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NDA 86-681

Purepac Pharmaceutical Company
Attention: iW. Sandi Foldun
200 Elmora Avenue

Elizabeth, NJ 07207

Gentlemen:

Reference is made to your aubreviated new drug application submitted pursuant
to Section 505(b) of the Federal Food, Drug, and Cosmetic Act for
- Acetaminophen 300 mg. with Codeine Phosphate 30 mg. Tablets.

Reference is also made to your communication dated January 25, 1979 relating
to the labeling and control information. ,

We have completed the review of this abbreviated new drug application.

However, before we are able to reach a final conclusion,ithe following -
additional 1nfqmtiou is necessary:

1. Sutmit twelve copies of the final printed container labels identical =
~{n content to the draft copies submitted on September 18, 1978.

2. 24 month expiration dating: MNe are unable to reach any conclusion
based on the data submitted. It {s recommended that data be obtained
for production lots at challenge conditions (high heat and humidity),
to justify the proposed expiration dating prior to approval.

Samples and methodology hue- been submitted to our laboratory for evaluation. We
will correspond with on compietion of thefr studfes.
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Please .let us have your nsmn pmt]y.
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Purepac Pharmacauticsl Compaay
Attention: Sand! Feldmn .
200 Eimora Avenue

Elfzabeth, W 07207

 Gentlemen:

Refereace 1s mée ammmm application dated September 18.-197}.
submitted pursuant to Sectien S06(b] of the Fedarel Foed, Drug, and Counue
Act for Atetaminophien 300 mg. with nqu.ré

We have completad the review of thfs abbreviatad new awlmuca and
tnvotufoilmmmthMIm -

&hitamisdmhpimthnwﬁﬁumwln updated

guidelines.
Other tnformation nuird by llo.l(ﬂ of the rmhtim:
1. For the | o
Submit deta 1 for the contant mﬁd.wt’
ANl Tahawatery should be described in suffie detatl

to pareft thald dgplication uummu

2. StaMifty m: L
s) llﬂurt '~ 2 mn—.mmum

3.
B8 with respect to the mmuﬂsﬁu of, and '
fied for, the cantainer, or other compoaent parts
xage to asowre thety suftability fer the {ntemded use.

4. Submit uqmamm“mnummmofm tests
. performed fer the lot submittad fncluding a1l the cwrves.
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MDA 86-681

5. Includ‘ a umnntiu statement from |
that the metheds ased in, and the

facﬂitfn and eamtrels used for, the meaufacture, processing,
packing, and Melding of the drug are in confermity with curvest
good manufacturing Mmhmnumznm of the

regulations. .
Please let us have your respoass premptly. ‘ L (} .
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&5 January 11, 1979

el

Sclentiflc Information Offloer
Product Coordinstion Staft
New Drug Evaluetion

Buresy of Drugs ~ MFD 109
3600 Fisher Lane

Rockviile, Maryland 20852

Subject: Feders! Food, Drug end Coemetic Act

Magter Flle OWF
Gentlemen: _
lnfomﬂon on the compesition of our Migh density ’olyoﬂ!ylm botties
has been placed In conflidential New Drug Mester Flle in anticlipation of

the use of this material for dxug packaging.
Subject to the conditiens stwted In Sec. 314.11 of your reguistions:

(1) We hereby avthorize you to refer to It In ssneldering the new a'uy '
status of any product and In considering eny new drug application
and

(2) We heresby authorize Purepes Phermacevtical, Eilizabeth, New Jersey,
1o ask you te refer to It In censidering the “ status of thelir
pnluch: and

(3) We heredy authorize Purepec Pharmaceutical, Ellzabeth, New Jersey,
* 1o incorporate 11 by reference In any new drug application.

Yery truly yours,

S|

cc1 W, Cegene Wonnler
Purepec. Fharmacevtical Og.
200 Elmore Ave.
Ellzabeth, N.J.




NDA 36-681

Purepac Pharmaceutical Co.
Division Drugs, Inc.
Attention: Sand{ Feldman
200 Elmora Avenus
Elizabeth, HJ 07207
Gentlemen:
We acknowledge the receipt of your abbreviated new drug application
submitted pursuant to Section 505(b) of the Federal Food, Drug, and
Cosmatie Act for the following:
. NAME OF DRUG: Acetaminophen 300 mg. with Codeine Phosphate 30 mg. Tablets -
DATE OF APPLICATION: September 18, 1978 | |
DATE OF RECEIPT: September 19, 1978

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

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

NWK-DO  DUP  HFD-614 L /78
JLMeyer/cjb/9-26-78 ack [Mirtdp Seife, (0.

Director

Tihgyed @ B o sl e

Bureay of Drugs
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tsiness hours, Monday through Friday.
This notice {s issyed pursuant to nro-
visions of tii2 Faderal Food. Drug, and
Canmetlic Act rsee, 505, 52 Stat. 1052-53,
as 4m*nda"' 21 US.C. 35357, and the Ad-
rnistrativa Procedure Act (5 US.C.
534, and der authority delegated to
the Commissicner (21 CFR 2.120).

