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@ 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




