
ASPIRIN AND CODEINE 
PHOSPHATE TABLETS USP

Rx only

DESCRIPTION
Each aspirin and codeine phosphate tablet contains:
Aspirin . . . . . . . . . . . . . . . . . 325 mg                           Aspirin . . . . . . . . . . . . . . . .  325 mg
Codeine Phosphate . . . . . . . . 30 mg                           Codeine Phosphate . . . . . . . . 60 mg
(WARNING: May be habit forming)                              (WARNING: May be habit forming)
Aspirin (acetylsalicylic acid) occurs as white crystals, commonly tabular or needle-like, or
white, crystalline powder. It is odorless or has a faint odor. Its chemical name is: 2-(acety-
loxy)benzoic acid. Its structural formula is:

C9H8O4 M.W. 180.16

Codeine is an alkaloid, obtained from opium or prepared from morphine by methylation.
Codeine phosphate occurs as fine, white, needle-shaped crystals, or white, crystalline
powder.  It  is odorless and is affected by light.  Its chemical name is: 7,8-didehydro-4,5α-
epoxy-3-methoxy-17-methylmorphinan-6α-ol phosphate (1:1) (salt) hemihydrate.  Its
structural formula is:

C18H21N03 • H3PO4 •1/2 H20 M.W. 406.37

Aspirin and codeine phosphate tablets for oral administration combine the following inac-
tive ingredients: colloidal silicon dioxide, corn starch, microcrystalline cellulose, povidone,
and stearic acid.
CLINICAL PHARMACOLOGY
Aspirin: The analgesic, anti-inflammatory and antipyretic effects of aspirin are believed to
result from inhibition of the synthesis of certain prostaglandins. Aspirin interferes with
clotting mechanisms primarily by diminishing platelet aggregation; at high doses pro-
thrombin synthesis can be inhibited.
Aspirin in solution is rapidly absorbed from the stomach and from the upper small intes-
tine. About 50 percent of an oral dose is absorbed in 30 minutes and peak plasma concen-
trations are reached in about 40 minutes. Higher than normal stomach pH or the presence
of food slightly delays absorption.
Once absorbed, aspirin is mainly hydrolyzed to salicylic acid and distributed to all body
tissues and fluids, including fetal tissue, breast milk and the central nervous system
(CNS). Highest concentrations are found in plasma, liver, renal cortex, heart and lung.
From 50 to 80 percent of the salicylic acid and its metabolites in plasma are loosely bound
to proteins. The plasma half-life of total salicylate is about 3.0 hours, with a 650 mg dose.
Higher doses of aspirin cause increases in plasma salicylate half-life. Metabolism occurs
primarily in the hepatocytes. The major metabolites are salicyluric acid (75%), the pheno-
lic and acyl glucuronides of salicylate (15%), and gentisic and gentisuric acid (<1%).
Almost all of a therapeutic dose of aspirin is excreted through the kidneys, either as sali-
cylic acid or the above mentioned metabolic products. Renal clearance of salicylates is
greatly augmented by an alkaline urine, as is produced by concurrent administration of
sodium bicarbonate or potassium citrate.
Toxic salicylate blood levels are usually above 30 mg/100 mL. The single lethal dose of
aspirin in normal adults is approximately 25—30 g, but patients have recovered from
much larger doses with appropriate treatment.
Codeine: Codeine probably exerts its analgesic effect through actions on opiate receptors
in the CNS.
Codeine is readily absorbed from the gastrointestinal tract, and a therapeutic dose reaches
peak analgesic effectiveness in about 2 hours and persists for 4 to 6 hours. Oral codeine
(60 mg) given to healthy males has been shown to achieve peak blood levels of 0.016
mg/100 mL at approximately one hour post-dose. The codeine plasma half-life for a 60
mg oral dose is about 2.9 hours. Blood levels causing CNS depression begin at 0.05—
0.19 mg/100 mL. The single lethal dose of codeine in adults is estimated to be approxi-
mately 0.5—1.0 g. Codeine is rapidly distributed from blood to body tissues and taken up
preferentially by parenchymatous organs such as liver, spleen and kidney. It passes the
blood-brain barrier and is found in fetal tissue and breast milk.
The drug is not bound by plasma proteins nor is it accumulated in body tissues. Codeine
is metabolized in liver to morphine and norcodeine, each representing about 10 percent of
the administered dose of codeine. About 90 percent of the dose is excreted within 24
hours, primarily through the kidneys. Urinary excretion products are free and glucuronide-
conjugated codeine (about 70%), free and conjugated norcodeine (about 10%), free and
conjugated morphine (about 10%), normorphine (under 4%) and hydrocodone (<1%).
The remainder of the dose appears in the feces.
INDICATIONS AND USAGE
Aspirin and codeine phosphate tablets are indicated for the relief of mild, moderate, and
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moderate to severe pain.
CONTRAlNDlCATlONS
Aspirin and codeine phosphate is contraindicated under the following conditions:
(1)  hypersensitivity or intolerance to aspirin or codeine,
(2)  severe bleeding, disorders of coagulation or primary hemostasis, including hemophilia,

