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Cord Laboratories, Inc. AU 198h
Attention: Roger Schwede R
2585 ¥, Hidwey Boulevard

Broamfield, Colorade 802D

Dear Mr. Schwede:

Befersnce i3 made 1o your abbreviated new drug application dated Maveh 7,

1984, submitted pursuant to Section 505()) of the Federal Feod, Brug. and

Cosmetic Act for Corphed {(Triprolidine and Psaﬁﬁeﬁﬁhnﬁr*aﬂ &yér@cﬂ‘a%%ées}
Fablets, USP (2.5 mg/60 wmg).

Alse veferenced 15 your ABDA original ameaduent resubmission dated March 25,
1985, ' '

He have compieted the reviow of this abbreviated appiication and have
concluded that the drug is safe and effective for use as recommended in the
submitied iabeling. Accordingly. the application is approved.

Any significant ghange in the conditions outlined im this abbreviated
application requires an approved supplemental application before the change
may be wmade, except for a&aﬁgaﬁ made in conformance with other pw&wfs%aﬂe
ef Section 314.8 of the new drug regulations.

Thic Administration should be advised of aay change in the m&r&atﬁag status
of this drug.

For Initisl Campaigns: Me reguest that you submii, in duplicate, any
proposed advertising or promotional copy which you intend fo use in your-
msediate aéwertﬁging or p&aﬂﬂﬁ?ﬁﬁﬁ¥ campaigns. Please spbmit all proposed
materials in draft or mech-up form, pot final pr;at Submit both copies
together with & copy of the p?@?ﬁ&&é pr final printed lzbeling 1o the
Divisien of Urug Advertising and Labeling {HFN-240). Please do net use
Form FO-2253 for this initial submission.

For Subsequent Campaigns: He c¢all your attention te Regulation Z1 (FR
318,300 {p}{3) which reguires that materials for any subsequent advertising
or prosotional cempaign, at the time of *heir initial use, be submitied to
oir Division of Drug Adveriising and Labeling (HFH-240} with a completed
Form FD-2253. A copy of Form FE-2253 s enclosed for your convenience.



HBA 8d.602

The encliosures summarize the conditions relating to the approval of this
abbreviated appiication,

Division of Generic brupe
Office of Drug Standards
Center far Brugs and Biologics

Enclosures:
Conditions of Approval of 3 Hew Drug Application
Records & Reporis Requirements
Form FD 2283 _

€c: DEN-DO

HFN-83

HFN-T0

HFN-313

HFN-230

HFN-234

r~ TPoux/HCZel1 /KIFurnkranz

¢d> R/D INITIALED BY HCZe11/MSeife ~ A
mstephens:  4/10/85 (0594p) ) C-W%/z//gs‘
Approve
K ennath A4

Oﬁw‘& Il tags”
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TRIPROLIDINE AND PSEUDOEPHEDRINE
HYDROCHLORIDES TABLETS, uspP

DESCRIPTION: Each tablet for oral administration contains Triprolidine Hydro-
¢chioride, USP 2.5mg. and pseudoephedrine Hydrochloride, USP 60mg.
Triprolidine hydrochloride is Pyridine, 2—[1—(4—methylpheny|)—3-(1—pyrrolidinyl)-1-
propen‘yl]f, monohydrochloride, monohydrate, {E)-, a potent antihistamine. 1t is
virtually tasteless and lacking in topical anesthetic effect.

Pseudoephedrine hydrochloride is Benzenemethanol, « -[1-(methylamino)ethyl]-,
[S- (R*.R™}]- hydrochloride, a naturally occurring dextrostereoisomer of ephedrine.
The compound is classified as a sympathomimetic amine.

The structural formulas are as follows:

CH,
cH,—N
e HCl e HO

C

I—0—

Triprolidine HCI

CigHzaN; @ HCI @ H,0 M.W. 332.87
H  NHCH,
(:D—é—CH3 e HC!
~ OHH
Pseudoephedrine HCI
CyoHysNO o HCI MW. 201.70

CLINICAL PHARMACOLOGY: Triproiidine hydrochloride acts as an antagonist of
the H 1 histamine receptor. Consequently, it prevents histamine from eliciting typical
immediate hypersensitivity responses in the nose, eyes, lungs and skin.
Pseudoephedrine acts as an indirect sympathomimetic agent by stimulating
sympathetic (adrenergic) nerve endings to release norepinephrine. Norepinephrine
in turn stimulates alpha and beta receptors throughout the body. The action of
pseudoephedrine hydrochloride is apparently more specific on the blood vessels of
the upper respiratory tract and tess specific for the blood vessels of the systemic
circulation. The vasoconstriction elicited at these sites results in the shrinkage of
tissues in the sinuses and nasal passages.

INDICATIONS AND USAGE: For the treatment of the symptoms of seasonal and
perennial allergic thinitis, and vasomotor rhinitis, including nasal obstruction
{congestion).

CONTRAINDICATIONS:

Use in Newborn and Premature Infants: Triprolidine and pseudoephedrine should not
be used in newborn or premature infants.

Use in Lower Respiratory Disease: This drug is contraindicated for the treatment of
lower respiratory symptoms including asthma.

1.
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Also contraindicated in the following conditions: Hypersensitivity to: 1) triprolidine

hydrochloride and other antihistamines of similar chemical structure; and/or 2)

sympathomimetic amines including pseudoephedrine.

Monoamine oxidase (MAO) inhibitor therapy {see Drug Interactions section).

WARNINGS: Triprolidine and pseudoephedrine should be used with considerable

caution in patients with: Increased intraocular pressure (narrow angle glaucoma);

stenosing peptic ulcer; pyloroduodenal obstruction; symptomatic prostatic

hypertrophy; bladder neck obstruction; hypertension; diabetes mellitus; ischemic

heart disease and hyperthyroidism.

Use in the Elderly (approximately 60 years or older): Antihistamines are more likely to

cause dizziness, sedation and hypotension in elderty patients. This age group is also

more likely to have adverse reactions to sympathomimetics. :

PRECAUTIONS:

General: Triprolidine and pseudoephedrine should be used with caution in patients

with a history of bronchial asthma.

Information to Patients: Patients should be cautious about engaging in activities

requiring mental alertness such as driving a car or operating appliances, machinery,

etc. Triprolidine has additive effects with alcohol and other Central Nervous System

(CNS) depressants (hypnotics, sedatives, tranquilizers, etc.).

Drug Interactions: MAO inhibitors prolong and intensify the anticholinergic (drying)

effects of antihistamines and overall effects of sympathomimetics.

Triprolidine has additive effects with alcohol and other CNS depressants (hypnotics,

sedatives, tranquilizers, etc.).

Sympathomimetics may reduce the antihypertensive effects of methyldopa,

guanethidine, reserpine, decamylamine, and veratrum alkaloids.

Carcinog is, Mutag is, impairment of Fertility: Long term studies in animals

have not been performed to evaluate carcinogenic potential of the active ingredients

of triprolidine and pseudoephedrine.

Pregnancy: Teratogenic Effects: Pregnancy Category B. Reproduction studies

consisting of teratology studies have been performed in rats and rabbits at doses up to

70 times the human dose and have revealed no evidence of impaired fertility or harm

to the fetus due to the combination of triprolidine and pseudoephedrine. There are,

however, no adequate and well-controlled studies in pregnant women. Because

animal reproduction studies are not always predictive of human response, this drug

should be used during pregnancy only if clearly needed.

Nursing Mothers: Because of the higher risk of antihistamines and sympathomimetic

amines for infants generally and for newborn and premature infants in particular,

therapy with triprolidine and pseudoephedrine is contraindicated in nursing mothers.

Pediatric Use: See "CONTRAINDICATIONS" section.

ADVERSE REACTIONS: The most frequent adverse reactions are underlined:

1. GENERAL: Dryness of mouth, dryness of nose and dryness of throat, urticaria,
drug rash, anaphylactic shock, photosensitivity, excessive perspiration, chills.

2. CARDIOVASCULAR SYSTEM: Hypotension, headache, palpitations, tachycar-
dia, extrasystoles.

3. HEMATOLOGIC SYSTEM: Hemolytic anemia, thrombocytopenia, agranulocy-

4

tosis.
NERVOUS SYSTEM: Sedation, sleepiness, dizziness, disturbed coordination,
fatigue, confusion, restlessness, excitation, nervousness, tremor, irritability,
insomnia, euphoria, paresthesia, blurred vision, diplopia, vertigo, tinnitus, acute
labyrinthitis, hysteria, neuritis, convulsions, CNS depression, hallucination.
5. G.. SYSTEM: Epigastric distress, anorexia, nausea, vomiting, diarrhea, consti-
pation.
6. G.U. SYSTEM: Urinary frequency, difficult urination, urinary retention, early
menses.
7. RESPIRATORY SYSTEM: Thickening of bronchial secretions, tightness of chest
and wheezing, nasal stuffiness.
OVERDOSAGE: Since triprolidine and pseudoephedrine is comprised of two
pharmacologically different components, it is difficult to predict how an overdose will
be manifested in a given individual. Reaction to an overdose may vary from CNS
depression to stimulation. Stimulation is particularly likely in children. A detailed
description of symptoms which are likely to appear after ingestion of an excess of the
individual components foflows: s
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Overdosage with pseudoephedrine can cause CNS stimulation resulting in such
manifestations as excitement, nervousness, anxiety, tremor, restiessness and
insomnia. Other effects include tachycardia, hypertension, palior, mydriasis,
hyperglycemia and urinary retention. Severe overdosage may cause tachypnea or
hyperpnea, hallucinations, convuisions, or delirium, but in some individuals, there
may be CNS depression, with somnolence, stupor or respiratory depression.
Arrhythmias (including ventricular fibrillation) may lead to hypotension and
circulatory collapse. Severe hypokalemia can occur, probably due to compartmental
shift rather than depletion of potassium.
Overdosage of triprolidine may produce reactions varying from depression to
stimulation of the CNS; the latter is particularly likely in children. Atropine-like signs
and symptoms, dry mouth, fixed dilated pupils, flushing, tachycardia, hallucinations,
convulsions, urinary retention, cardiac arrhythmias and coma may occur.
The mean LD so (single, oral dose) of pseudoephedrine is 726 mg./kg. in the mouse,
2206 mg./kg. in the rat, and 1177 mg./kg. in the rabbit. The toxic and lethal
concentrations in human biologic fluids are not known. Excretion rates increase with
acidification of urine and decrease with alkalinization.
The mean LD s (single, oral dose) of triprolidine is 163 to 308 mg./kg. in the mouse
(depending on strain) and 840 mg./kg. in the rat.
Insufficient data are available to estimate the toxic and lethal doses of either
compound in man. Few reports of toxicity due to pseudoephedrine have been
published, and no case of fatal overdosage is known. No reports of acute poisoning
with triprolidine have appeared.
Adrenergic-receptor blocking agents are antidotes to pseudoephedrine. In practice,
the most useful is the beta-blocker propranolotl, which is indicated when there are
signs of cardiac toxicity. There is no specific antidote to triprolidine. Histamine
should not be given. Administration of activated charcoal will help reduce the
absorption of triprolidine if given within 1 hour of ingestion. If instituted within 4 hours
of overdosage, therapy is initially aimed at reducing further absorption of the drugs. If
vomiting has not occurred spontaneously, the patient should be induced to vomit.
This is best done by having him drink a giass of water or milk, then making him gag.
Centrally-acting emetics are likely to be less effective than usual in view of the anti-
emetic action of antihistamines. Gastric aspiration and lavage may be carried out up
to 4 hours after ingestion if large amounts of milk were given beforehand. Either
isotonic or half isotonic saline may be used for lavage.
Saline cathartics such as Milk of Magnesia, by drawing water into the gut, help to
dilute the concentration of the drug in the bowel and hasten its elimination.
In severe cases of overdosage, it is essential to monitor both the heart (by
electrocardiography) and plasma electrolytes and to give intravenous potassium as
indicated by these continuous controls.- Vasopressors may be used to treat
hypotension, and excessive CNS stimulation may be counteracted with parenteral
diazepam. Stimulants should not be used.
DOSAGE AND ADMINISTRATION: DOSAGE SHOULD BE INDIVIDUALIZED
ACCORDING TO THE NEEDS AND THE RESPONSE OF THE PATIENT.
Usual Dose: Aduits and children 12 years and older — 1 tablet 3 or 4 times a day.
Children 6 to 12 years — 1/2 tablet 3 or 4 times a day. For children under 6 years,
Triprolidine and Pseudoephedrine Syrup should bé used for greater ease and
flexibility in administering doses smaller than 1/2 tablet.
HOW SUPPLIED: Tablets — round, white, scored, in bottles of 100, 250, and 1000.
Store at controlled room temperature 15-30°C (59-86°F). Protect from moisture.
CAUTION: Federal law prohibits dispensing without prescription.
Rev. 85-18 C85/1
1120
Manufactured By
Cord Laboratories, Inc.

Broomfield, CO 80020 .
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Each tablet contains:
Triprolidine HC!.,
usep 2.5mg.
Pseudoephedrine HCI.,
uspP 60mg.

