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Jerome Stevens Pharmaceuticals, Inc.
Attention: Ronald Steinlauf

Sixty DaVinci Drive

Bohemia, NY 11716

Dear Sir:

This is in reference to your abbreviated new drug application
dated August 29, 1996, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Butalbital,
Aspirin, Caffeine, and Codeine Phosphate Capsules USP, 50 mg/
325 mg/40 mg/30 mg.

Reference is also made to your amendments dated April 2 and
April 10, 1997; June 4, July 27, and August 26, 1988.

We have completed the review of this abbreviated application and

have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the

application is approved. The Division of Bioequivalence has
determined your Butalbital, Aspirin, Caffeine, and Codeine

Phosphate Capsules USP, 50 mg/325 mg/40 mg/30 mg to be

biocequivalent and, therefore, therapeutically equivalent to the
listed drug (Fiorinal® with Codeine Capsules USP, 50 mg/325 mg/ -~
40 mg/30 mg, of Novartis Pharmaceuticals Corporation). Your -

. dissolution testing should be incorporated into the stability and

quality control program using the same method proposed in your
application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.
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Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81 and 314.98.

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

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

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

Sincerely yours,

Douglas L. Sporn

Director

Office of Generic Drugs

Center for Drug Evaluation and Research
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CAFFEINE AND
CODEINE
PHOSPHATE
capsuLes, usp g

@ may increase serum amylase levels.

, M i i of Fertility X

rm studies have been conducted in mice and rats with aspirin, alore of in combination with other drugs, in which no
inogenesis was seen. No adequate studies have been conducted.in animals to determine whether aspirin has a

or or imp of tertility. No adeguate siudies have been conducted in animals to determine whether
butamitat b tential for inog i is, or impai of fertility.
Pr
Teralogepic Etfects: B )
Pregnen ory C. Animal reproduction studies have not been conducted with butalbital, aspirin, caffeine and codeine. It is also
AoTXNGWh r this combination product can cause letal harm when administered to a pregnant woman or can attect reproduction
capacity B stuid be given to a pregnant woman only when clearly needed.
N Hects:

Although Butalbital, Aspirin, Caffeine with Codeine was no! implicated in the birth defect, a temale infant was born with lissencephaly,
pachygytia and heterotopic gray matter. The infant was born 8 weeks premalurely to @ woman who had aken an average of 90
Butaibrtal, Aspirin, Catfeine with Codeine capsules each month from the first lew days ot pregnancy. The child's was mildly
delayed and trom one year of age she had partial simple motor ssizures.

Withdrawal seizures were reported in a two-day-oid male infant whose mother had taken a butalbital-containing drug during the last 2
months of pregnancy, Butalbital was found in the infant’s serum. The infant was given phenobarbital 5 mg/kg, which was tapered withoul
further seizure or other withdrawal symptoms.

Studies of aspirin use in pregnant women have not shown that aspirin increases the risk of abnormalities when administered during the
first trimester of pregnancy. in controlled studies involving 41,337 pregnant women and their offspring. there was no evidence that
aspirin taken dunng pregnancy caused stillbinh, neonatal death, or reduced binth weight. in controlied studies of 50,282 pragnant
women and their offspring, aspirin administration in moderate and heavy doses during the first four lunar months of pregnancy showed
no teratogenic etect.

Reproduction studies have been performed in rabbits and rats at doses up to 150 times the human dose and have revealed no evidence
of impaired feniility or harm to the fetus due to codeine.

Therapeutic doses of aspirin in pregnant women close 1o lerm may cause bleeding in mother, fetus, or neonate. During the last 6 months
of pregnancy, regular use of aspirin in high doses may prolong pregnancy and oglivery.

Labor and Delivery .

Ingestion of aspirin prior to delivery may prolong dslivery or lead to bieeding in the mother or neonate. Use of codeine during !abor may
lead to respiratory depression in the necnate.

Nursing Mothers ) .
Aspirin, cafteine, barbiturates and codeine are excreted in breast milk in small amounts, but the significance of their eftects on nursing
infants is not known. Because of potential for serious adverse reactions in nursing infants from this product, a decision should be made
whether to di inue nursing of to inus the drug, taking into account the impartance of the drug to the mother.

Pediatric Use

Salety and etlectiveness in pediatric patients below the age of 12 have not been established.

ADVERSE REACTIONS

Commonly Observed i .

The most commonly reported adverse events associated with the usa of butalbital, aspirin, cafieine and codeine and not reported at an
equivalent incidence by placebo-treated patients were nausea andfor inal pain, , and dizzi

A i with Ti Di: i i -

Ot the 382 palients treated with Butalbital, Aspirin, Catfeine and Codeine in controlled clinical rials, three (0.8%) discontinued treatment
because of adverss events. One patient each discontinued ireatment tor the following reasons: intest i

and heavy eyelids; and drowsiness and gengralized tingling.

Incidence in Controlled Clinical Trials. .

The toliowing table summarizes the incidencs rates of the adverse events reported by af least 1% of the Butalbital, Aspirin, Catteine and
Codeine treated patients in clinical trials pari ination product to placebo, and provides 8 comparison 1o the
incidence rates reported by the placebo-treated patients.

The prescriber shouid be aware that these figures cannot be used to predici the incidence of side affects in the course of usual medical
practice where patignt characterislics and other tactors diller from those that prevailed in the clinical triats, Similarly, the cited
f ies cannot be p with figures obtained from other clinical i igations i ing dileront uses, and
investigators.

Adverse Events Reported by at Least 1% of
Butalbitat, Aspirin, Caffeine and Codeine Treated Patients
During Placebo Controtled Clinical Trials
Incidence Rate of Adverse Events
Body System/ Butalbital, Aspirin, Catieine and Codeine Placebo
Adverse Event {N=382) N=(37T1)
Central Nervous

Drowsiness 2.4% 0.5%

Dizzinessflightheadedness 2.6% 0.5%

Intoxicated Feeling 1.0% 0%
Gastrointestinal

NauseajAbdominal Pain 37% 0.8%

Other Adverse Events Reported During Controlted Clinical Trials: The listing that tollows represents the proportion of the 382
patients exposed to butalbital, aspirin, calieine end codeine while participating in controlled clinical irials who reported, on at least one
occasion, an adverse event of the type cited. All reported adverse events, excepi those already presanted in the previous table, are
included. It is important 10 emphasize that, although the adverse evenis reported did occur while the patient was receiving the
combination product, the adverse events were not necessarily caused by butalbital, aspirin, caffeine and codeing.

Adverse events are classified by body system and frequency. "Frequent’ is defined as an adverse event which occurred in at least 1/100
(1%) of the patients; al! adverse events listed in the previous table ere Ireguant. “Inireguent” is defined as an adverse event that
occurred in less than 1/100 patients but at least 1/1000 patignts. Ali adverse events below are ified as i
Central Nervous: headache, shaky feeling. tingling, agitation, tainting, fatigue, heavy eyelids, high energy, hot spells, numbness, and
sluggishness.

Autonemic Nervous: dry mouth and hyperhidrosis.

Gastrointestinal: vomiting, difficulty swallowing, and heartburn.

Cardiovascular: iachycardia.

Musculoskeletal: leg pain and muscie latigue.

Genitourinary: diuresis.

Miscellaneous: pruritus, lever, earache. nasal congestion, and tinnitus,

Voluntary reports of adverse diug events, i with ital, Aspirin, Caffeine and Codeine, that have been received
since market introduction and thal were nol reported in clinical trials by the patients treated wilh the combination product, are lisied
below. Many or most of these events may have no causal relationship with the drug and are listed according to body system.

Central Nervous: Abuse, iction, anxiety, depression. di Y P Y. tibido

ner 8 Y. psychosis, sedation,sexual activity increase, sturred speech, twilching, unconsciousness, vertigo.
Autonomic Nervous: epitaxis, flushing, miosis, salivation.

Gastrointestinal: anarexia, appetite i ipation, diarrhea, esophagits, g itis, g: i inal spasm, hiccup,
mouth burning, pyloric uicer.

Ci  chest pain, hyp ive reaction, palpitations,syncope.

Skin: erythema, erythema muttiforme, exfoliative dermatitis, hives, rash, toxic epidermal necrolysis.

Urinary: kidney impairment, urinary ditficulty.

Miscelianeous: ellergic reaction, ylactic shock, i i drug i ion with ery yci upset), edema.

The fotlowing adverse drug events may be borne in mind as potential eftects of the components of this product. Potential etiects of high

dosage are listed in the OVERDOSAGE section of this insart.

Aspirin: occult blood loss, hemolytic anemia, iron deficiency anemia, gastiic distress, heartburn, nausea, peptic vicer, prolonged

:leeding time, acute airway obstruction, renal toxicity when taken in high doses for prolonged periods, impaired urale excretion,
epatilis.

Cafteine: cardiac sti irritability, tremor, pl icity, hypargly

Codeine: nausea, vomiling, iness, ligl ipation, pruritus.

ORUG ABUSE AND DEPENDENCE

Butalbital, Aspirin, Ceffeine and Codeine Phosphata Capsules are controtled by the Drug Administration and is

under Schedule il

Codeine

Codeine can produce drug of the ine type and, , has the potentiat for baing abused. Psychologicat
en pnysxcal and may develop upon repeated administration and it should be prescribed and

administered with the same degree of caution appropriate 1o the use of other oral narcotic medications.

Butslbital

rn:{ be habit ing: , pSy gi and physical dependence may occur especially following
prolonged use of high doses of barbiturates. The everage daily dose for the barbituraie addict is usually about 1,500 mg. As lolerance
1o barbiturates develops, the amount needed to maintain the same level of intoxication increases; tolerancs 10 a fatal dosags, however,
does not increase more than two-fold. As this occurs, the margin between an intoxication dosage and fatal dosage becomes smalier.
The lethal dose of a barbiturate is tar less if alcohol is also ingestad. Major withdrawal symptoms (convulsions and delirium) may occur
within 16 hours and last up to 5 days after abrupl cessation of these drugs. Intensity of withdrawal symptoms gradually declines over a
period of i y 15 days. T of consists of cautious and gradual withdrowa! of the drug.

Barbiluvnle-agpendgm palients can be withdrawn by using a number of ditlerent withdrawal regimens. One method involves initiating
treatment at the patient’s regular dosage level and gradually decreasing the daily dosage as tolerated by the patient.

4
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0610w, Many Of MOSI Of INBse eVeNts May Nave No Causal fEIGLONSNIP Witn 16 arug ana are usied acwlamg 10 DOTY System.

Centrsl Nervous: Abuse, iction, anxiety, dep livigo
psy is, sedation,sexual mmfy increase, sturred speach, Iwncmng. uneonsacusness vertigo.
Amommk: Nervous: epitaxis, flushing, miosis, salivation.
Gsstrointestinal: anorexia, appetite i ipation, diarhea, itis, g gastrointestinal spasm, hiccup,

mouth burning, pyloric ulcer.

Cardiovascular: chest pain, hypotensive reaction, palpitations,syncope.

Skin: erythema, erythema muftiforme, exfoliative dermatitis, hives, rash, toxic epidermal necrolysis.

Urinary: kidney impairment, urinary daneuYry

Miscellaneous: aliergic reaction, anaphy shock, ioCarci , drug i ion with ery 3 upset), edema.

The tollowing adverss drug events may be borna in mind as pmemlal effects of the components of this producx Potential sttects of high

dasage are listed in the OVERDOSAGE section of this inser.

Aspirin: occult blood loss, hemolytic anemia. iron deficiency anemia, gastric distress, heartburn, nausea, peptic ulcer, prolonged

gleeeu‘:;:g time, acule airway obstruction, renal toxicity when taken in high doses for prolonged periods, impaired urate excretion,
pa

Caffeine: cardiac sti ian, irmitability, tremor, p i yporgly
Codeine: nausea, vomiling, i igl ipation, pruritus.
ORUG ABUSE AND DEPENDENCE
Butaibital, Aspmn Catteine and Codeine Phosphate Capsules are controlled by the Drug inistration and is
under Schadule I
Codeine
Codeine can produce drug of the phine type and, , has the ial for being abused. Psychological
sical and may develop upon mpeulnd administration and it should be prescribed and
administered with the same degree of cam.von appropriate to the use of other oral narcotic medications.
Butatbital
be habit- and physical dependence may occur especially following

prolonged uu high doses of barbiturates. The averago dany cosa for the barbiturate addict is usually about 1,500 mg. As tolerance
1o barbiturates develops, the amount needed to maintain the same levet of intoxication increases; tolerance to a fatal dosage, however,
does not increasa more than two-lold. As this occurs, the margin between an intoxication dosags and fatal dosage becomes smaller,
The lethat dose of a barbiturate is far less if alcohol is also m?esled Major withdrawal symptoms {convulsions and delirium) may occur
within 16 hours and last up to 5 days after a.brum cessation ol these drugs. Intensity of withdrawal symptoms gradually declines over &
eriod of 15 days. Ti of consists of cautious and gradual withdrawal of the drug.
iturate-dependent patients can be withdrawn by using a number of difterent withdrawal regimons. One method involves initiating
troatment at the patient’s regutar dosage level and gradually decreasing the daily dosage as tolerated by the patient.
OVERDOSAGE
The toxic effects of acuts overdosage of Butalbital, Aspirin, Catfeine and Codsine Phosp Capsules are ari mainly to the
and codeine and, to a lesser extent, Bspirin. Because toxic etiects of catteine occur in very high dosages only,
the possibility of significant caffeine toxicity from this combination product is unlikely.
Signs and Symptoms.

o scute i 9 inchude i fusion, and coma; respi Y dep ; hyp

shock. Symptoms aftributable to scute up:rin i include hyperpnea; acid-base di with ot i
acidosis; vomiting and abdominal pain; tinnitus, hypenhermla ypop! inemia; delirium; ions. Acute
caffeine poisoning may cause insomnia, restlessness, tremor, and defirium; y ia and y p of acute
codeine poisoning include the triad of: pinpoint pupils, marked dep of iration, and ss of i C ions may
occur.
Treatment
The describe one app 10 the of with this ination product, However, because

ios for the m of an d i y evolve, ion with a regional Poison Control Center is strongly
enuouraged
Treatment consists primarily of of i intaxication, reversal of the effects of codeine, and the correction of the acid-

base imbalance dus 10 salicytism. Vomiting should be induced mechunical? or with emetics in the conscious patient. Gastric lavage may
be used if the pharyngeal and lary dgsal reflexes are present and it fess than 4 hours have etapsed since ingestion. A cuffed
endoiracheal tube should be inserted belore gastric lavage of the unconscious patient and when necessary to provide assisted

Diuresis, alkalinization of the urine, and correction ol elactrolyte disiurbances should be eccomplished through
administration of intravenous fluids such as 1% sodlum bicarbonate and 5% dextrose in water.
Meticulous attention should be given to mai ] itation, C jon of ion may require the
adminisiration of levarterenol bitartraie or phenyiephril y i gy i infusion. In severe cases of inloxication,
iatysis, or 0 jon may be ing. Hyp should be treated with vitamin K,
mtravenousry .
Methemoglobinemia over 30% should be treated with ylene biue by slow i
Naloxone, a narcotic anlagonisi, can reverse respil fon and coma i mlh opioid Typically, a dose o
0.4 mg to 2 my is given parenterally and may be vepeated W an is not . Since the duranon of action of
codeine may exceed that of the antagonist, the patient should be kept under d survei and doses af the
antagonist should be administered as needed to maintain pi A narcotic i snuuld not be administered in the

absence of clinically si p y or

Toxic and Lethal Dosel

Butaeibitat: 1oxic dose 1 g (adutt), lethal dose 2gto S g
Aspirin: toxic blood leval greater than 30 mg/100 mL;

lethal dose 10 to 30 ¢ (adult)

Caffeine: toxic dose greater than 1 g; lethal dose unknown
Codeine: lethal dose 0.5 to 1 g (adult)

DOSAGE AND ADMINISTRATION

1 or 2 capsules every 4 hours. Toial daily dosage should not exceed 6 capsules.

Extended and repeated use of this product is not recommended because of the polential jor physical dependence.

HOW SUPPLIED

Eachsz;llow any blue Butalbital, Aspirin, Catfeins and Codeine Phosphate Capsule USP 50 mgi325 mg/40 mg/30 mg is imprinted

Bottles ot 100 NDC 50564-507-01
Bottles 0! 500 NDC 50564-507-05
Store and Dispense
Below 25°C (77°F); in a tight, light resistant container.
Manutactured by:
Jerome Stevens Pharmacauticals
Bohemia, NY 11716

Rev. 8/97
MG #11583

.
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BUTALBITAL, e
: ASPIRIN,
IR . CAFFEINE AND
. ‘ o - CODEINE -~
N s . T PHOSPHATE -
. CAPSULES, USP {111
. R ony
- oEEscnwnon R " )
" s ach capsute tor oral edministration contains: . . .
- T ) codei:eu UsP 30mg (12 gr) o B N
‘ o : . . : ital, USP.......: : 50 mg - .
- o . . : cafteine, USP. : 40 mg . .
o M S o aspirin,USP 325 mg

Codeine phosphate occurs as fine, white, needls-shaped crystals, or white, crystaliine powder. I is affected by liqm, its chemical
name is 7,B-didehydro-4,5a-epoxy-3-methoxy-17 y inan-6a-ol (1:1) (salt) Y Its ¢ weight is
406.37 and its molecutar formula is CygHz N yHgPOr'/Isz.

CHy
M. N—CH, -
“HO
CHO . ! i -
" : 5-allyl-5-isobutyl-barbituric acid, a white odorless crystalline powder, is a short- to intermediate-acting barbiturate. iis . . A
¥ molecular weight is 224.2§ and its molecular formula is CyyH1gNz03. : -
N s ! . ) L . Lo ~
Do Vo Oy, "ﬁ’/o .
L R CHy=CHCH, . : o
Ll ST T (CH), CHEH,” . o
N o 0 :

Catfgine, 1.3,7-trimethyixanthine, is a central nervous stimulant which occurs as a white powder or white glistening nesdies. hs
molecular weight is (anhydrous) 194.19 and its molecutar formula is CyH1oN4Og.

N . . i By cl, ?H’
’ i ‘ CHy N
L—N
o* N
CHy
Aspirin is benzoic acid, 2-(acetyloxy)-, with a molacular formula of CgHyO, and its molecular weight is 180.16.
. ’ COOH
OCOCH,

Inactive ingredianis: O&C Yeliow #10, D&C Yellow #10 Aluminum Loke, DAC Red #33, DAC Red #28, FD&C Blus #1, FD&C Blue #1
Aluminum Lake, FOAC Blue #2 Aluminum Lake, FOAC Blue #10 Aluminum Lake, FD&C Red #40 Aluminum Lake, gelatin,
microcrystalling cellulose, pregetatinized starch, talc, titanium dioxide, stearic acid, cotloidat silicon dioxids.

CLINICAL PHARMACOLOGY X .

Butalbital, Aspirin, Caffeine and Codeine Phosphate Capsules is a combination drug product intended as a treatment for tension

headache.

. Pharmacokinetics . L

ioavailability: The bioavailability of the of the fixed ination of aspirin, caffeine and codeine is identicat to

their bioavailability when butalbital, aspirin, catfeine and codeine is ini p y in equi molar doses.

The behavior of the individuat components is described below.

Asplrin

The systemic availability of aspirin after an oral dose is highly dependent on the dosage form, the presence of food, the gastric
emptying lime, gastric pH, antacids, buflering agents, and particie size. These factors sifect not necessarily the extent of absorption
of total salicylaies but more the stability of aspirm prior to absorption.

