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APPLICATION NUMBER:

40-084/5-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-022; S-023; S-024;
S-028 '

APPROVAL LETTERS
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ANDA 40-084/S-001, S-002

"Mallinckrodt Chemical, Inc.

Attention: Charles H. Smith

16305 Swingley Ridge Drive

Chesterfield, MO 63017-1777 JUL 29 |95

Dear Sir:

This is in reference to your supplemental new drug applications
dated June 3, 1995, submitted pursuant to 21 CFR 314.70 regarding
your abbreviated new drug application for Hydrocodone Bitartrate
and Acetaminophen Tablets, USP 10 mg/660 mg.

Reference is also made to your amendments dated May 31, 1996.
The supplemental applications prov1de for'

S-001: New tablet strength contalnlng Hydrocodone
Bitartrate 10 mg and Acetaminophen 660 mg.

S-002: Labeling Revision

We have completed the review of these supplemental applications
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yoﬁrs,

'Frank 0. Holcombe, Jr., Ph D.
Director
Division of Chemistry II
Office of Generic Drugs.
Center for Drug Evaluation and Research




ANDA 40—084/5—003, 5-004, sS-005, S-006

Mallinckrodt Chemical, Inc.
Attention: Charles H. Smith
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

JUL 3 1996

Dear Sir:

This is in reference to your supplemental new drug applications
dated July 25, 1995 (S-003, S-004) and September 1, 1995 (S-005,
S-006) submitted pursuant to 21 CFR 314.70, regarding your
abbreviated new drug application  for Hydrocodone Bitartrate and
Acetaminophen Tablets USP, 5 mg/500 mg and 7.5 mg/750 mg.

Reference is also made to your amendments dated April 30, 1996
and May 29, 1996.

The supplemental -applications provide for:

S-003: Additional packaging configuration of 1000 tablets
per bottle for the 7.5 mg/750 mg product.

S-004: Labeling revision for 7.5 mg/750 mg product.

S-005: New packaging configurétion - 1000 count bottles

of 5 mg/ 500 mg strength product.
S-006: - Labeling revision for 5 mg/500 mg product.

We have completed the review of these supplemental applications
and they are approved.

APPEARS THIS WAY
ON ORIGINAL



We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81. ’

The material submitted is being retained in our files.

Sincerély yours,

Frank O. Holcombe, Jr., Ph.D.

Director .

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
-ON ORIGINAL -
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ANDA 40-084/S-007, S-008

Mallinckrodt Chemical, Inc.

Attention: Charles H. Smith

16305 swingley Ridge Drive ' OCT | 6 logs
Chesterfield, MO 63017-1777 -
Il"lllIIII"IIIIII"IIII'IIII“IIl"lll"lllllll"l

Dear. Sir:

This is in reference to your supplemental new drug applications
dated December 8, 1995, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 5 mg/500 mg and 7.5
mg/750 mg.

Reference is made to your amendments dated August 1, 19 and
September 11, 1996.

The supplemental applications provide for:

S-007: An additional product strength of Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10
mg/650 mg.

5-008: Labeling Revision incorporating additional product
strength.

We have completed the review of these supplemental applications
and they are approved.

We remind YOu that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material sﬁbmitted is being retained in our files.
Sincerely yours,

-Frank O. Holcombe, Jr., Ph.D

Director a

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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ANDA“40-084/S-009 (5 mg/500 mg, 7.5 mg/750 mg,

- " 10 mg/660 mg and 10 mg/650 mg)
89-160/S-012 (5 mg/500 mqg)
89-725/S-015 (7.5 mg/650 mg)

Mallinckrodt Chemical, Inc.

Attention: Marianne Robb PR
16305 Swingley Ridge Drive JUL e
Chesterfield, MO 63017 '

Dear Madam:

This is in reference to your supplemental new drug applications
dated November 26, 1996, submitted pursuant to 21 CFR 314.70

- regarding your abbreviated new drug applications for Hydrocodone
Bitartrate and Acetaminophen Tablets, USP.

Reference is also made to your amendments dated May 22, 1997.

The supplemental applications provide for revised package insert
labeling reflecting a combined insert for all three ANEXIA® '
product strengths (5 mg/500 mg, 7.5 mg/650 mg, and 10 mg/660 mg)
and a combined insert for all five generic strengths

(5 mg/500 mg, 7.5 mg/650 mg, 7.5 mg/750 mg, 10 mg/650 mg,

10 mg/660 mg). :

We have completed the review of these supplemental applications
and they are approved. However, at the time of next printing
increase the print size of the molecular formula and the
molecular weight in the DESCRIPTION section. :

Revised insert labeling may be submitted in an annual report
provided the changes are described in full. We refer you to 21
CFR 314.81(b) (2) (iii) for further guidance.

We remind you that you must comply with the requirements for an '
approved abbreviated new drug application described in ’
21 .CFR 314.80-81. ’ .

APPEARS THIS WAY
ON ORIGINAL



The material submitted is being retained in our files.

Sincerely Yours,_

Jerry Phillips

Director A

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

cc: ANDA 40-084/S-009
89-160/S~-012
89-725/S-015
Division File
HFD-92 with labeling
HFD-600/Reading File
HFD-610/JPhillips
Field Copy
njg/7/1/97/%:\...40084s9.apl
APPROVAL LETTER - MULTIPLE SUPPLEMENTS

Endorsements: .
HFD-613/JWhite
.HFD-613 /CHoppes
HFD~613 /JGrace

APPEARS THIS WAY
ON ORIGINAL



ANDA 40-084/S-010, S-011, S-012, S-013, S-014, S-015

Mallinckrodt Inc. o

Attention: Connie McNabb MAR 13
675 McDonnell Blvd.

P.O. Box 5840

St Louls, Missouri 63134

Dear Madam:

" This is in reference to your supplemental new drug applications
dated June 30, 1998, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

Reference is also made to your amendments dated May 28, 1999,
September 2, 1999, and December 23, 1999.

The supplemental applications provide for:

5-010:

[
o

S-011: Formulation revision-change in compoﬁents and
composition.

S-012: Manufacturing revision-change from - ' e
to - and changes in manufacturing
processes and procedures.

S5-013: Controls revision-change in in-process
specifications for major formulation and process
changes.

S-014: Package revision for change in the

container/closure system including HDPE bottles of
100 count, HDPE bottles of 500 count and unit dose
blister packaging.

S-015: Labeling revision for new formulation.



We have completed the review of these supplemental applications
and they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR

314.80-81.

J

The material submitted is being retained in our files.

Sincerely yours,

~ . O o
\[n‘d/v[(/(/ cb’7§ %\‘g ’230
Florence S. Fang
Director
Division of Chemistry II N
Office of Generic Drugs '
Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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See Attached

APR 11 2002

Mallinckrodt Inc.
Attention: Melissa Cay
675 McDonnell Blvd

St Louis, Missouri 63134

Dear Madam:

This 1s in reference to your supplemental new drug application
dated November 30, 2001, submitted under sectionASOS(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug applications noted on the attached list.

This supplemental application, submitted as “Changes Being
Effected in 30 Days”, provides for the following changes:

The addition o o g i vz 3 Q) -

e e o A, A S RN TR £ £

We have completed the review of this supplemental application
and it is approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

L‘-V:LCu~£2*:¥z{~qv~,
ﬁ Florence S. Fang
Director

Division of Chemistry IT
Office of Generic Drugs
Center for Drug Evaluation and Research



Globals Attachment:

40-08475-016:
40-201/5-007:
40—46675-001:
46—439+5-001:
89=160/5=032:
89=72575=027:

Hydrocodone Bitartrate/Acetaminophen
Hydrocodone Bitartrate/Acetaminophen
Hydrocodone Bitartrate/Acetaminophen
Acetaminophen/Codeine Phosphate

Acetaminophen/Hydrocodone Bitartrate
Acetaminophen/Hydrocodone Bitartrate

RPPEARS THIS WAY
ON ORIGINAL



ANDA 40-084/S-017, S-018

DEC -2 2002

Mallinckrodt Inc.

Attention: Melissa Cay 3
675 McDonnell Blvd.

P.O. 5840

St. Louis, MO 63134-0840

Dear Madam:

This is in reference to your supplemental new drug applications
dated January 11, 2002, submitted under 505(j) of Federal Food,
Drug, and Cosmetic Act, regarding your abbreviated new drug
application for Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

Reference is also made to your amendments dated: July 1, July
24, and August 26, 2002.

These supplemental applications, submitted as “Changes Being
Effected in 30 days”, provide for the following changes:

S-017: The addition of 30, 60, 90 and 120 count bottle
sizes

S-018: New container labels
We have completed the review of these supplemental applications
and ‘they are approved.
We remind you that you must comply with the requirements for an

approved abbreviated new drug application described in 21 CFR
314.80-81.

APPEARS THIS WAY
0N ORIGINAL -



The material submitted is being retained in our files.

Sincerely yours,

94,/ 2{ M }*b'lfj’/'

Florence S. Fang

Director

Divigion of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
Ol ORIGIHAL



ANDA 40-084/S-019

Mallinckrodt Inc.

Attention: Marianne Rob : SEP 21 ;
675 McDonnell Blvd.

P.O. Box 5840

St. Louis, MO 63134-0840

™S
o]

[ e 4
[

Dear Madam:

This is in reference to your supplemental new drug application
dated April 9, 2002, submitted under 505(j) of Federal Food,
Drug, and Cosmetic Act, regarding your abbreviated new drug
application for Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

This supplemental application, submitted as “Prior Approval”
provides for the following change:

S-019: Provides for

We have completed the review of this supplemental appllcatlon,
and it is approved :

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

. e

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 40-084/5-020

Mallinckrodt Inc. R B
Attention: Russell D. Reed o
675 McDonnell Blvd

P.O. Box 5840

St. Louis, MO 63134-0840

Dear Sir:

This is in reference to your supplemental new drug application dated September 24, 2002,
submitted pursuant to 21 CFR 314.70(c) "Special Supplement - Changes Being Effected”
regarding your abbreviated new drug application for Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 7.5 mg/750 mg, 10 mg/650 mg, 10 mg/660 mg and Anexsia® (Hydrocodone
Bitartrate and Acetaminophen Tablets, USP) 10 mg/660 mg.

The supplemental application provides for revised package insert labeling reflecting changes
‘requested in the Agency's letter dated July 3, 2002 regarding ANDA 40-468.

We have completed the review of this supplemental application and it is approved. HoweVer, we
have the following comments:

1. CONTAINER

We note that you have proposed the proprietary name Anexsia® for your drug
product, Hydrocodone Bitartrate and Acetaminophen Tablets USP,

10 mg/660 mg. Since you are proposing the same proprietary name "Anexsia®™"
approved for your drug products of three different strengths, we ask that you print
the following text in a prominent manner so that it may prevent potential
medication errors due to the confusion of strengths:

Multiple strengths: Do not dispense unless strength is stated.
2. INSERT
a. Regarding your proposed proprietary name, Anexsia®, please be reminded

that the requirements for 21 CFR 201.10(g)(1) should be met. Please
revise your insert labeling containing the proprietary name in this regard.



b. We ask that you further revise your labeling as follows:

PRECAUTIONS - Include the following subsection as the last one in this
section:

Geriatric Use - Clinical Studies of hydrocodone bitartrate and
acetaminophen tablets did not include sufficient numbers of subjects aged
65 and over to determine whether they respond differently from younger
subjects. Other reported clinical experience has not identified differences
in responses between the elderly and younger patients. In general, dose
selection for an elderly patient should be cautious, usually starting at the
low end of the dosing range, reflecting the greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other
drug therapy.

Hydrocodone and the major metabolites of acetaminophen are known to be
substantially excreted by the kidney. Thus the risk of toxic reactions may
be greater in patients with impaired renal function due to the accumulation
of the parent compound and/or metabolites in the plasma. Because elderly
patients are more likely to have decreased renal function, care should be
taken in dose selection, and it may be useful to monitor renal function.

Hydrocodone may cause confusion and over-sedation in the elderly; elderly
patients generally should be started on low doses of hydrocodone bitartrate
and acetaminophen tablets and observed closely.

Please revise the container labels and insert labeling as instructed above and submit in final print |
as a "Special Supplement - Changes Being Effected" in accordance with 21 CFR 314.70(c) to this
approved application.

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 with your last submission with all differences annotated
and explained. '

We remind you that you must comply with the requirements for an approved abbreviated new
drug application described in 21 CFR 314.80-81.



The material submitted is being retained in our files.

Sincerely yours, ) ,
0 o)
m*Peter Rickman

Director

Division of Labeling and Program Support

Office of Generic Drugs

Center for Drug Evaluation and Research

cc:  ANDA 40-084/S-020
Division File
HFD-92

VAFIRMSAM\MALLINCKRODT\LTRS&REV\40084s20AP.LABELING.doc

ENDORSEMENTS: HFD-613/CPARK &%Mﬁ /7o
HFD-613/LGolson '

Approval Letter - Single Supplement
FOR THE RECORD

The comments regarding PRECAUTIONS, Geriatric Use is based on the consult response from
HFD-550 on 40-094/5-023 (Hydrocodone Bitartrate and APAP Tablets USP, 7.5 mg/650 mg,
10 mg/650 mg, & 10 mg/660 mg), received on 3/5/03. The sponsor withdrew S-023 and
submitted a new supplement (S-024). These comments should be applicable to all Hydrocodone
Bitartrate/ APAP tablets, USP of different strengths.

APPEARS THIS WAY
ON ORIGINAL



. ANDA 40-084/5-021

_ APR 25 2003
Mallinckrodt Inc.

Attention: Marianne Rob

675 McDonnell Blvd.

P.0O. Box 5840

St. Louis, MO 63134-0840

Dear Madam:

This is in reference to your supplemental new drug application
dated November 20, 2002, submitted under 505(j) of Federal Food,
Drug and Cosmetic Act, regarding your abbreviated new drug
application for Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

This supplemental application, submitted as “Prior Approval”
provides for the following change:

S=021: Provides for = S S
e A5 AN in-process specification.

We have completed the review of this supplemental application,
and it is approved. '

We remind you that you must comply with the requirements for an
approved abbreviated new drug application described in 21 CFR
314.80-81. '

The material submitted is being retained in our files.

Sincerely yours)

,qp@/ iqf | LQ-’\)‘{[O;

Florence S. Fang
Director

Division of Chemistry II
Office of Generic Drugs
Center for Drug Evaluation and Research



ANDA 40-084/5-022

JUL 16 2003

Mallinckrodt Inc.
Attention: Russell D. Reed
675 McDonnell Blvd

P.O. Box 5840

St. Louis, MO 63134-0840

Dear Sir:

This is in reference to your supplemental new drug application dated June 26, 2003, submitted
pursuant to 21 CFR 314.70(c) "Special Supplement - Changes Being Effected" regarding your
abbreviated new drug application for Hydrocodone Bitartrate and Acetaminophen Tablets USP,
7.5 mg/750 mg, 10 mg/650 mg, 10 mg/660 mg and Anexsia® (Hydrocodone Bitartrate and
Acetaminophen Tablets, USP) 10 mg/660 mg.

The supplemental application provides for revised package insert labé]ing feﬂecting the addition
of a "Geriatric Use" subsection in the PRECAUTIONS section. In addition, it provides for
revised container labels for Anexsia® as requested in the Agency's letter of April 11, 2003.

We have completed the review of this supplemental application and it is approved. However, at
the time of next printing, please revise the storage temperature statement on all labeling to read
"Store at 20 to 25°C (68 to 77°F). [see USP Controlled Room Temperature]".

Revised labels and labeling may be submitted in an annual report provided all changes are
described in full.

We remind you that you must comply with the requirements for an approved abbreviated new
drug application described in 21 CFR 314.80-81. '

The material submitted is being retained m our files.

Sincerely yours,

Q/,\ﬂWjﬁ/ 2153

Peter Rickman
Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research -



cc: ANDA 40-084/S-022

Division File

HFD-92
VAFIRMSAMMMALLINCKRODT\LTRS&REV\40084s22AP.LABELING.doc

ENDORSEMENTS: HFD-613/CPARK C/%j(/ W / /é/o;
HFD-613/LGolson

Approval Letter - Single Supplement
FOR THE RECORD

The sponsor proposed separate package insert labeling for each strength and one using a
proprietary name, Anexsia®. We find this proposal is acceptable.

APPEARS THIS WAY
ON ORIGIMAL



NOV 13 Z002

ANDAs: See Attached - g O } 3
7

Mallinckrodt, Inc.
Attention: Ms. Marianne Robb
675 McDonnell Boulevard

P.O. Box 5840

St. Louis, MO 63134

Dear Madam:

This is in reference to your supplemental new drug applications
dated October 27, 2003, submitted under section 505(j) of the
Federal Food, Drug and Cosmetic Act, regarding your abbreviated
new drug applications for drug products noted on the attached
list.

These supplemental applications provide for —ee—m——
~as an approved in-process

contrecl.

We have completed the review of these supplemental appllcaflons
and. they are approved.

We remind you that you must comply with the requirements for an
approved abbreviated new drug appllcatlon described in 21 CFR
314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

éﬂ« gér{ HI(S’/'O?

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center of Drug Evaluation and Research

181



Attachment:

ANDA No.
40-201/5-014

89-725/5-035
75-983/5-006
74-184/5-005
40-084/5-023

89-160/5-039
40-436/5-001
40-419/8-007

40-352/5-002
40-300/5-002
75-738/5-009
75-629/5-003

40-050/8~007
40-405/5-009
40-409/5-007
40-40075-007

Drug Product Name

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/500 mg
and 10 mg/500 mg )
Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/650 mg
Tramadol Hydrochloride Tablets, 50 mg

Methadone Hydrochloride Tablets USP, 40 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP,

7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 5 mg/500 mg
Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

Acetaminophen and Codeine Phosphate Tablets USP, 300 mg/15 mg,

300 mg/30 mg, and 300 mg/60 mg

Meperidine Hydrochloride Tablets USP, 50 mg and 100 mg
Methylphenidate Hydrochloride Tablets USP, 5 mg, 10 mg, and 20 mg
Propoxyphene Napsylate and Acetaminophen Tablets USP, 100 mg/650 mg
Methylphenidate Hydrochloride Extended-Release Tablets *USP, 10 mg
and 20 mg

Methadone Hydrochloride Tablets USP, 5 mg and 10 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/325 mg
Hydrocodone Bitartrate and Acetaminophen Tablets USP, 5 mg/325 mg
Hydrocodone Bitartrate and Acetaminophen Tablets USP, 10 mg/325 mg

APPEARS THIS WAY

ON ORIGINAL
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ANDA See attached (6) \ARSNE

Mallinckrodt Inc.

Attention: Marianne Robb

675 McDonnell Blvd.

" P.O. 5840 '

St. Louis, MO 63134-0840 - JUN -1 2004

Dear Madam:

This is in reference to your supplemental new drug applications
dated December 16, 2003, submitted under 505(j) of Federal Food,
~Drug, and Cosmetic Act, regarding your abbreviated new drug
applications for the drug products noted on the attached list.

These supplemental applications, submltted as “Prlor Approval
Supplements” prov1de for , . ; N

e SR A TATYS T A A IS T S0 e G i T - e
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We.have completed the review‘Of these supplemental applications
and they are approved.

We remind you that you must comply with the'requirements for
approved abbreviated new drug applications descrlbed in 21 CFR
'314.80-81.

The material submitted is being retained in our files.

Sincerely yours,

R.c. Qdarnv 7?7/

Florence S. Fang

Director

Division of Chemistry IT

~Office of Generic Drugs

Center for Drug Evaluation and Research



ANDA 40—084/5—025,'5—026 /
/04t
12/6/

Mallinckrodt Inc.
Attention: Ronald Groman
675 McDonnell Blvd.

P.O. Box 5840 .
St. Louis, MO 63134-0840

Dear Sir:

This is in reference to your supplemental new drug applications
dated June 9, 2004, submitted under 505(j) of Federal Food, Drug
and Cosmetic Act, regarding your abbreviated new drug
application for Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/750 mg.

Reference .is also made to your amendment dated July 30, 2004.

These supplemental applications, submitted as “Changes Being
Effected-30 Days” provide for a new bulk packaging
container/closure configuration(s—025) and new bulk container
labeling (S-026).

We have completed the review of these supplemental applications
and they are approved. '

We remind you that you must comply with the requireménts for an
approved abbreviated new drug application described in 21 CER
314.80-81.

The material submitted is being retained in our files.
Sincerely yours,

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



Lig—0 §Y /5y

ANDAs: See attached (32)

Mallinckrodt, Inc.
Attention: Ron Groman
675 McDonnell Blvd
P.O. Box 5840

St. Louis, MO 63134

Dear Sir:

This is in reference to your supplemental new drug applications
dated June 30, 2004, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug applications listed on the attached pages.

These supplemental applications, submitted as “Supplement -
Changes Being Effected in 30 days” provide for:

See attached: To add S

T

We have completed the review of these supplemental applications
and they are approved.

We remind you that you must comply with the requirements for the
approved abbreviated new drug applications described in 21 CFR
314.80-81.

The materials submitted are being retained in our files.

Sincerely yours,

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



Attachment:

ANDA No.

40-050/5-007

40-084/5-024

40-201/8-015

74-184/S-006
89-160/5-040

89-725/5-036

Drug Product Name

Methadose Oral Tablets (Methadone Hydrochloride
Tablets USP, 5 mg and 10 mg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP,
(7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP,
(7.5 mg/500 mg, 10 mg/500 mg) '

Methadose Dispersible Tablets (Methadone

Hydrochloride tablets USP, 40 mg

ANEXIA Hydrocodone Bitartrate and Acetaminophen
Tablets USP, (5 mg/500mg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP,
(7.5 mg/650 mg)

'APPEARS THIS WAY
ON ORIGINAL




CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/S5-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-022; S-023; S-024;
S-028

TENTATIVE APPROVAL
LETTER
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ANDA 40-084/5-009 (5 mg/500 mg, 7.5 mg/750 mg,
10 mg/660 mg and 10 mg/650 mg)
89-160/5-012 (5 mg/500 mg)
89-725/5-015 (7.5 mg/650 mg)

Mallinckrodt-Chemical, Inc.

Attention: Marianne Robb _ »
16305 Swingley Ridge Drive o 5w
Chesterfield, MO 63017 '
Illl'lllllllllIlllllllllllllllll

Dear Madam:

This is in reference to your supplemental new drug applications

dated November 26, 1996, submitted pursuant to 21 CFR 314.70
regarding your abbreviated new drug applications for Hydrocodone
Bitartrate and Acetaminophen Tablets, USP.

The supplemental applications provide for revised package insert
labeling reflecting a combined insert for all three ANEXIA®
product strengths (5 mg/500 mg, 7.5 mg/750 mg, and 10 mg/ 660 mg)
and a combined insert for 'all five generic strengths

(5 mg/500 mg, 7.5 mg/650 mg, 7.5 mg/750 mg, 10 mg/650 mg,

10 mg/660 mg) . _ ' _

We have completed the review of these supplemental applications
and they are approvable. However, before the supplemental

- applications may be approved, it is necessary that you prepare

and submit final printed insert labeling as amendments to these
supplemental applications..

The changes provided for in these supplemental applications may
not be initiated until you have been notified in writing that the

-supplemental applications are approved.

Sincerely yours,

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/5-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-0225 S-023; S-024;
S-028

FINAL PRINTED LABELING
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DESCRIPTION
" 10/660 (hy: done bi and i ) are i ’inta*ﬂmmfor
oral administration.
Hydmcodoné:bnamateisanopioid ic and antitussn d as fine, white crystals

oras auystalﬁne powder. ltis affected by light. The chemical name is 4,5a-epoxy-3-methoxy-
17-methylmorphinan-6-one tartrate (1:1) hydrate (2:5). It has the following structural formuta:

212H,0
i
MW 194,50
A ilide, a slightly bitter, white, odoriess, crystalline
powder,isa i ic and anti ic. it has the ing struc-
turat formula:

nLONH

[XTEEN

Each ANEXSLA® 10/660 tablet contains:
Hydrocodone Bitartrate*, USP

" «(Warning: May be habit forming) % $
inophen, USP ;
In addition each ANEXSIA® 10/660 tablet ins the ing inactive i
Stearate NF, Pregelatinized Starch NF, Starch (com) NF, and Stearic Acid NF.
: 3 CLINICAL PHARMACOLOGY

Hyc o isa :-1 ic narcotic ic and anti ive with multiple actions
qualitatively similar to those of codeine. Most of these involve the central nervaus system and
smooth muscle. The precise ism of action of hy and other opiates is not

Kknown, although it is believed to relate to the existence of opiate receptors in the central nervous

system. In addition to analgesia, narcotics may produce drowsiness, changes in mood and

mental clouding.
The it

action of hen involves perip i but the specific
is as yet ined ipyretic activity is iated through ic heat
centers. inophen inhibits pi it Tt ic doses of

acetaminophen have negligible effects on the cardiovascutar or respiratory systems; however,
toxic doses may cause circulatory failure and rapid, shallow breathing.

Phar ineti e fior of the individual ts is ibed below.
Hydrocodone: Following a 10 mg oral dose ofhydmeod:ltadnﬁn’ﬂemibﬁveaddlnﬂ!e
subjects, the mean peak concentration was 23.6 + 5.2 ng/mL. Maximum serum levels were
achieved at 1.3 = 0.3 hours and the halt-lfe was determined to be 38 = 0.3 hours.
exhibits a lex pattem of ism including O- ion, N- v
reduction to the corresponding 6-a - and 6-f3 -hydroxymetabolites.

See OVERDOSAGE for toxicity information.

Acetaminophen: A i is rapidty d from the i inal tract and is
distributed throughout most body tissues. The plasma half-tife is 1.25 to 3 hours, but may be
increased by liver damage and i imination of ' s prind
by liver i j i and renal excretion of metabolites. Approximately
85% of an oral dose appears in the urine within 24 hours of administration, most as the glu-

id j with small of other j and d drug.

See OVERDOSAGE lor toxicity information.

INDICATIONS AND USAGE

Hydrocodone bitartrate and i tablets are indi for the refief of to

moderately severe pain.

and 6-keto

CONTRAINDICATIONS
This product should not be administered to patients who have previously exhibited
yp itivity to hy or i

‘WARNINGS

Respiratory Depression: At high doses or in sensitive patients, tydrocodone may produce
dose-related respiratory depression by acting directly on the brain stem respiratory center.
Hydrocodone also affects the center that controls respiratory rhythm, and may produce tregular
and periodic breathing.

Head Injury and d iat P The y dep
narcotics and their capacity to elevate cerebrospinal fluid pressure may be markedly
in the presence of head injury, other intracranial lesions or a pre-existing increase in ntracrasial
p f ics produce adverse reactions which may obscure the clinical
course of patients with head injuries.

effects of

Acute inal C The ini ion of i rmyobsneltnu’.amo&or
clinical course of patients with acute abdominal conditions.
PRECAUTIONS

General: Special Risk Patients: As with any narcotic analgesic agent, ANEXSLA® 10/660
tablets shouid be used with caution in elderly or debilitated patients, and those with severe
impainment of hepatic or renal function, hypotiyroidism, Addison's disease, prostatic hypertrophy
or urethral stricture. The usual precautions should be ohserved and the possibility of respiratory
depression should be kept in mind.

Cough Reflex: Hydrocodone suppresses the cough reflex; as with all narcotics, caution
should be exercised when ANEXSIA® 10/660 tablets are used postoperatively and in patients
with pulmonary disease.

Information for Patients: Hydrocodone, like 2ll narcotics, may impair mental and/or
physical abilities required for the of ially tasks such as driving a car or
operating machinery; patients should be cautioned accordingly.

Alcohol and other CNS depressants may produce an additive CNS depression, when taken
with this combination product, and should be avoided.

Hydrocodone may be habit-forming. Patients should take the drug only foraslong as itis
p ibed, in the p ibed, and no more frequently than prescribed.

Laboratory Tests: In patients with severe hepatic or renal disease, effects of therapy
should be monitored with seria liver and/or renal function tests.

Drug i Patients ipsy A
agents, or other CNS dep its (i ding alcohol) i with 10/660
tablets may exhibit an additive CNS dep: ion. When ined therapy & d, the
dose of one or both agents should be reduced.

The use of MAD inhibitors or tricyclic antidep with hy P ions may
increase the effect of either the antidepressant or hydrocodone.

Drug/lL y Test ions: A inophen may produce false-positive test
results for urinary 5-hydroxyindoleacetic acid-

Carci i i pail t of Fertility: No adequate studies have been
conducted in animals 10 ine whether or inophen have a potential for

i i is, or impai of fertility.

Y




. Pregnancy:
5. Teratogenic Effects: Pregnancy Category C: There are no adequate and well-controled
< . - . . . studies in pregnant women. ANEXSIA® 10/660 tablets should be used during pregnancy only if
. o the potential benefit justifies the potential risk to the fetus.

M . ~ N . N . : B : N Nonteratogenic Effects. Babies bom to mothers who have been taking opioids regularty
prior to defivery will be The wil slgns include irritability and
excessive crying, tremors, ive reflexes, i Y rate, i stools,
sneezing, yawning, vomiting and fever. The intensity of the syndmme does not always comelate
with the duration of matemal opioid use or dose. Thereis no consensus on the best method of

managing withdrawal.
Labor and Delivery: As with all narcotics, administration of this product to the mother
shortly before delivery may result in some degree of i y dep: fon in the b
especially if higher doses are used
AR . . Nursing A is in breast milk in small amounts, but the
- [ N significance of its effects on nursing infants is notknown. It is not known whether hydrocodone is
. . - . ' excreted in human milk. Because many drugs are excreted in human milk and because of the
- . . potential for serious adverse reactions in nursmqrﬂanls from hydrocodone and acetaminophen,
LY : a decision should be made whether to di inue nursing or to di inue the drug, taking into

account the importance of the drug to the mother.
Pediatric Use: Safety and effectiveness in pediatric patients have not been established.
ADVERSE REACTIONS
The most adverse ions are light:
nausea and vomiting. Th&se effects seem to be more promment in ambulatory than in non-
ambulatory patients, and some of these adverse reactions may be alleviated if the patient lies

down.
Other adverse reactions include:
Central Nervous System: D i mental ing, lethargy, i i of mental
-~ and physical performance anxiety, fear, d ia, psychic d mood ch
ystem: F inis ion of hyd bi and

acetaminophen tablets may produce consupahon

Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary retention
have been reporled with opiates

y D bitartrate may prod {ated

depression by actmg dlrec([y on hram stem respiratory centers (see OVERDOSAGE)

Dermatological: Skin rash, pruritus.

The following adverse drug events may be bome in mind as polentlal effects of aceta-

allergic i rash, thi
Potential effects of high dosage are hs(ed ln the OVEHDOSAGE section.
DRUG ABUSE AND DEPENDENCE

Controfied Substance: ANEXSIA® 10/660 Tablets (t Bitartrate and
Tablets, USP) are classified as a i

Abuse and-Deps Psychic d ' nce, and may
developi upon Spé ini of i this product should be preseribed
and administered with  caution, However, psychic dependence is unlikely to develop when
ANEXSIA® 10/660 tablets are tiséd for a short time for the treatment of pam

Physical the ition in which i i o' the drug is
required to prevent the of a i i
proportions only after several weeks of { ‘larcouc use, some mlld degree of

physical dependence may develop after a few days of narcotic therapy. Tolerance, in which
increasingly large doses are required in order to produce the same degree of analgesia, is

manifested initially by a shortened duration of effect, and sub: ly by n
the intensity of analgesia. The rate of development of tolerance varies among patients.
OVERDOSAGE

* Following an acute overdosage, toxicity may result from hydrmcodone or acetamnophen.
v o R s Slgns and Symptoms

R : Serious with hy is i by i Y
(a in i Y rate and/or tidal volume, Cheyne-Stokes respiration,
extreme P ta stupor or coma, skeletal muscle flaccidity, cold

. and clammy skin, and and h ion. In severe apnea,
s ° circulatory collapse, cardiac amest and death may oceur.

Acetaminophen: In overdosage: d iadly fatal hepatic
- . necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic coma and
N M thrombocytopenia may also occur.
Early 1 rdose may include: nausea, vom-

iting, diaphoresis and general malalse Cllnlcal and laboratory evidence of hepatic toxicity may
not be apparent until 48 to 72 hours post-ingestion.

in adults, hepatic toxicity has rarely been reported with acute overdoses of less than 10
grams, or fatalities with less than 15 grams.

Treatment: A single or multiple with and i
potentially lethal polydrug overdose, and consultation with a regional poison control center is
recummended.

support of i i function and to
reduce drug absorption. Vomiting should be induced mechanically, or wnth syrupuflpecac i
the patient is alert {adequate pharyngeal and laryngeal Oral
{1 g/kg} should follow gastric emptying. The first dose should be accompam.ed by an appro-
priate cathartic. repea(ed doses are used, the cathartic might be included with an.emate
) - doses as required. H ion is usually hyp ic and should respond to fluids.
. s ' ' e and other supporti should be employed as indi A cuffed
. - . R endo- (rachealtubedmou!d be inserted before gastric lavage of the unconscious patient and,
! . ’ when necessary, to provide assisted respiration.

Meticulous attention should be given to maintaini d n Yy i 2 i In
. . e o . : . T . severe cases of intoxication, peritoneal dlalysls or mock may be idk ¥
) . ' ia occurs due to erdose, vitamin K should be administered

V. T . - . intravenously.

- Naloxone, a narcotic antagonist, can reverse i ion and coma
‘-’ with opioid 1 i 04mgt02mg|sgwenparemmlly Since the
. duration of action of hy may exceed that of naloxone, the panernshodd be kept under
° contlnuous surveillance and repeated doses of the ist should be nis’ as needed
1 o (o i A narcotic ist should not be administered in the
’ of clinicalty signif iratory or i pressi .
1f the dose of i may have 140 mg/kg, € s!\ould be
i as early as possil Serum i levels shouid be obtained, since levels

- T four or more hours following ingestion help predict acetaminophen toxicity. Do not await
t.. " .. acetaminophen assay results before initiating treatment. Hepatic enzymes should be obtained
. : o o - S T o initially, and repeated at 24-hour intervals.
N K ! C ’ . ' - Methemoglobinemia over 30% should be treated with metinjene blue by siow infravenous
o ) i - . ‘ . . administration.

: ’ ' ' . . - The toxic dose for adults for acetaminophen is 10 g.
co o - ’ o T DOSAGE AND ADMINISTRATION
’ ) ‘ ) 7 Dosage should be adjusted according to severity of pain and response of the pallent
AR " However, it should be kept in mind that to develop with use
° - . and that the incidence of untoward effects is dose related.
) ’ ' ) - ANEXSIA® 10/660: The usual adult dosage is one tablet every four to six hours as
- ’ . L L : ’ : . needed for pain. The total daily dosage should not exceed 6 tablets.
T e T T LT T s HOW SUPPLIED
CoatT i el . ToETe STt e Each ANEXSIA® 10/660 tablet contains Hydrocodone Bitartrate* 10 mg “Warning: May be habit
o forming) and Acetaminophen 660 mg. itis available as a white, capsule shaped, bisected tablet
with a KPI 3 i number.
Bottles of 100... .. NDC No. 0406-5363-01
Bottles of 1000. .. NDC No. 0406-5363-10
Store at oom 15°to 30°C (59°to 86°F).

A Schedule I Narcotic.
Federal (U.S.A} law prohibi ing without p
ANEXSIA® is a regi of Mali Chemical, Inc.

T . ) ' N Manufactured for

o o Mallinckrodt Chemical, inc. WIALLINCKRODT
N . Chesterfield, Missouri 63017, U.S.A. CHEMICAL

- 5/96




LREZELD HYDROCODONE BITARTRATE*
;}‘\I AND ACETAMINOPHEN -
‘“ TABLETS, usp  QIII i
5/500 and 7. 5/750

Wammg' May be habit formmg

DESCRIPTION
and I Tablets are supplied in tablet form for oral

administration.
Hydmbmmesmmumdgsnammveammashmmuysﬁba
as a crystalfine powder. It is affected by light. The chemigal name is 4, 5a- xy-3-nethoxy-17-

methyimorphinan-6-one tartrate {1:1) hydrate {25). It has the following formula:
N L}
o,
-
0'.( \\O
a0
«
CHy N, CHO2 12H.0 MW 045450 »
i 4 ilide, a sllghﬂy bmer. white, odoress, aystalline powdé’r, isa - . . E
piate, i ic and 1t has the following structural formula:

MW 2 15117

- K
. Each HYDROCODONE BITARTRATE" AND ACETAMINOPHEN, US P 5/500 tablet contalns:
5

%

L USP. mg - N
“(Waming: May be habit forming) R
USP.

In addition each HYDROCODONE BITARTRATE' AND AC‘EmM(NDPHEN, usp 5/500 tablet con-

1ains the following inactive Stearate NI Starch NF, : : .
(Corn) Starch NF, W Acid NF and Purified Water USP. . o v
Each HYDROCODONE BITARTRATE® AND ACETAMINOPHEN, USP 7.5/750 tablet contains: g
t USP. 75mg
'{Wammg May be habit forming) *
750 mg
In addition each HYDHOCODONE BITARTRATE" AND ACETAMINOPHEN, USP 7.5/750 tablet
contains the following inactive i Stearate NF, Starch NF,
(Corn) Starch NF, Stearic Acld NF and Purified Water USP.
CLINICAL PHARMACOLOGY
isa i fic narcotic ic and antitussive with multiple act:ons ’
qual‘nahvely similar to those of codeine. Most of these involve the central nervous system and
smoath muscle. The precise ism of action of and other opiates is not
known, although it is believed to relate to the exi: of oplate receptors ntral ner-

vouss system. In addition to analgesia, narcotics may produce drowsiness, changes in mood
and mental clouding.