hypoprothrombinemia, von Willebrand’s disease, the thrombocytopenias, thrombas-
thenia and other ill-defined hereditary platelet dysfunctions, as well as such associated
conditions as severe vitamin K deficiency and severe liver damage,

(3)  anticoagulant therapy, and 
(4)  peptic ulcer, or other serious gastrointestinal lesions.
WARNINGS
Therapeutic doses of aspirin can cause anaphylactic shock and other severe allergic reac-
tions.  A history of allergy is often lacking.
Significant bleeding can result from aspirin therapy in patients with peptic ulcer or other
gastrointestinal lesions, and in patients with bleeding disorders. Aspirin administered pre-
operatively may prolong the bleeding time.
In the presence of head injury or other intracranial lesions, the respiratory depressant
effects of codeine and other narcotics may be markedly enhanced, as well as their capacity
for elevating cerebrospinal fluid pressure. Narcotics also produce other CNS depressant
effects, such as drowsiness, that may further obscure the clinical course of patients with
head injuries.
Codeine or other narcotics may obscure signs on which to judge the diagnosis or clinical
course of patients with acute abdominal conditions.
Results from pilot epidemiologic studies suggest an association between aspirin and
Reye-Syndrome. Caution should be used in administering this product to children, includ-
ing teenagers, with chicken pox or flu.
PRECAUTIONS
General: Aspirin and codeine phosphate tablets should be prescribed with caution for cer-
tain special-risk patients such as the elderly or debilitated, and those with severe impair-
ment of renal or hepatic function, gallbladder disease or gallstones, respiratory impair-
ment, cardiac arrhythmias, inflammatory disorders of the gastrointestinal tract, hypothy-
roidism, Addison’s disease, prostatic hypertrophy or urethral stricture, coagulation disor-
ders, head injuries, or acute abdominal conditions. Aspirin and codeine phosphate tablets
should not be prescribed for long-term therapy unless specifically indicated.
Precautions should be taken when administering salicylates to persons with known aller-
gies. Hypersensitivity to aspirin is particularly likely in patients with nasal polyps, and rela-
tively common in those with asthma.
Information for Patients: Aspirin and codeine may impair the mental and/or physical abili-
ties required for the performance of potentially hazardous tasks such as driving a car or
operating machinery. Such tasks should be avoided while taking aspirin and codeine.
Alcohol and other CNS depressants may produce an additive CNS depression when taken
with aspirin and codeine, and should be avoided.
Codeine may be habit-forming when used over long periods or in high doses. Patients
should take the drug only for as long as it is prescribed, in the amounts prescribed, and
no more frequently than prescribed.
Laboratory Tests: Hypersensitivity to aspirin cannot be detected by skin testing or
radioimmunoassay procedures. The primary screening tests for detecting a bleeding ten-
dency are platelet count, bleeding time, activated partial thromboplastin time and pro-
thrombin time.
In patients with severe hepatic or renal disease, effects of therapy should be monitored
with serial liver and/or renal function tests.
Drug Interactions: Aspirin and codeine phosphate tablets may enhance the effects of:
(1)  monoamine oxidase (MAO) inhibitors,
(2) oral anticoagulants, causing bleeding by inhibiting prothrombin formation in the liver

and displacing anticoagulants from plasma protein binding sites,
(3) oral antidiabetic agents and insulin, causing hypoglycemia by contributing an additive

effect, and by displacing the oral antidiabetic agents from secondary binding sites,
(4) 6-mercaptopurine and methotrexate, causing bone marrow toxicity and blood

dyscrasias by displacing these drugs from secondary binding sites,
(5) penicillins and sulfonamides, increasing their blood levels by displacing these drugs

from protein binding sites,
(6) non-steroidal anti-inflammatory agents, increasing the risk of peptic ulceration and

bleeding by contributing additive effects,
(7) other narcotic analgesics, alcohol, general anesthetics, tranquilizers such as chlor-

diazepoxide, sedative-hypnotics, or other CNS depressants, causing increased CNS
depression,

(8) corticosteroids, potentiating steroid anti-inflammatory effects by displacing steroids
from protein binding sites. Aspirin intoxication may occur with corticosteroid with-
drawal because steroids promote renal clearance of salicylates.