Dosage and Administration:
Consult accompanying pro-
fessional literature.

Rev. 85-1B C85/3
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Each tablet contains:
Triprolidine HCH.,

usp 2.5mg.
Pseudoephedrine HCI.,

USP 60mg.
Dosage and Administration:
Consult accompanying pro-
fessional literature.

Rev. 85-1B Cc85/3

Broomfield, CO 80020
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Each tablet contains:

Triprolidine HCI., USP 2.5mg.
Pseudoephedrine HCI., USP 60mg.
Dosage and Administration: Consuit
accompanying professional literature.
Rev. 85-1B C85/3
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REVIEW OF PROFESSIONAL LABELING

ANDA - DRAFT

DATE OF REVIEW: 12-30-83
: NAME OF FIRM: Cord Labs.

ANDA #: 88-602 .
NAME OF DRUG: Trade: Corphed
Generic: Triprolidine HC1 and Pseudoephedrine HCI
DATE OF SUBMISSION: (recfd) 12-8-83
COMMENTS: )
Container: Not satisfactory (100s, 250s, 1000s)

Center panel: Note quantitative information as required by 21 CFR
201.10(h) (1).

Left panel: D & A must not be different from insert labeling.

Insert: Not satisfactory

a)  DOSAGE AND ADMINISTRATION: (add) For children under § years,
Triprolidine and Pseudoephedrine Syrup should be used for
greater ease and flexibility in administering doses smaller than
1/2 tablet.

b)  HOW SUPPLIED: (add) imprinting or debossing) (if any).

c) Add: Month-Year of revision.

RECOMMENDATIONS:

1. Revise labels and labeling, then prepare and submit FPL.

cc:
dup
KTJ/c1/1-4-84



REVIEW OF PROFESSIONAL LABELING

ORIGINAL AMENDMENT - FPL

DATE OF REVIEW: 8-31-84
ANDA #: 88-602 NAME OF FIRM: Cord Laboratories, Inc.

NAME OF DRUG: Trade: Corphed )
Generic: Triprolidine and Pseudoephedrine Hydrochlorides Tablets

DATE OF SUBMISSION: 8-27-84

Container: Not Satisfactory :
1. We believe that the expression for the established name for
this combination product is not correct as presented. The
established name is: Triprolidine and Pseudoephedrine
Hydrochlorides Tablets, USP.

Quantitative information should not be a part of the
established name, and should be presented on the main panel
if there is room, otherwise it may appear on the side panel.
Insert: Not Satisfactory
Must be revised to follow our Guideline which provides updated
information. The established name is now: ‘Triprolidine and
Pseudoephedrine Hydrochlorides Tablets, USP.
RECOMMENDATIONS:
1. Inform firm of the above comments.
2. Send current labeling guideline.

3. Request that they revise labels and 1abe]ing as recommended, then prepare

and submit FPL.
N e
HM\! N

Kent T. Johnson

cc: Dup.
Kdohnson/mk/8/31/84
5194A
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10.

12.

13.

15.

16.
17.

18.

19.

CHEMIST'S REVIEW NDA 88-602

NAME AND ADDRESS OF APPLICANT
Cord Laboratories

2555 W. Midway Boulevard
Broomfield, CO 80020

AF NUMBER 5.  SUPPLEMENT(s)

DEST #11935

NAME OF DRUG 7. NONPROPRIETARY NAME

Corphed Pseudoephedrine HCT1, 60 mg and

Triprolidine HC1, 25 mg
SUPPLEMENT(s) PROVIDE(s) FOR:

AMENDMENTS AND OTHER DATES:

PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Antihistamine/decongestant RX

RELATED IND/NDA/DMF(s)
DMF 2476 - Cord Type I DMF - General facilities and mfg. and controls

information.
DMF (b) (4)
DOSAGE FORM(s) 14. POTENCY
Tablet See (7)

CHEMICAL NAME AND STRUCTURE
Chemical Names and Structures in insert are satisfactory.

RECORDS AND REPORTS

COMMENTS

a) ‘mﬁmgﬁt submit proper DMF reference (DMF
to . '

b) Must submit a batch formula and batch instructions.

c) Stability Protocol, Data and Commitment need revision.

d) Methods validation must be performed.

e) Labeling must be revised.

@ does not belong

CONCLUSIONS AND RECOMMENDATIONS
Not Approvable

REVIEWER: DATE COMPLETED:
Kenneth Furnquqz - Feb. 27, 1984
oy Uiasd 5 D sfefse

Following this page, 4 pages withheld in full (b)(4)-CCI/TS



NDA 88-602 CHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

NAME AND ADDRESS OF APPLICANT:
Cord Laboratories
Broomfield, Colorado

- PURPOSE OF AMENDMENT/SUPPLEMENT
Methods Validation

DATE(S) OF SUBMISSION(S)
0-ANDA 11/1/83
R-0 ANDA 3/26/84

PHARMACOLOGICAL CATEGORY NAME OF DRUG
Antihistamine/Decongestant Pseudoephedrine HC1, 60 mg
Triprolidine HC1, 25 mg

HOW DISPENSED
RX

DOSAGE FORM
Tablet

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
Methods Validation Information submitted. Not required, since a
monograph for the drug product was published in USP XX, Supplement 5.

REMARKS AND CONCLUSION
Response to Points 1, 2, 3, 4, and 6 of our Not Approvable letter of

3/7/84 have not been received.

Not Approvable

Kenneth, J urq&ranz

X

ég?// "
(lﬁgQ:&D/1%3;§gi;;;i%/géy7?l Ead €?$>



CHEMIST'S REVIEW NDA 88-602

3. NAME AND ADDRESS OF APPLICANT
Cord Laboratories
Broomfield, Colorado

4. AF NUMBER
DESI

7. NONPROPRIETARY NAME
Triprolidine HCI, 2.5 mg, and Pseudoephedrine HCl, 60 mg

9. AMENDMENTS AND OTHER DATES:
~ ANDA Original Amendment Resubmission 3/26/84
ANDA Original Amendment Resubmission 8/27/84

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED
Tntihistamine/Decongestant RX

13. DOSAGE FORM(s)
Tablet

15. CHEMICAL NAME AND STRUCTURE
Satistactory

17. COMMENTS
Labeling must be revised
BIO review is acceptable. Firm has incorporated dissolution testing into
the finished product and stability protocols.

19. REVIEWER: DATE COMPLETED:

> Poe 10517
W}%}%/ 2[cof g

Following this page, 1 page withheld in full (b)(4)-CCI/TS



CHEMIST'S REVIEW PAGE 3 -

28.

29.

30.
31.
32.
33.

LABORATORY CONTROLS (IN-PROCESS AND FINISHED DOSAGE FORM)

satisfactory. Finished Product Controls are as per recently included USP
XX Monograph.

STABILITY

Protocol: Satisfactory
Commitment: Satisfactory
Data: Supports a tentative 2 year expiration date

CONTROL NUMBERS Satisfactory

SAMPLES AND RESULTS -Not necessary: USP Monograph Drug

LABELING See Kent Johnson's label review dated 8/31/84.

ESTABLISHMENT INSPECTION

Satisfactory - See Establishment Evaluation Report in ANDA.



NDA 88-602  CHEMIST'S REVIEW FOR ANDA OR SUPPLEMENT

NAME AND ADDRESS OF APPLICANT:
Cord Laboratories, Inc.
Broomfield, Colorado 80020

PURPOSE OF AMENDMENT/SUPPLEMENT
FPL

DATE(S) OF SUBMISSION(S)
0-ANDA  3/7/84
R-0-ANDA 3/29/85

PHARMACOLOGICAL CATEGORY NAME OF DRUG HOW DISPENSED
Antihistamine/ Corphed RX
Decongestant
DOSAGE FORM POTENCY
Tablets Triprolidine HC1 2.5 mg

Pseudoephedrine HC1 60 mg

LABELING
~Labels and labeling satisfactory as per T. Poux 4/8/85.

BIOLOGIC AVAILABILITY
BIO is acceptable (see 3/2/84 review)

ESTABLISHMENT INSPECTION Satisfactory
See EIR dated 12/8/83 Approved nds manufacturers are:
B - Pseudoephedrine HC1
®®@ - Pseudoephedrine HC1
©®@ _ Triprolidine HC1 manufacturer

COMPONENTS, COMPOSITION, MANUFACTURING, CONTROLS
Batch formula for @ tabTets 1s satisfactory (See attached batch
formula).

PACKAGING
100, 250, and 1000 tablet package sizes approved (see 3/7/84 review)

STABILITY
PROTOCOL: Satisfactory
EXP.DATE: Tentative 2 year expiration date.

REMARKS AND CONCLUSION
Approve

Kenneth J. Furnkranz

1: iﬁ?S/

7% C
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“JAN 12 1984

Pseudoephedrine HC1l, 60 mg and Cord Laboratories

Triprolidine HCl, 2.5 mg Broomfield, Colorado
[ Corphed Tablets ] Submission Dated:
ANDA 88-602 November 1, 1983
Reviewer: T.E. Mary Ong-Chen Document No.: Wang # 3025e

Wang #3025e

REVIEW OF DISSOLUTION & STABILITY TEST DATA

The firm has submitted dissolution test results and dissolution
specification in support of bioavailability/biocequivalence requirement
for its combination product containing pseudoephedrine hydrochloride,

1.

60 mg and triprolidine hydrochloride, 2.5 mg.

COMMENT :

The firm has conducted dissolution testing of its Corphed tablets
according to the proposed USP specification that is described in
the Nov.-Dec., 1982 issue of Pharmacopeial Forum. A summary of
test results is as follow:

Corphed Tablets (Cord)
Pseudoephedrine HCl Triprolidine HCl

Mean (%) 111 93
RSD (%) 2.4 5.3
Range (%) © @ (b) (4)

In the stability testing of the combination drug product, the firm
failed to submit individual tablet data. The firm should be
advised that, in future submissions of dissolution & stability test
results, all raw data as well as summary data (i.e., to include
mean, range, coefficient of variation) should be included.

RECOMMENDATION:

1.

The dissolution testing conducted by Cord Laboratories, Inc. on its

Corphed Tablets (pseudoephedrine hydrochloride, 60 mg and

triprolidine hydrochloride, 2.5 mg) is acceptable. In the future,
for product approval, the firm is required to submit comparative
dissolution data (i.e., to use ActifedR tablets as the reference
drug: pseudoephedrine HCl, 60 mg and triprolidine HC1l, 2.5 mg) .

The dissolution specification and testing should be incorporated
into firm's manufacturing controls and stability program. Testing
should be conducted in 900 ml of deaerated water at 370C using

USP XX Apparatus 2 at 50 rpm. The test product should meet the
following specification: Not less than 75% of the labeled amount of
each of the active components in dosage forms is dissolved in

45 minutes.



3. From the biopharmaceutics point of view, the application is incomplete.

The above recommendations and comment #2 should be conveyed to the firm.

s,

lung Z’“ﬂl by CL  t/1o]3y

T.E. Mary Ong Chen, Biochemist

INITIALED BY CMISE @W <QQ

cc: ANDA 88-602 Orig., HFN-530 (4), Review File, Drug File, Chron File,
Division File, HFN-522 (Chen, Ise-2), HFN-503 (Hare)

TEOCHEN/dea/3025e



Table I
Stability Profiles of the Combined Test Product (Batch # 83-023)

LABELED AMOUNT DISSOLVED IN 45 MINUTES

ENVIRONMENTAL Mean % (Range)
STORAGE CONDITION

(Period, Temp;, Humidity) Pseudoephedrine HCl Triprolidine HCl
Initial 105 o 99 i
4 wks @ 37°C 104 102
4 wks @ 45°C 106 99
4 wks, 37°C, 75% R.H. 103 99
12 wks @ 37°C 108 99
12 wks @ 45°C 108 96
12 wks, 37°C, 75% R.H. 109 96
Retainer Samples 112 93

* USP XX Paddle, 50 rpm; 900 ml H,0, 37°C; HPLC assay; n= ? tablets;
Q@ = NLT 75%/45' (triprolidine HCl & pseudoephedrine HC1)



FEB 29 1984

Pseudoephedrine Hydrochloride, 60 mg with Cord Laboratories

Triprolidine Hydrochloride, 2.5mg Broomfield, Colorado
[ Corphed Tablet ] ' Submission Dated:
ANDA 88-602 February 9, 1983
Reviewer: T.E. Mary Ong-Chen Document No.: Wang # 3216e

REVIEW OF COMPARATIVE DISSOLUTION DATA

As advised by the Division of Biopharmaceutics, the firm provided individual
tablet data in the comparative dlssolutlon study of the combination test
(Corphed) and reference (B-W's Actifed®) drug products. The summary of
dissolution results for each of the two active drug components of the
combination tablet products are outlined below.