The action of i involves peri is but the specific

is as yet i i activity i is i ough ic hest

centers. inhibits T ic doses of
have igible effects on the i _ systems; however,

toxic doses may cause circulatory failure and rapid, shallow brealhmg
Pharmacokinetics: The behavior of the individual eomponenfs is described below.
Hydrocodone: Following a 10 mg oral dose of

subjects, the mean peak concentration was 23.6 x 5.2 nglml_ Maxlmum serum levels wers

achieved at 1.3 = 0.3 hours and the haff-life tobe 3. L. L Lo
exhlblls a complex pattern of O on, N- i r-' S-ketn
6-0-and 6-f i . . . .
See OVERDOSAGE for tnxu:lty information. g .
Acetaminopheq: is rapidly from the intestinal tract and s .
istributed throughout most bady tissues. The plasma half-| I'|fe is 1. 25 to3 hours. bm may . o
be increased by vaerdamage and lollowmg
pauby liver renal excretion

85% of an oral dose appears in the urine within 24 hours of administration,
most as the glucuronide conjugate, with smalt amounts of other conjugates and wnchanged
drug.

See OVERDOSAGE for toxicity information. - L o . N
INDICATIONS AND USAGE T E t
B bitartrate and !able!samlrlicated'orﬁnrefddm ) * :
to moderaxely severe pain. et

CONTRAINDICATIONS
This pmduct should not be admmlslered to patients who have previously exhlbnsd
or

WARNINGS L
Respiratory Depression: At high doses or In sensitive patlens. hyckuoodmemay produce
dose-related respiratory depression by acting directly on the brain stem respiratory uemel

Hydrocodone also affects the center that controls respiratory rhythm, pr egular ) .
and periodic breathing. . -

Head Injury and : The i effects of
narcotics and their capacity to elevate inal fuid pressure uuy arked . -

in the presence of head Injury, other intracranlal lesions or a pre-existing increase in intracranial
pressure. Furthermore, narcotics produce adverse reactions which may obscure the chmcal
course of patients wnh head mjunos

Acute The inis of narcotics may &
or clinfcal course of palnenls with acute abdominal conditions. . B o
PRECAUTIONS N

General: Speciat flisk Patignts: As with any narcotic analgesic agent, hydmeodone
bitartrate and acetaminophen tablets shotdd be used with caution in eldedy or debilitated patients,
and those with severe impainment of hepatic or renal function, hypotiyroidism, Addison's disease,
prostatic hypertrophy or urethral stricture. The usual precautions should be observed and the
possibility of respiratory depression should be kept in mind.

Cough Reflex: Hydrocodone suppresses the cough reﬁex, as with all nan:otks. caution

shauld be ised when bitartrate and tablets are used post-
operatively and in patients with pulmonary disease.

for Patients: F like all lics, may Impanr mental endfor.,
physical abilities required for the bz such as diving acar

or operating machinery; patients should be cautioned amordmgly

Alcohol and other CNS depressants may produce an additive CNS depression, when H(m
with this combination product, and should be avoided.

Hydrocodone may be habit- formlng Patients shoutd take the drug onlyforskmgsls
prescribed, in the amounts and no more than

Laboratory Tests: n patients with severe hepatic or renal disease, efflects nl therapy .
should be monitored with serial fiver and/or renal function tests..; . S tos

Drug interactions: Patients receiving i J ~ k T .
agents, or other CNS alcohol}
and acetaminophen tablets may exhnbn an additive CNS depression. When oorrﬂcad!hqq:y 13
contemplated, 1he dose of ane or both, agenls should be reduced

The use of MAO inhibitors or tricy: i rruy
increase the effect 01 either the anudepressant or hydmcodone
by Test Ir?raﬂ luce false-positive test
results for urinary 5| .
Carci ¢ N studies have
been iﬁ?ﬁ!mals ner G or i have a N

poterdial for carcil nesi: is, or inipai ot fertiity. . . ' N




Prognancy:

Taratogenlc Effects: Pregnancy Category C: There are no adequate and wel-controled
studles in pregnant women. Hydrocodone bitartrate and acetaminophen tablets should be used
dusing pregnancy only if the potentiat benefit justifies the potential risk to the fetus.

Nanteratagenic Effects: Babies born to mothers who have been taking opicids requiarly
prior to delivery will be The wil slgnslncluds i ity and

crying, tremors, ive reflexes, i stools,
sneezing, yawning, vomniting and faver. The intensity of the syndmme dosrualmysnone»
fate with the duration of matemal opicid use or dose. Thereis no consensus an the best
method of managing with-kawal.

Labor and Delivery: As with all narcotics, administration of this product to the mather
shortly before delivery may result in some degree of respiratory depression in the newborn,
especially it higher doses are used.

Nureing Mothers: Acetaminophen is excreted in breast milk in small amounts, but the
significance of its effects on nursing infants is nat known. It is not kncwn whether'

& excreted In human milk. Because many drugs are excnated in human mitk and because of
!ha paotential for serious adverse reactions in nursing infants from hydmcod& and aceta-

a decision should be made whather to discontinue nursing or to discontinue the drug,
taking info account the importance of the drug to the mother,

Puﬂmrlc Use: Safety and effectiveness In pediatric patients have not been established.

ADVERSE REACTIONS

The most frequently reported adverse reactions are light-headedness, dizziness, sedation,
nausea and vomiting. These effects seem to be mare prominent in ambutatory than in non-
ambulatory patients, and some of these adverse reactions may be alleviated if the patient
Ees down.

Other adverse reactions include:

Central Nervous System: Drowsiness, mental clouding, lethargy, impairment of mental
and physical anxiety, fear, ia, psychic mood changes.

Gastrointestinal System: Proionged in fon of and
acetaminophen tabiets may produce constipation.

- Genltourinary System: Ureteral spasm, spasm of vesical sphincters and muymtmnm .
have been reported with opulas

bitartrate may produce dose-related respiratory
depresslon by acting directly on brain stem rasplmory centors {see OVERDOSAGE).

Dermatological: Skin rash, pruritus.

The following adverse drug events may be bome in mind as potential effects of aceta-

ic

Potontial effects of high dosage are listed in the OVERDOSAGE sectioh.

DRUG ABUSE AND DEPENDENCE
C Bi and i Tablets are classified
uasmedule HI contralled substance. .
Psynhlc physical and tok fhay
davelop upon lapea:ed i of lics; therefore, thit b
and administerad with caution. However, psychic depeqdencé s uniikely to develop when
[ and tablets are used lofa‘shmmnehrmemmd
pain.

Physicat the condition in which il ql'lhe drugis
required to prevent the of a wil assumes clinically significant
proportions only after several weeks of continued narcotic use, although some mild degree
of physical dependance may develop after a few days of narcotic therapy. Tolerance, in
which ncﬁaslngly large doses are required in order to pmduoe the same degree olanalga—

and

sia, ls initialty by a duration of
nthe Intensil&o‘f The rate of of varies among
patients. "
OVERDOSAGE
Following an acute overdosags. toxicity may resutt from hydrocodone or apetaminophen.
Signs and Symptoms:
£ Sarious overdose with by
(ad in it y rate and/or tidal voluma. Cheyne-Stokes mpuauon,
extrome i 1o stupor or coma, scdeﬂ cold
and clammy skdn, and if and apnea,

circulatory coltapse, canilac anrest and death may oocur
: In hepatic
necrosis is the most senous adverse effect. Renat tubular necrosis, hypoulycemm coma and
thrombocytopenia may also oceur.
Earty

following a it rdose may include: nausea,
vomiting, diaphoresis and general malaise. Clinical and faboratory evidence of hepatic toxicity
may not be apparent until 48 to 72 hours post-ingestion.
in adults, hepatic toxicity has rarely been reported with acute overdoses of less than
10 grams, or fataiities with lass than 15 grams.

Treatment: A single or multiple overdose with i énisa
lathat potydrug overd and ion with a ragmnal poison control center
i8 recommended.

immediate treatment includes support of
foduce drug absorption. Vormiting should be induced mechanically, or with syrupofpax:.nf
the patient Is alert {(adequate pharyngeal and laryngeal reflexes). Oral activated charcoal
{1 g/kg) should follow gastric emptying. The first dose should be accompanied by an appro-
priate cathartic. if repeated doses are used, the cathartic might be included with atemate
doses as required. Hyputensk:n is usually hypovolemic and should respond to fluids.

and other should be i A cuffed

endo-tracheal tube should be inserted before gastric lavage of the unconsdous patient and,
when necessary, to provide assisted respiration.

Moeticulous attention should be given to

L
In severe cases of dialysis, or = be consid-
ered. ¥ hypoprothrombinemia eecurs due to verdose, vitamin K should be
administered Intravenousty.
anarcotic can reverse d

with opiold overdose. Naloxons hydrochloride 0.4 mg to 2 myg is given parenterally. Since the
duration of action of hydrocodone may exceed that of nalaxone, the pdlemsnldbequ)tuds
continuous surveillance and repeated doses of the

to maintain ion. A narcotic ist should not be administered in the

absence of clinicalfy signi it ar it L
If the dose of il may have 140 mg/ky, ine should be

administered as earty as possible. Serum levels should be obtained, since levels *

four or more hours following Ingestion help predict acetaminophen toxicity. Do not await
acetaminophen assay results before initiating treatment. Hepatic enzymes should be obtained
initially, and repeated at 24-hour intervals.

Methemoglobinemia aver 30% should be treated with methylene blue by siow intravenous
administration.

The toxic dose for adults for acetaminophen is 10 g.

DOSAGE AND ADMINISTRATION

Dosage should be adjusted according to severity of pain and response of the patient.
However, & should be kept in mind that tolerance to hydrocodone can deveiop with continued
w0 and that the incidence of untoward effects is dose related,

HYDROCODONE BITARTRATE" AND ACETAMINOPHEN TABLETS, USP 5/500; The usual

aduft dosage is one or two tablets every four to six hours as needed for pain. The total daily - .

dosage should not exceed 8 tablets.

HYDROCODONE BITARTRATE" AND ACETAMINOPHEN TABLETS, USP 7.5/750: The usual
adutt dosage is one tablet every four to six hours as needed for pain, The total daity dosage
should nat axceed 5 tablets.

HOW SUPPUED
Each HVDHOOODONE BITARTRATE‘ AND ACETAMINOPHEN, USP 5/500 tahlst contains
May be habit forming} and Acetaminophen 500 mg.
llsavmhbleasawms, mund bisected tab!etdebossedmhamudemim
nurnber.

Bottles of 100. NDC No. 0406-0358-01
Bottles of 1000. NDC No. 0406-0358-10
Each HVDRWODONE BITAR'I’RATE' AND ACETAMINOPHEN, USP 7.5/750 tablet contains
May be habit forming) end Acetaminaphen 750 mg.
Ris available as a wiute mundblsec{edmbletdebmedwnhamzldermﬁcamnnumber
Bottles of 100. NDC No. 0406-0360-01
Bottles of 1000. NDC No. 0406-0360-10

Disponse in a tight, light-resistant container as defined in USP.

ge: Store at room 15° to 30°C (59° to B6°F). <

A Schedule I Narcotic.
Federal (U.S.A} law prohibits dispensing without prescription.

Mebinshend Chanial . WIALLINCKRODT
Chaesterfield, Missowri 63017, U.SA. CHEMIC AL

CAMPI F




000000/ HYDROCODONE BITARTRATE® AND
ACETAMINOPHEN TABLETS, USP I
10 mg/650 my ,

*Warning: May be habit fom’iing

ECIMEN

Hydrocodone Baarlmm and Acetaminophen Tablets are supplied in tablet form for oral
adminstration.

Hydrocodone bitartrate is an opioid analgesic and antitussive and occurs as fine, white
crystaks or as a crystalline powder. ltis affected by light  The chemical name is 4, Sa-epaxy-
3-methoxy-17-methylmorphinan-6-one tartrate (1:1) hydmle {25). thas me‘?lbm

+ structural formula:

2124,0
.
CuHLNO-CHO e INH O MW =494.50
4'-hy i asllghlly bner white, odorless, crystalkne powder. is
a pon-opiate, licyl k ft has the bollowing structural formula:

OCT | 6.4 “

GHNOy W 15017

£ach HYDROCODONE BITARTRATE® AND ACETAMINOPHERN, USP 10 mg’SSO mg tablet contains:
Bitartrate, USP. L
'(anmg May be habit forming)

in addition each HYDHOOODONE BITARTRATE® AND ACEI'AMINdPHEN. USP 10 mngSO mg tablet
contains the lollowing inactive i fum Stearate NF, F Starch NI
{Corn) Starch NF, Stearic Ackd NF.

CLINICAL PHARMACOLOGY
+ isa I ic narcotic and ive with multiple actions
qua.lnalwely similar to those of codeme Maste these involve the central aervous system and
srdodth ydrocodone and other opiates is not
ki I e of apiate receplors in the central ner-

produce drowsiness, changes in mood

cenlers. ibits p Therapeutic doses of
have igible efects on the i ¥ systems; however,
toxic doses may cause circulatory failure and rapid, shallow hrea(hmg
Pharmacokinetics: The behavior of the indi is below.

Hydrocodone: Following a 10 mg oral dose of hydrocodone administered b fve adult male
subjects, the mean peak concentration was 23.6 + 5.2 ng/mL. Maximum serum levels were
achieved at 1.3 + 0.3 hours and the hall I was determined bbe 38 +0.3 hours. l-Mtocodone

exhibits a complex pattem of including O-
ion to the g 6-a - and 6-f
See OVERDOSAGE lar loxlcﬂy information. .
Acetaminophen: A P is rapidty from the intestinal tract and is
distributed throughout most body tissues. The plasma half- Ille is 1 25103 houvs but may
be increased by l|v5r damage and lollowmg of & princ-
pally by tiver and renal excretion of

Approximately 85% of an oral dose appears in the urine within 24 hours of administration,
most as the glucuronide conjugate, with small amounts of other conjugates and unchanged
drug.

See OVERDOSAGE for toxicity information.

INDICATIONS AND USAGE
Hy and hen tablets are indicated for the relief of moderate
© moderately severe pain.
CONTRAINDICATIONS
This product should not be administered to patients who have previously exhibited
P itivity 1o or i
WARNINGS

Respiratory Dapression: At high doses or in sensitive patierts, hydrocodone may produce
dose-related respiratory depression by acting directly on the brain stem respiratory center.
Hydrocodone aiso affects the canter that controls respiratory rhythm, and may produce imegular
and periodic breathing.

Head injury and ial Py The effects of
narcotics and their capacity to elevate cerebrospinal fuid pressure may be matledy exaggeraled
in the presence of head injury, other intracranial lesions or a pre-existing increase in niracranial
pressure. Furthermore, narcotics produce adverse reactions which may cbscure the clinical
course of palients with head injuries.

Acute Abdominal Conditions: The administration of rarcotics may obscure the diagnosis
or clinical course of patients with acute abdominal conditions.

PRECAUTIONS

General: Special Risk Patients: As with any narcotic analgesic agent, hydrocodone
bitartrate and acetaminophen tablets should be used with caution in elderly or debilitated patients,
and those with severe impairment of hepatic or renal function, hypothyroidism, Addison’s dsease,
pros1anc hypem'opny or urethral stricture. The usual precautions should be observed and the
y of ion should be kept in mind.

ugh Rel'ls Hydnocodone suppresses the cough vellex as with all narcotics, caution

should be ised when hy and tablets are used post-
operalively and in patients with pulmonary disease.

for Patients: Hy like all ics, may impair mental and/or
physical abilties required for the o tasks such as driving a car

or operating machinery; patients should be cautioned accordingly.

Alcohol and other CNS depressants may produce an additive CNS depression, when taken
with this combination product, and should be avoided.

Hydrocodone may be habit-forming. Patients should take the drug only lorasong asitis
prescribed, in the amounts prescribed, and no more frequently than prescribed.

Laboratory Tests: in patients with severe hepatic or renal disease, effects of therapy
should be monnofed with seriaf liver andlor renal luncmn tests.

Drug h Patients i ipsy
agents, or other CNS dep inciuding alcohol) i with hy hitartrate
and acetaminophen tablets may exhibit an additive CNS depression. When combined therapy is
contemplated, the dose of one or both agenls should be reduced.

The use of MAQ inhibitors or tricyclic with done p ions may
increase the effect of either the antidepressant or hydrocodone.

Drug/Laboratory Test Interactions: Acetaminophen may produce false-positive test
resulls {or urinary 5-hydroxyindoleacetic acid.

of Fertility: No adequate studies have
been nonducled in ammals tod ine whether or W have a

potertialfor genesis, or impairment of fertiity.

-y
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Pregnancy:

Teratogenic Effects: Pregnancy Category C: There are no adequale and wel-controled
studies in p women. Hy i and i tablets should be used
during pregnancy only if the potential benefit justifies the potential risk to the fetus.

* WNonteratogenic Effects: Babies born to mothers who have been taking opoids reguiarly
prior to delivery will be physicalty dependent. The wi 1 signs include irritability and
excessive crying. trel ctye rg;jeiis, inggrasgg’(»espirgpryrlala. increased stools,
sheezing. yawning, \%- and} fevef. The ifitensity of the' syndrome does ot akaays cofte-
tate with the duration Gl mBterfiafiopiod tise of dose. Thire is no consensus on the best
method of managing @ithdrayaly, © - T

Labor and Delivery: AS with all narcotics, administratién of this product to the mother
shority before delivery may result in some degree of respiratory depression in the newborn,
especially if higher doses are used.

Nursing Mothers: Acetaminophen is excreted in breast mifi in small amounts, but the
significance of s effedts on nursing infants & nctknown. It is not Kknown whethes hydrocodons
is excreted in human milk. Because many drugs are excreted in an mitk and becaise of
the potentiat for serious adverse reactions in nursing infants from hydrocodone and aceta-
minophen, a decision should be made whether to di inue nursing or to di inue the
1aking into account the importance of the drug to the mother.

Podiatric Use: Safety and effectiveness in pediatic patients have not been established.

* ADVERSE REACTIONS

The most frequently reported adverse reactions are light-hearedness, dizziness, sedaton,
nausea and vomiting. These effects seem to be more prominent in ambulatory than in rion-
ambulatory patients, and some of these adverse reactions may be alleviated i the patient
lies down.

Other adverse reactions include: .

Central Nervous System: Drowsiness, mental clouding, lethargy, impairment of mental
and physical performance, anxiety, fear, dysphoria, psychic dependence, mood changes.

] : P d ini ion of d i and

Y g y
acetaminophen tablets may produce constipalion. N

Genitourinary System: Ureteral spasm, spasm of vesical sphincters and urinary refention

have been reported with opiates.

i y Dep fon: Hy done bitartrale may produce dose-related respifatory
depression by acting directly on brain stem respiratory centers (see OVERDOSAGE).

Dermatological: Skin rash, prutitus.

The following adverse drug events may be borne in mind as ppler‘lial effects of aceta-

phen: allergic ions, rash, ia, ag| cytosis. «

Potential effects of high dosage are listed in the OVERDOSAGE section.

DRUG ABUSE AND DEPENDENCE

C Hy and Tablets ave classfied
as a Scheduls 11l controlled substance.

Abuse and Dep: Psychic dependence, _physi@‘l pend and Dierante may
develop upon repeated adminisiration of i, 3fore, this product shouid be p d
and administered with caution. However, psychic dependence is unlikely to develop when

Y done bitarirate and iriophen tablets are used for a short time for the treatment of
pain. o] i

Physical depend the condition in which co¥ d adrhin of the drug is

equired to prevent the app of a wil d clinicaily signi

proportions only atter several weeks of continued narcotic use, atthough some mild degree

of physical dependence may develop after a few days of narcotic therapy. Tolerance. in

which increasingly large doses are required in order to produce the same degree of analge-
[ and

sia, is n@;}(ﬂesled initially by & shortened.dugation, of sic e fyby .
decreases i Ihe intensity of analges: The rite of development of varies amang
palients. - e

ERDOSAGE oo ‘-
?ifyméy: result from hydrocodone oracetaminophén. 5

Following an acute overdosage, l{»t

Signs and Symptoms: kg B Ca
Hydrocodone: Serious overdose with hy X is ized by respi
pression (a in respiratory rate 2nd/or tidal volume, Cheyne-Stokes respiration,

v is), extreme p 10 stupor o coma, skeletal muscle flaccidity, cokd
and clammy skin, and and hyp ion. in severe apnea,
circulatory collapse, cardiac amest and death may occur.

Acelaminophen: n i &: d p p aly fata]
necrosis is the most serious adverse effect. Renal tubular necrosis, hypoglycemic coma and
thrombocylopenia may also occur.

Earty symp following a p ially hep d may include: nausea,
vomiting, diaphoresis and general malaise. Clinical and laboratory evidence of hepatic tadcty
may not be apparent until 48 to 72 hours post-ingestion.

In adults, hepatic toxicity has rately been reported with acute overdoses of less than
10 grams, or fatalities with less than 15 grams.

Treatment: A single or multiple with hy and i isa
P ially lethal polyd and ion with a regional poison control center
is recommended.

Immediate treatment includes support of i i function and 1Y

reduce drug absorption. Vomiting should be induced mecharnically, or with syrup of pecac, i
the patient is alert {adequate pharyngea! and laryngeal reflexes). Oral activated charcoal
{1 g/kg) shoutd follow gastric emptying. The first dose should be accompanied by an appro-
priate cathartic. ff repeated doses are used, the cathartic might be inciuded with ahternate
doses as required. Hyp ion is usually hyp ic and should respond to fluids.

P and other support should be employed as indicated. A cuffed
endo-tracheal tube should be inserted before gastric lavage of the unconscious patient and,
when necessary, to provide assisted respiration.

Meticulous attention should be given to maintaini q p Y
In severe cases of intoxication, peril | dialysis, or p b ks may b -
ered. ff hypoprothrombinemia occurs due to acataminophen overdose, vtarmin K should be
administered intravenoustly.

Naloxone, a narcolic antagonist, can reverse fespiratory dep ion and %
with opioid y ide 0.4 mg to 2 mg is given parenterally. Since the
duration of action of hydrocodone may exceed that of nakwone, the patient should be kept under
continuous surveillance and repeated doses of the antagonist should be administered as needed
0 maintain adeq piration. A narcotic ist should not be ini d in the
absence of clinically signifi piratory of i I prosst

If the dose of inophen may have ded 140 mg/kg. y ine should be
administered as early as possble. Serum acetaminophen levels should be obtained, since levels
four or more hours following ingestion help predict inophen toxicity. Do not await
acetaminophen assay results before initiating treatment. Hepatic enzymes shoul be obtained
initially, and repeated at 24-hour intervals.

Methemoglobinemia over 30% should be treated with methylene biue by siow intravenous
administration.

The toxic dose for adults for acetaminophen is 10 g.

DOSAGE AND ADMINISTRATION

Dosage should be adjusted according to severity of pain and response of the patient.
However, i should be kept in mind that to hy can develop with continued
use and that the incidence of untoward effects is dose related.

HYDROCODONE BITARTRATE® AND ACETAMINOPHEN TABLETS, USP 10 mg/650 mg:
The usual adult dosage is one tabiet every four 1o six hours as needed for pain. The total 24
hour dosage shoutd not exceed 6 tablets.

HOW SUPPLIED N
Each HYDROCODONE BITARTRATE" AND ACETAMINOPHEN, USP 10 qng/650 mg tablet contains
Hydrocodone Bitarirate 10 mg *(Waming: May be habit forming) and Acetaminophen 650 mg. It
s available as a blue, capsule shaped tablet, scored with a KP1 10 identfication number.

Botes of 100. 'Na 0406-0361-01
Botles of 1000. ¥ N No. 0406-0361-10
Dispense in a ight, ightresistant contane as defied i the USP
Storage: Store al controfied 100 teMmperiLeE 15° to 30°C {59° to 86°F)-
A Schedute fll Narcotc. /
Federal (U.S.A) taw prohibits dispensing without prescription.
King F icals, Inc., Bristol, TN 374

ALLINCKRODT
CHEMICAL
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LUSA

Manufaclured for
Mallincivodt Chemical, Inc.
Chesterield, Missouri 63017, US. A




HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
10 mg/650 mg
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP

Conﬁgigntial

NIWIJ3dS

90 0 1L0-19£0-90%0

10 mg/650 mg
FINAL PRINTED LABELING

100's

NDC 0406-0361-01

USUAL DOSAGE:
‘Sea packaga insert
for complete dosage
% recommendations.

STORAGE: Store

at controlled room
temperature 15° to 30°C
(59° to 86°F).

Dispense in a tight,
light-resistant container
as defined in USP.

Manufactured for

Mallinckrodt Chemica, Inc.

Chesterfield, Missouri

63017, US.A.

by

King Pharmaceduticals, inc.

WAL LINCKRODT Bristol, TN 37620, U.SA.
CHEMICAL

100 TABLETS

August 1996
Mallinckrodt Chemical, Inc.
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP

£
N
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‘ Conﬁc!g:ntial

10 mg/650 mg

FINAL PRINTED LABELING

1000's

NDC 0406-0361-10

1000 TABLETS

JWIALLINCKRODT
CHEMICAL

August 1996
Mallinckrodt Chemical, Inc.

USUAL DOSAGE:

See package insert for
complete dosage
recommendations.

STORAGE: Store at controlled
room temperature 15° to 30°C
(59° to 86°F).

Dispense in a tight, light-
resistant container as defined
in USP.

Manufactured for
Mallinckrodt Chemical, Inc.
Chesterfield, Missouri 63017,
USA.

by

King Pharmaceuticals, Inc.
Bristol TN 37620, U.S.A.

Page 45
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
7.5 ma/750 mg @
Rx only

DESCRIPTION
Hydrocodone Bitartrate and Acetaminophen Tablets are supplied in tablet form for oral administration,
Hydrocodone bitartrate is an opiok analgesic and antitussive and oocurs as fine, white crystals or as a arystalime powder. It is affected by light. The chemical name is: 4,5cc-Epoxy-3-methaxy-1Z-methylmorphinan-6-one tartrate (1:1)
fydrate (2:5). R has the following structural formuta: - -

Hydrocodone Bitartrate

MOL«R, S?EG\

Acetamnophen
CgHgNO, MW = 151.16

Each HYDROCODONE BITARTRATE AND ACETAMINOPHEN , USP 7.5 mg/750 mg tablet contains:
Bitartrate, USP. 75mg
Acetaminophen, USP..... 50 mg
In addition, each HYDROCODONE BITARTRATE AND ACETAMINOPHEN, USP 7.5 mg/750 mg tablet contans the following inactive & I G L NF am Stearate NF, Microcrystaline Celiulose NF, Povidone USP,
Pregelatinized Starch NF, Silicon Diaxide NF; and Stearic Acid NF
Mests USP Dissokrtion Test 1.

CLINICAL PHARMACOLOGY
15 a sem L .mmi,alalgesicatldalﬂ:'umivewmnullb!eacﬁurswamaﬁve'ysimihrmﬂmeofmdemmdmmmNemmmmmwmmmeMmmmdaﬁm
mhyﬂumdoi'lemdwlerop'ms'smtm.a]mmmit'sbeﬁeved(ordatemﬂmex'stmolopiatemcepbrshmemmnmwmm.haﬂmmmabshmmﬁmmummmmhmwmm-
tal clouding.
The .

hiae

of i invoives peripheral influences, but the specif sasyet i ipyretic activity is mediated through i ing centirs. Ac

ic doses of i have neglighie effects on the cardiovascular or mmmwmmmmmmmmmmm,mwumm

Phanmacokinetics: The behavior of the individual components s described below.

Hydrocodone: Fulbn'nga10mgoralmseofhydmdoneadmhiseredmﬁveadlmmanjecs,Ihemmpmkmmnhaﬁmwasﬂﬁ:S.an/mLMa:dmumsmmlwehwergamiwgdaﬂj:(lSmusmmemﬂJﬁe
including 0 o, N ion and 6-o-'and 6-f

was determined to be 3.8 = 0.3 hours. Hydrocodane exhibits a complex pattem of 6-keto reduction to the
See OVERDOSAGE for toxicity information.
Acetaminophen: Acetaminophen is tapkdly absorbed from the intestinal tract and is th nmbodyt'm:s.mephsmal'alt-lieis125ln3hambtnmybei1ausedbyﬁvadamageandfolbwhgwef-
dosage. Elimination of acetaminophen is principally by liver L jugation) and renalwamofmemﬂaﬁpmximalelyas%danmﬂdoseawmhmeuhewmhﬂhausofadmhisﬂa‘lm,mstame
ghnmhewxj:gare.wﬂhsnnumntsufom«mmamm\gedm. .
See OVERDOSAGE for toxicity information.
. INDICATIONS AND USAGE
bitartrate and L tablets are indicated for the refief of moderate to moderately severe pain.
GCONTRAINDICATIONS
This product should not be administered to patients who have previ exhibited or i
Paﬁamhmmbempasasiﬁvemmopbﬁsmymmam-smsiﬁvabhymmwe
WARNINGS

HapimmyDepmssinrtAlhmdosnsurhsersiﬁvepalierns,hyﬂwudmemaypmduoemse-rehtedrwpi'ammbnwmuimwmemhmmwmﬂy&umdmeamdmﬂwmmm
respiauyﬂmnm.ardmaymireguh'andneriodicbmamm
HeadlniuryandInueasedInlncranialﬁmm:nerwpiamdeprmﬂéfedsdnzwﬁmmdMmpadly!nelevaiewdumpmlmidmmaybemakedryexaggermdilmeptmemeofhmdhiny.merimam-
i leﬁu‘sorapr&a‘sthgiueasehmaumialm&MWMMWMmMmMe&MWMMWMW
AwmAuuninammmmsnwmhisummmmmmmwdnwmmmwmmmmmm

PRECAUTIONS
ml:wmmwmmwcagmMhmmmmmmuwmmmhm«mnwmwmmwnimmanotmu
mnaim.mmmmm@um.mwmmaumm.mmwmmmmmmmmemﬁwdmmmmbewhm‘nd.
mmmmmaawmmem@mﬁexaswmmmrmtics,muﬁmstmldbee(ucisedmwmmbmmmmmmmmwmumhmmmwmm.
o lgrPaﬁems: li(eallrwwﬁs.mayhvaimmmﬁwswmihiosmlmbrmewdumudmmmymmsmaWasﬁwhgamamﬁ\gmammpaﬁmtssrnuldbem-
ioned accordingly.
mmmmdeprmsmmmmmmemwm.mwmmsmmmmmmuhemm
Hy&umdonemaybeIﬂ)il-fmnmPatientsdnuldH(emedugmrybraslomasﬂisprmi)ed.hmeammsprmbed,amwmmeﬁemalﬂyﬂ'mprmbed.
Labora!myTathpaﬁe‘ﬁstseverehepaﬁcorremm'sase.eﬂ&isdmeuapystmhbemﬁmredwmmmrmdlarawﬁmmtm
Drug Interactions: Patients receiving narcotics, anthistami : ics, antiarodety agents, or other CNS depressants (nickuding aioohol) with bitartrate and i tablets may extibit an
additive CNS ion. When combined therapy is the dose of one or both agents should be reduced.
The use of MAD inhibitors or tricyciic anti with ions may increase the effect of either the antidepressant or hydrocodone.
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Dmig/Laboratory Test Interactions: Acetaminophen may produce false-positive test resufts for mylfrnyﬁnxyhdnmtt acid.
Carcinogenesis, Mutagenesis, Impainment of Fertility: No adequate stidies have been n animals to ine whether or i have a potential for carcinogenesis, mutagenesis, or impar-
ment of fertiity,
Pregnancy:

mabgukfllec&h'eguw(‘amguycnuearemadequaleamweu-comwedsmﬁshmﬁmm.mmbmmmmhmmmwwmdemmwmmmmw

tifies the potential risk to the fetus.
Nanmmtogmicfﬂmﬂd)iesbunhmoihe‘swi‘nhavemmwbikmwhwwmmwwmmmwmmdmmhihbimammﬁveuymnmhypaacﬁverﬂlexes,meased

rnspi;mryma.'namedsmols.awezhg,yawnhg.wmﬂig,amlevenmeinaﬂydusymonledoesnotalwaysmnehtewmmedumdmmmopbidweummsmmmmmmmdmg—

labofamDelivery:ﬁswhalmrmﬁs.admh’shaﬁmo#misptmmmnmmheﬁndeﬁvaymymkhsomedegreedmiauydewmhmenevmun.mec'ﬂllyi‘hi;herm”emed.

NulsingMnﬂlers.ﬁcetamhoptm'sexcretedhbrmstnﬁkhsmaﬂanmms.mmes@mofiseﬂedsmmshgmsmmnbmmwmmkmhmmkmMm
mwamhm"mmmwmsedmmﬁalfusansawmrmhnushgi'lmtstrmnhyttwndmeammm,ammmmmmdmmmwmdmmemu-
ing into acoount the importance of the drug 1o the mother,

Pedlatric Use: Safety and effectiveness in pediatric patients have not been established.

ADVERSE REACTIONS
mmmmmmmmmammsmﬁmWMMm.mmemm nent in ythannr y patients, and some of these adverse
reactions may be afleviated if the patient lies down.

Other adverse reactions include: !
Cenmmumwmzmmmmdwm,mwgy.mammdmmmwsm amiely, fear, dysphoria, psychi mood changes.
Gastrointestinal Sysient: Prolonged administration of bitartrate and i tablets may produce constipation.

GemouﬂmrySyslerr:lkelmlmmdmwmmumwmmmmwmm.
nmlmmnwmommmmmmayammmmmumwmfmmmmmmwmmmum.
Special Senses: Cases of hearing impairment or permanent ioss have been reported predominantly in patients with chronic overdose.
Dennatological: Skin rash, prurftus: .. .

The following adverse drug events may be bome in.mind as potenitial éffects of acetaminophen: aliergic reactions, rash, thrombocylopenia, agranulocylosis.
mmmahmmenmhmmmm

e . == DRUG ABUSE AND DEPENDENCE
Commlled&MM:MWEMMWWTM@MaaSmwu&HMDMm. : .
Abuse and Psychi physical wmmmmwummmmmhmmmmmmsmnmubemmwmhaawwmmm However, psy-
chic dependence s uniikely to develop when bitartrate and L tablets are used for a short time for the treatment of pain.

wmmmhmmmmmmemsmmmmme of a wi assumes clinically significant proportions only after several weeks of continued nar-
mlse.MSunemiudegeedphysizldepmdaumaydwelq:aﬂuafewdaysdnamﬁcmeapy.memmp.hmmmmgyhmedmmmmhw produce the same degree of analgesia, is manifested
hmwammmdmeﬁmwmﬂmwmhmhmwdmmmmummndmmmmm

OVERDOSAGE
mmmmmmmmmamm
Signs and Symptoms:
Serious with & ized by respiatory ion (2 decrease in respiratory rate and/or tidal volume, Cheymie-Stol ration, cyanosis), extrem g tn stupor or coma,
Mmmmaﬂdmnwslmw i and o, In severe apnea, ci mlhpse.wdhcmaddeammm

Acetaminophen: in ge; dose- ially fatal hepatic necrosis & the most serious adverse effect. Renal tubular necrosis, coma, and 2 may akso oo,
Emysymnmsfohwhgapmihuth)ami:wadosemiﬂne:mmﬁg,dmmwmmcmmmwmdheﬂaﬁc icity may not be apparent untii 48 © 72 howrs post-

hams,hepaichﬁyhasmlybwnmpmmwﬂhaunewadosmofmmwgra:rsmlataﬁﬁawmmmﬁqmm

Treatment: A single or muktiple overdose with and sa ially lethal polydrug overdose, and consultation with a regional poison control center i recommended.
Immediate treatment incudes support of cardiorespiratory function and 10 reduce drug on. Vomiting should be induced mechanically, or with syrup of ipecac, i the patient is alert (adequate pharyngeal and karyn-
gwma)wmwwugn@mmmmmmngmwmmm ied by an ate catharti wmmmmsnm.mmmmmmmMMmmm
WSMWMMHWDM and ather h MHNWSW.AWMWWMHMMMMWMMW
patient and, when necessary, to provide assisted respiration. <

Meticulous attention should be given to maintaining adequate Tn severe cases of Trioxicati i dialysss, o i may be considered. ¥ hypoprothrombinemiz ocars due i aceta-
minophen overdose, vitamin K shotid be administered intravenousl.

Naloxone, a narcotic ist, can reverse respiratory ion and coma % wmopbuwerdosemmwhwmtuﬁeDAmgszsgmwmm.Sinemeﬁmmdmdea{m
ﬂmofnahn:'le.Ihepaﬁerﬂslnidbekemundum”veﬂhmemWmdmmmmmhmﬁummmmaﬂm wation. A narcotic st should not be Nk n
the el Sk jratory or carth -

Il‘lhedoseotaoetami‘nphmmayrnvemededHomg/kg,acayt,yslehesmﬂdbeaimh'steredaseafysposble.Setmnmnm;tmmmhmmmmuesmmmmbmmmmbm
dict anetamhoptmmmmmmmmmwmmemmmmsmmmmm.mwmymmm
Methemogiobinemia over 30% should be treated with blue by slow i inistrati
The toxic dose for adutts for acetaminophen s 10 grams.
DOSAGE AND ADMINISTRATION

Dmemmmmmmmmdmmmdmemmmmmmwhmmmmmmmmmmmwmmmmmmms
dose related.

HYDROCODONE BITARTRATE AND ACETAMBOPHEN TABLETS, USP 7.5 mg/750 mg: The usual aduit dosage is one tablet every four o six hotrs as needed for pain. The total 24-hour dosage showld not exceed 5 tablets.
HOW SUPPLIED
Each HYDROCODONE BITARTRATE AND ACETAMINOPHEN, USP 7.5 mgnsommmmmmmummmmmm.nsMSamm,mmmmmmmMmm
one side and bisected on the other side.