Dated: January 26, 1973.

Sax D. FINE,
Assoctate Commissioner
for Compliance.

[FR Doc¢.73-2016 Fled 2-1-73;8:45 am]

[ DESI 7289}

CODEIMNE VWITH ACETAMINOPHEN,
ASPIRIN, AND CAFFEINE FCR ORAL USE

Drugs for Human Use' Drug Efficacy Study
implementation

The Food and Drug Administration
has evaluat2d a report received from
tae Nationa! Arademy of Sciences—Na-
tional Reszamch Council, Drug Edficacy
Siudy Group. on trigesic with codeine
tablets (NDA 7-239) conialning codeine,
acetaminopiien, aspirin, and caffeine;
=, R. Squisd & Sons, Division Olin Math-
iason C:f-*"* Corp., 745 Fifth Avenue.
New York. N.Y. 14022,

Such druss are regarded as new druzs
(21 U.S.C. 321(p)). Supplemental new
drug applications are required to revise
the labelinz in and to update previously
approved as a7ions providing for such
drugs. A new druy application is required
from any person marketing such drug
without approval.

A. Effeciiveness classification. 1. The
Foud and Truz Administration has con-
sidered the Academy's report, as well as
other available evidence, and concludes
that comuization drugs containing co-
deire wita ace:aminophen, aspirin, and
cadeine are eZective for the relief of
mild to modaraze pain.

B. Concizions for approval and mar-
keting. Thie Food and Drug Administra-
tion is presared to approve abbreviated
new druz applications and abbreviated
stoplemenss to previously approved-new
drug applicaiions under conditions de-
scribed Lersin.

1. Forin of drug. Preparations contain-
ing codeine. acetaminophen, aspirin, and
cadeine ar2 in tablet form suitable for
oral adminiziration.

2. Labeiing conditions. a. The “label
bears the sistement, “Caution: Federal
law prohibits dispensing without pre-
scrintion.”

b. The drug s labeled to comply with
all requirements of the Act and reguia-
tlons, and the labeling bears adequate
information far safe and effective use of
the druz‘s). The !ndication for use is:
For the relel of mild to moderate pain.

3. Marxzling stalus, Marketing of such
drugs may be continued under the condi-
tions described in the notice entitled
Conditions for Marketing New Drugs
Evaluated {1 Drug Efllcacy -Study, pub-
shed in the FeperAL RecisTER July 14,
1970 (35 FR 11273), as follows:

NOTICES

a. For holders of “deemed approved"
new drug applications.«.e., an applica-
tlon which became efective on the basis
of safety prior to Ocichoer 10, 1962), the
submissicn of a suppicment for revised
labeliny and an abbreviated supplement
for updating information as described in
parazrapn (a)(1) 4) and (ii» of the

" notice of July 14, 1970.

b, Furgnz pe:rs
anproved or o

s wng does nat keld ap

Caa new druiT ain _Lle
-

1121, tie sunm

Y of an aovnraviiyty
reyv doud ot o as described in

paragraph (2)(3; () of that notice.

¢. IFor any distributor of the drug, the
use of labeling in accord with this an-
nouncement for any such drug shipped
within the jurisdiction of the Act as de-
scribed in paragraph (b) of that norice.

A copy of the Academy’s report has
been furnished to the firm referred to
above. Communications forwarded in re-
sponse to this announcement should be
identified with the reference number
DESI 7289, directed to the attention of
the appropriate ofice Iisted below, and
addressed to the TFood and Drug Ad-
ministration, 5600 Pishers Lane, Rock-
ville, MD 20852,

Supplements (!dentify with NDA number):

OMce of Sclentiic Evaluation (BD-179),
Bureau of Drugs.

Requests for the Academy’s report: Drug
Efficacy Study Information Control (BD-
68), Bureau of Drugs.

All other communicazions regarding this an-
nouncement: Dru; Efcacy Study Imple-
mentation Project C:ﬂca (BD-60), Buresu
of Drugs.

All identical, related, or similar prod-
ucts, not the subject of an aporoved new
drug application, are covered by the new
drug application reviewed and are subject
to this notice. See 21 CFR 130.40 (37 FR
23185, October 31, 1972). Any person who
wishes to determine whether a specific
product is covered by this notlce should
write to the Food and Drug Administra-
tion, Bureau of Drugs. Ofice of Compli-
ance (BD-300), 5600 fishers Lane, Rocs-
ville, MD 20352.

This notice is issued pursuant to pro-
visions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 52 Stat.
1050-53, as amended; 21 U.S.C. 352, 355)
and the Administrative Procedure Act
(5 US.C. 554) and under the authority
delezated to the Commissioner of Food
and Drugs (21 CFR 2.120).

Dated: January 26, 1973.

Sam D. FiNE,
Asscciate Commissioner
for Compliance.

[FR Do¢.73-2017 Filed 2-1-73;8:43 am]

{Docket No. FDC~D—484; NADA No. 6-737V
and NADA No. 7-495V]

HILLTOP LABORATORIES, INC. AND
-BEEBE LAEORATCORIES, INC.

