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PROPOXYPHENE

ACETAMINOPHEN AND C,
(65 mg/ 389 mg/ 32.
Ronly o
Code 000000 | Rev. 03/2002
DESCRIPTION | |

Propoxyphene Hydrochlonde USP is an odorless, white crystalhne powder w1th a bltter taste It is freely
soluble in water. Chemically, it is (2 S ,3 R )-(+)-4-(Dimethylamino)-3-methyl-1,2-diphenyl-2-butanol
propionate (ester) hydrochlonde whlch can be represented by the accompanying structural formula.
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Acetaminophen (4-hydroxyacetanilide), a slightly bitter, white, “odorless, crystaline powder, is a
non-opiate, non-salicylate analgesic and antipyretic. It has the follq’wing structural formula: ‘

HO—@NHCOCHg

Caffeine (1,3 7-tnmethylxanthme) a bitter, white powder or whlte-ghstenlng need|es IS a central nervous |
system stlmutant It has the followmg structural formula o

CaHNO, MW = 15146
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Each capsule of propoxyphene hydrochlonde acetaminophen and caffeine contalns 65 mg (1 72 9 umol)
propoxyphene hydrochlonde 389 mg (2, 159 umol) acetamlnophen and 32. 4 mg (166.8 pmol) caffeine.

-Each capsule also contains the following inactive ingredients: to be determmed



CLINICALPHARMACOLOGY )
Propoxyphene is a centrally acting narcotic analgesic agent. Equimolar doses of propoxyphene
hydrochloride or napsylate provide similar plasma concentrations. Following administration of 65, 130, or
195 mg of propoxyphene hydrochloride, the bicavailability of propoxyphene is equivalent to that of 100,
200, or 300 mg respectively of propoxyphene napsylate. Peak plasma concentrations of propoxyphene
are reached in 2 to 2 1/2 hours. After a 65-mg oral dose of propoxyphene hydrochioride, peak plasma
levels of 0.05 to 0.1 yg/mL are achieved. ' ' PR

Repeated doses of propoxyphene at 6-hour inte[wals lead to increasing plasma concentrations

plateau after the ninth dose at 48 hours. o

Propoxyphene is metabolized in the liver to yield norpropoxyphene. Propoxyphene has a half-ife of 1o o
12 hours, whereas that of norpropoxyphene is 30to 36 hours. R s S S R i
Norpropoxyphene has substantially less centra|-newous-3ystem-depressént éffect than propdxyphene
but a greater local anesthetic effect, which is similar to that of amitriptyline and ‘antiarrhythmic agents,
such as lidocaine a_nkd‘ quinidine. ,

In animal studies in which propoxyphene and norpropoxyphene were mntinucgsly infused in large
amounts, intracardiac conduction time (PR and QRS intervals) was prolonged. Any intracardiac =
conduction delay attributable to high concentrations of norpropoxyphene may be of relatively long
duration. , R G TR e e S e

ACTIONS ' . | Sk
Propoxyphene is a mild,,Qai[,cgti_g”a“}na’vlge_sic structurally related to methadone. The potency of
propoxyphene hydrochloride is from Mokthi,rdslto,equal that of codeine,

The combination of propoxyphene with a mixture of acetaminophen and caffeine produces greater
analgesia than that produced by either propoxyphene or acetaminophen and caffeine administered alone.

INDICATION. | | o N ~ |
This product is indicated for the relief of mild to moderate pain, either when pain is present alone or when

CONTRAINDICATION o
Hypersensitivity to propoxyphene, acetaminophen, or caffeine.



WARNINGS

¢ Do not prescribe propoxyphene for patients who are suicidal or addrctron-prone
Prescribe p ropoxyphene w ith ¢ aution f or P atients takrng tranqurlrzers or antidepressant
drugs and patients who use alcohol in excess.

e Tell your patients not to exceed the recommended dose and to limit thelr intake of