Botties of 60

Bottles of 90

i tyco

12

Batties of 500

0ok Dose (10 Healthcare
- Dispense in a tigit, lightesistant container as defined in USP.
Storage: Store at controfied room temperature 15° 1o 30°C (59° to [see USP]. Protect from fight. -
A b il Mallinckrodt
Maltinckrodt inc.
St. Louts, Missouri 63134, U.SA
MG #15164 Rev 051702




e '\ALLINCKRODT

NDC 0406-0360-63 f - ™ 100 TABLETS (4X25)-Unit Dse

USUAL DOSAGE:
See Package insert
for complete dosage
recommendations.

|
|

STORAGE: Store at
controlled room
temperature 15° 1o 30°C
(59° to 86°F). Keep
tablets in box to

protect from light,

This unit-dose
package is not chilg
resistant,
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FINAL PRINTED LABELING
HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS USP
(7.5 mg/750 mg)
CONTAINER LABEL (100s)

USUAL DOSAGE: N
w= See package insert
— for complete dosage
g — é recommendanons
= S = ORAGE: Store
. £ ntrolied room
g o : "_3 rature 15° to 30°C
w= U= to 86°F). Protect from
o |g=C= 7.5 mg/750 my ./
w T = = Each tablet contains: ) ispénse in a ti
E—— Tl ispense in a tight,
o S — Hydrooc_zdone Bitartrate, USP .......... 75mg 7%+, light-resistant container
w — en, USP ... 750mg " as defined in USP
Rx only i A H
“ Malincieodt Inc.
100 TABLETS 7 3 200 St. Louis, Missouri
8 63134, USA. *
g ALLINCKRODT

ANDA 40-084 MAY 1999 -~ PAGE 513
MAJOR AMENDMENT MALLINCKRODT INC.
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ANDA 40-084

MAJOR AMENDMENT

FINAL PRINTED LABELING
HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP

(7.5 mg/750 mg)
CONT__AINER LABEL (500s)

Rx only

ND

500 JABLE

C 0406-0360-05

7 5 mg/750 mg

* - . Eath tablet contains: :
“'Hydrocodone Bitartrate, USP
Acetaminophen, USP ..

LLINCKRODT

L

MAY 1999

'

in USP.
75T mg‘

MH 7?20011

e

MALLINCKRODT INC.

USUAL DOSAGE:

; See package insert for
: complete dosage
recommendations.

STORAGE: Store at controlled
room temperature 15° to 30°C
s (59° to 86°F). Protect from light.

Dispense in a tight, light-
resistant container as defined

1 Mallinckrodt Inc.
) pt. Louis, Missouri
$3134, US.A.
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FINAL PRINTED LABELING
HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP

(7.5 mg/750 mg)

ﬂ Hydrocodone Bitartrate |, Hydrocodone Bitartrate Hydrocodone Bitartrate Hydrocodone Bitartrate Hydrocadone mmme\
g @&nd Acetaminoghen g and Acetaminophen (T and Acetaminophen (- and Ace snd Acetaminoghen
§§ Tablets, USP S8 Tabiets, Usp € Tatets, USP § Tablets, USP g Tablets, usp 1
gg 7.5mul750mg Eg 7.5 mg/750 mg § 7.5mll750mg 8 7.5 mg/750 my ES 7.5 mg/750 mg
o Py Ea o =a
X Maiactrestic. G % Mallockredt inc. G X Malaciredt e G X Masackredt . g3 o,
=% 8 e, M0 63138 1 U s sesma 42 U w3 Y Bt Lows, M0 83134 Solos, mogaizs €O

SPECIMEN y ! !
«  Hydrocetone Bitartrate «  Hydrocodone Bitartrate Hydracodone Bitartrate Hydrocodane Bitartrate Hydrocodane Bitartrate
8. muucewmmenc g a&nd Acetaminophen i ., and Acetaminophen and , and Acetaminophen
g8 ) §% Tablets, UsP g Tablets, UsP ! § Tablets, usp § Tablels, UsP @
g8 7.5 mg/750 my 23 7.5 mg/750 mg E 7.5 mg/750 mg g 7.5 mg/750 my 8 75 my/750 my
ca o o oy oy
QX Melinckroft ic. 9’( Nailiacirodt lnc. 9" Matinckrogt kec. o9x 8 MaRincigvedt inc
U w10 Y i s €7 e T umu.mnmu & Siows manu 110
«  Hydrocodone Bitartrate «  Hydrocodone Bitartrate «  Hydeacodone Bitactrate «  Hydrecodone Sitartrate . Hydrocodone Bitartrate
By e @ [ I3 e (0 | B wleumten 0 | 5 e oo R C
g 3 g8 , 88 s, U g8 , g8
g5 75mg7s0mg §5  715nemsamg %5 7sewmom. | §5 75me7somg g5 75mu750mg
o o . o TR o
O % Malinckrodt Inc. QX Mallackrodt inc. ox R ox m-c . Q X . Malinckrodt inc. :
S yron-r L R 29 smeena €127 30 % un@’ﬂﬂrWJ;’\ S8 w15
2 f\
14 RS
«  Hydrocedene Bitartrate «  ydrocodone Bitertrate Wy 3l N «  Hydeocodone Bitartrate
8o rlﬂll:m“sn:lonnen M 8, r“cewuomn ™ §° ;an:'“ ey 8. mum%wm ™
88 'y 8§ Tablets, 8 € 89 18, g8 a
g5 ThmgTsomg £8  7imgrsomg e 75my75n.?19 g8 7 §2  75mursomg
oy oy oy jory . o
QX Mabinckredt lac. 83 Malincirott . G X Malincicut o, G X Walarkrofic. EH e,

Y stiommesia 416 stimsmonn 17 U sios ez 418 ' 31 Losts, M0 83784 U ey 920
!, Hytirocedone Bitartrate «  Hydrocodone Bitartrate «  Hydrocedoene Bitartrate x lfyunmdonem U one Bitartrate
| g andAcetaminogiien o g &nd Acetaminophen - 8, 3ad Acetaminophen ¢ g _  and Acetaminophen tammunhen
i 88 , USP S5 Tablets, USP S8 Tablets, USP §§ Tablets, UsP
; §§ 7.5 ma/750 mg g§ 7.5 mg/750 mg zs 7.5 mg/750 mg %8 7.5 mg/750 mg § 7.5ms/750ma

o oy =a o a
QX Waliackront nc. GX Walincirat e, Q% Mulnckrodt ke, O X Malinckrodt iz, X shabieckrod iec.
knmmmu 1 S S uaswosns 122 U ot gy €23 B Loniz, MO 63134 * st Lowis, W0 63134 425/

ANDA 40-084

MAJOR AMENDMENT

MAY 1999

MALLINCKRODT INC.
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USUAL DOSAGE:
See package insert
for complete dosage
recommendations.

STORAGE: Stare
at controlled oom
temperature 15¢ to 30°C
(59° to 86°F),

Dispense in a'tighfy
light-resistant @ntainer
as defined in U

Manufactured
Mall

hYIALLINCKRO
CHE

MICAL:

NDC 0406-5363-01

See package insert
for complete dosage
recommendations.

STORAGE: Store

at gantrolted room
* temparature 15° to 30°C

6910860,
Dispen'ée’-in a tighf,
light-resistant container
as defined in USR

Manufactured for
Malincloodt

Sterfisld, Misdouri

oy

. USUAL DOSAGE:
See package insert
u ’ —_—
O — for complete dosage
w g —— recommendations.
O ——
m_ [ —————] STORAGE: Store
| e at controlled room
[V ie—— temperature 15° to 30°C
g [ —— (59° to 86°F).
LIM —— Dispense in a tight,
O —— Iigh!—resista'nt container
g O e —— as defined in USP s
_——
0
[=
o
«
N
3
o

NDC 0406-5363-01

%
ustin dobace:
See package insert
for complete dosage
recommendations.

e
N

STORAGE: Store

at controlled room
temperature 15° to 30°C
(59° to 86°F).

Dispense in a tight,
light-resistant container
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NDC 0406-5363-10

[T
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USUAL DOSAGE:
See package insert for
complete dosage

recommendations.

STORAGE: Store at controlled
room temperature 15° to 30°C
{59° to 86°F).

Dispense in a tight, light-
resistant container as defined
in USP.

Manufactured for
Mallinckrodt Chemical, Inc.
Chesterfield, Missouri 63017,
US.A

1000 TABLETS

WHALLINCKRODT
CHE

NDC 0406-5363-10

USUAL DOSAGE:
See package insert for
complete dosage
recommendations.

STORAGE: Store at controlled
room temperature 15° to 30°C
(69° to 86°F).

Dispense in a tight, light-
resistant container as defined
in USP,

Manufactured for
Mallinckrodt Chemical, Inc.
Chesterfield, Missouri 63017,
USA.

WAALLINCKRODT
CHEMICAL

NDC 0406-5363-10

USUAL DOSAGE:
See package insert for
complete dosage
recommendations.

STORAGE: Store at controlled
room temperature 15° to 30°C
(59° to 86°F).

Dispense in a tight, light-
resistant container as defined
in USP.

Manufactured for
Mallinckrodt Chemical, Inc.
Chesterfield, Missouri 63017,

WAALLINCKRODT
CHEMICAL

-
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NDC 0406-0360-10

1000 TABLETS

WIALLINCKRODT
CHEMICAL

-

4

USUAL DOSAGE:

See package insert for
complete dosage recommen-
dations.

STORAGE: Store at controlled o :
room temperature 15° to 30°C
(59° to 86°F).

Dispense in a tight, light-
resistant container as defined
in USP.

Manufactured for
Mallinckrodt Chemical, Inc.

" Chigsterfield, Missouri 63017, P

USA
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ANEXSI

A® Tablets

ANEXSIA® 5/500
ANEXSIA® 7.5/650 111
ANEXSIA® 10/660

Hydrocodone Bitartrate®
and Acetaminophen
Tablets, USP
“Warning: May be habit forming

DESCRIPTION

oral administration,
Hydrocodone bitartrate is an opioid analgesic and antitussive and occurs as fine, White crystals

or as a crystalling powder. Itis affected by light. The

and i ara supplied in tablet form for

name is 4,5a-epoxy-3 cy-17-

methylmorphinan'6-one tarirate (1:1) hydrate (2:5). lthas the foliowing structural formuta:

e

4
4hy a slightly bitter, white, odoriess, crystaliine powder, is a
non-opiate, non-salicyl. ic and anty ic. it has the llowing structural formuta:
o 00N o
v
Gkto MW 1sT

Each ANEXSIA® 5/500 tablet contains:

Hydrocodone Bitartrate®, USP - < 5mg
'(Wamlng May be habit forming) A
" usP - 500 mg
)E addmon each ANEXSIA® 5/500 tablet i ive ingr
NF. P i Starch NF, Svarch (Com) NF, and Staaric Acid NF.
Each ANEXSIA® 7.5/650 tablet contains:
Hydrocodone Biartrate®, USP " 75mg
‘(Wammg May be habit forming)
‘usp 650mg
ln addluon sach ANE)(S]A‘ 7.5/650 tablet ing the g i
NE, F Starch NF, Starch (Corn) NF, and Stearic Acld NF.

Each ANEXSIA® 10/660‘lablel contains:
Hydrocodone Bitartrate®, USP 10mg
' *(Warning: May be habit forming)

usp 650 mQ
In addltlon each ANEXSIA® 10/660 tablet ins the fol
NF, P inized Starch NF, Starch (Comn) NF, and Stearic Acld NFE.
CLINICAL PHARMACOLOGV
Hy isa ynth: narcotic and with muliple actions

qualitatively similar to those of codeine. Most of these involve the central nervous system and

smooth muscle.

The precise ism of action of

and other opiates is not

known, afthough i is believed to relate to the existence of opiate receptors in the central ner-

vous system. In addition to analgesia, narcotics may produce drowsiness, changes in mood
and mental clouding.
The action of i involves ( i but the specific
is as yet ipyretic activity is i through hyp ic heat
centers. A inhibits p in sy ipeutic doses of
have negl effects on the d or respil y systems; however,
toxic doses may cause circulatory failure and rapid, shallow breathing.
Pharmacokinetica: The behavior of the indivi is ibed below.
Hydrocodone: Following a 10 mg orat dose of hydrocodone administered to five aduit

male subjects, the mean peak concentration was 23.6 ¢ 5.2 ng/mL. Maximum serum levels
ware achieved at 1.3 + 0.3 hours and the hatf-ife was delermmed o hs 38 +£03 honrs
o]

Hydrocodone exhibits a complex pattern of

and 6-keto

to the ing 6-a- and 6-f-hy

See OVERDOSAGE for loxlcny mbrmauon

Acetaminophen: is rapidly from the gastroi inal tract and is dis-
tributed throughout most body tissues. The plasma hal1 life is 1.25to 3 hours, but may be increased
by liver damage and folkmmg of is Y by liver

and renal ion of i \p i 85% of an
oral dose appears in the urine within 24 hours of inistration, most as the g L j

with small amounts of other conjugates and unchanged drug.
See OVERDOSAGE for toxicity information.

INDICATIONS AND USAGE

and tablets are i for the relief of

y
moderate to moderalely severe pain.

CONTRAINDICATIONS

Thls product should not be admmls(ered to patients who have previously exhibited hyper-

y to

or

WARNINGS

Respiratory Depreasion: At high doses or in sensitive patients, hydrocodone may
produce dose-related respiratory depression by acting directly on the brain stem respiratory center.
Hydrocodone also affects the center that controls respiratory rhythm, and may
produce imegular and periodic breathing.

Head |

narcotics and their capacity to elevate pinal fiuid p may be

njury and

effects of

ial F The

pi Yy dep

axaggemled in the presence of head injury, other intracranial lesions or a pre-existing increase in

clinical eourse of palienls with head injuries.
Conditi

Acute

produce adverse reactions which may obscure the

The ini ion of

may obscure the

diagnosis or clinical course of patients with acute abdominal conditions.

PRECAUTIONS

General: Special Risk Patients: As with any narcolic analgesic agent, ANEXSIA® tablets
should be used with caution in elderly or debilitated patients and those with severe impairment of

hepatic or  renal

of

function,  hypothyroidism,  Addison’s  disease,  prostatic
hypenrophy or urethral stricture, The usual p i should be and the

P Y

P

shouid be kept in mind.

Cough Reflex: Hydrocodone suppresses the cough reflex; as with ali narcotics, caution should
be exercised when ANEXSIA® tablets are used postoperatively and in patients with puimonasy dis-

ease.

abilities required for the

for

: H like all may impair mental and/or physical

of i tasks such as driving a car or oper-

ating machinery; patients should be cautioned accordingly.

Alcohol and other CNS depressants may produce an additive CNS depression when taken
with this combination product and should be avoided.

Hydrocodone may be habit forming. Patients should taka the drug only for as fong as itis pre-
scribed, in the amounts prescribed, and no more frequently than prescribed.

Laboratory Tests: In patients with severe hepatic or renal disease, effects of therapy should
be monitored with serial tiver and/or renal function tests.
Interactions: i

DOrua

Patients

e



NF. F inized Starch NF, Starch (Corn) NF, and Stearic Acikd NF.
Each ANEXS!A® 10/660 tablet contains:

Hydrocodone Bitartrate*, USP 10mg
'(anlng May be habit forming)

hen, USP 660 mg

(n addmon each ANEXSIA® 10/660 tablet ins the i i

NF, E ini Starch NF, Starch (Corn) NF, and Stearic Acld NF.
CLINICAL PHARMACOLOGY

Hy isa i ic narcotic and anlitussive with multiple actions
quamanvaly similar to those of codeine. Most of these involve the centra! nervous system and
smooth muscle. The precise ism of action of hy and other opiates is not

Kknown, although & is believed fo relate to the existence of opiate receptors in the central ner-
vous system. In addition to analgesia, narcotics may produce drowsiness, changes in mood
and mental clouding.

The ic action of i involves perg (i but the specific
is as yet i Antipyretic activity is i through hyp ic heat
lating centers. i inhibits i Therap doses of
acetaminophen have pegligible effects on the i or i y systoms; &
toxic doses may cause circulalory failure and rapid, shallow breathing.
Pharmacokinetics: Tlhe behavior of the indfvid is ibed below.

Hydrocodone: Followity a 10 mg oral dose of hydmcodone administered to five adult
male subjects, the mean peak concentration was 23.6 + 5.2 ng/mL. Maximum serum levels
were achieved at 1.3 + 0.3 hours and the hali-life was delenmned lu be 38 + 03 hours
Hydrocodono exhibits a complex pattern of

and 6-keto ion to the P g 6-a- and &-B-|

See OVERDOSAGE for toxicity information. .

Acelaminophen: A i is rapidly from the i inat tract and is dis-
tributed throughout most body tissues. The plasma half-lde is1.25t0 3 hours, but may be increased
by liver damage and i of is principally by liver

and ronat ion of li i 85%of an

oral dose appears in the urine within 24 hours of administration, most as the glucumnlde conjugate,
with smali amounts of other conjugates and unchanged drug.
See OVERDOSAGE for toxicity information.
INDICATIONS AND USAGE
Hy and hen tablets are indicated for the relief of
moderate to moderately severe pain.

CONTRAINDICATIONS
This product should not be administered to patients who have previously exhibited hyper-

to hyd or

WARNINGS
Reepiratory Depreasion: At high doses or in sensitive patients, hydrocodone may
produce dose-felated respiratory depression by acting directly on the bmin stem respr;alory capter.
Hydrocodone also affects the center that controls respiratory rhythm; and may
produce imegutar and periodic breathing.

Jnjury and F : The iratory aftects of
nd their capacity to s&levate P fluid pi may qal marksdy
exﬂggeraled in the presence of head injury, other intracranial lesmns ora pra—elxslmg increase In
. ics produce adverse seactions which may obscure tha

clinical euursa of pa!ienls with head injuries.

Acute Conditi The ini: ion of ics may obscure the
diagnosis or clinical course of patients with acute ahdominal corditions.
'RRECAUTIONS

General: Special Risk Patients: AS with any narcotic analgesic agent, ANEXSIA® tablets
should be used with caution in elderly or debilitated patients and those with severe impairment of
hepatic or renal function, hypothyroidism, Addison's  disease,  prostatic
hyparlmphy or urethral stricture. The usual precautions should be observed and thes

ility of i y dep ion should be kept in mind.

Cough Aeflex: Hy the cough refiex; as with all narcotics, caution should
be exercised when ANEXSIA® tablets are used postoperatively and in patients with pulmonary dis-
ease.

for Pati : Hy Iike all ics, may impair mental and/or physical
abilities required for the of p tasks such as driving a car or oper-
ating machinery; patients should be cauuoned accordingly.

Alcohol and other CNS depressants may produce an additive CNS depression when taken
with this combination product and should be avoided.

Hydrocodone may ba habit forming. Patients should taka the drug only for as fong as itis pre-
scribed, in the amounts prescribed, and no more frequently than prescribed.

Laboratory Tests: In patients with severe hepatic or renal disease, effects of therapy shoutd
be monitored with serial liver and/or renal luncnon tests.

Drug Patients iving ipsy
antianxiety agents, or other CNS dep: i ing alcohol) i with ANEXSIA®
tablets may exhibit an additive CNS depression. When combined therapy is
contemplated, the dose of one or both agents should be reduced.

The use of MAO inhibitors or tricyclic anti with hy preparations may
increase the effect of either the antidepressant or hydrooodona

Drug/Laboratory Tast Interactions: Acetaminophen may produce 1ahe-posmve test results
for urmary S-hydroxyindoleacetic acid.

P of Fertility: No adequate studies have been
oonducled in animals to dalermme whather hy or have a potential for car-
of impall of fertility.

Pregnancy:

Teratogenic Effects: Pregnancy Category C. There are no adequate and well-controlled stug-
fes in pregnant women. ANEXSIA® tablets should be used during pregnancy only # the potential
benefit justifies the potential risk to the fetus. :

Nonleratogenic Effacts: Babies born to mothers who have been lakmg opioids regutarly prior

to delivery will be physi The withdrzl s»gns xndude irritability and excessive cry-
ing, tremors, hyp ive reflexes, i piratory rate, d stools, ing, yawning,
vomiting and fever. The ' intensity of _the syndrome . does not always

correlate with the duration of matemal opicid use of “dose. There is no consensus on the best
method of managing withdrawal.

Labor and Dellvery: As with all narcotics, administration of this product to the mother short-
ly before delivery may result in some degree of respiratory depression in the newborn, especially if
higher doses are used.

e
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REVIEW OF PROFESSIONAL LABELING # 1
Supplement (FPL)
DATE OF REVIEW: September 24, 2004
ANDA: 40-084/S-026
NAME OF FIRM: Mallinckrodt, Inc.
NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/750 mg
DATE OF SUBMISSION: June 9, 2004
COMMENTS
CONTAINER - 5000s (Bulk Package)
The final printed labels submitted on June 9, 2004 appear acceptable.
RECOMMENDATIONS:
" From the viewpoint of the labeling, this supplement may be approved.
FOR THE RECORD:

1. This CBE-30 days supplement was submitted in conjunction with the chemistry-for a new
bulk packaging container/closure system along with revised labels for the bulk package.

2. The review was done using the previously approved container labels.

3. Stability data has been provided for the bulk container exhibit batch for the 6 months
expiration.

4. Since the labels submitted do not appear to be shipping labels, and the bulk packaging

could be transferred to a hospital or other medical institutions for repackaging, we decided
to review the labels for approval.

cc: ANDA 40-084/S-026 9//;?/1. }/

Dup/Division File

9/23/04 HFD-613/CP Golson /(no ccg{ﬂ (@Z”" %%V

VAFIRMSAMMALLINCKRODT\LTRS&REV\40084526 AP.LABELING.doc
Review



REVIEW OF PROFESSIONAL LABELING # 1
Supplement (Draft)
DATE OF REVIEW: January 17, 2002
ANDA #: 40-084/S-018
NAME OF FIRM: Mallinckrodt inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, 10 mgy/B60 mg)

DATE OF SUBMISSION: January 14, 2002
COMMENTS
1. CONTAINER - 30s, 60s, 90s & 120s
We note that the expression of strength, 10 mg/660 mg is not sufficiently prominent due to lack
of background contrast. We ask that you increase the prominence by changing the background
color and/or by any other means.
2. INSERT
a. GENERAL
Although computer generated container and carion labeling is regarded acceptable as
final print, it is required that you submit insert labeling in final print, not in photocopies to
be acceptable. In addition, the insert labeling should be presented in :
one-piece, not in two-pieces as you have submitted.

b. DESCRIPTION

We encourage that you relocate the statement "Meet USP Dissolution Test 1" to appear
in this section.

c. HOW SUPPLIED
See comment under DESCRIPTION.

Please revise the labels and labeling as directed above, then prepare and submit in final print as an
amendment to this supplement.

provide a side-by-side comparison with your last submission with all differences annotated and
explained.

RECOMMENDATIONS:
1. inform the firm of the above comments.

2. Please verify that the statement "Meet USP Dissolution Test 1" is accurate.



FOR THE RECORD:

CG:

1.

ANDA 40-084/S-018
Dup/Division File
HFD-613/Cpark/CHopp

This supplement was submitted in conjunction with chemistry for the new package sizes
of 30s, 60s, 90s & 120s.

The review was done based on the last approved sponsor's labeling for these products.

The sponsor proposed Child-resistant cap to be in compliance with the Poison
Prevention Acts for the sizes of 30s & 60s. (vol B. p.169)

The following-email was sent to Don on 1/17/02.

| note that this application was approved for 4 different strengths, 500 mg/5 mg,

650 mg/10 mg, 660 mg/10 mg, & 750 mg/7.5 mg. The 650 mg/10 mg strength was
approved October 16, 1996 (S-007 & -008). However, this new strength is not listed
in the O.B. | would like to bring this to your attention. Thanks,

The following is the response from Don on 1/17/02.
Gladys:

| am faxing you the 40-084 S-008 as a source document so that it may be
added to the Orange Book. Don

7 //» >
M.

(norcc:)

VAFIRMSAMWMALLINCKRODT\LTRS&REV\0084s18AE.LABELING.doc

Review

v/“
Ve
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REVIEW OF PROFESSIONAL LABELING # 2
Supplement (FPL)
DATE OF REVIEW: September 30, 2002
ANDA #: 40-084/S-018
NAME OF FIRM: Mallinckrodt Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, & 10 mg/660 mg)

DATE OF SUBMISSION: July 1, July 24, and August 26, 2002
COMMENTS |
1. CONTAINER - 30s, 60s, 90s & 120s
Satisfactory in FPL as of 7/1/02 submission (vol. 15.1, "Final Printed Labeling" section)
2. INSERT

Satisfactory in FPL as of 7/1/02 submission for 7.5 mg/750 mg (Rev. 041902; Code# -
MG #15164; vol. 15.1).

Satisfactory in FPL as of 7/24/02 submission for 10 mg/650 mg (Rev. 042002H; Code# -
MG#15166; vol. 15.1)

Satisfactory in FPL as of 8/26/02 submission for 10 mg/660 mg (Rev. 042102; Code# -
MG#15167, vol. 15.1)

FOR THE RECORD:

1. This supplement was subritted in conjunction with chemlstry for the new: package snzes of
30s, 60s, 90s & 120s.

2. The review was done based on the last approved sp_onsor's labeling for these products.
3. The sponsor proposed separate insert labeling for each strength. We find this acceptable.
4. The sponsor proposed Child- resistant cap to be in compllance wnth the Poison Prevention

Acts for the sizes of 30s & 60s. (vol B. p.169)
5. ' The following-email was sent to Don on 1/17/02.

I note that this application was approved for 4 different strengths, 500 mg/6 mg,

650 mg/10 mg, 660 mg/10 mg, & 750 mg/7.5 mg. The 650 mg/10 mg strength was
approved October 16, 1996 (S-007 & -008). However, this new strength'is not listed
in the O.B. 1 would like to bring this to your attention. Thanks,



6. The following is the response from Don on 1/17/02.
Gladys: |

{ am faxing you the 40-084 S-008 as a source document so that it may be
added to the Orange Book. Don

7. The labeling should be revised as follows. This instruction was forwarded to the sponsor at
the time of forwarding the labeling deficiency for unapproved ANDA 40-468 on July 3,
2002. The firm submitted this amendment on July 1, 2002, prior to the receipt of the
40-468 labeling deficiency letter and consequently did not revise the labeling accordingly
in this supplement. Since this supplement is for the new package sizes and there is no
pending chemistry issue, we will approve this supplement. | called Melissa Cay on July 23,
2002 and requested that once this supplement is approved, then the sponsor should send
in a revised labeling including the following changes as a SSCBE. She stated that they
intend to do as directed.

a. CONTRAINDICATIONS - Include the following text as the second
paragraph:

Patients known to be hypersensitive to other opioids may exhibit cross-
sensitivity to hydrocodone.

b. ADVERSE REACTIONS - Add the following text immediately following
the "Respiratory Depression" subsection:

Special Senses: Cases of hearing impairment or permanent loss have
been reported predominantly in patients with chronic overdose.

cc:  ANDA 40-084/S-018 )
Dup/Division File |
HFD-613/Cpark/LGolsonf(no cc:); éﬁ,é_, /9 // 2L—

V\FIRMSAMMALLINCKRODT\L TRS&REV\40084s1 8AP.LABELING.doc

Review

APPEARS THIS WAY
ON ORIGINAL



REVIEW OF PROFESSIONAL LABELING # 1
Supplement (Draft)
DATE OF REVIEW: becember'17, 1998
ANDA #: 40-084/5-015
NAME OF FIRM: Mallinckrédt, Inc.

NAME OF DRUG: Hydrocodohe Bitartrate and Acetaminophen Tablets,
: . USP (7.5 mg/750 mg, 10 mg/650 mg, & 10 mg/660 mg)

DATE OF SUBMISSION: June 30, 1998 and September 29, 1998
(Original supplement and amendment)

COMMENTS
1. Container - 100s & 500s
a. We encourage you to increase the prominence of “Rx
only”.
b. We encourage the inclusion of the statement “Protect
from light.”.

2. Unit dose blister
Satisfactory in draft

3. Unit dose carton - 100s
The statement “Hydrocodone Bitartrate and Acetaminophen
Tablets, USP mg/  mg” on the side panel should be

replaced with “Each tablet contains:... ™ as found on the
container labels.

4. Insert labeling
a. TITLE

We encourage the inclusion of “Rx only” underneath the
TITLE. - : i

b. HOW SUPPLIED

i. We encourage the inclusion of the statement
“Protect from light.”. '

ii. We encourage the relocation of “Rx only” to the,



TITLE séction.

Revise the labels and labellng as instructed above and submit in
final print.

Please note that we reserve the right to reqguest further changes
in your labels and/or labeling based upon changes in the approved
labeling of the listed drug or upon further review of the
application prior to approval.

RECOMMENDATIONS::
‘Inform the firm of the above comments.
FOR THE RECORD:

1. Review based on the labeling of the last approved
labeling of this product of this firm. The labeling of
the RLD has not been revised since the last approval of
this firm’s labeling.

2. This supplement was submitted in association with
chemistry for a new manufacturer, formulation,
manufacturing process, equipment, controls,
container/closure system, packaging and labeling.

3. The firm has amended above referenced supplement to
correct one of the inactive ingredients described
erroneously in the original supplement. [e.g., s

e £0 Silicon Dioxide NF7]

4. The inactive ingredients deécription is accurate. See
p.211 of vol.8.1 & p.175 of vol.9.1.

5. The deséription of the products in the H.S section is
accurate. (See p.1567, vol.8.4; p.1604, vol.8,4;
p.1644, vol.8.4)

6. The firm has proposed separate package insert labellng
for each strength as has done in the past.

7. 'CONTAINER/CLOSURE
Container: HDPE

Closure: Non-CRC — !
T (See p.1370, vol.8.4)




REVIEW OF PROFESSIONAL LABELING # 2
Amendment to Supplément (FPL)
DATE.OF REVIEW: June 9, 1999
ANDA #: 40-084/S-015
NAME OF FIRM: Mallinckrodt, Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets,
: USP (7.5 mg/750 mg, 10 mg/650 mg, & 10 mg/660 mg)

DATE OF SUBMISSION: May 28, 1999
COMMENTS

From a'labeling standpoint, the labels and labeling have béen
satisfactorily revised to reflect a new manufacturer.

RECOMMENDATIONS:
Inform the firm of the above comments.
FOR THE RECORD:

1. Review based on the labeling of the last approved
labeling of this product of this firm. The labeling of
the RLD has not been revised since the last approval of
this firmOs labeling.

2. This supplement was submitted in association with
chemistry for a new manufacturer, formulation,
manufacturing process, equipment, controls,
container/closure system, packaging and labeling..

3. The firm has amended above referenced supplement to
correct one of the inactive ingredients described
erroneously in the original. supplement. [e.g., ™™
= “=; to Silicon Dioxide NFU]

4, The inactive ingredients description is accurate. See
' p.211 of vol.8.1 & p.175 of vol.9.1.

5. The description of the prodﬁcts in the H.S section is
accurate. (See p.1567, vol.8.4; p.1604, vol.8.4;
p.1644, vol.8.4) ‘ :

6. The firm has proposed separate package insert labeling
for each strength as in the past.



ccC:

7. CONTAINER/CLOSURE

Container: HDPE
Closure: Non CRC

o iR ORI

'ANDA 40-084/S-015

Dup/Division File
HFD-613/AVezza/CHoppes /(no cc:)

(See p.1370,

vol.8.4) .

aev/6/9/99|V: \FIRMSAM\MALLINK\LTRS&REV\40084815 AEL

Review

Y
APPEARS THIS WA
oN omemm
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Date of Review: 2-15-96 Date of submission: 9-1-95
Primary Reviewer: Adolbh Vezza

Secondary Reviewer:

ANDA Number: 40r084/S-006 Review Cycle: FIRST

Applicant's Namé [as seen on 356(h)]: King Pharmaceuticals, Inc.
Manufacturer's Name (If different than applicant): applicant
Proprietary Name:

Established Name: Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 5 mg/500 mg

LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE
CHEMISTRY COMMENTS TO THE FIRM:

[NOTE: These deficiencies can be located on the x-drive as
. detailed in notes from Ted Sherwood regarding the New X-Drive]

A. CHEMISTRY DEFICiENCIES

B. LABELING DEFICIENCIES
1. CONTAINER: 1000s
a. Place an asterisk éfter the word "BITARTRATE" in

the established name.

b. Delete the "(Warning:...)" statement after the
established name. - '

c. Place an asterisk immediately before the
‘ "(Warning:...)" statement in the "Each Tablet..."
statement. ([i.e. *(Warning:...)]
2. INSERT
a. GENERAL COMMENT

Place the asterisk before the parenthesis in the



"Warning..." statement [*(Warning...)].
b. DESCRIPTION

Revise the molecular weight of acetaminophén to
read 151.17 as per USP 23.

Please revise your labels and labeling, as instructed above,
and submit final prlnt container labels and insert labeling.
Fem Yafemed Vie e t@hon& (5e€ felecon dcu?eu( 3 -$-G6

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name Yes | No | N.A.

Diﬁ'erent name than on acceptance to file letter? x

Is this product a USP item? If so, USP supplement in which verification was assured. X

Is this name different than that used in the Orange Book? " ' x

Ifnot USP, has the product name been proposed in the PF? X

Error Prevention Analysis

PROPRIETARY NAME ' x
Has the firm proposed a proprietary name? If yes, complete this subsection. X
Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? ' X

Sounds or looks like another name? USAN stem present? Prefix or Suffix present?

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what X
were the recommendations? If the name was unacceptable, has the firm been notified?

PACKAGING -See applicant's packaging configuration in FTR

Is thxs a new packaging configuration, never been approved by an ANDA or NDA‘7 If 4 A x
yes, describe in FTR. - '

Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.  ~

Does the package proposed have any safety and/or regulatory concerns? ' ’ X

IfIV product packaged in syringe, could there be adverse patient outcome if given by X
direct IV injection? ,

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections X

and the packagmg configuration?




Is the strength and/or concentration of the product unsupported by the insert labeling?

X

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap X
incorrect? ,

Individual cartons required? Issues for FTR: Innovator individually cartoned? Light X
sensitive product which might require cartoning? Must the package insert accompany the

product? ;

Are there any other safety concerns? X
LABELING

Is the name of the drug unclear in print or lacking in prominence? (Name should be the X
most prominent information on the Iabel) :

Has applicant failed to clearly dlﬁ'erentlate multiple product strengths? x
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)

Error Prevention Analysis: LABELING (Continued) Yes | No | N.A.
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; X
Oral Solution vs Concentrate, Warning Statements that might be in red for the NDA)

Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between X
labels and labeling? Is "Jointly Manufactured by...", statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in X
the insert labeling? Note: Chemist should confirm the data has been adequately

supported.

Scoring: Describe scoring configuration of RLD and applicant (page #) in the

FTR

Is the écoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? X
Inactive Ingredients: (FTR: List page # in apphcatlon where mactlves are

listed)

Does the product contain alcohol? If so, has the accuracy of the Statement been X
confirmed? ’
Do any of the ihactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCR]PTION and the composition X
statement? '
Has the term "other ingredients" been used to protect a trade secret? If so, is claim X
supported? ' '

Failure to list the coloring agents if the composition statement lists e.g., Opacode, X
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? X




listed)

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need not be X

USP Issues: (FTR: List USP/NDA/ANDA dispehsing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If S0, X
are the recommendations supported and is the difference acceptable? '

Does USP have labeling recommendations? If any, does ANDA meet them? X

Is the product light sensitive? If so, is NDA and/or ANDA in a light‘resistant container? X

labeling.

F ailure of DESCRIPTION to meet USP Description and Solubility information? If so, X
USP information should be used. However, only include solvents appearing in innovator

Bioequivalence Issues: (Compare bioequivalency values: msert to study. Llst ! X
Cmax, Tmax, T 1/2 and date study acceptable) :

Insert labeling references a food effect or a no-effect? If so, was a food study done? | x

Has CLINICAL PHARMACOLOGY been modified? If so, briefly deta‘il where/why. . X

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration
date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

FOR THE

1.

2.

RECORD:

The USP name, Hydrocodone Bitartrate and Acetaminophen
Tablets, was confirmed in USP 23. :

There is no NDA for this drug product. The RLD is
Vicodin (Knoll) and the labeling was based on the
Labeling Guidance for Hydrocodone Bitartrate and
Acetaminophen Tablets USP.

The firm will market container sizes of 100s and 1000s
for both the 5 mg/500 mg and 7.5 mg/750 mg tablet
strengths.

Storage/dispensing recommendations:

RLD:- CRT 15°-30°%C (59°-86°F); tight, light-resistant
ANDA: same

USP: Preserve in tight, 1ight-resista£t containere
As of 12-13-95 the holder of this ANDA is Mallinckrodt

Chemical, Inc. King Pharmaceuticals, Inc. will _
continue to be the manufacturer for this drug product.




~

6. The 7.5 mg/750 mg tablet is now white thus the ..
agent which was prev1ously listed in the listing of the
inactives (- s ~mmem- 15 No longer
listed. T ’

Primary Reviewer Date

Acting Team Leader, Date

Labeling Review Branch

cc:
ANDA 40-084/S-006
DUP/DIVISION FILE
aev/2/15/96

see x:\new\firmsam\king\ltrs&rev\40084S06. NA

D)

APPEARS THIS waY
ON ORIGINAL
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REVIEW OF PROF ESSIONAL LABELING
- DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

Date of Review: 2-15-96 ‘Date of Submission: 7-25-95
Primary Reviewer: Adolph Vezza

Secondary hevievér:

ANDA Number: 40-084/8-004 Review Cycle: FIRST
Applicant's‘Name [as seen on 356(h)]: King Pharmaceutidals, Inc.
Ménufacturer's Name (If different than applicant): applicant
Proprietary Name:

Established Name: Hydrocodone Bitartrate and Aéetaminophen
Tablets USP, 7.5 mg/750 mg

LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE
CHEMISTRY COMMENTS TO THE FIRM:

[NOTE: These deficiencies can be located on the x-drive as
detailed in notes from Ted Sherwood regarding the New X-Drive]

A. CHEMISTRY DEFICIENCIES

B. LABELING DEFICIENCIES
1. CONTAINER: 1000s
a. Place an asterisk after the word "BITARTRATE" in

the established name.

b. Delete the "(Warning:...)" statement after the
established name. :

c. Place an aSterisk immediately before the
"(Warning:...)" statement in the "Each Tablet...”
statement. [i.e. *(Warning:...)]

