 20855-2773

(301-594-0320)

RE:  ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg and 800 mg
Bioequivalency Amendment

Dear Sir or Madam:

Pursuant to 21 CFR 314.96, we are providing our response to the August 29, 2000 facsimile
received from Project Manager Krista M. Scardina. Our Bioequivalency Amendment is
provided in hard copy format and responds to all deficiencies listed in your facsimile. A
copy of the facsimile communication is provided in this submission immediately following
the Form FDA 356h. For ease of review, we have provided in bold italics the specific
deficiencies listed in the August 29, 2000 facsimile followed by our response.

Deficiencies numbered one (1), two (2), and three (3) each address the issue of in-study
validation. In the interest of providing a degree of coherence to our response to these
observations, we have grouped the first three deficiencies together followed by our response.

1. The Division of Bioequivalence acknowledges that the analytical method was validated
prior to the bio studies. However, an analytical method is not considered adequately
and fully validated for a bio study unless it is also validated during the study.

2. The guidelines for certification of a clinical laboratory by the CAP concerning the use
of fresh calibration curves, as stated in the CAP’s “Inspection Checklist” document
and given by you, are not considered adequate by the FDA for bioequivalence studies.
A draft guidance of “Bioanalytical Methods Validation for Human Studies” (Issued
12/1998, Posted 1/5/1999) outlines the generally accepted validation practices for a bio
study.

'You had listed specific efforts by the analytical laboratory to minimize the variation
and assure the accuracy of the assay during the study sample analysis, such as using
internal standard, blinding the technician and using a single .- - for all
study samples. However, only in-study validation data from calibration curves and
quality controls obtained for each assay run are accepted as the quality assurgnce for
each assay run, according to the agency’s current practices. \YS{ FORD '?06,

RECD
0CT 11 2000

8800 Line Avenue, Shreveport, Louisiana 71106 (318) 861-8200
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This amendment addresses all deficiencies listed. If you have any questions or comments
regarding this communication, please contact me at phone number (318) 861-8103 or via
facsimile at (318) 861-8297.

Sincerely,

BASF CORPORATION
Michael Gill

Regulatory Compliance Manager

APPEARS 1:A1S WAY
CroRInIT
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BASF Corporation B ASF

August 2, 2000

Office of Generic Drugs, CDER, FDA
Document Control Room, Metro Park North II
7500 Standish Place, Room 150

Rockville, MD 20855-2773 .
(301-594-0320) ik URG AMERUMLE

RE:  ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg and 800 mg
Bioequivalency Amendment

Dear Sir or Madam:

Pursuant to 21 CFR 314.96, we are providing our response to the July 26, 2000 facsimile
received from Project Manager Krista M. Scardina. Our Bioequivalency Amendment is
provided in hard copy format and responds to all deficiencies listed in your facsimile. A
copy of the facsimile communication is provided in this submission immediately following
the Form FDA 356h. For ease of review, we have provided in bold italics the specific
deficiencies listed in the July 26, 2000 facsimile followed by our response.

For both fasting and non-fasting studies, the assay method was not adequately
validated. :

The ibuprofen assay used in this study incorporated methods developed by = —-
— as described in the assay validation report

submitted with the original submission and with the deficiency response dated May 5, 2000.
The recovery for the extraction method reported by —at ibuprofen concentrations of ——
and. -was ‘»— and ¢ — respectively with precision at these concentrations of —
and ~ " The precision of this ’ method reported by
concentrations ranging from " —_______ varied between [ —————with an accuracy
reported across this range of concentrations of  ————" .. The findings at this laboratory
are consistent with the findings for validation of these methods at other laboratories.