Aspirin and codeine phosphate tablets may diminish the effects of:
uricosuric agents such as probenecid and sulfinpyrazone, reducing their effectiveness
in the treatment of gout. Aspirin competes with these agents for protein binding sites.

Aspirin and its metabolites may be caused to accumulate in the body, perhaps to toxic lev-
els, by para-aminosalicylic acid, furosemide, and vitamin C.

Drug/Laboratory Test Interactions:
Aspirin: Aspirin may interfere with the following laboratory determinations in blood:
serum amylase, fasting blood glucose, carbon dioxide, cholesterol, protein, protein bound
iodine, uric acid, prothrombin time, bleeding time, and spectrophotometric detection of
barbiturates. Aspirin may interfere with the following laboratory determinations in urine:
glucose, 5-hydroxyindoleacetic acid, Gerhardt ketone, vanillylmandelic acid (VMA), pro-
tein, uric acid, and diacetic acid.
Codeine: Codeine may increase serum amylase levels.
Carcinogenesis, Mutagenesis, Impairment of Fertility: No adequate long-term studies
have been conducted in animals to determine whether codeine has a potential for carcino-
genesis, mutagenesis, or impairment of fertility.
Adequate long-term studies have been conducted in mice and rats with aspirin, alone or in
combination with other drugs, in which no evidence of carcinogenesis was seen. No ade-
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quate studies have been conducted in animals to determine whether aspirin has a potential
for mutagenesis or impairment of fertility.
Pregnancy: Teratogenic Effects: Pregnancy Category C. Animal reproduction studies have
not been conducted with aspirin and codeine. It is also not known whether aspirin and
codeine can cause fetal harm when administered to a pregnant woman or can affect repro-
duction capacity. Aspirin and codeine should be given to a pregnant woman only if clearly
needed.
Reproductive studies in rats and mice have shown aspirin to be teratogenic and embryoci-
dal at four to six times the human therapeutic dose. Studies in pregnant women, however,
have not shown that aspirin increases the risk of abnormalities when administered during
the fist trimester of pregnancy. In controlled studies involving 41,337 pregnant women
and their offspring, there was no evidence that aspirin taken during pregnancy caused
stillbirth, neonatal death or reduced birth weight. In controlled studies of 50,282 pregnant
women and their offspring, aspirin administration in moderate and heavy doses during the
first four lunar months of pregnancy showed no teratogenic effect.
Reproduction studies have been performed in rabbits and rats at doses at up to 150 times
the human dose and have revealed no evidence of impaired fertility or harm to the fetus
due to codeine.
Nonteratogenic Effects: Therapeutic doses of aspirin in pregnant women close to term
may cause bleeding in mother, fetus, or neonate. During the last six months of pregnancy,
regular use of aspirin in high doses may prolong pregnancy and delivery.
Labor and Delivery: Ingestion of aspirin prior to delivery may prolong delivery or lead to
bleeding in the mother or neonate. Use of codeine during labor may lead to respiratory
depression in the neonate.
Nursing Mothers: Aspirin and codeine are excreted in breast milk in small amounts, but
the significance of their effects on nursing infants is not known. Because of the potential
for serious adverse reactions in nursing infants from aspirin and codeine, a decision
should be made whether to discontinue nursing or to discontinue the drug, taking into
account the importance of the drug to the mother.
ADVERSE REACTIONS
Codeine: The most frequently observed adverse reactions to codeine include light-headed-
ness, dizziness, drowsiness, nausea, vomiting, constipation and depression of respiration.
Less common reactions to codeine include euphoria, dysphoria, pruritus and skin rashes. 
Aspirin: Mild aspirin intoxication (salicylism) can occur in response to chronic use of
large doses. Manifestations include nausea, vomiting, hearing impairment, tinnitus, dimin-