Certain Drug Products Contzining Suifa-
quinoxaline; Notice of Withdrawal of
Approval of Mew Animal Drug Apphca-
tions
In the FepeEraL REGISTER of November

30, 1972 (27 FR 25423), the Commlssioner

of Food and Drugs published a notice

proposing to withdraw approval of new
animal drug application (:VADA) No. 6-
737V for Sulfrquin-O-Mor; marxeted by

- Hillton Laboratories, Inc., 2025 East Lar-

penteur Avenue, St. Puul, MN 53102 and
NADA No. 7495V for B-BE-Q Liquid:;
marketed by Beebe Laboratories, Inc.,
2035 East Larpenteur Avenue, St. Paul,
MN 55109.

Neither the above named firms nor any
other interested persons have filed a
written appearance in responss to the
above cited notice. This is construed as
an election by said persons not to avail
;xklaémselves of the opportunity for a hear-
- Therefore, based on the grounds set
forth in sald notice of opportunity for
a hearing, the Commissioner conciudes
that approval of sald new animal drug
appiications should be withdrawn. There-
fore, pursuant to provisions of the Fed-
eral Foud, Drug. and Cosmetle Act (sec.
512, 82 Stat. 343-351: 21 U.S.C. 360b) and
under authority delezat=d to the Com-
missioner (21 CFR 2.120), approval of
NADA No. 6-737V and NADA No. 7-135V,
including all amendments and supple-
ments thereto, is hereby withdrawn ef-
fective on February 2, 1973.

Dated: January 26, 1973.

Sam D. FiNg,
Associate Commissioner
Jor Compliance.

{ PR Doc.73-2019 Filed 2-1-73;8:15 am])

[DESTI 11160; Docket No. FDC-D-522;
NDA 11-160]

PURDUE FREDERICK CO.;
THOREXIN COUGH MEDICINE

Opportunity for Hearing en Propusal To
Withdraw Approval of New Druz Appll-
cation; Druz for Human Use; Drug Ef.
ficacy Study implemeniation

Notice i3 hereby given to the Purdue
Frederick Co., 99-101 Saw Mill River
Road, Yonkers, N.Y. £0100, holder of
NDA 11-160, Thorexin Cough Medicine,
a liquid containing dextromethorphan
hydrobromide, potassium gualacol sulfo-
nate, ammonium chlorid=, and antimony
potassium tartrate, and to any interested
person who may be adversely affected,
that the Commissioner of IF'ood and Drugs
proposes to issue an order under saction
505¢e) of the Federal ood, Drug, and
Cosmetie Act (21 U.S.C. 355(e)) with-
drawing approval of the above new drug
application and all amendments and sup-
plement's thereto. It 1s oroposed to with-
draw approval of this new drug applica-

- tion on the grounds that new evidence,

not contained in the new drug applica-
tion or not available to thre Commissioner
until after the application was approved,
evaluated together with the evidence
availahle to hiin when the application
was approved, reveals that Thorexin
Cough Medicine is noi shown to be safe
for use under the conditions of use upon
the tasis of which the application was
approved.

The National Academy of Sciences-
Natlonal Research Ccuncll, Druz =rl-
eacy Study Group evaluated this drug

FEDERAL REGISTER, YOL 33, NO. 22—FRIDAY, FEBRUARY 2, 1973



PUREPAC PHARMACEUTICAL CO.
DIVISION DRUGS, INC.
ELIZABETH, NEW JERSEY 07207

ABBREVIATED NEW DRUG APPLICATION FOR:
ACETAMINOPHEN 300 MG. WITH CODEINE PHOSPHATE
30 MG, TABLETS, U.S.P.



DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

5600 FISHERS LANE

ROCKVILLE, MARYLAND 20852

NEW DRUG APPLICATION (DRUGS FOR HUMAN USE)
(Title 21, Code of Fedsral Regulations, § 314.1)

Form Approved
OMB No. 57-R0003

Name of applicant _Purepac Phar;naceutical Co., Division Drugs, Inc.

Address 200 Elmora Avenue, Elizabeth, New Jersey 07207
Date SEP i 8 1978
Name of new drug _Acetaminophen with Codeine Phosphate Tablets 30 mg.,

[J .Amendment to abbreviated, unapproved application
(regulation § 314.6).

[J Suppiement to an approved application {regulation § 314.8).

(] original application (regulation § 314.1).
[:] Amendment_to original, unapproved application
{regulation § 314.6)
X ] Abbreviated apptication (regulation § 314.1(f}). {T] Amendment to supplement to an approved application.