—————  for

This assay was fully validated in this laboratory with respect to accuracy, premsmn stablhty,
spe01ﬁ01ty and recovery. These results are summarized below. '

8800 Line Avenue, Shreveport, Louisiana 71106 (318) 861-8200
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(i) There was only one calibration curve (labeled Curve_100, calibrated 2/15/99 used
for all study samples, which were assayed in 24 separate runs in the Fasting Study
(runs dated February 17 through April 2, 1999), and in 13 separate runs in the
Food Effect Study (runs dated April 6 through May 6, 1999). A calibration curve
should have been generated for each analyte in each analytical run and used to
calculate the concentration of the analyte in the unknown samples in the run.

The laboratory analysis for this study was performed according to the guidelines for
certification of a clinical laboratory by the College of American Pathologists (CAP).
The CAP’s document used was the “Commission on Laboratory Accreditation:
Inspection Checklist, Section 3B, Toxicology, 1998.1 edition.” The interval for
calibration (defined as the relationship between a drug concentration and the measured
response) is determined by the criteria outlined in the following table.

In this table, the first column lists the specific indications described in the CAP’s
Inspection Checklist. For each specific guideline, the second column describes how
these guidelines for the use of standard curves were met in this study.
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CAP’s guideline IBU Bioequivalence Study
A complete change of reagents that There were no changes in the reagents during
affect the range used to report patient method validation or sample analysis.

results or quality control values

Quality control fails to meet established | Quality control samples throughout all
criteria studies consistently met established criteria
for validity. The coefficient of variation for
all controls in the 800 mg studies was 6.7%.
In both the 200 and 800 mg studies, the
percent variation was consistently within
15% for 98.1% of all QC samples.

Exceptions to the 15% variation were rarely
noted. There were a total of 6 QC samples in
both 800mg studies (2.5% of 238 QC
samples) with a greater than 15% variation
from the control, 4 with the variation being
17-20% and 2 being greater than 20%. In all
cases, subsequent QC samples returned to
within 15% and no consistent patterns were
noted in variation.

After major maintenance or service There were no major repairs or service to the
~— during either the 200mg or §00mg
studies. Also, a single —  and column
were used for analyses of samples from these
studies throughout each of these studies.

At least once every six months The total duration of the laboratory analysis
for both of the 800 mg studies was 10 weeks.

When recommended by the manufacturer | There are no specific recommendations by
the manufacturer.

Additionally, several of the aspects of the laboratory analysis were specifically done to
minimize variation and assure the accuracy of these results. There was a single analyte
tested for in each analytical run. An internal standard, naproxen, was used to assure the
quality of each injection. All samples were run in duplicate to assure the accuracy of
the measurements obtained in this study. The technician was blinded to the drug the
subject had received. Samples were run consecutively according to the subject number.
All samples for a single study subject were extracted and run without interruption to
minimize any variability between treatments in a subject. Finally, for this study there
was a dedicated technician using a dedicated . The study was run with no
intervening samples or studies being done during this time by this technician or on this
—— . A single column was used for this study. This further reduces the chances of
variability affecting the results of the study.
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(i)

(iii)

The QC samples used in each run were at only one concentration, 30 mecg/mL.
The QC samples for each run should have been in duplicate at three different
concentrations (one near LOQ (i.e., < 3xLOQ), one in midrange, and one close to
the high end of the range.

A single mid range concentration was used for the QC samples because this was a
highly reproducible study under a variety of analytical conditions and at different
concentrations of ibuprofen. The coefficient of variation was determined for low, mid
and high range concentrations (1.56, 12.5, and 50 mg/mL, respectively) on the standard
curves used during different phases of assay development and obtained under a variety
of conditions (different stock solutions, ~— " columns and 2 different; — ;overa
10 month period) prior to study sample analysis. Under these highly variable
conditions, the coefficients of variation were 11.1%, 10.9% and 7.6% for low, mid and
high concentrations, respectively. When the standard curves used in the analysis of the
study samples are included, the coefficients of variation are 10.8%, 9.1% and 7.5% for
these same concentrations. Thus, this was a highly reproducible study and this
reproducibility did not change during the course of the study.

