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ANDA 40-201

FEB 2 7 1998

Mallinckrodt Chemical, Inc.
Attention: Marianne Robb
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

Dear Madam:

This is in reference to your abbreviated new drug application
dated June 28, 1996, submitted pursuant to Section 505(j) of the
Federal Food, Drug, and Cosmetic Act, for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 7.5 mg/500 mg, and 10 mg/500 mg.

Reference is also made to your amendment dated July 14, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the '
application is approved. The Division of Bioequivalence has
determined your Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/500 mg, to be biocequivalent and, therefore,
therapeutically equivalent to the listed drug

(Lortab 7.5/500 Tablets of Mikart Inc.). Additionally, the
Division of Biocequivalence has determined your Hydrocodone
Bitartrate and Acetaminophen Tablets USP, 10 mg/500 mg to be
bioequivalent and, therefore, therapeutically equivalent to the
listed drug (Lortab 10/500 Tablets of D.M. Graham Laboratories,
Inc.). Your dissolution testing should be incorporated into the
stability and quality control program using the same methods
proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all




proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincegely yours,

S~

Douglas L. Sporr{ a.27 ?5,

Director
Office of Generic Drugs
Center for Drug Evaluation and Research




TE DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 40201

| P D LA




HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP

(10 MG/500 MG)

FINAL PRINTED LABELING - 100 COUNT BOTTLE
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500 mg
CAUTION: Federal (U.S.A) law prohibits
100 TABLETS
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CHEMICAL

JULY 1997
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STORAGE: Store
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
(10 MG/500 MG)
FINAL PRINTED LABELING - 1000 COUNT BOTTLE

NDC 0406-0363 10
G g USUAL DOSAGE:
= See package insert for
compiete dosage
recommendations.
STORAGE: Store at controlled
W room temperature 15° to 30°C
O —— {59° to 86°F).
SRR ——— ]
o pog————— Dispense in a tight, light-
=l N e —— resistant container with a
NEY R L » child-resistant closure.
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) aeee—— *Hydrocodorie Bitamate USP ........... 10mg. i Manufactured for
“la ] *WARNING: May be habit-forming. : Mallinckrodt Chemical, Inc.
““Acetaminophen, USP ... 500 mg Chesterfield, Missouri 63017,
o CAUTION: Federal (U:S.A} law prohibits USA
dispensing without prescription. Manufactured by
King Pharmaceuticals, Inc.
1000 TABLETS Bristol, TN 37620,U.S.A.
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CHEMICAL
ANDA 40-201 JULY 1997 PAGE 161
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS uUSsp
(7.5 MG/500 MG)
FINAL PRINTED LABELING - 100 COUNT BOTTLE

5 package insert
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| — A D usp 500 mg Manufactured for
o= CAUTION: Federal (U.SA) law prohioi Cemical .
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HYDROCODONE BITARTRATE AND ACETAMINOPHEN TABLETS, USP
(7.5 MG/500 MG)
FINAL PRINTED LABELING - 1000 COUNT BOTTLE -

NDC 0406-0358-10
g USUAL DOSAGE:
See package insert for
compiete dosage
recommendations.
STORAGE: Store at controlled
v room temperature 15° to 30°C
= EE (59° to 86°F).
e — Dispense in a tight, light-
S| ) m——— - resistant container with a
e a—— " child-resistant closure.
Ay :
SR ———————— Hydrocodone e g Sl U Manufactured for
o Acetaminophen, USP ...l 500 mg : i7" Chesterfield, Missouri 63017,
~ CAUTION: Federal (U.S.A) law prohibits S USA
dispensing without prescription. s Manufactured by
King Pharmaceuticals, Inc.
1000 TABLETS Bristol, TN 37620, U.S.A.
E WIALLINCKRODT
CHEMICAL
]“L
AN DA 40-201 JULY 1997 PAGE
MAJOR AMENDMENT MALLINCKRODT INC 93

CONFIDENTIAL
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ACETAMINOPHEN TABLETS, USP
10 mg/500 mg
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Labor and Delivery: As with all narcotics, adminiswation of this product 1o the mother
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1. CHEMISTRY REVIEW NO. 2
2. ANDA # 40-201

3. NAME AND ADDRESS OF APPLICANT

Mallinckrodt Chemical, Inc.
16305 Swingley Ridge Drive
Chesterfield, MO 63017

4, LEGAL -BASIS FOR SUBMISSION
Certify to the best of their knowledge there are no patents
that claim the listed drug product and referenced listed
drug is not entitled to a period of marketing exclusivity.