Duting the absorptien process and atier absorption, aspirin is mainly hydrolyzed to salicylic acid and distributed to all body tissues
and tluids, including fetal tissues, breast milk, and the central nervous system (CNS). Highest concentrations are found in plasma,
liver, renal cortex, heart, and (ung. In plasma, about 50%-80% of the salicylic acid and its metabolites are foosely bound to plasma
proteins.

The clearance of totel salicylates is subject to saturable kinetics; however, first-order elimination kinetics are still a good
approximation for doses up to 650 mg. The plasma hall-lite for aspirin is about 12 minutes and for saficylic acid and/or total
salicylates is about 3.0 hours.,

B .- The elimination of therapeutic doses is through the kidneys either as salicylic acid or other biotransformation preducts. The renal

clearance is greatly augmented by an alkaline urine as is produced by concurrent administration of sodium bicarbonale o potassium -
citrate,

The biotransformation of aspirin occurs primarily in the hepatcytes. The major ites are salicyluric acid (75%), the phenolic

and acyl glucuronides of salicylate (15%), and gentisic and gentisuric acid (1%). The bi ilability of the of i

aspirin, catfeine and codeine phosphate capsules is equivalent to thal of a solution except lor a slower rate of absorption. A peak

conceniration of 8.80 mcg/mL was obtained ai 40 minutes afler a 650 mg dose.

Sea OVERDOSAGE tor toxicity information.

Codeine

Codaine is readily from the g i inal tract. It is rapidly distributed from the intravascuiar spaces to the various body

tissues, with pi ial uptake by p organs such as the liver, spleen, end kidnsy. Codsine crosses the blood-brain

barrier, and is found in fetal tissue and breast milk. Codeine is not bound to plasma proteins and does nol accumulate in body

tissues. . .
The plasma hall-lile is about 2.9 hours. The elimination of codeine is primarily via the kidneys, and about 90% of an oral dose is ‘ '

excreted b{ the kidneys within 24 hours of dosing. The urinary secretion products consist of free and glucuronide-conjugated codeine
{about 70%), free and conjugated norcodeine (about 10%), iree and conjugated morphine {about 10%), normorphine (4%), and
hydrocodone (1%). The remaindsr of the dose is excreted in the faces.
Al therapeutic doses, the analgesic effect reaches a peak within 2 hours and persists between 4 and 6 hours.
The bi ilability of the codeing is equi to thal of a solution. Peak concentrations of 198 ng/mL were obtained at 1
hour after 8 60 mg dose.
See OVERDOSAGE for toxicity information.
Butalbital
. . Butaibital is well absorbed from the gastrointestinal tracl and is expected to distribute to most of the tissues in the body.
. ° : . Barbilurates, in general, may appeas in breast milk and readirr cross the placental batrier. They are bound to plasma and tissue
. proteins to a varying degree and binding Increases directly as a lunction of lipid sotubility.

Elimination of butalbital is primarily via the kidnoy (59%-88% of the dose ) as unchanged drug or metabolites. The plasma hall-life is
about 35 hours. Urinery excretion products included parent drug (sbout 3.6% of the dose), 5-isobutyl-5-(2,3-dihydroxypropyl)
barbituric acid (about 24% of the dose), 5-allyl-5(3-hydroxy-2-methyl-1-propyt) barbituric acid (about 4.8% of the dose), products wilh
the barbituric acid ring hydrotyzed with excrelion of urea (about 14% of the dose), as well as unidentified materials. Of the material
excreted in the urine, 32% was conjugated.

The i y of the of L aspirin, catfeine and codeine phosphate capsulas is equivalent to that of a solution . - | ‘
except lor a decrease in the rate of absorption. A peak concentration of 2020 ng/mL is obtained a about 1.5 hours atter a 100 mg |

dose. . i
See OVERDOSAGE tor toxicity information.

L. Cafteine

. t5ike most xanthines, caffeine is rapidly absorbed and distributed in al body tissues and fluids, including the CNS, tetal Uissues, and

: reast milk.
Calteine is cleared rapidly through metabolism and excretion in the urine. The plasma hall-lite is about 3 hours. Hepatic

ion prior to results in about equal amounts of 1-methyl-xanthine and 1 yluric acid. Of the 70% of the

dose that has been recovered in the urine, only 3% was unchanged drug.
The bi ilability of the con of ital, aspirin, cafteine and codeine phosphate capsules is eguivalent to thal of a solution 3
except for a slightly fonger time to peak. A peak concentration of 1660 ng/mb. was obtained in less than an hour for an B0 mg dose. )
See OVERDOSAGE for toxicity information. :
INDICATIONS AND USAGE ’
Butalbital, Aspirin, Cafieine and Codeine P) Capsules are indi for the relief of the symptom comptex of tension (or

muscle contraction) headache.
Evidence supporting the efficacy of butalbitel, aspirin, cattaine and codeine phosphate capsules is derived from 2 mufti-clinic trials

that compared patients with tension C ranaomlg0 igned 10 4 parallel 1) aspirin, cafteine and codeine;
2) codeine; 3) butalbital, aspirin and catteine: 4) placebo. Response was assessed over the courss of the lirst 4 hours of each of 2

distinct headaches, separated by at least 24 hours. The ination product of b ital, aspirin, catteine and codeine proved

statistically significantly supsrior to each of its components and to placebo on measures of pain relie!,

. Evidence sqpponinq the ellicaqy and splnly of butalbital, aspirin, caffeine and codeine in the treatment of multiple recurrant
n;ndné:lhes is unavailable. Caution in this regard is required because codeine and butalbital are habit-forming and polentially
abusable.

CONTRAINDICATIONS . '




Barbiturates, in general, may appear in broast milk and vead|r¥ cross the placental barier, They are bound to plasma and tissue
proteins to 8 varying degree end binding increases directly as a lunction of lipid solubility.

Elimination of butalbital is primarily via the kidney (59%-88% of the dose ) as unchanged drug or metabolites, The plasma halt-lite is
about 35 hours. Urinary excretion products included parent dmt (about 3.6% of the dose), 5-isobutyl-5-(2,3-dihydroxypropyl)
barbituric acid (about 24% of the uo:e) 5-alty)-5(3-hydroxy-2-methyl-t-propyl} barbituric acid {al 4.8% of the doss), products with
the barbit acid ring with jon of urea {about 14% of the dose), a3 weli as unidentifisd materials. O1 the material
axcreted in !he uﬂne, 32% was conyupalsd

The bi i ot the ital, aspirin, catieine and codeing phosphate capsutes is equivalent to thal of a solution
except for a deuease in the rate of absolpuon A peak concentration of 2020 ng/mL is obtained at about 1.5 hours after a 100 mg
dose.

See OVERDOSAGE tor toxicity information.

Catteine . "

Like most xanthines, caffeine is rapidly absorbed and distributed in all body tissues and fluids, including the CNS, fetal tissues, and
breast mitk.

Calfeine is cleared rapidly through metabolism and excretion in the urine. The plasma hali-life is about 3 hours. Hepstic

mation prior to resulis in about equal amounts of 1-mathyl-xanthine and t-methyluric acid. Of the 70% of the
dose lhal has been recovered in the urine, only 3% was unchanged drug.
The itability of the of ital, aspirin, caffeine and codeine phosphate capsules is equivalent to that of a sclution

exceptfor a shgmly longer time to peak. A peak concentration of 1660 ng/mL was obtained in less than an hour for an 80 mg dose.
See OVERDOSAGE for toxicity information.

INDICATIONS AND USAGE ) .
Butalbital, Aspirin, Catteine and Codeine Phosphate Capsules are indicated for the relief of the symptom compiex of tension {or
muscle contraction) headache.

Evidence supporting the efticacy of bumbna} aspirin, caffeine and codeine phosphate capsulas Is derived from 2 muhi-clinic trials

that compared patients with tension h to 4 parallel 1) aspirin, caffeine and codeine;
2) codeine; 3) butalbital, aspirin and caffeine; 4) plaeebo Response was assessed over the coursa of the first 4 hours of each of 2
distinct headaches, separaled by ot least 24 hours. The jon product of ital, aspirin, catieins and codeine proved

statistically signiticantly superior 1o each of its components and to placebo on measures of pain reliet.

Evidence supporting the efficacy and safety of butalbital, aspirin, caltaine end codeine in the treaiment of multiple recurrent
headaches is unavailable. Caution in this regard is required because codeine and butalbital are habit-forming and potentiaily
sbusable.

CONTRAINDICAT!ONS
product is contraing under the

l. Hypersensix ity or intolerance to aspirin, caffeine, bu\almta? or codeine.

2. Patients with (8.9, ia, von 's disease, the ,

thrombasthenia and other ifl-defined heladxlary platelet dyslunnxons sovere vitamin K dahuency and severe liver dumaga )

3. Patients with the syndrome of nasal polyps, and y to aspirin or other nonsteroidal anti-
y drugs. have d m such patients.

4. Peptic ulcer or other serious gastrointestinal lesions.

S. Patiants with porphyria.

WARNINGS

Therapautic doses of aspirin can cause annphylacﬂc shock and other severe allergic reactions. It should be ascertained it the patient

is allergic to aspirin, although a specific history of allergy may ba lacking.

Significant bieeding can result from aspirin therapy in patients with peptic ulcer or other gastrointestinal lesions, and in patients with

bieeding disorders,

Aspifin administered pre-operatively may prolong the bleeding time.

In the presence of head injury or other i ial lesions, the Y etfects of codeine and other narcolics may be

markedly enhanced, as well as their capacity lor elevating cevebrospmal fluid pressure. Narcotics also produce other CNS

depressant affects, such as drowsiness, that may further obscure the clinical course of patignts with head injuries.

Codeine or other narcotics may obscura the signs on which to judge the diagnosis or clinical course of patiants with acute abdominal

conditions.

Butalbital and codeine are both habit-forming and ially (¢ y, the use of this product is not

recommended.

Results trom epidemiologic studies indicale an association batwaen aspirin and Reye Syndrome. Caution should be used in

administering this product to children, including teenagers, with chicken pox or flu,

PRECAUTIONS

General

Butalbital, aspirin, catfeine and codeine should be prescribed with caution for certain special-risk patients such as the elderly or

debititated, and those with severs impairment of renal ot hepatic tunction, coagulation disorders, or head injusies.

Aspirin should be used with caution in patients on anticoagulant therapy and in patients with underlying hemostatic defects.

Precautions should be taken when administering salicylates to persons with known allergies. Hyparsensitivity to aspirin is particularty

likely in patients with nasai polyps, and retatively common in thase with asthma.

information for Patients

Patients should be informed that this combination product contains aspirin and shou!d not be taken by patients with an aspirin allergy.

Butalbital, aspirin, calleine and codeine may impair the mental and/or physical abilities required for performance of potentially

hazardous tasks such as driving a car or operating machinery. Such lasks should be avoided while taking this product.

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

Codaine and butalbital may be habil-forming. Patients should take the drug only for as long as it is prescribed, in the amounts
and no more treq y than prescribed.

Labomory Tests

In patients with severe hepalic or renal disease, effects of therapy should be monitored with serial iver andjor renal function tasts.

Drug Interactions

The CNS etacts o! i may be d by ine oxidase (MAO) i

In patients 7 i ids and chronic use of aspirin, wi ol co ids may result in

because corticosternids enhance renal clearance of salicylates and their withdrawal is lollowed by teturn to normal cates of renal

clearance.

Butabital, aspirin, caffeine and codeine may enhance the effects of:

. Oral anticoagulants, causing bleeding by inhibiting prothrombin formation in the liver and displacing anticoagu!ants from plasma
protein binding sites.

2. Cral antidiabetic agents and insulin, causma hypoglycemia by contributing 10 an additive effect, if dosage of this product exceeds
maxlmum recommended dally dosage.

3.6 and . causing bone marrow toxicity and blood dyscrasias by displacing these drugs from
saoondary bmdmg snles and, in the case of methotrexate, also reducing its excretion.

A N ents, i i {(he tisk of peptic ulceration and bleedmg bj mnmbuung additve sitects.

5. Other narcotic analgesics, alcoh gensval such as or other CNS

p . causing i
Butalbital, aspirin, catieine and codems may dumnlsh the effects of:
Uricosuric agents such as id and Y . reducing their i inthe of gout. Aspirin competes wilh

these agents for protein binding sites.

Drug/Laboratory Test Interactions

Aspirin: Aspirin may interere with the following labaratory delerminations in blood: serum amylase, fasting blood glucose,
cholesterol, protein, serum glutamic-oxalacetic ransaminase (SGOT), uric acid, pmlhrumbm time and bieeding time. Aspirin may
inlerlere with the following laboratory detormmanons in unne glucose, 5-hyd acid, ketons,

acid (VMA), uric acid, diacetic acid, and sp ol

1e
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ANDA 74-951

1. CHEMISTRY REVIEW NO. 3
2. ANDA #: 74-951
3. NAME AND ADDRESS OF APPLICANT

Jerome Stevens Pharmaceuticals, Inc.
Sixty Davinci Drive
Bohemia, NY 11716

4. LEGAL BASIS FOR SUBMISSION
The reference Listed Drug is Fiorinal® with Codeine Capsules
(sandoz Pharmaceutical Corp.) The applicant certified that there
are no relevant patents for the listed drug and that the period
of marketing exclusivity for the listed drug expired on October

26, 19593.

5. SUPPLEMENT (s) :N/A

6. PROPRIETARY NAME: N/A

7. NONPROPRIETARY NAME:
Butalbital, Aspirin, Caffeine and Codeine Phosphate Capsules USP

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

9. AMENDMENTS AND OTHER DATES:
Firm:

Submitted: August 29, 1996
New Corresp. (Environmental): September 30, 1996
New Corresp. (CGMP): October 16, 1996
Amendment: (Field Copy): November 26, 1996
New Corresp. (Bio): April 2, 1997
New Corresp. (Bio): April 10, 1997
Major Amendment: September 29, 1997 (Subject of this review)
Minor amendment: June 4, 1998 (Subject of this review)

FDA:
Telecon (A. Weikel): September 30, 1996
Telecon (C. Parise): October 16, 1996
Refusal to File Letter: November 20, 1996
Acceptance Letter: December 27, 1996
Method Verification: January 6, 1997
Label Review: April 21, 1997
Bio Letter & Review: May 2, 1997 -.
Letter, C.R. # 1: June 9, 1997
Letter; C.R. # 2: May 4, 1998
Memo (Dissolution testing): May 18, 1998
Telecon (T. Ames/J. Stevens): May 20, 1998
10. PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Narcotic Analgesic Rx

12. RELATED IND/NDA/DMF(s)




ANDA 74-951

DMF 4164 Cotton (Personna Medical)
LOAs included

13. DOSAGE FORM 14. POTENCY
Capsule (Hard Gelatin) Butalbital: 50 mg

Aspirin: 325 mg
Caffeine: 40 mg
Codeine Phosphate: 30 mg

15. CHEMICAL NAME AND STRUCTURE

Butalbital USP
C.H (N,O,; M.W. = 224.26

CH,

5-Allyvl-5-isobuty]l barbituric acid. CAS [77-26-9]

Aspirin USP
CgHg0,; M.W. = 180.16

COOH

OCOCH,

Salicylic acid acetate. CAS [50-78-2]




ANDA 74-951

Caffeine USP

CoH,;oN,O,; M.W. = 194.19
|
HaC N
N
o/// T N
CH,

1,3,7-Trimethylxanthine. CAS [58-08-2]

Codeine Phosphate USP
. CygH,,NO, . H,PO, . %¥H,0; M.W. = 406.37

7,8-Didehydro-4-5a-epoxy-3-methoxy-17-methylmorphinan-6a-ol
phosphate (1:1) (salt) hemihydrate. CAS [41444-62-6]




ANDA 74-951 4

l6.

17.

18.

19.

RECORDS AND REPORTS: N/A

a.
b.

Q

Q,

f.

COMMENTS

CMC issues are satisfactory
Label review acceptable; A. Vezza 8/4/98.
Bio review is satisfactory - 5/2/97.

Drug substances and product are USP - methods validation not
required. Methods verification performed on drug product
1/6/97 by the New York Regional Laboratory and is
satisfactory. :

There is currently only one generic approval for this drug
product - ANDA 74-359 (Watson Labs, approved ca. 8/95).

EIR acceptable 8/3/98.

CONCLUSIONS AND RECOMMENDATIONS

This ANDA is approved

REVIEWER: DATE COMPLETED:
Donald Shostak July 20, 1998
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ANDA 74-951

1. CHEMISTRY REVIEW NO. 2
/".i] 2. ANDA #: 74-951
3. NAME AND ADDRESS OF APPLICANT

Jerome Stevens Pharmaceuticals, Inc.
Sixty DaVinci Drive
Bohemia, NY 11716

4. LEGAL BASIS FOR SUBMISSION
The reference Listed Drug is Fiorinal® with Codeine Capsules
(Sandoz Pharmaceutical Corp.) The applicant certified that there
are no relevant patents for the listed drug and that the period
of marketing exclusivity for the listed drug expired on October

‘ 26, 1993.

) 5. 'SUPPLEMENT(S):N/A
6. PROPRIETARY NAME: N/A
7. NONPROPRIETARY NAME:

Butalbital, Astirin, Caffeine and Codeine Phosphate Capsules USP

8. SUPPLEMENT (s) ZROVIDE FOR: N/A
9. AMENDMENTS AND OTHER DATES:
Firm:

Submitted: August 29, 1996

New Corresp. (Environmental): September 30, 1996

New Corresp. (CGMP): October 16, 1996

Amendment: (Field Copy) : November 26, 1996

New Corresp. (Bio): April 2, 1997

New Corresp. (Bio): April 10, 1997

Major Amerndment: September 29, 1997 (Subject of this review)

FDA:
Telecon (A. Weikel): September 30, 1996
Telecon (C. Parise): October 16, 1996
Refusal to File Letter: Novembexr 20, 1996
Acceptance Letter: December 27, 1996
Method Verification: January 6, 1997
Label Review: April 21, 1997
Bio Letter & Review: May 2, 1997
Letter, C.R. # 1: June 9, 1997

10. PHARMACOLOGICA., CATEGORY 11. RX or OTC
Narcotic Analgesic ' Rx

12. RELATED IND/NDX/DMF(s)




ANDA 74-951

13. DOSAGE FORM 14. POTENCY
Capsule (Hard Gelatin) Butalbital: 50 mg
Aspirin: 325 mg
Caffeine: 40 mg
Codeine Phosphate: 30 mg

15. CHEMICAL NAME AND STRUCTURE

Butalbital USP
g1;_H16M2Q11 M.W. = 224.26

H

|
H C— O<§§> N <:::’O

5-Allyl-5-
isobutyl
barbituric acid. COOH
CAS [77-26-9]

Aspirin USP
CsHgO4; M.W. =
180.16

OCOCH3




ANDA 74-951 3

Salicylic acid acetate. CAS [50-78-2]

Caffeine USP

CgH,N,0,; M.W. = 194.19
” CH3
H3C\ N
N
. o’// r N
CH

1,3,7-Trimethylxanthine. CAS [58-08-2]

Codeine Phosphate USP
C1eH,,NO; . H,PO, . %¥H,0; M.W. = 406.37

—OT

SHO—P 0 e %HZO

I

o

7,8-Didehydro-4-5a-epoxy-3-methoxy-17-methylmorphinan-6a-ol
phosphate (1:1) (salt) hemihydrate. CAS [41444-62-6]




ANDA 74-951 ' 4

16.

17.

18.

19.

RECORDS AND REPORTS: N/A

COMMENTS
a.

Minor deficiencies remain regarding the container/closure
system.

b. Label review pending for 9/29/97 amendment.

c. Bio review is satisfactory - 5/2/97.

d. EIR pending for Jerome Stevens; satisfactory for all other
firms per EES 3/16/98.

e. Drug substances and product are USP - methods validation not
required. Methods verification performed on drug product
1/6/97 by the New York Regional Laboratory and is
satisfactory.

