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DARVOCET-N® 50
and
DARVOCET-N® 100
PROPOXYPHENE NAPSYLATE .AND
ACETAMINOPHEN TABLETS, USP

Rx only

DESCRIPTION
Propoxyphene Napsylate, USP is an odorless, white crysialiine
powder with a bitter taste. It is very slightly soluble in water and soluble

in ethanol, and acetone. C! Ris (xS 1R)-
a42-(D 1

with 2. Monic acid {1:1) which
can be rep by the formula. its
molecular waight Is 585.74,
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Propoxyphene napsylate differs from propoxyphene hydrochiorida in
that i aliows more siable liquid dosage forms and tablet formulations.
Because of ditferences in molecular weight, a doss of 100 mg {176.8
wmol) of propoxyphens napsylate is requirad to supply an amount of

propoxyphene equivalent to that present in 65 mg (172.8 umol) of-

propoxyphense hydrochloride.
Each tablet of Darvocet-N® 50 contains S0 mg (88.4 pumol)

The ion of prop
greatar analgesia than that
acetaminophen administered alona.

INDICATION
These products are indicated for the retief of mild to moderate pain,

and

by either pi or

ADVERSE REACTIONS
in a survay conducted in hospitalized patients, less than 1% of
pationts taking at doses
experienced sida effects. The most freqt rted were
sodation, nausea, and vomiting. SOmoolmmadvmruMnuy

elther when pain is prasent sions o when #t is accompanied by fever. be alleviated if the patient lies down.
CONTRAINDICATIONS Other advarse include pain. skdn
to ~ rashes,
, and minor visual disturbances.
WARNINGS Liver dystunction has been reported in association with both active
* Do not for patk who companents of Darvocet-N® S0 and Darvocel-N® 100. Propoxyphsne

lnwlcldalor.ddicﬁmpmo
+ Prescribe propoxyphens with caution for patients
taking tranquilizers or antidepressant drugs and
patients who use sicohol in excess.
» Tell your patients not to exceed the recommended
donmdhllmnmm-ltnotmml
in doses, either alone or
in eombmalion wm| other CNS depressants, including
aicohol, are a major cause of drug-related deaths. Fatalities |
within the first hour of ge are not Ina
survey of deaths due fo overdosage conducted in 1975, in

propoxyphense napsylate and 325 mg (2,150 jumol}

Each tablet of Darvocet-N® 100 contalns 100 mg (176.8 pmol)
propoxyphene napsyiate and 650 mg (4,300 (moi) acetaminophen.

Each tadlet also contains amberiite, celiuiose, F D & C Yeliow No. 8,
magnesium stearate, stearic acid, titanium dioxiis, and other inactive
ingredients.

CLINICAL PHARMACOLOGY.
Propoxyphene is a centrally acting narcotic analgesic agent.

doses of prop or provide
simflar plasma Foliowing of 65, 130, or
195 mg of pi g the of

mxyphmlsoqlﬂvuluntommdloo 200, or 300 mg respectively
of propoxyphene napsylate. Peak plasma concentrations of
proporyphmnnmacmmamzﬂzhoumwouloo-mgomdou
lavels of 0.05 to0 0.1 ug/mL are
Achlw.d As shown in Figure 1, the napsyiate satt tends 10 be absorbed
more slowly than the At-or near doses, this
wmdmumhmllmmmmmummm
and among doses.

Figure 1. Mean piasma concenirations of propoxyphene in 8 human
subjects following oral administration of. 65 and 130 mg of the
hydrochioride salt and 100 and 200 mg of the napsylate salt and in
7 given 195mqo1monmmidomd300mgomnnwme
saht.

Figure 1

Propoxyphene
HO! Naps
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Because of this several hundrediold difference in solubllity, the
absorption rate of vary large doses of the napsylate salt is signiticantly
lower than that of equimolar doses of the hydrochioride,

doses. of pi al §-hour. intarvals lead fo
increasing plasma concentrations, with a plateau after the ninth dose at
48 hours.

20% of the fatal cases, death occurred within

mwymmmmmnmmw«mmtwam
more rarely, wkth of jaundice
jaundice). Hepatic necrosis may result from acute ovomoss 01
{see of On in chronic athanol
abusers, this has been reported rarely with short-term use of
acetaminophen dosages of 2.5 to 10 g/day. Fataiities have occurred.
Renal papliiary necrosis may result from chronic. acetaminophen use,
particulardly when the dosage is greater than recommended and when
combinec with aspirin.
paintul has
propoxyphena overdosage.
DOSAGE AND ADMINISTRATION
These products are given orally. The usual dosage is 100 mg

chronic

qmmmw(sas within 15 ). P P and 650 mg avery 4 hows as
shoukd not be taken in doses hiahor than - those needed for pain. The dose of
by the ician. The g of

propoxyphmhammtomaakmotmbaw With
path who are di or suicidal, i should
be given to the uuol i L
should be cautioned about the coneomitam use of
propoxyphene. products and alcohol because of potentiatly
uﬁomms-mmm:ofmm Bacause of its

added dey effecis, propoxypl should be
prsecri»dmhcmnionfonhoupmiamswhou medical
oondmon qui the of

i 600 mg per day.