Listed Product: D. M. Graham - Lortab® 10/500, ANDA 40-100
Mikart - Lortab® 7.5/500, ANDA 89-699

5. SUPPLEMENT (s) 6. PROPRIETARY NAME
N/A Anexsia® 10 mg/500 mg
7. NONPROPRIETARY NAME 8. SUPPLEMENT (s) PROVIDE(s) FOR:
Hydrocodone Bitartrate N/A
and Acetaminophen
9. AMENDMENTS AND OTHER DATES:
Firm: 6/28/96 - Original.

9/30/96 - Response to 8/22/96 letter.

10/2/96 - Response to refuse to file letter.

7/14/97 - Response to 1lst def. letter (chem. &
labeling. Subject of this review.

FDA: 8/8/96 - Requesting firm to withdraw ANDA 40-202
and submit as amendment to ANDA 40-201
8/22/96 - Letter requesting firm to withdraw ANDA
40-202 (7.5 mg/500 mg) and submit as
amendment to ANDA 40-201.
9/13/96 - Refuse to file letter, basis of
submission.
9/17/96 - Phone memo, explaining refuse to file
and time delay.
11/20/96 - Acknowledgment.
2/19/97 - Bio. review, acceptable.
2/24/97 - Bio. letter, no further questions at
this time.
5/5/97 - 1lst def. letter (chem. & labeling).

10. PHARMACOLOGICAI, CATEGORY 11. Rx or QOTC
Narcotic Analgesic R

12. RELATED IND/NDA/DMF (s)




ANDA 40-201 2

13. DOSAGE FORM 14. PQTENCY

Tablet 7.5 mg/500 mg & 10 mg/500 mg

15. CHEMICAL NAME AND STRUCTURE

Acetaminophen USP
CeH,NO,; M.W. = 151.16

CH3CONH OH

4'-Hydroxyacetanilide. CAS [103-90-2]

Hydrocodone Bitartrate USP
C,¢H,,NO,.C,H,O,.2%H,0; M.W. = 494.50

4,50-Epoxy-3-methoxy-17-methylmorphinan-6-one tartrate (1:1)
hydrate (2:5). CAS [34195-34-1; 6190-38-1]




ANDA 40-201 3

16.

17.

18.

19.

RECORDS AND REPQRTS
N/A

COMMENTS '
Method validation not needed, product is USP. DMFs,

labeling, and Bio. are satisfactory

CONCLUSIONS AND RECOMMENDATIONS
Approval

REVIEWER: DATE MPLETED:
Norman Gregory 1/22/98

EER,
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ANDA 40-201

Mallinckrodt Chemical, Inc. FEB 24 997
Attention: Marianne Robb

16305 Swingley Ridge Drive

Chesterfield, MO 63017-1777

'IIIIllIIlllIIIllll“lllllllll"lll"lll"IIIIIIII"

Dear Madam:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Acetaminophen/Hydrocodone Bitartrate Tablets
USP, 7.5 mg/500 mg and 10 mg/500 mg.

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

2. The dissolution testing will need to be incorporated into your stability and quahty control
programs as specified in USP 23.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

—
Rabindra Patnaik, Ph.D.

Acting Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research




FEB 19 legr

Acetaminophen/ Hydrocodone Mallinckrodt Chemical,

Bitartrate Inec.
500 mg/10 mg & 500 mg/7.5 mg Tablets Chesterfield, MO
ANDA #40-201 _ Submission Date:
Reviewer: Sikta Pradhan September 30, 1996
WP #40201W.996 October 2, 1996

Revi £ i luti Dat 1 Wai F
Iln:.:g_dumgn

Hydrocodone bitartrate is a phenanthrene-derivative opiate
agonist that is used as an antitussive and analgesic agent.
Acetaminophen is a synthetic non-opiate derivative of p-
aminophenol which produces analgesia and antipyresis.