LABELED AMOUNT DISSOLVED IN 45 MINUTES®
Mean % (Range) C.V.,%

Cord's Corphed Tablets B-W's ActifedR Tablets

COMPONENT (Lot # 83-023) (Lot # 1G2292)
Pseudoephedrine.HC1 111 09 5 96 09 ¢
Triprolidone.HC1 93 5 83 9

* USP Paddle, 50 rpm; 0.9L Deaerated Ho0; n= 12 tablets; Q@ = NLT 75%/45'

COMMENT ‘

1. The firm has commlttea in this submission to incorporate the dissolution
testing of the test combination tablet product into the quality control
and stability testlng programs

RECOMMENDATION:

1. The dlssolutlon testing conducted by Cord Laboratories on its CorphedR
test tablet product (Lot #83- 023) is acceptable.

2. The dissolution testing should-be incorporated into firm's manufacturing
controls and stability program. Testing should be conducted in 900 ml
of deaerated water at 379C, using USP XX apparatus 2 (paddle) at
50 rpm. The test product should meet the specifications in that not
less than 75% of the labeled amount of each of the active drug
ingredients in the dosage form is dissolved in 45 minutes.

3. From the biopharmaceutics point of view, the application is approvable.
Idnnj éw~1' él’ﬁf ct. ~‘7L>9qﬁ??‘

‘:ggla\\\sN»T .E. Mary Ong Chen, Biochemist
INITIALED BY CMISE @ W

cc: ANDA 88-602 Orig., HFN-530 (4), HFN-522 (Chen, Ise-2), HFN-503 (Hare),
Review File, Drug File, Chron File, Division File

TEQCHEN/02/22/84(3216e)



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:
ANDA 088602

ADMINISTRATIVE and CORRESPONDENCE
DOCUMENTS
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for administrative determination, al]
issues relating to the legal status of 8
drug product named above and of all
identical, related or similar drug
products.

An applicant or any other person
subject to this notice under 21 CFR 310.8

who decides 1o geek a hearing shall file -

(1) on or before June 24, 1882, a written
notice of appearance and request for
hearing, and (2) on or before July 25,
1882, the data, Information, and
enalyses relied on to justify a hearing,
as specified in 21 CFR 314200, Any
other interested Person may also submit
comments on this notice, The
procedures and requirements governing
this notice of oppartunity for hearing, a
notice of appearance and request for
hearing, a submission of data, *
" Information, and analyses to justify a
hearing, other comments, and a grant or
denia] of hearing, are contained in 21
CFR 314.200.

The failure of the applicant or any

other person subject to this notice under

21 CFR 310.6 to file timely written notice
of appearance and request for hearing
as required by 21 CFR 314200
constitutes an election by the persan not
to make use of the opportunity for a
hearing concerning the action proposed
with respect to the product and
constitutes a waiver of any contentions
concerning the legal statys of any such
drug product. Any such drug product. -
may not thereafter lawfully be ’
marketed, and the Food and
Administration wil) tnitiate appropriate
regulatory action to remove such
products from the market, Any new drug
product marketed withoyt an approved
NDA is subject to regulatory action at
any time.

A request for a hearing may not rest
upon mere allegations for denials, but
must set forth specific facts showing
that there is a genuine and substantial
issue of fact that requires a hearing. If it
conclusively appears from the face of
the data, information, and factus)
analyses in the request for hearing that
there is no genuine and substantial issue
of fact which precludes the withdrawaj
of approval of the application, or when a
request for hearing is not made in the
required format or with the required
analyses, the Commissioner of Food and
Drugs will enter summary judgment
against the person(s} who requests the
hearing, making findings and
conclusions, and denying a hearing.

All submissions pursuant to thig
notice shall be filed in foyr copies. Such
submissions except for data ang
information prohibited from public
disclosure under 21 US.C, 331(j) or 18
U.S.C. 1905, may be seen in the Dockets

Management Branch between 9 a.m. and
4 p.m.. Monday through Friday.

{Federal Foad, Drug. and Cosmetic Act {sec.
505, 52 Stat. 1052-1053, as amended (21 US.C.
355)), and under the authority delegated to
the Director of the Bureau of Drugs (21 CFR
5.82))

Dated: April 30, 1982,
J. Richard Crout,
Director, Bureau of Drugs.
fFR Doc. 8314147 Flled $-24-42 845 am]
PULING COOE 4108-01-u

[Docket Na. 82N-0095; DES! €514 and
11935)

Drugs for Human Use; Drug Efficacy
Study Implementation; Revocation of
Exemption for Two Oral Prescription

Drugs Otfered for Rellef of Symptoms

of Cough, Cold, or Aliergy (“Paragraph

’ XIV/Category 157); Followup Notice

and Opportuntty tor Hearing

AGENCY: Food and Drug Administration.
ACTION: Notice.

SUMMARY: The Food and
Adminigtration (FDA) revokes the

" temporary exemption for two oral

prescription drug prodycts offered for
relief of symptoma of cough, cald, or
allergy. The exemption has permitted
the products to remain on the market
beyond the time limit scheduled for
implemestatin of the Drug Efficacy

Study. FDA reclassifies the products to

lacking substantia] evidence of

effectiveness, proposes to withdraw -
approval of the new drug applications,

and offers an opportunity for a hearing

on the propogal.

DATES: Revocation of exemption

effective May 25, 1982, Hearing requests

due on or before June 24, 1832,

ADDRESSES: Communications in

response to this notice should be

identified with Docket No. 82N-00gs,
directed to the attention of the - ‘
appropriate office named below, and
addressed to the Food and Drug

Administration, 5600 Fisfiers Lage, -

Rockville, MD 20857,

Requests for opinion of the applicability
of this notice to a specific product;
Division of Drug Labeling Compliance

10), Bureau of Drugs.

Requests for the report of the National
Academy of Sciences-Nationa)
Research Council: Public Records and
Document Center (HFI-335), Rm. 12A-
12. .

Requests for hearing, supporting data,
and other comments: Dockets

Management Branch {HFA-305), Rm.
4-82.

Other communications regarding this
notice: Drug Efficacy Study

s

Implementation Project Manager
). Bureau of Drugs.
FOR FURTHER INFORMATION CONTACT:
David T. Read, Buresu of Drugs (HFD-
32}, Food and Drug Administration, 5600

SUPPLEMENTARY INFORMATION: In
notices published in the Federa] Register
(DESI 6514, February 9, 1973 (38 FR
4006}, formerly Docket No. FDC-D-537,
and DESI 11935, July 27, 1972 (37 FR
15022)). FDA classified the drug
products described below as less than
effective for their labeled indications.
The 1973 notice also offered an
Opportunity for a hearing on a proposal
to withdraw approval of the new drug
applications (NDA's). : .

Subsequently, in a notice published in
the Federal Register of December 14,
1873 (38 FR 34481), FDA granted g
temporary exemption from the time
limits established for completing certain
phases of the drug efficacy study (DES])
program, for certain oral prescription
drugs offered for relief of cough, cold,
allergy, and related symptons. That
exemption covered the drugs that are
the subject of this notice and superseded
the earlier February 1973 notice. The
exemption was granted becauge of the
close relationship between drugs sold
over the counter (OTC)—~and thus
subject to the angoing OTC drug review
{21 CFR Part 330}—and prescription
drugs offered for relief of cough, cold,
allergies, and related symptoms.
Postponement of finaj evaluations on
the DESI prescription products enabled
the agency to consider the
recommendations of the OTC
review panel in addition to any
evidence submitted by NDA holders in
response to various DES] notices
covering relevant products. Those
recommendations and a proposed
monograph for over-the-counter cold,
cough, allergy, bronchod:!ator, and
antiasthmatic (CCABA) drugs were
published in the Federal Register of
September 8, 1976 (41 FR 38312).

This notice revokes the temporary
exemption announced in the Federal
Register of December 14, 1973. It also
proposes to withdraw approval of the
new drug applications listed below and
offers an opportunity for hearing on the
proposal. Persons who wish to request a
hearing may do 80 on or before June 24,

882.

1. NDA 9-319: Ambeny! Expectorant
containing codeine sulfate,
bromodiphenhydramine hydrochloride,
diphenhydramine hydrachloride, '
ammonium chloride, potassium

guaiacolsulfonate, and menthol; Marion
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Laboratories, Inc., Pharmaceutical
Division. Marion Industrial Park, 10238
Bunker Ridge Rd., Kansas City, MO
84137, (DESI 8514). NDA was previously
owned by Parke-Davis, Division of
Wamer-Lambert Co.

2. NDA 5-814: As it pertains to
Pyribenzamine and Ephedrine Tablets
containing tripelennamine hydrochloride
and 12 mg ephedrine sulfate; Ciba
Pharmaceuticals Co., 556 Morris Ave.,
Summit, NJ 07901 (DESI 11835).

The OTC drug review panel for
CCABA drugs reached the following
conclusions which are relevant to
Ambenyl Expectorant: :

1. There is no evidence to support the
effectiveness of ammonium chloride as
an expectorant. (41 FR 38358)

2. There are no well-controiled studies
documenting the effectiveness of
potassium guaiacolsulfonate as an -
expectorant. (41 FR 38367)

3. Combinations containing an
antihistamine and an expectorant are
irrational because an expectorant
promotes the production of secretions
whereas the anticholinergic activity of
an antihistamine produces an opposite
effect. (41 FR 38325 at paragraph
ILC8.e.(3)).

4. The combination of pharmacologic
groups represented by the product was
not found to be a safe and effective
combination. {41 FR 38328 at paragraph
0.cs.) ‘

The OTC drug review panel for
CCABA also reached the following
conclusion which is relevant to
Pyribenzamine and Ephedrine Tablets,
which contains 12 mg ephedrine sulfate:
No conclusive data were found to
support claims of effectiveness of
ephedrine sulfate for doses of 8 to 12 mg.
{41 FR 38408).

No person has submitted additional
data on the drugs listed above. The
Director of the Bureau of Drugs
concludes that the bolder of the NDA
has not shown. for each of the products
listed above, that each component
makes a contribution to the claimed
effects and that the dosage of each
component is such that the combination
is safe and effective for a significant
patient population. 21 CFR 300.50.
Therefore each of the products is
reclassified 10 lacking substantial
evidence of effectiveness.

In addition to the holders of the new
drug applications specifically named
above, this notice applies to any person
who manufactures or distributes a drug
product that is not the subject of an
approved new drug application and that
is identical, related. or similar to a drug
product named above, as defined in 21
CFR 310.6. (This notice does not apply to
OTC drugs. 21 CFR 310.6(f). It is the

responsibility of every drug
manufacturer or distributor to review
this notice to determine whether it
covers any drug product that the person
manufactures or distributes. Any person
may request an opinion of the
applicability of this notice to a specific
drug product by writing to the Division
of Drug Labeling Compliance (address
given above).

On the basis of all the data and
information available to him, the
Director of the Bureau of Drugs is
unaware of any adequate and well-
controlled clinical investigation,
conducted by experts who are qualified
by scientific training and experience,
that meets the requirements of section
505 of the Federal Food., Drug, and
Cosmetic Act {21 U.S.C. 355) and 21 CFR
314.111(a)(5) and 300.50, and
demonstrates the effectiveness of the
drug products referred to in this notice.

Notice is given to the holders of the
new drug applications, and to all other
interested persons, that the Director of
the Bureau of Drugs proposes to issue an
order under section 505(e) of the Federal
Food, Drug. and Cosmetic Act (21 U.S.C.
355(e)). withdrawing approval of the
new drug applications and al!
amendments and supplements thereto
providing for the dryg products referred
to in this notice on the ground that new
information before him with respect to
the drug products. evaluated together
with the evidence available to him when
the applications were approved. shows
there is a lack of substantial evidence
that the drug products will have any of
the effects they purport or are
represented to bave under the
conditions of use prescribed.
recomumended, or suggested in the
labeling.

‘This notice of opportunity for hearing
encompasses all issues relating to the
legal status of the drug products subject
to it (including identical. related, or
similar drug products as defined in'21
CFR 310.8), e.g.. any contention that any
such product is not a new drug because
it is generally recognized as safe and
effective within the meaning of section
201{p) of the act of because it is exempt
from part or all of the new drug
provisions of the act under'the
exemption for products marketed before
June 25, 1938, in section 201(p) cf the act,
or under section 107(c]} of the Drug
Amendments of 1862, or for any other
reasorn.

In accordance with section 505 of the
act (21 U.S.C. 355) and the regulations
promulgated under it {21 CFR Parts 310,
314), the applicants and all other
persons who manufacture or distribute a
drug product that is identical, related. or
similar to a drug product named above

{21 CFR 310.6) and not the subject of a
new drug application, are hereby given

" an opportunity for a hearing to show

why approval of the new drug
applications should not be withdrawn
and an opportunity to raise, for
administrative determination. all issues
relating to the tegal status of a drug ,
product named above and all identical,
related. or similar drug products not the
subject of a new drug application. .