£. There is currently only one generic approval for this drug
product - ANDA 74-359 (Watson Labs, approved ca. 8/95).

2L

CONCLUSTIONS AND RECOMMENDATIONS

AT

This application is NOT APPROVABLE. The amendment will be MZIXOR.

REVIEWER: . DATE COMPLETED:
Donald Shostak March 20, 1998
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ANDA

10.

12.

74-951
CHEMISTRY REVIEW NO. 1

ANDA #: 74-951

NAME AND ADDRESS OF APPLICANT
Jerome Stevens Pharmaceuticals, Inc.
Sixty Davinci drive

Bohemia, NY 11716

LEGAL BASIS FOR SUBMISSION

The reference Listed Drug is Fiorinal® with Codeine Capsules
(Sandoz Pharmaceutical Corp.) The applicant certified that there
are no relevant patents for the listed drug and that the period
of marketing exclusivity for the listed drug expired on October
26, 1993.

SUPPLEMENT (s) :N/A

PROPRIETARY NAME: N/A

NONPROPRIETARY NAME:
Butalbital, Aspirin, Caffeine and Codeine Phosphate Capsules USP

SUPPLEMENT (s} PROVIDE FOR: N/A

AMENDMENTS AND OTHER DATES:
Firm:
Submitted: August 29, 1996
New Corresp. (Environmental): September 30, 1996
New Corresp. (CGMP): October 16, 1996
Amendment: (Field Copy): November 26, 1996
New Corresp. (Bio): April 2, 1997
New Corresp. (Bio): April 10, 1997

FDA:
Telecon (A. Weikel): September 30, 1996
Telecon (C. Parise): October 16, 1996
Refusal to File Letter: November 20, 1996
Acceptance Letter: December 27, 1996 .
Method Verification: January 6, 1997
Label Review: April 21, 1997
Bio Letter & Review: May 2, 1997
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Narcotic Analgesic Rx

RELATED IND/NDA/DMF (s}

DMF h )
DMF
DMF
DMF
DMF
DMF
DMF




ANRNDE 74-951 2
13. DOSAGE_ FORM 14. POTENCY
Capsule (Hard Gelatin) Butalbital: 50 mg
Aspirin: 325 mg
Caffeine: 40 mg
] Codeine Phosphate: 30 mg

15. CHEMICAL NAME AND STRUCTURE

Butalbita] USP
CiHygN,0,: M.W. = 224.26

~N
H30 H H
O
CH3
5-Allvyl-5-isobutyl barbituric acid. CAS [77-26-~9]
Aspirin USP
CgHgOL; M.W. = 180.16 -
COOH
‘ .
OCOCH3

Salicylic acid acetate. CAS [50-78-2]




ANDA 74-951

Caffeine USP
CgHyoN, 0,7 M.W. = 194.19
0

|-
Ha O N
N
)\ | %
o i\l N
CH

3

1,3,7-Trimethylxanthine. CAS [58-08-2]

Codeine Phosphate USP
C,gH,;NO; . H;PO, . %H,0; M.W. = 406.37

NmmCH,
H
0
o
. SHO—P "0 e §H2°
0
H

7,8-Didehydro-4-5a-epoxy-3-methoxy-17-methylmorphinan-6a-ol
phosphate (1:1) (salt) hemihydrate. CAS [41444-62-6])




ANDA 74-951 4

16.

17.

18.

19.

RECORDS AND REPQORTS: N/A

COMMENTS

a.

ANDA 74-951 contains significant deficiencies regarding
chemistry, manufacturing and controls procedures,

container/closure issues and stability testing and protocol
procedures.

Label review is unsatisfactory - 4/21/97.
Bio review is satisfactory - 5/2/97.

EIR unsatisfactory for Jerome Stevens; satisfactory for all
other firms 4/30/97.

Drug substances and product are USP - methods validation not
required. Methods verification performed on drug product
1/6/97 by the New York Regional Laboratory and is
satisfactory.

There is currently only one generic approval for this drug
product - ANDA 74-359 (Watson Labs, approved ca. 8/95).

CONCLUSIONS AND RECOMMENDATIONS

ANDA 74-951 is NOT APPROVABLE. The amendment will be MAJOR.

REVIEWER: DATE COMPLETED:
Donald Shostak May 13, 1997
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CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
74-951

BIOEQUIVALENCE




APR 30 1997

Aspirin/Butalbital/Caffeine/Codeine Phosphate ~ Jerome Stevens Pharmaceuticals

Capsules (325/50/40/30 mg) Bohemia, NY
ANDA # 74-951 Submission Date:
Reviewer: Hoainhon Nguyen August 29, 1996
WP # 74951sd.896 April 2, 1997
April 10, 1997
lew Ot a ting Bioequivalence Stu Dissolution Dat
I. Background:

‘The combination drug product of Aspirin/Butalbital/Caffeine/Codeine Phosphate
Capsules (325/50/40/30 mg) is used for the relief of the symptom complex of tension
(or muscle contraction) headache. Aspirin, the prototype of the salicylates, is a
nonsteroidal anti-inﬂammatory agent, sligll’cly soluble in water with pKa of 3.5.
Butalbital is a short- to 'mterme&iate-ac’ting barbiturate. Caffeine is a central nervous
stimulant. Codeine phosphate is a phenanthrene-derivative opiate agonist, £reely
soluble in water.

The systemic availalai]ity of aspirin after an oral dose is higllly clepenclent on the dosage
form, the presence of food, the gastric emptying time, gastric pH, antacids, buﬂering
agents, and particle size. These factors affect not necessarily the extent of al)sorption
of total salicylates but more the stabi.]ity of aspirin prior to alasorption. During the
absorp’cion process and after al)sorption, aspirin is main.ly hydrolyzed to sa]icylic acid
and distributed to all }Jody tissues and fluids with highest concentrations found in
plasma, liver, renal cortex, heart, and lung . In plasma, about 50-80% of the salicylic
acid and its metabolites are loosely bound to plasma proteins. The clearance of total
salicylates 18 sul)jec’c to saturable kinetics; however, first-order elimination kinetics are
still a goocl approximation for doses up to 650 mg. The plasma half-life for aspirin is
about 12 minutes and for salicylic acid and/or total salicylates is about 3.0 hours. The
elimination of tllerapeutic doses is tlnougll the lzidneys either as sa].icylic acid or other
biotransformation proclucts. The biotransformation of aspirin occurs primarily in
hepatocytes. The major metabolites are salicyluric acid (76%), the pheno]_ic and acyl
glucuronides of salicylate (15%), and gentisic and gentisuric acid (1%). The
l)ioavai.lal)i]_ity of the aspirin component of the studied combination product is




equivalent to that of a solution except for a slower rate of absorp‘cion. A pealz
concentration was obtained at 40 minutes after a 650 mg dose.

Butalbital is well absorbed from the gas’crointes’cinal tract and is expected to distribute
to most of the tissues in the bocly. They are bound to plasma and tissue proteins to a
varying degree. Elimination of butalbital is primarily via the kidney (59%-88% of the
close) as unchanged drug or metabolites. The plasma half-life is about 35 hours.
Urinary excretion products included parent clrug (al)ou’c 3.6% of the dose), 5-isol)uty1-
5-(2,3-dihydropropyl) barbituric acid (about 24%), 5-allyl-5(3-hydroxy-2-methyl-1-
propyl) barbituric acid (4.8%), products with the barbituric acid ring hydrolyzed with
excretion of urea (14%), as well as unidentified materials. Of the material excreted in
the urine, 32% was conjugated. The bioavaila.]ai]i’cy of the butalbital component of the
studied combination drug product 1s equivalent to that of a solution except for a
decrease in the rate of absorption. A pealz concentration is obtained at about 1.5 hours

after a 100 mg dose.

Like most xanthines, caffeine is rapidly absorbed and distributed in all laocly tissues and
fluids. Caffeine is cleared rapi(ﬂy throug]:l metabolism and excretion in the urine. The
plasma half-life is about 3 hours. Hepatic biotransformation prior to excretion results
in about equal amounts of 1-methyl-xanthine and 1-methyluric acid. Of the 70% of
the dose that has been recovered in the urine, only 3% was unchanged drug. The
bioavaﬂa]:)ﬂity of the caffeine component of the studied combination drug produc’c is
equivalent to that of a solution except for a slightly longer time to peal:z. A peak’
concentration was obtained in less than an hour for an 80 mg dose.

Codeine is readily absorbed form the gastrointestinal tract. It is rapicny distributed
from the intravascular spaces to the various body tissues, with preferential uptake I)y
parenchyma’cous organs such as hver, spleen, and lziclney. Codeine is not bound to
plasma proteins and does not accumulate in bocly tissues. The plasma half-life is about
2.9 hours. The elimination of codeine is mainly via the kidneys, and about 90% of an
oral dose is excreted by the kidneys within 24 hours of dosing. The urinary secretion
products consist of free and glucuronide-conjugated codeine (about 10%), free and
conjugated morphine (10%), normorphine (4%), and hydrocodone (1%). The
remainder of the dose is excreted in feces. At tlnerapeutic doses, the analgesic effect

reaches a pealQ within 2 hours and persists between 4 and 6 hours. The l)ioavaﬂa})ili’cy




of the codeine component of the studied combination drug procluct 18 eqm'valent to that
of a solution. Peak concentrations were obtained at 1 hour after a 60 mg dose.

The most commonly repor’ce& adverse events associated with the use of this
combination drug product are nausea and/or abdominal pain, drowsiness, and dizziness.

Recommended dosage is one or 2 capsu.les every 4 hours with total claily dosage not
exceeding 6 capsules.

The reference listed drug produc’c is Fiorinal® with Codeine Capsules USP,
manufactured by Sandqz.

The Division of Bioe uivalence requires measurement of onl two components of the
q q Yy P
pro&uct, Butalbital and Codeine, for satisfy'mg the })ioequivalence approval criteria.

The firm has submitted the results of a single-dose, two-way crossover, fasting
})ioequivalence study comparing its test product with the RLD proc].uct. Comparative
dissolution data were also submitted.

I1. Bigequivalence Study: (Protocol No. 960366)
Study ijectivg ;

The purpose of this stucly is to evaluate the bioequivalency of Jerome-Stevens'
Aspirin/Butalbital/Caffeine/Codeine(326/50/40/30 mg) capsules and Sandoz's
Fiorinal® with Codeine Capsules, in a fasting s'mgle dose, two-treatment, two-period
crossover s’cudy design.

Investigator and cilities:

The study was conducted at Phoenix Clinical Research Center, Quebec, Canada, -
between April 11 and May 9, 1996. Tl:le prmmpal mvestlgator was Plerre GeoH'roy,
M.D.. Plasma samples were assayed by

" between May 20 and May 29,

i under the supervision of 7~

19%




Demographics:

Twenty-four and 2 alternate normal, healthy male volunteers between 18-45 years of
age, and within 15% of their ideal weigilt accor(iing to the Metropoiitan Life Insurance
Company Bulletin, 1983, participated in a two-treatment, Jcwo-perioci, randomized
crossover study. The sul)jec’cs were selected on the basis of their acceptable medical

l].istory, physical examination and clinical lal)oratory tests. The sui)jects' weiglit and
height ranged 61.5 - 88.2 kg and 162 - 187 cm, respectively.

Inclusion/exclusion criteria;

Subjects did not have any history of: hypersensitivity to aspirin or any other
nonsteroidal anti—inﬂamma’cory drugs, caffeine or other xanthines, codeine or other
narcotics, butalbital or other barbiturates ; alcoholism or (irug abuse; cardiovascular,
pulmonary, renal, llematological, gastrointes’cinal, enciocrine, irnmunologic,
dermatologic, neuroiogic or psychiatric.

They were free of all medications at least 7 days prior to each stucly perioci and allowed
no concomitant medications during the study sessions. No alcohol and no xanthine-
containing products were allowed 24 hours prior to their check-in appointment and
throughout the perioci of sampie. The subjects fasted for ovemight prior to and 4
hours after each drug administration. The washout duration between the two p]:iases
was 28 days. Duration of confinement was 12 hours pre-dose to approximately 24
hours post-dose.

reatmen and Sampli

The two treatments consisted of a singie 2-capsule dose of either the test prociuct or
reference product taken orally with 240 ml of water.

Test Product: Jerome-Stevens' Aspirin/Butalbital/Caffeine/Codeine(325/50/40/30
mg) capsules, lot # 015395 (Batch size of . .. inits, potency of
101.5/99.6/100.2/100.4% (Aspirin/ Butalbita]/Caﬂeme/Codeme)




Reference product: Sandoz’s Fiorinal® with Codeine capsules, lot # 589X9300
(Potency of 100.2/99.3/100.7/99.6% (Aspirin/Butalbital/Caffeine/Codeine).

Blood samples were collected at predose, 0.25, 0.5, 0.75, 1, 1.33, 1.67, 2, 2.5, 3, 4,
6, 9, 12, 16, 24, 48, 72, 96, 120 and 144 hours following drug administration.
Blood samples were centri_{-uged and the plasma was separated and imme&iately stored

at -12°C until shipping to the analytical laboratory.

Assay Methodology:

The analy’cical method was develope& l)y B
~ 1. A 1 1

o1 a1 .. | 1 1

a

A. Butalbital:
A,ssay Speciﬁcitg;

The assay was speciﬁc for butalbital with no signiﬁcant interferences seen at the
retention time of the clrug and internal standard in the o - of the
pre&ose su]oject samples and blank plasma standards. (Interferences seen at the
retention time of butalbital in 12 and 7 ~ o of the predose samples
and blank standards, respectively, were less than 47% in pealz height of the
LOQ standard of the same run.)

Linearity:
(Based on actual study standard curves)
The assay was linear in the range of 0.100 to 9.978 ug/ml of butalbital.

rdu

(Based on actual study quality controls)




Interday CV's were: 6.9% at 0.300 pg/ml, 3.7% at 3.995 pg/ml and 6.1% at
7.99 pg/ml.

Sensitivity:
(Based on actu_al study back-calculated standard data)

Sensitivity limit was 0.100 pg/ml for butalbital (CV% = 11.3). Any level below
this limit was repor’ced as zero.

The pres’cudy assay validation data showed CV% for the quality control of 0.100
. /.Lg/rnl was 5.9 (n=10).

Accuracy:

(Based on actual study quality controls)

Percent recovery of control samples were: 100% at 0.300 ug/ml, 98.8% at
3.995 I-Lg/ml and 96.6% at 7.990 [.Lg/ml.

Long-term stal)ility of frozen samples was demonstrated in a pre-s’cu(ly
validation stu(ly using frozen control samples which were preparecl, stored at
-22C, analyzed on Day 65 and compared with freshly prepared control samples.
Ratio of mean responses was within 0.96-1.01. The actual plasma samples were
first collected and stored frozen (-22C) on 04/11/96 and last analyzed on
05/29/96 (Total of 48 days).

Short-term stability (10.1 hours at room temperature), freeze-thaw stability (3
cycles), autosampler stability (2.9 hours at room temperature) and stock solution
(in methanol at -22°C for 78 days) were evaluated and acceptable.




ine:
a eciticity:

The assay was specif:ic for codeine with no signiﬁcant interferences seen at the

retention time of the clrug and internal standard in the ° . " he
predose subject samples and blank plasma standards. (Interferences were seen
at the retention time of codeine in 2 . - of the blank standards;

however, these standards were not included in the calibration and the quali’cy
controls of these runs were acceptable.)

Linearity:

(Based on actual study standard curves)

The assay was linear in the range of 10.0 to 1000.8 ng/ml of codeine.
Reproducibility:

(Based on actual study quality controls)

Interday CV's were: 6.9% at 30.1 ng/ml, 3.8% at 401.7 ng/ml and 3.2% at
803.4 ng/ml.

(Based on actual study back-calculate standard data)

Sensitivity limit was 10.0 ng/ml for codeine (CV% = 11.3). Any level below
this limit was reporte& as zero.

Prestudy assay validation data showed that CV% for the quality control of 10.0
ng/ml was 12.3 (n‘—'9)




Accuracy:
(Base(l on actual stucly quality controls)

Percent recovery of control samples were: 99.4% at 30.1 ng/ml, 99.8% at
401.7 ng/ml and 98.2% at 803.4 ng/ml.

Stgbili’gg:

Long-term stalai]ity of frozen samples was demonstrated in a pre-study
validation stucly using frozen control samples which were prepared, stored at
-22C, analyzed on Day 65 and compared with freshly prepared control samples.

Ratio of mean responses was within 0.93-1.01. The actual plasma samples were
first collected and stored frozen (-22C) on 04/11/96 and last analyzed on
05/29/96 (Total of 48 days).

Short-term s’cability (10.1 hours at room temperature), freeze-thaw sta]aili’cy 3
cycles), autosampler stability (3.1 hours at room temperature) and stock solution
(in methanol at -22°C for 78 days) were evaluated and accepta]:le.

Pharmgcolzinetic Resﬂts :

AUC(0-T) was calculated using the ’crapezoidal method. AUC (O-Im[_ini’cy) was
calculated by : AUC(0-Infinity) = AUC(0-T) + [last measured concentration/ KEL].
CMAX and TMAX were observed values of the pealz plasma concentration and time
to peak plasma concentration, respectively. KEL and T1/2 were calculated from the
terminal portion of the log concentration versus time curve.

atisti alyses:

Analysis of variance and F-test were used to determine statistically sigm’ficant (p less
than 0.05) differences between treatments, sequences of treatment, subjects within
sequence, and days of administration for the above pharmacolzinetic parameters as well

as for the plasma concentrations at each sampling time. The 90% confidence intervals
for AUC's, CMAX, InAUC's and InCMAX were calculated, based on least squares




means, using the two, one-sided t-test.

Results:

Twen’cy—ﬁve of 26 enrolled volunteers completed the clinical portion of the s’cudy.
Subject # 6 was withdrawn from the study 25.2 days after Period I dosing for personal

reasons. The statistical analysis was performed using 24 (balanced) data sets per
protocol.

._Butalbital:

There was no significant difference (alpha=0.05) between treatments for AUC (0-T),
AUC (0-Infinity), InAUC(0-T), InAUC(0-Infinity) and [nCMAX. There was a
significant difference between treatments for CMAX (p=0.0479) and TMAX
(p=0.0432). The results are summarized in the tables helow:




Butalbital Comparative Pharmacokinetic Parameter,
Dose=2 ¢ les*: n=24
Parameters Jerome-Stevens’ Fiorinal® 0%
Mean (CV%) Mean (CV%) C.lL

AUC (0-T) 101.9** 100.4** [0.99;1.04]
pug.hr/ml

AUC (O-Inf) 112.7* 110.5* [0.99;1.00]
pg.hr/ml

CMAX(/.Lg/ml) 2.170* 2.100** [1.00;1.006]
TMAX (hrs) 1.264(58) 1.854(88)

KEL (1/11rs) 0.018(20) 0.018(19)

T1/2 (llIS) 40.73(22) 38.68(19)

Table ]

Ratio

TR

1.02

1.02

1.03

*One capsule= Aspirin/Butalbital/Caffeine/Codeine(325/50/40/30 mg)
**Geometric LSMeans
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Comparative Mea evels of Butalhital
Dose=2 capsules*; n=24
CV%
Hour [erome-Stevens’ Fiorinal®
0 0 0
0.25 0.178(171) 0.173(173)
0.5 1.351(4:6) 1.086(52)
’_ 0.75 1.807(24) 1.664(29)
| 1.998(15) 1.826(18)
1.33 1.937(11) 1.964(10)
1.67 1.944(11) 1.958(10)
2 1.904(11) 1.890(12)
2.5 1.867(12) 1.868(10)
3 1.838(12) 1.841(11)
4 1.792(14) 1.785(14)
6 1.702(12) 1.699(12)
9 1.670(12) 1.645(12)
12 1.540(12) 1.540(13)
16 1.457(14) 1.462(12)
24 1.323(14) 1.312(13)
48 0.856(19) 0.856(18)
12 0.562(22) 0.543(26)
96 0.373(32) 0.368(36)
120 0.246(35) 0.225(40)
144 0.154(61) 0.133(73)
AUC(0-T)ughvml 103.1(15) 101.8(1%)
AUC(0-Inf)ughe/ml 114.4(17) 112.3(18)
CMAX 2.183(11) 2.108(9)

*One capsule = Aspirin/ Butalbital/Caffeine/ Cocleine(

)

25/50/40/30 mg)

(NOTE: ANOVA for Butalbital was repeated with Subject # 20 dropped from the

11




data set due to his CMAX being the first plasma concentration (under Test
Treatment). 90% confidence intervals for log-transformed AUCT, AUCT and CMAX
without this subject were within [0.80;1.25] (They were [0.99;1.04], [0.99;1.06, and
[[1.01;1.07), respectively).)