ished vision, headache, dizziness, drowsiness, mental confusion, hyperpnea, hyperventila-
tion, tachycardia, sweating and thirst.
Therapeutic doses of aspirin can induce mild or severe allergic reactions manifested by
skin rashes, urticaria, angioedema, rhinorrhea, asthma, abdominal pain, nausea, vomiting,
or anaphylactic shock. A history of allergy is often lacking, and allergic reactions may
occur even in patients who have previously taken aspirin without any ill effects. Allergic
reactions to aspirin are most likely to occur in patients with a history of allergic disease,
especially in patients with nasal polyps or asthma.
Some patients are unable to take aspirin or other salicylates without developing nausea or
vomiting. Occasional patients respond to aspirin (usually in large doses) with dyspepsia or
heartburn, which may be accompanied by occult bleeding. Excessive bruising or bleeding
is sometimes seen in patients with mild disorders of primary hemostasis who regularly
use low doses of aspirin.
Prolonged use of aspirin can cause painless erosion of gastric mucosa, occult bleeding
and, infrequently, iron-deficiency anemia. High doses of aspirin can exacerbate symptoms
of peptic ulcer and, occasionally, cause extensive bleeding.
Excessive bleeding can follow injury or surgery in patients with or without known bleeding
disorders who have taken therapeutic doses of aspirin within the preceding 10 days.
Hepatotoxicity has been reported in association with prolonged use of large doses of
aspirin in patients with lupus erythematosus, rheumatoid arthritis and rheumatic disease.
Bone marrow depression, manifested by weakness, fatigue, or abnormal bruising or
bleeding, has occasionally been reported. In patients with glucose-6-phosphate dehydro-
genase deficiency, aspirin can cause a mild degree of hemolytic anemia. In hyperuricemic
persons, low doses of aspirin may reduce the effectiveness of uricosuric therapy or pre-
cipitate an attack of gout.
DRUG ABUSE AND DEPENDENCE
Like other medications containing a narcotic analgesic, aspirin and codeine phosphate
tablets are controlled by the Drug Enforcement Administration and is classified under
Schedule lll .             
Aspirin and codeine can produce drug dependence of the morphine type; therefore, it has
a potential for being abused. Psychic dependence, physical dependence and tolerance may
develop on repeated administration.
The dependence liability of codeine has been found to be too small to permit a full defini-
tion of its characteristics. Studies indicate that addiction to codeine is extremely uncom-
mon and requires very high parenteral doses.
When dependence on codeine occurs at therapeutic doses, it appears to require from one
to two months to develop, and withdrawal symptoms are mild. Most patients on long-term
oral codeine therapy show no signs of physical dependence upon abrupt withdrawal.
OVERDOSAGE
Severe intoxication, caused by overdose of aspirin and codeine, may produce: skin erup-
tions, dyspnea, vertigo, double vision, delusions, hallucinations, garbled speech, excitabili-
ty, restlessness, delirium, constricted pupils, a positive Babinski sign, respiratory depres-
sion (slow and shallow breathing; Cheyne-Stokes respiration), cyanosis, clammy skin,
muscle flaccidity, circulatory collapse, stupor and coma. In children, difficulty in hearing,
tinnitus, dim vision, headache, dizziness, drowsiness, confusion, rapid breathing, sweat-
ing, thirst, nausea, vomiting, hyperpyrexia, dehydration and convulsions are prominent
signs. The most severe manifestations from aspirin result from cardiovascular and respi-
ratory insufficiency secondary to acid-base and electrolyte disturbances, complicated by
hyperthermia and dehydration. The most severe manifestations from codeine are associat-
ed with respiratory depression.
Respiratory alkalosis is characteristic of the early phase of intoxication with aspirin while
hyperventilation is occurring, but is quickly followed by metabolic acidosis in most people