Any applicant or other person subject
to this notice under 21 CFR 310.6 who
decides to seek a hearing shall file (1) on
or before June 24, 1982, a written notice
of appearance and request for hearing,
and {2} on or before july 28, 1882, the
data, information. and analyses relied
on to justify a hearing, as specified in 21
CFR 314.200. Any other interested
person may also submit comments on
this proposal 1o withdraw approval. The
procedures and requirements governing
this notice of opportunity for hearing. a
potice of appearance and request for
hearing, a submission of data,
information. and analyses to justify a
hearing. other comments, and a grant or
denial of hearing, are contained in 21
CFR 314.200.

The failure of the applicants or any
other person subject to this notice under
21 CFR 310.8 to file a timely written
notice of appearance and request for
hearing as required by 21 CFR 314.200
constitutes an election by the person not
to make use of the opportunity for a
bearing concerning the action proposed.
and a waiver of any contentions
concerning the legal status of the
relevant drug product. Any such drug
product may not thereafter lawfully be
marketed, and the Foad and Drug
Administration will initiate appropriate
regulatory action to remove such drug
product from the market. Any new drug
product marketed without an approved
NDA is subject to regulatory action at
any time,

A request for a hearing may not rest
upon mere allegations or denials, but
must present specific facts showing that
there is a genuine and substantial issue
of fact that requires & hearing. It if
conclusively appears fram the face of
the data. information. and factual
analyses in the request for hearing that
there is no genuine and substantial issue
of fact which precludes the withdrawal
of approval of the application. or when a
request for hearing is not made in the
required format or with the required
analyses, the Commissioner of Food and
Drugs will enter summary judgment
against the person{s) who requests the
bearing. making findings and
conclusions, and denying a hearing.
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All submissions pursnant to this
notice are to be filed in four copies.
Except for data and information
prohibited from pubic disclosure under
21 U.S.C. 331(j} or 18 U.S.C. 1905, the
submissions may be seen in the Dockets
Management Branch between 8 a.m. and
4 p.m.. Monday throngh Friday.

{Federal Food. Drug. and Cosmetic Azt (secs.
502, 505, 52 Stat. 1050-1053 as amended (22
U.S.C. 352 355)) and under the authority
delegated to the Directar of the Bureau of

- Drugs [21 CFR 5.70 and 5.82))

Dated April 22, 1982

J- Richard Crout,

Director, Bureou of Drugs.

{FR Doc. £2-14144 Fiied b3~ £44 am|
BULNG COOE 4160-0%-48

{Docket No. 81N-0391; DES! 6514)

Drugs for Human Use; Drug Etficacy
Study tmpiementation; Revocation of
Exemption for Certain Oral
Prescription Drugs Otffered for Rellef
of Symptoms of Cough, Cold, or
Allergy (“Paragraph XilvV/Category
15™); Foliowup Notice and Opportunity
for Hearing.

AGENCY: Food and Drug Administration.
ACTION: Notice.

SUMMARY: The Food and
Administration (FDA) revokes the
temporary exemption' for three gral
prescription drug products offered for
relief of symptoms of.cough. cold. or
allergy. The exemption has permitted
the products to remain on the market
beyond the time limit scheduled for
implementation of Drug Efficacy Study.

FDA reclassifies the products to lacking -

substantial evcidenca of effectiveness,
propases to withdraw approval of the
new drug applications, and offers an
oppartunity for a hearing on the
proposal. These products are labeled as
antitussives.

DATE: Revocation of exemption effective -

May 25, 1982. Hearing requests due on

the before June 24, 1882

ADORESSES: Communications in

response to this notice should be

identified with Docket No. 81N-0391,
directed to the attention of the
appropriate office named below, and
addressed to the Food and Drug

Administration. 5600 Fishers Lane.

Rockville, MD 20857.

Requests for opinion of the applicability
of this notice to a specific product:
Division of Drug Labeling Compliance
{HFD-310). Bureau of Drugs.

Other communications regarding this
notice: Drug Efficacy Study
Implementation Project Manager
{HFD-501), Bureau of Drugs.

- Requests for the report of the National

Academy fo Sciences-National .

* Research Council: Public Records and
Document Center (HFI-35), Rm. 12A-
12

Requests for bearing, supporting data,
and other comments: Dockets
Management Branch (HFA-305), Rm.
4-82. )

FOR FURTHER INFORMATION CONTACT:
David T. Read, Bureau of Drugs (HFD-
82), Food and Drug Administration, 5600
Fisher Lane, Rockville, MD 20857, 301
443-3650.

SUPPLEMENTARY INFORMATION: In a
notice (formerly Docket No. FDC-D-537)
published in the Federal Register of
February 8. 1873 (38 FR 4005), FDA
claasified the drug products described
below as lacking substantial evidence of
effectiveness for their labeled
indications. The notice also offered an
opportunity for a hearing on the
proposal to withdraw approval of the
new drug application (NDA) for each
product.

Subsegquently, in a notice published in
the Federal Register of December 14,
1973 (38 FR 34481). FDA granted a
temporary exemption from the time
limits established for completing certain
Phases of the drug efficacy study (DESI)
program. for certain oral prescription
drugs offered for relief of cough, coid.
allergy, and related symptoms. That
exemption covered the drugs that are
the subject of this notice and superseded
the February 1973 notice. The exemption
was granted because of the close
relationship between drugs sold over the
counter (OTC)—and thus subject to the
ongoing GTC drug review {21 CFR Part
330}——and prescription drugs offered for
relief of cough. cold, allergies. and
related symptoms. Postponement of final
evaluations on the DES] prescription
products enabled the agency to consider
the recommendations of the OTC review
pane! in addition to any evidence
submitted by NDA holders in respanse
to various DESI notice covering relevant
products. Those recommefidations and &
proposed monograph for over-the-
counter cold, cough, allergy,
bronchodilator. and antiasthmatic
{CCABA) drugs were published in the
Federal Register of September 9, 1876
{41 FR 38312).

The OTC reached the following
conclusions which are relevant to Omnj-
Tuss Suspension:

1. Combinations containing an
antihistamine and an expectorant are
irrational because an expecto-ant
promotes the production of secretions
whereas the anticholinergic activity of
an antihistamine produces an opposite
effect. (41 FR 38326 at paragraph

I1.C.8.e.(3)). Omni-Tuss Suspension
contains the antihistamines .
phenyitoloxamine and chiorpheniramine
maleate, and the expectorant guaiacol
carbonate.

2 The cambination of an ,
-antihistamine, an expectorant. an
antitussive, and a bronchodilator was
not found to be a safe and effective
combination. {41 FR 38328 at paragraph
0.csl. :

No person has submitted additional
data on the three drugs listed below.
The Director of the Bureau of Drugs
concludes that the holder of the new
drug applications has not shown, for
each of the products listed below, that
each component makes a contribution to
the claimed effects and that the dosage
of each component is such that the
combination is safe and effective for a
significant patient population 21 CFR
300.50. Therefare each of the products is
reclassified to lacking substantial
evidence of effectiveness.

This notice revokes the temporary
exemption announced in the Federal
Register of December 14. 1973. It also
proposes to withdraw approval of the
new drug applications listed below, and
offers an opportunity {or hearing on the
proposal. Persons who wish to request s
hearing may do so on or before June 24.
1682,

1. NDA 10-788: Tussionex Tablets and
Suspension. each containing
dibydrocodeinone and
phenyltoloxamine dihydrogen sulfate
[both as cation exchange resin
complexes of sulfonated polystyrene};
Pennwalt Corporation, Pharmaceutical
Division, 755 jefferson Rd., Rochester.
NY 14623,

2. NDA 12-888: Omni-Tuss
Suspension, containing codeine sulfate.
phenyltoloxamine dihydrogen sulfate.
chlorpheniramine maleate, ephedrine
sulfate (all as cation exchange resin
complexes of sulfonated polystyrene),
and guaiacol carbonate: Pennwalt Corp.

In addition to the holder of the new
drug applications specifically named
above, this notice applies to any person
who manufactures or distributes a drug
product that is not the subject of an
approved new drug application and that
is identical, related. or similar to a drug
product named above, as defined in 21
CFR 310.6. {This notice does not apply to
OTC drugs. 21 CFR 310.6(f).} It is the
responsibility of every drug
manufacturer or distributor 1o review
this notice to determine whether it
covers any drug product that the person
manufactures or distributes. Any person
may request an opinion of the
applicability of this notice to a specific
drug product by writing to the Division
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ACTION: Notice.

SUMMARY: The Food and Drug
Admipistration {FDA) is announcing the
following consumer exchange meeting:
Philadelphia District Office. chaired by
the Philacelphia District Director.
paTe Thursday, November 4. 1982, 1
p.m.
ADDRESS: Federsi Bldg- Rm. 3207, 844
King St.. Wilmington. DE.
FOR FURTHER INFORMATION CONTACT:
Theresa A. Young. Consumer Affairs
Technician, Food and Drug
Administration. 2d & Chestnut Sta.,
Philadelplia. PA 19108, 215-587-0837.
SUPPLEMENTARY WRORMATION: The”
purpose of this meeting is to encourage
dialogue between-consumers and FDA
officials. to identify and set priorities for .
current and futore health concerns. to
enhance understanding and exchange
information between local consumers
and FDA's District Offices. and to
contributs to the agency's policymaking
decisions on vital issues.

Datad: October 18. 1962
Willism F. Randolph,
Acting Associate Commissianer for
Reguiatory Affairs.
(FR Doc. S8=20017 Pisd 10~10-4X 1132 am}
MLLING OODE 4%Wbri-it

{Docket No. 828-8311; DESI Na. 119343
Drugs for Human Uess:; Drug Etficacy
Study impiementation; Revocsation ot
Exemption for Cartain Effective Oral
Prescription.Drugs Offered tar Reidiet
of Symptoms of Cough, Coid, or
Allergy (“Paragraph XIV/Category
15™}; Followup Notice and Opportunity
tor Hearing

agEwcY: Food and Drug Admimistration:
(FDA), HHS.

AcTIoN: Notice.

symManry: FDA revokes the tsmporary
exemption for Actifed Syrup and
Tablets: two drug products offered for
relief of symptoms of cough. cold. or
uilergy. The exemption has permittad
the proctucts to remain on the market -
neyond the time limit scheduled for
implementatian of the Drug Efficacy
Study. FDA announces the conditions
for marketing these products for the
indication for which thev are now
regarded as efiective and offers an
opportunity for a hearing concerning
indications reclassified to lacking
substantial evidence of efiectiveness.
DATES: Revocation of exemption
effective October 22, 1982. Hearing
requests due on or before November 22,
1982; supplements to approved new drug
applicatians and data in-support of

hearing requests due on or before

_Decexnber 21,1882

Apowressges: Communications in
response to this notice should be
identified with Docket No: 82N~0311,
directed to the attention-of the
appropriate office named below, and
addressed to the Food and Drug
Administration. 5800 Fishers Lane.
Rockville, MD 20857.

Suppiements to full new drug
applications (identify with NDA
number): Division of Surgical-Dental
Drug Products (HFN-160), Rrs. 188-08,
National Center for Drugs and Biologics.

Original abbreviated new drug
applications and supplements thereto

- {identify.as such}): Division of Generic

Drug Monographs (HFN-830), National
Center for Drugs and Biologica.

Requests for opinion of the
applicability of this notica to a specific
product Division of Drug Labeling
Compliance (HFN-310]. National cemter
for Drugs and Biologics.

Requests for the report of the National
Academy of Sciences-National Research

Coungil: Public Records apd Documant
Center (HF1-33)..Rm. 12A-12

Request for hearing. supporting data.
and other commants: Dockets
Management Branch (HFA-30S], R 4-
[ v

Other commumications regarding this

- notice: Drug Efficacy Study

Implementation Project Manager (HEN-
501}, National Center far Druga and
Biologica. Y
POR PURTHER INFORMATION COXTACT.
David T. Rend. National Center {ar
Drugs and Biologics {HFN-8). Food and
Drug Administration. 5800 Fishers Lane,
Rockville. MDD 20857, 301-443-3850.
SUPSLEMENTARY WFORMATION: LT 8
notica published in the Federal Register
of July 27. 1872 (37 FR 15022). FDA
classified Actifed Syrup and Tablets as
less than effective for their iabeled
indications (probably efiective. possibly
effective. and lacking substantial
evidencs of effectiveness). - -

. Subsequently. in a notice published in
the Federal Ragister of December 14,
1873 (38 FR 34481}, FDA granted.a
temporary exemption from the time
limits established for completing certam
phases of the drug efficacy study (DESI)
program, for certain oral prescription
drugs offered for relief of cough. coid.
allergy. and related symptoms. Thet
exemption covered Actifed Syrup and
Tablets and superseded the notice
published earlier. The exemption was
granted because of the close

relationship between drugs sold over the

counter (OTC)— and thus subject to the
ongoing OTC drug review (21 CrR Part
330)}—and prescription-drugs offered for

e

relief of cough. cold. aliergies, and
related symptoms. Postponement of firral
evaluations on the DESI prescription
products enabled the agency to consider
the recommendations of the OTC drug
review panel in addition to any
evidence submitted by NDA holders in
response to various DESI notices
covering relevant products. Those
recommendations and & proposed
monograph for over-the-counter coid.
cough. allergy. bronchodilator. and
antiasthmatic (CCABA) drugs were
published in the Federal Register of
September 9. 1876 {41 FR 38312).