Propoxyphene products in excessive doses, either alone orin combrnatro
including alcohol, are a major cause of drug-related deaths. Fatalities wrthm the first hour of overdosage
are not uncommon. In a survey of deaths due to overdosage conducted in 1975, in approxrmately 20% of
the fatal cases, death occurred within the first hour (5% occurred within 15 minutes). Propoxyphene
should not be taken in doses hrgher than those recommended by the physrcran The judicious prescribing
of propoxyphene is. essential to the safe use of this drug. With patients who are depressed or suicidal,
consideration should be given to the use of non-narcotic analgesics. Patients should be cautroned about
the concomltant use of propoxyphene products and aicohol because of potentially serious CNS-additive
effects of these agents Because of its added depressant effects, propoxyphene should be prescribed
with caution for those patients whose medical condition requires the concomitant administration of
sedatives, tranquilizers, muscle relaxants, antrdepressants or o ther CN S-depressant dr ugs. P atients
should be advised of the additive depressant effects of these combinations.

Many of the propoxyphene-related deaths have occurred in patients with prewous histories of emotional
| disturbances or suicidal ideation or attempts as well as histories of misuse of tranquilizers, alcohol, and
other CNS-active drugs. Some deaths have occurred as a consequence of the accidental ingestion of
excessive quantities of propoxyphene alone or in combmatlon with other drugs. Patients 'taking
propoxyphene should be warned not to exceed the dosage recommended by the physrcran

Drug Dependence Propoxyphene when taken in hrgher-than-recommended doses over long penods
of time, can produce drug dependence characterized by psychic dependence and, less frequently,
physlcal dependence and tolerance. Propoxyphene will only partially suppress the withdrawal syndrome
in individuals physically dependent on morphine or other narcotics. The abuse liability of propoxyphene is
qualitatively similar to that of codeine although quantitatively less, and propoxyphene should be
prescribed with the same degree of cautlon appropnate to the use of codelne

Usage in Ambulatory Patrents Propoxyphene may |mpa|r the mental and/or physrcal ablhtles requrred
for the performance of potentlally hazardous tasks such as drrvmg acar or operating machinery. The ‘
patient should be cautioned accordlngly :

PRECAUTIONS ‘ : '
General - Propoxyphene should be administered with caution to’ patrents wrth hepatlc or renal
impairment since hrgher serum concentratrons or delayed elrmmatron may occur

Drug Interactions — The CNS depressant effect of propoxyphene is addltrve wrth that of other CNS
depressants, lncludlng alcohol. :

As is the case with medicinal agents, propoxyphene may slow the metabohsm of a concomrtantly
administered drug. Should this occur, the higher serum concentrations of that drug may result in
increased pharmacologic or adverse effects of that drug. Such occurrences have been reported when
propoxyphene was administered to patients on antidepressants, anticonvulsants, or warfarin-like drugs.
Severe neurologic srgns mcludlng coma have occurred wnth concurrent use of carbamazeprne

Usage in Pregnancy — Safe use in pregnancy has not been estabhshed relatlve to possible adverse ’
effects on fetal development. Instances of withdrawal symptoms in the neonate have been reported
following usage during pregnancy. Therefore, propoxyphene should not be used in pregnant women
uniess, in the judgment of the physician, the potential benefits outweigh the possible hazards.



Usage in Nursing Mothers Low Ievels of propoxyphene have been detected kln human mnlk ln

postpartum studies involving nursing mothers who were given propoxyphene, nio adverse effects were o

noted in rnfants recervmg mother's mulk

" Usage in Pediatric Patients — Safety a‘nd'effeCtivene'”ss in pedi‘a‘tric'p“ati‘ents haye not been established.
Usage in the Elderly — The rate of propoxyphene metabollsm may be reduced |n some patients.
Increased dosing interval should be consndered

A Patient Information Sheet is avallable for th|s product See text followmg "How Supphed" sectlon below’ -

ADVERSE REACTIONS ) ‘ o '

" In a survey conducted in hosprtallzed patients, less than 1% of patients taking propoxyphene
hydrochloride at recommended doses exper enced side effects. The most frequently reported were
dizziness, sedation, nausea, and vomutrng Some of these adverse reactions may be allewated if the
‘patient lies down.