The undersigned submits this application for a new drug pursuant to section 505(b) of the Federal Food, Drug, and
Cosmetic Act. It is understood that when this application is approved, the labeling and advertising for the drug will prescribe,
recommend, or suggest its use only under the conditions stated in the labeling which is part of this application; and if the
article is a prescription drug, it is understood that any labeling which furnishes or purports to furnish information for use or - ,
whach prescnbes recommends, or suggests 3 dosage for use of the drug will contain the same information for its use,

‘ and duration of administration, any relevant warnings,
taﬁ)edun the labeling which is part of this application in -
btood that all represmtatlons in this application apply to the drug ’
ation provides for a change or the change is made in conformance with

8 'lia (N
ange? &%%e) of tha::

Attached hereto, submitted in the form -drug reguiations, and constituting a part of

this application are the following:

detailed item is located and the volume number and the
. number in which the summary of that item is located (if any).

2. Summary. A summary demonstrating that the application is
well-organized, adequately tabulated, statistically analyzed (where
appropriate), and coherent and that it presents a sound basis for
the approval requested. The summary should inciude the following
information: {In lieu of the outline described below and the
evaluation described in Item 3, and expanded summary and
evaluation as outlined in §314.1(d) of the new-drug regulations
may be submitted to facilitate the rewew of this application.)

a. Chemistry.

L. Chemical structural formula or description for any new-drug
substance.

ii. Relationship to other chemu:ally or pharmacologically
related drugs.

iii. Description of dosage form and quantitative compaosition.

b. Scientitic rationale and purpose the drug is to serve.

¢. Reference number of the investigational drug noticel(s)
under which this drug was investigated and of any notice,
new-drug application, or master tile of which any contents are
being incorporated by reference to support this application.

d. Preclinical studies. (Present all findings including all adverse
experiences which may - be interpreted as incidental or not
drug-related. Refer to date and page number ot the investigational
drug noticels) or the volume and page number of this application
where complete data and reports appear.)

i. Pharmacology (pharmacodynamics, endocrinoiogy,

etabolism, etc.).

/i. Toxicology and pathology: Acute toxicity studies; subacute
and chronic toxicity studies; reproduction and teratology studies;
miscellaneous studies.

FD FORM 356H (8/77)
Y

studies. (All material should refer specifically to

#2 the complete data and reports may be found.)
/. Special studies not described elsewhere.

ji. Dose-range studies.

iii, Controlled clinical studies. :

iv. Other clinical studies (for example, uncontrolled or
incompletely controlled studies).

v. Clinical laboratory studies related to effectiveness.

vi. Clinical laboratory studies related to safety.

vii. Summary of literature and unpublished reports available to
the applicant.

3. Evaluation of safety and offectiveness. a. Summarize
separately the favorable and unfavorable evidence for each claim
in the package labeling. Include references to the volume and page
number in the application and in any documents incorporated by
reference where the complete data and reports may be found.

b. Include tabulation of all side effects or adverse experience,
by age, sex, and dosage formuilation, whether or not considered to
be significant, showing whether administration of the drug was
stopped and showing the investigator’s name with a reference to
the wolume and page number in the application and any
documents incorporated by reference where the complete data
and reports may be found. Indicate those side effects or adverse
experiences considered to be drug-refated.

4. Copiss of the labet and all other labeling to be used for the
drug (a total of 12 copies if in final pnnted form, 4 copies if in
draft form):

a. Each label, or other tabeling, should be clearly identified to
show its position on, or the manner in which it accompanies, the
market package.

PREVIOUS EDITION MAY BE USED UNTIL SUPPLY IS EXHUASTED.



b. 1f the drug s to be offered over the counter, labeting on or
within the retail package should include adequate directions for
use by the layman under ail the conditions for which the drug is
intended for lay use or is to be prescribed, recommended, or
suggested in any labeling or advertising sponsQred by or on behaif
of the applicant and directed to the .layman. If the drug is
intended or offered for uses under the professional supervision of
a practitioner licensed by law to administer it, the application
should also contain fabeling that inctudes adequate information
for alt such uses, including all the purposes for which the
over-the-counter drug is to be advertised to, or represented for use
by, physicians.

c. If the drug is limited .in its labeling to use under the
p}ofessional supervision of a practitioner licensed by law to
administer it, its labeling should bear information for use under
which such practitioners can use the drug for the purposes for
which it is intended, including all the purposes for which it
it is to be advertised or represented, in accord with §201.100
(21 CFR 201.100). The application should include any labeling
for the drug intended to be made available to the layman.

- d. If no established name exists for a new-drug substance, the
application shall propose a nonproprietary name for use as the
established name for the substance.

e. Typewritten or other draft iabeling copy may be submitted
for preliminary consideration of an application. An application
will not ordinarily be approved prior to the submission of the final
printed label and Iabeling of the drug.

f. No application may be approved if the labeling is false or

misleading in any particular.
When mailing pieces, any other labeling, or advertising copy are
devised for promotion of the new drug, samples shall be submitted
at the time of initial dissemination of such labeling and at the time
of initial placement of nay such advertising for a prescription drug
(see §310.300 of the new-drug regulations). Approval of a
supplemental new-drug application is required prior to use of any
promotional claims not covered by the approved application.)

5. A statament as to whether the drug is (or is not) limited in
its labeling and by this application to use under the professional
supervision of a practitioner licensed by law to administer it.