The combinations of Acetaminophen/Hydrocodone bitartrate are
commercially available as 500 mg/5 mg capsule, or 500 mg/2.5 mg,
500 mg/5 mg, 500 mg/7.5 mg, 500 mg/10 mg, 650 mg/7.5 mg, 650 mg
/10 mg and 750 mg/7.5 mg tablets. :

II. Objective:

Mallinckrodt Chemical, Inc. has informed the Agency that they
have purchased three applications for various strengths of
Acetaminophen/Hydrocodone Bitartrate Tablets, USP (Anexsia : ANDA
#89-160 (500mg/5mg), ANDA #89-72S5 (650mg/7.5mg) and ANDA #40 084
(750mg/7.5mg) from King Pharmaceutica Company. In this
application, the firm has requested a waiver of the in vivo
bioequivalence requirements for its Acetaminophen/Hydrocodone
Bitartrate, 500 mg/10 mg and 500 mg/7.5 mg Tablets USP. The firm
has further informed the Agency that these test products will be
manufactured, processed, packaged, labeled, and tested for
release and stability by King Pharmaceutical, Inc., Bristol, ;
Tennessee. The packaged product will be released, held, and
distributed by Mallinckrodt Chemical, Inc., St. Louis, Missouri.
In support of this waiver request, the firm has submitted the
compositions and the dissolution testing data of the test
products. Acetaminophen/Hydrocodone Bitartrate Tablets are coded
AA on various strengths in the Orange Book.

III. Dissolution Testing:

The firm conducted dissolution testing on its test products,
Acetaminophen/Hydrocodone Bitartrate, 500mg/10mg and 500mg/7.5mg
tablets comparing them with Lortab®, 500mg/l10mg Tabtets (owned
by Graham and approved on January 26, 1996) and Acetaminophen/
Hydrocodone Bitartrate Tablets, 500mg/7.5mg (owned by Mikart and

1




approved on August 25, 1989), respectively. The dissolution
testing results are shown in Table I.

Drug (Generic Name): Acetaminophen Tablets /Hydrocodone Bitartrate
Dose Strength: 500 mg/10 mg
ANDA No.: 40-201
Firm: Mallinckrodt Chemical, Inc.
Submission Dates: September 30, 1996 & October 2, 1996
File Name:40201W.996 _
I. Conditions for Dissolution Testing:
USP XXIII Basket: Paddle: X RPM: 50
No. Units Tested: 12 .
Medium: 900 mL of phosphate buffer pH 5.8
Specifications:NLT in 30 minutes for each component
Reference Drug: Lortab® (Graham) 500 mg/10 mg Tablet
Assay Methodology:" '
IT. Results of In Vitro Dissolution Testing:Hydrocodone Bitartrate
Sampling Test Product ‘Reference Product
Times Lot #PLT-259 Lot #WL109655A
(Minutes) Strength(mg) 10 Strength(mg) 10
Mean % Range %$CV | Mean % Range $CV
5 89.3 T 1.5 100.3 0.9
10 100.0 1.5 101.5 1.0
20 99.8 1.6 101.6 0.8
30 100.1 1.8 101.7 0.8
Acetaminophen
Sampling Test Product Reference Product
Times Lot #PLT-259 Lot #WL109655A
(Minutes) Strength(mg) 500 Strength (mg) 500
Mean % Range $CV Mean % Range $CV
5 97.7 1.0 98.4 B 0.9
10 99.0 0.6 99.6 0.9
20 99.4 0.9 99.9 0.8
30 99.4 0.7 100.1 0.8




I. Conditions for Dissolution Testing:

USP XXIII Basket: Paddle: X RPM: 50

No. Units Tested: 12

Medium: 900 mL of phosphate buffer pH 5.8

Specifications: NLT in 30 minutes for each component

Reference Drug: Acetaminophen/Hydrocodone Bitartrate Tablets,

500 mg/7.5 mg Tablet (Mikart)

Assay Methodology: ,
II. Results of In Vitro Dissolution Testing:Hydrocodone>Bitartrate
Sampling Test Product Reference Product
Times Lot #PLT-257 Lot #930994K ﬂ
{Minutes) Strength{mg) 7.5 Strength(mg) 7.5

Mean % Range $CV | Mean % Range $CV
10 95.5 0.7 98.0 _11.8
20 96.2 0.8 99.7 1.3
30 95.8 0.8 100.0 11.3
Acetaminophen
Sampling ‘ Test Product Reference Product
Times Lot #PLT-257 Lot #930994K
(Minutes) Strength(mg) 500 Strength(mg) 500
Mean $% Range $CV | Mean % __Range : $CV

10 94.2 1.6 97.3 _]1.6
20 97.2 1.1 99.3 q1.0
30 98.1 1.1 99.7 _10.8

The dissolution testing results for the test products met the: UsSp
specifications.