Other adverse reactions include constipation, abdommal pain, skm rashes llghtheadedness headache
weakness euphona dysphona hallucmatlons and | mrnor vrsual dlsturbances

Propoxyphene therapy has been associated wrth abnormal liver functron tests and more rarely, wrth
instances of reversnble jaundice (mcludrng cholestatrc jaundrce)

Renal papillary necrosis may result from chromc acetamrnophen use, partrcularly when the dosage IS
greater than recommended and when combrned wrth aspmn o

Subacute painful myopathy has occurred followmg chromc propoxyphene overdosage

DOSAGE AND ADMINISTRATION b o e AL
This product is given orally The usual dosage is 65 mg propoxyphene hydrochlorlde 389 mg
acetamrnophen and 32 4'mg caffeme every 4 hours as needed for parn

~ The maximum recommended dose of propoxyphene hydrochlorlde |s 390 mg/day . ; 7' |

Consideration should be given to a reduced total darly dosage m patrents wrth hepatrc or renal o
impairment. v

MANAGEMENT OF OVERDOSAGE - ~

~ Inall cases of suspected overdosage call your reglonal Poison Control Center to obtain the m
date information about the treatment of overdose. This recommendation is made because, in general,

information regardrng the treatment of overdosage may change more apidly t

Initial consideration should be g|ven to the management of the CNS effects of propoxyphene overdosage.: B
Resuscitative measures should be initiated promptly -

Symptoms of Propoxyphene Overdosage ~The manlfestatlons of acute overdosage with-- -
propoxyphene are those of narcotic overdosage. The patient is usually somnolent but may be stuporous
or comatose and convulsmg Resprratory depression is characteristic. The ventilatory rate and/or tidal
volume is decreased, which results in cyanosis and hypoxra Pupils; initially pinpoint, may become dilated

o package inserts.

as hypoxia increases. Cheyne-Stokes respiration and apnea may occur. Blood pressure and heartrate

are usually normal initially, but blood pressure falls and cardiac performance deteriorates, which
 ultimately results in pulmonary edema and circulatory collapse, unless the respiratory depression is

corrected and adequate ventilation is restored promptly. Cardiac arrhythmlas and conduction delay may

be present. A combined resplratory—metabollc acrdosrs OCCurs. owmg to retarned co 2 (hypercapnla) and



to lactic acid formed durlng anaerobrc glycolysrs Acrdosrs may be severe rf large amounts of salrcylates
have also been mgested Death may occur

~ Treatment of Propoxyphene Overdosage — Attention should be drrected flrst to establrshlng a patent
airway and to restoring ventilation. Mechanically assisted ventilation, with or without oxygen, may be
required, and positive pressure respiration may be desirable if pulmonary edema is present. The narcotic

- antagonist naloxone will markedly reduce the degree of resplratory depression, and 0.4 to 2 mg should be
administered promptly, preferably intravenously. If the desired degree of counteraction with improvement
in respiratory functions is not obtained, naloxone should be repeated at 2- to 3-minute intervals. The

duration of action of the antagonist may be brief. If no response is observed after 10 mg of naloxone have

been administered, the dlagnosrs of p poxyphene toxrcrty should be questioned. Naloxone may also be
admlnlstered by contrnuous rntrave :

Treatment of Propoxyphene Overdosage in Pedratrlc Patrents - The usual lnrtral dose of naloxone in -
pedratrrc patients is 0.01 mg/kg body weight ¢ given intravenously. If this dose does not. result in the desrred o
degree of clinical improvement, a subsequent increased dose of 0.1 mg/kg body welght may be
administered. If an IV route of administration is not available, naloxone may be administered IM or

subcutaneously in dlvrded doses. If necessary, naloxone can be diluted wrth Sterlle Water for |njectron ‘

Blood gases, pH, and electrolytes should be monitored in order that acidosis and any electrolyte

" disturbance present may be corrected promptly. Acidosis, hypoxra and generallzed CNS depression
predispose to the development of cardiac arrhythmias. Ventricular fibrillation or cardiac arrest may occur
and necessitate the full complement of cardropulmonary resuscitation (CPR) measures. Resprratory
acidosis rapidly subsides as ventilation is re and hypercapnla ellmlnated but lactlc acrdosrs may
require intravenous bicarbonate for prompt : :