B. ngeine;

There was no significant difference (alpha=0.05) between treatments for all analyzecl

parmameters. The results are summarized in the tables below:

| Table IT1
ngging CQmpgrativg Ehamgcgkinetig Parameters
Dose=2 capgules*; n=24

Parameters Jerome-Stevens’ Fiorinal® 0% Ratio
Mean (CV%) Mean (CV%) C.lL T/R

AUC (0-T) 235.2™ 234:.9** [0.92;1.08] 1.00

ng.]nr/ ml '

AUC (O—\Inf) 292.2* 294.0** [0.93;1.06] 0.99

ng.hr/ ml

CMAX(ng/ml) 7498 70.50*" [0.99;1.14] 1.06

TMAX (hrs) 1.264(58) 1.854(88)

KEL (1/hzs) 0.018(20) 0.018(19)

T1/2 (hrs) 40.73(22) 38.68(19)

*One capsule=Aspirin/Butalbital/Caffeine/Codeine(325/50/40/30 mg)
**Geometric LSMeans
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[able IV

mparative Mean Plasm vel Codein
Dose=2 capsules™; n=
ng/ml(CV%)

Hour Jerome-Steveng’ Fiorinal®
0] -0 0

0.25 0 0

05 32.39(95) 28.33(112)
0.75 57.72(42) 60.37(50)
1 67.65(24) 64:.37(23)
1.33 66.61(20) 64.37(23)
1.67 62.57(22) 62.14(21)
2 56.75(20) 56.06(22)
2.5 48.37(32) 48.13(29)
3 42.70(26) 43.10(23)
4 34.01(25) 34.40(28)
6 17.90(33) 20.33(53)
9 3.05(179) 2.92(179)
12 0 0

16 0 0

24 0 0
AUC(O-T)aghdml 243.7(28) 246.3(32)
AUC(O-Inf)ng.lu/ml 300.1(24) 304.1(26)
CMAX 76.86(22) 73.42(31)

(
*One capsule = Aspirin/ Butalbital/Caffeine/Codeine (325/50/40/30 mg)

(NOTE: ANOVA for Codeine was repeated with Subjects # 1, 16, 18 and 20
dropped from the data set due to their CMAX’s being the first plasma concentration
(under Reference Treatment for Su})jects # 1 and 20; and under Test Treatment for
Subjects #16,20 and 18). 90% confidence intervals for log-transformed AUCT,
AUCT and CMAX without these subjects were within [0.80;1.25] (They were
[0.91;1.11], [0.92;1.06, and [[0.98;1.16], respectively).)
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Aclverse Eﬁects:

No serious medical events were reported during the study. There were 21 probably or
possibly drug-related mild reactions reported (8 and 12 reactions during test and
reference treatments, respectively) including numbness in arms, :Eeet, face, jc‘ingers,

cheelzs, hands, knees and neclz, pain in upper al:domen, vomuiting, dizz'mess, euphoria,

]ightheaclednes’s and stomachache.

I1I. Dissolution Testing: USP method and specification.

Drug (Generic Name): Aspirin/Butalbital/Caffeine/Codeine Capsules Firm: Jerome-Stevens
Dose Strength: 325mg/50mg/40mg/30mg ANDA # 74-951

. Submission Date: August 29, 1996

Table - In-Vitro Dissolution Testing

L. Conditions for Dissolution Testing:
USP XXIII Basket ___ Paddle X_RPM 80 No. Units Tested: 12
Medium: Water Volume: 1000 ml
Reference Drug: (Manuf.) Fiorinal with Codeine Capsules (Sandoz)
Assay Met}lodology: 1
’ T 77 deine)
I1. Results of In-Vitro Dissolution Testing:
Sampling Test Product Reference Product
Times Lot # 015395 Lot # 589X9300
(min.) )
1. Aspirin:
Strength (mg) 325 Strength (mg) 325
Mean % Range (CV) Mean % Range vy
Dissolved Dissolved
15 74.1 (6.9%) 632 T (8.4%)
30_ 92.2 (3.8%) 76.6 (6.4%)
45 Q7.7 (2.2%}) 83.0 (6.2%)
60 99.6 (1.6%) 87.6 (4.7%)
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2. Butalbital:
Strength (mg) 50

Mean %
Dissolved
4.1

2.2
97.7

Range

O™ [ [0 [
FRER

Test Product
Lot # 015395

Sampli.ng

Times

—

min.)

. ? Caffeine:

Strength (mg) 40

Strength (mg) 30

Mean %
Dissolved
857

8.5

Range

f

USP Current Sgeciﬁcation:
NLT 75% (all components) dissolved in 60 minutes

St'rength (mg) 50__.
(CV) Mean % Range (CV) .
Dissolved
(6.9%) 68.5 (7.4%)
(3.8%) 784 (5.7%)
(2.2%) 84.1 (4.7%)
(1.6%) 88.3 (4.2%)
Reference Product |
Lot # 589X9300
Strength (mg) 40
(CV) Mean % Ra.nge (CV)
Dissolved
(8.8%) 57.1 (14.6%)
(3.3%) 73.9 (10.1%)
(1.3%) 82.7 (7.0%)
(1.1%) 88.7 (5.6%)
Strength (mg) 30
(CV) Mean % Range (CV)
Dissolved
(9.7%) 56.8 (15.4%)
(3.0%) 77.1  (9.5%)
(1.1%) 87.1 (5.8%)
(0.9%) 93.1 (4.1%)
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1. The single-dose, fasting bioequivalence study conducted by Jerome-Stevens on the
test product, Aspirin/Bu’ca]bital/CaHeine/ Codeine, 325/50/40/30 mg, lot # 015395,
comparing it with the reference procluc"c, Fiorinal®with Codeine Capsules, lot #
589X9300, demonstrates that the test product is equivalent to the reference product
in their rate and extent of al)sorption as measured l)y lnCMAX, lnAUC(O-T) and
lnAUC(0-Infinity) of butalbital and codeine.

2. The in vitro dissolution cla’ca for the test and reference procluc’cs are acceptal:le.

V. Recommenclations:

1. The single-dose, fas’cing bioequivalence study conducted ]oy Jerome-Stevens on the
test product, Aspirin/Butalbital/Caffeine/Codeine Capsules, 325/50/40/30 mg, lot #
015395, comparing it with the reference product, Sandoz’s Fiorinal®with Codeine
Capsules, lot # 589X9300, has been found acceptable by the Division of
Bioequivalence. The study demonstrates that the test product, Jerome-Stevens’
Aspi.rin/ButaHaital/ Caffeine/Codeine Capsu.les, 325/50/40/30 mg, is l)ioequiva.lent to
the reference product, Sandoz’s Fiorinal®with Codeine Capsules, under fasting

conditions.

2. The in-vitro dissolution testing conducted I)y Jerome-Stevens on its
Aspirin/Butalbital/Caffeine/Codeine Capsules (325/50/40/30 mg), has been found
acceptable.

The dissolution testing should be incorporated ]oy the firm into its manufac’curing
controls and stability program. The dissolution testing should be conducted in 1000
ml of water at 37C using USP XXIII apparatus II(paddle) at 50 rpm. The test
product should meet the {following speciﬁca’cions:

Not less than 75% of the labeled amount of aspirin, butalbital,

caffeine and codeine in the dosage form is dissolved in 60
minutes.

Division of Bioequivalence
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Components and Composition Statements

COMPONENTS mg/Capsule
a. Aspirin 325.0
b. Butalbital - 50.0
c. Caffeine 40.0
d. Codeine Phosphate 30.0
e. tarch ) )
f. Microcrystalline Cellulose : )
g. Talc )
h. Colloidal Silicon Dioxide 3
i. Stearic Acid 2
j- 1 Jmg (approx.)
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CDER Establishment Evaluation Report Page 1  of 2
for August 28,1998
Application:  ANDA 74951/000 Priority: Org Code: 600
Stamp: 30-AUG-1996 Regulatory Due: Action Goal: District Goal: 30-OCT-1997
Applicant: JEROME STEVENS Brand Name:
60 DAVINCI DR Established Name: BUTALBITAL;ASPIRIN; CAFFEINE;
BOHEMIA, NY 11716 CODEINE PHOSPHATE
Generic Name:
Dosage Form: CAP (CAPSULE)
Strength: S50MG/32MG/40MG/30MG
FDA Contacts: T. AMES (HFD-617) 301-827-5849 , Project Manager
J. SIMMONS (HFD-810) 301-594-2570 , Team Leader

Overall Recommendation:

ACCEPTABLE on 03-AUG-1998 by J. D AMBROGIO(HFD-324)301-827-0062
WITHHOLD on 11-JUN-1998 by R. WOODS (HFD-324)301-827-0062

Establishment:

Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  04-FEB-1997

Decision: ACCEPTABLE

Reason: BASED ON PROFILE

DMF No:
AADA No:

Responsibilitiess;: DRUG SUBSTANCE
MANUFACTURER

Establishment:
JEROME STEVENS PHARMACEUTI
60 DA VINCI DR
BOHEMIA, NY 11716

DMF No:
AADA No:

Profile: CHG OAI Status: NONE Responsibilities: FINISHED DOSAGE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date  03-AUG-1998 -
Decision: ACCEPTABLE '
Reason: DISTRICT RECOMMENDATION
Establishment: DMF No: 5032
AADA No:
Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER

Milestone Date  09-APR-1997




CDER Establishment Evaluation Report Page 2
for August 28,1998

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION
Establishment:

Profile: CSN OATI Status: NONE

Last Milestone:. OC RECOMMENDATION
Milestone Date  06-JAN-1997

of 2

DMF No..
AADA No:

Responsibilities: DPRUG SUBSTANCE
MANUFACTURER

Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: DMEF No:
AADA No:
RD
' 340
Profile: CSN OAl Status: NONE Responsibilities: DRUG SUBSTANCE

Last Milestone: OC RECOMMENDATION
Milestone Date  06-JAN-1997
Decision: ACCEPTABLE

Reason: BASED ON PROFILE

Establishment:

Profile: CSN QAL Status: NONE
Last Milestone: OC RECOMMENDATION
Milestone Date  13-FEB-1997

Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION

MANUFACTURER

DMF No:
AADA No:

Responsibilities: DRUG SUBSTANCE
MANUFACTURER




CDER Establishment Evaluation Report Page 1 of 2
for August 10, 1998

Application:  ANDA 74951/000 Priority: Org Code: 600
Stamp: 30-AUG-1996 Regulatory Due: Action Goal: District Goal: 30-OCT-1997
Applicant: JEROME STEVENS Brand Name:
60 DAVINCI DR Established Name: BUTALBITAL;ASPIRIN; CAFFEINE;
BOHEMIA, NY 11716 CODEINE PHOSPHATE

Generic Name:
Dosage Form: CAP (CAPSULE)

Strength: 50MG/32MG/40MG/30MG
FDA Contacts: T. AMES (HFD-617) 301-827-5849 , Project Manager
J. SIMMONS (HFD-810) 301-594-2570. , Team Leader

Overall Recommendation: ‘
ACCEPTABLE on 03-AUG-1998 by J. D AMBROGIO (HFD-324)301-827-0062
WITHHOLD on 11-JUN-1998by R. WOODS (HFD-324)301-827-0062

Establishment: ~ DMF No:

AADA No:
Profile: CSN QAI Status; NONE Responsibilities;: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date 04-FEB-1997
Decision: ACCEPTABLE
 Reason: BASED ON PROFILE

Establishment: 2431950 DMF No:

JEROME STEVENS PHARMACEUTI AADA No:

60 DA VINCI DR

BOHEMIA, NY 11716

Profile: CHG OAI Status: NONE Responsibilities: FINISHED DOSAGE

Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date 03-AUG-1998 -,
Decision: ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Establishment: DMF No:
AADA No:
Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER

Milestone Date  09-APR-1997




CDER Establishment Evaluation Report Page 2 of 2
for August 10, 1998
Decision: ACCEPTABLE
Reason: DISTRICT RECOMMENDATION
Establishment: ‘MF No:
ADA No:

Profile: CSN OAl Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date  06-JAN-1997
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: DMF No:

AADA No:

)

Profile: CSN OAI Status: NONE Responsibilities: DRUG SUBSTANCE
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date  06-JAN-1997 '
Decision: ACCEPTABLE
Reason: BASED ON PROFILE
Establishment: .DMF No:

AADA No:
Profilez: CSN OALI Status: NONE Responsibilities: DRUG SUBSTANCE -
Last Milestone: OC RECOMMENDATION MANUFACTURER
Milestone Date 13-FEB-1997
Decision: ACCEPTABLE

Reason: DISTRICT RECOMMENDATION
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‘/C DEPARTMENT OF HEALTH & HUMAN SERVICES Food and Drug Administration

Memorandum
. JN 10198
ate

Consumer Safety Officer, Investigations &
From Preapproval Compliance Branch/DMPQ (HFD-324)

Concurrence with District Withhold
Subject Recommendation, ANDAs 74-988, 74-951 & 63-298

Pat Beers-Block, Chief
Review Support Branch, HFD-617

Applicant: Jerome Stevens
Pharmaceuticals, Inc.
60 DaVinci Drive
Bohemia, NY 11716
CFN 24319850

Division of Manufacturing and Product Quality (HFD-320) has
completed review of the Establishment Inspection Report (EIR)
of the subject ANDAs. The products for these ANDAs are:

ANDA 74-951; Aspirin 325 mg/Butalbital 50 mg/Caffeine -
40 mg/Codeine Phosphate Capsules, 30mg '

The EIR covers a physical inspection conducted at the
applicant’s facility from March 23 - April 6, 1998. The ANDAs
identify this site to perform finished product manufacture and

testing on the subject ANDAs.

DMPQ concurs with the District's recommendation to withhold
approval of these ANDAs. Our concurrence with NYK-DO’s
withhold recommendation is based on the following significant
GMP observations relative to the referenced ANDAs:




ANDAs 74-951 Page 2
Jercome Stevens Pharmaceuticals, Inc.

- Failure to document when samples were placed onto
accelerated and long term stability studies for the
following products and lots #’s:

ANDA 74-951; Aspirin 325 mg/Butalbital 50 mg/Caffeine
40mg/Codeine Phosphate 30mg Capsules - lot #’s 015395
and 007196

- Failure to document any investigation of dissolution
test failures in accelerated stability study samples in
the following product and lot #’s: Aspirin 325
mg/Butalbital 50 mg/Caffeine 40mg/Codeine Phosphate 30mg
Capsules - lot #’'s 015395 and 007196. Note that a
statement dic appear in the ANDA on page 219, that states
that this druvg product “exhibits gelatine capsule pellicle
formation during dissolution testing.”

- Failure to maintain a system for recording temperature
and relative humidity conditions in the accelerated
stability chember to assure that it meets specifications.

- Several discrepancies were observed in raw material
inventory records.

- Failure to perform five replicate injections during
system suitability evaluation as required by current USP.

Additionally, numerous minor GMP deficiencies were noted during
the inspection.

Finally, in regard to

-9




ANDAs 74-988, 74-951 & 63-298 : Page 3
Jerome Stevens Pharmaceuticals, Inc.

NYK-DO was contacted on June 10, 1998 and as of this date no
| response has been received from the applicanc.

A copy of the EIR and exhibits are attached for your review.
If you have questions, please contact me at (301)-827-0065.

Al Wordy

Randall L. Woods

Attachments - EIR and Exhibits




ANDA: 74-951

ANDA APPROVAL SUMMARY

kUG PRODUCT: Butalbital, Aspirin, Caffeine and Codeine Capsules

FIRM: Jerome

DOSAGE FORM:

STRENGTH: 50
30

CGMP STATEMENT:

Stevens Pharmaceuticals, Inc.
Hard gelatin capsule

mg Butalbital, 325 mg Aspirin, 40 mg Caffeine,
mg Codeine Phosphate

Included - New Correspondence, 10/16/96.

EIR STATUS UPDATE: Acceptable EIR issued 8/3/98.

BIO STUDY:

VALIDATION:

ABILITY:

LABELING:

Bio study and dissolution testing found satisfactory
4/30/97 - H. Nguyen.

Drug substance and drug product are compendial. The New
York Regional Laboratory indicated acceptable methods
verification for compendial tests, 1/6/97.

3 month accelerated (40°C/75% RH) and 12 month room
temperature data submitted for drug product packaged in
the proposed market container/closure systems. Testing
included appearance, assay, dissolution and free
salicylic acid. A 24 month expiration date was proposed
which was supported by the data submitted.

Labeling satisfactory for approval, A. Vezza, 8/4/98.

STERILIZATION VALIDATION: N/A

SIZE OF BIO BATCH: The bio study was performed on lot #015395,

capsules.
SIZE OF STABILITY BATCHES: Stability testing was performed on the
two test batches, Lot #015395,
capsules and Lot #007196,
capsules.
PROPOSED PRODUCTION BATCH: The proposed production batch sizes is

psules.




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

ANDA Number: 74-951 Dates of Submission: June 4 and July
27, 1998
Applicant's Name: Jerome Stevens Pharmaceuticals Inc.

Established Name: Butalbital, Aspirin, Caffeine, and
Codeine Phosphate Capsules USP,
50 mg/325 mg/40 mg/30 mg

APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes

Container Labels: 100s and 500s
Satisfactory as of June 4, 1998 submission.

Professional Package Insert Labeling:
Satisfactory as of July 27, 1998 submission.

Revisions needed post-approval: Container labels - “Total daily

dosage ...” rather than “... dose ...” PI - include 2nd sentence

in CLIN PHARM section “The role butalbital, aspirin, amd caffeine

plays in the relief of the complex of symptoms. known as tension -
headache is incompletely understood.” Also PI has FDAMA changes

- in it but has rev date of 8/97 (we did not make an issue of this)

BASIS OF APPROVAL:
Was this approval based upon a petition? No

What is the RLD on the 356(h) form: Fiorinal with Codeine
Capsules

NDA Number: 19—429

NDA Drug Name: Fiorinal (Butalbital/Aspirin/Caffeine) with
Codeine Capsules USP, 50 mg/325 mg/40 mg/30 mg




NDA Firm: Novartis

Date of Approval of NDA Insert and supplement #: 4-29-91 (S-001)
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? No

Basis of Approval for the Container Labels: label on file and
side-by-sides submitted

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X

Is this product a USP item? 1If so, USP supplement in which verification was X
assured. USP 23

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

Error Prevention Analysis

Has tbe firm proposed a proprietary name? NO

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If
yes, describe in PTR.

Is this package size mismatched with the recoammended dosage? 1f yes, the Poison X
Prevention Act may require a CRC.