6. A full list of the articles used as components of the drug. -

This list should inciude all substances used in the synthesis,
extraction, or other method of preparation of any newdrug
substance, and in the preparation of the finished dosage form,
regardless of whether they undergo chemical change or are
removed in the process. Each substance shouid be identified by its
established name, if any, or complete chemical name, using
structural formulas when necessary for specific identification. 1f
any proprietary preparation s used as a componant, the
proprietary name should be foil_owed by a compilete quantitative
statement of composition. Reasonable alterngtives for any listed
substance may be specified. '

7. A full statement of the ‘composition of the drug. The
statement shall set forth the name and amount of each ingredient,
whether active or not, contained in a stated quantity of the drug
in the form in which it is to be distributed {for example, amount
per -tablet or per milliliter) and a batch formula representative of
that to be employed for the manufacture of the f_inished dosage
form.. All components should be included in the batch formula
regardless of whether they appear in the finished product. Any
calculated excess of an ing »dient over the label declaration should
be designated as such and percent excess shown. Reasonable
variations may be specified. .

8. A full description of the methods used in, and the facilities
and controls used for, the manufacture, processing, and pecking of
drug. Included in this description should be full information with
respect to any new-drug substance and to the new-drug dosage

form, as follows, in sufficient detail to permit evaluation of the

adequacy of the described methods of manufacture, processing,
and packing and the described facilities and controls to determine
and preserve the identity, strength, quality, and purity of the
drug:

a.A description of the physical facilities including building and
equipment used in manufacturing, processing, packaging, labeting,
storage, and control operations.

b. A description of the qualifications, including educational
background and experience, of the technical and professional
personnel who are responsible for assuring that the drug has the
safety, identity, strength, quality, and purity it purports or is
represented to possess, and a statement of their responsibilities.

¢.” The methods used in the synthesis, extraction, isolation, or
purification of any new-drug substance. When the specifications
and control applied to such substance are inadequate in themselves
to determine its identity, strength, quality, and purity, the
methods should be described in sufficient detail, including
quantities used, times, temperatures, pH, solvents, etc., to
determine these characteristics. Alternative methods or variations
in methods within reasonable limits that do not affect such
characteristics of the substance may be specified.

d. Precautions to assure proper, identity, strength, quality, and
purity of the raw materials, whather active or not, including the
specifications for acceptance and methods of tésting for each lot
of raw material.

6. Whether or not each lot of raw materials is given a serial
number to identify it, and the use made of such numbers in
subsequent plant operations.

f. If the applicant does not himseif perform all the
manufacturing, processing, packaging, labeling, and control
operations for any new-drug substance or the new-drug dosage
form, his statement identifying each person who will perform any
part of such operations and designating the part; and a signed
statement from each such person fully describing, directly or by,
reference, the methods, facilities, and controls in his part of the
operation.

¢ Method of preparation of the master formula records and
individual batch records and manner in which thesa records are
used. ;

h. The instructions used in the manufacturing, processing,
packaging, and fabeling of each dosage form of the new drug,
including any special precautions observed in the operations.

i. Adequate information with respect to the characteristics of
and the test methods employed for the container, closure, or other
component parts of the drug package to assure their suitability for
the intended use. ’

£ Number of individuals checking weight or volume of each
individual ingredient entering into each batch of the drug.

k. Whether or not the total weight or volume of each batch is
determined at any stage of the manufacturing process subsequent
to making up a batch according to the formula card and, if so, at
what stage and by whom it is done.

I. Precautions to check the actual package vield produced
from a batch of the drug with the theoretical yield. This should
include a description of the accounting for such items as discards,
breakage, etc., and the criteria used in accepting or rejecting
batches of drugs in the event of an unexplained discrepancy.

m. Precautions to assure that each lot of the drug is packaged
with the proper label and labeling, including provisions for labeling
storage and inventory control.

n. The analytical controls used during the various stages of the
manufacturing, processing, packaging, and labeling of the drug,
including a detailed description of the collection of samples and
the analytical procedures to which they are subjected. The
analytical procedures should be capable of determining the active
components within a reasonable degree of accuracy and of
assuring the identity of such components. If the article is one that
is represented to be sterile, the same information with regard to the
manufacturing, processing, packaging, and the collection of
samples of the drug should be given for sterility controls. Include
the standards used for acceptance of each lot of the finished drug.

o An explanation of the exact significance of the batch
control numbers used in the manufacturing, processing, packaging,
and labeling of the drug, including the control numbers that
appear on the label of the_finished article. State whether these
numbers enable determination of the complete manufacturing



history of the product. Describe any methods used to permit
determination of the distribution of any batch if its recall is
required.

p. A complete description of, and data derived from, studies
of the stability of the drug, including information showing the
autitability of the analytical method used. Describe any additional
stability studies underway or contempiated. $tability data should
be submitted for any new-drug substance, for the finished dosage
form of the drug in the container in which it is to be marketed,
including any proposed muitipie<dose container, and if it i3 to be
put into solution at the time of dispensing, faor the solution
prepared as directed. State the expiration date(s) that will be used
on the label to preserve the identity, strength, quality, and purity
of the drug until it is used. {If no expiration date is proposed, the
applicant must justify its absence.)