IV. Formulation:
The formulations of the test products are shown below:

Acetaminophen/Hydrocodone Bitartrate

200mg/7.5mg 200mg/10mg

Tablet
Component mg/Tablet mg/Tablet
Starch, NF 40.0 40.0

Microcrystalline Cellulose, NF

Hydrocodone Bitartrate, USP -
Acetaminophen USP
Silicon Dioxide, NF
Stearic Acid, NF
Magnesium Stearate, NF

731.26 mg 733.76 mg

V. Recommendations:

1. The dissolution testings conducted by Mallinckrodt Chemical,
Inc. on its Acetaminophen/Hydrocodone Bitartrate, 500 mg/10 mg
and 500 mg/7.5 mg Tablets, lot #PLT-259 and lot #PLT-257,
respectively, are acceptable. The waiver of the jin vivo .
bioequivalence study requirements is granted for the test product
Acetaminophen/Hydrocodone Bitartrate, 500mg/10 mg and 500mg/7.5
mg Tablets based on 21 CFR 320.22 (c). The Division of
Biocequivalence deems Acetaminophen/Hydrocodone Bitartrate,
500mg/10mg and 500mg/7.5mg Tablets, manufactured by King
Pharmaceutical, Inc. for Mallinckrodt Chemical, Inc. to be
biocequivalent to Lortab® 500 mg/10 mg Tablets of Graham
Laboratories, Inc. and Acetaminophen/Hydrocodone Bitartrate,
S00mg/7.5mg Tablets of Mikart Laboratories, Inc., respectively.

2. The dissolution testing should be incorporated into the firm's
manufacturing controls and stability program. The dissolution

4




testing should be conducted in 900 mL of phosphate buffer pH 5.8,
at 37 °C using USP 23 apparatus 2 (paddle) at 50 rpm.
The test product should meet the following specifications:

Not less than of the labeled amounts of both
acetaminophen and hydrocodone bitartrate in the dosage form
are dissolved in 30 minutes. '

The firm should be informed of the above recommendations.

i

7 T

Sikta Pradhan, Ph. D.
Division of Bioequivalence
Review Branch I

RD INITIALED YCHUANG _)_/ / |

FT INITIALED YCHUANG  ,, ,- AN AN
N -

Concur:___ >~ - Date: 2!,‘7/ 77

Rabindra Patnaik, Ph.D.
Acting Director
Division of Bioequivalence

cc: ANDA # 40-201 (original, duplicate), HFD-652 (Huang,
Pradhan), Drug File, Division File

SP/l-29—97/02-3—97/2—18—97//X:\wpfile\Pradhan\40201W.996




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA #40-201 S8PONSOR :Mallinckrodt Chemical, Inc.

DRUG & DOSAGE FORM : Acetaminophen/Hydrocodone Bitartrate Tablet
S8TRENGTH (s) : 500 mg/10 mg & 500 ng/7.5 mg
TYPE OF STUDY: Waiver

STUDY SITE: CLINICAL & ANALYTICAL: N/A

STUDY SUMMARY : Waiver acceptable on the basis of:
1) similar Compositions &
2) Acceptable Dissolution

DISSOLUTION CONDITIONS:

USP Dissolution condition- :
Test product met USP XXIII dissolution specifications of Q =
of the labeled amounts of both acetaminophen and hydrocodone
bitartrate in the tablet -is dissolved in 30 minutes. The inp
vitro dissolution testing data are acceptable.

PRIMARY REVIEWER : Sikta Pradhan BRANCH : I

INITIAL :_. — DATE : %/;23‘ /9P

BRANCH CHIEF : Yih Chain Huang BRANCH : I

INITIAL : _ DATE : /2y /99
A )

DIRECTOR : Dale P. Conner
DIVISION OF BIOEQUIVALENCE

INITIAL : DATE : 2/23/98%

DIRECTOR : Douglas L. Sporn
OFFICE OF GENERIC DRUGS

INITIAL : DATE
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ANDA APPROVAL SUMMARY
ANDA: 40-201 FIRM: Mallinckrodt Chemical, Inc.
DRUG PRODUCT: Hydrocodone Bitartrate and Acetaminophen
DOSAGE FORM: Tablets STRENGTH: 7.5 mg/500 mg & 10 mg/500 mg
CGMP STATEMENT/EIR UPDATE STATUS: Acceptable for all on 9/10/97.

BIO STUDY: Dissolution testing (Lot #PLT-257, 7.5 mg/500 mg and Lot #PLT-259,
10 mg/500 mg) are acceptable and waiver of bicequivalence study
requirements granted on 2/19/97 by Sikta Pradhan.