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

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
labeling?
Is the color of the container (i.e. the coloxr of the cap of a mydriatic ophthalmic) X

or cap incorrect?

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

Are there any other safety concerns?

Labeling

Is the name of the drug unclear im print or lacking in prominence? (Name should be X

the most prominent information on the label).

Bas applicant failed to clearly differentiate mmltiple product strengths? X
Is the corporate logo larger than 1/3 container label? (No regulation - see ASHP X
guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs X

Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for
the NDA)




Yes No N.A.

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

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X

Has the firm failed to adequately support compatibility or stability claims which X
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Inactive Ingredients: (FTR: List page # in application where inactives are

listed)

Does the product contain alcohol? If so, has the accuracy of the statement been X
confirmed?

Do any of the inactives differ in concentration for this route of administration? X
Any adverse effects anticipated from inactives (i.e., benzyl alcohol in neonates)? X
Is there a discrepancy in inactives between DESCRIPTION and the camposition X
statement?

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

claim supported?

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

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

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need : X

not be listed)

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

Do container recammendations fail to meet or exceed USP/NDA recommendations? If so, X

are the recommendations supported and is the difference acceptable? Exceeds NDA
but meets USP requirements.

Does USP have labeling reccmmendations? If any, does ANDA meet them? X
Is the product light sensitive? If so, is NDA and/or ANDA in a light resistant X
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, X

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

Biocequivalence Issues: (Compare bicequivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

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

Bas CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. X
Patent/Exclusivity Issues?: PTR: Check the Orange Book edition or X

cumilative supplement for verification of the latest Patent or Exclusivity. List
expiration date for all patents, exclusivities, etc. or if none, please state.

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling of the listed drug (Fiorinal
with Codeine; Approved April 29, 1991, Revised November 1,
1990). Since recent changes approved for Fiorinal (NDA 17-
534) and Fioricet with Codeine (NDA 20-232) should apply to
this drug product, PM, Deborah Gunter, has been asked to
include this labeling in her analysis. She has responded to
an E-mail sent to her concerning this and is in the process

of trying to consolidate the insert labeling for all three
products.

>




Patent., Exclusivities:

There zre no patents or exclusivities that pertain to this
drug product. :

Storage/Dispensing Conditions:

NDA: Store and dispense below 77°F (25°C) in a tight
container.

ANDA: Store and dispense below 77°F (25°C) in a tight,
light-resistant container.

UsP: Preserve in tight, light-resistant containers.
Product Line:

The innovator markets their product in bottles of 100s and
unit-dose containers of 25s.

The applicant proposes to market their product in bottles of

100s and 500s.

The capsule imprintings have been accurately described in
the HOW SUPPLIED section as required by 21 CFR 206, et al.
(Imprinting of Solid Oral Dosage Form Products for Human
Use; Final Rule, effective 9/13/95). See page 129.

Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be consistent with
the listing of inactive ingredients found in the statement
of components and composition appearing on page 55.

All meanufacturing will be performed by Jerome Stevens
Pharmaceuticals. No outside firms are utilized. See pages
118 and 123. :

Container/Closure:

This product will be packaged in white HDPE containers with
a screw cap.

Date of Review: - 7-30-98 Dates of Submission: 6-4 & 7-27-98

Primary Reviewer: Adolph Vezza Date:

Q‘M%/‘, /q)ay

| Team Leader: Charlie Hoppes Date:
o % 3/Y5 %
e “ '




MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 18, 1998

f
FROM: Don Shostak, HFD-647 ﬂM f/ sfik

THRU: U. Venkataram, HFD-647 U{. V. l/o,\ﬂpjct«ﬁw 4/374?

SUBJECT: ANDA 74-951 (Dissolution Testing Waiver)

TO: Timothy Ames

UV, Florence and I discussed Jerome Stevens’ dissolution waiver
request in their 5/13/98 correspondence. It was decided that we
would ask Jerome Stevens to commit to placing the first
production batch under accelerated storage conditions

(40°C/75% RH) and to perform dissolution testing according to the
ANDA procedure followed by the method published in USP 23,
Supplement 8 if necessary. We also agreed that if the applicant
agrees to this request, we will reclassify the deficiencies to
MINOR.

74551 . 2mem
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Telephone Conversation Memorandum

ANDA.: 74-951

DRUG: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP, 50 mg, 325 mg, 40 mg, 30 mg

FIRM: Jerome Stevens Pharmaceuticals, Inc.

PERSONS INVOLVED: Ron Steinlauf, Bill Cardone, Jerome Stevens
Tim Ames, FDA

PHONE NUMBER: 516-567-1113

DATE: 5/20/98

Called firm to relate decision regarding Item 3 of the May 4,
1998 Major deficiency fax. It was decided by Ffang, Uvenkataram
and Dshotak to request the firm to commit to placing the first
production batch under accelerated storage conditions

(0° C/75% RH) and to perform dissolution testing according to the
ANDA procedure followed by the method published in the USP 23,
Supplement 8. This request was related to the firm and it was
also related that the amendment would now be considered a MINCR

amendment and should be designated as such referencing this
teleconference.

Timothy W. Ames, R.Ph., M.P.H.
Pé;%i?t Manager, Div Chem II, Branch 6, OGD

o) O
(D
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Telephone Conversation Memorandum

ANDA: 74-951

DRUG: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP, 50 mg, 325 mg, 40 mg, 30 mg

FIRM: Jerome Stevens Pharmaceuticals, Inc.

PERSONS INVOLVED: Ron Steinlauf, Bill Cardone, Jerome Stevens
Tim Ames, FDA

PHONE NUMBER: 516-567-1113
DATE: 5/12/98

Called firm to relate clarification of Item 3 “Please perform
dissolution testing at accelerated conditions using the procedure
specified in the 20th IRA to USP 23 published in the
Pharmacopeial Forum, Volume 23, # 6, Nov. - Dec. 1997 in the last
facsimile deficiency.

I explained that this question was asked as a result of the
accelerated stability sample failures at 60 and 90 days. The
firm’s assertion that this was due to pellicle formation was
unsubstantiated and by requesting this testing be performed it
would determine if pellicle formation was the actual problem.

The firm countered by indicating that this was unnecessary as
their RT data was acceptable and all that was needed to establish
an expiry date and all that was necessary for approval. They
further claimed that this was a known problem with the RLD and
only generic on the market. They explained they felt they were
being held to an unnecessarily higher standard since they were a
small firm and that this was a disproportionate burden on them.
The also claimed that this may effect the classification to a
MAJOR AMENDMENT status of this deficiency fax.

I indicated I would discuss their issues with the Chemistry Team
Leader and Division Director.

hy W. Ames, R.Ph., M.P.H.

-C§2faanfr<>Ei¥%;E§? II, Branch 6, OGD
)




MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: May 18, 1998

15
FROM: Don Shostak, HFD-647 sz&6°zzkg'g/ /%k
THRU: U. Venkataram, HFD-647 W V V@Aﬂ&j“f’\ﬂvﬂ 4/'?74?

SUBJECT: ANDA 74-951 (Dissolution Testing Waiver)

TO: Timothy Ames

UV, Florence and I discussed Jerome Stevens’ dissoclution waiver
request in their 5/13/98 correspondence. It was decided that we
would ask Jerome Stevens to commit to placing the first
production batch under accelerated storage conditions

(40°C/75% RH) and to perform dissolution testing according to the
ANDA procedure followed by the method published in USP 23,
Supplement 8 if necessary. We also agreed that if the applicant
agrees to this request, we will reclassify the deficiencies to
MINOR.

74951 . 2mem
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Telephdne Conversation Memorandum

ANDA: 74-951

DRUG: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP, 50 mg, 325 mg, 40 mg, 30 mg

FIRM: Jerome Stevens Pharmaceuticals, Inc.

PERSONS INVOLVED: Ron Steinlauf, Bill Cardone, Jerome Stevens
Tim Ames, FDA

PHONE NUMBER:

DATE: 5/20/98

Called firm to relate decision regarding Item 3 of the May 4,
1998 Major deficiency fax. It was decided by Ffang, Uvenkataram
and Dshotak to request the firm to commit to placing the first
production batch uncer accelerated storage conditions

(0° C/75% RH) and tc perform dissolution testing according to the
ANDA procedure follcwed by the method published in the USP 23,
Supplement 8. This request was related to the firm and it was .
also related that the amendment would now be considered a MINOR

amendment and shoulcd be designated as such referencing this
teleconference.

Timothy W. Ames, R.2h., M.P.H.
Pz;%i?t Manager, Div Chem II, Branch 6, OGD
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Telephone Conversation Memorandum

ANDA: 74-951

DRUG: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP, 50 mg, 325 mg, 40 mg, 30 mg

FIRM: Jerome Stevens Pharmaceuticals, Inc.

PERSONS INVOLVED: Ron Steinlauf, Bill Cardone, Jerome Stevens
Tim Ames, FDA

PHONE NUMBER: 516-567-1113

DATE: 5/12/98

Called firm to relate clarification of Item 3 “Please perform
dissolution testing at accelerated conditions using the procedure
specified in the 20th IRA to USP 23 published in the
Pharmacopeial Forum, Volume 23, # 6, Nov. - Dec. 1997 in the last
facsimile deficiency.

I explained that this question was asked as a result of the
accelerated stability sample failures at 60 and 90 days. The
firm’s assertion that this was due to pellicle formation was
unsubstantiated and by requesting this testing be pexzformed it
would determine if pellicle formation was the actual oroblem.

The firm countered by indicating that this was unnecsssary as
their RT data was acceptable and all that was needed to establish
an expiry date and all that was necessary for approvzl. They
further claimed that this was a known problem with the RLD and
only generic on the market. They explained they fel: they were
being held to an unnecessarily higher standard since they were a
small firm and that this was a disproportionate burdsn on them.
The also claimed that this may effect the classificetion to a
MAJOR AMENDMENT status of this deficiency fax.

I indicated I would discuss their issues with the Chkemistry Team
Leader and Division Director.

Fhy W. Ames, R.Ph., M.P.H.

-cnganCifr<}Ei§ﬁ§§§? II, Branch 6, OGD
()
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-951 Date of Submission: September 29, 1997
Applicant's Name: Jerome Stevens Pharmaceuticals Inc.

Established Name: Butalbital, Aspirin, Caffeine, and
Codeine Phosphate Capsules USP,
50 mg/325 mg/40 mg/30 mg

Labeling Deficiencies:
1. GENERAL COMMENTS:

a. As a result of the FDA Modernization Act of 1997,
the statement “CAUTION: Federal law...” must be
replaced with the symbol “Rx only” or “RB: only”
throughout your labels and labeling. We refer you
to the Guidance For Industry, “Implementation of
Section 126, Elimination of Certain Labeling

Requirements...”, at the internet site:
http://www.fda.gov/cder/guidance/index.htm for
guidance.

b. The FDA Modernization Act of 1997 has deleted the
requirement for the presence of the statement
“WARNING: May be habit-forming.” throughout the

labels and labeling of scheduled drugs. You may -
remove this statement from your labels and
labeling.

2. CONTAINER 100s and 500s
a. - See GENERAL COMMENTS above.

b. Usual Adult Dosage - Revise to read as follows:

1 or 2 capsules every 4 hours. Total daily dose
should not exceed 6 capsules. [N.B. not “1-2"]




3. INSERT
a. GENERAL COMMENT

Please improve the print quality, especially of
the subscripts, throughout the text of the insert.

b. DESCRIPTION
i. See GENERAL COMMENTS [under (1)] above.
ii. Please note you have failed to provide all of

the dyes and colorants found in the capsule
{omissions include: D&C Red :

and D&C Red and all the dyes
found in the imprinting ink (omissions
include: FD&C Blue FD&C
Red 'D&C Blue -

, and D&C Yellow -
Please revise the inactive listing to include
these.

c. INDICATIONS AND USAGE

Revise the first sentence of paragraph one to
read:

Butalbital, aspirin, caffeine and codeine
phosphate capsules are indicated for... (rather
than “...is indicated for...”)

d. DRUG ABUSE AND DEPENDENCE

Butalbital, aspirin, caffeine and codeine
phosphate capsules are controlled... (rather than
“This product is controlled...”) ' e

e. HOW SUPPLIED

i. Delete all the terminal zeros in this section
(i.e., “greater than 1 g” rather than
“greater than 1.0 g” and “lethal dose 0.5 to
1 g” rather than “lethal dose 0.5-1.0 g”)

ii. Replace all the hyphens in this section with
the word “to” (e.g., “0.5 to 1 g”)

iii. Each yellow and blue Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsule USP,
50 mg/325 mg/40 mg/30 mg is... (delete the




word “capsule” after “30 mg”)

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

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

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

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research

kd




APPROVAL SUMMARY (List the package size, strength(s), and date of
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

Professional Package Insert Labeling:
Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? No

What is the RLD on the 356 (h) form: Fiorinal with Codeine
Capsules

NDA Number: 19-429

NDA Drug Name: Fiorinal (Butalbital/Aspirin/Caffeine) with
Codeine Capsules USP, 50 mg/325 mg/40 mg/30 mg

NDA Firm: Sandoz Pharmaceuticals Corporation

Date of Approval of NDA Insert and supplement #: 4-29-91 (S-001)
Has this been verified by the MIS system for the NDA? Yes

Was this approval based upon an OGD labeling guidance? Nd

Basis of Approval for the Container Labels: label on file and
side-by-sides submitted

REVIEW OF PROFESSIONAL LABELING CHECK LIST

Established Name

Different name than on acceptance to file letter? X

Is this product a USP item? If so, USP supplement in which verification was X
assured. USP 23

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

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

Error Prevention Analysis

Has the firm proposed a proprietary name? NO X




Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If
yes, describe in FTR.

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

Does the package propesed have any safety and/or regulatory concerns?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the
packaging configuration?

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

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

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

Are there any other safety concerns?

Labeling

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

Has applicant failed to clearly differentiate mmltiple product strengths?

Is the corporate logo larger than 1/3 container label? (No regulation -~ see ASHP
guidelines)

Does RLD make special differentiation for this label? (i.e., Pediatric strength vs
Adult; Oral Solution vs Concentrate, Warning Statements that might be in red for
the NDA)

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

Failure to describe solid oral dosage form identifying markings in EOR SUPPLIED?

Has the firm failed to adequately support coampatibility or stability claims which
appear in the insert labeling? Note: Chemist should confirm the data has been
adequately supported.

Inactive Ingredients: (FTR: List page # in application where inactives are
listed)

Does the product contain alcohol? If so, has the accuracy of the statement been
confirmed?

Do any of the inactives differ in concentration for this route of administration?

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

Is there a discrepancy in inactives between DESCRIPTION and the composition
statement? See note to chemist.

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

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

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

Pailure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need
not be listed)




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

Do coptainer recoammendations fail to meet or exceed USP/NDA recammendations? If so, X
are the recommendations supported and is the difference acceptable? Exceeds NDA
but meets USP requirements.

Does USP have labeling recommendations? If any, does ANDA meet them? X
Is the product light gsensitive? If so, is NDA and/or ANDA in a light resistant X
container?

Pailure of DESCRIPTION to meet USP Description and Solubility information? If so, X

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

Bioequivalence Issues: (Compare bicequivalency values: insert to study.
List Cmax, Timx, T 1/2 and date study acceptable) ’

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

Has CLINICAL PHARMACOLOGY been modified? If so, briefly detail where/why. ] X
Patent/Exclusivity Issues?: PTR: Check the Orange Book edition or X

curmlative supplement for verification of the latest Patent or Exclusivity. List
expiration date for all patents, exclusivities, etc. or if none, please state.

***k**NOTE TO PROJECT MANAGER*****

Please ensure the note to the chemist is answered prior to
faxing the labeling review. Thanks.

*****NOTE/QUESTION TO THE CHEMIST:****%

See comment (b) (ii) under INSERT. Do you concur?

FOR THE RECORD: (portions taken from previous review)

1. Review based on the labeling of the listed drug
(Fiorinal with Codeine; Approved April 29, 1991,
Revised November 1, 1990). Since recent changes ,
approved for Fiorinal (NDA 17-534) and Fioricet with
Codeine (NDA 20-232) should apply to this drug product,
PM, Deborah Gunter, has been asked to include this
labeling in her analysis. She has responded to an E-
mail sent to her concerning this and is in the process
of trying to consolidate the insert labeling for all
-three products.

-7

2. Patent/ Exclusivities:

There are no patents or exclusivities that pertain to
this drug product.

3. Storage/Dispensing Conditions:

NDA: Store and dispense below 77°F (25°C) in a tight
container.




ANDA: Store and dispense below 77°F (25°C) in a
tight, light-resistant container.

USP: Preserve in tight, light-resistant
containers.
4. Product Line:

The innovator markets their product in bottles of 100s
and unit-dose containers of 25s.

The applicant proposes to market their product in
bottles of 100s and 500s.

5. The capsule imprintings have been accurately described
in the HOW SUPPLIED section as required by 21 CFR 206,
et al. (Imprinting of Solid Oral Dosage Form Products
for Human Use; Final Rule, effective 9/13/95). See
page 129.

6. Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be
inconsistent with the listing of inactive ingredients
found in the statement of components and composition

appearing on page 55. See note to chemist and comment
(b) {1i) under INSERT.

7. All manufacturing will be performed by Jerome Stevens
Pharmaceuticals. No outside firms are utilized. See
pages 118 and 123.

8. Container/Closure:

This product will be packaged in white HDPE containers
with a screw cap.

9. Review done with red jacket. : R
Date of Review: 4-24-98 Date of Submission: 9-29-97
Primary Reviewer: Adolph Vezza Date:
Q.Y 97 & s/7/?f
Team Leader: Chgrli Hoppe Date.

/wi V‘m‘% 3//:7/6157

cc:

74951NAZ2.L




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

ANDA Number: 74-951 Date of Submission: September 29, 1997
Applicant's Name: Jerome Stevens Pharmaceuticals Inc.

Established Name: Butalbital, Aspirin, Caffeine, and
Codeine Phosphate Capsules USP,
50 mg/325 mg/40 mg/30 mg

Labeling Deficiencies:
1. GENERAL COMMENTS:

a. As a result of the FDA Modernization Act of 1997,
the statement “CAUTION: Federal law...” must be
replaced with the symbol “Rx only” or “RB only”

i throughout your labels and labeling. We refer you
’ to the Guidance For Industry, “Implementation of
Section 126, Elimination of Certain Labeling
Requirements...”, at the internet site:
http://www.fda.gov/cder/guidance/index.htm for
; guidance.

b. The FDA Modernization Act of 1997 has deleted the
requirement for the presence of the statement
“WARNING: May be -habit-forming.” throughout the

labels and labeling of scheduled drugs. You may a
remove this statement from your labels and
labeling.

2. CONTAINER 100s and 500s
- a. See GENERAL COMMENTS above.

b. Usual Adult Dosage - Revise to read as follows:

1l or 2 capsules every 4 hours. Total daily dose
should not exceed 6 capsules. [N.B. not “1-2"]




3. INSERT

d.

GENERAYL, COMMENT

Please improve the print quality, especially of
the subscripts, throughout the text of the insert.

DESCRIPTION
i. See GENERAL COMMENTS [under (1)] above.

ii. Please note you have failed to provide all of
the dyes and colorants found in the capsule

N Ll i SIS S

:lude

INDICATIONS AND USAGE

Revise the first sentence of paragraph one to
read:

Butalbital, aspirin, caffeine and codeine
phosphate capsules are indicated for... (rather
than “...is indicated for...”)

DRUG ABUSE AND DEPENDENCE

Butalbital, aspirin, caffeine and codeine
phosphate capsules are controlled... (rather than
“This product is controlled...”)