with severe intoxication. This occurs more readily in children. Hypoglycemia may occur in
children who have taken large overdoses. Other laboratory findings associated with aspirin
intoxication include ketonuria, hyponatremia, hypokalemia, and occasionally, proteinuria.
A slight rise in lactic dehydrogenase and hydroxybutyric dehydrogenase may occur.
Concentrations of aspirin in plasma above 30 mg/100 mL are associated with toxicity.
(See CLINICAL PHARMACOLOGY section for information on factors influencing aspirin
blood levels.) The single lethal dose of aspirin in adults is probably about 25—30 g, but is
not known with certainty.
The toxic plasma concentration of codeine is not known with certainty. Experimental pro-
duction of mild to moderate CNS depression in healthy, nontolerant subjects occurred at
plasma concentrations of 0.05—0.19 mg/100 mL when codeine was given by intravenous
infusion. The single lethal dose of codeine in adults is estimated to be from 0.5—1.0 g. It
is also estimated that 5 mg/kg could be fatal in children. Hemodialysis and peritoneal dial-
ysis can be performed to reduce the body aspirin content. Codeine is theoretically dialyz-
able but the procedure has not been clinically established.
Treatment of overdosage consists primarily of support of vital functions, management of
codeine-induced respiratory depression, increasing salicylate elimination, and correcting
the acid-base imbalance due primarily to salicylism.
In a comatose patient, primary attention should be given to establishment of adequate res-
piratory exchange through provisions of a patent airway and the institution of assisted or
controlled ventilation. The narcotic antagonist naloxone is a specific antidote for respirato-
ry depression which may result from overdose or unusual sensitivity to narcotics.
Therefore, an appropriate dose of an antagonist should be administered, preferably by the
intravenous route, simultaneously with efforts at respiratory resuscitation. Since the dura-
tion of action of aspirin and codeine may exceed that of the antagonist, the patient should
be kept under continued surveillance and repeated doses of the antagonist should be
administered as needed to maintain adequate respiration. A narcotic antagonist should not
be administered in the absence of clinically significant respiratory or cardiovascular
depression.
Gastric emptying (Syrup of Ipecac) and/or lavage is recommended as soon as possible
after ingestion, even if the patient has vomited spontaneously. (Apomorphine should not
be used as an emetic for aspirin and codeine, since it may potentiate hypotension and res-
piratory depression.) Administration of activated charcoal as a slurry is beneficial after
lavage and/or emesis, if less than three hours have passed since ingestion. Charcoal
adsorption should not be employed prior to emesis or lavage.
Severity of aspirin intoxication is determined by measuring the blood salicylate level. Acid-
base status should be closely followed with serial blood gas and serum pH measurements.
Fluid and electrolyte balance should also be regularly monitored.
A serum salicylate level of 30 mg/100 mL or higher indicates a need for enhanced salicy-
late excretion that can be achieved through body-fluid supplementation and urine alkalin-
ization if renal function is normal. In mild intoxication, urine flow can be increased by forc-
ing oral fluids and giving potassium citrate capsules. (DO NOT GIVE BICARBONATE BY
MOUTH SINCE IT INCREASES THE RATE OF SALICYLATE ABSORPTION.)
In severe cases, hyperthermia and hypovolemia, as well as respiratory depression are the
major immediate threats to life. Children should be sponged with tepid water. Replacement
fluid should be administered intravenously and augmented with sufficient bicarbonate to
correct acidosis, with monitoring of plasma electrolytes and pH, to promote alkaline diure-
sis of salicylate if renal function is normal. Complete control may also require infusion of
glucose to control hypoglycemia. Potassium deficiency may also be corrected through the
infusion, once adequate urinary output is assured. Plasma or plasma expanders may be
needed if fluid replacement is insufficient to maintain normal blood pressure or adequate
urinary output.
In patients with renal insufficiency or in cases of life-threatening intoxication, dialysis is
usually required. Peritoneal dialysis or exchange transfusion is indicated in infants and
young children, and hemodialysis in older patients.
Oxygen, intravenous fluids, vasopressors and other supportive measures should be
employed as needed.
DOSAGE AND ADMINISTRATION
Dosage is adjusted according to the severity of pain and the response of the patient. It
may occasionally be necessary to exceed the usual dosage recommended below when
pain is severe or the patient has become tolerant to the analgesic effect of codeine. Aspirin
and codeine phosphate tablets are given orally. The usual adult dose for Aspirin and
Codeine 30 mg is one or two tablets every four hours as required. The usual adult dose for
Aspirin and Codeine 60 mg is one tablet every four hours as required.
Aspirin and codeine phosphate tablets should be taken with food or a full glass of milk or
water to lessen gastric irritation.
HOW SUPPLIED
Aspirin and codeine phosphate tablets are available as: 
325 mg/30 mg—white, round, unscored tablets, debossed “3984” on one side and “3” on
the other packaged in bottles of 100 and 1000 tablets. 
325 mg/60 mg—white, round, unscored tablets, debossed “3985” on one side and “4” on

the other packaged in bottles of 100 and 500 tablets.
PHARMACIST: Dispense in a well-closed, light-resistant container as defined in the USP.
Use child-resistant closure (as required).
Store at controlled room temperature 15°-30°C (59°-86°F) (See USP).
PROTECT FROM MOISTURE
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