2.  INSERT

a. GENERAL COMMENT

Place the asterisk before the parenthesis in the



"Warning..." statement [*(Warning...)] throughout

the insert.

b. DESCRIPTION

Revise the molecular weight of acetamlnophen to

read 151.17 as per USP 23.

Please revise your labels and labellng,>as instructed above,
and submit final print container labels and insert labeling.

Please note that the f1rmrhas alreedy been made aware of

these labeling deficiencies by telephone (see TELECON dated

'3196).

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Applicant's Established Name Yes | No | N.A.
Diﬂ‘ereht name than on acceptance to file letter? x
Is this product a USP item? If so, USP supplement in which verification was assured. X
Is this name different than that used in the Orange Book? X
If not USP, has the product name been proposed in the PF? X
Error Prevention Analysis
PROPRIETARY NAME X
| Has the firm proposed a proprietary name? If yes, eomplete this subsection. X |
Do.you find the name objectionable? List reasons in FTR, if so. Consider: Mslcading? X
Sounds or looks like another name? USAN stem present? Prefix or Suffix present?
Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what X
were the recommendations? If the name was unacceptable, has the firm been notified?
PACKAGING -See applicant's packaging configuration in FTR
Is this a new packaging conﬁguratlon, never been approved by an ANDA or NDA? If X
yes, describe in FTR.
Is this package size mismatched with the recommended dosage? If yes, the Poison. X
Prevention Act may require a CRC.
Does the package proposed have any safety and/or regulatory concems? X




If IV product packaged in syringe, could there be adverse patient outcome if given by

direct IV injection? ' X
Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections X
and the packaging configuration?
Is the strength and/or concentration of the product unsupported by the insert labeling? X
Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) or cap X
incorrect? 7
Individual cartons required? Issues for FTR: Innovator individually cartoned? Light X
sensitive product which might require cartoning? Must the package insert accompany the
product? S '
Are there any other safety concerns? X
LABELING
Is the name of the drug unclear in print or lacking in prominence? (Name should be the X
most prominent information on the label). >
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP x
guidelines) :
Error Prevention Analysis: LABELING (Continued) Yes | No | N.A.
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adul; X
Oral Solution vs Concentrate, Warning Statements that might be in red for the NDA)
Is the Manufactured by/Distributor statement incorrect or falsely inconsistent between X
labels and labeling? Is "Jointly Manufactured by...", statement needed?
Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in X
the insert labeling? Note: Chemist should confirm the data has been adequately
supported.
Scoring: Describe scoring configuration of RLD and applicant (page #) in the
FTR ) o
Is the scoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? X
Inactive Ingredients: (FTR: List page # in application where inactives are
listed)
Does the product contain alcohol? If so, has the accuracy of the statement been X
confirmed? : '
Do a.ny of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the composition X
statement?

X

Has the term "other ingredients" been used to protect a trade secret? If so, is claim
supported? '




Failure to list the coloring agénts if the composition statement lists e.g., Opacode, X
Opaspray?

Failure to list gelatin, coloring agents, antimicrobials for capsules in DESCRIPTION? | ' X
Failure to list dyes in unpnntmg mks? (Coloring agents e.g,, iron oxides need not be ' X
listed)

USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA. recommendations? If so, 1x
are the recommendations supported and is the difference acceptable?

Does USP have labeling recommendations? If any, does ANDA meet them? , X

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? X

Failure of DESCRIPTION to meet USP Description and Solubility information? I so, X
USP information should be used. However, only include solvents appearing in innovator T '
labeling. :

Bioe(iuivalence Issues: (Compare bioequivalency values: insert to study. List X
Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. | x

Patent/ExcluSivity Issues: FTR: Check the Orange Book edition or cumulative -
supplement for verification of the latest Patent or Exclusivity. List expiration
date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

The firm has been made aware of the 1abeling deficiencies by
telephone (see TELECON dated 3-1-96).

FOR THE RECORD:.

1. The USP nanme, Hydrocodone Bitartrate and Acetamlnophen
Tablets, was conflrmed in USP 23.

2. There is no NDA for this drug product. The RLD is
Vicodin ES (Knoll) and the labeling was based on the
Labeling Guidance for Hydrocodone Bitartrate and
Acetaminophen Tablets USP. -

3. The firm will market container sizes of 100s (5 mg/500
mg and 7.5 mg/750 mg) and 1000s (7.5 mg/750 mg).

4. Storage/dispensing recommendations:
RLD: CRT 15%°-30% (59°-86°F); tight, light-resistant
ANDA: same

USP: Preserve in tight, light-resistant containers



5. As of 12-13-95 the holder of this ANDA is Mallinckrodt
Chemical, Inc. King Pharmaceuticals, Incz. will
continue to be the manufacturer for this drug product.

6. The 7.5 mg/750 mg tablet is now white thus the -
- agent which was previously listed in the listing of the

inactives ( is no longer
listed.
7. The firm was made aware of the labeling deficiencies by

telephone (see TELECON dated 3-1-96).

Primary Reviewer Date

Acting Team Leader, Date
Labeling Review Branch

cc:
ANDA 40-084/S-004
DUP/DIVISION FILE
aev/3/4/96

see x:\new\firmsam\king\ltrs&rev\40084S04.NA

I4]

APPEARS THIS WAY
ON ORIGINAL



REVIEW OF PROFESSIONAL LABELING #2
AMENDMENTS TO SUPPLEMENTS
FPL
DATE OF REVIEW: June 3, 1996

ANDA #:  40-084/S-006
40-084/S-004

NAME OF FIRM

Mallinckrodt Chemical, Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 5 mg/500 mg and 7.5 mg/750 mg :

DATE OF SUBMISSION: April 30, 1996
COMMENTS : May 29, ravk
Container (1000s): Satisfactory in FPL
Insert: Satisfactory in FPL
RECOMMENDATIONS:
Inform the firm of the above cdmments.
NOTEVTO CHEMIST:
From a labeling standpoint, the supplements may be approved.

FOR THE RECORD:

1. These supplemental applications provide for the labeling
associated with a new package size, 1000's.

2. The firm made changes to reflect the transfer of ownership
-from King Pharmaceuticals to Mallinckrodt which were found
to be acceptable.

\

cc: ANDA 40-084/S-006
40-084/S-004

Dup/Division File é/..» /4 '
- HFD-613 /CHoppes/AVefza (Jjo gf5ﬁﬁ ////
HFD-600/RF é%mw% blg%
njg/6/3/96/x:\ \40084s06.ap

Review



0
REVIEW OF PROFESSIONAL LABELING #1
SUPPLEMENT
DRAFT - Container Labels, Carton and Insert Labeling
DATE OF REVIEW: 2-20-96
ANDA #: 40-084/S-008
NAME OF FIRM: King Pharmaceuticals, Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets,
- ' ~ USP

DATE OF SUBMISSION: December 8, 1995
COMMENTS : ’

CONTAINER: 3s (sample), 100s, 1000s

1. Place an asterisk (superscript) after the word
"BITARTRATE" in the established name and immediately
before the "(Warning...)" statement. [i.e.

* (Warning:...) ] .
2. We note that you have not indicated in your submission

that the closure system for the 3s container size is
CRC. The Poison Prevention Packaging Act notes that
special packaging (child-resistant closures) should be
the responsibility of the manufacturer when the
container is clearly intended to be utilized in
dispensing (unit-of-use). Your proposed container of 3
appears to be in this category. We believe that this
package must comply with the Act. Please comment.

UNIT DOSE BLISTER:

1. Relocate the asterisk in the "Warning:..." statement to
appear immediately before the parenthesis. See comment
. above. :

2. "Tablet" rather than * .

o e T T i )

See comment 1. under CONTAINER.
INSERT:
1. TITLE

Place an asterisk (superscript) after the word
"BITARTRATE" in the established name.



2. DESCRIPTION
a. Place an asterisk in the "Warning:... " statement
immeédiately before the parenthesis.
b. Revise the molecular weight of acetaminophen to
read 151.17 as per USP 23. : '
3. HOW SUPPLIED |
Revise to read:
...capsule shaped tablet, scored. ..
RECOMMENDATIONS:
1. Inform the firm- of the above comments.
2. - Reguest the firm revise their labels and labéling, then

prepare and submit final print labels and labeling.
Please note that we reserve the right to request
further changes in your labels and labeling based upon
changes in the approved labeling of the listed drug or
upon further review of the application prior to
approval. '

NOTE TO CHEMIST:

Please see comment 2 under CONTAINER.

FOR THE RECORD:

1.

There is no NDA for this drug product. The RLD is
Lorcet 10/650 (Mikart) and the labeling was based on
the Labeling Guidance for Hydrocodone Bitartrate and
Acetaminophen Tablets USP (revised 4/94).

There are no outsténding patents or exclusivities for
this drug product.

étorage/dispensing recommendations:

RLD:  CRT 15°-30°C (59°-86°F); tight, light-resistant
ANDA: & same

USP: Preserve in tight, light-resistant containers
As of 12-13-95 the holder of this ANDA is Mallinckrodt

Chemical, Inc. XKing Pharmaceuticals, Inc. will
continue to be the manufacturer for this drug product.



CcC:

5. The deséription of the tablet as listed in the HOW
SUPPLIED section is accurate (page 245 Vol. 5.1).

6. The listing of inactive ingredients in the DESCRIPTION
- section of the package insert appears to be consistent
with the listing of inactive  ingredients found in the
statement of components and composition appearing on
page 105 (Volume 5.1).

7. - This product will be marketed in container sizes 3s
(sample), 100s, 1000s and ° : —

Adoiph Vezza

ANDA 40-084/S-008

Dup/Division File

HFD-613/AVezza/JGrace (no cc:)

HFD-600/RF

aev/2/20/96 x:\new\firmsam\king\ltrs&rev\50084S508.NA

Review

APPEARS THIS WAY
ON ORIGINAL
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REVIEW OF PROFESSIONAL LABELING # 2
SUPPLEMENTAL AMENDMENT
DRAFT - Container Labels and Insert Labeling
DATE OF REVIEW: 8-12-96
ANDA #: 40-084/S-008
NAME OF FIRM: Mallinckrodt Chemical ' Inc.

NAME OF DRUG: Hydrocodone Bltartrate and Acetaminophen Tablets,
g USP (o w\j /@50 mg )

DATE OF SUBMISSION; August 1, 1996
COMMENTS:
CONTAINER: 3é (sample), 100s, 1000s
Satisfactory
INSERT:
. DOSAGE AND ADMINISTRATION
‘Revise the last two sentences as fallows:
The uéualvadult dosage is one tablet every four hours as
needed for paln. The total 24 hour dose should not exceed 6
tablets. :
NOTE TO CHEMIST:
If chemistry is satisfactory, please let the labeling

- reviewer know to relay the above deficiency by telephone
rather than including it with a chemistry deficiency letter.

RECOMMENDATIONS:
1. Inform the firm of the above comments.
2. Request the firm revise their package insert labeling,

then prepare and submit final print. Please note that
we reserve the right to request further changes in your
labels and labeling based upon changes in the approved
labeling of the listed drug or upon further review of
the application prlor to approval



FOR THE RECORD:

ccC:

1.

There is no NDA for this drug product. The RID is
Lorcet 10/650 (Mikart) and the labeling was based on
the Labeling Guidance for Hydrocodone Bitartrate and
Acetaminophen Tablets USP (revised 4/94).

There are no outstandlng patents or exclusivities for
this drug product..

Storage/dlspens1ng recommendations:

RLD: CRT 156-3O°C-(59°—86°F); tight, light-resistant
ANDA: same

USf: Preserve in tight, light—fesistant containers

As.of 12-13-95 the holder of this ANDA is Mallinckrodt
Chemical, Inc. King Pharmaceuticals, Inc. will
continue to be the manufacturer for this drug product.

The description of the tablet as listed in the HOW
SUPPLIED section is accurate (page 245 Vol. 5.1).

The listing-of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent
with the listing of inactive ingredients found in the
statement of components and comp051t10n appearing on
page 105 (Volume 5.1).

The firm had planned to market this product will be
marketed in contalner 51zes 3s (sample), 100s, 1000s
and The firm
requested that the -———~—Mconta1ner/closure system
be eliminated from consideration in this amendment.
Reference to the ———— package has been deleted
from HOW SUPPLIED.

The firm has committed to marketing the 3s size with a
child-resistant closure.

Charlie Hoppes

ANDA 40-084/S-008

Dup/Division File ' .
HFD-613/CHoppes/AVezza (no cc: )

HFD-600/RF

njg/8/12/96/x:\...\40084s08.na2

Review '



R

REVIEW OF RROEE§SIONAL LABELING # 3
SUPPLEMENTAL AMENDMENT
FPL - Insert Labeling
DATE OF REVIEW: 9-17-96 -
ANDA #: 40-084/S-008
NAME OF FIRM: Mallinckrodt Chemical, Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets
UsSP, 10 mg/650 mg

DATE OF SUBMISSION: September 11, 1996
COMMENTS:
CONTAINER: 3s (sample), 100s, 1000s
Satisfactory (8/1/96 submission)
INSERT: |
Satisfactory (This submission)
RECOMMENDATIONS:
From a labeling standpoint, the supplement may be approved.
FOR THE RECORD: ‘ | v
1. There is no NDA for this drug broduct. The RLD is
Lorcet 10/650 (Mikart) and the labeling was based on
the Labeling Guidance for Hydrocodone Bitartrate and

Acetaminophen Tablets USP (revised 4/94).

2. There are no outstanding patents or exclusivities for
this drug product.. ‘ ’

3. Storage[dispensing recommendations:
RLD: CRT 15%-30°C (59°—86°F); tight, light-resistant
ANDA: same |
USP: Preserve in tight, light—resistant containers_
4. As of 12-13-95 the hblder of this ANDA is Mallinckrodt

Chemical, Inc. King Pharmaceuticals, Inc. will
continue to be the manufacturer for this drug product.



ccC:

5. The description of the tablet as listed in the HOW
SUPPLIED section is accurate (page 245 Vol. 5.1).

6.  The listing of inactive ingredients in the DESCRIPTION

section of the package insert appears to be consistent
with the listing of inactive ingredients found in the
statement of components and composition appearing on
page 105 (Volume 5.1).

7. The firm had planned to market this product in
container sizes 3s (sample), 100s, 1000s and —————m—""
— " The firm requested that the
(e contalner/closure system be eliminated from
consideration in this amendment. Reference to the
T~ package has been deleted from HOW SUPPLIED.

8. The firm has committed to marketing the 3s 51ze with a
child-resistant closure.

9. The labeling comment that was the subject of the second
review for this supplement was detailed to the firm by
telephone on 8/26/96. The firm submitted FPL with the
correction in this submission.

Charlie Hoppes

ANDA 40-084/5-008
Dup/Division File
HFD-613/CHOPPES/LGOLSON/JGRACE (no cc:)

HFD-600/RF

njg/9/17/96/x:\...\40084s08.na2
Review

APPEARS THIS WAY
ON ORIGINAL



0.

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

Date of Review: 2-12-96 - Date of Submission: 6-30-55

Primary Reviewer: Adolph Vezza

Secondary Reviewer:

ANDA Number: ‘v4b-084/s-002 -Review Cycle: FIRST
Applicant'stame [as seen on 356(h)]: King Pharmaceuticals, Inc.
Manufacturer's Name (if different than applicant)f.'applicant
Proprietary Name: Z-\nexsia:e 10/660

Established Name: Hydrocodone Bitartrate and Acetaminophen
Tablets USP

!

LABELING DEFICIENCIES, WHICH ARE TO BE INCORPORATED WITH THE
CHEMISTRY COMMENTS TO THE FIRM: :

[NOTE: These deficiencies can be located on the x-drive as
detailed in notes from Ted Sherwood regarding the New X-Drive]

A. CHEMISTRY DEFICIENCIES
B. LABELING DEFICIENCIES
1. CONTAINER: 100s and 1000s
a. Delete the asterisk after the word ;Bitartfate" in
the "Each Tablet Contains:" statement and relocate

it to after the word "BITARTRATE" in the
established name. :

b. Relocate the asterisk from before the word
' "WARNING" and relocate it to before the
parenthesis - not as a superscript (i.e.
* (WARNING:...).
2. INSERT

a. GENERAL COMMENT

The requirements of 21 CFR 201.10(g) (1) must be



met. The established name is to appear at least
once in each column in association with the
proprietary name. ' '

b. DESCRIPTION

i. Place an asterisk immediately before the
statement " (Warning...)" [see 1l.b.].

ii. Revise the molecular weight of acetaminophen
to read 151.17 as per USP 23.

c. OVERDOSAGE
Treétmentv— Fourth paragraph, first sentence.
...opioid overdose. (spelling)

Please revise your labels and labeling, as instructed above,
and submit final print container labels and insert labeling.

'REVIEW OF PROFESSIONAL LABELING CHECK»LI‘ST

~ Applicant's Established Name - Yes | No | N.A.

Different name than on acceptance to file letter? . ; ‘ X

Is this product a USP item? IfS(;, USP supplement in which verification was assured. X

Is this name different than that used in the Orange Book? X

If not USP, has the product name been proposed in the PF? - X

Error Prevention Analysis

PROPRIETARY NAME : : - X
Has ‘the firm proposed a proprietary name? If yes, complete this subsection. _ X

Do you find the name objectionable? List reasons in FTR, if so. Consider: Misleading? . - X
Sounds or looks like another name? USAN stem present? Prefix or Suffix present? . :

Has the name been forwarded to the Labeling and Nomenclature Committee? If so, what X
were the recommendations? If the name was unacceptable, has the firm been notified?

PACKAGING -See applicant's packaging éonﬁguration inFTR




Is this a new packaging conﬁguratlon never been approved by an ANDA or NDA? If X
yes, describe in FTR. -
Is this package size mismatched with the recommended dosage? If yes, the Poison X
Prevention Act may require a CRC.
Does the package proposed have any safety and/or regulatory concerns? X
If1v product packaged in syringe, could there be adverse patient outcome if given by X
direct IV injection?
Conflict between the DOSAGE AND ADM]NISTRATTON and INDICATIONS sections . X
and the packaging configuration?
Is the strength and/or concentration of tﬁe product unsupported by the insert labeling? X
Is the color of the container (1 e the color of the cap of a mydriatic ophthalmic) or cap X
incorrect? °
Individual cartons required? Issues for FTR: Tnnovator individually cartoned? Light x
sensitive product which might require cartoning? Must the package insert accompany the
product?
Are there any other safety concerns? X
LABELING
Is the name of the drug unclear in print or lacking in prominence? (Name should be the X
most prominent information on the label). :
Has applicant failed to clearly differentiate multiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)
Error Prevention Analysis: LABELING (Continued) Yes | No | NA.
Does RLD make special differentiation for this label? (i.e., Pediatric strength vs Adult; T x
Oral Solution vs Concentrate, Warning Statements that might be in red for the NDA) '
Is the Manufactlﬁed by/Distributor statement incorrect or falsely inconsistent between X
labels and Iabeling? Is "Jointly Manufactured by...", statement needed?
Fatlure to describe solid oral ddsage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which appear in X
the insert labeling? Note: Chemist should confirm the data has been adequately
supported. » :

[ Scoring: Describe scoring configuration of RLD and applicant (page #) in the
FTR ‘
Is the scoring configuration different than the RLD? X
Has the firm failed to describe the scoring in the HOW SUPPLIED section? X
Inactive Ingredients: (FTR: List page # in application where inactives are
listed)
Does the product contain alcohol? If so, has the accuracy of the statement been - X
confirmed? .
Do any of the inactives differ in concentration for this route of administration? X




Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X

Is there a discrepancy in inactives between DESCRIPTION and the composition . _ x
statement?

Has the term "other ingredients" been used to protect a trade secret? If so, is claim = - X
supported?

Failure to list the coloring agents if the composition statement lists e.g., Opacode, ' , X
Opaspray? ‘ : ’

Failure to list gelatin, cdloring agents, antimicrobials for capsules in DESCRIPTION? ._ ‘ X

Failure to list dyes in iIhprinting inks? (Coloring agents e.g., iron oxides need not be ' : X
listed) S ‘ : '

- USP Issues: (FTR: List USP/NDA/ANDA dispensing/storage recommendations)

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so, - X
are the recommendations supported and is the difference acceptable?

Doés USP have labeling recommendations? If any, does ANDA meet them? _ X

Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant container? : X
Failure of DESCRIPTION to meet USP Description and Solubility information? If so, X

USP information should be used. However, only include solvents appearing in innovator .

labeling.

Bioequivalence Issues: (Compare bioequivalency values: insert to study. List X

Cmax, Tmax, T 1/2 and date study acceptable)

Insert labeling references a food effect or a no-effect? If so, was a food study done? ,_ . X

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X

Patent/Exclusivity Issues: FTR: Check the Orange Book edition or cumulative
supplement for verification of the latest Patent or Exclusivity. List expiration
date for all patents, exclusivities, etc. or if none, please state.

NOTES/QUESTIONS TO THE CHEMIST:

1. I was unable to confirm the description of the
debossing of the tablet as presented in the HOW
SUPPLIED section anywhere else in the submission.
Please verify its accuracy or request the firm to
correct the omission. :

2. In doing my review I noticed that a bio waiver had been
granted 12-5-95. Please modify your chem review with
this in mind.

FOR THE RECORD:

1.



The USP name, Hydrocodone Bitartrate and Acetamlnophen

2.

Tablets, was confirmed in USP 23.

3. There is no NDA for this drug product. The RLD is
Vicodin ES (Knoll) and the labeling was based on the
Labeling Guidance for Hydrocodone Bltartrate and
Acetaminophen Tablets USP.

4. A petition has been grantéd to market this strength (.
10 mg/660 mg) tablet.

5. There are no active patents or exclusivities for this
drug product. :

6. A bio waiVer was granted on 12-5-95.

7. The tablet is scored (p. 245 V. 4.2) as is the
reference listed drug.

8. _The listing of inactive ingredients as listed in the
insert has been confirmed (p. 166 V. 4.1).

9. The firm will market containgr'sizes of 100s and 1000s.

10. I was unable to confirm the description of the tablet's

'~ debossing as described in the HOW SUPPLIED section. I
noted this in NOTES TO THE CHEMIST.

11. As of 12-13-95 the holder of this ANDA is Mallinckrodt
Chemical, Inc. King Pharmaceuticals, Inc. will
continue to be the manufacturer for this drug product.

12. sStorage/dispensing recommendations:

RLD:  CRT 15°-30°%C (59°-86°F); tight, light-resistant
ANDA: same
USP: Preserve in tight, light-resistant containers
Primary Reviewer Date
Acting Team Leader, . Date

Labeling Review Branch

ANDA 40-084/5-002
DUP/DIVISION FILE
aev/2/12/96

see X: \new\flrmsam\klng\ltrs&rev\40084802 NA

(D)



REVIEW OF PROFESSIONAL LABELING
AMENDMENTS TO SUPPLEMENT (Minor)
FPL
DATE OF REVIEW: June 20, 1996
ANDA #:  40-084/5-002
NAME OF FIRM: Mallinckrodt Chemical, Inc.

NAME OF DRUG: Hydrocodone Bitartrate and Acetamlnophen Tablets
USP, 10 mg/660 mg .

PROPRIETARY NAME : ANEXIA
DATE OF SUBMISSION: May 31, 1996 (minor amendment)

original: June 30, 1995
last amendment: November 27, 1995

COMMENTS :
Container (100s-and 1000s): Satisfactory in FPL
Insert: Satisfactory in FPL |
RECOMMENDATIONS:

Approve the supplement.
FOR THE RECORD:

1. These supplemental applications provide for the labeling
associated with a new an additional new product strength of
10 mg/660 mg.

2. The firm made changes to reflect the transfer of ownership
from King Pharmaceuticals to Mallinckrodt which were found
to be acceptable.

cc: ANDA 40-084/S-002
Dup/Division File
HFD-613/JGrace/AVezza (no cc:)
HFD-600/RF
6/20/96/x: \new\f1rmsam\malllnk\letrs&rev\40084802 ap
Review



CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/5-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-022; S-023; S-024;
S-028

CHEMISTRY REVIEW(S)



o+

L

OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY I

SUPPLEMENT REVIEW
ANDA 40-084/S-001, S-002
NAME AND ADDRESS OF APPLICANT:
King Pharmaceuticals, Inc.

501 Fifth Street
- Bristol, TN 37620

PURPOSE OF SUPPLEMENT :

S-001: New tablet strength containing 10 mg. Hydrocodone Bitartrate
and 660 mg. Acetaminophen.

S-002: Labeling Revision
DATE (S) OF SUBMISSION(S)

Firm:

6.30.95: Original submission.

Note: It was found during the review of this supplement that the submission
was incomplete. Certain documentation could not be found in the blue
jackets. The CSO requested the applicant to send the remainder of the
supplement on 11.27.95. The necessary copy was received and filed on
11.28.95. :
PHARMACOI.OGICAL CATEGORY :Analgesic
TRADE NAME Anexsia®10/660
NONPROPRIETARY NAME Hydrocodone Bitartrate and Acetaminophen Tablets, USP
DOSAGE_FORM Tablets
POTENCY 10 mg Hydrocodone Bitartrate and 660 mg Acetaminophen

R, OR OTC: R,

SAMPLES RELATED IND/NDA/DME ~ STERILIZATION
N/A . ANDA 89-160 & 89-725 N/A
DMF —— & DMF

LABELING Labeling review - Not satisfactory,A Vezza, 2.12.96



Redacted A

Page(s) of trade
secret and /or
confidential
commercial

information
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I
OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY I

SUPPLEMENT REVIEW

ANDA 40-084/S-001, S-002

NAME AND ADDRESS OF APPLICANT:

King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, TN 37620

PURPOSE _OF SUPPLEMENT: .

S-001: New tablet strength containing 10 mg. Hydrocodone Bitartrate
' and 660 mg. Acetaminophen.

S-002: Labeling Revision

DATE(S) OF SUBMISSION(SY
Firm:

06.03.95: Original submission
05.31.96: Amendment Subject of this review

FDA:
04.18.96: NA letter#1.

PHARMACOL.OGICAIL, CATEGORY :Analgesic

TRADE NAME None

NONPROPRIETARY NAME Hydrocodone Bitartrate and Acetaminophen Tablets, USP

DOSAGE FORM Tablets

POTENCY 10 mg Hydrocodone Bitartrate and 650 mg Acetaminophen

R, OR OTC: R,

-

SAMPLES RELATED IND/NDA/DMF  STERILIZATION
N/A ' ANDA 89-160 & 89-725 N/2

DMF — & DMF
LABELING Labeling review - Satisfactory,A Vezza, 6.20.96

BIOEQUIVALENCY STATUS Waiver requested, page 65; Acceptable - J. Henderson,
12.13.95. (Note the product is rated AA.)



Redacted ¥

Page(s) of trade
secret and /or
confidential
commercial

information
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OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY Il

SUPPLEMENT REVIEW

ANDA 40-084/S-007, S-008

NAME AND ADDRESS OF APPL.ICANT:
Mallinckrodt Chemical, Inc.

Attention: Charles H. Smith
" Chesterfield, MO 63017-1777

PURPOSE OF SUPPLEMENT:

S-007: New tablet strength containing 10 mg. Hydrocodone Bitartrate
and 650 mg. Acetaminophen.

S-008: Labeling Revision incorporating additional product strength.

"DATE(S) OF SUBMISSTION(S)
Firm:
12.8.95: Original submission
8.01.96: Amendment Subject of this review

8.19.96: Amendment Subject of this review
8.23.96: Amendment Subject of this review

FDA:
6.10.96: NA letter

PHARMACOT.OGICATL CATEGORY :Analgesic
TRADE NAME None
NONPROPRIETARY NAME Hydrocodone Bitartrate and.Acetaminophen Tablets, Usp -
DOSAGE FORM Tablefe 7
POTENCY - 10 mg Hydrocodone Bitartrate end 650 mg Acetaminophen
R, OR OTC: R, ‘

SAMPLES RELATED IND/NDA/DMF STERILIZATION

N/A ~ ANDA 89-160 & 89-725 N/A
DMF —- & DMF

LABELING Labeling review - Not satisfactory; C. Hoppes - 8.12.96
FPL satisfactory 9.17.96 CHoppes




Redacted )
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OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY II

SUPPLEMENT REVIEW

ANDA 40-084/S-007, S-008

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Chemical, Inc.
Attention: Charles H. Smith
Chesterfield, MO 63017-1777

PURPOSE OF SUPPLEMENT’

S5-007: 'New tablet strength containing 10 mg. Hydrocodone Bltartrate
and 650 ng. Acetaminophen.

S-008: Labeling Revision incorporating additional product. strength.

DATE(S) OF SUBMISSION(S)
Firm:
12.8.95: Original submission Subject of this review

PHARMACOLOGICAL CATEGORY :Analgesic

-

TRADE NAME None

NONPROPRIETARY NAME HYdrbcodone Bitartrate and Acetaminophen Tablets, USP

" DOSAGE FORM Tablets

POTENCY 10 mg Hydrocodone Bitartrate and 650 mg Acetaminophen

R_OR OTC: R

X

SAMPLES .~ RELATED IND/NDA/DMF STERILIZATION
N/A ANDA 89-160 & 89-725 N/A

DMF —— & DMF-

LABELING Labeling review - Not satisfactory Vezza, 2.20.96

BIOEQUIVALENCY STATUS Waiver requested, page 65; Acceptable - J. Henderson,
5.3.96. (Note the product is rated AA.)

ESTABLISHMENT INSPECTION Facility found acceptable during pre-approval
inspection. EER requested for outside facilities.

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS




Redacted |
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OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY I

SUPPLEMENT REVIEW

ANDA 40-084/S-003

NAME AND ADDRESS OF APPLICANT:
King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, TN 37620

New holder of ANDA
Mallinckrodt Chemical, Inc.
Attention: Charles H. Smith
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

PURPOSE OF SUPPLEMENT:

S-003: New packaging configuration - 1000 count bottles of 7.5
mg/750 mg strength product.

DATE(S) OF SUBMISSION(S)

Firm:
7.25.95: Original submission Subject of this review

Note: The ANDA has been transferred to Mallinckrodt Chemical, Inc.

PHARMACOLOGICAL CATEGORY :Analgesic ' -

TRADE NAME Anexsia®10/660

NONPROPRIETARY NAME Hydrocodone Bitartrate and Acetaminophen Tablets, USP

DOSAGE FORM Tablets

POTENCY 7.5 mg Hydrocodone Bitartrate and 750 mg Acetaminophen

R, OR OTC: R,

SAMPLES RETLATED IND/NDA/DMF : STERILIZATION

N/A - - ANDA 89-160 & 89-725 ~ N/A

DMFs



Redacted
Page(s) of trade
secret and /or
confidential
commercial
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OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY I

SUPPLEMENT REVIEW

ANDA 40-084/S-005

NAME AND ADDRESS OF APPLICANT;

King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, TN 37620

New holder of ANDA

Mallinckrodt Chemical, Inc.
. Attention: Charles H. Smith

16305 Swingley Ridge Drive

Chesterfield, MO 63017-1777

y,

PURPOSE OF SUPPLEMENT :

S-005: New packaging configuration - 1000 count bottles of 5 mg/500
mg strength product. '

DATE (S) OF SUBMISSION(S)

Firm:

9.1.95: Original submission Subject of this réviéwi

Note: The ANDA has been transferred to Mallinckrodt Chemical, Inc.
PHARMACOLOGICAL_CATEGORY :Anélgesic
TRADE NAME None
"NCNPROPRIETARY NAME Hydrocodone Bitartrate and Acetaminophen Tablets, USP
DOSAGE FORM Tablets |
POTENCY 5 mg Hydrochone Bitartrate and 500 mg Acetaminophen

R, OR OTC: R,

SAMPLES RETLATED TIND/NDA/DMF STERITL.IZATTION

N/A ANDA 85-160 & 89-725 N/A

DMF's - L,



Redacted L&
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OFFICE OF GENERIC DRUGS
DIVISION OF CHEMISTRY Il

SUPPLEMENT REVIEW

ANDA 40-084/5—003,>Sf005

NAME AND ADDRESS OF APPLICANT:

King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, TN 37620

New holder of ANDA
Mallinckrodt Chemical, Inc.
Attention: Charles H. Smith
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

PURPOSE OF SUPPLEMENT:

S-003: New packaglng configuration - 1000 count bottles of 7 5
mg/750 mg strength product.

S-005: New packaging configuration - 1000 count bottles of 5 mg/
500 mg strength product. :

)

DATE(S) OF SUBMISSION(S)
Firm:
For S-003

7.25.95: Original submission
4.30.96: Labeling amendment

For S§-005

9.1.95: Original submission
4.30.96: Labeling amendment

. Note: The ANDA has been transferred to Malllnckrodt Chemical, Inc.

PHARMACOLOGICAL CATEGORY :Analgesic

TRADE NAME AneXSla®10/660

NONPROPRIETARY NAME Hydrocodone Bitartrate'and Acetaminophen Tablets, USP

DOSAGE FORM Tablets




POTENCY:7.5 mg Hydrocodone Bitartrate and 750 mg Acetaminophen and 5 mg
/500 mg

R_OR OTC: R

X

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A . ANDA 89-160 & 89-725 ~ N/A
DMFs - SH- O

LABELING Prefession labellng review not satlsfactory, A Vezza, 2.15.96;
satisfactory, A. Vezza, 6.3.96 :

BIOEQUIVALENCY STATUS N/A
ESTABLISHMENT INSPECTION N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

Please see previous review (#1) for review of CMC Changes; dated 1.31.96..
The labeling review is satisfactory, A. Vezza, 6.3.96.

STABILITY page 37; Satisfaétorv per review #1, dated 1.31.96

REMARKS AND CONCLUSION :The supplemental application is satisfactory in CMC
and labeling and it may be approved.

RECALLS None

ORDER OF REVIEW

The application submission(s) covered by this review was taken in the
date ‘order of receipt Yes No X

If no, explain reason(s) below: Application submission was telephone
amended (labeling) and was given minor status.

Reviewer . Date Completed
U. V. Venkataram, Ph.D. 6.7.96

cc: AN #40084
ivision File
Field Copy

Endorsements'

HFD- 647/UVVenkataram/6 7.96 WU \/ \/MkJ}m\AW é/ggfﬁé

HFD-647 /JSimmons/6.25.96

X: \wpf11e\branch7\Venkatar\flnal\40084503 rilu
F/T by pah/6.28.96 ,
a:\40084s03.rf
X:\new\firmsam\mallinc\ltrs&rev\
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OFFICE OF GENERIC DRUGS
REVIEW OF SUPPLEMENT TO

- ABBREVIATED NEW DRUG APPLICATION

. ANDA NUMBER

1 40-084/5-010, $-011, $-012, S-013, S-014, $S-015

NAME AND ADDRESS OF APPLICANT
Mallinckrodt Inc. ,

Attention:

Connie McNabb

675 McDonnell Boulevard

P. O. Box
St. Louis

5840
MO-63134

PURPOSE OF AMENDMENT/SUPPLEMENT ' s
Changes in:

S5-010:

S-011:

S-012:

S5-013:

S-014:

I

Formulation revision-change in components and
comp051tlon

Manufacturing revision-change from = — -
to ~—~—————""""""" and changes in manufacturlng
processes and procedures.

Controls revision change in in-process
specifications for major formulatlon and process
changes. »

Package revision for change in the
container/closure system including HDPE bottles of
100 count, HDPE bottles of 500 count and unit dose
blister packaging.

DATE(S) OF SUBMISSION(S)

Firm:

6/30/1998

Supplements, Original

9/29/1998 Amendments, (unsolicited)



05/28/99 amendment
09/02/99 amendment

5. EHARMACOLOGICAL CATEGORY ,
Narcotic and analgesic combination

‘6. TRADE NAME
Anexsia

7. NONPROPRIETARY NAME :
Hydrocodone Bitartrate and Acetaminophen Tablets, USP

8._DQSAGE FORM
"Tablets

9. POTENCY . . )

7.5 mg/750 mg, 10 mg/650 mg and 10/660 mg
10. RX- OR OTC

Rx

11. RELATED IND/NDA/DMF Satisfactory

Part j ' Manufacti - | DMF #
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12. STERILIZATION
N/A

13. LABELING
Acceptable per review by A. Vezza dated 6/10/99.

14. BIOEQUIVALENCY STATUS

Review Status: Satisfactory

Reviewed by Carol Kim, Bio¥Reviewer and .the letter sentzon

- 10/29/1998.

The firm has submitted dissolution data for 1ts drug product,
Hydrocodone Bitartrate and Acetamlnophen Tablets, USP, (7.5
mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg), applying the
following conditions: .