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):
Active Ingredients: N/A, product is compendial refer to memo dated
11/14/90 regarding Compliance Program Guidance
Manual # 7346.832, code 52832 for ANDAs and AADAs.
Finish Dosage Form: N/A, product is compendial refer to memo dated
11/14/90 regarding Compliance Program Guidance
Manual # 7346.832, code 52832 for ANDAs and AADAS.

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

Protocol: Satisfactory

Exp.Date: 24 months - 40°C, 75% R.H., 3 months and 12 months R.T. (25°C-
30°C), smallest and largest container/ closure system, one lot
each strength (Lot #PLT-257, 7.5 mg/500 mg and Lot #PLT-259 10
mg/500 mg)

Container/Closure systems are the same.

LABELING: Container: Satisfactory in FPL.
Insert: Satisfactory in FPL.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?) :
Lot #PLT-257, 7.5 mg/500 mg) and
. Lot #PLT-259, 10 mg/500 mg), source of NDSs acceptable
{(Mallinckrodt Chemical, Inc. for both).

SIZE OF STABILITY BATCHES - (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?) :
Lot #PLT-257, 7.5 mg/500 mg) and anits

, Lot #PLT-259, 10 mg/500 mg) .

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME AS

BIO/STABILITY?:
7.5 mg/500 mg) and
kg, 10 mg/500 mg). ,
ﬁ/h/ﬁz
CHEMIST: Norman Gregory DATE: 1/22/98
SUPERVISOR: U.V. Venkataram, Ph.D. DATE: 1/22/98

U174




RECORD OF TELEPHONE CONVERSATION

/4

Mallinckrodt was issued refuse to
file letters on ANDA 40-201 on

Sept .13, 1996, and ANDA 40-202 on
Aug.22, 1996. The RTF letters
requested the firm to compress both
ANDAs into a single application (ANDA
40-201). The firm called to complain
about the timing of the RTF letters
and that they were unaware that a
newly approved application, Loratab
by UCB, ANDA 40-100 was designated a
reference listed drug. The UCB
approval in January 1996 changed
OGD's position on compressing these
drug products into a single
application. The RTF letters should
of gone together but for some reason
with holiday/vacations they were
almost a month apart in issuing. I
apclogized for the delay, but it
would not change the RTF or the
filing date of either application.

The firm plans to answer the RTF
issue regarding in-vitro dissolution
profile for ANDA 40-201 and withdraw
ANDA 40-202 and amend it to other
application.

DATE
Sept. 17, 1996

-APPLICATION NUMBER
40<201° (&§/500)

40-202 (7.5/500)

IND NUMBER

TELECON

INITIATED BY MADE

X APPLICANT/ _ BY
SPONSOR TELE.
_FDA _ IN
PERSON
PRODUCT NAME
Hydrocodone
Bitartarte &
Acetaminophen

10 mg/500 mg
7.5 mg/500 mg

FIRM NAME
Mallinckrodt

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Mary Ann Robb
Regulatory
Affairs Associate

TELEPHONE NUMBER
314-530-2258

SIGNATURE
Harvey Greenberg
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ANDA 40-201

Mallinckrodt Chemical, Inc.
Attention: Marianne Robb
16305 Swingley Ridge Drive
Chesterfield, MO 63017-1777

NOV 20 can

va,\l
Dear Madam: --

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

Reference is also made to our "Refuse to File" letter dated
September 13, 1996, and your amendments dated September 30,1996,
and October 2, 1996.

NAME OF DRUG: Hydrocodone Bitartrate and Acetaminophen Tablets
USP, 7.5 mg/500 mg and 10 mg/500 mg

DATE OF APPLICATION: June 28, 1996
DATE OF RECEIPT: July 10, 1996
DATE ACCEPTABLE FOR FILING: October 8, 1996

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

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

Should you have questions concerning this application, contact:

Tim Ames
Project Manager
(301) 594-0305

Sincerely yours,

NSO

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs ,
Center for Drug Evaluation and Research
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AMENDMENT TO PENDIN PLICI\TION ANDA ﬁqllngmdt Chemical, Inc.
\/‘ 5 ,<\\ 16305 Swinglev Ridge Drive

}fy W Chesterfield, Missouri 63017-1777
October 2, 1996 \ Telephone (314) 530-2000