‘Consideration should ba given 1o a reduced total daily dosage in
patients with hepatic or renal impairment.

MANAGEMENT OF OVERDOSAGE

in ali cases of suspected overdosage, call your regional Poison

Controt Center to obtain the most up-to-date information abowt the
of This Is made b in

general, 9 the ot ge may change
more rapidly than do package inserts.

Initial consideration shoukd be given to the management of the CNS
offects

il muscie i
or other CNS-depressant drugs. Patients should be advised
of the additive depressant effects of these combinations.
Many of the propoxyphene-related deaths have occurred in
patients with previous histories of or
suicidal ideation or as well as higtories of misuse of
tranquilizers, alkcohol, and other CNS-active drugs. Some

deaths have as & of the
of ive quantities of propoxyp alone or in
combination with other drugs. F taking p p

initiated promptly.

of F O -The of
wmtwmmwnhpmoxypmmmmofmmkm
The patient is usually but may be

e is ic. The rnts

and/or |\d&| volumea is Mousd which results in cyanosis and hypoldl
Pupils, initiafly pinpoint, may become dilated as hypoxia increases.
Cheyne-Stokes respiration and apnea may occur. Blood pressurs and
hean rate are usualy normal initiatly, but blood pressure falls and
cardiac

shoukl be wamed not to exceed the dosage recommended
by the physician.

which uiti results in Y

edema and circulatory coliapse, uniless the respiratory deprassion is
ang is restored promptly. Cardiac

and delay may be present. A combined

Drug Dependence—Propoxyphene, when takan in higher-than-
recommended doses over long periods of fime, can produce drug

respiratory-metabolic  acidosis occurs owing 1o . retained COp
{hypercapnis) ‘and to lactic acid formed during anaerobic glycolysis.

by psychic and, less Acidosis may be severe if large amounts of salicylates have alsc been
physical and F wii only partiay ingested. Death.may occur.
the in h of F o

onmNmade.WWWWéka
qualitatively similas to that of codeine aithough quantitatively less, and

shoukd be
directed tirst 1o muim 2 patent sirway w 10 restoring ventilation.
ion, with or without oxygen, may be

should be pi with the same degree of caution required, and posum may be i

nppropama tothe uloofeudoim puimonary edema is presant. The nnn:ctn: antagonist naloxone will

Usage in Pabents: may knpair the mental markediy roduce the degree of respiratory depression, and 0.4 10 2 mg

and/or physical abiities required for ‘the of ly shouk! be ity y y. it the desired

hazardous tasks, such as driving a caror ] The pati degree of wwh Lale in y is not

should be cautioned accordingly. btained, should be at 2- to 3-minute intervals. The

PRECAUTIONS duration of action of the antagonist may be brief. It no response is

General should’ be with caution to obumdaﬂummgoi have been i the

patients with hepatic or renal Impairment since higher serum ol p toxicity shouk may
or delayed ion may oocur. alsobe infusion.

by
of f O in Pediatric Pabents—-The

Drug The CNS effect of is
additive with that of other CNS depressants, including alcohol.

As is the case with many medicinal agents, propoxyphens may siow
the metabolism of a concomitantly adminisiered drug. Should this cocur,
the higher serum concentrations of that drug may result in increased
pharmacologic or adverse effects of that drug. Such occurences have
been reported when propoxyphene was administered to patients on

usual initiat dose of naloxone in pediatric patients Is 0.01 mg/kg body
weight given intravenously. It this dose does not result in the desired
dagree of clinicat improvement, a subsequent increased dose 0! 0.1 mg/kg
body weight may be administered. if an IV route of administration is not
avaiiable, may be g M or in dividad
doses. It necessary, naloxone can be diuled. with Sterile Water for

p or drugs. Severs  -Injection.