g. Additional procedures employed which are designed to

prevent contamination and otherwise assure proper control of the
product.
(An apptication may be refused untess it includes adequate
information showing that the methods used in, and the facilities
and controls used for, the manufacturing, processing, and
packaging of the drug are adequate to preserve its identity,
strength, quality, and purity in conformity with good
manufacturing practice and identifies each establishment, showing
the location of the plant conducting these operations. )

9. Samples of the drup and articies used as components, as
follows: a. The foliowing samples shall be submitted with the
application or as soon thereafter as they become awvailabie. Each
sample shall consist of four identical, sepacately packaged
subdivisions, each containing at least three times the amount
required to perform the laboratory test procedures described in
the application to determine compliance with its control
specifications for identity and assays: .

i A representative sample or samples of the tinished dosage
form(s} proposed in the application and employed in the clinical
investigations and a representative sample or samples of each
new-drug substance, as defined in §310.3(g), from the batches(es)
employed in the production of such dosage form(s).

il. A representative sampte or samples of finished market
packages of each dosage form of the drug prepared for inital
marketing and, if any such sample. is not frorm a commerciai-scale
production batch, such a sample from a representative
commercial-scale production batch; and a representative sample or
samples of each new-drug substance as defined in §310.3(g) of the
new-drug regulations, from the batchles) empioyed in the
production of such dosage form(s). .

/i, A sample or samples of any reference standard and blank
used in the procedures described in the application for assaying
each new-drug substance and other assayed components of the
finished drug; Provided, however, That samples of reference
standards recognized in the official U.S. Pharmacopeia or The
National Formulary need not be submitted unless requested.

b, Additional samples shall be submitted o‘n request.

c. Each of the sampies submitted shall be appropriately
" packaged and labeled to preserve its characteristics, to identify
the material and the quantity in each subdivision of the sample,
and to identify each subdivision with name of the applicant and
the new-drug application to which it relates.

d. There shall be included a full list of the samples submitted
pursuant to Item 3a; a statement of the additional samples that
will be submitted as soon as available; and, with respect to each
sample submitted, full information with respect to its identity, the
origin of any new-drug substance contaired therein (including in
the case of new-drug substances, a statement whether it was
produced on a iaboratory, pilot-plant, or full-production scale)
and detailed results of alt faboratory tests made to determine the
‘dentity, strength, quality, and purity of the batch représented by
.he sample, including assays. Include for any reference standard a
complete description of its preparation and the results of all
laboratory tests on it. If the test methods used differed from those
described in the application, full details of the methods employed

in obtaining the reported resulits shall be submitted.

e. The requirements of Item 9a may be waived in whole or in
part on requast of the applicant or otherwise when any such
samples are not necessary. .

f. if samples of the drug are sent under separate cover, they
should be addressed to the attention of the Bureau of Drugs and
identified on the outside of the shipping carton with the name of
the applicant and the name of the drug as shown on the
apptication. .

10. Full reports of preclinical investigations that have been
made to show whather or not the drug is safe for use and effective
use. a. An application may be refused unless it contains full
reports of adequate preclinical tests by all methods reasonably
applicable to a determination of the safety and effectiveness of the
drug under the conditions of use suggested in the proposed
labeling.

b. Detailed reports of the preciinical investigations, including
all studies made on laboratory animals, the methods used, and the
resuits obtained, should be clearly set forth. Such information
should include identification of the person who conducted each
investigation, a statement of where the investigations were
conducted, and where the underlying data are available for
inspection. The animal studies may not be considered adequate
unless they give proper attention to the conditions of use
recommended in the proposed labeling for the drug such as, for
axample, whether the drug is for short-or long-term administration
or whether it is to be used in infants, children, pregnant women,
or women of child-bearing potential.

c. Detailed reparts of any pertinent microbiological and in
vitro studies.

d Summarize and provide a list of literature references (if
available} to all other preclinical information known to the
applicant, whether published or unpublished, that is pertinent to
an evaluation of the safety or effectiveness of the drug.

11. List of investigators. a. A compiete list of all investigators
supplied with the drug including the name and post otfice address
of each investigator and, foilowing each name, the volume and
page references to the investigator’s report(s) in this application
and in any documents incorporated by reference, or the
explanation of the omission of any reports.

b. The unexplained omission of any reports of investigations
made with the new drug by the applicant, or submitted to him by
an investigator, or the unexplained omission of any pertinent
reports of investigations or clinical experience received or
otherwise obtained by the applicant from published literature or
other sources, whether or not it would bias an evaluation of the
safety of the drug or its effectiveness in use, may constitute
grounds for the refusal or withdrawal of the approval of an
application.