The OTC drug review panel classified
pseudoephedrine hydrochioride as a
generally recognized as safe and
effective nasal decongestant {41 FR
38402). Triprolidine hydrochioride.
witich was not reviewed by the OTC
drug review panel. was classified by the
FDA as an effective antihistamire on
Mareh 19, 1973 {DESI 830%: 38 FR 7285).
in addition to the conclusion of the OTC
drug review panel for CCABA drugs that
combinations containing an
antihistamine and & masat decongestant.
each present in amounts within the
efiective dosage range. are safe and
effective (41 FR 38328}, Burroughs-
Wellcome Co. submitted two adequate
and well-controlied clinical studies. in
accord with 22 CFR 314.111 and 21 CFR
300.50, demonstrating the effactiveness
of the combinstion products-

Therefore, on the basis of additional
data and information, and the
recommendations of the OTC drug
review panel, the Director of the
National Center for Drugs and Biciogics
has reclassified the following drug
products: . :

NDA's 11-835-and 11-83& Actified
Syrup and Tabiets. respectively.
containing triprolidine hydrochloride
and pseudoephedrine hydrochlonde:
Burroughs-Wellcome Co., 3030
Cornwallis Rd., Research Triangie Pari,
NC 27709. - ‘

The temporary exemption announce:d
in the December 14. 1873 notice. as it
pertains to these drug products. is
hereby revoked. These drugs are
regarded as new drugs (21 U.S.C. 321(p]}
and an approved new drug application

.is required for marketing them.

Supplemental new drug applications are
row required to revise the labeling in
and 1o update previously approved
applications providing for these drugs.
This notice does.not prevent the FDA, in
any future OTC drug monograph. from
inciuding either of the ingredients listed
above, and requiring labelingdifferent
from that approved for prescription use.
In addition to the hoider of the new
drug applications specificatly named
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ibove. this notice applies to any person

vho manufactures or distributes a drug .

iroduct that is not the subject of an
pproved new drug application and that
s identical to a drug product named

ib . It may also be applicable. under
71 R 310.8. to a related or similar drug
roduct that is not the subject of an
ipproved new drug application. (This
1otice does not apply to OTC drugs. 21
-FR 310.6(f).) It is the responsibility of
wery drug manufacturer or distributor
o review this notice to determine
vhether it covers any drug product that

he person manufactures or distributes.

Any-person may request an opinion of
he applicability of this notice to a
ipecific drug product by writing to the
Jivison of Drug Labeling Compliance
address given abovel

A. Effectiveness classificotion. The
‘ood and.Drug Administraticn has
-eviewed all available evidence and
:oncludes that the drugz are effective
‘or the indication listed in the labeling
:onditions below. The drugs lack
substantial evidence of effectiveness for
‘heir other labeled indications.

B. Conditions for approvael and
narketing. The Food and Drug

Administration is prepared to approves .
ibbreviated new drug applications and

jupplements to previously approved
rew drug applications under conditions
iescribed herein. |

1. Form of drug. The preparation is in
1 syrup or tablet form suitable for oral
idministration.

2. Labeling canditions. a. The label -
bears the statement, “Caution: Federal
iaw prohibits dnpemmg without
prescription.”

b. The drug is labeled to comply with
all requirements of the act and
regulations, and the labeling bears
adequate information for safe and

effective use of the drug. The Indication -

is as follows:

For the traatment of the symptmm of
seasanal and perenmnial allergic rhinitis. and
vasomotor rhinitis. including nasal
obstruction (congestion).

3. Marketing Status. a. Marketing of

such drug products that are now the
subject of an approved or effective new
drug application mey be continued

provided that, on or before December 21,

1982, the holder of the application has
submitted {i) a supplement for revised
labeling as needed to be in accord with
the labeling conditions described in this
notice, and complete container labeling
if current container labeiing has not
been submitted, and (ii) a supplement to
provide updating information with
respect to items 6 {components}, 7

(cor ~sition), and 8 {methods. facilities,
anu  .trols) of new drug application

form FD-356H (21 CFR 314.1{c)} to the
extent required in abbreviated new drug
applications {21 CFR 314.1(f]}).

b. Approval of an abbreviated new .
drug application {21 CFR 314.1{f])) must
be obtained before marketing such
products. The bioavailability regulations
{22 CFR 320.21) require any person
submitting a full or aboreviated new
drug application afte:]u]y 7.1877. to
include either evidence demonstrating
the in vivo bioavailability of the drug or
information to permit waiver of the
requirement. Marketing drug products
before approval of a new drug A
application/will subject those products,
and those persons who caused the
products to be marketed. to regulatory
action.

C. Notice of oppartunity for hearing.
On the basis of all the data and
information available to him, the
Director of the National Center for
Drugs and Biologics is unaware of any
adequate and well-controlled clinical
investigation, conducted by experts
qualifisd by scientific training and
experience. that meets the requirements
of section 505 of the Federal Food. Drug.
and Cosmetic Act {21 USC. 355} and 21
CFR 314.111(a}(5) and 21 CFR 300.50,

. and demonstrates the effectiveness of

the drug products in indications for
prescription use not referred to-in
paragraph B2.b., above.

Notice is given to the holder of - the

new drug applications, and to all other
- interested persons, that the Director of

the Natiooal Center for Drugs and
Blologics proposes to issue an order
under section 505{e) of the Federal Food.

- Drug, and Cosmetic Act (21 US.C

355(e}). withdrawing approval of the
new drug applications and all -
amendments and suppiements thereto
providing forthe indications lacking
substantial evidence of effectiveness on
the ground that new information before
him with respect to the drug prodocts, -
evaiuated together with the evidence

availabie to him when the-applications ~

were approved.shows there is a lack.of
substantial evidence that thedrug .
products.will have ill the effiects they
purport ararerepresented to haveimder
the condittions of use prescribed. - -
recommended., or suggested in the
labeling. An order withdrawing
approval will pot issue with respect to
any application supplemented. in azcord
with this notice, to dalete the claims
lacking substantial evidence of
effectiveness. .

This notice of opportunity for hearing.
encompasses all issues relating to the
legal status of the drug products subject
to it {including identical. related, or
similar drug products as defined in 21 .
CFR 310.5). e.g. any contention that any

such preduct is not a new drug because-

it is generally recognized as safe and
effective within the meaning of section
201(p) of the act or because it is exempt
from part or all of the new drug
provisicns of the-act under the

‘exemption for products marketed before
June 25. 1838, in section 201{p) of the act.

or under section 107(c) of the Drug
Amendments of 1962, or for any other
reason.

In accordance with section 505 of the
act {21 U.S.C. 355} and the regulations
promulgated under it {21 CFR Parts 310,
314). the appiicantand all other persons
who manufscture or distribute a drug
product that is identical, related. or
similar to a drug product named above
{21 CFR 310.8}, are hsreby given an
opportunity for a hearing to show why
approval of the new drug applications
should not be withdrawn., and an :
opportunity to raise, for adminstrative
determination, all issues relating-to the
legal status of a drug product named
above and of all identical. relted. or

" similar dmg products not the subject of

a new drug application.
An applicant or any other person

subject to this notica under 21 CFR 310.8
- who decides 10 seek a hearing, shall file

{1) cn or before November 22. 1982, a
written notice of appearance and
request for bearing. and {2) on or before
December 21, 1962, the data, .
information, and analyses relied on to0
justify & hearing. s specified in 21 CFR
314.200. Any other interasted parson

. may sisc submit comments on this

proposal to withdraw approval. The
procedures and reguirements governing
this natice of opportunity for hearing, a
notice of appearance and request {or
hearing. s submission of data,
information, and analyses ic justify a

hearing, other comments, and a granting

or denial of & hearing, are contained in
21 CFR 314.200.
The failure of the applicant or any

other person subject 1o this notice under

21 CFR 310.8 to file a timely-written

" notice of appearance and request for

hesring a» required by 21 CFR 314.200

constitutes an election by the person not

to make use of the opportunity for a
bearing concemning the action propased,
and a waiver of any contentions
concerning the legal status of the
relevant drug product. Any such drug
product labeled for the indications
referred to in this notice as lacking
substantial evidence of efiectiveness
may not thereafter lawtully be
marketed, and the Food and Drug
Administration will initiate appropriate
regulatory action to remove such a drug
product from the market. Any new drug
product marketed without an approved
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new drug application is subject to -

~ regulatory action at any time.

A request for a hearing may not rest
upon mere allegations or denials, but
nust present specific facts showing that
there is a genuine and substantial iasue
of fact that requires a hearing. If it
conclusively appears from the face of
the data, information. and factual
analyses in the request for hearing that
there is no genuine and substantial issue
of fact which precludes the withdrawal
of approval of the application. orwhen a

__ request for hearing is not made In the .

required format or with the required
analyses, the Commissioner of Food and
Drugs will enter surmary- judgment
agrinst the person{s) who requests the-
hearing, making findings and
conclusions and denying & hearing.

All submissions pursuant to this
notice are to be filed in four copies.
Except for data and information
prohibited from public disclosure. under
21 US.C. 331(j] or 18 US.C. 1905, the
submissians may be seen n the Dockets
Management Branch between 5 a.m. and
4 p.m., Monday through Friday.

This notice is issued under the Federal
Food. Drug, and Cosmetic Act (secs. 502,
505, S2 Stat. 1050-10-1053, as amended
(Z1 US.C. 352, 355}}. and underthe
authority delegatsd.to the Director of the
National Center for Drugs and Biologics
{see 23 CFR 5.70, 5.82 and 47 FR 28913
published in the Federal anof }unc
22, 1882}

Dated: October 14, 1962
Harry M. leyer, Jr.,

Director. National Center for Drugs and”
Riolons

{FR Dos. S5-20008 Piied 30-D-&2 S04 o |

SRLBG CODE ¢%an-atedt

Ofﬂecotthcs‘cntxry'

Agency Forms Submitted to the Otfice
ot Management and Budget tor
Clearance

Each Friday the Department of Health
and Human Services {HHS) publishes a
list of information collection packages it
has submitted to the Office of
Management and Budget (OMB} for
clearance in compliance withk tha.
Paperwork Reduction Act (44 US.C
Chapter 35). The Tollowing are those
packages submitted to.OMB since the
last list was published an October 15

Public Health Servics

Centers for Diseese Controt

Sobject VD Control Program Grant
“Requirements {0920-0112}—Revision

Respondents: State-or local

governments/businesses
OMB Desk Officer: Richard Elsinger

Heaith Care Financing Administration

Subject: Regquest for Certification and
‘the Survey Process for Certifying
Ambulatory Surgical Centers for
Medicare and Medicaid (HCFA-377
and R7}=New

Respondents: Ambulatory surgical
centers

Subject: Medicare/Medicaid Skilled
Nursing Facility Certification Survey
{HCFA-1569}—Revised

Respandents: Skilled nursing facilities

OMB Desk Officer: Fay S ludicello

. Copies of the above information

callection clearance packages can be

obtained by calling the HHS Reports -

Clegrance Officer on-202-245-6511
Wriften'comments and -

recommendations for the proposad

information collections should be sent
directly to both the-HHS Reports-

Clearance Officer and the appropriate

OMB Desk Officer designated abova at

the following addresses:

}- J- Strnad. HHS Reporta Clearancs
Ofbcer. Hubert H. Humphrey Building,
Room 524-F, Washington, D.C. zczm

and

OMB Reparts Management Branch, New
Executive Offica Building, Room 3208,

D.C 20508, At {pame
of OME Desk Officer)

Deted: Ocicber1d, 1982
Dals W, Soppse, .
Aszistant Secyweory for Moneyement arxd
Budget. .

PR Do, 2020000 Fiad 10000k SS-emn{
SIS CODE FY-as-ap

* Freguency: On occasion

¢ Description of Respondents: Selected
hunters on national wildlife refuges

* Annual Responses: 100.000

* Annual Burden Hours: 5.000

* Service Clearance Officer: Arthur |.
Ferguson, 202-653-8770

Waltar R. McAllestar,

Acting Associate Director-Wildlife

Rewources.

October 14, 1982

"R Boc. -23078 Fled 10-21-82: 845 amj

LG COOE STV0-55-1

Bureau of Land Mansgement

Casper District, Wyocning: Proposed
Coai Exchangas

AGENCY: Bursau of Land Management, -
Interior.

AcTioe Natice of B:vrmmunml
Assessment on Proposed Exchange of
Coal Leases in Campbell County,
Wyoming (}-80 exchange).

sussscaxy: The Buresu of Land
Management proposes (o accept
portions of coal lease W-5038 from
Exxon-Coal Resources, USA. Inc., i
exchange for other Federal Coal in the
same county. Part of the-cosl offared for
is under Interstate Highweay
90. Notice af this exchange proposal is
required under 43 CFR 3435.3-5.
FOR PURTHMER tHFORMATION CONTACT:
Charies F. Wilkie, Special Projects Team

- Leader; Casper District Office, Burean of
_land management 951 Rancho Road.