HOW SUPPLIED

i. Delete all the terminal zeros in this section
(i.e., “greater than 1 g” rather than
“greater than 1.0 g” and “lethal dose 0.5 to
1 g” rather than “lethal dose 0.5-1.0 g”)

ii. Replace all the hyphens in this section with
the word “to” (e.g., “0.5 to 1 g”)

. iii. Each yellow and blue Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsule USP,
50 mg/325 mg/40 mg/30 mg is... (delete the




word “capsule” after “30 mg”)

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

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

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

v e ™/
Jerry Phillips \ N

Director 3§&

Division of Labeling a Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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CDER Establishment Evaluation Report

for April 30,1997

Application: ANDA 74951/000

Stamp: 30-AUG-1996 Regulatory Due:

Applicant: JEROME STEVENS
60 DAVINCI DR

BOHEMIA, NY 11716

FDA Contacts: T. AMES
J. SIMMONS

(HFD-617)
(HFD-647)

Page 1  of 2
" Priority: Org Code: 600
Action Goal: District Goal: 30-OCT-1997
Brand Name:

Established Name:
Generic Name:
Dosage Form: CAP (CAPSULE)
Strength: 50MG/32MG/40MG/30MG

BUTALBITAL;ASPIRIN; CAFFEINE;

301-594-0305
301-594-0305

, Project Manager
, Team Leader

Overall Recommendation:

Establishment: DMF No:
Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 04-FEB-1997
Responsibilities: Decision: ACCEPTABLE
DRUG SUBSTANCE MANUFACTURER Reason: BASED ON PROFILE
Establishment: 2431950 DMF No:
JEROME STEVENS PHARMACEUTI
60 DA VINCI DR
BOHEMIA, NY 11716 Profile: CHG OAI Status: NONE
Last Milestone: SUBMITTED TO DO 06-JAN-1997
Responsibilities:
FINISHED DOSAGE MANUFACTURER
Establishment: DMF No:
Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 09-APR-1997
Responsibilities: Decision: ACCEPTABLE
DRUG SUBSTANCE MANUFACTURER Reason: DISTRICT RECOMMENDATION
Establishment: DMF No:
INC
Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 06-JAN-1997
Responsibilities: Decision: ACCEPTABLE
DRUG SUBSTANCE MANUFACTURER Reason: BASED ON PROFILE




NN

CDER Establishment Evaluation Report Page 2 of 2
for April 30, 1997

: _;. Establishment: ‘ DMF No:
Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 06-JAN-1997
Responsibilities: Decision: ACCEPTABLE
DRUG SUBSTANCE MANUFACTURER Reason: BASED ON PROFILE
Establishment: DMF No:
Profile: CSN OAI Status: NONE
Last Milestone: OC RECOMMENDATIO 13-FEB-1997
Responsibilities: , Decision: ACCEPTABLE
DRUG SUBSTANCE MANUFACTURER Reason: DISTRICT RECOMMENDATION




/ DEPARTMENT OF HEALTH AND HUMAN SERVICES
i Public Health Service
FOOD AND DRUG ADMINISTRATION

- ESTABLISHMENT- EVALUATION REQUEST

D
REQUEST TYPE (Check Onel DATE PHONE NO.
® Original O FollowUp O FUR December 24, 1996 594-0305
REQUESTORS NAME: Tim Ames DIVISION: Office of Generic Drugs MAIL CODE: HFD-647

APPLICATION AND SUPPLEMENT NUMBER: ANDA 74-951

BRAND NAME: ESTABLISHED NAME: Aspirin 325 mg/Butalbital 50 mg/Caffeine 40
mg/Codeine Phosphate 30 mg Capsule

DOSAGE STRENGTH:

~ STERILE OYes 3 No
PROFILE CLASS:: CHG IPRIORIW CLASSIFICATION [See SMG CDER-4820.3)

APPLICANT'S NAME: Jerome Stevens Phamaceuticals, Inc.

APPLICANT'S ADDRESS: 60 DaVinci Dr.
Bohemia, NY 11716

COMMENTS :

DMF NUMBER/  FKEY
:;IACILITIES TO BE EVALUATED RESPONSIBILITY PROFILE CODE CIRTS ID
lame and Complete Address)
1. Drug Substance |
Supplier {(Aspirin)
CSN
2. nisco) Drug Substance
3 Supplier
(Butalbital)
CSN
3. o Drug Substance
Supplier
(Caffeine) CSN
4, Drug substance
4 Supplier
{Caffeine)
Germany CSN
5. Applicant Drug Product
Manufacturer
CHG

OKM FDA 3274 (8/92) Distribution: Original and Yellow Copy: HFD-324.
c: ANDA 74-951 HFD-647/Div File, HFD-617/JWilson., HFD-617/TAmes, HFD-647/JSimmons  HFD-647/GJSmith
. K -t *: > I8

- . b SN, S
S i o 2 T v Corist a2 Emp b 0 L LG sk
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REVIEW OF PROFESSIONAL LABELING

DIVISION OF LABELING AND PROGRAM SUPPORT

LABELING REVIEW BRANCH

ANDA Number:

74-951 Date of Submission: November 26, 1996

Applicant’s Name: Jerome Stevens Pharmaceuticals Inc.

Established Name: Butalbital, Aspirin, Caffeine, and

Codeine Phosphate Capsules USP,
50 mg/325 mg/40 mg/30 mg

Labeling Deficiencies:

1. GENERAL COMMENTS:

a.

Revise the established name on all labels and
labeling to read as follows:

Butalbital, Aspirin, CafZeine and Codeine
Phosphate Capsules USP

b. Revise to read "“mcg” rather than “ug” throughout
the text of the insert.
2. CONTAINER
a. See GENERAL COMMENTS a above.
b. Include the product strength on the main panel to
appear in conjunction with the established name.
c. Usual Adult Dosage - Revise to read as follows:
1 or 2 capsules every 4 hours. Total daily dose
should not exceed 6 capsules.
d. 25°C(77°F)
e. Place an asterisk after “BUTALBITAL” and after
“PHOSPHATE” in the established name.
3. INSERT
a. TITLE

See GENERAL COMMENTS a.




b. DESCRIPTION

i.

ii.

iii.

iv.

Revise the first sentence to read:

Each capsule for oral administration
contains...

Revise to read “molecular formula” rather
than “empirical formula”. [2 places].

Include the molecular formulas, structural
formulas and molecular weights of each active
ingredient.

Inactive Ingredients - Revise to read
“pregelatanized starch” rather than “starch”
and “colloidal silicon dioxide” rather than
“silicon dioxide”.

c. CLINICAL PHARMACOLOGY

i.

ii.

iii.

iv.

Pharmacokinetics - Insert the following text
to appear as the first paragraph:

Bioavailability: The bioavailability of the
components of the fixed combination of
butalbital, aspirin, caffeine and codeine is
identical to their bioavailability when
butalbital, aspirin, caffeine and codeine is

administered separately in equivalent molar
doses.

Aspirin - Revise the penultimate sentence of
the penultimate paragraph to read as follows:

. . .component of butalbital, aspirin, caffeine
and codeine phosphate capsules is
equivalent...

Butalbital - Revise the first sentence of the
penultimate paragraph to read as follows:

.. .component of butalbital, aspirin, caffeine
and codeine phosphate capsules is
equivalent...

caffeine - Revise the first sentence of the
penultimate paragraph to read as follows:

. ..component for butalbital, aspirin,
caffeine and codeine phosphate capsules is
equivalent...




d. INDICATIONS

i.

ii.

iii.

iv.

i.

ii.

Revise this section heading to read:
INDICATIONS AND USAGE

Revise the first sentence of paragraph one to
read:

Butalbital, aspirin, caffeine and codeine
phosphate capsules are indicated for...

Insert the following text to appear as the
second paragraph:

Evidence supporting the efficacy of
butalbital, aspirin, caffeine and codeine
phosphate capsules is derived from 2 multi-
clinic trials that compared patients with
tension headache randomly assigned to 4
parallel treatments: 1) butalbital, aspirin,
caffeine and codeine; 2) codeine;

3) butalbital, aspirin, and caffeine;

4) placebo. Response was assessed over the
course of the first 4 hours of each of 2
distinct headaches, separated by at least 24
hours. The combination product of
butalbital, aspirin caffeine, and codeine
proved statistically significantly superior
to each of its components and to placebo on
measures of pain relief.

Revise the last paragraph to read as follows:

...safety of butalbital, aspirin, caffeine,
and codeine in the treatment of...

e. CONTRAINDICATIONS
This combination product...

f. PRECAUTIONS

General - Revise the first sentence of
paragraph one to read as follows:

Butalbital, aspirin, caffeine, and codeine
should be prescribed with caution for...

Information for Patients

A) Paragraph one - ...that this combination
product contains...




iii.

iv.

B) Paragraph two - Butalbital, aspirin,
caffeine, and codeine may impair...

Drug Interactions
A) Revise paragraph three to read:

Butalbital, aspirin, caffeine, and
codeine may...

B) Penultimate paragraph - Butalbital,
aspirin, caffeine, and codeine may
diminish...

Usage in Pregnancy

A) Revise this subsection heading to read
“Pregnancy” rather than “Usage in
Pregnancy”.

B) Teratogenic Effects - Revise to read as
follows: '

. ..conducted with butalbital, aspirin,
caffeine, and codeine. It is...this
combination product...

C) Nonteratogenic Effects - Place a period
following the last sentence of the
second paragraph.

Pediatric Use - Revise to read:

...1in pediatric patients below the...

g. ADVERSE REACTIONS

i.

ii.

iii.

Commonly Observed - Replace “this product”
with “butalbital, aspirin, caffeine and
codeine”.

Incidence in Controlled Clinical Trials

A) Paragraph one - ...comparing the
combination product to placebo...

B) Paragraph two, last sentence -
...obtained from other clinical...

Insert the following text to appear as the
first paragraph following the table:

Other Adverse Events Reported During
Controlled Clinical Trials




iv.

The listing that follows represents the
proportion of the 382 patients exposed to
butalbital, aspirin, caffeine, and codeine
while participating in the controlled
clinical trials who reported, on at least one
occasion, an adverse event of the type cited.
All reported adverse events, except those
already presented in the previous table, are
included. It is important to emphasize that,
although the adverse events reported did
occur while the patient was receiving the
combination product, the adverse events were
not necessarily caused by butalbital,
aspirin, caffeine, and codeine.

Miscellaneous, second paragraph -~ ...patients
treated with the combination product, are...

h. DRUG ABUSE AND DEPENDENCE

Butalbital, aspirin, caffeine and codeine
phosphate capsules are controlled...

i. OVERDOSAGE

i.

ii.

iii.

Revise paragraph one to read as follows:

. ..overdosage of Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsules are
attributable...toxicity from this combination
product is unlikely.

Treatment

A) Paragraph one, first sentence - ...with
this combination product.

B) Paragraph four - ...intravenous .
administration. ’ ’
C) Paragraph five, second sentence - ...a

dose of 0.4 mg to 2 mg...

Toxic and Lethal Doses - Delete the terminal
zeros from “1 g”, “2 g” and “5 g".

j. HOW SUPPLIED

i.

ii.

Each yellow and blue Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsule USP,
50 mg/325 mg/40 mg/30 mg is...

See comment 2(d).




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

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

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

ivision of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research
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REVIEW OF PROFESSIONAL LABELING
DIVISION OF LABELING AND PROGRAM SUPPORT
LABELING REVIEW BRANCH

ANDA Number: 74-951 Date of Submission: November 26, 1998
Applicant’s Name: Jerome Stevens Pharmaceuticals Inc.

Established Name: Butalbital, Aspirin, Caffeine, and Codeine

Phosphate Capsules USP,
50 mg/325 mg/40 mg/30 mg
) Labeling Deficiencies:
1. GENERAIL, COMMENTS:
a. Revise the established name on all labels and

labeling to read as follows:

Butalbital, Aspirin, Caffeine and Codeine
Phosphate Capsules USP

b. Revise to read “mcg” rather than “ug” throughout
the text of the insert.

2. CONTAINER

a. See GENERAL COMMENTS a above.

b. Include the product strength on the main panel to
appear in conjunction with the established name.

c. Usual Adult Dosage - Revise to read as follows:

1 or 2 capsules every 4 hours. Total daily dose
should not exceed 6 capsules.

d. 25° (77°F)
e. Place aﬁ asterisk after “BUTALBITAL” and after
“PHOSPHATE” in the established name.
3. INSERT
a. TITLE

See GENERAL COMMENTS a.




b. DESCRIPTION

i.

ii.

iii.

iv.

Revise the first sentence to read:

Each capsule for oral administration
contains...

Revise to read “molecular formula” rather
than “empirical formula”. [2 places].

Include the molecular formulas, structural
formulas and molecular weights of each active
ingredient.

Inactive Ingredients - Revise to read
‘pregelatanized starch” rather than “starch”

" and “colloidal silicon dioxide” rather than

“silicon dioxide”.

c. CLINICAL PHARMACOLOGY

i‘

ii.

iii.

iv.

Pharmacokinetics - Insert the following text
to appear as the first paragraph:

Bioavailability: The biocavailability of the
components of the fixed combination of
butalbital, aspirin, caffeine and codeine is
identical to their bioavailability when
butalbital, aspirin, caffeine and codeine is
administered separately in equivalent molar
doses.

Aspirin - Revise the penultimate sentence of
the penultimate paragraph to read as follows:

. ..component of butalbital, aspirin, caffeine
and codeine phosphate capsules is
equivalent...

Butalbital - Revise the first sentence of the
penultimate paragraph to read as follows:

. ..component of butalbital, aspirin, caffeine
and codeine phosphate capsules is
equivalent...

Caffeine - Revise the first sentence of the
penultimate paragraph to read as follows:

. ..component for butalbital, aspirin,
caffeine and codeine phosphate capsules is
equivalent...




d. INDICATIONS

i.

ii.

iii.

iv.

Revise this section heading to read:

INDICATIONS AND USAGE

Revise the first sentence of paragraph one to
read:

Butalbital, aspirin, caffeine and codeine
phosphate capsules are indicated for...

Insert the following text to appear as the
second paragraph:

Evidence supporting the efficacy of
butalbital, aspirin, caffeine and codeine
phosphate capsules is derived from 2 multi-
clinic trials that compared patients with
tension headache randomly assigned to 4
parallel treatments: 1) butalbital, aspirin,
caffeine and codeine; 2) codeine;

3) butalbital, aspirin, and caffeine;

4) placebo. Response was assessed over the
course of the first 4 hours of each of 2
distinct headaches, separated by at least 24
hours. The combination product of
butalbital, aspirin caffeine, and codeine
proved statistically significantly superior
to each of its components and to placebo on
measures of pain relief.

Revise the last paragraph to read as follows:

...safety of butalbital, aspirin, caffeine,
and codeine in the treatment of...

e. CONTRAINDICATIONS

This combination product...

f. PRECAUTIONS

i.

ii.

General - Revise the first sentence of
paragraph one to read as follows:

Butalbital, aspirin, caffeine, and codeine
should be prescribed with caution for...

Information for Patients

A) Paragraph one - ...that this combination
product contains...




iii.

iv.

B) Paragraph two - Butalbital, aspirin,
caffeine, and codeine may impair...

Drug Interactions
A) Revise paragraph three to read:

Butalbital, aspirin, caffeine, and
codeine may...

B) Penultimate paragraph -~ Butalbital,
aspirin, caffeine, and codeine may
diminish...

Usage in Pregnancy

" A) Revise this subsection heading to read
‘Pregnancy” rather than “Usage in
Pregnancy”.

B) Teratogenic Effects - Revise to read as
follows:

...conducted with butalbital, aspirin,
caffeine, and codeine. It is...this
combination product...

C) Nonteratogenic Effects - Place a period
following the last sentence of the
second paragraph.

Pediatric Use - Revise to read:

...in pediatric patients below the...

g. ADVERSE REACTIONS

i.

ii.

S1iiid.

Commonly Observed - Replace “this product”
with “butalbital, aspirin, caffeine and
codeine”. '

Incidence in Controlled Clinical Trials

A)- Paragraph one - ...comparing the
combination product to placebo...

B) Paragraph two, last sentence -
...obtained from other clinical...

Insert the following text to appear as the
first paragraph following the table:

Other Adverse Events Reported During
Controlled Clinical Trials




The listing that follows represents the
proportion of the 382 patients exposed to
butalbital, aspirin, caffeine, and codeine
while participating in the controlled
clinical trials who reported, on at least one
occasion, an adverse event of the type cited.
All reported adverse events, except those
already presented in the previous table, are
included. It is important to emphasize that,
although the adverse events reported did
occur while the patient was receiving the
combination product, the adverse events were
not necessarily caused by butalbital,
aspirin, caffeine, and codeine.

iv. Miscellaneous, second paragraph - ...patients
e treated with the combination product, are...

h. DRUG ABUSE AND DEPENDENCE

Butalbital, aspirin, caffeine and codeine
phosphate capsules are controlled...

i. OVERDOSAGE
i. Revise paragraph one to read as follows:
...overdosage of Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsules are
attributable...toxicity from this combination
product is unlikely.

ii. Treatment

A) Paragraph one, first sentence -~ ...with
this combination product.

B) Paragraph four - ...intravenous
administration.
C) Paragraph five, second sentence - ...a

dose of 0.4 mg to 2 mg...

iii. Toxic and Lethal Doses - Delete the terminal
zeros from “1 g", “2 g” and “5 g".

j.  HOW SUPPLIED

i. Each yellow and blue Butalbital,‘Aspirin,
Caffeine, and Codeine Phosphate Capsule USP,
50 mg/325 mg/40 mg/30 mg is...

ii. See comment 2(d).




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

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

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

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




APPROVAL BUMMARY (List the package size, strength(s), and date
submission for approval):

Do you have 12 Final Printed Labels and Labeling? Yes No
If no, list why:

Container Labels:

Professional Package Insert Labeling:

Revisions needed post-approval:

BASIS OF APPROVAL:

Was this approval based upon a petition? Yes No
What is the RLD on the 356(h) form:

NDA Number:

NDA Drug Name:

NDA Firm:

Date of Approval of NDA Insert and supplement #:

Has this been verified by the MIS system for the NDA?
Yes No

Wwas this approval based upon an OGD labeling guidance? No
Basis of Approval for the Container Labels:
Basis of Approval for the Carton Labeling:

of




REVIEW OF PROFESSIONAL LABELING CHECK
LIST

Established Name

Different name than on acceptance to file letter? b ¢

Is this product a USP itew? If so, USP supplement in shich verification was X
assured. USP 23

I1s this name different than that used in the Orange Book? X

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

Error Prevention Analysis

Has the firm proposed a proprietary name? [f yes, complete this subsection. b {

Co Do you find the name objectionable? List reesons in FTR, if so. Consider: X
Nisleading? Sounds or looks like another nome? USAN stem present? Prefix or
Suffix present?

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

notified?

Packaging

Is this a new packaging configuration, never been approved by an ANDA or NDA? If X

yes, describe in FTR.

Is this package size mismatched with the recommended dosage? 1f yes, the Poison X
Prevention Act may require a CRC.

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

If 1V product packaged in syringe, could there be adverse patient outcome if given X
by direct IV injection?

Conflict between the DOSAGE AND ADMINISTRATION and INDICATIONS sections and the X
packaging configuration?

Is the strength and/or concentration of the product unsupported by the insert X
Llabeling? .

Is the color of the container (i.e. the color of the cap of a mydriatic ophthalmic) X

of cap incorrect?

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

Are there any other safety concerns? X

Labeling

Is the nome of the drug unclear in print or lacking in prominence? (Name should be | X
the most prominent information on the label).