The use of a single concentration for QC samples is also supported by the consistent
performance of this study during sample analysis. There was minimal variation in the
coefficient of variation for the controls in this study (6.7% for all studies) and very few
samples falling outside of the desired 15% variation from the control (1.9% of 474 QC
samples). Additionally, an internal standard was used in this assay to assure the
consistency and quality of each analysis.

Stability study covered 80-day storage period but the maximum freezer storage
duration for the actual samples was 95 days (This comment is applied to the Food
Effect Study).

We acknowledge that some of the study samples exceeded the freezer storage period of
the stability samples for the Food Effect Study. A chart of the total storage periods for
each of the patients samples is provided below:

DATE OF INITIAL DATE OF COMPLETION TOTAL STORAGE
PATIENT # STORAGE OF ANALYTICAL TIME
601 7-1-99 2799 56 days
602 7-1-99 7999 68 days
603 7-1-99 21399 77 days
604 7-1-99 21499 73 days
605 7199 21699 75 days
06 7-T99 477099 79 days
607 7-T99 47199 80 days
608 7-1-99 47399 87 days
609 7-T-99 37799 86 days
610 7199 77899 87 days
38 7199 3-79-99 88 days
612 7199 5-3-99 7 days
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The stability data generated for the long term storage period indicates no significant
degradation throughout the storage period and we would project acceptable stability to well
beyond 120 days at -70°F. The slope is presented in the chart below. Predictive stability to
the 95 day storage period for the final sample run for the Food Effects Study would suggest
no impact on this study, nor on the overall results of the study, which clearly support
comparability of the Reference and Test samples in the Fasting and Food Effects Studies.

60

50

40

34.065

S SN E s B I E

20

Mean Values in Micrograms/ml

10

0 Days 80 Days 120 Days
Stability Storage Time

The determination criteria for demonstration of in vivo bioequivalence of the test

article (ibuprofen drug product) versus the reference listed drug is based on the ratios of
averages of log transformed data for AUC and Cmax meeting the 80% to 125% range. The
ibuprofen fasting study data demonstrates values for log transformed data well within the
acceptable range for in vivo bioequivalence determination. The Limited Food Effects Study
demonstrates a comparable food effect between our test product and the reference listed drug.
Therefore, we consider the Fasting and Food Effects Studies valid and acceptable.
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This amendment addresses all deficiencies listed. If you have any questions or comments
regarding this communication, please contact me at phone number (318) 861-8103 or via
facsimile at (318) 861-8297.

Sincerely,
BASF CORPORATION

Michael Gill
Regulatory Compliance Manager

APPEARS THIS Y
ON ORIGINAL



BASF Corporation BASF

May 5, 2000

NDA ORIG AMENDMENT

Office of Generic Drugs, CDER, FDA /\} /4@
Document Control Room, Metro Park North 11

7500 Standish Place, Room 150

Rockville, MD 20855-2773

(301-594-0320)

RE: ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg and 800 mg
Bioequivalency Amendment

Dear Sir or Madam:

Pursuant to 21 CFR 314.96, we are providing our response to the November 23, 1999
facsimile received from Project Manager Elaine Hu, (301) 827-5847. Our
Bioequivalency Amendment is provided in hard copy format with two (2) diskettes, each
containing the data files for their respectively labeled study. A copy of the facsimile
communication is provided in this submission immediately following the Form FDA
356h. For ease of review, we have provided in bold Italics the specific deficiencies listed
in the November 23, 1999 facsimile followed by our response.

1. The study clinical report is incomplete. It should provide the following
information: dates of starting and completing the study and dates of each dosing
period, length of confinement period for study subjects, any protocol deviation and
sampling deviation.

The clinical study report provided in the original submission dated July 30, 1999 has
been rewritten into two (2) separate reports: Report 1 is the 800 mg, Single Dose,
Fasting, Bioequivalence Study and Report 2 is the 800 mg, Limited Food Effects
Study. Both of these reports have the information requested in deficiency #1 listed
above.