—————————————memeee  Casper, Wyoming 82601 (307-261-5357).

DEPARTMENT OF THE INTEWOR
Fish and Wiidillie Secxice

intormation Coflection Submittad for

Review’

The propasal for the collaction of
information listed below has been
submitted to the Offica of Management
and Budget for approval woder the
provisions of tha Paperwark Raduction’
Act {44 S C. Chaptar 35}. Copiesaf the -
proposed informatian collection..
requirement and related forms and
explamatory material may be obtained
by cantacting the Service's clearance
officer at the phone mumber listed"
below. Comments and suggestions on
the requirement should be made directly
to the Service clemzance officer and the
Office of Management and Budget
raviewing official. Mr. Rick Otis. at 202~
395~7340.

» Titler Hunter Surveys. to monitor the
size and effects of hunting harvests on
national wildlife refuges. :

+ Bureau Form Numbex NJA .

SUPPLENENTARY NFORMATION: The
Carter Mining Company, a division of
Exxon Coal USA. Inc., wants to
exchange ¥96-millior tons of coal ander
its current lease for 293 million tone of
Federal coal adjacent to 2 of the
company's exiating mines. The Buresn
of Land Management proposes to
authorize thie exchenge. Sech an
exchange wes made possibie in 1878 by
Pub. L. 5554, which amended the
Minerais Leasing Act of 1820: Buresu of
land management Environmaental
Assessment WY-081-2-72 covers this
proposal. Copies are available from the
Caspar District Office on request .

The proposed exchange is in the
public interest because the only effect of
mining the selected areas would be to
increase the life of 2 existing mines by 5
and 7 yegrs, respectively. li the
exchange did not take place, nnise and
air pollution from mining of the afiered
areas would affect Gillette, Wyoming,
and em ares containing 390 housing units
would be scheduled for mining. in
addition. the coal covered by interstate
90 woulid not-be recoversd. Therziore,
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{Docket Nos. 81N-0391 and 32N-0095; DES
$514 AND 11935]

Drugs for Human Use; Drug Efficacy
Study Impiementation; Orai
Prescription Drugs Offered for Reilet
of Symptoms of Cough, Cold, or
Allergy; Withdrawal of Approval

AGENCY: Food and Drug Administration.
AcTiON: Notice.

SUMMARY: The Food and Drug
Administration (FDA} is withdrawing
approval of the new drug application for
Omni-Tusa Suspension and thase parts
of another application that pertain to
Pyribenzamine and Ephedrine Tablets. ~
The basis. of the withdrawal is that there

is a lack of substantial evidence that the"

fixed-combination drugs are effective in
the relief of symptoms that the fixed-
combination drugs are effective in the
level of symptoms of cough, cold. or.
allergy.

EFFECTIVE DATE: [une 23, 1983-

ADORESS: Requests for an opinion of the
applicability of this notice to a specific.
product should be identifed with the-
appropriate docket number and directed
to the Division of Drug Labeling
Compliance (HFN-310), National Center
for Drugs and Biologics. Food and Drug
Administration, 5600 Fishers Lane,
Rockville, MD 20857.

FOR FURTHER INFORMATION CONTACT:
David T. Read. National Center for

- Drugs and Biologics (HFN-8), Food and
Drug Administration, 5600 Fishers Lane,

Rockville, MDD 20857, 301-443-3650.

SUPPLEMENTARY INFORMATION: [n
notices published in the Federal Register
of May 25, 1982 {47 FR 226808 and 22604),
the Director of the then Bureau of Drugs
revoked the temporary exemption for
the two drug products described below
which permitted these products to
remain on the market beyond the time
limit scheduled for the impilementation
of the Drug Efficacy Study. Those
notices also proposed to issue orders
withdrawing approval of the new drug
applications. or parts thereof, that
provide for these drug products. The-
proposal was based on the lack of
substantial evidence of effectiveness
that each ingredient in the combination
products contributes to the claimed
effects or is present in an amount
considered to be effective, as required
hy section 305(e) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C:
355(e)) and 21 CFR 314.111(a){5) and
300.50. The two products are:

1. NDA 12-6668: Omni-Tuss -
Suspension, containing codeine sulfate.

- phenyitoloxamine dihydrogen sulfate; - '

chloropheniramine ‘maleate, ephedrme v

. sulfate (all as cation exchange resin

complexes of sulfonated polystyrenel.
and guaiacol carbonate: Pennwalt Corp..
Pharmaceutical Division, 7535 Jefferson
Rd.. Rochester, NY 14623 {DESI 6514:
Docket No. 81N-0391}.

2. NDA 5-814: As it pertains to
Pyribenzamine and Ephedrine Tablets
containing tripelennamine hydrochloride
and ephedrine suifate; Ciba
Pharmaceuticals Co., 558 Morris Ave..
Summit, NJ 07901 (DESI 11935: Docket
No. 82N-0035).

Neither Pennwalt Corp. nor Ciba
Pharmaceuticals requested a hearing on
the two products listed above. Failure to
file an appearance and request a hearing
constitutes a waiver of the opportunity
for a hearing.

The three other pmducts listed in the
two May 25, 1982, notices—Ambenyl
Expectorant {47 FR 22604: see also 47 FR
50344), and Tussionex Tablets and
Suspension (47 FR 22606—and a product
related to Omni-Tuss Suspension called
Ru-Tuss Expectorant, manufactured by
Boota Pharmaceuticals, Inc., are not _
affected by this notice. The .
manufacturers of these products have
requested hearings; the products will be
the subject of future Federai Ragxster
notices.

Any drug product that is identical,
related, or similar to Omni-Tuss
Suspension and Pyribenzamine and
Bphedrine Tablets and is not the subject

- of a pending hearing request or an

approved new drug application.is
covered by the new drug applications”
reviewed and is subject to this notice {21
CFR 310.8). Any person who wishes to
determine whether a specific product is
covered by this notice should write to
the Division of Drug Labeling
Compliance (address given above].

The Director of the National Center
for Drug and Biologics, under the
Federal Food. Drug, and Casmetic Act
{sec. 305, 52 Stat. 1052-1053 as amended
(21 U.S.C. 355)).and under the authority
delegated to him (see 21 CFR 5.82-and 47
26913 published in the Federal Register

of June 22, 1982) finds that, on the basis' )

of new information before him with
respect to the products, evaluated
together with the evidence available to -

 him when the applications were

approved, there is lack of substantial
evidence that the two drug products will
have the effects they purport or are

represented to have under the

conditions of use prescribed,
recommended, or suggested in their
labeling.
- Therefore, pursuant to the foregoing

findmg. approval of those parts of NDA .

5-314 that provide for Pyribenzamine

" and Ephedrine Tablets, and approval of

NDA 12—666, and all amendments and

e

supplements thereto. are withdrawn
effective june 23, 1983.

Shipment in interstate commerce of
the abave products. or any identical,
related. or similar product that is not the
subject of a pending hearing request or
an approved new drug application. wxll
then be unlawful.

Dated: May 18, 1983.

Harry M. Meyer, Jr..

Director. National Center for Drugs and
Biologics.

{FR Doc. 8313857 Filed $=23-8X 8:43 umj

BILLING CCOE 4180-01-M

Heaith Regources and Services
Administration

Home Heaith Services; Section 339 of
the Public Heaith Service Act;
Deiegation of Authority

Notice is hereby given that the —
following delegations have been made
regarding home health services under. .
section 339 of the Public Health Service
Act {42 U.S.C. 255), as amended.

1. Delegation from the Administraior
Health Resources and Services
Administration, to the Regional Healih
Administrators, Regions [-X, with
authority to-redelegate; of the following
authorities under Section 339 of the
Public Health Service Act (42 U.S.C. 255}
within their respective regions (for
projects that are not multiregional cr
national in scopej:

{a) Under section 339(a), to make
grants to public and nonpmﬁt private
entities and loans to progrietary entities
to meet the initial costs of establishing
and operating home health programs;

"{b) Under section 339(b], to make
grants to public and private entities to
assist them in developing appropriate
training programs for paraprofessionais
{including homemaker home health
aides) to provide home health services.

2. Delegation from the Administratar,
Health Resources and Services
Administration, to the Director, Bureau
of Health Care Delivery and Assistance,
with authority to redelegate, of all the
authorities under section 339 of the
Public Health Service Act except those
authorities spetifically delegated to the
Regional Health Administrators,
excluding the authorities to submit-
reports to Congress or a Congressional
committee and to issue regulations.

Previous delegations and
redelegations made to officials within
the Public Health Service of authorities
under Title I1 of the Public Health
Service Act may continue in effect
provided they are consxstent with thlS :
deleganon S T :

- e w
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2555 \XW/ Midway Blvd. * Broomfield, CO 80020 e [303] 469-2131

November 1, 1983

Marvin Seife, M.D., Director “'/ABBQE‘i,”AT[D
Division of Generic Drugs - ' fOADDI

0ffice of Drug Standards HFN 530 NEW DRUG APPLICATION
National Center for Drugs and Biologics

5600 Fishers Lane
Rockville, Maryland 20857 DRAFT LABELING

RE: Abbreviated New Drug Application for Corphed Tablets
(Pseudoephedrine HCT 60 mg. and Triprolidine HC1 2.5 mg.)
DESI 11935 (Docket No. 82N-0311)
FEDERAL REGISTER Announcement Dated October 22, 1982

Dear Dr. Seife:

Cord Laboratories is hereby submitting a New Drug Application for Corphed
Tablets as required by Section 505(b) of the Federal Food, Drug, and
Cosmetic Act.

In view of the prior marketing history of this compound and the publicly
expressed views of experts, we believe that this product is an "old drug"
which does not require approval of a new drug application prior to market-
ing. We are, nevertheless, submitting this application in order to avoid
unnecessary legal confrontations.

We understand that the in vivo bioavailability/bioequivalence requirement
for this combination product has been deferred at this time. We are
enclosing dissolution data and a dissolution specification for the finished
product (see Sections 18 & 5).
While the information enclosed in this Abbreviated New Drug Application
should be sufficient, you may refer to our Drug Master File 2416 for
additional information concerning our manufacturing and quality control
procedures.

Sincerely,

CORD LABQRATORIES, INC.

V' Ew \ Raj K. Matkari, Ph.D.
R m Vice President, Regulatory Affairs
RKM:cs DEC 8 1583

Enclosures
GENERIC DRUGS
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Jm‘/j Memorandum
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TO :Manufacturing Review Branch (HFN-322) DATE: 12-8-83
Division of Drug Quality Compliance

FROM :Division of Generic Drugs
Requester's Name David Rosen PHONE: 443-4080

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 88-602

DRUG TRADE MARK (if any) CORPHED Tablets

DRUG NONPROPRIETARY NAME: _ pgendoephedrine HC1 60 mg and Triprolidine H(

2.!
DOSAGE FORM AND STRENGTH(S): TOM
DRUG CLASSIFICATION: PROFILE CLASS CODE:
- (Priority) Aor B 1C Other
@ ——n .
0 APPLICANT'S NAME: : Cord Laboratories, Inc. 57{“7—/
e ADDRESS: 2555 West Midway Blvd., Broomfield, CO 80020
s
FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)
P, f/ Oﬁﬁ
1 1 applicant
o (b) @)
2.
=z /
o ol
o
A 6’14’./ L.
a
S
J
U

Comments: ( )} See Attached.
( ) Actual on-site inspection requested.

Reason:

FAFEFER RS ARBRR AR A AR RO RAE R BRI LR AR R RSB R R RN R AR RRRBRR R LR RRRRRRRRR LN
FOR HFN-322 USE ONLY:

Request Rec'd: /Q// - Inspection Requested M/L&, zéﬂ/u
4 (if applicable) &

(b) (4)

Firm{s) are in Complia/r,)ce With GMPs: /. ’f'/ (L gl AL /f//)/f/
Basis for Decisignsi &y /i Aver & T lrre ol LA P UFST L (R

Reviewing CSOn el AN A7 4 Y, o Concurrance:
cc: HFN-
HFN- y: y (b) @) _
HFN-322 oA e oleomi—i A LCL f
Lgpinte fopo oo

FORM FDA 3274 (1/83)
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é DEPARTMENT OF HEALTH & HUMAN SERVICES /L/ '

FWW Memorandum

TO :Manufacturing Review Branch (HFN-322) DATE: 12-8-83
Division of Drug Quality Compliance

FROM  :Division of"’ Generic Drugs
Requester's Name David Rosen PHONE: 443-4080

SUBJECT: ESTABLISHMENT EVALUATION REQUEST

NDA, ANDA, AND SUPPLEMENT NUMBER: 88-602

DRUG TRADE MARK (if any) CORPHED Tablets

DRUG NONPROPRIETARY NAME: Psendoephedrine HGI 60 mg and Triprolidine HC1

2.5
DOSAGE FORM AND STRENGTH(S):  mpm ne
DRUG CLASSIFICATION: PROFILE CLASS CODE:
(Priority) Aor B 1C Qther
APPLICANT'S NAME: Cord Laboratories, Inc.
ADDRESS: 2305 West Midway Blwvd., Broomfield, CO 8002Q

FACILITIES TO BE EVALUATED: (Name, Full Address, DMF# (if any), and Responsibility)

t

(b) (4)

l,'\L‘{_s____

Comments: ( ) See Attached. _
( ) Actual on-site inspection requested.