12. Full reports of clinical investigations that have been made
to show whether or not the drug is safe for use and effective in
us8. a. An application may be refused unless it contains full
reports of adequate tests by all methods reasonably applicable to
show whether or not the drug is safe and effective for use as
suggested in the labeling.

b. An application may be refused unless it inctudes substantiai
evidence consisting of adequate and well-controlled investigations,
including clinical investigations, by experts qualified by scientific
training and experience to evaluate the effectiveness of the drug
involved, on the basis of which it could fairly and responsibly be
concluded by such experts that the drug will have the effect it
purports or is represented to have under the conditions of use
prescribed, recommended, recommended, or suggested in the
proposed labeling.

¢. Reports of alt clinical tests sponsored by the applicant or
received or other wise obtained by the applicant should be
attached. " These reports should include adequate information
concerning each subject treated with the drug or emploved as a
control, including age, sex, conditions treated, dosage, frequency
of administration of the drug, results of all relevant clincial
observations and laboratory examinations made, full information



concerning any other treatment given previously or concurrently,
and a full statement of adverse effects and useful results observed,
together with an opinion as to whether such effects or results are
attributable to the drug under investigation and a statement of
where the underlying data are available for inspection. Ordinarily,
the reports of clinical studies will not-be regarded as adequate
uniess they include reports from more than one independent,
competent investigator who maintains adequate case histories of
an adequate number of subjects, designed to record obsarvations
and permit evaluation of any and all discernible effects
attributable to the drug in each individual treated and comparable
records on any individuals employed as controls. An application
for a combination drug may be refused uniess there is substantial
evidence that each ingredient designated as active makes a
contribution to the total effect claimed for the drug combination.

Except when the disease for which the drug is being tested occurs -

with such infrequency in the United States as to make testing
impractical, some of the investigations should be performed by
competent Mvestigatars within the United States.

d Ritach as a separate, gection.a completed Form FD-1639,
Drug Expefence Report (obtaidable, #f Instructions, on request
from the Food and Drug Administratiott; Department of HEW.
5600 Fishers Lane, Rockville, Maryland 20852), for each adverse
experience or, if feasible, for each subject or patient experiencing
one or more adverse effects, described in Item 12¢, whether or not
fuil information is available. Form FD-1639 should be prepared by
the applicant if the adverse experience was not reported in such
form by the investigator. The Drug Experience Report should be
cross-referenced to any narrative description included in ttem 12¢.
In tieu of a FD Form 1639, a computer-generated report may be
submitted if equivalent in all elements of information with the
identical enumerated sequence of events and methods of
completion; all formats proposed for such use will require initial
review and approval by the Food and Drug Administration.

e. All information pertinent to an evaluation of the safety and
effectiveness of the drug received or otherwise obtained by the
applicant from any source, including information derived from
other investigations or commercial marketing (for example,

outside the United States), or reports in the scientific literature,
involving the drug that is the subject of the application and related
drugs. An adequate summary may be acceptable in lieu of a
reprint of a published report which only supports other data
submitted. Reprints are not required of reports in designated
journals, tisted .in §310.9 of the new-drug regulations, abou*
related drugs; a bibliography will suffice. Include the evaluation ot
the safety or effectiveness of the drug that has been made by the
applicant’s medical department, expert committee, or consultants,

£ 1t the drug is a combination of previously investigated or
marketed drugs, an adequate summary of preexisting information
from preclinical and clinical investigation and experience with its
components, including all reports received or otherwise obtained
by the applicant suggesting side effects, contraindications, and
ineffectiveness in use of such compenents. Such summary should
include an adequate bibliography of publications about the
components and may incorporate by reference information
concerning such components previously submitted by the
applicant to the Food and Drug Administration.

g The complete composition and/or method of manufacture
of the new drug used in each submitted report of investigation
should be shown to the extent necessary to establish its identity,
strength, quality, and purity it it differs from the description in
Item 6, 7, or 8 of the application.

h. In vivo bioavailability data or information to permit waiver
of this requirement in accordance with Subpart B of Part 320 (21
CFR Part 320, Subpart B).

13. if this is a suppiemental application, full information on
each proposed change concerning any statement made in the
approved application. ’

Observe the provisions of §314.8 of the new-drug regulations
concerning supplemental applications. o

14. [Reserved] -

15. The applicant is required to submit an environmental
impact analysis report analyzing the environmental impact of the
manufacturing process and the ultimate use or consumption of the
drug pursuant to §6.1 of this chapter.

Purepac Pharmaceutical Co., Division Drugs, Inc.

{Applicagt)

e Z/KL

Sandl Feldman

Per

(Re:pons:"ble official or agent)

. Director, Regulatory Affairs

{Indicate authority)

(Warning: A willfully false statement is a criminal offense. U.S.C. Tittle 18, sec. 1001.)

Note: This application must be signed by the applicant or by an authorized attorney, agent, or official. |f the applicant or

such authorized representative does not reside or have a place of business within the United States, the application must also
furnish the name and post office address of and must be countersigned by an authorized attorney, agent, or official residing
or maintaining a place of business within the United States.



PUREPAC PHARMACEUTICAL CO.
DIVISION DMJGS INC‘ . 2.00 ELMORA AVENUE ELIZABETH, NEW JERSEY 07207

A TRUSTED NAME IN PHARMACY

September 18, 1978

Marvin Seife, M.D.