2. The analytical report is incomplete. It should provide the following information,
specifically for the submitted study of the 800 mg strength: dates of analyses, all
raw numerical data for each run (including peak heights or areas, peak height or
area ratios, calculated concentrations) of all standards, controls, samples, summary
results of all standard curves for each run (including each standard con
summary results for each of low, medium and high quality controls. Lg

v Al
.

8800 Line Avenue, Shreveport, Louisiana 71106 (318) 861-8200
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stability study should cover the length of time equivalent to the longest freezer
storage period of the actual samples. Any relevant analytical Standard Operating
Procedures should be submitted for review.

The analytical reports for both the Ibuprofen 800 mg Fasting Study and the Ibuprofen
800 mg Limited Food Effects Study are provided in this Bioequivalency Amendment.
Each of the reports addresses the above-described deficiencies.

3. The statistical report is incomplete. It should provide mean plasma concentrations
versus time (including CV'%,), individual and mean plots of plasma concentration
versus time.

The statistical reports have been rewritten to provide all of the items described in the
deficiency letter listed above for each of the Ibuprofen 800 mg studies (Fasting and
Limited Food Effects) and are provided in this Bioequivalency Amendment.

4. For dissolution data: The dissolution profiles for the 600 mg and 400 mg strengths
of the reference product, Motrin tablets, should be provided side-by-side with the
dissolution profiles for the respective strengths of the test product for comparison.

The in-vitro dissolution data and summary report (page 1578) included comparative
dissolution profiles of the test products (IBU® 800 mg, IBU 600 mg and IBU 400
mg) and the Referenced Label Drug (RLD) Motrin® 800 mg. The requested
additional comparative profiles of the 600 mg and 400 mg strengths of the test
products, using the equivalent strengths of the Motrin products, are provided in the
tabbed section on pages 006-021 following the facsimile communication. The tabbed
section is organized as follows:

IBU 600 mg vs. Motrin 600 mg
Page 007: Narrative Summary - Comparative Dissolution Profiles
Page 009: Tabular Summary - Comparative Dissolution Profiles
Page 011:  Dissolution Data: 15 minute time intervals
Page 013: Dissolution Data: 10 minute time intervals

IBU 400 mg vs. Motrin 400 mg :
Page 015: Narrative Summary — Comparative Dissolution Profiles
Page 017:  Tabular Summary — Comparative Dissolution Profiles
Page 019: Dissolution Data: 15 minute time intervals
Page 021:  Dissolution Data: 10 minute time intervals
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Additional tabular summary tables of the application dissolution data, comparing
Ibuprofen strengths (800 mg, 600 mg and 400 mg) to the referenced listed drug,
Motrin® 800 mg, are provided in the tabbed section on pages 022-027. The tabbed
section is organized as follows:

Tabular Summary of Comparative Dissolution Data
Page 023: IBU® 800 mg vs. Motrin 800 mg
Page 025: IBU 600 mg vs. Motrin 800 mg
Page 027: IBU 400 mg vs. Motrin 800 mg

This amendment addresses all deficiencies listed. If you have any questions or comments
regarding this communication, please contact me at phone number (318) 861-8103 or via
facsimile at (318) 861-8297.

Sincerely,

BASF CORPORATION

Michael Gill

Manager, Regulatory Services & Compliance

APPEARS THIS WAY
ON ORIGINAL
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BASF Corporation BASF

April 13,2000

Office of Generic Drugs, CDER, FDA \N\

Document Control Room, Metro Park North 11 vl Qi L"“

7500 Standish Place, Room 150 m‘\& prf} I #1518 %
Rockville, MD 20855-2773 ' )

(301-594-0320) /{ 2

RE: ANDA 75-682
Ibuprofen Tablets, USP, 400 mg, 600 mg, and 800 mg

Major Amendment

Dear Sir or Madam:

Pursuant to 21 CFR 314.120 we are amending our application, ANDA 75-682, in
response to your February 7, 2000 facsimile received from Project Manager Bonnie
McNeal, (301) 827-5848, transmitting deficiencies from both the chemistry and labeling
review of the ANDA. A copy of the facsimile communication is provided in this
submission immediately following the Form FDA 356h. For ease of review, we have
provided in bold Italics the specific deficiencies listed in the February 7, 2000 facsimile
followed by our response.