Reason:

BEEEBEREA AR AR AR RN NN R S R AR SN SR R A SRR AR R R AR R SRR R AR AR B ARF RN R
FOR HFN-322 USE ONLY:

Request Rec'd: /k//@ Inspection Requested:
M (if applicable)

Firm(s) are in Compliance With GMPsw

Basis for Decision;, foo Wbrice AT

Reviewing CSO: N0 i/ s & Ap 277, Concurrance:
:
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NDA 88~602

ford Laboratories, Inc. _
Attention: Raj 4, Matkari, Pa.D.
2555 W, Miduay Blvd.

Brocafield, 00 B4D20

GentToment

He ackaowladge the raceist of your abbreviated new drug applicetion
submittad pursuant to Section 505(b) of the Federazl Food, Drug, and
Cosmetiz Act for the follswiam

REME OF DRUB: Corphed Tablats {Pseudoephedrine Hydrochloride 50 ug
and Triprelidine Hydrochloride 2.5 my)

DATE OF APPLICATION: MHovesmber 1, 1953
DATE OF RECEIPT: December 5, 1983

He %i!?*ce?r§s§aﬁé with you further after we have had the opportunity to
rayiew the application.

Pleass 1dentify any communications conceraning this application with the
HBA number shown above,

Siacerely vours,

(

Harvin S5¢ifey
Hirector
Division of Generic Drugs

Offica of Drug Standards

Hational Center Tor Drugs and Bislogics

Seny IQR (L3-¥3
1.0,

DEN-DO DUP HFN-530 HFN-534
HCZeT1/mIb/12-9-83 S5 ¢ 5&(7/2,//2/5);

ack



fard

Laborataries, Ino.

Attention:  Seymour Hyden
2555 W, Bidway Blvd,
Broomfield, 00 30020

Sent Temen:

Reforance 1s made to the dissolutisn data you submitted on Hovember 1,
1983 for Corphed {pseudoephedrine hydrochloride, 50 mg and triprolidine
hydrochloride, 2.5 mg) Tablets.

The data have been reviswed by our Division of Biosharmaceutics and they

have

ah& following commants:

"in t > stability testing of the cembination drug opreduct, the firm
failed to sabn$L individual tablet data. The firm 15 advised that,
in future submissions of dissolutisn & stabilit ty tast resaits, all
vaw data as wall as summary data {i.e., to fuclude mean, range,
cogfficient of vari&tfﬁﬁ} s%@j?u %@ ot Tuded,

RECOIPENDATIONS:

ol

The dissolution testing conducted by Cford Laboratories, Inc, an it3
Corphed Tablets {gseaéaﬁﬁﬁadrxn‘ aydrochloride, 50 myg and
trigrolidine hydrochloride, 2.5 mgl is acceptable, In the fulurs,
far product a;prnva? the firm i3 ired to submil comparative
dissolution data {4 2y ta use A tablets as the referencs
drug: psevdoephedrine HCI, 80 Ctriprolidine HCY, 2.5 ag).

2, The dissclution specification and testing should be incorporated into
- fira's ganyfacturing controls and ility program. Testing should
be conducted in 300 m? of deaerated water at 379C using USP XY
 Apparatus 2 at 59 ?9&. Tha test. grqﬁ;ct should meet the fai?swfng

snecification: Hot lass than 75% of the Tabeled amount of 2ach of
+%ﬁ active components in dasage farms 15 dissnivad in 45 wainutes,

3. ‘Fraﬁ the aispna?aasauties g%irt of view, the application i3
incamplete,

cc:

DEN-DO

HFN-530/DUP

HFN-522 (Rm 15-42)
MSeife/cjl:1-17-84
BIO

ﬁ??mctgw /
Bivision of Generic Drugs
Office of Drug Standards
Hational Centar Tor Urugs & Bislogics




; L0 up ﬁ?
or
aboratories M

=" )555 \X/ Midway Bivd. e Broomfield, CO 80020 ¢ [303] 469-2131

February 9, 1984

ORIG NEW CORRES

Marvin Seife, M.D., Director
Division of Generic Drugs
Office of Drug Standards HFN 530

National Center for Drugs and Biologics
R speonter | BIOAYAILABILITY MATERIAL
Rockville, Maryland 20857

RE: NDA 88-602 Corphed Tablets (Pseudoephedrine HC1 60 mg. and
Triprolidine HC1 2.5 mg. Tablets)
Amendment (Controls)

Dear Dr. Seife:

We are submitting an amendment to our unapproved New Drug Application for
Corphed (Pseudoephedrine HC1 60 mg. and Triprolidine HC1 2.5 mg.) Tablets
in accord with Section 505(b) of the Federal Food, Drug, and Cosmetic Act.

In response to your communication dated January 18, 1984 which included
the Division of Biopharmaceutics' evaluation of our data, I am submitting
dissolution results for the brand name product Actifed. 1In order to.
facilitate direct comparison of these results, I have also included the
dissolution data for Cord Laboratories' product.

Additionally, Cord Laboratories does commit to incorporate the dissolution
testing of finished product into our quality control and stability testing
prggrams. The testing will be conducted in 900 ml of deaerated water at
37°C using USP XX Apparatus 2 at 50 rpm. The specifications will be Not
Less Than 75% of the labeled amount of each active component will be dis-
solved in 45 minutes.

This information is submitted for your review and approval of the NDA.
Sincerely,

CORD LABORATORIES, INC.
-~

r—nw Roger Schwede

h\ E Manager, Drug Regulatory Affairs

RS:cs
r ™y % .

i 5.

|
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BDA 38-502

Sord Laborataories
Attention: Roger Schusde
2555 W, Midwsy Boulevard
Broomfield, Lolorads 80020

Gentlesen:

Refargnce 13 made to the disselution dats you subaitted on Fewruary 2, 1304
. P 2 3 b j s
Tor Corphed Tablets {triprolidine hydrochloride 2.5 g and pseudosshedring

hydrachlorids 50 wg).

The data have bean reviesed 5y our Bivision of Biopharmeceutics and thay have

the following comments:

"1. The éis%a%ati@n testing conducted by Cord Laboratories sn iis
Corphad® test tablet product {Lot #833-223) s acceptable,

Z.  The dissolution testing should b incorporated into firm's
manufacturing controls and stabiliy program. Testing should be
conducted in 300 @l of deasrated water al 379C, using USP XY
apparatus 2 (paddle} at 80 rpm. The test product should meat the
specifications in that not Tass than 753 of the Tabeled smount of
2ach of the active drug ingredients in the dosage fors is dissolves

Diviston of Generic Drugs

in 35 minutes.®
Gffice of Drug Standards

Hational Center for Drugs and Biologics

Diragior :

cc: DEN-DO
HFN=530

HFN-525

HFN=-615
MSeife/qp/3/1/84
0783A



NDA 88-802

Cord Lahoratories
sttention: Roger Schwede
9555 W, Midway Boulevard
proomfiatd, €0 80020

Sant lement

Please refer to your dbhreviasted new drug spplication dated Hovember 1.
1683, sthmitted pursuant o saction 505(b} of the Federal Food, Drug, and
cosmetic Act for the preparation Corphed {triprolidine HCY, 2.5 mg and
ps&adaepheériﬂa'»ﬁi, 80 mg) Teblets. . :

The application is deficient and therefore not approvable under Section
505({b} of the Act &3 follows:
) " .5 s ; . (b) (4)
1. It fails to contain sufficient information from
, ow one of the manufaciurers of the Triprolidine
Hydrochloride nds.

£yll  manufacturing and controls information, including &
compiete synthesis of the nds, must be submitted. O e hmitted
an  authorization to view y i ®® ¢or this information,
however. the cited DHF does not belong to (P9 please request
shat | O @provide us with proper autherization.

7. It faiis to jnclude a batch formula representative of that to be
emplioyed for rhe manufacture of the finished desage form, oOF

pateh instructiens for the complete manufacturing, processing,
packaging, labeling and centrol operations performed.

3. It ;faiis to include the following information on the active
nds{s):

A, Lord faboratories raw material specification sheats for
Triprotidine HCI and Pseudoaphedrine HCT.

B. Cord Laboratories certificates of analysis for Triprelidine
Hel and Pseudoephedrine HC1.

Please submit this information.



NDA 88-502

4.

2

e

It fails to contain acceptable stability information.

A, The stability protocol must be revised as follows:

1)

2)

The smailest and largest package size must be placed
into your stability program (100's and 1000°'s).

Test stations should be as follows:

2}  Accelersted Stability: At least 1 pilot bateh
with @, 4, 8, and 2 week test stations (for a
tentative expiration date).

b)  First 3 production batches: @, 3, 6, 9, 12, 18,
and 24 months and wesrly thereafter, until the
desired expiration date is reached,

¢} Annual Cherk Batches:  Yearly test stationms
{provided that at least 3 produciion lots have
been carried through the full protocol {{b)
abova}.

B. The stability dats iz insufficient:

1

2)

106's - Data is satisfactory fer a tentative 2 year
date (based on accelerated data).

280's and 1000%'s - You must submit accelerated dala
far the 1000°'s to Justify an expiration date for the
259%s and 1000°s,

€. Plasse commit to:

1}

2)

3)

Parform post-approved stability studies as outlinad in
the ANDA and approved by this Agency,

Report the vesults of stability studies, as they
become available, in the pericdic reports.

Withdraw from the market any batch which Talls out of
specifications,

It is necessary that the finished product control methods be

vatidated,



NDA 88-802 Page 3

We recomsmend that you prepare and submit, under separate cever,
a matheds validatien packet, which sheuld include:

As A 1ist of the companents, and composition of the finished
drug product {p. 3 of the ANDA submission).

8. Specifications and methods for the finished product,

€. Results of determinations {certificate of analysis) for the
fot of drug product you will submit for validation of the
methods.  Please include method validation information
performed in your laborateries (pp. 208-212 of the ARDAG,
and System Suitability criteria for the 8¢ method.

At such time as we receive this information and assign &
Taboratory, we will conmtact you concerning the submission of
samples directly to the district laboratory.

6. It fails to include acceptable labeling fér the drug product:
Container (100's, 250's, and 1000's): Net Satisfactory.

Center Panel: flote oquantitative information as
requived by 21 CFR 201.10(n){1).

Left Panel: Dosage and Administration must not differ
from insert labeling.

Insert: Hot Satisfagtory.

DOSAGE AND ADMINISTRATION: (add) For children under 8
years, Triprolidine and Pseudoephedrine Syrup should
be wused for  greater ease and fieeibitity in
administering doses smalier than 1/2 tablet.

HOW SUPPLIED: Include the presence of any debossing
or fmprinting (if any).

Add Month and Year of revision.

We recommend that you vrevise the labels and lebeling, and
prepare and submit FPL for our review and comment,

The file i3 now closed. If you wish to reopen it, the submission should
be in the form of an amendment to this application, adequately organized,
which represents the {nformation aecessary to remove 211 deficiencies we
have autlined.



NDA 88-802 . Page 4

It you do not agree with our comclusions, you may make a written reguest
to Tile the epplication over protest, as authorized by 21 CFR 314.7110(d}.
If you do so, the apg}zcatien shall be re-evaluated and within 30 days of
the date of receipt of such request {or additiona} g»rxsd as ¥e may agree
upon), the application shall be approved or you shall be given a written
pstice of opportunity Tor & hesring en the qaps%$Wﬁ of whather th a
application is approvable. 4

-esfe, ﬁj%
31?&C§0?
Division of Generic Drugs

- Office of Drug Standards
Hational Center for Drugs and Biologics

cc: DEN-DO
HFN-530 \q
HEN-534 (HZel1) S
K:@ha»m HZe11/KFurnkranz
R/D INITIAL HZell/MS@ife Cagé( /
mm:3/5/84 (0885A) 4 3/ Zia

Not Approvable




ord o L
aboratories

2555 W Midway Blivd. « Broomfield, CO 80020 e [303] 469-2131

March 26, 1984

=

o R -
Marvin Seife, M.D., Director DA OR%U AME%DMEM
Division of Generic Drugs

Office of Drug Standards HFN 530
National Center for Drugs and Biologics
5600 Fishers Lane

Rockville, Maryland 20857

RE: NDA 88-602 Corphed (Triprolidine Hydrochloride 2.5 mg. and
Pseudoephedrine Hydrochloride 60 mg.) Tablets
Amended Supplement - Re-opening of File; Methods Validation Packet

Dear Dr. Seife:

We are submitting an amendment to an earlier supplement to our unapproved
NDA for Corphed Tablets in accord with Section 505(b) of the Federal Food,
Drug, and Cosmetic Act. This amendment is for the purpose of re-opening
the file for this drug product.