Director

Division of Generic Drug Monographs
Office of Drug Monographs

Bureau of Drugs @ -

Dept. of Health, Education & Welfare
HFD-530

5600 Fishers Lane

Rockville, MD 20852

RE:

Dear Dr, Seife:

Acetaminophen with Codeine

Phosphate Tablets 30 mg.

We are hereby submitting for your approval an Abbreviated New Drug
Application for Acetaminophen with Codeine Phosphate Tablets 30 mg.

Sincerely,

PUREPAC PHARMACEUTICAL CO.
Division Drugs, Inc.

Wy ran

Sandi Feldman
Director, Regulatory Affairs
S

SF:ckp -
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PUREPAC PHARMACEUTICAL CO.

DiVisiOn Drug’Iﬁc . 200 ELMORA AVENUE ELIZABETH, NEW JERSEY 07207

A TRUSTED NAME IN PHARMACY

January 2§, 1979

Marvin Seife, M.D. ’ roa
Director ' Rz
" Division of Generic Drug Monographs P
. Office of Drug Monographs

R AR Fa .1 A
LS 3
PRAIRRR |

Bureau of Drugs ;\:;\[1 @C'.r} - '::.‘"*' 'MT
Department of Health, Education and Welfare T M
Food and Drug Administration =1 .
5600 Fishers Lane FIJL

Rockville, MD 20857

Re: Acetaminophen 300mg w/Codeine Phosphate 30 mg
NDA 86-681

Dear Dr. Seife:

Reference is made to your letter dated Oct. 27. 1978 (copy attached)
concerning the above referenced pending Abbreviated New Drug Ap- -
plication.

My response to your questions is as follows:

Included in this submission, you will find revised
final-printed inserts in accord with the FDA guidelines.

1. I have also included the procedure for the content uniformity of
Codeine Phosphate.

"2, Stability Studies:

3. Container/closure system:
a. Container - High density polyethylene, white opaque

b. Closure - White, tin-plate with a pressed cardboard

liner coated with polyethylene

énnernner Liner- Waxed paper - (:
QECE

d. Filler - Cotton
e, Stability was determined in this packa g system and b@@
' e. Also, I haved)

results show suitability for intended

included in this submission a DMF Aut orizagliaéérom
the manufacturer of the cont botkles

further meet the specifications in thd 4th supplementi¥o t

USP X1X and NF XIV.
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4. Samples of this drug dosage form are included under separate
cover.

Test Results:

Assays:

5. AttacBed, you will find certifications from the two outside
testing labs attesting to conformance with GMP, etc.

This information completely answers yoﬁr comment letter, therefore,

I look forward to a prompt approval of this submission.

Sincerely,

PUREPAC PHARMACKUTICAL CO.
,Jkéﬁ;éégh “‘{ézzﬁi—__—_‘

‘Sandi Feldman,
Director, Regulatory Affairs



R

January 22,1979

We certify that the methods used in, and the facilities

and controls used for, the manufacture, processing, packing,
and holding of the drug are in conformity with current

good manufacturing practice in accord with part 210 & 211

(CFR) of the regulations, as it relates to tests preformed
at and by

sincgrely yours:

President




PR T B TP . - -

January 8, 1979

Gentlemen:

-
T

This is to inform you that all analysis which we perform :

for are made in accordance with Good Manufacturing
Practices as described in Code of Federal Regulatlnns Number -
21, part 211.10, 211.30 and 211.40.

Very truly yours,.

v

Director




JPUREPAC pHARMACEUTICAL CO.

DIVISION DRUGS' INC. 200 ELMORA AVENUK ELIZABDETH, N;W :IIRS“ 07207

A TRUSTED NAME IN PHARMACY

.. Y ""»“",.ﬂ'i&ﬁ
April 16, 1979 T\’:-(:‘v EEPE A
Marvin Seife, M.D. NDA OR G r\:“E:u\.AENT

Director

Division of Generic Drug Monographs

Office of Drug Monographs

Bureau of Drugs (HFD-530) _

Dept. of Health, Education & Welfare .,-.\'-; o
_. 5600 Fishers lLane i‘,{

Rockville, MD 20857

Re: Acetaminophen 300 mg w/Codeine Phosphate 30 mg
NDA 86-681

Dear Dr. Seife:

Reference 1s made to your letter dated February 22, 1979 concerning - 'b"
the above referenced pending ANDA. -
Enclosed you will find twelve copies of the final printed container f)/} 1
labels identical to the draft copies submitted on September 18, 1978. sf
Also included in this submission are results obtained on a production ;ﬂf

lot of the product stored at challenge conditions. This information

is in support of a 24 month expiration date.

Upon satisfactory completion of your laboratory evaluation of our
product samples and methodology, we look forward to a prompt approval

of this ANDA,
Sincerely,
PUREPAC PHARMACBUTICAL CO.
l Sandi Feldman, .
Director, Regulatory Affairs
SF:gm e

Enclosures