A. The deficiencies presented below represent MAJOR deficiencies.
1. The calculated total iron per day in each dosage form exceeds the daily iron
intake as required per 21 CFR 73.1200. Please reduce the amount of iron

intake per day in the dosage form so as not to exceed 5 mg.

As noted on page 1587, the quantity of — Iron Oxide in the --¢f"formula will
be - This results in the following daily intake of iron:

Iron Oxide + Maximum Total Iron (mg)
Strength — | Fe Daily Tablets per Day
400 mg o . QU — 8 —
600 mg _— o 5 —_
800 mg —_ _ — | — 4 S

The following application pages are revised to reflect this change and are j
in Tab C: pages 1585, 1586, 1587, 1685, 1749, 1751, 1752, and 1820.

APR 14 2000 )
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2. Please re-submit your certification (page 1599) for Organic Volatile Impurities
using the new USP 24 monograph limit values.

" The re-certification for the USP 24 monograph is included in Tab D.
3. Your drug substance supplier (page 1598) has identified and supplied analytical

data for known impurities. Please incorporate this information into your
Certificate of Analysis for future lots of drug substance.

This information is currently captured as part of the — _—
specification in our drug substance Certificate of Analysis. The individual values
listed on page 1598 are from historic trends, providing an understanding of the
types of impurities that typically would contribute to the © ~ = T e s
results. [The Ibuprofen USP monograph test = ..o is used for
analysis of the individual impurities listed on page 1598 of the original

application (see example ¢ —————in original application pages 2293 and
2294).]

The historic trends listed are comparable to the drug substance stability data
included in the drug substance DMF # —— The analysis of the drug product
stability showed a similar level of impurities in the product exposed to accelerated
conditions.

The comparability of the historic drug substance data, the data from drug
substance used for the application batches, and the application batch stability data
supports the use of USP ~ ~——————7""Purity results for the drug substance to
monitor for impurity level acceptance.

4. Please list the —testin the ——__—  testing protocol and report
the resullt.
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Labeling Deficiencies:
1. GENERAL COMMENTS - bottles of . ~—— —— —_

The Agency does not approve bulk labeling, however, your container labels are
satisfactory in draft as of July 30, 1999 submission.

2. CONTAINER - bottles of 1 00 & 500 tablets.
Satisfactory in draft as of July 30, 1999 submission.
3. UNIT DOSE Blisters
Satisfactory as of July 30, 1 999 submission.
4. UNIT DOSE CARTON — 24 count
Revise to include “Rx only”’.
5. INSERT

a. INDICATIONS AND USAGE
Fourth paragraph, last sentence —

...be recommended (see Drug Interactions).[use bold lettering as does the RLD]

b. CONTRAINDICATIONS
First sentence —

...other non-steroidal anti-inflammatory agents. [spelling “anti”]

c¢. PRECAUTIONS
Nursing Mothers; first sentence —

In limited studies, an assay capable...[spelling “an assay”]
e. ADVERSE REACTIONS

Chart; Incidence Greater than 1% (but less than 3%) Probable Causal
Relationship column; CARDIOVASCULAR —

...to drug discontinuation) (see...[add a parenthesis following
“discontinuation”]
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f. HOW SUPPLIED
Delete the ¢ —————— 7 statement from the text.
Please revise your labels and labeling, as instructed above, and submit in draft print.
Prior to approval, it may be necessary to further revise your labeling subsequent to
approved changes for the reference listed drug. We suggest that you routinely monitor

the following website for any approved changes-

http://www.fda.gov/cder/ogd/rid/labeling review branch.htm]

To facilitate review of your next submission, and in accordance with 21 CFR
314.94(a)(8)(iv), please provide a side-by-side comparison of your proposed labeling
with your last submission with all differences annotated and explained.