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 e

ORIG AMENDMENT
LIAC

RE: Hydrocodone Bitartrate and % W
Acetaminophen Tablets, USP (10 mg/500 mg)

Dear Madame or Sir:

In response to an September 13, 1996 Agency letter (Attached), Mallinckrodt Chemical, Inc.
hereby submits an amendment to pending application ANDA 40-201, Hydrocodone
Bitartrate and Acetaminophen Tablets, USP (10 mg/500 mg) which provides a revised Form
356h that cites the reference listed drug as described in Approved Drug Products with

Therapeutic Equivalence, 16th Edition, Cumulative Supplement #5. Hydrocodone Bitartrate
and Acetaminophen Tablets, USP are a Schedule III prescription drug indicated for the relief
of moderate to moderately severe pain.

In addition, Mallinckrodt Chemical, Inc hereby waives the right to an informal conference
with the agency under 21 CFR §314.101(a)(3).

In December 1995, Mallinckrodt Chemical, Inc. purchased from King Pharmaceutical, Inc.
three applications for various strengths of Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (Anexsia®): ANDA 89-160 (5 mg/500 mg), ANDA 89-725 (7.5 mg/650 mg),
and 40-084 (7.5 mg/750 mg). Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(10 mg/500 mg) will be manufactured, processed, packaged, labeled, and tested for release
and stability by King Pharmaceutical, Inc. at 505 Fifth Street in Bristol, Tennessee. The
packaged product will be released, held, and distributed by Mallinckrodt Chemical, Inc. at
Mallinckrodt & Second Streets in St. Louis, Missouri.




This application consists of one volume containing the amended Sections I through VII of the
original application and a signed Field Copy Certification. An archival 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,
concurrently with the filing of this ANDA, true copies of the technical sections of the ANDA
were sent to the local district offices. These “field copies” were contained in burgundy
folders.

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.

Correspondence related to this submission should be addressed to Marianne Robb,
Mallinckrodt Chemical, Inc. 16305 Swingley Ridge Dr., Chesterfield, Missouri 63017.

Sincerely,

FHasiome S _24R—

Marianne Robb

Manager, Regulatory Affairs
(314) 530-2258

Fax (314) 530-2496




38.

MAY 5 1997

Chemistry Comments to be Provided to the Applicant

ANDA:_40-201  APPLICANT: Mallinckrodt Chemical, Inc,

DRUG PRODUCT:_Hydrocodone Bitartrate and Acetaminophen Tablets
-USP, 7.5 mg/500 mg & 10 mg/S00 mg

The def{ciencies presented below represent MAJOR deficiencies.
A. Deficiencies: -

1. Please revise and resubmit your Form 356h

2. Regarding Active Ingredients:

3. Regarding Inactive Ingredients:




Regarding Other Firms:

Regarding Manufacturing and Processing:

Regarding Container/Closure:

Regarding Packaging and Labeling:

Regarding Laboratory Controls (In-process):

Regarding Laboratory Controls (Finished Dosage Form):




10. Regarding Stability:

B. In addition to responding to the deficiencies presented above,
please note and acknowledge the following comments in your
response:

Your is satisfactory. However, since the

subject product is an official article in the United
States Pharmacopeia (USP), approval to use an analytical
procedure that differs from that in the USP does not
release you from the obligations to comply with the
methods and procedures in the USP. Therefore, in the
event of dispute, only the results obtained by the’
official methods and procedures in the USP will be
considered conclusive.

Sincerely yours,
/' N 2

1“(’
[ > — L

]

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.

Attention: Charles H. Smith

16305 Swingley Ridge Drive SEP | 3 j995
Chesterfield, MO 63017-1777 = 1995

Dear Sir:

Please refer to your abbreviated new drug application (ANDA)
dated June 28, 1996, submitted under Section 505(3j) of the
Federal Food, Drug and Cosmetic Act for Hydrocodone Bitartrate
and Acetaminophen Tablets USP, 10 mg/500 mg.

We have given your application a preliminary review, and we find
that it is not sufficiently complete to merit a critical
technical review.

We are refusing to file this ANDA under 21 CFR 314.101(4) (3) for
the following reasons:

Please note that your application can not use as the basis “//
of submission an acceptable ANDA Suitability Petition, since
the drug product is now the subject of an approved

application.

Please provide a revised Form FDA 356h that cites the
correct reference listed and application holder. Please
refer to the Approved Drug Products with Therapeutic
Equivalence Evaluations, 16th Edition, Cumulative Supplement
#5, Jan'96-May'96, for information regarding the correct
reference listed drug. In addition, please submit new
505(3j) (2) (A) information including a new labeling comparison
to reflect the reference listed drug.