Has applicant failed to clearly differentiate muttiple product strengths? X

Is the corporate logo larger than 1/3 container label? (Mo regulation - see ASHP X
guidelines)




Labeling(continued)

Does RLD mske special differentiation for this label? (i.e., Pediatric strength vs ) ¢
Adult; Oral Solution vs Concentrate, Maming Statements that might be in red for

the NDA)

1s the Marufactured by/Distributor statement incorrect or falsely inconsistent X
between labels and labeling? Is ®"Jointly Manufactured by..."®, statement needed?

Failure to describe solid oral dosage form identifying markings in HOW SUPPLIED? X
Has the firm failed to adequately support compatibility or stability claims which X

appear in the insert labeling? MNote: Chemist should confirm the data has been
adequately supported.

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

Is the scoring configuration different than the RLD? Product is a capsule.

Has the firm failed to describe the scoring in the HOM SUPPLIED section?

Inactive Ingredients: (FTR: List pege # in application where inactives are

listed)

Does the product contain alcohol? If so, has the accuracy of the statement been X
confirmed?

Do any of the inactives differ in concentration for this route of adwinistration? ) ¢

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

Is there a discrepancy in inactives between DESCRIPTION and the composition X

statement? See note to chemist.

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

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

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

Failure to list dyes in imprinting inks? (Coloring agents e.g., iron oxides need X

not be listed)

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

Do container recommendations fail to meet or exceed USP/NDA recommendations? If so,

are the recommendations supported and is the difference acceptable? Exceeds NDA
but meets USP requirements.

Does USP have labeling recommendations? If any, does ANDA mcet them? X
1s the product light sensitive? If so, is NDA and/or ANDA in a light resistant X
container?

Failure of DESCRIPTION to meet USP Description and Solubility information? If so, X

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

Biocequivalence Issues: (Compare bicequivalency values: insert to study.
List Cmax, Tmax, T 1/2 and date study acceptable)

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

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




Patent/Exclusivity Issues?: FIR: Check the Orange Book edition or X
cusulative supplement for verification of the latest Patent or Exclusivity. List
expiration date for all patents, exclusivities, etc. or if none, plesse state.

k22 %2NOTE TO PROJECT MANAGER#®#®#&%

Please ensure the notes to the chemist are answered prior to
faxing the labeling review. Thanks.

* 224 2*NOTES /QUESTIONS TO THE CHEMISBT:#®%*&&&

1.

2.

Copuciin D JhoSoho S/l

S8ee comment b(iv) under INSERT. Do you concur?

The firm lists "D&C Yellow #10, FD&C Blue #1 and Gppliran® % .
FD&C Yellow #6'" as inactive ingredients. I believe;ﬂwv~k0.ﬁﬂ%/
they are the dyes used in the capsule color. I was Lignmi -
unable to find the components of the capsule in the r _Z&C&mlw;
materials section of the jacket. Can you verify these Dt
ingredients? Y.

| FOR THE

1.

RECORD:

Review based on the labeling of the listed drug
(Fiorinal with Codeine; Approved April 29, 1991,
Revised November 1, 1990).

Patent/ Exclusivities:

There are no patents or exclusivities that pertain to
this drug product.

Storage/Dispensing Conditions:

NDA: Store and dispense below 77°F (25°C) in a tight
container.

ANDA: Store and dispense below 77°F (25°C) in a
tight, light-resistant container.

USP: Preserve in tight, light-resistant
containers.

Scoring:
Not applicable. This product is a capsule.
Product Line:

The innovator markets their product in bottles of 100s
and unit-dose containers of 25s.

The applicant proposes to market their product in
bottles of 100s and 500s.

The capsule imprintings have been accurately described
in the HOW SUPPLIED section as required by 21 CFR 206,
et al. (Imprinting of Solid Oral Dosage Form Products




for Human Use; Final Rule, effective 9/13/95). See
page '129.

7. Inactive Ingredients:

The listing of inactive ingredients in the DESCRIPTION
section of the package insert appears to be
inconsistent with the listing of inactive ingredients
found in the statement of components and composition
appearing on page 55. See note to chemist.

8. All manufacturing will be performed by Jerome Stevens
Pharmaceuticals. No outside firms are utilized. See
pages 118 and 123.

9. Container/Closure:

This product will be packaged in white containers
with a screw cap.

Date of Review: March 24, 1997 for Jackie White
Date of Submission: November 26, 1996
Primary Reviewer: Date:

C v 7""-«-«__',_:- ;. 20T
Secondary Reviewer:” Date:

Q u fv \//ll/q 2
Team Leader: ’ Date:

G/ oo %/;r;/?)

7
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
P Public Health Service
. ’ FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

O

..-dUEST TYPE (Check One) ’ DATE PHONE NO.

® Original O FollowUp O FUR October 9, 1996

REQUESTORS NAME: Tim Ames DIVISION: Office of Generic Drugs

APPLICATION AND SUPPLEMENT NUMBER: ANDA 74-951

BRAND NAME: ’ ESTABLISHED NAME: Aspirin 325 mg/Butalbital 50 mg/Caffeine 40

mg/Codeine Phosphate 30 mg Capsule

DOSAGE STRENGTH:

STERILE BOYes B8 No

PROFILE cLASS:: CHG Fmoan‘v CLASSIFICATION ({See SMG CDER-4820.3)
APPLICANT'S NAME: Jerome Stevens Pharmaceuticals, Inc.

APPLICANT'S ADDRESS: 60 DaVinci Dr.
Bohemia, NY 11716

COMMENTS

DMF NUMBER/ FKEY
RAC'LITIES TO BE EVALUATED RESPONSIBILITY PROFILE CQODE CIRTS ID
lame and Complete Address)
1. Drug Substance
Supplier (Aspirin)
CSN
2. co) Drug Substance
TroTTmTm e e Supplier
(Butalbital)
CSN
3. ) Drug Substance
Supplier
{Caffeine) CSN
4.} Drug substance
Supplier -
U ' {Caffeine)
. CSN
5. Applicant Drug Product
Manufacturer
CHG

Jx FDA 3274 (8/92) Distribution: Original and Yellow Copy: HFD-324.
A T




lallﬁck}odt Qhemlcéi Inc. S
.0. Box.5433 . ¥

t. Léius, MO 63147
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LSS

’ DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service
FOOD AND DRUG ADMINISTRATION

ESTABLISHMENT EVALUATION REQUEST

_JEST TYPE (Check One) . DATE PHONE NO.
3 Original O FollowUp O FUR October 9, 1996 % ; _
IEQUESTORS NAME: Tim Ames DIVISION: Office of Generic Drugs MAIL CODE: HFD-647

\PPLICATION AND SUPPLEMENT NUMBER: ANDA 74-951

JIRAND NAME: ESTABLISHED NAME: Aspirin 325 mg/Butalbital 50 mg/Caffeine 40
mg/Codeine Phosphate 30 mg Capsule

YOSAGE STRENGTH:

STERILE OYes B No

'ROFILE CLASS:: CHG l PRIORITY CLASSIFICATION {Ses SMG CDER-4820.3)
\PPLICANT'S NAME: Jerome Stevens Pharmaceuticals, Inc.

\PPLICANT’S ADDRESS: 60 DaVinci Dr.
Bohemia, NY 11716

OMMENTS @

FACILITIES TO BE EVALUATED OMF NUMBER/  FKEY
IName and Complote Address) RESPONSIBILITY PROFILE CODE CIRTS ID
|
T Drug Substance
Supplier (Aspirin)
CSN
2. sco) Drug Substance
e s ¥ LUOO Supplier
L {Butalbital)
e CSN
) Drug Substance
F—mawest s UL AU, Supplier
(Caffeine) CSN
1 Drug substance
Supplier
(Caffeine)
CSN
3. Applicant Drug Product
Manufacturer
CHG
~. .-D.A 3274 (8/92)




EPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC HEALTH SERVICE

EROME STEVENS
0 DAVINCI DR
OHEMIA NY 11716

NDA #: NO74951

ear Sir/Madam:

'e acknowledge the receipt of your abbreviated new drug application
ubmitted pursuant to Section 505(j) of the Federal Food, Drug and
‘'osmetic Act for the following:

NAME OF DRUG:
‘UTALBITAL; ASPIRIN;CAFFEINE;CODEINE PHOSPHATE
Dosage Form: CAP E)Potency: 50MG/32MG/40MG/30MG USP: Y

S

/
'ATE OF APPLICATION: 29-AUG-96

DATE OF RECEIPT: 30-AUG-96

le will correspond with you further after we have had the opportunity to
‘eview the application.

lowever, in the interim, please submit three additional copies of the
ytical methods and descriptive information needed to perform the tests
he samples (both the bulk active ingredient(s) and finished dosage
‘orm) and validate the analytical methods. Please do not send samples
mless specifically requested to do so. If samples are required for
‘alidation, we will inform you where to send them in a separate
:ommunication.

.f the above methodology is not submitted, the review of the application
1111 be delayed.

’lease identify any communications concerning this application with the
\NDA number shown above.

Sincerely yours,

i:ED[j : Roger L. Williams, M.D.
Director
Office of Generic Drugs

fD 6l4r{ Center for Drug Evaluation and Research




RECORD OF TELEPHONE CONVERSATION/MEETING

I conveyed to Mr. Steinlauf that the
application was lacking a few items
before we could accept it for filing.
I explained that he should provide
this informatin to us within 10
working days. The following items
were requested:

-a signed certification of compliance
with environmental laws

-a written explanation of the
annotated portions of the side-byfﬁf
side labeling comparisons

-a signed CGMP certification

He promised to fax these items in
right away.

DATE

September 30,
1996

ANDA NUMBER

74-951

IND NUMBER

TELECON

INITIATED BY MADE

__ APPLICANT/ X BY
SPONSOR TELE.

_X FDA IN

PERSON

PRODUCT NAME

Butalbital/
Aspirin/Caffeine/
Codeine Capsules

FIRM NAME

Jerome Stevens
Pharms

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Ronald Steinlauf
Vice President

TELEPHONE NUMBER
(516) 567-1113

\SIGNATUR&
H o)
1




Requested that they sumbit a
certification that Jerome Stevens is
in compliance with current goocd
manufacturing practices under 21 CFR
parts 210 and 211.

DATE

October 16, 1996

APPLICATION NUMBER

74-95}

IND NUMBER

TELECON

INITIATED BY MADE

_ APPLICANT/ __ BY

SPONSOR TELE.

X_FDA - IN
PERSON

PRODUCT NAME

Butalbital,Aspiri
n, Caffeine, and
Codeine Phosphate

FIRM NAME

- Jerome Stevens

NAME AND TITLE OF
PERSON WITH WHOM
CONVERSATION WAS HELD

Ronald Steinlauf

TELEPHONE NUMBER

516-567-1113

SIGNATURE

Cecelia Parise




SEPTEMBER 30, 1996

FOOD AND DRUG ADMINISTRATION
MS. ANNA MARIE WEIKEL

PLEASE FIND THE FOLLOWING:

2EACH ...
2 EACH ..

2 EACH

REPLACEMENT FOR PAGE 256

. REPLACEMENT FOR PAGE 120
... REPLACEMENT FOR PAGE 63

2EACH ...
2 EACH ...
2EACH ...

REPLACEMENT FOR PAGE 59
EXPLANATION OF "SIDE BY SIDE LABELING"
COPY OF GRINDSTED NAME CHANGE

RONALD STEINLAUF, éiCE PRESIDENT

JEROME STEVENS PHARMACEUTICALS, INC.




[314.94(a)(9)] Environmental Impact Analysis Statement
as per FR Vol.39, No.74 - April 16, 1974
A. Date: April 6, 1979
B. Address: Jerome Stevens Pharmaceuticals Inc.
60 Davinci Drive
Bohemia, New York 11716

A Pharmaceutical Manufacturer of compressed and coated tablets
and capsules.

1. Described the proposed action.

No probable impact as no emission to outside atmosphere; and

no harmful emission into the water waste.

2. No impact on the environment and no primary or secondary
consequences thereby.

a) 1. No pollution (air, water, soil)
2. Complies to ordinance of solid and liquid
waste.
3. No toxic substances are emitted.
4. No effect on humans, animals or plants.

3. No adverse environmental effect can occur due to the nature
of our manufacturing pharmaceuticals in dosage forms as all
exhausts are connected to internal closed system dust arrestors.

4. Not applicable

5. Short term and long term actions of production and
maintenance does not and cannot result in any adverse emissions
to the environment.

6. Not applicable

7. No objections have been received by any other
agencies.

8. Not applicable
9. Not applicable
Certification Statement

Jerome Stevens Pharmaceuticals certifies that the manufacture of
Aspirin 325mg/Butalbital 50mg/Caffeine 40mg/Codeine Phosphate
30mg Capsule is conducted in full accordance with all State and
Federal environmental laws.

S

— 1

Jerry JSteintauf, PreFident
ept er 30, 1996

Do
]|




CGMP Certification:

At the time of the filing for this application, Jerome Stevens
Pharmaceuticals Inc. believes, to the best of it’s knowledge
that the firm’s faciltiy has CGMP certification from FDA’s New
York Brooklyn District Office.

September 30, 1996




Caffeine USP is manufactured by located at

4

Reference is made to DMF - see authorization letter (next
page)

63




BUTALBITAL USP, MANUFACTURED BY
LOCATED AT:

F K

REFERENCE IS MADE TO DMF SEE AUTHORIZATION LETTER (NEXT PAGE)

RONALD STEINLAUF, VICE PRESIDENT
JEROME STEVENS PHARMACEUTICALS, INC.
SEPTEMBER 30, 1996

59




CENTER FOR DRUG EVALUATION AND
RESEARCH

APPLICATION NUMBER:
74-951

CORRESPONDENCE




Jerome Stevens Phcrmcceuhccals

Inc.
" Generic Manufacturers
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August 26, 1998 | /\///[M

Office of Generic Drugs, CDER, FDA
Metro Park North II

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

RE: ANDA 74-951; Butalbital 50mg/Aspirin 325mg/Caffeine
40mg/Codeine Phosphate 30mg Capsule USP

fe ‘TELEPHONE AMENDMENT'

Dear Ms. Florence Fang:

As per our telephone conversation on 8/26/98, please find
enclosed the analytical method for the noted drug product.
This method describes how impurities/degradents are
calculated.

As per our discussion, we will continue

testing beyond the first three validation batches. Once
significant data has been generated, we will submit a
supplement to have this testing terminated.

If I can be of further assistance, please contact me at
(516) 567-1113

Sincerely,

’f Sy (: !

tb/lﬁmq JQAJ%\
William Cardone
Scientific Director

t‘ﬁ.

Fat¥
AUG 281998
CENERIC DRUGS

r&

EH

Y
il

Sixty DaVinci Drive » Bohemia, New York 11716  Phone: (516) 567-1113 » Fax: (516) 567-1189 @




ANDA 74-988

Jerome Stevens Pharmaceuticals, Inc. V//
Attention: Ronald Steinlauf

60 DaVinci Drive

Bohemia, NY 11716

IIIIIIlll'"llllllllll"llllll”
JAM 27 1997

Dear Sir:

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

Reference is also made to our "Refuse to File" letter dated
January 3, 1997, and your amendment dated January 16, 1997. We

also refer to your correspondence dated December 3, and December
12, 1996.

NAME OF DRUG: Orphenadrine Citrate, Aspirin, and Caffeine
Tablets, 25 mg/385 mg/30 mg and 50 mg/770 mg/50 mg

DATE OF APPLICATION: October 21, 1996
DATE OF RECEIPT: October 22, 1996
DATE ACCEPTABLE FOR FILING: January 16, 1997

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

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

Should you have questions concerning this application contact:
Tim_ Ames
Project Manager

(301) 594-0305

Sincerely yours,

Jerry Phillips

Director

Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Resezrch
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Jerome Stevens Pharmaceuticals
Inc.

Generic Manufacturers
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June 4, 1998 Af 0\\]% ! .
Office of Generic Drugs, CDER, FDA /6

Document Control Room

Metro Park North II

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

RE: ANDA 74-951; Butalbital 50mg/Aspirin 325mg/Caffeine
40mg/Codeine Phosphate 30mg Capsule USP

*MINOR AMENDMENT’
Dear Sir/Madam,

This 1s a reply to your letter dated May 4, 1998:
1. Response to container/closure system deficiencies:

a. Please refer to pgs. 2-5. These pages contain results
of the Container Permeation Test, USP 23 [671] for
the container/closure systems used for the drug
product. Page #3 has the data for Lot 015395, 500
ccunt bottle and Lot 007196, 100 & 500 count bottle.
Page #5 has the data for Lot 015395, 100 count bottle.

. The cap used for the 180cc bottle (100’'s size) was a
45mm metal screwcap, for lot # 015395 and a 45mm
plastic screwcap was used on the 180cc bottle (100’s
size), for lot # 007196. Both the 45mm metal screwcap
and the 45mm plastic screwcap have a liner.

The cap used for the 750cc bottle (500’'s size) was a
53mm metal screwcap, for lot # 015395 and a 53mm
plastic screwcap was used on the 750cc bottle (500's
size), for lot #007196. Both the 53mm metal screwcap

and the 53mm plastic screwcap have a liner.
c. The cap liners ( -iner) are composed of
foam with a coating. The is no inner

satety seal used in the container/closure system for
this drug product.

d. Please refer to pg. 6 for a concise revised summary of
container/closure systems used for this drug product.

o B Vi PR
U .y B '!v‘!“‘:'_.' ‘f. B i

e =

JUN 0 5 1998

ey

Sixty DaVinci Drive e Bohemia, New York 11716  Phone: (516) 567-1113 » Fax: (516) 5673’14895 Q




Jerome Stevens Pharmaceuticals

Inc.
Generic Manufacturers

2. Please refer to pgs. 7-14 for updated stability
testing reports, Accelerated and Long-Term, for
both 100 and 500 container sizes. These reports
now contain tests and specifications for unknown,
known and total known & unknown impurities/degradents.

3. As per our telephone conversation with Mr. Tim Ames on
May 20, 1998, following approval of the application, we
will place the first production batch under accelerated
stability conditions for testing at 30, 60 and 90 days.
We will perform dissolution testing using the current
procedure and using the procedure specified in the 20th
IRA to USP 23 published in the Pharmacopeial Forum,
Volume 23, #6, Nov. - Dec. 1997. The comparison of
this dissolution data will enable us to establish the
nature of the pellicule formation observed with this
product.

We will submit this data to the Agency for review.

4. Please see pgs. 15-42 for room temperature stability
data for Lot: 007196. This data is up to 24 months
and includes dissolution data. Room temperature
stability data for Lot: 015395 can be found on pgs.
245-253 of our original submission and pgs. 195-204
of our amendment to this application dated 9/29/97.

Labeling Deficiencies:

1. Please refer to pgs. 43-60 which contain three (12)
copies of final printed container and insert labeling
with the revisions requested. The archival copy (blue)
contains twelve (12) copies of final printed container
and insert labeling. They can be found on pages 43-
114 of the archival copy (blue).

Sincerely,

gwu'-* éw
Ronald Steinlauf
Vice President

Sixty DaVinci Drive » Bohemia, New York 11716 « Phone: (516) 567-1113 « Fax: (516) 567-118¢ @
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38.

ANDA 74-951 MAY 4 1998

Chemistry Comments to be Provided to the Applicant
ANDA: 74-951 APPLICANT: Jerome Stevens Pharmaceuticals Inc.

DRUG PRODUCT: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP , 50 mg/325 mg/40 mg/30 mg

The deficiencies presented below represent MAJOR deficiencies.
Chemistry Deficiencies:

1. In regard to the container/closure system, we have the .
following comments:

a. Please submit results of USP 23 <671> Containers-
Permeation for both container/closure systems.

b. Please describe more clearly the cap used for each bottle.
It is unclear as to whether the cap for the 180cc bottle
is plastic or metal.