We have revised our unit dose carton labeling as instructed and are providing draft prints
for your review. The corrected side-by-side comparison with annotations is also
included. (Refer to Tab J) We will monitor the website as suggested and will update our
draft labeling to incorporate any changes that may occur for the reference listed drug.

The reviewer or project manager should feel free to contact me by telephone (318/861-
8103) or e-mail (gillma@basf.com ) if there are any questions or clarifications that we may
provide.

Sincerely,
BASF CORPORATION
\
L

Michael Gill WAY
e
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NEW CORRESP
nC

February 18, 2000

Office of Generic Drugs, CDER, FDA

Document Control Room, Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Attn: Bonnie McNeal, Project Manager (301) 827-5848

RE: ANDA 75-682
Intent to Amend the Application

Dear Ms. McNeal:

Pursuant to 21 CFR 314.120, we do intend to amend ANDA 75-682 to address the major
deficiencies listed in your facsimile dated February 7, 2000.

If you have questions regarding this submission, please contact me at (318) 861-8103.
Sincerely,

Michael Gill

Regulatory Specialist

APPEARS 1HIS WAY
ON ORIGINAL

8800 Line Avenue, Shreveport, Louisiana 71106, Post Office Box 6750, Shreveport, Louisiana 71136-6750 (318) 861-8200
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BASF Corporation

Attention: Michael Gill
8800 Line Avenue

Shreveport, LA 71106
|IIIlllIl”IIIIIIIIlIIIIllllIIIIIll|l|l|I|IIIIIIIIIII|||"III|

SFR ] 6 1999

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

Reference is also made to your amendment dated August 16, 1999.
NAME OF DRUG: Ibuprofen Tablets USP, 400 mg, 600 mg, and 800 mg
DATE OF APPLICATION: July 30, 1999

DATE (RECEIVED) ACCEPTABLE FOR FILING: August 2, 1999

We will correspond with you further after we have had the
opportunity to review your application.

Please identify any communications concerning this application
with the number shown above.

Should you have questions concerning this application contact:
Bonnie McNeal

Project Manager
(301) 827-5848

Sincerely yours,
. P

R 7.

sl .

Robert L. West, M.S., R.Ph.

Director,

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

7
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August 16, 1999

Mr. Douglas Sporn, Director NEW CORRESP
Office of Generic Drugs /VC—
CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA 75-682, Ibuprofen 800 mg Tablets
Information Amendment requested by FDA Reviewer Nasser Mahmud

Dear Mr. Sporn:

This information amendment was requested in a telephone conversation with FDA Reviewer
Nasser Mahmud on August 11, 1999. Mr. Mahmud requested that we clarify our
commitment to withdraw our existing ibuprofen ANDASs upon the approval of this current
application.

I explained to Mr. Mahmud that BASF Corporation does own the currently approved
ANDAs 70-745, 70-099, 70-083, 70-088, and NDA # 18-197 for ibuprofen tablets. These
were the original ibuprofen applications that were submitted by Boots Pharmaceuticals, Inc.
and approved by the FDA. BASF Corporation acquired these applications from Boots
Pharmaceuticals through the corporate acquisition of the Boots Pharmaceuticals, Inc.
business in 1995. These are separate applications for each strength of ibuprofen tablet and
are separate formulations for each strength as well.

We have developed a new common formulation for all of our strengths of ibuprofen tablets
(200 mg, 400 mg, 600 mg, and 800 mg). The development of a common formulation to use
for all of our different ibuprofen tablet strengths provides us with a much better
manufacturing process from a quality point of view as well as a much more economical
product for the consumer.