Reference is made to your communication dated March 7, 1984. Cord Labora-
tories is hereby providing the information requested as part of a methods
validation packet. The following information is enclosed with this amended
supplement.

1. List of product components and finished drug product composition.
2. Specifications and methods for the finished drug product.

3. A Certificate of Analysis for lot. #83-023. Method validation informa-
tion performed by Cord Laboratories including the system suitability
criteria for the G.C. Methodology is also enclosed.

This information is submitted with our understanding that NDA approval may
be granted prior to completion of the methods validation. Information

in response to remaining issues identified in your Tletter of March 7, 1984
will be provided under a separate amended supplement.

Sincerely,

CORD LABORATORIES, IN

| G ol

Roger Schwede
RS:cs Manager, Drug Regulatory Affairs

Enclosures




NDA  88-502

Cord Laboratories
Attention: Roger Schwede
2585 W, Midway Boulevard
Broomfield, Colorade 80020

Dear Mr. Schwede:

Plesse refer to your abbreviated new drug gppiication dated November 1,
1983, submitted pursuant te Section 505(b) of the Federal Food, Brug, and
Cosmetic Act for the preparation Corphed {Triprolidine HC1, 2.5 mg, and
Pseudoephedrine HC1, 60 mg).

Alse referenced is veur criginal ANDA resubmission dated March 28, 1984,

The application is deficient and therefore not apprevahie under Section
508(h) of the Act as Tellows:

Points 1, 2, 3, 4, and § of our letter of March 7, 1984 have not basn
answered,

In response to our request for methods validatien information (Point
#53, a methods validation packet was submitted to the Agency.
Subsequent to our request, a monagraph for the above referenced drug
product was published in the USP (XX, Suppiement 5, effective
5/1/784%. It is, therefore, ne longer mecessary for the method to he
evaluated in our laboratory. Your 8C method may be used as the
finished product and stability assay method, Please be advised,
however, that fo¥ regulatory purposss, your drug product musi meet
USP specifications using the USP methods.

The file is now closed, If yeu wish to reopen it, the submission should
he in the form of an amendment to this application, adequately organized,
which represents the inTormation necessary to vemove all deficiencies we
have outlined. :

If you do not agree with our conclusions, you may make a writien request
to file the application over protest, as authorized by Z1 CFR
314,110(d). If vou do so, the application shall be re-evaluated and



RDA 88-802

B

within 90 days of the date of veceipt of such request (or additional
period as we may agree upon), the application shall be approved or you
shall be given & witten notice of apgsrtvnity for a hearing on the
guastion of whether the application is approvable.

S/ﬂ!ﬂ@?'é’/" yours

s
o

ary
Director
Division of Generic Drugs
Office of Drug Standards
Center for Drugs and Biclegics

M.0.

cc: DEN-DO
HFN-230
HFN-234 (H.C. Zell)

HCZe11/KJFurnkranz
R/D INITIALED BY HCZell/MSeife ;h%(' 77&;0/4536
mstephens: 4/19/84 (2145A)

Not approvable

fsﬁéind;Zig ‘€Lbaj3k4<>

Qged 2053



ord _
aboratories

== 7555 W Midway Bivd. » Broomfield, CO 80020  [303] 469-2131 U

August 27, 1984

Marvin Seife, M.D., Director ! 0 AMAENIRATRT
Division of Generic Drugs NDA ORIG A?Vei:,iédi\;mii,;__

HFN 230, Room 16-70

Office of Drug Standards ; ¥
Center for Drugs and Biologics FPL
5600 Fishers Lane

Rockvilie, Maryland 20857

RE: NDA 88-602 Corphed Tablets (Pseudoephedrine HC1 60 mg. and
Triprolidine HC1 2.5 mg.)
Amendment (Reopening the File)

Dear Dr. Seife:

We are submitting an amendment to our unapproved New Drug Application for
Corphed Tablets (Pseudoephedrine HC1 60 mg. and Triprolidine HC1, 2.5 mg.)
in accord with Section 505(b) of the Federal Food, Drug, and Cosmetic Act.
The purpose of this amendment is for reopening the file.

This information is submitted in response to the deficiencies cited in your
letter dated March 7, 1984. In order to facilitate review of the informa-
tion being provided, this amendment is tabulated to correlate to the numbered
deficiencies cited in your letter.

Section 1: Suppliers of the Drug Substance - Triprolidine

At the time of our %gggina1 application %4 wholly owned sub-
sidiary of -, filed for a DMF for the manufacture of Tri-
prolidine Hydrochloride. DMF [ @@ which they referred to is held by

and was the subject of an agreement between these two

companies.

Since that time | ®“has discontinued pursuing their own DMF and
they will not be supplying Triprolidine Hydrochloride drug substance
to Cord Laboratories. In this respect, we hereby withdraw the portion

of O e wil not use any material manufactured by them
in the Corphed product and will source this material from the.secong
supplier identified in our original application, : >

for which the necessary DMF reference was provided.



NDA 88-602 Corphed Tablets

August 27, 1984
Page 2

Section 2: Manufacturing Records

Included in Section 2 are complete composition and manufacturing
summaries, along with the representative master batch record for the pro-
cessing and manufacturing of the Corphed product. Packaging, labeling
and control information is provided in latter sections of this amend-
ment.

Section 3: Raw Material Control Specifications

A complete Tist of control specifications and methods for both
actives, Triprolidine Hydrochloride and Pseudoephedrine Hydrochloride -
are provided. A Cord Laboratories' analysis of a typical receipt of
each of these materials is also included.

Section 4: A. Stability Protocol

A revised stability protocol has been prepared. This revision
addresses the responsibility to incorporate both the largest and small-
est container/closure systems used into the program. The required test
stations and intervals are also included.

B. Stability Data

Additional stability data generated on both the largest and small-
est container/closure systems is divided. This accelerated data is used
as justification for the two year expiration date for the package sizes
used. A Tisting of the packaging specifications is also enclosed.

C. Stability Commitment
A signed stability commitment is provided as requested.
Section 5: Methods Validation Package

A methods validation package was provided on 3-26-84 as requested.
Subsequently with the publication of the monograph for the Corphed pro-
duct in USP XX Supplement 5, it was concluded that validation work was
not necessary. The Cord methodology was accepted as the alternative to
the official methods. A listing of complete finished product control
specifications is provided. Based on this information we consider the
deficiencies in Section 5 resolved.



NDA 88-602 Corphed Tablets
August 27, 1984
Page 3

Section 6: Finished Product Labeling

Revised finished product labeling and inserts are provided with the
required changes having been made. Please note that the revision dates,
for all Cord labeling, are coded in the lower left hand corner. Rev. 84-5
reflects the text which was established in the fifth month of 1984.

Information provided in this amendment, reopening the file, is provided
towards the approval of the NDA for Corphed Tablets.

Sincerely,
CORD LABORATORIES,

2. et

Roger Schwede Manager
Drug Regu]atory Affairs

RS:cs

Enclosures




HDA 88-802 OEC 1 I 156

Cord Laboratories
Attention: Roger Schuede
2E8E W, HMidway Boulevard
Broomfield, Colorade 80020

Dear By, Schuede -

Please vefer to your sbhreviated new drug application dated WMarch 7, 1984,
submitted pursuant fo Section 805(3) of the Faderal Food, Drug, and Fﬁﬁm@??c
Act for Carpheﬂ f?rigra¥f@inﬁ and Pseudosphedrine Hydrochiorides) Tablets,
USP (2.5 mg/60 mg).

Alge referenced ave your ANDA Driginal Amendment Resubmissions dated Harch 26,
1984, and hugust 27, 1984,

He have completed the review of this abbroviated application as submitted,
However, before the application may be approved, it will be necessary for vou
o S&hﬁ‘% roevised final printed lsheling, The ?ab@%?ag should be identical
*ﬁ}caaﬁanz tn the suﬁmﬂftaé copy, but incorporating the revisions ags entlined
heleow:

Genperal Compents: AY  The established pame for this combination
product s not correct as presented ia the
s&bmi%tﬂé izbels and TabeTing, The established
pame fs “Tripesiidine and Pseudpephedrine
ﬁyﬁv&@&?awiﬁes tablets.®

Container Label: ﬁaaag'uative information ghould not be part of
the established name. This informetion should,
however, be presented on the main papel 1f room
is availeble, Othewwise, it wmay appear on the
g$ide panel,

ingert Labeling: The insert labeling must be revised to follow
oitr Guideline, which provides updated
information. A copy of the revised Guideline is
enclosed. Also the newly estabiished name
should appear on the insert Tabeling.

If additional information relating to the safely or effectivensss of this
drug becomes available hofore we rvecelve the Tinal printed ?aha?zag revigion
of that tabeling may be required,

Fiease submit twelve copies of the firal printed labels and other labeling,



#hA 88602

In #ddition, we would appreciate your submitiing, fn duplicate, the
advertising copy which you intend to use in your femediate or propessd
premotiona] or advertising cempaign. FPlease submit this information to the
Division of Drug Adeertisfug and Labeling {WFH-240),

The dreg may not be Jegally marketed et vou have been potified in writing
that the application is approved.

W o \2 'n 3%»
Pirector

Dlvision of Geseric Drugs
f¢fice of Drug Stendards

Center for Drugs and a-%fs%@g%;;s B
fnclosure: Labeling Guidelines

cc: DEN-DD
HFN-83

HFN-230 \n_,\\xH o

HFN-ZB@%’ .
KJohnson /#iCZe11 /KJFurnkranz - . ”
R/D INITIALED BY HCZell/MSeife % ¢ % /9»//0/§5L
mstephens: 12/6/84 (7469A)

Apprgvab]e '

| §9u~, 0,198
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2555 \X/ Midway Bivd. ¢ Broomfield, CO 80020 . [303] 469—2131
Loded,

FPL ardloc
Ea ol <a~1/,/¢v~aﬂ«5*L

March 29, 1985 é, éeéz N
s

o RESUBMISSION
Division of Gemrie Drage | w)A ORIG AME\JDME\B

HFN 230, Room 16-70 _ ,

Office of Drug Standards i N L §13
Center for Drugs and Blologics o

5600 Fishers Lane

Rockville, Maryland 20857

RE: NDA 88-602 Corphed (Triprolidine and Pseudoephedrlne Hydrochlo
Tablets, USP (2.5 mg/60 mg.)
Amendment
Dear Dr. Seife:
Reference is made to your communication dated December 11, 1984. Enclosed
please find printed finished labeling for the container and insert which

have been revised per your recommendations.

This information is submitted toward the approval of the Abbreviated New
Drug Application.

Sincerely,

CORD_LABORATORIES, INC.
A

Roger Schwede, Manager
Drug Regulatory Affairs

RS:cs

Enclosures

[RECEIVEY,
TRPR 81965
GENERIC DRUGS



NDA RUMBER =
NOTICE OF APPROVAL 88-602
NEW DRUG APPLICATION OR SUPPLEMENT SATE APPROVAL LETTER 155060
TO: FROM:
of Dru
Press Relations Staff (HF1.40) @ B‘“‘f“ o

[T Bureau of Veterinary Medicine

ATTENTION .

Forward original of this form for publication only after approval letter has been issued and the date of
approval has been entered above. ’

PYYEE GF APPLICATION CATEGORY
SUPPLEMENT ABBREVIATED SUPPLEMENT -
[CJomainaL nDa O vo npa ORCGINAL NDA O vo anoa X wuman " veETERING
TRADSE NAME (or other designated name) AND' ESTABLISHED OR NONPROPRIETARY N

’ AME fif any) OF DRUG,
Corphed (Triprolidine and Pseudoephedrine Hydrochlor )

ides
DOSAGE. FRORM HOW DISPENSED
5aBTets —
"X {3 oTe
ACTIVE INGREDIENT!(S) (as declared on label. List by setablished or nonproprietary (s) and include amount(s), i{ emount e
declared on label.)

Triprolidine HC1, USP -~ 2.5 mg
Pseudoephedrine HC1, USP - 60 mg

NAME OF APPLICANT (Include City and Stete)

Cord Laboratories, Inc.
Broomfield, Colcrado 80020

PRINCIPAL INDICATION OR PHXARMACOLOGICAL CATEGORY

Antihistamine/Decongestant

3

COMPLETE:FOR VETERINARY ONLY

ANIMAL SPECIES FOR WHICH APPROVED

COMPLETE FOR SUPPLEMENT ONLY

CHANGE APPROVED TO PROVIDE FOR

FORM PRE PA

REDNEY
NAME g CATE
Kenneth J. Furnkranz ’/;3;;;@Z£2Kj:;22uii;;a~\ w1 ISRS
== ’

FORM {PPROVED BY ./

Howard C. Zell, Ph.D. r?%ﬁ}p;tﬂquéi/.¢l§L§KL  °‘Tt7ﬂ/////gg;'

FORM FD 1642 (2/75) PREVIOUS EDITION MAY BE us@o UNTIL SUBPLY IS EXHAUSTED.

HAME