You must also submit in vitro comparative dissolution v
profiles comparing your proposed drug product against the
corresponding reference listed drug. Comparative

dissolution profiles should include individual tablet data

as well mean, range, and standard deviation at each time
point for twelve tablets.




Thus, it will not be filed as an abbreviated new drug application
within the meaning of Section 505(j) of the Act.

Within 30 days of the date of this letter you may amend your
application to include the above information or request in
writing an informal conference about our refusal to file the
application. To file this application over FDA's protest, you
must avail yourself of this informal conference.

If after the informal conference, you still do not agree with our
conclusion, you may make a written request to file the
application over protest, as authorized by 21 CFR 314.101(a) (3).
If you do so, the application shall be filed over protest under
21 CFR 314.101(a) (2). The filing date will be 60 days after the
date you requested the informal conference. If you have any
questions please call:

Harv Greenber
Project Manager
(301) 594-0315

Sincerely yours,

~

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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.\ Mallinckrodt Chemical, Inc.
16305 Swinglev Ridge Drive
Chesterfield, Missouri 63017-1777

Telephone (314) 530-2000

June 28, 1996

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 for Anexsia® 10/500 (Hydrocodone

Bitartrate and Acetaminophen Tablets, USP)
10 mg/S00 mg - New Application

Dear Madam or Sir,

Mallinckrodt Chemical, Inc. hereby submits this Abbreviated New Drug Application
(ANDA) under 21 C.F.R. § 314.92 (a)(1). This ANDA is for Hydrocodone Bitartrate and
Acetaminophen Tablets, USP (10 mg/500 mg), a Schedule III prescription drug indicated for
the relief of moderate to moderately severe pain. Mallinckrodt Chemical, Inc. MO) is
concurrently submitting an application for Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (7.5 mg/500 mg).

In December 1995, Mallinckrodt Chemical, Inc. purchased from King Pharmaceuticals, Inc.
these applications for various strengths of Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (Anexsia®): ANDA 89-160 (5 mg/500 mg), ANDA 89-725 (7.5 mg/650 mg),
and 40-084 (7.5 mg/750 mg) and (5 mg/500 mg). This product is currently contract
manufactured for Mallinckrodt Chemical, Inc. by King Pharmaceuticals, Inc. The active
ingredients and container/closure systems, labeling, analytical methods, specifications,
controls, and personnel are similar for the above applications as in this proposed product.
The reference listed drug for this proposed product is the same as was used for the
previously approved products. The most significant difference in the products is that the
previously approved products are manufactured
proposed product will be

Hydrocodone Bitartrate and Acetaminophen Tablets, USP (10 mg/500 mg) will be
manufactured, processed, packaged, labeled, and tested for release and stability by King
Pharmaceuticals, Inc. at 501 Fifth Street in Bristol, Tennessee. The packaged product will




ANDA for Anexsia® 10/500 (Hydrocodone Bitartrate
and Acetaminophen Tablets, USP) 10 mg/500 mg
} June 28, 1996
Page 2 of 2

be released, held, and distributed by Mallinckrodt Chemical, Inc. at Mallinckrodt & Second
Streets in St. Louis, Missouri.

To support the filing of this application, an exhibit lot of iablets was manufactured.
The active and inactive ingredients are compendial or derived from compendial sources.
The operations during the manufacture of the stability lot were performed by production
personnel according to CGMP. The operations were monitored by Quality Assurance
personnel. The process, equipment and controls will be the same for the commercial lots as
used for the exhibit lot. The proposed commercial batch size is tablets

The stability studies were performed in the proposed container/closure systems. All data are
acceptable through three months of storage under labeled and accelerated conditions. An
expiration dating period of twenty-four months is requested.

The basis for this abbreviated new drug application for ANEXSIA®10/500 (Hydrocodone
Bitartrate and Acetaminophen Tablets, USP) is a Citizen's Petition #87 P-0170/CP filed by
LuChem Pharmaceuticals, Inc for the 10 mg/500 mg strength and approved July 7, 1987.
The Citizen’s Petition references VICODIN® 5/500. Application 88-058 for VICODIN®
was approved on January 7, 1983. Copies of the Citizen’s Petition and the relevant pages of
the 16th Edition of the Approved Drug Products with Therapeutic Equivalence Evaluations

follow.