7 XRFORp
& 2%
RECD
AUG 171999

8800 Line Avenue, Shreveport, Louisiana 71106, Post Office Box 6750, Shreveport, Louisiana 71136-6750 (318) 861-8200
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We have submitted the 400 mg, 600 mg, and 800 mg ibuprofen tablet application as a single
ANDA. We intend to withdraw all of the other separate ANDAs upon approval of this single
new ANDA (once the distributed market supply under the current ANDASs is exhausted).
The 200 mg ANDA was submitted as a separate application on June 30, 1999 (ANDA

# 75-661).

Thank you for the prompt handling of this amendment.
Should you have additional questions, please contact me at 318-861-8103.
Sincerely,

BASF CORPORATION

Michael Gill
Regulatory Specialist

ropEARS 1 AIS WAY
o1 ORIGINAL

e
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July 30, 1999

Mr. Douglas Sporn, Director
Office of Generic Drugs
CDER, FDA

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855

RE: ANDA for Ibuprofen, USP (400 mg, 600 mg and 800 mg)
Dear Mr. Sporn:

Pursuant to Section 505(j) of the Federal Food, Drug and Cosmetic Act, BASF
Corporation submits today an original abbreviated new drug application (ANDA),
seeking approval to market Ibuprofen Tablets, USP, (400 mg, 600 mg and 800 mg) that
are bioequivalent to the reference listed drug manufactured by McNeil Consumer
Products Company, pursuant to NDA #017463. The submission includes an in vivo
bioequivalence study comparing our Ibuprofen Tablets, USP, 800 mg strength to the
reference listed drug. Also included in this submission is data supporting the approval of
both a 400 mg and 600 mg Ibuprofen Tablet that are quantitatively proportional to our
800 mg Ibuprofen Tablet formulation. We are requesting a waiver for demonstration of
in vivo bioequivalence for the 400 mg and 600 mg tablet formulations.

The contact person for this submission is Michael Gill
Regulatory Specialist

Written correspondence can be mailed to BASF Corporation
8800 Line Avenue
Shreveport, LA 71106
Or faxed to 318/861-8297

Phone calls to address any quesﬁons or issues are welcome. My phone number is
318/861-8103.

The proprietary name, IBU®, is used in the submission to denot lets
USP.
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This ANDA consists of six volumes. BASF is filing an archival copy (in blue folders) of
the ANDA that contains all the information required in the ANDA; and a technical
review copy (in red folders) which contains all the information in the archival copy, with
the exception of the Bioequivalence Section (VI). A separate copy of the Bioequivalence
Section is provided in an orange folder. The ANDA is being submitted in hard copy
format with a single diskette containing the data file for the in vivo bioequivalence
studies (fed and fasting for the ibuprofen 800mg tablets).

For more detailed information about the organization of this ANDA, please refer to
Page 001 of the ANDA, “Executive Summary-Organization of the ANDA.”

In the event post approval methods validation process issues arise, BASF commits to full
resolution of all issues as a basis of approval.

This also certifies that, concurrently with the filing of this ANDA, a true copy of the
technical sections of the ANDA (including a copy of the Form FDA 356h and a
certification that the contents are a true copy of those filed with the Office of Generic
Drugs) was sent to the New Orleans, Louisiana District Office. This “field copy” was
contained in a burgundy folder. A copy of our cover letter to the New Orleans, Louisiana
District Office is attached.

Thank you for your prompt handling of this submission.
Sincerely,
BASF CORPORATION

DAl o

Michael Gill
Regulatory Specialist

APPEARS (1S WAY
ON ORIGINAL
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BASF Corporation
Attention: Michae]l Gill
8800 Line Avenue

Shreveport, LA 71106
”lll,lll”lll'”l'lll”lll”lI,lll'l'l’l”lll'l'll'l'll”llll

Reference is also made to your amendment dated August 16, 1999,
NAME oF DRUG: Ibuprofen Tablets USP, 400 mg, 600 mg, ang 800 mg
DATE oF APPLICATION: July 30, 1999

DATE (RECEIVED) ACCEPTABLE FOR FILING: August 2, 1999

Bonnie McNeal
Project Manager
(301) 827-5848

Sincerely youfs,_ .
“

Robert 1., West, M.s., R.Ph.

—

s