Conditions for Dissolution Testing

Method of dissolution USP 23, Apparatus II (paddle)

Time/  Speed 30 mlnutes/ 50 rpm '

No. of Units Tested 12

Medium Phosphate Buffer, pH 5.8 |

Temperature 37°C

Volume o ' 900 ml

Specifications NLT 80% (Q) is dissolved in

; 30 minutes
Assay Methodology —_
Reference Product King Pharmaceuticals, Inc.’s
' - | Hydrocodone Bitartrate and

Acetaminophen Tablets, USP,
7.5 mg/750 mg, 10 mg/650 mg,
and 10 mg/660 mg

15. ESTABLISHMENT INSPECTION
- Review Status: Not Satisfactory

EER—Report Attached _
CGMP certificates submitted on pages 433 & 434

Acceptable for all 4

Facilities:

Mallinkrodt Inc : Mallinkrodt Inc
58, Pearl Street - ' ———— .
P.O.Box P 13 Railroad Ave
Hobart, NY 13788 Hobart, NY 13788

There are three more facilities used for packaging and labellng,
distribution and chemical testing. For all these facilities EER
report is acceptable.



There are three more facilities used for packaging and
labeling, distribution and chemical testing. For all these
facilities EER report is acceptable.

The manufacturers/suppllers of the active ingredients are
listed as follows: : -

1.

Hydrocodone Bitartrate USP

Mallinckrodt, Inc.
‘3600 North Second Street:
St. Louils, MO 63147
DMF # === (Approved)
/}!
—_—
. - ‘ it A S Y e o AR ) ™ : Not

compendial.

DMF # - has been reviewed by L. Tang and found
satisfactory on 2-10-99.

Approved manufacturing site: e o e

Proposed manufacturing site:

The drug product that is the subject of this
application, Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (5 mg/500 mg) will be manufactured by
Mallinckrodt at this facility at Hobart, New York. This
facility is alsoc responsible for the manufacturing,
processing, packaging and labeling, testing,. release
and stability operations of the finished product. The
holding and distribution operations will be conducted
at Mallinckrodt's St Louis facility.

The dbéage form will be manufactured, processed,
packaged, labeled, tested, stability and release at: .

Maliinckrodt, Inc.
58 Pearl Street
P.0.Box P

~ Hobart, NY 13788

Mallinckrodt, Inc.
13 Railroad Avenue
P.O. Box G



. Hobart, NY 13788

The facility for the packaglng and Labeling of drug
product at:

Mallinckrodt, Inc.
P.O0.Box G

18 Cornell Avenue
Hobart, NY 13788

The facility for the holding dlstrlbutlon of drug
product at:

Mallinckrodt, Inc. ’ -

3600 North Second Street
St. Louis, MO 63147

Contract fécilities:

JRT S aiin .
o~ A
s i
i |
1
a i
Yeiamimnen é
_—
{ i
" i
b i.
ez
Comments:
1. We note that there are two facilities for the

manufacturing, processing, packaging and labeling,
testing, stability, and release of drug product on page
431. Please provide in detail the functions for each of
the manufacturing sites (58 Pearl Street and 13
Railroad Avenue) .

2. We note that the manufacturing site for ——mamee.._ 1S
- located at -= in page 221. However,
the manufacturing and control site for drug substance

was listed as =~ 1in the same page. Please
clarify. : '

16. COMPONENTS, COMPOSITION, MANUFACTURING & CONTROLS:

Not Satisfactory



Redacted | .
Page(s) of trade
- secret and /or
confidential
commercial

information



Food and Drug Administration
Center for Drug Evaluation and Research
Office of Generic Drugs
Abbreviated New Drug Supplemental Application Review

ANDA Global (See Attachment)

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Melissa Cay

675 McDonnell Blvd

St Louis, Missouri 63134

PURPOSE OF AMENDMENT/SUPPLEMENT
CBE-30 provides for the addition of

o = i sass A T e

DATE (S) OF SUBMISSION (S)
30-NOV-2001: Original Submission

PHARMACOLOGICAL CATEGORY TRADE NAME

See Attachment N/A

NONPROPRIETARY NAME
See Attachment

DOSAGE FORM POTENCY
See Attachment Rx

See Attachment

SAMPLES RELATED IND/NDA/DMF

CHEMIST REVIEW no.

1

N/A N/A
LABELING - N/A

BIOEQUIVALENCY STATUS - N/A

ESTABLISHMENT INSPECTION
07-JAN-2002: Acceptable

Rx OR OTC

STERILIZATION

N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

The firm proposes no changes to the CCMCs.

PACKAGING

LY

The firm proposes .

e S , (page 08):

as



Page 2 of 4

The ~—GMP certification appears on page 09. The firm
specifies that the last FDA compliance inspection was 14-0CT-
1999 through 30-NOV-1999.

Mallinckrodt specifies in the cover letter that the same »

S g

currently approved s o
S s i W11l be used by memmes DME crOSS
references are attached on page 07.

STABILITY - No Proposed Changes

The firm certifies on page 012 to place the first production lot
Of the = s e SIS 5 7" on long-term stability
according to the currently approved stability protocol. Yearly
after that, one production lot will be added to the program, if
one is manufactured, and results will be submitted in the annual
reports.

The firm retains the currently approved 24 months expiration

. period for the S~ .

REMARKS AND CONCLUSION
The firm’s application meets the SUPAC Stand Alone Packaging
Change requirements.

Recommend Approval

RECALLS , Reviewer Date Completed
N/A D. Roselle, Ph.D. 28-FEB-2002

ORDER OF REVIEW:
The application submission(s) covered by this review was taken
in the date order of receipt? Yes

APPEARS THIS WAY
ON ORIGINAL



Page 4 of 4

Globals Attachment:

40-084/S-016: Hydrocodone Bitartrate/Acetaminophen
40-201/S-007: Hydrocodone Bitartrate/Acetaminophen
40-400/S-001: Hydrocodone Bitartrate/Acetaminophen
40-419/5-001: Acetaminophen/Codeine Phosphate ‘
89-160/S-032: Acetaminophen/Hydrocodone Bitartrate
89-725/5-027: Acetaminophen/Hydrocodone Bitartrate

RPPEARS THIS way
ON ORIGINAL



ANDA 40-084/sS-017, S-018

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Melissa Cay

©75 McDonnell Blvd.

P.O. 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT

S-017 Provide for the addltlon of 30, 60, 90 and 120 count

bottle sizes
$S-018  Label Revision

DATE (S) OF SUBMISSION (S)
January 11, 2002

PHARMACOLOGICAL CATEGORY TRADE NAME
Narcotic Analgesic ANEXIA

NONPROPRIETARY NAME
Hydrocodone Bltartrate and Acetamlnophen

DOSAGE FORM RX OR OTC
Tablet Rx
POTENCY

7.5 mg/750 mg; 10 mg/650 mg; 10 mg/660 mg

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A See under packaging N/A
LABELING

Deficient on 1/23/02 by Chan Park

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

APPEARS THIS WAY
ON ORIGINAL



‘Page(s) of trade
- secret and /or
confidential
commercial



ANDA 40-084/8-017, S-018

NAME AND ADDRESS OF APPIL.ICANT:
Mallinckrodt Inc.

Attention: Melissa Cay

675 McDonnell Blvd.

P.O. 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT

S-017 Provide for the addition of 30, 60, 90 and 120 count

bottle sizes
S-018 Label Revision

DATE (S) QOF SUBMISSION(S)
January 11, 2002

July 1, 2002

July 24, 2002

August 26, 2002

PHARMACOILOGICAT, CATEGORY TRADE NAME
‘Narcotic Analgesic ANEXIA

NONPROPRIETARY NAME
Hydrocodone Bitartrate and Acetaminophen

DOSAGE_FORM RX OR OTC
Tablet . Rx
POTENCY

7.5 mg/750 mg; 10 mg/650 mg; 10 mg/660 mg

SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A See under packaging N/A
LABELING

Acceptable on 10/1/02 by Chan Park

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A '

APPERRS THIS way
0N ORIGINAL



Redacted Q

Page(s) of trade T
secret and /or
confidential
commercial

information



ANDA 40-084/S-019

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Marianne Rob

675 McDonnell Blvd.

P.O. Box 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT
S-019 Provides for

DATE(S) OF SUBMISSTION(S)
April 9, 2002 Original

PHARMACOILOGICAL CATEGORY TRADE NAME

Narcotic Analgesic N/A

NONPROPRIETARY NAME Z:;/////,/f
Hydrocodone Bitartrate and Acetaminophen

DOSAGE FORM RX OR _OTC

Tablet Rx

POTENCY

7.5 mg/750 mg; 10 mg/650 mg; 10 mg/660 mg

SAMPLES RETATED TND/NDA /DMF STERIT.TZATION

N/A N/A N/A
LABELING
N/A

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

)

I



Redacted l
Page(s) of trade
secret and /or
‘confidential
commercial

iInformation



ANDA 40-084/5-021

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Marianne Rob

675 McDonnell Blvd.

P.O. Box 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT ‘
S-021 Provides for | s
e, @S AN in-process specification.

e

DATE (S) OF SUBMISSION(S)

November 20, 2002 Original N
. 9.

PHARMACOLOGICAL CATEGORY TRADE NAME

Narcotic Analgesic N/A

NONPROPRIETARY NAME

Hydrocodone Bitartrate and Acetaminophen

DOSAGE FORM RX OR OTC

Tablet Rx

POTENCY

7.5 mg/750 mg; 10 mg/650 mg; 10 mg/660 mg

SAMPLES RELATED IND/NDA/DMF STERILIZATION

N/A N/A N/A

LABELING

N/A

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

APPEARS THIS s
ON ORIGINA:



CONTROLS

COMPONENTS, COMPOSITION, MANUFACTURING,

i;f‘_. N athaand
E
boo-
i
N

- PACKAGING
NA
STABILITY
N/A

REMARKS AND CONCLUSTON
Approvable.

RECALLS Reviewer
A. Langowski

ORDER OF REVIEW:

e

LU P R

R

The application submission(s) covered by this review was taken

in the date order of receipt Yes
No '

If no, explain reason(s) below.

APPEARS THIS WAY
ON ORIGINAL

X



ANDA
See Attached

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc. _

675 McDonnell Boulevard

- P.0O. Box 5840

St. Louis, MO 63134

PURPOSE OF AMENDMENT/SUPPLEMENT

The purpose of the supplements is to e - N

~——————____as an approved in-process control.

DATE (S) OF SUBMISSION(S) . .
October 27, 2003 - Original Submission

PHARMACOLOGICAIL CATEGQRY TRADE NAME NONPROPRIETARY NAM
N/A ' E N/A N/A E
DOSAGE FORM ' POTENCY RX OR OTC

Tablets for - N/A Rx
oral administration '

SAMPLES | RELATED IND/NDA/DMF STERILIZATION
N/A N/B N/A
LABELING

No change

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/Aa

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS

—

PACKAGING
N/A



STABILITY
N/A

REMARKS AND CONCLUSION

[iﬁ ‘:;7
RECALLS . Reviewer
N/A Glen Jon Smith

Team Leader, Team 9

>

ORDER OF REVIEW:

The application submission(s) covered by this review was taken
in the date order of receipt Yes | No X

If no, explain reason(s) below.

Administrative review by Team Leader, since the change is
- procedural with no scientific issues to be reviewed.

APPEARS THI3 Way
ON ORIGINAL



Attachment:

ANDA No.
40-201/s5-014

89-725/5-035
75-983/5~006
74-184/5-005
40-084/5-023

89-160/5-039
40-436/5-001
40-419/5-007

40-352/5-002
40-300/5~-002
75-738/5~009
75-629/5-003

40-050/5-007
40~405/8-009
40-409/5-007
40-400/5-007

Drug Product Name

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/500 mg
and 10 mg/500 mg ) o :

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/650 mg
Tramadol Hydrochloride Tablets, 50 mg

Methadone Hydrochloride Tablets USP, 40 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP,

7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 5 mg/500 mg
Dextroamphetamine Sulfate Tablets USP, 5 mg and 10 mg

Acetaminophen and Codeine Phosphate Tablets USP, 300 mg/15 mg,

300 'mg/30 mg, and 300 mg/60 mg

Meperidine Hydrochloride Tablets USP, 50 mg and 100 mg

-Methylphenidate Hydrochloride Tablets USP, 5 mg, 10 mg, and 20 mg

Propoxyphene Napsylate and Acetaminophen Tablets USP, 100 mg/650 mg
Methylphenidate Hydrochloride Extended-Release Tablets ‘USP, 10 mg
and 20 mg

Methadone Hydrochloride Tablets USP, 5 mg and 10 mg

Hydrocodone Bitartrate and Acetaminophen Tablets USP, 7.5 mg/325 mg
Hydrocodone Bitartrate and Acetaminophen Tablets USP, 5'mg/325 mg
Hydrocodone Bitartrate and Acetaminophen Tablets USP, 10 mg/325 mg

APPEARS THIS WAY
ON ORIGINAL



~ e

ANDA 40-084/5-025

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Ronald Groman

675 McDonnell Blvd.

P.0O. Box 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT
5-025 Provides for a new bulk packaglng container/closure
configuration.

DATE (S) OF SUBMISSION(S)
June 9, 2004
July 30, 2004-Amendment

PHARMACOLOGICAL CATEGORY TRADE NAME
Narcotic Analgesic N/A

NONPROPRIETARY NAME

'Hydrocodone Bltartrate and Acetamlnophen

DOSAGE FORM RX OR OTC
Tablet v Rx
POTENCY

7.5 mg/750 mg

_SAMPLES RELATED IND/NDA/DMF STERILIZATION
N/A N/A N/A
LABELING

S-026 — Acceptable 09/29/04

BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION

. N/A

APPEARS THIS way
ON ORIGINAL



COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
The new proposed bulk container is a 2 gallon white HDPE bucket

with 1lid using the same double -—— bag liner.

PACKAGING

The acceptance spe01f1catlons for the new conflguratlon are
e e SR, L) PG is

provided. The

o - “ﬂﬁf and the . 1S

' St - The closure is a screw —-top with a
resealing lid. The seal is moisture resistant and the 1lid is
classified as CRC.

Ve s L

STABILITY

The firm provided 3 months accelerated and 3 months room
temperature data on the proposed bulk container. The data were
within the stated specifications. The .= meets the applicable
21 CFR Food Additive Regulations.

The firm submitted an acceptable stability commitment. 7/30/04
The firm has provided a commitment to place one production batch
per year on stability at controlled room temperature.

REMARKS AND CONCLUSION
Approvable.

RECALLS Reviewer
A. Langowski

ORDER OF REVIEW:

The application submission{(s) covered by this review was taken
in the date order of receipt Yes x

No

J

If no, explain reason(s) below.

APPEARS THIS way
ON ORIGINAL



ANDA: See attached

NAME AND ADDRESS OF APPLICANT:
Mallinckrodt Inc.

Attention: Marianne Robb

675 McDonnell Blvd.

P.0O. 5840

St. Louis, MO 63134-0840

PURPOSE OF AMENDMENT/SUPPLEMENT
Provides for — :

S R A e i s YN A e e T

DATE (S) OF SUBMISSION
December 16, 2003

PHARMACOLOGICAL CATEGORY TRADE NAMFE
Narcotic Analgesic N/A

NONPROPRIETARY NAME

N/A

DOSAGE FORM RX OR OTC
Tablet Rx
.POTENCY

See attached

SAMPLES RELATED IND/NDA/DMF STERILIZATION

N/A  N/A N/A
LABELING
N/A

- BIOEQUIVALENCY STATUS
N/A

ESTABLISHMENT INSPECTION
N/A

APPEARS THIS WAY
ON ORIGINAL



COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
The flrm proposes to ellmlnate in- process control testlng for

vt oA S S 0 T B £ R S e R - pased on
hlstorlcal data No data were submltted to support the proposed
change. It appears they S e a few

tablets and perform the - S i I 1
the results pass, they continue with seemsseewme  and perform the
same tests again (at initiation of  ~eo=erecrmeoe.. double testing
in effect. The intent of these supplements is to eliminate the
2 only based on historical data. In light of
this, we could recommend approval. The firm will submit the
revised batch record test sheet in the next annual report.

PACKAGING
N/A

STABILITY
N/A

REMARKS AND CONCLUSION
Approvable.

RECALLS Reviewer
A. Langowski

ORDER OF REVIEW: . »

The application submission(s) covered by this review was taken
in the date order of receipt Yes X :

No

If no, explain reason(s) below.

APPEARS THIS
ON ORIGWAEV A



Attachment:

ANDA No.

40-050/5-007

40-084/5-024

40-201/5-015

74-184/5-006

89-160/5-040

89-725/5-036

‘Drug Product Name

Methadose Oral Tablets (Methadone Hydrochloride
Tablets USP, 5 mg and 10 mg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP
(7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP

. (7.5 mg/500 mg, 10 mg/500 mg)

Methadose Dispersible Tablets (Methadone
Hydrochloride tablets USP, 40 mg

ANEXIA Hydrocodone Bitartrate and Acetaminophen

. Tablets USP, (5 mg/SOOmg)

Hydrocodone Bitartrate and Acetaminophen Tablets USP,
(7.5 mg/650 mg)

APPEARS THIS way
ON ORiGENAL

’

r



- CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/S-001; S-002; S-003; S-
004; S-005; S-006; S-007; S-008;
S-009; S-010; S-011; S-012; S-013;
S-014; S-015; S-016; S-017; S-018;
S-019; S-020; S-021; S-022; S-023;
S-024; S-028

BIOEQUIVALENCE
REVIEW(S)



Hydrocodone Bitartrate &
- Acetamirophen Tablets, USP

7.5 mg/750 mg, 10 mg/650 mg & 10 mg/660.mg—

ANDA #40-084 [ Sc 11
Reviewer: Carol Y. Kim »
x:\new\firmsam\mallinck\ltrs&rev\40084DW.698.doc

Mallinckrodt Inc.
St. Louis, MO
Submission Date:
June 30, 1998
September 29, 1998

SUPPLEMENTAL AND AMENDMENT REVIEW

I. Background

1. The firm submitted this Supplement to provide the changes for a new manufacturer,
formulation, and manufacturing process. Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg) will be '
manufactured, processed, and releéased by Mallinckrodt Inc. at Mallinckrodt’s facility
in Hobart, New York. Currently, King Pharmaceuticals, Inc. manufactures these

products for Mallinckrodt Inc.

2. In December 1995, Mallinckrodt Chemical, Inc. purchased ANDA #40-084 for
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/750 mg), from
King Pharmaceuticals, Inc. On July 29, 1996, Mallinckrodt Inc. received approval for
Supplements S-001 and S-002 for an additional strength for Hydrocodone Bitartrate
and Acetaminophen Tablets, USP (10 mg/660 mg). On October 16, 1996,
Mallinckrodt received approval for Supplements S-007 and S-008 for an additional
strength for Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/650

mg).

3. The drug product is classified “AA” in the list of the “Approved Drug Products with

Therapeutic Equivalence Evaluations”.

4. In support of the waiver request, the firm has submitted comparative formulation data
and in vitro multi-point dissolution testing for the proposed drug products versus
Mallinckrodt’s currently marketed products manufactured by King Pharmaceuticals,

Inc.

II. Formulation Comparison

Comparison of Proposed and Currently Marketed Hydrocodone Bitartrate and

~ (Unit Composition)

-Aceﬂ:ammo hen Tablets, USP, 7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 m




Strength 7.5 mg/750 mg 10 mg/650 mg 10 mg/660 mg
Ingredients Current | Proposed Current Proposed Current Proposed
formulation| formulation | formulation} formulation | formulation| formulation
Hydrocodone
Bitartrate USP 7.5 mg 7.500 mg 10.0 mg 10.000 mg | 10 mg 10.000 mg
Acetaminophen
USP 1750mg |- 650 mg - 660-mg -
Magnesium T ) |
Stearate NF SRty [Py B PR B Lot ) S
Pregelatinized
StarCh NF SoalI OB, P e
Microcrystalline
Cellulose NF S e e |
Silicon Dioxide '
NF ( e B —— S
I Stearlc Acid NF s, Nt T I et .
| it i S
925 0 mg 1 s 8250 mg T 837.0 mg | e

-y

S . see Hydrocodone Bitartrate and Acetammophen Tablets
USP, 7.5 mg/SOO mg and 10 mg/500 mg, ANDA 40-155)

~ Equivalent to current formulation’s Acetamin&phen 750 mg, 650 mg, and 660 mg as base per tablet at
100% potency (theoretical equivalent of Acetaminophen is’ ==, This weight will be further adjusted
upon the results of the potency test. :

Composition of === | for 7.5 mg/750 mg, 10mg/650 me and 10 mg/660 -mgb

| Ingedient || Weight per Individual Tablet
. ' . ‘(%’"”“"‘?‘?m
e 3
st { -
] j
3 i
!



II1. Dissolution

The firm has submitted dissolution ‘data for its drug product, Hydrocodone Bitartrate and
Acetaminophen Tablets, USP, (7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg),
applying the following conditions:

. I. Conditions for Dissolution Testing
Method of dissolution USP 23, Apparatus II (paddle)
Time/ Speed 30 minutes/ 50 rpm
No. of Units Tested 12 .
Medium Phosphate Buffer, pH 5.8
Temperature 37°C
Volume 900 ml
| Specifications NLT 80% (Q) is dissolved in 30 minutes
| Assay Methodology " '

Reference Product

King Pharmaceuticals, Inc.’s Hydrocodone
Bitartrate and Acetaminophen Tablets, USP,
7.5 mg/750 mg, 10 mg/650 mg, and 10

II. Results of In Vitro Dissolution Testing

mg/660 mg

Sampling | Current Product*: Proposed Product@: Current Product*: Proposed Product@:

Times Hydrocodone Bitartrate Hydrocodone Bitartrate Acetaminophen Acetaminophen

(minutes) | Lot # HN7524 Lot # MHSC9726 Lot # HN7524 Lot # MHSC9726
Strength: 7.5 mg/750 mg Strength: 7.5 mg/750 mg | Strength: 10 mg/650 mg | Strength: 10 mg/650 mg
Mean | Range %CV| Mean| Range %CV] Mean| Range %CV| Mean | Range - %CV
% % 1% | | % _ :

5 93.9 e 33 | 99.7 ;39 1761 ] s (52 |1 964 |7 wewr 34

10 97.6 134 |99 © T18 [885, 35 [ 978 s 13

20 97.8 | 20 993! C 14 (9457 1.9 1970 | o 13

30 97.2 s |18 | 985 113 | 947 P | 1.6 1962 U 1.3

Sampling | Current Product*: Proposed Product@: Current Product*: ‘Proposed Product@:

Times Hydrocodone Bitartrate Hydrocodone Bitartrate Acetaminophen Acetaminophen

(minutes) | Lot # HM7320 Lot #MHSC9805 Lot # HM7320 Lot # MHSC9805
Strength: 10 mg/650 mg Strength: 10 mg/650 mg | Strength: 10 mg/650 mg | Strength: 10 mg/650 mg
Mean | Range %CV| Mean| Range %CV|{ Mean| Range %CV| Mean | Range %CV
% B % % %

5 97.0 ——y 25 1974 womsaresms 1 40§ 851 | TR 3.6 | 94.7 s 4.8

10 98.5  meac 1.1 | 988  crvmswes = | 11 | 92.6 L1 ]975 i

20 1972 | 1.3 | 98.0 | wwwaemsma | 1.1 | 96.2 1.0 | 984

30 96.6  mmmemwemiy | 1.2 | 971 emwess | 10§ 96,2 7 eome 1.0 | 975




Sampling | Current Product*: Proposed Product@: Current Product*: Proposed Product@:
Times Hydrocodone Bitartrate Hydrocodone Bitartrate Acetaminophen Acetaminophen
(minutes) | Lot # HS7611 Lot # MHSC9807 Lot # HS7611 Lot # MHSC9807
Strength: 10 mg/660 mg Strength: 10 mg/660 mg ! Strength: 10 mg/660 mg | Strength: 10 mg/660 mg
Mean | Range %CV| Mean| Range %CV] Mean| Range %CV| Mean | Range %CV
% % 1% %
5 91.3 - 4.8 | 95.5 = 1.4 §764 | ————64 | 94.6 e | 2.7
10 98.1 | 1.1 | 962 " o= 1.5 | 920 | sesmmse 118 | 987 e 0.8
20 97.4 | e 1.0 | 951" T 16 | 963 | wemmm—L L | 982 wosaz ()]
30 96.5 e 1.0 | 941 e 116 | 963 7w } 1.1 } 973 w1 ()]

*Hydrocodone Bitartrate and Acetaminophen Tablets, USP, manufactured by King Pharmaceuticals, Inc.
@ Hydrocodone Bitartrate and Acetaminophen Tablets, USP, maufactured by Mallinckrodt Inc.

-IV. Comments

Mallinckrodt Inc.’s dissolution data for the Hydrocodone Bitartrate and
Acetaminophen Tablets, USP, 7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg are
acceptable.

The drug product is classified “AA” in the list of the “Approved Drug Products with
Therapeutic Equivalence Evaluations™.

The change in the composition of inactive ingredients for the proposed drug products
does not pose questions of safety or effectiveness.

Nememenesesmshas been previously accepted by DBE ANDA #40- 201, ANDA #40-155
(approval dated April 14, 1997). The composition of ¢ = is listed in DMF

Although the amounts of Ace’taminophen IN  ~mmmemeeeesosee fOr all strengths are #=v--
i, 1 5() Mg Vs. , 650 mg vs, ====_ 660 mg vs. = than the
current formulatlon,.the proposed formulatlons are equivalent, respectively, based on.
per tablet at 100% potency (theoretical equivalent of Acetaminophen is === _ Also,
based on USP 23 specifications, Hydrocodone Bitartrate and Acetaminophen Tablets
should contain the equivalent of not less than 90.0% and not more than 110.0% of the
labeled amounts of Hydrocodone Bitartrate and Acetaminophen Tablets.

The waivers of in vivo bioequivalence study requlrements may be granted based on 21
CFR 320.22 (c). :




V. Recommendation

1. The dissolution testing data conducted by Mallinckrodt Inc., on its drug product,
Hydrocodone Bitartrate & Acetaminophen Tablets, 7.5 mg/750 mg, 10 mg/650 mg,
and 10 mg/660 mg , lot #MHSC9726, lot #MHSC9805, lot #MHSC9I807, respectively,

are acceptable.

2. The Division of Bioequivalence agrees that the information submitted by Mallinckrodt
Inc. on its drug product, Hydrocodone Bitartrate & Acetaminophen Tablets, USP, 7.5
mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg fails under 21 CFR section 320.22 (¢)
of the Bioavailability/Bioequivalence Regulations. The waiver of in vivo
bioequivalence study requirements for the proposed products are granted.

3. The dissolution testing should be incorporated into the firm’s manufacturing controls
- and stability program. The dissolution testing should be conducted in 900 ml of
phosphate buffer pH 5.8 at 37°C using USP 23 Apparatus II (paddle) at 50 rpm. The:
proposed product should meet the following specifications:

Not less than 80% (Q) of the labeled amount of the drug in the dosage form is
dissolved in 30 minutes. :

. The firm should be informed of the recommendations.

Carol Y. Kln%jZm/D

- Division of Bioequivalence

' Review Branch III- o D);m o\ \QQ
o™

RD INITIALLED BY BDAVIT
FT INITIALLED BY BDAVIT Brihag M D Date: 10\ slad

Conc . s/ Date: _/ﬁ{ 5/ / QK/

ale P. Conner, Pharm.D.
Director
Division of Bioequivalence



BIOEQUIVALENCY COMMENTS TO BE PROVIDED TO THE APPLICANT

ANDA: #40-084 APPLICANT: Mallinckrodt, Inc.
S- oy

DRUG PRODUCT: Hydrocodone Bitartrate & Acetaminophen
Tablets, USP, 7.5 mg/750mg, 10 mg/650mg, 10 mg/660mg

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

The dissolution testing will need to be incorporated into
your stability and quality control programs as specified in
UsSp 23.

Please note that the bicequivalency comments provided in
this communication are preliminary. These comments are

- subject to revision after review of the entire application,

upon ccnsideration of the chemistry, manufacturing and
controls, microbiology, labeling, or other scientific or
requiatory issues. Please be advised that these reviews may
resuit in the need for additional bioequivalency information
and/or studies, or may result in a conclusion that the '
proposed formulation is not approvable.

Sincerely yours,

Dale P. Conner, Pharm. D.

Director

Division of Bioequivalence

Office of Generic Drugs

Center for Drug Evaluation and Research



OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

- ANDA # 40-084 / sci) SPONSOR: Mallinckrodt, Inc.

DRUG & DOSAGE FORM: Hydrocodone Bitartrate & Acetaminophen Tablets, USP
STRENGTH (S): 7.5 mg/750mg, 10 mg/650 mg & 10 mg/660 mg

TYPE OF STUDY: SD SDF MULT OTHER X
STUDY SUMMARY: N/A

Formulation is acceptable, waiver is granted

PRIMARY REV. R:  CarobY.Kim BRANCH: 3
INITIAL: é}ﬁ W\/ DATE: (O/f/ﬁ
TEAM LEADER: Barbara M. Davit BRANCH: 3

INITIAL:___ 8 M DauS DATE:___/0[519y
DIRECTOR

DIVISION OF BIOEQUIVALENCE

INITIAL: 4PZ — DATE: /0//4//4' ?/
DIRECTOR

OFFICE OF GENERIC DRUGS

INITIAL: DATE:
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CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/5-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-022; S-023; S-024;
S-028

ADMINISTRATIVE
DOCUMENTS



Fon-n A;-meved: Oﬁrﬂ'? No. 0910-0338
DEPARTMENT OF HEALTH AND HUMAN SERVICES Ser O St 30, 2000

FOOD AND DRUG ADMINISTRATION

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR AN FOR FDA USE ONLY
ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations, 314 & 601)
APPLICATION INFORMATION
NAME OF APPLICANT MALLINCKRODT INC. DATE OF SUBMISSION December 16, 2003
TELEPHONE NO. (Include Area Code) (314) 654-6258 FACSIMILE (FAX) Number (inciude Area Code) (314) 654-6496
APPLICANT ADDRESS (Number, Street, City, State, ZIP Code or Mail Code, AUTHORIZED U.S. AGENT NAME AND ADDRESS (Number, Street, City,
and U.S. License number if previously issued): ZIP Code, telephone & FAX number) IF APPLICABLE

675 McDonnell Bivd.
P.O. Bpx 5840
St. Louis, MO 63134-0840

#

PRODUCT DESCRIPTION

NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) ANDA 40-084

ESTABLISHED NAME (s.9., Proper name, USP/USAN name) Hydrocodone Bitartrate PROPRIETARY NAME (trade namej IF ANY ANEXSIA®
and Acetaminophen Tablets, USP

CHEMICALBIOCHEMICAUBLOOD PRODUCT NAME (it any) 4,5a-epoxy-3—methoxy-17-memylmorphinan-6-one tartrate (1:1) | CODE NAME (If any)
hydrate (2:5): 4'-hydroxyacetanilide .

DOSAGE FORM: Tablets fg?nENG(z;Hn?g: 7.5 mg/750 mg, 10 mg/65¢ mg, ROUTE OF ADMINISTRATION: Oral

(PROPOSED) INDICATION(S) FOR USE: For the relief of moderate to ,rhoderately severe pain

APPLICATION INFORMATION

APPLICATION TYPE

(check one) [J NEW DRUG APPLICATION (21 CFR 314.50) & ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

[ sioLoGiCs LICENSE APPLICATION (21 CFR part 601)

IF AN NDA, IDENTIFY THE APPROIPRIATE TYPE [ 505 (b) (1) 3 505 (b) (2) [ so7

IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Vicodin ES Holder of Approved Application Knoll Laboratories

TYPE OF SUBMISSION )
(check one) O oriGINaL APeLICATION [J AMENDMENT TO A PENDING APPLICATION [ resusmission

[ rresusmission ] AnnuAL REPORT [ estasLISHMENT DESCRIPTION SUPPLEMENT [ supac suppLEMENT
[ erricacy suppLemenT [ LABELING SUPPLEMENT B CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [} oTHER

REASON FOR SUBMISSION PAS FOR THE s A == ' DURING b

PROPOSED MARKETING STATUS {check one} X prescriPTION PRODUCT (Rx) D OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUMBITTED 1 (one) THIS APPLICATION iS: & rarer [J paper anp ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of ait manufacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary). Include name,
address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps and/or type of testing (e.g. Final dosage form, Stability testing)
conducted at the site. Please indicate whether the site is ready for inspection or, if not, when it will be ready.

See Attached

Cross References (list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced in the current
application)

Not Applicable

FORM FDA 356h (7/97) Created by ic D, [




This application contains the following items: (Check all that apply)

. Index

. Labeling (check one) ] oratt Labefing {0 Final Printed Labeling

Al B

. Summary (21 CFR 314.50 (c))

4. Chemistry section

X A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) (Submit only upon FDA’s request

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

5. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d)(2). 21 CFR 601.2)

6. Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 2! CFR 601 .2
7. Clinical Microbioblogy (e.g. 21 CFR 314.50 (d) 4))

8. Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

9. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10.  Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2

1. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2) »

12. Case reports forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

13.  Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent certification with respect to any patent which claims the drug (21 U.S. ¢ 355 (b) (2) or ) (2) (A)

15.  Establishment description (21 CFR Part 600, if applicable)

16.  Debarment certification (FD&C Act 306 (k)(1)

X | 17.  Field copy certification (21 CFR 314.50 x)(3)

18.  User Fee Cover Sheet (Form FDA 3397)

19.  OTHER (Specify)

CERTIFICATION

I agree to undate this application with new safetv information about the product that may reasonably affect the statement of contraindications.
warnings. precautions. or adverse reactions on the draft labeling. | asree to submit safety update reports as provided for bv regulation or as
requested bv FDA. If this apnlication is approved. [ agree to comply with all applicable laws and regulations that aoplv to aboroved apolications.
including. but not limited to the following:

- Good manufacturing practice regulations in 21 CFR 210 and 211, 606, and/or 820.
Biological establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202.
Regulations on making changes in application in 21 CFR 314.70, 314.71, 3 14.72,314.97, 314.99, and 601.12.
Regulations on reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.
Tocal ctate and Federal envirnnmental imnact Iaws
If this annlication annlies 1o a drug nroduct that FDA has nronosed for scheduling under the Controlled Substances Act T agree not to marker the
product until the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and. to the best of mv knowledge are certified to be true and accurate.
Warning: a willfully false statement is a criminal offense, U.S. Code, title 18, section 1001.

NON AN~

SIGNATURE OF RESPONSIBLE OFFICIAL OR AGENT TYPED NAME AND TITLE DATE
Marianne Robb, Manager, Official Correspondent 12/16/2003

ADDRESS (Street, City, State and ZIP Code) . ‘elephone Number

675 McDonnell Bivd., P.O. Box 5840, St. Louis,»MO 63134-0840 ( 314 )654-6258

Public reporting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing instructions,
searching existing data sources, gathering and maintaining the data needed, and completing and reviewing the collection of information. Send comments
regarding this burden estimate or any other aspect of this colection of information, including suggestions for reducing this burden to

DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a person is
Paperwork Reduction Project (0910-0338) not required to respond to, a collection of information
Hubert H. Humphrey Building, Room 531-H . unless it displays a currently valid OMB control number.

200 Independence Avenue, S.W.
Washington, DC 20201

Pleasc DO NOT RETURN this form to this address.

FORM FDA 356h (7/97)
PAGE 2



Establishment Information

1. Full Address of the facility for the manufacturing, processing, testing, stability, packaging and
labeling, release, holding and distribution of the drug product is Mallinckrodt Inc., 172 Railroad
Avenue, P.O. Box P, Hobart, NY 13788, Establishment Registration 1317295 (CFN), Contact:

James Allen (607) 538-9124, Ext. 3009.

Process. Commercial Batches
‘ Building | Alternate

Vault Storage Raw Material 12b 1,16

Dispensing, Tableting, Manufacturing, Inspection, Bulk Packaging 12a

Packaging, 12a 12

Raw Material Sampling, In-Process Testing Laboratory, Batch 122,

Record Review ' '

Warehouse - Receipt/Hold/Quarantine 12, 12b 16

Warehouse - Raw Material Release 12b 16

Bottle Packaging 12¢

Finished Product Storage 16 12b

Distribution 9

Stability Samples Storage 12a

Release and Stability Testing 12a

2. Full Address of the Manufacturiﬁg and Control Site for Active Pharmaceutical Ingredient
(Hydrocodone Bitartrate, USP) is Mallinckrodt Inc., 3600 North Second Street, St. Louis MO
63147, Contact: Patricia Benson (314) 654-0482, Establishment Registration 1940521 (CFN).

3.
L

[l A

e mm —m e g,

4. Contract Facilities

e
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SUMMARY

ANDA 40-050:
ANDA 40-084:
ANDA 40-201:
ANDA 40-300:
ANDA 40-400:
ANDA 40-405:
ANDA 40-409:
ANDA 74-184:
ANDA 75-629:

ANDA 75-738:
ANDA 89-160:

ANDA 89-725:

Methadose® Oral Tablets (Methadone Hydrochloride Tablets, USP)
(5 mg and 10 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/500 mg and 10 mg/500 mg)
Methylin® Methylphenidate Hydrochloride Tablets, USP
(5 mg, 10 mg, and 20 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/325 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/325 mg)*
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/325 mg)*
Methadose® Dispersible Tablets (Methadone Hydrochloride Tablets, USP)
(40 mg)
Methylin® ER (methylphenidate HC] extended-release tablets, USP)
(10 mg and 20 mg)
Propoxyphene Napsylate and Acetaminophen Tablets, USP (100 mg/650 mg)
ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
5 mg/500 mg*
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/650 mg)*

* Hydrocodone Bitartrate and Acetaminbphen, Tablets USP (5 mg/500 mg, 7.5 mg/325 mg and
7.5 mg/650 mg) may also be marketed under the proprietary name, ANEXSIA®. :

Mallinckrodt Inc. hereby submits these Supplemental Applications for Prior Approval under

21 C.F.R. § 314.70(b) for the above referenced applications. These products are manufactured,
processed, packaged, labeled, tested for release and stability, held and distributed by
Mallinckrodt Inc. at Mallinckrodt’s facility in Hobart, New York.