C. Please describe more clearly the composition of the cap
liners for each bottle and the inner safety seal if used.

d. Please submit a concise revised summary of the
container/closure systems used for this drug product.
This summary should include all applicable information
regarding the closure components, materials, manufacturers
etc.

2. Please submit a revised stability testing report form which
included the tests and specifications for individual and total
degradation products (refer to pp. 114 - 115 of your September
29, 1997 amendment). ’

3. Please perform dissolution testing at accelerated conditions
using the procedure specified in the 20th IRA to USP 23
published in the Pharmacopeial Forum, Volume 23, # 6,

Nov. - Dec. 1897.




ANDA 74-951-

4. = Please submit all room temperature stability data for
o dissolution testing that has been accrued to date for the

finished drug product.

Sincerely yours,

oﬂk " b

Frank O. Holcomb r., Ph.D.
Director
Division of Chemistry II
Office of Generic Drugs
e - ’ Center for Drug Evaluation and Research
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38.

ANDA 74-951

Chemistry Comments to be Provided to the Applicant

ANDA :

74-951 APPLICANT: Jerome Stevens Pharmaceuticals Inc.

DRUG PRODUCT: Butalbital, Aspirin, Caffeine and Codeine Phosphate

Capsules USP , 50 mg/325 mg/40 mg/30 mg

The deficiencies presented below represent MAJOR deficiencies.

Chemistry Deficiencies:

1.

In regard to the container/closure system, we have the
following comments:

a. Please submit results of USP 23 «<671> Containers-
Permeation for both container/closure systems.

b. Please describe more clearly the cap used for each bottle.
It is unclear as to whether the cap for the 180cc bottle
is plastic or metal.

c. Please describe more clearly the composition of the cap
liners for each bottle and the inner safety seal if used.

d. Please submit a concise revised summary of the
container/closure systems used for this drug product.
This summary should include all applicable information
regarding the closure components, materials, manufacturers
etc.

Please submit a revised stability testing report form which
included the tests and specifications for individual and total
degradation products (refer to pp. 114 - 115 of your September
29, 1997 amendment) . :

Please perform dissolution testing at accelerated conditions
using the procedure specified in the 20th IRA to USP 23
published in the Pharmacopeial Forum, Volume 23, # 6,

Nov. - Dec. 1997.




v ANDA 74-951

4. Please submit all room temperature stability data for
- dissolution testing that has been accrued to date for the
finished drug product.

Sincerely yours,

o&@m,, L, s

Frank O. Holcomb Jx., Ph.D.
Director
Division of Chemistry II
Office of Generic Drugs
o : Center for Drug Evaluation and Research




Jerome Stevens Pharmaceuticals

InC.
Generic Manufacturers

NDA ORIE Aviensso
September 29, 1997 ““‘“f%erT

Office of Generic Drugs, CDER, FDA /Né/éqc;
Document Control Room

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

RE: ANDA 74-951; Butalbital 50mg/Aspirin 325mg/Caffeine
40mg/Codeine Phosphate 30mg Capsule USP

. *MAJOR AMENDMENT'
Dear Sir/Madam,

This is a reply to your letter dated June 9, 1997:
1. Response to active ingredient deficiencies:
Aspirin:

a. Please refer to pgs 1-2. These COA contain the 0OVI
testing results.

b. Please refer to pg. 3-4.
Please refer to pg. 5 for the revised Aspirin USP COA.

d. Please refer to pg. 1. This COA contains results of
those tests that are not conducted by JSP. The
results from both COA’s meet full compendial testing.

Butalbital:

a. Please refer to pog. 6. This COA contains the results
of the OVI testing.

b. Please refer to pg. 7.

Caffeine: ' "—"'7“.—'\"-:9

a—— e

a. Please refer to pg. 8. R eri

General comments regarding active ingredients:
~Ampmotn DTNING

a. Please refer to pgs. 1,2,6,9-12 for the COAs that - - -~~~ ™7~
contain the results for those test not conducted by

Sixty DaVinci Drive » Bohemia, Ne. York 117416 « Phone: (516) 567-14413 o Fax: 1516) 567-148¢




Jerome Stevens Pharmaceuticals

InC.
Generic Manufacturers

JSP. The results from both COA meet full compendial
testing for all of the active ingredients.

b. Firm will establish the reliability of our supplier’s
analyses through confirmation of our supplier’s tests
results at appropriate intervals.

c. Please refer to pgs. 13-15 for the updated COAs for
the active ingredients.

d. Please refer to pg. 16 which will amend pg. 117 of our
original submission. Firm has changed our retest
period to 18 months.

2. Inactive ingredients:
Please refer to pgs. 17 & 18 for the updated COAs

b. Please refer to pg. 19 for a composition statement
regarding the hard gelatin capsule.

c. Please refer to pgs. 20-23 which contain a DMF
authorization letter from Capsugel for DMF
_ is the hard gelatin capsule manufacturer.
We also included product specifications from the
manufacturer of the ink. The manufacturer is
-and they supply the ink to

3. Manufacturing process and controls:

a. Please refer to pg. 24 which amends pg. 128 of our
original submission.

b. This is an area that the firm has addressed during the
post-approval process validation phase of the
manufacturing procedures.

c. Please refer to pg. 25 which revises the ingredient
weight sheet.

d. Please refer to pgs. 26-37 which contain comparative
assay and dissolution data from our method and the
USP 23 method.

e. Please refer to pgs. 38-54 which contains the
Method Validation report and data for our method.

f. Due to storage considerations and cost, we packaged

Sixty DaVinci Drive « Bohemia, New York 11716 « Phone: (516) 567-1113 » Fax: (516) 567-1489




Jerome Stevens Pharmaceuticals
IncC.

Generic Manufacturers

only those 100 count bottles needed to conduct our
stability studies.

Please refer to pg. 55 which amends pg. 126 of our
original submission.

Stability testing protocol and procedures:

Please refer to pgs. 59-113 which contains data from
a study which includes forced degradation data
which demonstrates that our method is suitability
for stability testing purposes.

Please refer to pg. 56 which amends pg. 218 of our
original submission.

Please refer to pg. 56.

Please refer to pgs. 57-58 which revises our
accelerated stability protocol to include
dissolution testing.

Firm has a temperature/humidity recorder monitoring the
long term stability samples. Firm stores the long term
stability samples under ambient humidity conditions.
Review of the charts show a range of 30-80% relative
humidity over a 12 month period. The mean relative
humidity is about 60%.

Firm has conducted accelerated dissolution testing on
lot #015395, please see pgs. 125-138

Firm conducted a study to evaluate this drug product
for degradation products other than free _
Please see pgs. 59-113. Results of this study show that
our method used for the assay of this drug product is
stability indicating and can be used to monitor for
degradation products. Analysis of long term stability
sample (2 years) and accelerated stability sample show
no degradation products other than free _
Firm proposes a limit of {or both individual
known and unknown degradation products and a limit of
for total known and unknown degradation products,
excluding free salicylic acid.

Firm has revised its limit for free B on
long term stability testing to Please refer to
pgs. 114-115.

Sixty DaVinci Drive » Bohemia, New York 11716 ¢ Phone: (516) 567-1113 « Fax: (516) 567-1189




Jerome Stevens Pharmaceuticals

InC. :
Generic Manufacturers

i. Please refer to pgs. 116-138 for comparative
dissolution data at accelerated conditions for our
drug product and Fiorinal with Codeine.

5. Container/closure:

a. Please refer to pgs. 139-143 for testing conducted

on the 180cc container from _ Zontainer.
Please refer to pgs. 144-150 for testing conducted
on the 750cc container from Plastics.

b. Please refer to pgs 151-153 for COA and a letter of
authorization to DMF from

c. The colorant used for the 180cc bottle was

White.
d. Please refer to pgs. 154-155 for letter of
authorization for DMF nd technical data from
" the manufacturer of the cap liner

supplied to

Please refer to pg 156 for the letter of authorization

for DMF irom : , the manufacturer

of the plastic caps. Please refer to pgs. 157-158 for et PLE#
the letter of authorization for DMF ind a product \ ek L sES
data sheet from _ the /juguvfﬁa*ﬂ”
.manufacturer-of ther = ap=kiner supplied to g P52

The liner used in not an inner— Y '°
tamper resistant seal. -

e. Please refer to pgs. 159 & 160 for letter of
authorization for DMF from

the
manufacturer’s of

resins, respectively.

f. Please refer to pgs. 161-166 for the engineering
drawings for the bottles and caps.

g. The closures are not two piece Child Resistant
Closures. The description refers to a cap made .

of either plastic or metal. > wwWicis 17 ¢4l °

h. The cao manufacturers used were >>wqmﬂ € wRKES

- WHIcH (AP ?,’
i. Please refer to pgs. 167-168.

Sixty DaVinci Drive » Bohemia. New York 11716 « Phone: (516) 567-1113  Fax: (516) 567-1189




Jerome Stevens Pharmaceuticals
InC. ‘

Generic Manufacturers

j. There is a Drug Master File authorization letter
for DMF on pg. 167 of our original submission.

k. Please refer to pg. 169.

6. Please refer to pg. 170 which amends pg. 256 of
our original submission.

Labeling Deficiencies:

1. Please refer to pgs 171-194 which contain four (4)
copies of draft container and insert labeling with
the revisions requested.

Supplemental Data:

1. Firm is submitting Long-Term Stability Data (18 & 24
months) for Lot # 015395 as was stated on pg 219 of
our original submission. Please refer to pgs. 195-
204 for this data.

If I can be of further assistance, please contact me at
(516) 567-1113

Sincerely,

?w o B —

onald Steinlauf
Vice President

Sixty DaVinci Drive « Bohemia, New York 11716 ¢ Phone: (516) 567-1113 » Fax: (516) 367-118Q




Shb)‘d/{ D

ANDA 74-951

MAY 2 1997

Jerome Stevens Pharmaceuticals, Inc.
Attention: Ronald Steinlauf

60 DaVinci Drive

Bohemia NY 11716
IIIIIllII”IIIIII"”I"IIIIII"

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Aspirin, Butalbital, Caffeine, Codeine Phosphate
Capsules USP, 50 mg/325 mg/40 mg/30 mg.

1. The Division of Bioequivalence has completed its review and has no further questions at
this time.
2. The dissolution testing will need to be incorporated into your stability and quality control

programs as specified in USP 23.

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

Sincerely yours,

lly Lokt —
/7(4 Nicholas Fleischer, Ph.D.
Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research




Jerome Stevens Pharmaceuticals
Inc.

Generic Manufacturers MEW CORRESP o

BIQAVAILABILITY
April 2, 1997 iyﬂﬁ ié?‘f“’

Office of Generic Drugs, CDER, FDA
Attn: Ms. Saundra Middleton

Metro Park North II

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

t'n

RE: ANDA 74-5351; Butalbital 50mg/Aspirin 325mg/Caffeine
40mg/Codeine Phosphate 30mg Capsule USP

Dear Ms. Middleton:

Here is the information you requested as per our telephone
conversation on 4/2/97:

- The label claim for the Reference Listed Drug and
Submitted Drug Product is Butlbital 50mg/Aspirin 325mg/
Caffeine 40mg/Codeine Phosphate 30mg Capsule. This
information can also be found in Bioavailability/Bio-

equivalence part of the application in SECTION 6, volume
1, the Summary section (pg 2).

-The batch size for drug product used bioequivalence study
is capsules (Lot #: 015395).

If I can be of further assistance, please contact me at
(516) 567-1113

Sincerely,

) .
eolon K o

Ronald Steinlauf
Vice President

Sixty DaVinci Drive » Bohemia, New York '1716  Phone: (516) 567-1413 « Fax: (81&: 2567-118Q
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April 10, 1997 ,/c/afd

Office of Generic Drugs, CDER, FDA
Attn: Ms. Saundra Middleton

Metro Park North II

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

RE: ANDA 74-951; Butalbital 50mg/Aspirin 325mg/Caffeine
40mg/Codeine Phosphate 30mg Capsule USP

Dear Ms. Middleton:

Here is the information you requested as per our telephone
conversation on 4/8/97:

- Enclosed please find a certificate of analysis of the

reference lot for the above application.

If I can be of further assistance, please contact me at
(516) 567-1113

Sincerely,

[0 tiec Couehoe_

William Cardone
Scientific Director

. RECEIVED ™

1711997,

SENERIC DRUE

Sixty DaVvinci Drive * Bohemia, New York 14716 ¢ Phone: (516) 567-1113 « Fax: (E'3) 567-118¢
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ANDA 74-951

38. Chemistry Comments to be Provided to the Applicant
ANDA: 74-951 - APPLICANT: Jerome Stevens

DRUG PRODUCT: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP

The deficiencies presented below represent MAJOR deficiencies.

Chemistry  Deficiencies:

1. In regard to the active ingredients, we have the following
comments:




T

Page(s) ___ A

-
——— .

-

-

Contaih Trade Secret,

Commercial/Confidential

Information and are not

-releasable.

'.:7‘-;',.' -




6. Your environmental impact statement should include a claim for
a categorical exclusion per 21 CFR 25.24 (c)(1).

Sincerely yours,

Sl 55!:.,% &

Frank O. Holcombe

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research




ANDZ 74-951 21
38. Chemistry Comments to be Provided to the Applicant‘
ANDA: 74-951 . APPLICANT: Jerome Stevens
DRUG PRODUCT: Butalbital, Aspirin, Caffeine and Codeine Phosphate
Capsules USP
The deficiencies presented below represent MAJOR deficiencies.

Chemistry Deficiencies:

1. In regard to the active ingredients, we have the following
comments:




I

Page(s) _ 2

—_—

-

Contaihn Trade Secret,

-t
L ..

Comﬁérc;al/Confidential

.

Information and are not

~releasable.

¢ Js)a>




Your environmental impact statement should include a claim for
a categorical exclusion per 21 CFR 25.24 (c)(1).

Sincerely yours, ' -
Ay
l/\/\-f\.,-\
Frank O. Holcombe, ., Ph.D.
Director

Division of Chemistry II1
Office of Generic Drugs
Center for Drug Evaluation and Research




ANDA 74-951

Jerome Stevens Pharmaceuticals, Inc.
Attention: Ronald Steinlauf

Sixty DaVinci Drive

Bohemia, NY 11716

R O 0 O [ O O DEC 27 1996

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(3j) of the Federal
Food, Drug and Cosmetic Act.

Reference is also made to our "Refuse to File"” letter dated
November 20, 1996, and to your amendment dated November 26, 1996.

NAME OF DRUG: Butalbital, Aspirin, Caffeine, and Codeine
Phosphate Capsules USP, 50 mg/325 mg/40 mg/30 mg.

DATE OF APPLICATION: August 29, 1996
DATE OF RECEIPT: August 30, 1996
DATE ACCEPTABLE FOR FILING: November 27, 1996

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

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

Should you have questions concerning this application, contact:

+

Tim Ames
Project Manager
(301) 594-0305

@ fm - @97/ %

efry Phillips
Director
Division of Labeling and Program Support
Office of Generic Drugs
Center for Drug Evaluation and Research
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ANDA 74-951

Jerome Stevens Pharmaceuticals, Inc.

Attention: Ronald Steinlauf

Sixty DaVinci Drive

Bohemia, NY 11716 NOV 20 1996

Dear Sir:

Please refer to your abbreviated new drug application (ANDA)
dated August 29, 1996, submitted under Section 505(j) of the
Federal Food, Drug and Cosmetic Act for Butalbital, Aspirin,
Caffeine, and Codeine Phosphate Capsules USP,

50 mg/325 mg/40 mg/30 mg.

We also acknowledge receipt of your correspondence dated o
September 30 and October 16, 1996.

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

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

You have failed to provide a certification that the third
(field copy) of the application has been submitted to the
appropriate district office and a statement that it is a
"true copy" of the technical sections contained in the
application. :

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

For future reference, all submissions to the ANDA must be
accompanied by a cover letter and a Form FDA 356h.

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




If after the 1nforma1 conference, you still do not agree Wlth our;.:
conclusion, you may make a written request to file the '
application over protest, as authorized by 21 CFR 314. 101(a)(3)If
you do so, the ‘application shall be filed over protest under 21
CFR 314.101(a) (2). The filing date will be 60 days after the
date you requested the informal conference. If you have any
questions please call:

Anna Marie H. Weikel
Project Manager
(301) 594-0315

Sincerely yours,

:ﬁm\_\’g mﬁu \\\Q—Q/qjo

Jerry Phillips

Director .
Division of Labeling and Program Support
Office of Generic Drugs

Center for Drug Evaluation and Research




Jerome Stevens Pharmaceuticals

o Inc. e
‘ Generic Manufacturer,

A
&o)(.&%i.@‘l’b
August 29, 1996'K4&;&%%%%<Yj§§L

Dear Sir/Madam, <:j§}f%;&?«ﬂ

\

Enclosed for your review is an original ANDA for Aspirin
325mg/Butalbital 50mg/Caffeine 40mg/Codeine Phosphate 30mg
Capsule USP. We have enclosed fourteen (14) volumes.

Sincerely,

=y s RECEIVED

Ronald Steinlauf
Vice President

<Aug'3()“W6
GENERIC DRUGS

Sixty DaVinci Drive « Bohemia, New York 14716 « Phone: (516) 567-4143 = Fax: {516) 567-148¢
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Jerome Stevens Pharmaceuticals

_— Inc. -
‘Generic Manufacturers -

OCTOBER 16, 1996 NEW CORRESP
MS. CECELIA PARISE Ol
OFFICE OF GENERIC DRUG, CDER, FDA
DOCUMENT CONTROL ROOM -

METRO PARK NORTH I :
7500 STANDISH PLACE, RGOM 150 - L/’M e e e
ROCKVILLE, MD 20855-2773 i

2
RE: ANDA _ ”N—Qf’ " C/%?
DEAR MS. PARISE:

ENCLOSED PLEASE FIND AS PER YOUR REQUEST CGMP CERTIFICATION FOR

ASPIRIN 325MG/BUTALBITAL 50MG/ CAFFEINE 40MG/ CODEINE PHOSPHATE 30MG
CAPSULE USP.

THANK YOU FOR YOUR ATTENTION GIVEN THIS MATTER.

SINCERELY. L
}[ZMA /{ | / RECEIVED
RONALD STEINLAUF, VICE PRESIDENT 00

. JEROME STEVENS PHARMACEUTICALS, INC. ‘ocT 177 199

GENERIC BRUGS

Sixty DaVinci Drive ¢ Bohemia, New York 11746  Phone: (646) £67-1113 » Fax: (516) 367-*189 @




CGMP Certification:

The drug product, Aspirin 325mg/Butalbital 50mg/Caffeine 40mg/
Codeine Phosphate 30mg Capsule USP was manufactured by Jerome
Stevens Pharmaceuticals Inc. under compliance with all current
Good Manufacturing Practices listed in 21 CFR Parts 210 and 211.

Ronald Steinlauf
Vice President

October 16, 1996
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November 26, 1996 /, '
Office of Generic Drugs, CDER, FDA QJQ . '
Document Control Room ! ‘
Metro Park North II 3 '
7500 Standish Place, Room 150
Rockville, MD 20855-2773
RE: ANDA 74-951; Butalbital 50mg/Aspirin 325mg/Caffeine
- 40mg/Codeine Phosphate 230mg Capsule TSP
Dear Sir/Madam,
This is a reply to your letter dated November 20, 1996.
Jerome Stevens Pharmaceuticals Inc. certifies that the
third (field copy) of the noted application was sent to
FDA’s Brooklyn, NY District Office and that it is a
"true copy"” of the technical sections contained in the
aoplication.
Sincerely,
Ronald Steinlauf
Vice President
N
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Sixty DaVinct Drive » Bohemia, New York 11716  Phone: (516) 567-1113 » Fax: (516) 567-1189 @