Electrocardiographic monitoring B essential. Prompt correctlon of hypoxra acrdosrs and electrolyte
disturbance (when present) will help prevent these cardiac complications and will increase the
effectiveness of agents admrnlstered to restore normal cardrac functlon ‘

in addition to the use of a narcotic antagonist, the patlent may require careful tltratlon wrth an '
anticonvulsantto control convulsions. Analeptic drugs (for example, caffelne or amphetamlne) should not
be used because of their tendency to‘precrpltate convulsrons

General supportlve measures in addltlon to oxygen include, when necessary, intravenous ﬂurds
vasopressor-inotropic compounds, and, when infection is likely, anti-infective agents. Gastric lavage may
be useful and activated charcoal can adsorb a significant amount of ingested propoxyphene Dialysis is of
little value in porsomng due to propoxyphene Efforts should be made to determine whether other agents,
such as alcohol, barbiturates, tranquilizers, or other CNS depressants were also mgested srnce these '
increase CNS depression as well as cause specific toxrc effects.

Symptoms of Acetammophen Overdosage Shortly after oral mgestlon of an overdose of
acetamlnophen and for the next 24 hours, anorexia, nausea, vomrtmg, draphoresrs general malaise and
abdominal pain have been noted. The patient may then presént no symptonis, but evidence of liver o
dysfunction may become apparent up to 72 hours after ingestion, with elevated serum transaminase and
lactic dehydrogenase levels, an increase in serum bilirubin concentrations, and a prolonged prothrombin
time. Death from hepatrc failure may resuit 3to 7 days after overdosage

Acute renal farlure may accompany the hepatlc dysfunctlon and has been noted in patlents who do not.
exhibit signs of fulminant hepatlc farlure _Typically, renal rmpalrment is more apparent 6 to 9 days after
mgestron of the overdose. ,




-

Treatment of Acetaminophen Overdosage: Acetaminbphéh in massive overdosage may cause -
~hepatic toxicity in some patients. In all cases of suspected overdose, immediately call your regional

poison center or the Rocky Mountain Poison Center's toll-free number (800) 5256115 for assistance in

_diagnosis and for directions in the use of N-acetylcysteine as an antidote. o

In adults, hepatic toxicity has rarely been reported with acute overdoes of less
with less than 15 g. Importantly, young children seem to be more res nt

effect of an acetaminophen overdose. Despite this, the measures outlined below Id be
) d of having ingested an acetaminophen overdose.

any adult or pediatric patient ‘suS'pe‘ctfk
 Because g!in_igalda,_ng&_!gborayt‘cgry evidénCe of hepatic toxicity may not be a’pparénf Until 48 to 72khbursk
postingestion, liver function studies s‘hqu}d be obtained initiall}yép'\q repeated aj_t“2,4-“hdur'i;hite|ﬁvals,

Consider emptying the stomach promptly by lavage or by induction of emesis with syrup of ipecac.
Patients’ estimates of the quantity of a drug ingested are notoriously unreliable. Therefore, if an
acetaminophen overdose is suspected, a serum acetaminophen assay should be obtained as early as
possible, but no sooner than 4 hours following ingestion. The antidote, N-acetylcysteine, should be
administered as early as possible, and within 16 hours of the overdose ingestion for optimal results.
Following recovery, there are no residual, structural, or functional hepatic abnormalities.

HOWSUPPLIED |
Propoxyphene Hydrochloride, Acetaminophen and Caffeine Capsules, " NDC# 00000-000-00
65mg/ 389 mg/324mg T SR i
Dosage Form: Capsule

Shape, Color, and Scoring: To be d}gt@erx\'mined:r 4

Packaging: To be determined. o

PHARMAGCIST: Dispense in a tight, light-resistant container with a child-resistant closure.
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~ PROPOXYPHENE PRODUCT

Summary P e
Products containing propoxyphene are used to relieve pain.

LIMIT YOUR INTAKE OF AL jour d
are taking tranquilizers, sleep antidepress: : es, or any other drugs that make you
sleepy. Combining propoxyphene with,‘,alcOho| or these drugs in excessive doses is dangerous.