These supplemental applications provide for
as an approved in-process control during -

|

L

T nnines. PTOCESS Validation has

APPEARS THIS WAY
OM DRIGINAL



No other changes are proposed for the Chemlstry, Manufacturmg and Controls for this product
Rev1sed batch records that e QUG s

and include this testing only at initiation of the * I w1ll be ﬁled
with the next annual report for each product. '

For ease of reference, the supplemental application is numbered sequentially in the bottom right
corner so that both text and attachments bear consecutive numbering. Three copies of the
amendment are filed: an archival copy (in a blue folder), a technical review copy (in a red folder),
and field copy (in a maroon folder). The technical review copy and the field copy are identical to
the archival copy and a certification attesting to this is provided in the Field Copy Certification.

PPEARS THIS WAY .
AV ON ORIGINAL



Mealfinckrodit Inc.

tll c a . 675 McDonnell Boulevard

P.O. Box 5840
Healthcare St. Louis, MO 63134
- . Tele: 314 654-2000
Jallinckr Od 4 www.mallinckrodt.com

- SUPPLEMENTAL APPLICATION FOR PRIOR APROVAL *
FIELD COPY CERTIFICATION

Mallinckrodt Inc. hereby certifies that pursuant to 21 C.F.R. §314.94(d)(5) a field copy of
this Prior Approval Supplemental Application for ANDA 40-084: Hydrocodone
Bitartrate and Acetaminophen tablets, USP (7.5 mg/750 mg, 10 mg/650 mg, and
10 mg/660 mg) has been prepared and submitted to the District Office in Buffalo,
concurrently with the archival and review copies. This field copy contains a true and
accurate copy of the information prepared to satisfy requirements of technical Section 21

- C.F.R. §314.94(a)(9) contained in the archival and review copies of this supplemental
application.

Marianné Robb
Official Correspondent

Date




07-MAR-2002 FDA CDER EES Page 1 of 1
ESTABLISHMENT EVALUATION REQUEST
SUMMARY REPORT

Application : ANDA 40084/016 Sponsor: MALLINCKRODT CHEM

Org Code : 600 16305 SWINGLEY RIDGE DR
Priority : CHESTERFIELD, MO 63017
Stamp Date : 03-DEC-2001 Brand Name
PDUFA Date : Estab. Name: HYDROCODONE
Action Goal : ‘BITARTRATE ; ACETAMINOPHEN
District Goal: 03-MAY-2002 Generic Name:
Dosage Form: (TABLET)
Strength : 7 .5MG/750MG, 5.0MG/500MG
FDA Contacts: J. MIN Project Manager (HFD-617) 301-827-5761
G. SMITH Team Leader (HFD-647) 301-827-5849
Overall Recommendation: ACCEPTABLE on 07-JAN-2002by S. FERGUSON (HFD-324) 301-827-
0062
Establishment : CEFN : (s FEI
DMF No: AADA :
Responsibilities: e Sma et
Profile : TCM OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date: 07-JAN-02
Decision : ACCEPTABLE
Reason . BASED ON PROFILE

APPEARS THIS WAy
ON ORIGINAL



Telephone Conversation Memorandum

ANDA: 40-084/S-010, 011, 012, 013, 014, 015

DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets
FIRM: Mallinckrodt

PERSONS INVOLVED: Mariaanne Robb, Jim Allen, Jeen Min
PHONE NUMBER: 314-654-6258

DATE: 15-OCT-1999

Conversation:

' Q: Mallinckrodt asked if the hardness specification is an issue with the reviewer.

A: We will deal with the hardness issue once the reviewer looks at the application in a.couple of days.

Jeen Min, R. Ph.
Project Manager, Div Chem II, Team 9, OGD

%/ﬁw /j/};/ 5z
v

Attachment: Electronic mail message
From — Jim Allen
To — Jeen Min
Dated — 10/15/99

Cc: ANDA 40-084
Division file (1)

File: VAFIRMSAM\MALLINCKRODT\TELECONS\400845010 HARDNESS.DOC



Electronic Mail Message

ate: 10/15/99 9:52:59 AM

From: Allen, Jim M Jim.M.Allen@MKG.com )

(
To: 'minj@cder. fda.gov' { minj@Al )
Cc: Haag, Tom ( Tom.Haag@MKG.com )
Cc: Lake, Bob S ( Bob.Lake@MKG.com )
Cc: Robb, Marianne ( Marianne.Robb@MKG.com )
Subject: ANDA 40-084 Hydrocodone Bitartrate and Acetaminophen Tablets USP

The Mallinckrodt Inc. manufacturing site located in Hobart, NY is currently
undergoing a PAI for ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen-
Tablets USP ( 7.5/750, 10/650 and 10/660): s-010, s-011, s-012, s-013,
S-014, S-015.

Peg Sarles, the FDA Investigator from the Albany NY Office, expressed
concern about the final release and stability hardness specification that is
listed in the pending supplement. Peg informed us that she spoke to the
reviewer of this ANDA on Wednesday, October 13, 1999. On Thursday, October
14, 1999 she told us this issue would be handled by the reviewing chemist in
the Division of Generic Drugs.

Our questions are:

* Is this hardness specification an issue with the reviewer?

* If this is an issue, we are prepared to immediately file an

amendment to this application.” How will this amendment affect the review of
ir response dated May 28, 1999 which we understand is currently with the
:'viewer? Should we provide a "desk copy"” of this new amendment to the

reviewer?

Jim Allen

APPEARS THIS WAY
ON ORIGINAL
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ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Application: ANDA 40084/010 Priority: Org Code: 600
Stamp: 01-JUL-1998 Regulatory Due: Action Goal: District Goal: 01-DEC-1998
Applicant: MALLINCKRODT CHEM Brand Name:
16305 SWINGLEY RIDGE DR Established Name: HYDROCODONE
CHESTERFIELD, MO 63017 BITARTRATE;ACETAMINOPHEN
Generic Name:
Dosage Form: TAB (TABLET)
Strength: 7.5MG/750MG,5.0MG/500MG
FDA Contacts: T. AMES (HFD-640) 301-827-5849 , Project Manager
M. SELVAM (HFD-647) 301-827-5859 , Review Chemist

Overall Recommendation:

ACCEPTABLE on 04-NOV-1999by S. ADAMS (HFD-320)301-594-0095
ACCEPTABLE on 03-AUG-1998 by J. D AMBROGIO (HFD-324) 301-827-0062

Establishment: 1317295
MALLINCKRODT CHEMICAL INC
58 PEARL ST
HOBART, NY 13788

Profile: TCM OAI Status: NONE

Last Milestone: OC RECOMMENDATION
Milestone Date: 05-AUG-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

DMF No:
AADA No:

Responsibilitiecs: FINISHED DOSAGE
MANUFACTURER
FINISHED DOSAGE RELEASE
TESTER

Establishment: 1319618
MALLINCKRODT CHEMICAL INC
13 RAILROAD AVE
HOBART, NY 13788

Profile: TCM OAI Status: NONE

Last Milestone: OC RECOMMENDATION
Milestone Date: 04-NOV-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

- DMF No:

AADA No:

Responsibilities; FINISHED DOSAGE
MANUFACTURER
FINISHED DOSAGE RELEASE
TESTER

Establishment: 1319687
MALLINCKRODT CHEMICAL INC
18 CORNELL AVE
HOBART, NY 13788

Profile: TCM OAI Status: NONE
Last Milestone: QC RECOMMENDATION
Milestone Date: 04-NOV-1999

DMF No:
AADA No:

Responsibilitiecs: FINISHED DOSAGE PACKAGER
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ESTABLISHMENT EVALUATION REQUEST

SUMMARY REPORT
Decision: ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Establishment: DMF No:
AADA No:
Profile: CTL : OAI Status: NONE » Responsibilities: =

Last Milestone: OC RECOMMENDATION
Milestone Date: 04-NOV-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

Establishment; === DMF No:
e B Bt 83 e s AADA No:

)
Rl T RN S R NI

Profile: CTL OAI Status: NONE Responsibilities: ~ e
Last Milestone: QC RECOMMENDATION _—

Milestone Date: 05-AUG-1999

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

APPEARS THIS WAY
ON ORIGINAL



RECORD OF TELEPHONE CONVERSATION

I spoke with Thomas Rogers (King
Pharmaceuticals) and Mary Ann Robbck
Smith (Mallinkrodt Chemical) 3-5-96
and relayed the labeling deficiencies
of ANDA 40-084/S-006 to them (see
review dated 2-15-96) and suggested
that they gubmit FPL labels and
~labeling as a telephone amendment to
this supplement. I also related to
them our general policy on the
location of the asterisk in
controlled substance labels and
labeling. They agreed to do the
above as soon as possible.

“APPEARS THIS WAy
N ORIGINAL

Divisim of La M

I”% (ip) 5 ’4/’#9 T

DATE

March 5, 1996

ANDA NUMBER
40-084/S-006

IND NUMBER

TELECON

INITIATED BY MADE
APPLICANT/ X BY
SPONSOR TELE.

X FDA IN

PERSON

PRODUCT NAME
Hydrocodone
Bitartate/APAP
tablets

FIRM NAME
King Pharm.
Mallinkrodt

Thomas Rogers

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

(Dir. Reg.
Affairs)
Mary Ann Robb

TELEPHONE NUMBER
(423) 989-8172
(King Pharm.)
(314) 530-2128
(Mallinkrodt)

SIGNATURE
olph Vezza

v‘(/(\ _/< l, v

3475

/



RECORD OF TELEPHONE CONVERSATION

I spoke with Thomas Rogers (King
Pharmaceuticals) and Chuck Smith
(Mallinkrodt Chemical) 3-1-96 and
relayed the labeling deficiencies of
ANDA 40-084/S-004 to them and
suggested that they submit FPL labels
and labeling as a telephone amendment
to this supplement. I also related
to them our general policy on the
location of the asterisk in
controlled substance labels and
labeling. They agreed to do the
above as soon as possible.

APPEARS THIS WAy
ON ORIGINAL

Dvigionm 4€‘quf1vm4ﬂ- prwqruwx Slwgoaﬂfh
o, = !

DATE

March 3, 1996

ANDA NUMBER .
40-084/S-004

IND NUMBER

TELECON

INITIATED BY

APPLICANT/
SPONSOR

MADE
X BY
TELE.

X FDA IN

PERSON

PRODUCT NAME
Hydrocodone
Bitartate/APAP
tablets

FIRM NAME
King Pharm.
Mallinkrodt

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Thomas Rogers
(Dir. Regq.
Affairs)
Chuck Smith

TELEPHONE NKUMBER
(423) 989-8172
(King Pharm.)

(314) 530-2128

(Mallinkrodt)

SIGNATURE
Adolph Vezza

w e —
7 >




DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST -
[ e UEST TYPE (Check Onel DATE PHONE NO.
& Original O FollowUp 0 FUR 5.22.96 (301)594-0305

ya
REQUESTORS NAME: Ubrani V. Venkatararrm DIVISION:Office of Generic Drugs

/ N7
APPLICATION AND SUPPLEMENT NUMBER: ANDA 40-084/S-007

BRAND NAME: None ESTABLISHED NAME:Hydrocodone Bitartrate and Acetaminophen
DOSAGE STRENGTH: 5 mg/500 mg , 7.5 mg/750 mg & 10 mg/650 mg STERILE OYes B No~
PROFILE CLASS: TCM PRIORITY CLASSIFICATION {See SMG CDER-4820.3)

APPLICANT’S NAME: King Pharmaceuticals, Inc. (Formerly RSR Laboratories)

APPLICANT'S ADDRESS: 501-551 Fifth Street, Bristol, TN 37620

COMMENTS : Additional manufacturing facility

FACILITIES TO BE EVALUATED DMF FKEY

(Name and Complete Address) RESPONSIBILITY NUMBER/ CIRTSID
PROFILE -
CODE

DMF ——

- Nee
I

3.
4.
APPEARS THIS waY
ON ORIGINAL
5.

i s 3 2 R 5 R : 3 .

FO ... FDA 3274 {8/92) Distributiofyj Original and Yellow Copy: HFD-324.
cc: ANDA 40-084 HFD-647/Div File, HFD-615/MBennett, HFD-647/CSO, HFD-647/UVVenkataram
x:\wpfile\eerforms\40084may.96



RECORD OF TELEPHONE CONVERSATION

I called the firm this mornlng to ask
for the follow1ng revision for
package insert labeling submltted to
thlS supplement:

DOSAGE AND ADMINISTRATION

Revise the last two sentences as
follows:

The usual adult dosage is one tablet

every four to six hours as needed for
pain. The total 24 hour dose should

not exceed 6 tablets.

Ms. McNabb stated that the firm would
submit final print insert labellng
with the above revision as a minor
labeling only amendment to thls
supplement.

APPEARS TH)s
W,
ON ORIGINgL

DATE

August 26, 1996

ANDA NUMBER
40-084/5-008

IND NUMBER

TELECON

INITIATED BY X MADE

APPLICANT/ BY
SPONSOR TELE.

X FDA IN

PERSON

PRODUCT NAME
Hydrocodone
Bitartrate/APAP
Tablets USP 10
mg/650 mg

FIRM NAME
Mallinckrodt
Chemical, Inc.

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Connie McNabb

TELEPHONE NUMBER
(314)530-2551




'CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

40-084/S-001; S-002; S-003; S-004;
S-005; S-006; S-007; S-008; S-009;
S-010; S-011; S-012; S-013; S-014;
S-015; S-016; S-017; S-018; S-019;
S-020; S-021; S-022; S-023; S-024;
S-028 |

CORRESPONDENCE



: ‘ Mallinckrodt Inc.
tqca . 675 McDonnell Boulevard
P.O. Box 5840
Healthcare St. Louis, MO 63134
- - Tele: 314 654-2000
.al , ([ ckm dt - www.mallinckrodt.com

TELEPHONE AMENDMENT

SUPPLEMENT AMENDMENT
SCR-085 - AC—

July 30, 2004

Office of Generic Drugs
Center for Drug Evaluation and Research

- Food and Drug Administration

Attention: Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: ANDA 40-084, Hydrocbdone Bitartrate and Acetaminophen Tablets
7.5 mg/750 mg

Dear Mr. Smith:

Mallinckrodt Inc. hereby submits this Telephone Amendment to the Special Supplement —
Changes Being Effected in 30 days which affected 9 ANDAs. The CBE-30 provided for the
addition of a new bulk package containet/closure system.

As requested by Glen Smith, Lead Chemist FDA OGD Division of Chemistry II, to Ronald T.
Groman, Tyco-Healthcare — Mallinckrodt, on July 27, 2004, a commercial stability commitment
indicating one production lot per year will be placed on stability at controlled room temperature
conditions 25°+2°C/60%+5% RH. The agency will receive an original Telephone Amendment
for each ANDA number listed on the attached page.

The archival copy of this amendment consists of one (1) volume. An archival copy is being filed
in a blue folder and a technical review copy is being filed in a red folder.

This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
amendment, a true copy of the technical sections of the amendment was sent to the District Office
in Buffalo, NY and the District Office in Parsippany, NJ. These “field copies” are contained in
maroon folders.

Correspondence related to this submission should be addressed to Ronald T. Groman,
Mallinckrodt Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information,
please contact me at 314-654-6060 or call Dr. James F. Baker, PhD., Director of Clinical and
Regulatory Affairs at 314-654-5729.

Sincerely,

Ronald T. Groman, RECEEVED

Manager, Regulatory Affairs . AUG 0 3 2004

o 0GD/CDER
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Mallinckrodt Inc.
675 McDonnell Boulevard

Healthcare uRf G‘ NAL St Lous MO 53131

Tele: 314 6564-2000

- "“allinckrod [ 4 www.mallinckrodt.com

July 26, 2004

Office of Generic Drugs

Center for Drug Evaluation and Research SUM_E’ENT m
Food and Drug Admnistration , S - H C.;
Attention: Document Control Room : SC B’O 2\

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773

RE: ANDA # 40-084 Hydrocodone Bitartrate and Acetaminophen Tablets, USP 7.5
mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg

Mallinckrodt Inc. hereby submits this Telephone Amendment to the Special Supplement-
Changes Being Effected- 30 days submitted on June 30, 2004 which affected 33 ANDAs and on
July 1, 2004 which affected 3 ANDAs. The CBE-30 provided for the transfer of laboratory
testing sites from to Corporate Laboratory Science Center, a Tyco
Healthcare facility.

As requested by Ted Palat, Project Manager FDA OGD Division of Chemistry II, to Ronald T.
Groman, Tyco Healthcare — Mallinckrodt, on July 22, 2004, a post approval commitment relating
to test methods has been provided herein. The agency will receive an original Telephone

- Amendment for each ANDA number listed on the attached page.

The archival copy of this amendment consists of one (1) volume. An archival copy is being filed
in a blue folder and a technical review copy is being filed in a red folder.

This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
amendment, a true copy of the technical sections of the amendment was sent to the District Office
in Buffalo, NY and the District Office in Parsippany, NJ. These “field copies” are contained in
maroon folders.

Correspondence related to this submission should be addressed to Ronald T. Groman,
Mallinckrodt Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information,
please contact me at 314-654-6060 or call Dr. James F. Baker, PhD., Director of Clinical and
Regulatory Affairs at 314-654-5729.

Sincerely,

Ronald T. Groman,
Manager, Regulatory Affairs
FAX: 314-654-6496

20-]
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Mallinckrodt Inc. a O v }

0 R ’ G' ‘ 675 McDonnell Boulevard
- P.O. Box 56840
Healthcare : ' NAL St. Louis, MO 63134

Tele: 314 654-2000

‘a’linck" Od [ _ . www.mallinckrodt.com

SPECIAL SUPPLEMENT-CHANGES BEING EFFECTED-30 DAYS
CHANGES TO ANALYTICAL LABORATORY FOR SET OF SUPPLEMENTS

June 30, 2004

o
Office of Generic Drugs é { P .l,./. W f-q
Center for Drug Evaluation and Research NDA NO: 0 Og REF' Nw,
Food and Drug Administration )
Attention: Document Control Room NDA SUPPL FOR
Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA # 40-084 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5'mg/750 mg,
10 mg/650 mg, and 10 mg/660 mg)

Dear Madame or Sir:

Mallinckrodt Inc. hereby submits this Special Supplemental-Changes Being Effected -30 days under

21 C.F.R. § 314.70(c) for the above referenced application. This submission is being submitted in
accordance with the Guidance for Industry “Changes to an Approved NDA or ANDA” Revision 1 Section
VI. C. 1. d. Mallinckrodt intends to proceed with the distribution of this material within 30 days of the date
of this submission (July 30, 2004) unless otherwise directed by FDA. v

This supplemental application provides for the transfer of contract laboratory services from = ~——

e onmessses - to Corporate Laboratory Science Center, a Tyco Healthcare facility. The attached
list outlines multiple ANDAs and NDAs affected by this change; therefore, the listed supplements are
being submitted concurrently for review. The agency will receive an original supplement for each ANDA
or NDA number listed on the attached page.

The archival copy of this supplement consists of one (1) volume. An archival copy is being filed in a blue

~ folder and a technical review copy is being filed in a red folder. This also certifies that, per 21 C.F.R.

§314.440(a)(4) and concurrently with the filing of this Supplemental Application for Changes Being
Effected-30 days, a true copy has been sent to the District Office in Buffalo, NY and the District Office in
Maitland, FL. These “field copies” are contained in maroon folders. Please refer to “Executive Summary”
which is included immediately following the Table of Contents for a detailed list of applications affécted
by this supplemental application.

Correspondence related to this submission should be addressed to Ronald T. Groman, Mallinckrodt Inc.,

675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at 314~
654-6060 or James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729. -

Sincerel
Tl 76
/ ’ AP~

e, Rty A - RECEVEL

FAX: 314-654-6496

s i

0CD / cme: |
Al CD%%CENED

JUL 0.1 2004

OGD/CDER



: ' Mallinckrodt Inc.
tyco |

675 McDonnell Boulevard

P.O. Box 5840
Healthcare : St Louis, MO 63134
: Ry o S Tele: 314 654-2000
£ allin ck’ odt ‘ : ' _ www.mallinckrodt.com

-

- SPECIAL SUPPLEMENT - CHANGES BEING EFFECTED
» CBE-0

June 24, 2004

Office of Generic Drugs : DA NO.M D -—C»‘%‘-f REF N@th »@_Qf:?‘/ ﬁ, -T
‘Center for Drug Evaluation and Research N : :
Food and Drug Administration B A SUPPL FOR. .4n N
Attention: Document Control Room -
Metro Park North II
7500 Standish Place, Room 150

: Rockville, Maryland - 20855-2773

ARV
: Avtanigenly

ANDA 40-084: ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP.
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)

Dear Madame or Sir:

Mallinckrodt Inc. hereby submits this under 21 C.F.R. § 3 14.70(c)(1) for the above referenced
products that are manufactured, processed, packaged, labeled, tested for release and stability, held and
distributed by Mallinckrodt Inc. at Mallinckrodt’s facility in Hobart, New York.

This supplémental application provides for a tightening of the hardness specification for release and
stability. -

The archival copy of this Special Supplement — Changes Being Effected (CBE-0) consists of one (1)

volume. An archival copy is being filed in a blue folder and a technical review copy is being filed in
ared folder.

This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
. Supplemental Application for Prior Approval, a true copy has been sent to the District Office in
- Buffalo, NY. This “field copy” is contained in a maroon folder. For more detailed information on
the organization of this supplemental application, please refer to “Executive Summary”.

Correspohdence related to this submission should be addressed to Marianne Robb, Mallinckrodt Inc.
- 675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
. 314-654-6258 or.James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

2

Sincerely, :
Marianne Robb ,
Official Correspondent JUN 25 2004

FAX: 314-654-6496

I | OGD/CDER
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Mallinckrodt Inc.

675 McDonnell Boulevard
/.D' 0. Box 5840
Healthcare St. Louss, MO 63134
- - Tele: 314 654-2000
_ all’nck’Od f www.malfinckrodt.com

SPECIAL SUPPLEMENT-CHANGES BEING EFFECTED-30 DAYS

June 9, 2004
. NDA NO. 20 3hper Np. ScA =0 25 AT

Office of Generic Drugs NDA SUPPL FOR PAciafGiale Abh

Center for Drug Evaluation and Research
Food and Drug Administration

. NDA NO. 4o 0 2]~ 9 g
Attention: Document Control Room REF NO.SL -o2¢6 A’I
Metro Park North II NDA SUPPL FOR L&:6€¢ G Bany

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 7.5 mg/750 mg

Dear Madam or Sir:

In accordance with the Guidance for Industry “Changes to an Approved NDA or ANDA”
section IX. C. 1. a., Mallinckrodt Inc. is submitting a Special Supplement-Changes Being
Effected-30 Days for ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets,
USP 7.5 mg/750 mg. This CBE-30 supplemental application provides for the addition of a
new bulk packaging container/closure system. Mallinckrodt intends to proceed with this
change within 30 days of the date of this submission unless otherwise directed by FDA.

Stability data has been provided for the new bulk container. Also, information on the new
container/closure configurations has been provided.

The bulk container labéling is supplied in this application.

The archival copy of this supplemental application consists of one (1) volume. An archival
copy is being filed in a blue folder and a technical review copy is being filed in a red folder.
This also certifies that, per 21C.F.R. §314.440(a)(4) and concurrently with the filing of this
CBE-30, a true copy of the technical sections of the special supplement was sent to the

HECEWED
JUN 142004
OGD / CDER



District Offices in Buffalo, NY. This “field copy” is contained in a maroon folder. For more
detailed information on the organization of this application, please refer to “Executive
Summary” which is included immediately following the Table of Contents.

Correspondence related to this submission should be addressed to Ronald T. Groman,
Mallinckrodt Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. For additional
information, please contact me at 314-654-6060 or call Dr. James F. Baker, PhD., Director of
Clinical and Regulatory Affairs at 314-654-5729.

Sincerely,

7 )0
[ X porrss
Ronald T. Groman
Manager, Regulatory Affairs
FAX: 314-654-6496

APPEARS THIS way



Mallinckrodt Inc.

tqca 6 75 McDonnell Boufevard
P.O. Box 56840
Healthcare St Louis, MO 63134
Tele: 314 654-2000

allinckr odt www.mallinckrodr.com

‘ORIGINAL

SUPPLEMENTAL APPLICATION F OR PRIOR APPROVAL
December 16, 2003

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-050: Methadose® Oral Tablets (Methadone Hydrochloride Tablets, USP)
(5 mg and 10 mg)
ANDA 40-084: Hydrocodone Bitartrate and Acetaminophen Tablets, USP -
: (7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)
ANDA 40-201: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/500 mg and 10 mg/500 mg)
ANDA 40-300: Methylin® Methylphenidate Hydrochloride Tablets, USP
(5 mg, 10 mg, and 20 mg)
ANDA 40-400: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mig/325 mg)
ANDA 40-405: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/325 mg)
ANDA 40-409: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/325 mg)
ANDA 74-184: Methadose® DispersibleTablets (Methadone Hydrochloride Tablets, USP)
(40 mg)
ANDA 75-629: Methylin® ER (methylphenidate HCI extended-release tablets, USP)
' (10 mg and 20 mg)
ANDA 75-738: Propoxyphene Napsylate and Acetaminophen Tablets, USP (100 mg/650 mg)
ANDA 89-160: ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
(5 mg/500 mg)
ANDA 89-725: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/650 mg)

Dear Madame or Sir:

Mallinckrodt Inc. hereby submits these Supplemental Applications for Prior Approval under

21 C.F.R. § 314.70(b) for the above referenced products that are manufactured, processed, packaged,
labeled, tested for release and stabi lity, held and distributed by Mallinckrodt Inc. at Mallinckrodt’s
facility in Hobart, New York.

These supplemental applications provide for emresemm

o o i IR G 5 = R
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The archival copy of this original application consists of one (1) volume. An archival cbpy\_i__s_ being- =
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filed in a blue folder and a technical review, copy is being filed in a red folder.

This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
Supplemental Application for Prior Approval, a true copy has been sent to the District Office in
Buffalo, NY. This “field copy” is contained in a maroon folder. For more detailed information on
the organization of this supplemental application, please refer to “Executive Summary”.

Correspondence related to this submission should be addressed to Marianne Robb, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. . For additional information, please contact me at
314-654-6258 or James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Sincerely,

Marianne Robb

Official Correspondent
FAX: 314-654-6496

APPEARS TH)s
WA
ON ORIGINAL
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Healthcare

Jallinckrodt

Mallinckrodt Inc.

675 McDonnell Boufevard
P.O. Box 5840

St Louis, MO 63134

Tele: 314 654-2000
www.mallinckrodt.com

SUPPLEMENTAL APPLICATION FOR PRIOR APPROVAL - FIELD COPY

December 16, 2003

John A. Posadowski

Pre-Approval Manager, Buffalo, New York District Office

Food and Drug Administration

Olympic Towers, Suite 100
300 Pearl Street
Buffalo, New York 14202

RE: ANDA 40-050:

ANDA 40-084:
ANDA 40-201:
ANDA 40-300:
ANDA 40-400:
ANDA 40-405:
ANDA 40-409:
ANDA 74-184:
ANDA 75-629:

ANDA 75-738:
ANDA 89-160:

ANDA 89-725.

Dear Sir:

Methadose® Oral Tablets (Methadone Hydrochloride Tablets, UsSP)
(5 mg and 10 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/500 mg and 10 mg/500 mg)
Methylin® Methylphenidate Hydrochloride Tablets, USP
(5 mg, 10 mg, and 20 mg) o ' .
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/325 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/325 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/325 mg)
Methadose® Dispersible Tablets (Methadone Hydrochloride Tablets, USP)
(40 mg) .
Methylin® ER (methylphenidate HCI extended-release tablets, USP)
(10 mg and 20 mg)
Propoxyphene Napsylate and Acetaminophen Tablets, USP (100 mg/650 mg)
ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP.
(5 mg/500 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/650 mg)

Per21 CFR.§3 14.440(a)4) Mallinckrodt Inc. has concurrently submitted Supplemental
Applications for Prior Approval for the above referenced applications. Thcse supplemental

applications provide for S —

e e

These supplemental applications, which have been submitted to CD
also provided in maroon folders to the District Office in Buffal

M‘-—‘ )

S L

ER in Rockville, Maryland, are
0, New York. This field copy of each

application consists of one (1) volume. For more detailed information on the organization of this
application, please refer to the “Executive Summary”,



Correspondence related to this submission should be addressed to Marianne Robb, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-6258 or call James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Sincerely,

Marianne Robb
Official Correspondent

Fax: 314-654-6496

LPPEARS THIS WAY
ON ORIGINAL



Mallinckrodt Inc.

tq G a 675 McDonnell Boufevard
P.O. Box 6840
Healthcare ' St. Louis, MO 63134
. ' : Tele: 314 654-2000
Yall’n ck’ Od t : ‘ www.mallinckrodt.com

SUPPLEMENTAL APPLICATION FOR PRIOR APPROVAL

October 27, 2003

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Document Control Room
Metro Park North IT

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-050: Methadose® Oral Tablets (Methadone Hydrochloride Tablets, USP)

(5 mg and 10 mg) ' :

ANDA 40-084: Hydrocodone Bitartrate and Acetaminophen Tablets, USP

: (7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)
ANDA 40-201: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
‘ (7.5 mg/500 mg and 10 mg/500 mg)

ANDA 40-300: Methylin® Methylphenidate Hydrochloride Tablets, USP
(5§ mg, 10 mg, and 20 mg)

ANDA 40-352: Meperidine Hydrochloride Tablets, USP (50 mg and 100 mg)

- ANDA 40-400: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/325 mg)
ANDA 40-40S: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/325 mg)
ANDA 40-409: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/325 mg)
ANDA 40-419: Acetaminophen and Codeine Phosphate Tablets, USP '

(300 mg/15 mg, 300 mg/30 mg, and 300 mg/60 mg)
ANDA 40-436: Dextroamphetamine Sulfate Tablets, USP (5 mg and 10 mg)
ANDA 74-184: Methadose® DispersibleTablets (Methadone Hydrochloride Tablets, USP)
(40 mg) :
ANDA 75-629: Methylin® ER (methylphenidate HCI extended-release tablets, USP)
(10 mg and 20 mg) '
ANDA 75-738: Propoxyphene Napsylate and Acetaminophen Tablets, USP (100 mg/650 m g)
ANDA 75-983: Tramadol Hydrochloride Tablets (50 mg)
ANDA 89-160: ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
(5 mg/500 mg)
ANDA 89-725: Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/650 mg)

Dear Madame or Sir:

Mallinckrodt Inc. hereby submits these Supplemental Applications for Prior Approval under

21 C.F.R. § 314.70(b) for the above referenced products that are manufactured, processed, packaged,
labeled, tested for release and stability, held and distributed by Mallinckrodt Inc. at Mallinckrodt’s
facility in Hobart, New York.

0cy 2 8 2003




These supplemental applications provide for — smesmrssmmsre- T a8 AN
approved in-process control.

The archival copy of this original application consists of one (1) volume. An archival copy is being
filed in a blue folder and a technical review copy is being filed in a red folder.

This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
Supplemental Application for Prior Approval, a true copy has been sent to the District Office in
Buffalo, NY. This “field copy” is contained in a maroon folder. For more detailed information on
the organization of this supplemental application, please refer to “Executive Summary.”

Correspondence related to this submission should be addressed to Marianne Robb, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-6258 or James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729. -

Sincerely,
Marianne Robb

Official Correspondent
FAX: 314-654-6496

APPEARS THIS wAY
ON ORIGINAL
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Mallinckrodt Inc.

675 McDonnell Boulevard
P.O. Box 5840

St. Louis, MO 63134

Tele: 314 654-2000
www.mallinckrodt.com

SUPPLEMENTAL APPLICATION FOR PRIOR APPROVAL - FIELD COPY

October 27, 2003

John A. Posadowski

Pre-Approval Manager, Buffalo, New York District Office
Food and Drug Administration ,
. Olympic Towers, Suite 100

- 300 Pearl Street

Buffalo, New York 14202

RE: ANDA 40-050:

ANDA 40-084:

ANDA 40-201:

ANDA 40-300:

ANDA 40-352:
ANDA 40-400:
. ANDA 40-405:
ANDA 40-409:
ANDA 40-419:

ANDA 40-436:
ANDA 74-184:

ANDA 75-629:
ANDA 75-738:
ANDA 75-983:
ANDA 89-160:

ANDA 89-725:

Dear Sir:

Methadose® Oral Tablets (Methadone Hydrochloride Tablets USP)
(5 mg and 10 mg)
Hydrocodone Bitartrate and -Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/SOO mg and 10 mg/500 mg)
Methylin® Methylphenidate Hydrochloride Tablets, USP’
(5 mg, 10 mg, and 20 mg)
Meperidine Hydrochloride Tablets, USP (50 mg and 100 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/325 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/325 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/325 mg)
Acetaminophen and Codeine Phosphate Tablets, USP
(300 mg/15 mg, 300 mg/30 mg, and 300 mg/60 mg)
Dextroamphetamine Sulfate Tablets, USP (5 mg and 10 mg)
Methadose® DispersibleTablets (Methadone Hydrochloride Tablets, USP)
(40 mg)
Methylin® ER (methylphenidate HCI extended-release tablets, USP)
(10 mg and 20 mg)
Propoxyphene Napsylate and Acetaminophen Tablets, USP (100 mg/650 mg)
Tramadol Hydrochloride Tablets (50 mg)
ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
(5 mg/500 mg)
Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/650 mg)

Per 21 C.F.R. § 314.440(a)(4) Mallinckrodt Inc. has concurrently submitted Supplemental
Applications for Prior Approval for the above referenced apphcatlons These supplemental

applications provide for

control.

as an approved in-process




These supplemental applications, which have been submitted to CDER in Rockville, Maryland, are
also provided in maroon folders to the District Office in Buffalo, New York. This field copy of each
application consists of one (1) volume. For more detailed information on the organization of this
application, please refer to the “Executive Summary.”

Correspondence related to this submission should be addressed to Marianne Robb, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-6258 or call James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Sincerely,
Marianne Robb

Official Correspondent
Fax: 314-654-6496 .

KPPEARS THIS WAY
ON ORIGINAL



t q c a Mallinckrodt Inc.

675 McDonnell Boulevard
P.O. Box 56840
Healthcare ' St. Louis, MO 63134

Tele: 314 654-2000
- -
4 'all’n ckl' Od t ' www.mallinckrodt.com

SPECIAL SUPPLEMENT — CHANGES BEING EFFECTED
June 26, 2003

Office of Generic Drugs - Division of Labelmg and Program Support

Center for Drug Evaluation and Research .
Food and Drug Administration NDA NO. —j—l’&- REF No:uﬁ ‘M
Aftention: Fishers Document Room NDA SUPPL FOR \ (i

5600 Fishers Lane
Rockville, MD 20852-1420

ANDA 40-084 HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
7.5 mg/750 mg, 10 mg/650 mg, 10 mg/660 mg
ANEXSIA® (hydrocodone bitartrate and acetaminophen tablets, USP)
10 mg/660 mg _

Dear Sir or Madam:

Reference is made to the Agency’s response letter of April 11, 2003 (copy included) for |
ANDA 40-084/S-020 regarding the addition of the contraindications and adverse reactions
text to our insert as submitted September 24 2002.

The purpose of this supplement is to submit the labeling containing the requested additions:
e Statements for Geriatric Use to the four inserts
 Proprietary name requirements for 21 CFR 201.10(g)(1) to the Anexsia® insert
e Multiple strength statement to the Anexsia container labels

These changes in the package insert and container labels will be implemented at the next
printing. In accordance with 21 CFR 314.70, twelve copies of final printed labeling and a
side-by-side for each insert are provided. This labeling amendment consists of one (1)
volume. An archival copy is being filed in a blue folder and a technical review copy is being
filed in a red folder.

Should you have any questions concerning this submission, please contact the undersigned
at (314) 654-6255 by telephone or (314) 654-6496 by facsimile. In the event the

undersigned is unavailable, please contact Celeste Relsch at (314) 654-3120 by telephone
or (314) 654-6496 by facsimile. '

Sincerely,
Wfff) . W
R li D. Reed
L:t?::iang Mar?:ger R ECE |VE D
JUN 3 @ 2003
OGD/CRER
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Mallinckrodlt Inc.
675 McDonnell Boulevard

P.O. Box 5840

Healthcare St Louis, MO 63134
. Tele: 314 654-2000
Ya’l’nckradt : www.mallinckrodt.com

e 150,58 621,
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SUPPLEMENTAL APPLICATION FOR PRIOR APPROVAL

November 20, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-084: ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)

Dear Madame or Sir:

Mallinckrodt Inc. hereby submits this Supplemental Application for Prior Approval under

21 C.F.R. § 314.70(b). ANEXSIA® hydrocodone bitartrate and acetaminophen tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg) is a Schedule III prescription drug
indicated for the treatment of moderate to moderately severe pain. ANEXSIA® is
manufactured, processed, packaged, labeled, tested for release and stability, held and
distributed by Mallinckrodt Inc. at Mallinckrodt’s facility in Hobart, New York.

This supplemental application provides for < — ... mmermme
testing as an approved in-process specification.

The archival copy of this original application consists of one (1) volume. An archival copy is
being filed in a blue folder and a technical review copy is being filed in a red folder.

RECEIVED

NOV 2 2 2002
OGD /CDER
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This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this
Supplemental Application for Prior Approval, a true copy has been sent to the District Office
in Buffalo, NY. This “field copy” is contained in a maroon folder. For more detailed
information on the organization of this supplemental application, please refer to “Executive
Summary” which is included immediately following the Table of Contents.

Correspondence related to this submission should be addressed to Marianne Robb,
Mallinckrodt Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. For additional’
information, please contact me at 314-654-6258 or James F. Baker, Ph.D., Director,
Regulatory Affairs at 314-654-5729.