Correspondence related to this submission should be addressed to Official Correspondent,
Mallinckrodt Chemical, Inc. 16305 Swingley Ridge Dr., Chesterfield, Missouri 63017.

Sincerely,

Lol St it

Charles H. Smith
Official Correspondent
(314) 530-2128

Fax (314) 530-2496




ARIALLINCKRODT
CHEMICAL

AMENDMENT TO PENDING APPLICATION ANDA 40-201
Mallinckrodt Chemical, Inc.

- - 16305 Swingley Ridge Drive
é/ 7‘0 /%,Chesterﬁeld, Missouri 63017-1777
September 30, 1996 (}}57*/ - Telephone (314) 530-2000

B

Office of Generic Drugs S / o

Center for Drug Evaluation and Research -~ CAVAILABILITY ‘
Food and Drug Administration ORIG AMENDMENT 00&
Attention: Document Control Room N / Ac %“ :

Metro Park North II
7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: Hydrocodone Bitartrate and
Acetaminophen Tablets, USP (7.5 mg/500 mg)

Dear Madame or Sir:

Mallinckrodt Chemical, Inc. hereby withdraws ANDA 40-202 without prejudice to refile
under 21 CFR §314.65 and waives the right to an informal conference with the agency under
21 CFR §314.101(a)(3) in response to an August 22, 1996 Agency letter (Attached).

Under 21 CFR §314.60 (a) Mallinckrodt Chemical, Inc. hereby resubmits the information
originally contained in ANDA 40-202 as an amendment to the pending application ANDA
40-201. This amendment is for the additional strength of Hydrocodone Bitartrate and
Acetaminophen Tablets, USP (7.5 mg/500 mg) which was originally submitted June 28,
1996 and designated ANDA 40-202. Hydrocodone Bitartrate and Acetaminophen Tablets,
USP are a Schedule III prescription drug indicated for the relief of moderate to moderately
severe pain.

&

In December 1995, Mallinckrodt Chemical, Inc. purchased from King Pharmaceutical, Inc.
three applications for various strengths of Hydrocodone Bitartrate and Acetaminophen
Tablets, USP (Anexsia®): ANDA 89-160 (5 mg/500 mg), ANDA 89-725 (7.5 mg/650 mg),
and 40-084 (7.5 mg/750 mg). Hydrocodone Bitartrate and Acetaminophen Tablets, USP
(7.5 mg/500 mg) will be manufactured, processed, packaged, labeled, and tested for release
and stability by King Pharmaceutical, Inc. at 505 Fifth Street in Bristol, Tennessee. The
packaged product will be released, held, and distributed by Mallinckrodt Chemical, Inc. at
Mallinckrodt & Second Streets in St. Louis, Missouri.

A i IS




This application consists of two volumes. An archival copy is being filed in blue folders and
a technical review copy is being filed in red folders. 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.

Correspondence related to this submission should be addressed to Marianne Robb,
Mallinckrodt Chemical, Inc. 16305 Swingley Ridge Dr., Chesterfield, Missouri 63017.

Sincerely,

WW

Marianne Robb

Manager, Regulatory Affairs
(314) 530-2258

Fax (314) 530-2496
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MAJOR AMENDMENT C\ -
Mallinckrodt Y

16305 Swingley Ridge Drive
Chesterfield. Missoun 63017-1777

July 14’ 1957 Telephone (314) 530 2000
Office of Generic Drugs AMMMEN]
Center for Drug Evaluation and Research Iy, / A0

Food and Drug Administration

Attention: Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, Maryland 20855-2773

RE: ANDA 40-201: Hydrocodone Bitartrate and Acetaminophen Tablets, USP

(10 mg/500 mg & 7.5 mg/S00 mg)
Dear Madame or Sir:
The following information is provided in response to a May 5, 1997 chemistry deficiency
letter and a request for final printed labeling from the Agency. For ease of review, a copy of
the May 5 letter is attached and the Agency’s comments have been repeated.
This amendment consists of one volun;e. 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, concurrently

with the filing of this Major Amendment, true copies of the technical sections of the ANDA
were sent to the local district.offices. These “field copies” are contained in burgundy folders.

If there are any questions concerning this information, please contact myself or Robert Lake,
Ph.D. at (314) 530-2125.

Sincerely,

P ttemae S B

Marianne Robb

Manager, Regulatory Submissions

Responsible Agent :

Telephone: (314) 530-2258 _—————