Use care while driving a car or using machines until you see how the drug affects you because
propoxyphene can make you sleepy. Do not take more of the drug than your doctor prescribed.
Dependence has occurred when patients have taken propoxyphene for a long period of time at doses

greaterthanrecommended. =~ o |

The rest of this leaflet gives you more information about propoxyphene. Please read itand keep itfor

- future use. _ s



Uses of Propoxyphene ‘

Products containing Propoxyphene are used for the relief of mrld to moderate pain. Products that contarn
Propoxyphene plus acetaminophen or cafferne are prescrrbed for the relref of parn or parn assocrated wrth
fever. \ :

Before Taking Propoxyphene ' :
Make sure your doctor knows if you have ever had an allergrc reactron to propoxyphene acetamlnophen
or cafferne :

The effect of propoxyphene in pedratrrc patrents under 12 has not been studred Therefore use of the
drug in thrs age group rs not recommended o

How to Take Propoxyphene Lo
Follow your doctor's directions exactly. DO not increase the amount you take Wlthout your doctor s
approval. If you miss a dose of the drug do not take twice as much the next trme )

Pregnancy : : '
Do not take propoxyphene during pregnancy unless your doctor knows you are pregnant and specrﬁcally
recommends its use. Cases of temporary dependence in the newborn have occurred when the mother

has taken propoxyphene consrstently in the weeks before delivery. As a general prmcrple no drug should o

be taken during pregnancy unless iti is clearly necessary

General Cautions o B T

Heavy use of alcohol with propoxyphene is hazardous and may lead to overdosage symptoms ( see
"Overdose" below). THEREFORE, LIMIT YOUR INTAKE OF ALCOHOL WHILE TAKING
PROPOXYPHENE.

Combrnatrons of excessive doses of propoxyphene alcohol and tranqurlrzers are dangerous Make sure

your doctor knows if you are taking tranquilizers, sleep aids, antidepressant drugs, antihistamines, or any
other drugs that make you sleepy. The use of these drugs with propoxyphene increases their sedatxve o
effects and may lead to overdosage symptoms mcludmg death (see "Overdose" below)

Propoxyphene may cause drowsrness or rmparr your mental and/or physrcal abrlrtres therefore use o
caution when driving a vehicle or operating dangerous machrnery DO NOT perform any hazardous task
until you have seen your response to this drug. ‘

Propoxyphene may increase the concentratlon in the body of medrcatrons such as antrcoagulants ("blood
thinners"), antidepressants, or drugs used for eprlepsy The result may be excessive or adverse effects of
~ these medrcatlons Make sure your doctor knows |f you are taking any of these medications.

Dependence

You can become dependent on propoxyphene if you take itin hrgher than recommended doses overa

long period of time. Dependence is a feeling of need for the drug and a feelrng that you cannot perform
normally wrthout it.

Overdose o ' :
An overdose of Propoxyphene alone or in combination with other drugs including alcohol, may cause

weakness, difficulty in breathing, confusion, anxiety, and more severe drowsiness and dizziness. Extreme
overdosage may Iead to unconscwusness and death

if the propoxyphene product contarns acetamrnophen the overdosage sympoms' r'nclude nausea
‘ vomrtrng, Iack of appetrte and abdommal pain. Lrver damage may oceur.



In any suspected overdosage situation, contact your doctor or Rearest hospital emergency room. GET
EMERGENCY HELP IMMEDIA M . it

'KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OFTHE'_PEQQ@T,Rlc;PORULATlQN; N | -

PossibleSideEffects
When propoxyphene is taken as directed, side effects are infrequent. Among those reported are
drowsiness, dizziness, nausea, and vomiting. If these effects occur, it may help if you lie down and rest. |

Less frequently reported side effects are constipation, abdominal pain, skin rashes, lightheadedness,
headache, weakness, hallucinations, minor visual disturbances, and feelings of elation or discomfort.
If side effects occur and concern you, contact your doctor. '

Other Information.
The safe and effecti Yo ; , 4
been prescribed specifically for you and your present condition. Do not give thls drug to others who may

have similar symptoms. Do not use it for fapy‘Othér reaSOn'.' o

se of propoxyphene depends on your taking it exactly as directed. This d[ug has

If you would like more information about propoxyphene, ask your doctor or pharmacist. They have amore

technical leaflet (professional labeling) you may read. , )

 Manufactured by:
Manufactyrer
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