Sincerely,

Jlootcare (A

Marianne Robb
Manager, Regulatory Submissions
FAX: 314-654-6496

APPEARS THIS WAY
CN ORIGINAL



tqca R EC E e Mallinckrodt Inc.

675 McDonnell Boulevard

Healthcare UG 0% 2002 gﬁ.fi;iﬁé%3 134
MEGA/CDER .
‘allinckrodt oot

SPECIAL SUPPLEMENT - CHANGES BEING EFFECTED

F ol O ‘;ﬂ, el el
MDA SUPFL FOH |

Séptember 24, 200

eneric Drugs - Division of Labeling and Program Support
Center for Drug Evaluation and Research

Food and Drug Administration

Attention: Fishers Document Room

5600 Fishers Lane

Rockville, MD 20852-1420

ANDA 40-084 HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
7.5 mg/750 mg, 10 mg/650 mg, 10 mg/660 mg
ANEXSIA® (hydrocodone bitartrate and acetaminophen tablets, USP)
10 mg/660 mg

Dear Sir or Madam:

Reference is made to the Agency’s response letter of July 3, 2002 (copy included) for ANDA 40-468 regarding the
addition of text to our insert labeling for previously approved applications of different strengths of Hydrocodone
Bitartrate and Acetaminophen Tablets, USP.

The purpose of this supplement is to submit the labeling containing the requested additional statements:
¢ To The Contraindications Section -
Patients known to be hypersensitive to other opioids may exhibit cross-sensitivity to hydrocodone.
e To The Adverse Reactions Section —
Special Senses: Cases of hearing impairment or permanent loss have been reported predominantly in
patients with chronic overdose.

is ﬁhange in the package insert will be implemented at the next printing/ In accordance with 21 CFR 3 14.70, 12
ies of fifial printed labeling are provided. THis Tabelifig amendment consists of one (1) volume. An archival

copy is being filed in a blue folder and a technical review copy is being filed in a red folder.

Should you have any questions concerning this submission, please contact the undersigned at (314) 654-6255 by
telephone or (314) 654-6496 by facsimile. In the event the undersigned is unavailable, please contact Celeste Reisch
at (314) 654-3120 by telephone or (314) 654-6496 by facsimile.

Sincerely,

Lunsaed o, {&&f(

Russell D. Reed
Labeling Manager

Ao C-mol T Joo RECEIVED

_ v 0CT 02 2002
e/ 2-3/&, &) ﬂ,j OGD/CDER
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t c D Malfinckrodt inc.
q . 675 McDonnell Boulevard

Sincergly, .

FP.O. Box 6840

Healthcare St Louis, MO 63134
e Tele: 314 654-2000
13"’ n ckm dt www.mallinckrodt.com

RESPONSE TO A TELEPHONE AMENDMENT
FOR A PENDING SPECIAL SUPPLEMENT
CHANGES BEING EFFECTED - 30 DAYS

August 26, 2002

Office of Generic Drugs .

Center for Drug Evaluation and Research - pUG 2 8 2002
Food and Drug Administration

Attention: Document Control Room HFD O/COER
Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

NDA SUPPL AMENDMENT
ATTENTION: CHAN PARK | SLOIR AL

RE: ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/750 mg,
10 mg/650 mg, 10 mg/660 mg)

. Dear Mr. Park:

The following information is provided in response to your telephone request of August 26, 2002, in

- reference to a CBE-30 filed July 1, 2002. This CBE-30 included final printed bottle labeling as well as

changes to the package insert for the above three strengths as requested in an April 2, 2002, deficiency
notice.

As requested, this submission includes twelve copies of the package insert and accompanying side-by-
side comparison for Hydrocodone Bitartrate and Acetaminophen Tablets, 10 mg/660 mg with all

~ differences annotated and explained. For ease of reference, the original deficiency notice of April 2,

2002, and our cover letters of July 1, 2002, are also included.

Two copies of this amendment have been filed: an archival copy (in a blue folder), and a technical
review copy (in a red folder). The technical review copy is identical to the archival copy .

Correspondence related to this submission should be addressed to Melissa Cay, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at 314-

-654-3514 or call Ronald T. Groman., d}(lanager, Regulatory Affairs at 314-654-6060.

Melissa Cay
Senior Regulatory Affairs Associate
FAX: 314-654-6496

RECEIVED
AUG 30 2002
OGD / CDER



tl[co | Mallinckrodt Inc.

675 McDonnell Boulevard
P.O. Box 5840

Healthcare St. Louis, MO 63134
e - _ Tele: 314 654-2000
yall’n ckm dt ) www.mallinckrodt.com

RESPONSE TO A TELEPHONE AMENDMENT
FOR A PENDING SPECIAL SUPPLEMENT
CHANGES BEING EFFECTED - 30 DAYS

July 24, 2002 NDA SUPP Al L
Office of Generic Drugs SOQ -OT F-HRM
Center for Drug Evaluation and Research ' SL-6\%- QJYY\

Food and Drug Administration
-Attention: Document Control Room
Metro Park North IT

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/750 mg,
10 mg/650 mg, 10 mg/660 mg)

Dear Sir or Madam:

The following information is provided in response to a telephone request of July 23, 2002, from the

. agency in reference to a CBE-30 filed July 1, 2002. This CBE-30 included final printed bottle labeling as
well as changes to the package insert for the above three strengths as requested in an April 2, 2002,
deficiency notice.

As requested, this submission includes twelve copies of the package insert and accompanying side-by-
side comparison for Hydrocodone Bitartrate and Acetaminophen Tablets, USP 10 mg/650 mg and 10
mg/660 mg with all differences annotated and explained. For ease of reference, the original deficiency
notice of April 2, 2002, and our cover letters of July 1, 2002, are also included.

Thi‘ee copies of this amendmenf have been filed: an archival copy (in a blue folder), a technical review
copy (in a red folder), and a field copy (in a maroon folder). The technical review copy and field copy
are identical to the archival copy as attested by the Field Copy Certification provided in this submission.

Correspondence related to this submission should be addressed to Melissa Cay, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at 314-
654-3514 or call Ronald T. Groman., Manager, Regulatory Affairs at 314-654-6060.

Sincerel

ﬁj\/ ~ RECENVED
Melissa Cay

.‘ i JUL 2°5 2002
K Senior Regulatory Affairs Associate
- FAX: 314-654-6496 OGD/CDER



Mallinckrodt Inc.
tl, ca 675 McDonnell Boulevard
P.O. Box 5840
Healthcare St. Louis, MO 63134
. ' Tele: 314 654-2000
Jall'n ckrodt www.mallinckrodt.com

MINOR AMENDMENT TO A PENDING SUPPLEMENTAL APPLICATION
CHANGED BEING EFFECTED IN 30 DAYS

July 1, 2002

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Document Control Room
Metro Park North 1T

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7 5 mg/750
mg, 10 mg/650 mg, 10 mg/660 mg)

Dear Sir or Madam:
The following information is provided in response to the April 2, 2002, request from the Agency in

reference to the supplemental ANDA 40-084 as submitted on January 11, 2002. This amendment
includes changes to the proposed package insert as requested by the Agency letter dated April 2,

- 2002. A side-by-side comparison for the package insert has been provided with all differences

annotated and explained.

This change to the package insert moves the placement of “Meets USP Dissolution Test'1” to the
Description section from the Storage Conditions section. This change will be implemented to
package inserts for all hydrocodone bitartrate and acetaminophen tablet products and submitted
either as a supplement or as part of the annual report.

No changes have been made to the bottle labeling. The bottle labeling is supplied in this amendment
in final form. '

Three copies of this amendment have been filed: an archival copy (in a blue folder), a technical
review copy (in a red folder), and a field copy (in a maroon folder). The technical review copy and
field copy are identical to the archival copy as attested by the Field Copy Cert1ﬁcat10n provided in
this submission.

RECEVEp




Correspondence related to this submission should be addressed to Melissa Cay, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-3514 or call James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Sincerely,

Senior Regulatory Affairs Associate
FAX: 314-654-6496

APPEARS THIS WAY.
ON GRIGINAL
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Mallinckrodt Inc.
675 McDonnell Boutevard

P.O. Box 5840

Healthcare : St. Louis, MO 63134
. . , Tele: 314 654-2000
» ’l”n ckrOdt RECE‘VED www.mallinckrodt.com

JAN 1 4 72002
CDR/CDER

SPECIAL SUPPLEMENT-CHANGES BEING EFFECTED-30 DAYS

NDA NO. Yoo GLiper 0. Sch - oI 7AT

January 11,2002 NDA SUFPL FOR PAcwsee ADD

Office of Generic Drugs NDA NO. Loo ?7_.1 REF NO.SL-o /& JRAT
Center for Drug Evaluation and Research NDA SUPPL FOR LABELING K&V

Food and Drug Administration
Attention: Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA #40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg)

Dear Madam or Sir:

In accordance with the Guidance for Industry “Changes to an Approved NDA or ANDA”,
Mallinckrodt Inc. is submitting a Special Supplement-Changes Being Effected-30 Days for ANDA
#40-084 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP (7.5 mg/750 mg, 10 mg/650
mg and 10 mg/660 mg). This CBE supplemental application provides for the addition of 30, 60, 90
and 120 count bottle sizes. Mallinckrodt intends to proceed with distribution of these new bottle sizes
within 30 days of the date of this submission (February 11, 2002) unless otherwise directed by FDA.

Stability data has been provided for the 30 count bottle size exhibit batch. The 60 and 90 count
bottles are bracketed within the 30 count bottle size and the currently approved 100 count bottle size.
The 120 count bottle size is bracketed between the currently approved 100 and 500 count bottle sizes:
Information on the new container/closure configurations has been provided.

The labeling provided in this application consists of four color proofs of bottle labeling and word
processing files of the package insert. Final printed labeling is as yet unavailable from the labeling
vendor. Final printed labeling will be provided in the next an The final prmted labeling

will be identical to the labeling provided in this apphcatlo .{{\T&F iR Dl?,
fom S N2 Oy
JAN 1 4 2002
& )
£
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The archival copy of this supplemental application consists of one (1) volume. An archival copy is
being filed in a blue folder and a technical review copy is being filed in a red folder. This also
certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this ANDA, a true
copy of the technical sections of the ANDA was sent to the District Offices in Buffalo, NY. This
“field copy” is contained in a maroon folder. For more detailed information on the organization of
this application, please refer to “Executive Summary” which is included immediately following the
Table of Contents.

Correspondence related to this submission should be addressed to Melissa Cay, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-3514 or call James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Si%

Melissa Cay
Senior Regulatory Affairs Associate
FAX: 314-654-6496

e PEARS THIS WAY
GN ORIGINAL
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Mallinckrodt Inc. 675 McDonnell Boulevard ~ Phone: 314.654.2000
PO Box 5840 www.mallinckrodt.com
St. Louis MO 63134

SPECIAL SUPPLEMENT-CHANGES BEING EFFECTED-30 DA

November 30, 2001

Office of Generic Drugs
... Center for Drug Evaluation and Research
- Food and Drug Administration '
" Attention: Document Control Room -
. ‘Metro Park North IT. -
v ‘{7500 Standish Place, Room 150
" Rockville, Maryland 20855- 22773

0 RE B ANDA: #40-084; Hyd’rocodone Bitartrate and Acetaminophen Tablets, USP 10
v mg/650"mg ’ S '

o "Dear Madam or Slr

‘ EPer SUPAC Guxdance “Stand Alone Packagmg Operatxons Site Change” section of the Letter to
" Industry from CDER' dated F ebruary 18,1997, Mallinckrodt Inc. has concurrently submitted a
pemal Supplement-Changes Being Effected-30 Days for ANDA #89-160 for Hydrocodone
‘Bitartrate and Acetammophen Tablets USP 10 mg/650 mg The currentlv anproved application
‘provides for - - o bt - This.
'plem tal appllcatloni és for the addition . O s
SRR Mallmckrodt intends to proceed with dlstnbutlon of the wememses packaged
duct from = within 30 days of the date of this submission (December 30, 2001) unless
vise ;dlrecte;i‘by FDA. '

et has provided written certlﬁcatlon stating that it is in conformance

1th cGMPs “The last FDA compliance inspection conducted at - =~ occurred October 14, 1999

gthrough November 30,1999. The same contamer/closure system as descnbed in the currently

-vapproved apphcatl n will be utilized by ™7 s s

: et e TS - for all " e e

e "*'packagmg T , packagmg equipment: at e sperates on snmllar prmcnples as the equipment
“*/in the currentlyfapproved apphcatlon for use at the Mallmckrodt Hobart facility.

R Mallmckrodt has also provxded certlficatlon that the first production lot of the * e~ product

ackage ’af == will be placed on long-term stability according to the stability protocol in the

.7 currently approved apphcatlon Stablhty data will be prov1ded as it becomes available, in Annual
-~ Reports :'-for thlS product '




The archival copy of this supplemental application consists of one (1) volume. An archival copy is ~
being filed in a blue folder and a technical review copy is being filed in a red folder. This also
certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing of this ANDA, true copies
of the technical sections of the ANDA were sent to the District Offices in Buffalo, NY and
Cincinnati, OH. These “field copies” are contained in a maroon folder. For more detailed
information on the organization of this application, please refer to “Executive Summary” which is
included immediately following the Table of Contents.

Correspondence related to this submission should be addressed to Melissa Cay, Mallinckrodt Inc.,
675 McDonnell Blvd., St. Louis, Missouri 63134. For additional information, please contact me at
314-654-3514 or call James F. Baker, Ph.D., Director, Regulatory Affairs at 314-654-5729.

Sincerely,

Melissa Cay
Senior Regulatory Affairs Associate
FAX: 314-654-6496

APPEARS THIS way
OM ORIGINAL



ANDA 40-084/S-017, S-018

Mallinckrodt Inc. APR -2 200?
Attention: Melissa Cay

675 McDonnell Blvd.

P.O. 5840

St. Louis, MO 63134-0840

Dear Madam:

This is in reference to your supplemental new drug applications
dated January 11, 2002, submitted under 505(j) of Federal Food,
Drug and Cosmetic Act, regarding your abbreviated new drug

application for Hydrocodone Bitartrate and Acetaminophen Tablets
usp, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

These supplemental applications, submitted as “Changes Being
Fffected in 30 days”, provide for the following changes:

5-017: The addition of 30, 60, 90 and 120 count bottle
sizes

5-018: New container labels
The supplementalvapplications are deficiint and, therefore, not

approvable under Section 505 of the Act for the following
reasons:

Labeling Deficiency:

1. CONTAINER - 30s, 60s, 90s & 120s
We note that the expression of strength, 10 mg/660 mg is
not sufficiently prominent due to lack of background

contrast. We ask that you increase the prominence by
changing the background color and/or by any other means.

APPEARS THIS WAY
ON ORIGINAL



2. INSERT
a. GENERAL

Although computer generated container and carton
labeling is regarded acceptable as final print, it is
required that you submit insert labeling in final
print, not in photocopies to be acceptable. In
addition, the insert labeling should be presented in
one-piece, not in two-pieces as you have submitted.

b. DESCRIPTION

We encourage that you relocate the statement "Meet USP
Dissolution Test 1" to appear in this section.

c.  HOW SUPPLIED
See comment under DESCRIPTION.

Please revise the labels and labeling as directed above, then
prepare and submit in final print as an amendment to this
supplement.

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 with your last submission with all differences
annotated and explained.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a MINOR amendment and should be so designated

APPEARS THIS WAY
ON ORIGINAL



in your cover letter. If you have substantial disagreement with
our reasons for not approving these supplemental applications,
you may request an opportunity for a hearing.

Sincerely yours,

SUZR

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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Mallinckrodt Inc. 675 McDonnell Blvd. Phone: (314} 654-2000
P.0. Box 5840 Fax: (314) 654-6496

St. Louis, MO 63134
AMENDMENT TO A PENDING APPLICATION

MINOR AMENDMENT
December 23, 1999 Sﬂ?@{, ARSENGE i
Office of Generic Drugs SCoro
Center for Drug Evaluation and Research S5C o )
Food and Drug Administration S ot /:",»f{ M
Attention: Document Control Room : e % S
Metro Park North IT o ; Ny
7500 Standish Place, Room 150 - il E‘ A py
Rockville, Maryland 20855-2773 SLols Ao

‘RE ANDA 40-084: Hydrocdone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, 10 mg/660 mg): S-010, S-011,
S-012, S-013, S-014-and S-015

Dear-Madame or Sir'

Under 21 C.FR. §3 14 120 Mallmckrodt hereby submits the following information in response
: ‘-to a December 17, 1999 deﬁcrency letter from the Agency for the above referenced application.

Th1s amendment to a pendmg apphcatlon consrsts of one volume. An archival copy is being
: ﬁled ina blue folder and a technlcal review. copy is bemg filed in a red folder.

= ThlS also certlﬁes that, per 21 C'F . R, §3 14. 440(a)(4) and concurrently with the filing of this
' =’?A‘NDA',' true fcopii s:of the techm al_,sectlons of the ANDA were sent to the local district offices.
' “These ‘field copies” are contained-in maroon folders. For more detailed information on the
ot gamzatlon of this application, please refer to the “Executlve Summary” which is included
o followmg the Table of Contents. i '

y Correspondence related to this submission should be addressed to Connie McNabb,
',Malhnckrodt Inc., 675 McDonnell Blvd., St. Louls Missouri 63134. If there are any questions
. concerning: thls mformatlon please contact myself or Mananne Robb at (314) 654-6258.

: 'Smccrgly;,;, )

| “’WLC7W

,Conme McNabb o

B Regulatory Affairs Assomate
‘Phone: (314) 654-6551

- ‘Fax: (314) 654-6496




ANDA 40-084/s-010, s-011, S-012, sS-013, S-014, s-015

Mallinckrodt, Inc.
Attention: Connie McNabb
675 McDonnell Blvd.

P.O. Box 5840

St Louis, Missouri 63134 A '
DEC | 7 1999

Dear Madam:

This is in reference to your. supplemental new dtug,applications'
dated June 30, 1998, submitted under section 505(j) of the
Federal Food, Drug, and Cosmetic Act, regarding your abbreviated
new drug application for Hydrocodone Bitartrate and Acetaminophen
Tablets USP, 7.5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg.

Reference i1s also made to your amendments dated May 28, 1999 and
September 2, 1999.

- The supplemental applications provide for:

S-010: — o
)
/
]
S-011: Formulation revision-change in components and
composition.
5-012: Manufacturing revision-change from
to — . and changes in manufacturlng

processes and procedures

5-013: Controls revision-change. in in-process
specifications for major formulation and process
changes. :

S-014: - Package revision for change in the

container/closure system including HDPE bottles of
100 count, HDPE bottles of 500 count and unit dose

bllster packaglng

S-015: Labellng,rev151on for new formulation.



The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons: '

Regarding in-process - o testing, it was noted
that your RSD limit changes ‘to NMT —=3 1f additional sample
sets, beyond the initial stage are tested. We recommend a
limit of _T————ecemwr= (mean of individual test results) with
an RSD (relative standard deviation) of NMT for all
samples tested. Please revise. '

In addition to the deficiencies presented above, please note and
acknowledge the. follow1ng comment in your response:

A satisfactory compllance evaluation for the facilities
referenced in the supplemental application is required for
approval. We have requested an evaluation from the Office
of Compllance

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a MINOR amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving these supplemental applications,
you may request an opportunity for a hearing.

Sincerely yours,

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



MALLINCKRODT

Mallinckrodt inc. 675 McDoniell Bivd. Phone: (314) 654-2000
P.0. Box 5840 Fax: (314) 654-6496
St. Louis, MO 63134

AMENDMENT TO A PENDING SUPPLEMENTAL APPLICATION

NDA SUPPL AMENDMENT

September 2, 1999 — ’ Sc =010 — 4

Office of Generic Drugs Sc-01 — AT

Center for Drug Evaluation and Research é €~ )R — he
Food and Drug Administration c-01> — he
Attention: Document Control Room Se - o4 e Ae
Metro Park North II ' Se DI =
7500 Standish Place, Room 150. : '

“ Rockville, Maryland 20855-2773

- RE: ANDA 40- 084 Hydrocodone: Bitartrate and Acetaminophen Tablets, USP

(7 5 mg/750 mg, 10 mg/650 mg and 10 mg/660 mg): S 010, S-011, S-012, S-013,
S-014, and S-015

Déar Sir or Madam:

“Reference is made to the above supplemental applications to ANDA 40-084 as filed on
~ June 30, 1998 and as amended on September 29, 1998 and May 28, 1999.

- The purpose of this amendment is to clarify that the specification which was previously identified as
* . “tentative” has now been finalized. Please refer to the attached Executive Summary for a detailed
. discussion of these finalized specifications.

" An-archival copy is being filed in a blue folder and a technical review copy is being filed in a red
 folder. This also certifies that, per 21 CF.R. §314. 440(a)(4) and concurrently w1th the filing of this
:-,'._.'amendment true copies were sent to the local district offices. These “field copies” are contained in
- “maroon folders.

‘ ‘,v:w.Correspondencc related to this amendment should be addressed to Connie McNabb, Mallinckrodt
Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. If there are any questions concerning this
S information, please contact myself or Robert Lake, Ph.D. at (314) 654-6125.

- 'Sincerely,

= Connle McNabb

- Regulatory Affairs Associate
L (3 14) 654-6551
. Fax (314) 654-6496
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Mallinckrodt Inc. 675 McDonnell Boulevard ~ Phone: 314.654.2000
PO Box 5840 www.mallinckrodt.com
St. Louis MO 63134
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AMENDMENT TO A PENDING APPLICATION

MAJOR AMENDMENT
May 28, 1999 | NDA SUPPL AMENDMENT
—QI0
Office of Generic Drugs 5 c - ol A
Center for Drug Evaluatlon and Research Sc — ol C—
A P » s sSc — OHL 3
cc - ol Y
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ANDA 40—084/8—010, S;011, s-012, s$-013, sS-014, s-=015

Mallinckrodt, Inc.

Attention: Connie McNabb

675 McDonnell Blvd. _
P.C. Box 5840 ’ ’"gF'JED\ |5 IQQQ

'St Louis, Missouri 63134

Dear Madam::

This is in reference to your supplemental new drug applications dated
June 30, 1998 submitted pursuant to 21 CFR 314.70, regarding your
abbrev1ated new drug application for Hydrocodone. Bltartrate and
Acetaminophen Tablets USP, 7.5 mg/750 mg, 10 mg/650 mg, and

10 mg/660 mg

Reference is also made to your amendment dated September 30, 1998.

The supplemental applications provide for:

$-010: —

L

S-011: Formulation revision-change in components and
' © composition.
S-012: Manufacturlng revision-change from > : to

»and changes in manufacturing
processes and procedures.

S—Ol3: Controls revision-change in in-process specifications
for major formulation and process changes.

S-014: Package revision for change in the container/closure
system including HDPE bottles of 100 count, HDPE
bottles of 500 count and unit dose blister packaging.

S—015' Labeling revision for new formulation.

The supplemental applications are deficient and, therefore, not
approvable under Sectlon 505 of the Act for the following reasons:

Chemistry Deficiencies

1. There are two facilities for the manufacturing, processing,
‘packaging and labeling, testing, stability, and release of
drug product in the appllcatlon Please provide in detail
the functlons for each of the manufacturing sites (58 Pearl
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Street and 13 Railroad Avenue) .

The manufacturing site for ———e—""1g located at

on page 3. However, the manufacturing
and control site for drug substance was listed as ——"
MO on page 176. Please clarify this.

Active ingredient e . in a batch, for
reasons of possible .. _., during manufacture of the product
should be examined on a case-by-case basis. Please submit

~ the data supporting the i o 8
indicated in your batch. records. Please revise and
resubmit.
Regarding = : -~ analysis:
a. The data submitted on pages 674 to 676 is not clear.

" Where were the samples taken from =~ and

how many samples were analyzed? What is the relative
standard deviation(rsd)?

b. please clarify the sampling and specifications for
production batches. We recommend S S e S
analysis acceptance criteria of - =omms (MEan

of individual test results) with an rsd of NMT ==

Please include precautions concerning the control substance
and the - - of the active ingredients during
manufacturing procedure on the blank batch records.

The proposed release specifications for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 7.5 mg/750 mg,
10 mg/650 mg, and 10 mg/660 mg are incomplete. Please
include identification tests A & B per USP 23 Supplement 8.

We note that the "report on the method qualification of the
wemems gt gbility indicating method for Hydrocodone Bitartrate
‘and Acetaminophen Tablets, USP to include alternate product
formulations" was included on pages 1898-1939, however, it
fails to provide an adequate stability-indicating assay
method.  In this regard, please provide product specific
information for the following: . : :

a. Brief narrative description of the procedure for
~emeee of the finished product under

L VL Ty

b. List of
under

products that may be expected

G T e Reggt NS SRS

3 conditions.

Establish allowable limits.



C. Present in percentages the assay values of the
active ingredients and degradation products in tabular
form. Submit the chromatograms obtained for each of
the conditions tested.

d. Please specify page #s that may include the above
information in ¥Your supplemental application.

Labeling Deficiencies

1. Container - 100s & 500s
a. We encourage you to increase the promiﬁence of “Rx
only”.
b. We encourage the inclusion of the statement “Protect
from light.”. \

2. Unit dose blister
Satisfactory in draft
3. Unit dose carton - 100s

The statement “Hydrocodone Bitartrate and Acetaminophen
‘Tablets, USP __ mg/ _ mg” on the side panel should be
replaced with “Each tablet contains:... “ as found on the
container labels.

.4, Insert labeling

a. TITLE

We encourage the inclusion of “Rx only” underneath the
TITLE. : '

b.  HOW SUPPLIED

i. We encourage the inclusion of the statement
“Protect from light.”.

ii. We encourage the relocation of “Rx only” to the
TITLE section. '

Revise the labels and labeling as instructed above and submit in
final print.

Please note that we reserve the right to request further changes
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in your labels and/or labeling based upon changes in the approved
labeling of the listed drug or upon further review of the
application prior to approval.

The file on these supplemental applications is now closed. You are
required to take an action described under 21 CFR 314.120, which will .
either amend or withdraw the supplemental applications. Your
amendment should respond to all the deficiencies listed. A partial
reply will not be considered for review, nor will the review clock be
reactivated until all deficiencies have been addressed. The response
to this.letter will be considered a MAJOR amendment and should be so
designated in your cover letter.  If you have substantial disagreement
with our reasons for not approving these supplemental applications,
you may request an opportunity for a hearing.

Sincerely yours,

-

Florence S. Fang

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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AMENDMENT TO A PENDING SUPPLEMENTAL APPLICATION
September 29, 1998

Office of Generic Drugs

Center for Drug Evaluation and Research
Food and Drug Administration
Attention: Document Control Room
Metro Park North I

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-084: Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660 mg)

Dear Madame or Sir:

Reference is made to our supplemental application for ANDA 40-084 for Hydrocodone
Bitartrate and Acetaminophen Tablets, USP (7.5 mg/750 mg, 10 mg/650 mg, and 10 mg/660
mg) which was submitted on June 30, 1998.

The purpose of this amendment is to update documentation to reflect establishment of tablet
thickness specifications. In addition, the term * - ~ was
inadvertently used rather than “Silicon Dioxide NF (" ——eeum—=""and the revised
documentation has been included in this amendment. Furthermore, the proposed
commercial batch size for the 10 mg/660 mg strength has been revised from a theoretical
yield of 's=——-to a theoretical yield of —~-=—=—- tablets. For ease of review, all changes
have been hlghhghted

Anarchival copy is being filed in a blue folder and a technical review copy is being filed in a
red folder. A separate copy of the bioequivalence section is being submitted in an orange
folder. This also certifies that, per 21 C.F.R. §314.440(a)(4) and concurrently with the filing
of this amendment, true copies were sent to the local district offices. These “field copies™ are
contained in maroon folders. Two additional copies of the analytical method are contained in
red folders. Four copies of the revised draft package insert are included in both the review

and archival copies of the application. o
RECEWED

FENERIC DRUGS

k “3



Correspondence related to this submission should be addressed to Connie McNabb,
Mallinckrodt Inc., 675 McDonnell Blvd., St. Louis, Missouri 63134. If there are any
questions concerning this information, please contact myself or Robert Lake, Ph.D. at (314)
654-6125.

Sincerely,

Connie McNabb
Regulatory Affairs Coordinator

(314) 654-6551
Fax (314) 654-6496

APPEARS THIS WAY
ON ORIGINAL
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SUPPLEMENTAL APPLICATION
FINAL PRINTED LABELING *

Mallinckrodt

Mav 22 16305 Swingley Ridge Drive

Y 44, 1997 Chesterfield, Missouri 63017-1777
) Telephone (314) 530

Office of Generic Drugs clephone (314 2000

Division of Chemistry II ¢

Center for Drug Evaluation and Research , D

Food and Drug Administration
Document Control Room

Metro Park North I ‘
7500 Standish Place, Room 150 -
Rockville, MD 20855 )& : SRS

RE: ANDA 40-084/S-009 Hydroﬁqg):c(lone_ﬁitanrate and Acet:’«xlmin(')phen Tablets, USP
(5 mg/500 mg, 7.5 mg/750 mg, 10 mg/660 mg and 10 mg/650 mg)
ANDA 89-160/S-012 Hydrocodong Bitartrate and Acetaminophen Tablets, USP  ~
(5 mg/500 mg)
ANDA 89-725/5-015 Hydrocodone Bitratrate and Acetaminophen Tablets, USP
‘ (7.5 mg/650 mg)

Gentlemen:

In response to your letter of March 3, 1997, Mallinckrodt hereby submits final printed labeling for

revised package inserts. This package insert labeling reflects a combined insert for the three ,
~ANEXSIA® product strengths={5 mg/500 mg, 7.5 ing/750¢ mg and 10 mg/660 mg) and a combined '
insert for the five generic strengths (5 mg/500 mg, 7.5 mg/650 mg ard 7.5 mg/750 rag, 10 mg/650

mg and 10 mg/660 mg). . .

This application consists of a single volume. An archival copy is being filed in a blue folder, a -
technical review copy is being filed in a red folder and twelve copies of final printed labeling are
- containéd in a blue folder marked “FINAL PRINTED LABELING”. '

If there are any questions concerning this information, please contact myself or Robert S. Lake,
- Ph.D. at (314) 530-2125.

Sincerely,
Marianne Robb
Responsible Agent

(314) 530-2258.
Fax: (314) 530-2496

CJ

HAY 25 1297’
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CHEMICAL
SUPPLEMENTAL APPLICATION
: n

November 26, 1996 . Mallinckrodt Chemical, Inc.

16305 Swingley Ridge Drive
Off £G D . Chesterfield, Missouri 63017-1777

1Ice o eneric prugs . lenh ! -

Division of Chemistry II ' Telephone (314) 530-2000 L @‘m;g-

_Center for Drug Evaluation and Research
Food and Drug Administration
Document Control Room
Metro Park North II o
7500 Standish Place, Room 150 BOA SupiL tla X
Rockville, MD 20855

NDA MO, RERES

RE: ANDA 40-084/S-009 Hy&rocodone Bitartrate and Acetammqphen Tablets, USP (5 mg/500 mg,
7.5 mg/750 mg, 10 mg/660 mg and 10 mg/650 mg)
ANDA 89-160/S-012 Hydrocodone Bitartrate and Acetaminophen Tablets, USP (5 mg/500 mg)
ANDA 89-725/S-015 Hydrocodone Blt@trate and Acetaminophen Tablets, USP

(7.5 mg/650 mg) _
Gentlemen: v K
. , L"\‘“\}\ N

Mallinckrodt hereby submits a Supplemental Application for Hydrocodone Bitartrate and N @
Acetaminophen Tablets, USP (5 mg/500 mg, 7.5 mg/650 mg, 7.5 mg/750 mg, 10 mg/660 mg and VQ“

10 mg/650 mg) in accordance with the requirements of 21 CFR§314.70(b)(3). Spec1ﬂczﬂl_Lthls
application seeks approval for a common package insert for both the trademarke (ANEXSIA“’) ‘

product and the generic product.

The Chemxstry, Manufacturing and Controls remain as currently described in the above referenced
applications.

This application consists of a single volume. An archival copy is being filed in a blue folder and a
technical review copy is being filed in a red folder. -

If there are any questions concerning this information, please contact myself or Robert Lake, Ph. D
by telephone at (314) 530-2125 or via FAX at (314) 530-2496.

Sincerely,
Marianne Robb

Manager, Regulatory Submissions
(314) 530-2258




WAALLINCKRODT

CHEMICAL
Mallinckrodt Chemjl, Inc.
16305 Swingley Ridge Drive
Chesterfield, Missouri 63017-1777
MINOR AMENDMENT Telephone (314) 530-2000
September 11, 1996 NDA SUEPL AEND I T
¢ ‘
Office of Generic Drugs 5 Co. N s RECE'VED
Division of Chemistry II SLYE 4N ,.
Center for Drug Evaluation and Research s SEP 13 1996
Food and Drug Administration seow "

Document Control Room i . S

Metro Park North 11 | GENERIC DRUGS
7500 Standish Place, Room 250 :

Rockville, MD 20855 )

RE: ANDA 40-084 / S-007, S-008 Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 10 mg/ 650 mg '

Gentlemen:
Please find enclosed revised final printed labeling in response to an August 26, 1996

telephone conversation between Charles Hoppes of the Office of Generic Drugs and
Connie McNabb of Mallinckrodt Chemical, Inc.

If there are any questions concerning this i
Robb at (314) 530-2258.

ormation, please contact myself or Marianne

Sincerely,

Charles H. Smith
Responsible Agent

Confidential _ September 1996 Page 3
Mallinckrodt Chemical, Inc. - -



WAIALLINCKRODT |
CHEMICAL NEW CORRESP

Mallinckrodt Chemical, Inc.
16305 Swingley Ridge Drive
Chesterfield, Missouri 63017-1777

Telephone (314) 530-2000

MINOR AMENDMENT
August 22, 1996

Office of Generic Drugs | ;

Division of Chemistry II RECE' VE D
Center for Drug Evaluation and Research _

Food and Drug Administration_ - TAUB 97 1996

Document Control Room &

Metro Park North II | GENER,C DHU GS

7500 Standish Place, Room 250
Rockville, MD 20855 .

RE: ANDA 40-084 / S-007, S-008 Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 10 mg/ 650 mg

Gentlemen:

Additional copies of the August 1, 1996 Minor Amendment for the above referenced file
is being provided in response to an August 22, 1996 telephone conversation between
Ubrani Venkataram of Office of Generic Drugs and Connie McNabb of Mallinckrodt
Chemical, Inc. |

If there are any questions concerning this information, please contact myself or Marianne
Robb at (314) 530-2258.

Sincerely, .

ot it

Charles H. Smith
Responsible Agent

cc: Ubrani Venkataram



WAALLINCKRODT
CHEMICAL

S

‘<‘;’Q1J; S\»‘“ f"{?'\
S Mallinckro Ghemlcal Inc.

NDA S ‘35,_ i yigﬁ ‘E::\g MEB\QT_ 16305 Swingley Ridge Drive

Chestetfield, Missouri 63017-1777

MINOR AMEND MENT Telephone (314) 530-2000
August 19, 1996 ‘
Office of Generic Drugs . .
Division of Chemistry 11 e,

Center for Drug Evaluation and Research
Food and Drug Administration

Document Control Room &

Metro Park North II

7500 Standish Place, Room 250

Rockville, MD 20855 5,

i
£

RE: ANDA 40-084 / S-007, S-008 Hydrocodone Bitartrate and Acetammophen
Tablets, USP 10 mg/ 650 mg

Gentlemen:

Additional copies of Attachments 1 and 2 of the August 1, 1996 Minor Amendment for
the above referenced file is being provided in response to a August 16, 1996 telephone

conversation between Ubrani Venkataram of Office of Generic Drugs and Marianne
Robb of Mallinckrodt Chemical, Inc.

If there are any questions concerning this information, please contact myself or Marianne
Robb at (314) 530-2258.

Sincerely,

Chat A Ll

Charles H. Smith
Responsible Agent

cc: Ubrani Venkataram
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WIALLINCKRODT ST
CHEMICAL 5CQ0) o+ SLeS [
rOA SUPPL AMENDLi
Mallinckrodt Chemical, Inc.
16305 Swingley Ridge Drive
Chesterfield, Missouri 63017-1777
MINOR AMENDMENT

Telephone (314) 530-2000

August 1, 1996

Office of Generic Drugs ' HECEIVED 1
Division of Chemistry II

Center for Drug Evaluation and Research A6 S M
Food and Drug Administration '

Document Control Room

Metro Park North II ‘ ~G*ENEBIG DRUGS
7500 Standish Place, Room 250 T AT e
Rockville, MD 20855 ' '

RE: ANDA 40-084 / S-007, S-008 Hydrocodone Bitartrate and Acetaminophen
Tablets, USP 10 mg/ 650 mg

Gentlemen:
The following information is being provided in response to a June 10, 1996 deficiency
letter for the above referenced application. For ease of review the Agency’s comments

have been repeated.

A. Chemistry Deficiencies
1. The manufacturing / executed batch records are not satisfactory:

-
. //’
/

L ]
Response:
within this Amendment. §&q
Confidential August 1996 Page 3

Mallinckrodt Chemical, Inc.
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the 3, 6, 9, 12, 18, and 24 month stations. The designated schedule for the
demonstration batch was observed. Accelerated stability studies intended to support
future ANDA submissions for solid oral dosage products will include dissolution
testing at the 1 and 2 month stations.

9. We note that the bottle description for 1000’s in the stability report (page
309) does not compare with that in container/closure section (page 216).
Please correct and resubmit.

Response:

The 50 oz. bottle capacity was inadvertently stated as - on the referenced
stability data sheet. This typographical error has been corrected by strikeover,
initial, and date. A copy of the corrected page is provided as Attachment 5.

B. Labeling Deficiencies
CONTAINER:

1. Place an asterisk (superscript) after the word “BITARTRATE” in the
established name and immediately before the “(Warning . . .)” statement.

[i.e. *(Warning: .. .)]
Response:

Copies of the revised Final Printed Labeling are provided as Attachment 6.

2. We note that you have not indicated in your submission that the closure
system for the 3s container size is CRC. The Poison Prevention
Packaging Act notes that special packaging (child-resistant closures)
should be the responsibility of the manufacturer when the container is
clearly intended to be utilized in dispensing (unit-of-use). Your proposed
container of 3 appears to be in this category. We believe that this package
must comply with the Act. Please comment.

Response:

~ of the cap for the 3 count container listed in the
ANDA, can supply a CRC closure that is fabricated from the same materials of
construction, i.e. ", 2tc., as the closure originally
listed. Drug product intended for dlstrlbutlon as samples in the 3 count
container/closure system will be packaged with the CRC cap. Specifications for
this cap are provided for review as Attachment 7.

Confidential August 1996 Page 6
Mallinckrodt Chemical, Inc.



UNIT DOSE BLISTER:

1. Relocate the asterisk in the “Warning: . . .” statement to appear
immediately before the parenthesis. See comment 1, above.

2. "‘Tablet” rather than “Tablets”.
UNIT DOSE CARTON: 100s (4 X 25s)

See comment 1. Under CONTAINER.

Response:

Not Applicable. The blister package has been withdrawn from the application,
hence no labeling for the unit dose presentation is included within this Amendment.
The unit dose package has been removed from the “How Supplied” section of the
package insert.

INSERT:
1. TITLE

Place an asterisk (superscript) after the word “BITARTRATE” in the
established name.

2. DESCRIPTION

a. Place an asterisk in the “Warning: . . “ statement immediately before the
parenthesis.

b. Revise the molecular weight of acetaminophen to read 151.17 as per USP
23.

3. HOW SUPPLIED
Revise to read:
... capsule shaped tablet, scored . . .

Response:

Copies of the revised Final Printed Labeling are provided as Attachment 8.

Confidential August 1996 Page 7
Mallinckrodt Chemical, Inc.



If there are any questions concerning this information, please contact myself or
Marianne Robb at (314) 530-2258.

Sincerely,

StnroidS 2 b  pene) Dhailtc son T
Charles H. Smith
Responsible Agent

APPEARS TH
IS W,
ON ORIGINa, A

Confidential August 1996 Page 8
Mallinckrodt Chemical, Inc.



9/

ANDA 40-084/S-007, S-008" ~

Mallinckrodt Chemical, Inc. : : .~
Attention: Charles H. Smith JUN.
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

Dear Sir:

This is in reference to your supplemental new drug applications
dated December 8, 1995, submitted pursuant to 21 CFR 314.70,
regarding your abbrev1ated new drug application for Hydrocodone

Bitartrate and Acetaminophen Tablets USP, 5 mg/500 mg and 7.5
mg/750 mg.

'Reference is also made to your amendments dated March 25, 1996.
The supplemental applications provide for:

S-007:  An additional product strength of Hydrocodone

Bitartrate and Acetamlnophen Tablets USP, 10
mg/650 mg

S-008: Labeling Revision 1ncorporat1ng additional product
strength.

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

A. Chemistry Deficiencies
1. The manufacturing/executed batch records are not
satisfactory:
a. The “—— packaging does not identify the

packaging components in the batch record.

b. No in-process tests, such as an in-process
] Nwmwmmw~_ are performed to assure e .
2. Please submit acceptance certlflcates for the
-~ e e e T — s . bottles, caps
and - 4)-._:—/:;x:av~ab.~\»1kla». :
3. Please submit spec1f1c 1nformat10n regarding
et . e bottles.

. Submlt DMF references and Letter Of Authorlzatlon.
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¥
A\

Does S——————""""" test the drug product when
they receive it from Klng/Malllnckrodt7 Please
note that at least an ID test is required. Please
comment. '

Does King/Mallinckrodt test the blisters received
from .. Please note that at least

an ID test is required. Please comment.

DME.~~~ is a Type I DMF and was not reviewed. We
request that you submit product specific
information pertaining to o - to the
ANDA. These should include DMF references and
letters of authorization from component
manufacturers and testing per USP 23 to qualify
the components.

The limits for _Se— (NMT ——) in the stability
data sheet should be included in the stab111ty
protocol. Please revise and resubmit.

Dissolution data is missing for several time

points in the stability report. Please explain.
We recommend that you follow your stability
protocol diligently.

We note that the bottle description for 1000's in
the stability report (page 309) does not compare
with that in container/closure section (page 216).

-Please correct and resubmit.

Labeling Deficiencies

CONTAINER: 3s (sample), 100s, 1000s

S 1. Place an asterisk (superscript) after the

word "BITARTRATE" in the established name and
immediately before the "(Warning...)"
statement. [i.e. *(Warning:...)]

2. We note that you have not indicated in your
submission that the closure system for the 3s
container size is CRC. The Poison Prevention
Packaging Act notes that special packaging
(child-resistant closures) should be the
responsibility of the manufacturer when the -
container is clearly intended to be utilized
in dispensing (unit-of-use). Your proposed
container of 3 appears to be in this ,
category. We believe that this package must
comply with the Act. Please comment.

UNIT DOSE BLISTER.



1. Reloéate the asterisk in the "Warnlng...."
statement to appear immediately before the
parenthe51s. See comment 1. above.

2. "Tablet" rather than ' =————ea..

e S - e A e A RN

See comment 1. under CONTAINER.

INSERT:
1. TITLE
Place an asterisk (superscript) after the
word "BITARTRATE" in the established name.
2. DESCRIPTION
a. Place an asterisk in the "Warning:... "
statement 1mmed1ately before the
parenthesis. -
b. Revise the molecular weight of
acetaminophen to read 151.17 as per USP
23. '
3. HOW SUPPLIED

Revise to read:
...Capsule shaped tablet, scored...

Please revise your labels and labeling, as instructed above,
and submit final print container labels and insert labeling.

In addltlon to responding to these def1c1enc1es, please note and
acknowledge the following in your response:

1. _Please note that the USP methods are the official
regulatory methods for this compendial product.

2. We have requested our field office for an establishment
evaluation of the -

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw these supplemental
applications. Your amendment should respond to all the
deficiencies listed. A partial reply will not be considered for
review, nor will the review clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a MINOR :



amendment and should be so designated in your cover letter. If
you have substantial disagreement with our reasons for not
approving these supplemental applications, you may request an
opportunity for a hearing.

Sincerely yours,

Frank O. Holcombe, Jr., Ph.D.
Director

Division of Chemistry II
Office of Generic Drugs

- Center for Drug Evaluation and Research

APPEARS THIS WAY
ON ORIGINAL
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WAALLINCKRODT

CHEMICAL
SCR- o0l | 5L- ODQ/AV{
MINOR AMENDMENT Mallinckrode Chemical, Inc.
16305 Swingley Ridge Drive
Chesterfield, Missourt 63017-1777
M;1y 31, 1996 Telephone (314) 530-2900
Office of Generic Drugs R §@§§VE D)
Division of Chemistry II
Center for Drug Evaluation and Research /‘JUN 05 '996

Food and Drug Administration
Document Control Room
Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

GENERIC pRuRs

RE: ANDA 40-084 (S-001 & S-002), Anexsia® 10/660 (Hydrocodone Bitartrate and
Acetaminophen Tablets, USP, 10 mg/660 mg)

Gentlemen:
The following information is being provided in response to an April 18, 1996 deficiency
letter for the above referenced application. For ease of review the Agency’s comments have

been repeated.

Comment:
A. Chemistry Deficiencies

1. The ——— appears to be flawed.
Please submit a rational sampling plan taking into account —-——rermmcues
Response:

:
J

—
L

NDA SUPPL AMENDMENT

S athee
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Redacted |
Page(s) of trade
secret and /or
confidential
commercial

information



Comment:
4. Please submit specific information regarding . -
—==—"""" Submit DMF references and Letter of Authorization (LOA).

Response:
Attached are copies of information regarding -

Comment:
5. Please submit DMF references and LOA from " - : S
for the — e A , )
Response: _
Attached is a copy of the letter for ~ - o ~=—- which certifies
that” e U .conforms to the applicable

regula—tlons of 21 CFR 177.1520(c)1.1, 175.300 and 178.2010.

Comment:
B. Labeling Deficienciés ,
1. CONTAINER: 100s and 1000s
~a. Delete the asterisk after the word “Bitartrate” in the “Each Tablet Contains:”
statement and relocate it to after the word “BITARTRATE” in the established
name.
~ b. Relocate the asterisk from before the word “WARN ING” and relocate it to
before the parenthesm not as a superscrlpt (i.e. ¥ (WARNING ...)".
2. INSERT:
a. GENERAL COMMENT
The requirements of 21 CFR 201.10 (g)(1) must be met. The established name
is to appear at least once in each column in association with the proprietary
. name.
b. DESCRIPTION
- I Place an asterisk immediately before the statement “(Warning.. )” [see
1.b.].
ii. Revise the molecular weight of acetaminophen to read 151.17 as per USP
23.
c. OVERDOSAGE
Treatment - Fourth paragraph, first sentence. ...opioid overdose. (spelling)

Response:
Twelve copies of final printed labeling are provided. Labeling changes have been
incorporated which were requested in the April 18, 1996 letter. In addition, labeling has
been amended to reflect the change in ownership of the application from King
Pharmaceuticals, Inc. to Mallinckrodt Chemical, Inc. and the resulting change in the
NDC number, the corporate logo and the address.

Confidential ' May 31, 1996 Page 3
Mallinckrodt Chemical, Inc.



If there are any questions concerning this information, please contact myself or Marianne
Robb at (314) 530-2258.

Sincerely,

Charles H. Smith

Responsible Agent
CHS:cmm .
APPEARS THIS w
Y
ON ORIGINAL
Confidential May 31, 1996 Page 4

Mallinckrodt Chemical, Inc.



WIIALLINCKRODT
CHEMICAL NDA SUPPL AMENDMENT

5;5'00_3/ SL- 0?‘//50005’) sL-00( JAM
May 29, 1996

Mallinckrodt Chemical, Inc.
16305 Swingley Ridge Drive
Chesterfield, Missouri 63017-1777

. Telephone (314) 530-2000

Dr. Frank O. Holcombe, Jr. bt e '
Director -
Office of Generic Drugs, CDER

Food and Drug Administration JUN 0 3 '996

Document Control Room , .

Metro Park North II GENE R;C DHUGQ
7500 Standish Place, Room 150 : v
Rockville, MD 20855-2773

RE: ANDA 40-084 (S-005, S-006), Hydrocodone Bitartrate and Acetaminophen Tablets,
USP (5/500) and (S-003, S-004), Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (7.5/750)

Dear Dr. Holcombe:

We acknowledge receipt of your letter dated May 24, 1996 regarding the above referenced
supplements S-003, S-004, S-005 and S-006.

Please refer to the attached copies of our telephone amendments which were forwarded to
Mr. Douglas Sporn by Federal Express on April 30, 1996 and received at your office on
May 1, 1996.

If you have any questions or require any additional information, please do not hesitate to
contact myself at 314-530-2128 or Marianne Robb at 314-530-2258.

Sincerely,

Cld St AoniZt

Charles H. Smith
Responsible Agent

cc: Mr. Tim Ames



ANDA 40-084/5-003, S-004, s-005, S-006

Mallinckrodt Chemical, Inc.

Attention: Charles H. Smith

16305 Swingley Ridge Drive

* Chesterfield, MO 63017-1777
\ MAY 2 4 1956

Dear Sir:

This is in reference to your supplemental new drug applications
dated July 25, 1995 (5-003, - S-004) and September 1, 13895 (5-005,
S-006), submitted pursuant to 21 CFR 314.70, regarding your
abbreviated new drug application for Hydrocodone Bitartrate and
Acetaminophen Tablets USP, 5 mg/500 mg and 7.5 mg/750 mg.

The supplemental applicatiohs provide for:

S-003: Additional packaging configuration of 1000 tablets
per bottle for the 7.5 mg/750 mg product.

5-004: . Labeling revision |

5-005: " Additional packaging configuration of 1000 tablets

per bottle for the 5 mg/500 mg product.
S-006: Labeling revision

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons: ' ‘ A

Labeling Deficiencies
- Regarding S-004 and S-006: We refer you to a telephone
conversation between A. Vezza of the Agency and T. Rogers

and Mary Ann Robb of the firm on March 5, 1996, concerning
the following labeling comments.

1. CONTAINER: 1000s

a. | Place an asterisk after the wofd "BITARTRATE" in
the established name.

b. Delete the " (Warning:...)" statement after the
established name.



c. Place an asterisk immediately-before the :
"(Warning:...)" statement in the "Each Tablet..."
statement. [i.e. *(Warning:...)]

2.  INSERT
a. GENERAL COMMENT

Place the asteriskfbefore the parenthesis in the
"Warning..." statement [*(Warning...)] throughout
the insert. '

b. DESCRIPTION

Revise the molecular weight of acetaminophen to
read 151.17 as per USP 23.

Please revise your labels and labeling, as instructed above,
and submit final print container labels and insert labeling.

The file on these supplemental applications is now closed. You
are required to take an action described under 21 CFR 314.120
which will either amend or withdraw the supplemental
applications. Your amendment should respond to all the ,
deficiencies listed. A partial reply will not be considered for
review, nor will the review. clock be reactivated until all
deficiencies have been addressed. The response to this letter
will be considered a MINOR amendment and should be so designated
in your cover letter. If you have substantial disagreement with
our reasons for not approving these supplemental applications,
you may request an opportunity for a hearing. '

Sincerely yours,

Frank O. Holcombe, Jr., Ph.D

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research
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Mallinckrodt Chemical, Inc.
16305 Swingley Ridge Drive
(Chesterfield, Missouri 63017-1777
Telephone (314) 530-2000
TELEPHONE AMENDMENT
April 30, 1996
Mr. Doﬁglas L. Spomn i BT wi Vﬁi)
Director , : b b
Office of Generic Drugs, CDER ] MAY § 1 1996
Food and Drug Administration M 7 '
Document Control Room s DR
Metro Park North IT

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE:  ANDA 40-084 (S-004), Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/750 mg)

Dear Mr. Sporn:

Mallinckrodt Chemical, Inc. is hereby submitting revised labeling to the above referenced
file in response to a March 1, 1996 telephone conversation between Mr. Adolph Vezza,
FDA/OGD and myself. The changes are described below.

1. Container
a. Delete the asterisk after the word “Bitartrate” in the “Each Tablet Contains:”
statement and relocate it to after the word “BITARTRATE” in the established name.
b. Relocate the asterisk from before the word “WARNING” and relocate it before the
parenthesis.
2. Insert - DESCRIPTION
a. Place an asterisk immediately before the statement “WARNING” as in 1.b. above.
b. Revise the molecular weight of acetaminophen to read 151.17 as per USP 23.

In addition changes have been made to the labeling which reflect the transfer of the
ownership of the application from King Pharmaceuticals, Inc. to Mallinckrodt Chemical,
Inc. which occurred on December 13, 1995. These include a change in the NDC number to
reflect the Mallinckrodt Chemical labeler code, a change in the name and address of the
distributor, and minor format changes.



Douglas L. Sporn X April 30, 1996
ANDA 40-084 (S-004) s Page 2 of 2

If there are any questions concerning this application, please contact myself or Marianne
Robb at (314) 530-2258. . P

Sincerely,
Charles H. Smith : Ll
Responsible Agent "u" T

cc: Mr. Tim Ames o
Mr. Tom Rogers "

APPEARS THis
W
ON ORIGINAL A
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- ANDA 40-084/5-001, S-002

'King Pharmaceuticals, Inc.

Attention: Tom K. Rogers, III
501 Fifth Street
Brlstol TN 37620

Dear Sir:

This is in reference to your supplemental new drug applications
dated June 30, 1995, submitted pursuant to 21 CFR 314.70,
regarding your abbreviated new drug application for Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 5 mg/500 mg and 7.5
mg/750 mg.

Reference is also made to your amendments dated November 27,
1995,

The supplemental applications provide for:

(S-001) - An additiohal new product strength of Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10
mg/660 mg.

(S-002) - Revised labels and labeling for the additional new

product strength.

The supplemental applications are deficient and, therefore, not
approvable under Section 505 of the Act for the following
reasons:

A. Chemistry Deficiencies
i. The I - for determination
of Please submit a
rational sampling plan taking into account .
2. The - e T weré not

- satisfactorily explained. It is noted that the ...
Varled by a large margin between the initial test
e and a later test f Also,
- the e A S e e e et g,
—— Was there a  —me—r e

in the - i




reading? What steps have been considered for
prevention of this misstep 1n the future
production batches?

3. The in-process sampling in support of ——=r=—r
appears inadequate. Please prov1de a more
rational sampling plan

4. Please submit specific information regarding
- ) T —
Submit DMF references and Letter of Authorization
(LOA). '
5. Please submlt DMF references and LOA from
for the = e

Labeling Deficiencies
1.  CONTAINER: 100s and 1000s

a. Delete the asterisk after the word
"Bitartrate” in the "Each Tablet Contains:"
statement and relocate it to after the word
"BITARTRATE" in the established name.

b. Relocate the asterisk from before the word
"WARNING" and relocate it to before the
parenthesis - not as a superscript (i.e.

* (WARNING:...).

2. INSERT
a. GENERAL COMMENT
The requirements of 21 CFR 201.10(g) (1) must
be met. The established name is to appear at

least once in each column in association with
the proprietary name. :

b. DESCRIPTION

i. Place an asterisk immediately before the
statement " (Warning...)" [see 1l.b.].

ii. Revise the molecular welght of
acetamlnophen to read 151.17 as per USP
23.



' c.  OVERDOSAGE
Treatment - Fourth paragraph, first sentence.

.opioid overdose. (spelling)

Please revise your labels and labeling, as instructed above,
and submit final print container labels and insert labeling.

In addition to responding to these deficiencies, please note and
acknowledge the following in your response:

- Please note that the USP methods are the off1c1al regulatory
" methods for this compendial product.

The file on this supplemental application is now closed. You are
required to take an action described under 21 CFR 314.120 which
will either amend or withdraw the supplemental application. Your
amendment should respond to all the deficiencies listed. A
partial reply will not be considered for review, nor will the
review clock be reactivated until all deficiencies have been
addressed. The response to this letter will be considered a
MINOR amendment and should be so designated in your cover letter.
If you have substantial disagreement with our reasons for not
approving this supplemental application, you may request an
opportunity for a hearing.

~Sincerely yours,

Frank O. Holcombe, Jr.; Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research



" ANDA 40-084 /S-002

King Pharmaceuticals, Inc. | JEN - 5 1295
Attention: Thomas Roger, III

501 Fifth Street

Bristol TN 37620

Dear Sir:

This letter supersedes our previous letter dated December 13, 1995,.Which speqiﬁed thzit the Division
of Bioequivalence has completed their review and has no further questions. This letter corrects item
number 2 of the December 13, 1995 letter, which should have stated the following:

Reference is made to your drug abbreviated new drug épplication dated April 27, 1993, submitted
pursuant to Section 505 (j) of the Federal Food, Drug and Cosmetic Act for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 660 mg/10 mg.

The following comment pertains only to bloequlvalency issues related to your supplemental
application dated in the June 20, 1995.

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

The following dissolution testing should be mcorporated into your stablhty and quality control
programs:

Dissolution testing should be conducted according to USP 23 methodology using apparatus
2 (paddle) at 50 rpm in 900 mL of pH 5.8 phosphate buffer at 37°. Each component of the
test product should meet the following specification:

Not less than 80% of the labeled amount of drug to be dissolved in 30 minufes.

‘Please note this letter is not an approval letter for the changes proposed in the supplemental
application. The bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments . may be revised after review of the entire supplemental application,
including consideration of the chemistry, manufacturing and controls, Iabelmg or other scientific or
regulatory issues.

Smcerely ours,
1 £ .

 Keith K. Chan, Ph.D.
Director, Division of Bioequivalence
Office of Generic Drugs



CC:

ANDA 40-084, Original, DUP Jacket
Division File

Field Copy

HFD-600 Reading File
HFD-610 J. Phillips
HFD-600 D. Hare

HFD-615 P. Rickman
HFD-650 J. Gross
HFD-600 R. West

HFD-647 U. Venkataram
HFD-613 A. Vezza o
Letter Out, Bio Acceptable

Endorsements:

DRAFTED: JAG 12/22/95 XAWPFILE\BIO\N40084.corr
FINALIZED: STM 01/04/96

J. Gross

APPEARS THIS WAY
ON ORIGINAL

XAWPFILE\BIO\FINAL\N40084.corr
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BivavAILABILITY

1-800-336-7783
1-423-989-8001
Fax 1-423-989-6113

King Pharmac€uticals, Inc.
501 Fifth Street
Bristol, Tennessee 37620

Thomas K. Rogers, II1

December 8, 1995 Director, Regulatory Affairs

Charles Ganley, MD | R }

Acting Director NDA SUPPL FOR M&_ﬁﬁ@-—

Office of Generic Drugs, CDER, FDA RECEIVED
Document Control Room  npa NO. REF. NO._ 2l
Metro Park North II o

7500 Standish Place, Room 18DA SUPPL FOR OO

Rockville, MD 20855-2773

M V¢ Revisignytb | 11995

GENERIC.DRUGS

Re: ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP
SUPPLEMENT - ADDITION OF NEW STRENGTH

Dear Dr. Ganley:

King Pharmaceuticals, Inc. is submitting herewith a Supplemental Application to its

Abbreviated New Drug Application (ANDA) 40-084 for Hydrocodone Bitartrate and

Acetaminophen Tablets, USP. This application seeks approval for a new tablet strength
- containing 10 mg. hydrocodone bitartrate and 650 mg. acetaminophen.

The subject ANDA 40-084 was originally approved on June 1, 1995, for two tablet
strengths, 5 mg./ 500 mg. and 7.5 mg./ 750 mg. This supplemental application for a new
product strength. The reference listed drug product upon which this supplemental
application is based is Hydrocodone Bitartrate and Acetaminophen Tablets, USP, 10 mg./
650 mg. manufactured by Mikart Laboratorigs (ANDA 81-223).

This application consists-of one volume. An archival copy is being filed in a blue folder
and a technical review Copy is being filed in a red feJder. A separate copy of the
bioequivalence section is.being submitted in an orange folder. For mote detailed
information on the organization of this application, please refer to the “Executive
Summary” which is included immediately following the Table of Contents.

By this letter, it is further certified that a true copy of the technical sections of the
application (including a copy of the 356h form and a certification that the contents are a
true copy of the’application filed with the Office of Generic Drugs) was sent to the
Nashviile District office of the FDA. This “field copy” was contained in a burgundy
folder.

FECEIVED
Lo b 5995

- GENEAIL GRUGS



“ay

-

Please direct any communications regarding this submission to my attention at the above

address, or I may be reached by telephone at 423-989-8172 or via FAX at 423-989-6113.
Thank you for your prompt attention to this application.

Yours truly,

AN

Thomas K. Rogers, 111

ce: Mr. Tim Ames, CSO / OGD
Mr. Jefferson Gregory
Mr. John Gregory
Mr. Norman Miller -

APPEARS Thys 1z
ON ORIGINAL
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King Pharmaceuticals, Inc. 00-336-7783

501 Fifth Street 1-615-989-6200
Bristol, Tennessee 37620 p g Fax 1-615-989-6113
June 30, 1995 ” Thomas K. Rogers, 111
Mr. Douglas L. Sporn . Regull\:?;irggffairs

_ Acting Director
Office of Generic Drugs, CDER, FDA dj
Document Control Room NDA NO LL_H*“F ND, S é 90 /
Metro Park North II ’—/} 4 e
7500 Standish Place, Room 150 NDA SUPFL. FOR L , ,@wﬁ Tl
Rockville, MD 20855-2773 : m .

Re: SUPPLEMENT - ADDITION OF NEW STRENGTH
ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP

““ A ¥ ;;4_0 O{Lt_ nE a*g .F-SZ'“DDZ‘

AT Ao AT

Dear Mr. Sporn:

NDA SUPPL FOR dadbt! ﬂbfmou«f
King Pharmaceuticals, Inc. is submitting herewith a Supplemental Application to its Abbreviated . S
New Drug Application (ANDA) 40-084 for Hydrocodone Bitartrate and Acetaminophen Tablets,-
USP. This application seeks approval for a new tablet strength containing 10 mg. hydrocodone
bitartrate and 660 mg. acetammophen The company intends to market the new strength under
the trade name of Anexsia® 10/660.

S0 The subject ANDA 40-084 was originally approved on June 1, 1995, for two tablet strengths, 5
mg./ 500 mg. and 7.5 mg./ 750 mg. This supplemental application is based upon a suitability
petition submitted under Docket No. 91P-0004/CP1 and approved by the Agency on October 27,
1992, as permitted under 21 USC §505()(2)(C) and 21 CFR 314.93. As directed in the letter
approving this petition, the reference listed drug for this submission is Vicodin® ES
(hydrocodone bitartrate and acetaminophen tablets, USP, 7.5 mg./ 750 mg.) manufactured by
Knoll Pharmaceuticals.

In preparing this supplemental application, a question arose regarding the acceptability of
submitting dual labeling (i.e., a separate insert and branded generic name) for this additional new
10/660 strength product. The Labeling Review Branch at OGD was contacted on June 5, 1995,
and a full explanation of our proposal was discussed. OGD Policy and Procedure Guide No. 20-
90 which requires multiple strengths of a common product to be in a single application was
referenced. In addition, it was pointed out that King Pharmaceuticals already owns,
manufactures and markets two other Hydrocodone Bitartrate and Acetaminophen Tablet -
applications (ANDA’s Nos. 89-160 and 89-725) in differing strengths utilizing the proposed
branded generic name “Anexsia.” Unfortunately, because these two applications are much older,
and based upon the restrictions in the above referenced guide, King is prohibited from
supplementing those applications for its proposed product. The Chief of the Labeling Review
Branch evaluated the proposal and indicated that OGD would entertain a review of the dual
labeling in-this case.

This application consists of two volumes. An archival copy is’beﬁﬁ ers and a
technical review copy is being filed in red folders. Two copi € analytlcal methods

JuL 031995
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validation section are provided in black folders; and a separate copy of the bioequivalence
section is being submitted in an orange folder. For more detailed information on the
organization of this application, please refer to the “Executive Summary” which is included
immediately following the Table of Contents.

By this letter, it is further certified that a true copy of the technical sections of the application
(including a copy of the 356h form and a certification that the contents are a true copy of the
application filed with the Office of Generic Drugs) was sent to the Nashville District office of
the FDA. This “field copy” was contained in a burgundy folder.

Please direct any communications regarding this submission to my attention at the above
address, or I may be reached by telephone at 615-989-6237 or via FAX at 615-989-6113. Thank
you for your prompt attention to this application.

Yours truly, —_—
\ (4

Thomas K. Rogers, 1

cc: Mr. Tim Ames, CSO/ OGD
Mr. Jefferson Gregory
Mr. John Gregory
Mr. Norman Miller
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1-800-336-7783
1-615-989-6200

| puicencis | Fax 1-615-989-6282
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King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, Tennessee 37620

JOHN M. GREGORY
President and CEO

December 11, 1995

Charles J. Ganley, MD., Acting Director

Office of Generic Drugs NEW CORRESP
Center for Drug Evaluation and Research “
Metro Park North #2 N L//

7500 Standish Place, Room 150
Rockville, MD 20855

Dear Dr. Ganley,

Reference is made to our Abbreviated New Drug Applications for Anex‘si'a,®' (Hydrocodone Bitartrate and
Acetaminophen USP) Tablets, ANDA 89-160 for the 5.0 mg/500 mg Tablet, ANDA 89-725 for the 7.5
mg/650 mg Tablet, and to ANDA 40-084 (Hydrocodone Bitartrate and Acetaminophen USP) for the 5.0
mg/500 mg and 7.5 mg/750 mg strengths.

In accordance with 21 CFR 314.72(a)(1), we are informing you that effective December 11, 1995,
ownership of these ANDA’s was transferred to:

King Pharmaceuticals of Nevada, Inc.
Howard Hughes Center, Suite 200
3753 Howard Hughes Parkway

Las Vegas, Nevada 89109

King Pharmaceuticals of Nevada, Inc. was provided with a complete copy of all applications, ANDA 89-
160, 89-725, and 40-084 including all supplements and records that are required to be kept under 21 CFR
314.81. A letter of acceptance of ownership from King Pharmaceuticals of Nevada, Inc. to your office is
attached (with accompanying FDA forms 356h).

Outstanding regulatory issues i'h?clude:

h
ANDA 89-160 R
S-011 Supplemental Application for new Regulatory Analytical method submitted on May 17, 1995.

,ANDA 89-725 ,
"S-014  Supplemental Application for new Regulatory Analytical method submitted on May 17, 1995,

S001 and
S-002  Supplemental Application for new Tablet Strength and Associated Labeling (10mg/660mg)
submitted on June 30, 1995.

S-003  Supplemental Application for new package size (1000s) for 7.5/750 strenoiis él‘vgﬁ July 25,

1995. R
| CEC 12 1995
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S-004 Supplemental Application for new package size (1000’s) 5/500 strength submitted on September
1, 1995.

S-005 and
S-006 Supplemental Application for new Tablet strength and Associated labeling (10mg/650mg)

submitted on December 8, 1995.

All future correspondences concerning these ANDA’s should be addressed to King Pharmaceuticals of
Nevada, Inc.

Very truly yours,

KING PHARMACEUTIGALS, INC.

pas

John M. Gregory
President and C.E.O.

JAAB/ssl

o
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FaE
e



AR

King Pharmaceuticals, Inc.
501 Fifth Street
4~ Bristol, Tennessee 37620

1-800-336-7783
1-423-989-8001
Fax 1-423-989-6113

Thomas K. Rogers, IIT

Director, Regulatory Affai
November 27, 1995 irector, Regulatory Affairs

Mr. Tim Ames NDA SUPPL AN EHOMENT
Office of Generic Drugs, CDER, FDA 5 C@\gb { /;

Metro Park North II

7500 Standish Place, Room 150

Rockville, MD 20855-2773 DLoog /A1

Re: ANDA 40-084 Hydrocodone Bitartrate and Acetaminophen Tablets, USP (S-001, S-002)
Applications for Approval of a New Product Strength and Associated Labeling:

Dear Mr. Ames:

The enclosed information is provided in response to your telephome request of November
27,1995. This package contains pages 204 - 350, plus the Table of Contents, of the June 30,
1995 Supplemental Applications referenced above. The Sections contained within these pages
were either missing from the original application or inadvertently mislaid prior to review by the

Agency.

To assure that complete documentation is received by both the Center and the District Office, a
copy of this additional information is also being forwarded to FDA’s Nashville District Office.

From our conversation, it is our understanding that the review time for this application will not
be adversely affected by this misplacement of documentation. We appreciate the opportunity
afforded us by allowing us to supply these dccuments to the Agency in a timely manner. Should
you have further questions, please contact me directly at 423-989-8172 or by FAX at 423-989-
6113.

Sincerely, /
S

Thomas K. Rogers, 11!
enclosures

cc: Mr. John Gregory
Mr. leff Gregory ¢
Mr. Norman Miller

Mr. Raymord: K. Hedblad, FDA - District Director 5 RECE!VED

) * TR/40084-27.doc -

GENERIC DRUGS
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BIDAVAILABILITY
1-800-336-7783

KI 1-615-989-6200

PHARMACEUTICALS Fax 1-615-989-6113

King Pharmaceuticals, Inc.
501 Fifth Street
Bristol, Tennessee 37620

X
Septomber 1, 1995 1 CL b Thomas le( Rogers, 111
anager
\g Regulatory Affairs

Mr. Douglas L. Sporn
Acting Director

Office of Generic Drugs, CDER, FDA ; .-. r _
> O, i
Document Control Room N —— REF, NO. é CA?’ng
Metro Park North II NOA SUPPL FOR  11-euwis “”;%
7500 Standish Place, Room 150 - "; - *f_’
Rockville, MD 20855-2773 E
CiLIA N e L NG Lo’?_é
Re: SUPPLEMENT - NEW PACKAGE SIZE (5 mg / 500 mg Tablets) 5;.;! l ,g,z‘ A
ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP. NDA SUFFL FOR et VR A
- EL)
Dear Mr. Sporm:
. T ) — b
King Pharmaceuticals, Inc. is submitting herewith a Supplemental Application to its Abbreviz;t;‘c’iwl'\‘le;vwbrug Application--—s=w—- g o ’

(ANDA) 40-084 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP, in accordance with the requirements of
21 CFR 314.70(b)(2)(vii). Specifically, this application seeks approval for a new package size.

The -subject ANDA 40- 084 was approved on June 1, 1995, for two tablet strengths, 5 mg/ 500 mg. and 7.5 mg./ 750
mg., each strength being in packages of 100 tablets per bottle. This supplemental application contains information to
support the approval of a 1000 count package for the 5 mg./ 500 mg. strength product. The application contains three
month’s accelerated stability data in the proposed container/closure system, drawings and specifications for the
packaging components, USP testing data for the package, and proposed revisions to product labeling associated with the
larger package. '

I also bring to your attention the fact that the approved formulation for this tablet strength contains '
~——"""" however, the stability data within this application were generated from white tablets (i.e. tablets without
~— . Subsequent to gaining approval to market the product, the firm elected to eliminate the ——from the
product formulation as permitted by 21 CFR 314.70(d)(4). This change will be reflected within the next annual report.
To assure equivalence, data from a comparative dissolution study between =——— tablets and white tablets are included
to demonstrate that the product is unaffected by the elimination ofs—-from the formulation. No lots of : -
tablets of the 5 mg./ 500 mg. strength will be produced for commercial purposes.

o e

This application consists of a single volume. An archival copy is being filed in a blue folder and a technical review
copy is being filed in a red folder. By this letter, it is further certified that a true copy of this supplemental application
(including a copy of the 356h form and a certification that the contents are a true copy of the application filed with the
Office of Generic Drugs) was sent to the Nashville District office of the FDA. This “field copy” was contained in a
burgundy folder. '

Please direct any communications regarding this submission to my attention at the above address, or I may be reached
by telephone at 615-989-8172 or via FAX at 615-989-6113. Thank you for your prompt attention to this application.

Thomas K. Rogers, I

Director, Regulatory Affairs RE@E E VE@

cc: Mr. Jefferson Gregory
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1-800-336-7783
1-615-989-6200
Fax 1-615-989-6113

King Pharmaceuticals, Inc.
501 Fafth Street
Bristol, Tennessee 37620

QNG

PHARMACEIIT[CALS

Manager
Regulatory Affairs

July 25, 1995 ﬁbbw/w && \ / Thomas K. Rogers, 111
5]

Mr. Douglas L. Sporn

Acting Director \)

Office of Generic Drugs, CDER, FDA (A {)b NDA ppy
Document Control Room
Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

/

Re: SUPPLEMENT - NEW PACKAGE SIZE (7.5 mg / 750 mg Tablets) T, M 54 ~7
ANDA 40-084, Hydrocodone Bitartrate and Acetaminophen Tablets, USP  NDA NO. ﬁi&)@ 5’2 ﬁg“.‘ N@,

Dear Mr. Spom: _ ' NDA SUPPL FOR

King Pharmaceuticals, Inc. is submitting herewith a Supplemental Application to its Abbrev1ated New Drug -
Application (ANDA) 40-084 for Hydrocodone Bitartrate and Acetaminophen Tablets, USP, in accordance with the
requirements of 21 CFR 314.70(b)(2)(vii). Specifically, this application seeks approval for a new package size.

The subject ANDA 40-084 was approved on June 1, 1995, for two tablet strengths, 5 mg./ 500 mg. and 7.5 mg./ 750
mg., each strength being in packages of 100 tablets per bottle. This supplemental application contains information to
support the approval of a 1000 count package for the 7.5 mg./ 750 mg. strength product. The application cortains
three month’s accelerated stability data in the proposed container/closure system, drawings and specifications for the
packaging components, USP testing data for the package, and proposed revisions to product labeling associated with
the larger package.

L also bring to your attention the fact that the approved formulation for this tablet strength contains — ——emmme———"""""""
~—— however, the stability data within this application were generated from white tablets (i.e. tablets without -
—— . Subsequent to gaining approval to market the product, the firm has elected to eliminate the — . from the product
formulatlon as permitted by 21 CFR 314.70(d)(4). This change will be reflected within the next annual report. To
assure equivalence, data from a comparative dissolution study between "~ . tablets and white tablets are included to
demonstrate that the product is unaffected by the elimination of —. from the formulation. No further lots of -

~—. tablets of the 7.5 mg./ 750 mg. strength will be produced for commercial purposes.

This application consists of a single volume. An archival copy is being filed in a blue folder and a technical review
copy is being filed in a red folder. By this letter, it is further certified that a true copy of this supplemental application
(including a copy of the 356h form and a certification that the contents are a true copy of the application filed with the
Office of Generic Drugs) was sent to the Nashville District office of the FDA. This ﬁeld copy” was contained in a
burgundy folder. v

'.

Please direct any communications regarding this submission to my attention at the above address, or I may be reached
by telephone at 615-989-6237 (615-989-8172 after 7/30/95) or via FAX at 615-989-6113. Thank you for your prompt
attention to this application.

Yours truly, /‘ . ' HEGESVEQ
T2
Thomas K. Rogers, III : J UL 2 / 1995'

Director, Regulatory Affairs

cc: Mr. Jefferson Gregory GEN%H @ Bﬁu{zg

Mr. John Gregory
Mr. Norman Miller