Propoxyphene is melabolized in the liver to yieid gic signs, coma, have with se of Bload gases, pH, and electrolyles shouid be monitorad in order that
Propoxyphene has a hait-life of 6 to 12 hours, whereas that of wmum acldosls and any elecirolyle disturbance present may be corectad
nomropoxyphene is 3‘:‘10 38 hours. n P Sate use in has not been  Promplly. Acidesis, hypoxia, and generalized -CNS depression

a5 less central vt Usage )
established relalive to possble adverse effects on fetal to the of cardiac arhythmias, Veniricular

P effect than but a greatar local anssthetic of in the naonate have been reported  fibrillation or carciac arrest mny occur and necessitale the tull
eftct, whichis simiar to that of amiriplyine and antianhythmic ageets, gy’ c ST T should ot of (CPR)
mhu.lidmimlndquhum. be used in pregnant women uniess, In the of th ician, the Resp y acidosis rapidly ma as. ventilation is restored and

In animal studies in which p and WOre L entiel beriafits outweigh the possibie hazards. hypercapnia eliminaled, but lactic acidosis may require intravenous
continuously Infusad in large amounts, intracardiac conduction time (PR Usage in Nursing Mothers—Low levels of propoxyphens have besn  bioarbonals for prompt corraction.
and GRS ) was prolonged. Any delay -, d in human mitk. in postpartum studies involving nursing mathers El g e Prompt ion of

fo high of may be o i were given propoxyphens, no scvarse eltects ware noted In infams  hypowie, ackiosis, ammomdmmblm(whmpvm) witt heip
relatively long duration. receiving Mmother’s mitk. prevent these cardiac and wil in
ACTIONS ot agents administered 1o restore normal cardiac Iurmlon.

Propoxyphene is & mild narcotic analgesic structurally related to
methadone. The potency of propoxyphana napsylate Is irom two thirds
lo equat that of codeine.

Darvocet-N® 50 and Darvocet-N® 100 provide the analgesic activity
of propoxyp ylate and the activity of
acetaminophen.

Usage in Pediatric Patients—Satety and effectiveness in pediatric
patients have not been established.

Usage in the Eiderly—The rate of propoxyphene metabolism may be
reduced In some patients. Increased dosing interval should be
conskiered.

A Patient Information Sheet is available for this product. See text
foliowing “How Supplied” saction beiow.

in addition to.the use of a narcotic antagonist, the patient may require
careful titration with an an to controt
drugs (for example, mﬂmw-mmm)mnolbuuwd
baecause of their y to
Gomnluppoﬂmmm tnmibn!oouymwudo when
Y. fhiids, vasop P Lo and,




when infection s likely. antiinfective agents. Gastric lavage may be useful, and
activated charcoal can adsorb a significant amount of ingested propoxyphene. Dialysis
is of littie value in poisoning due to propoxyphene. Efforts should be made to
determine whether othar agents, such as alcohol, barbiturates, tranquilizers, or other
CNS dapressants, were also ingested, since these increase CNS depression as well
as cause specific toxic effects.
of O Shortly after oral of an
overdose of acetaminophen and for the next 24 hours, anorexia, nausea, vomiting,
diaphoresis, general malsise, and abdominal pain have been noled. The patient may
then present no but of fiver may become app up
to 72 hours after with sarum and lactic
dehydrogenase levels, an incraase in serum billrubin concentrations, and a prolonged
prothrombin time. Death from hepatic failure may rasufl 3 fo 7 days after overdosage.
Acute renal failure may hepatic dy and has been noted in
patients who do not exhibh signs of fulminant hepatic faliwe. Typically, renal
impairment is more apparent 6 to 9 days after ingestion of the overdose.
of o in- massive

HOW SUPPLIED
Darvocet-N® Tablets are available in:

. TmmemMm,mW,mum

with the script *DARVOCET-N 50" on one side of the tabiet, using edible black ink.

They are availabie as follows:
Botties of 100 NDC 66591-651-41

The 100mg tablets are dark orange, capsule shaped, fim-coatad, and imprinted

with the script “DARVOCET-N 100° on one side of the tablet, mmmn

Twaraavmabhauom

Bottles of 100
Botties of 500

NDC 86691-641-41
NDC 86591-841-51

Store at 25°C (77°F); excursions are permlwad to 15°- 30°C (598°- 86'F)

overdosage may cause hepatic toxicity in some patients. in a¥ cases of suspected. {s0e USP C tled Room Tk
overdoss, immediately call your regional poison center or the Rocky Mountain Poison
‘Center’s loll-free number (800-525-8115) for in and for The of and the
in the use of N-acetyicysieine as an antidcte. maximum of each, is 1o pationts 9
in adults, hepatic taxicity has rarely baen reported with acuta of dely dosag petients recsiving Darvon products.

10 g and fatalities with less than 15 g. hwoﬂlru!y.youngcmldnnu.mlobnm
resistant than adults to the Despite
this, the measures outiined WMNhHMﬁhwnﬂu}lormMm
suspected of having ingested an acstaminophen overdase.

Becausa clinical and laboratory evidence of hepatic toxicty may not be apparent
untit 48 to 72 hours posiingestion, fiver function studies should be obtained initially and
repeated at 24-hour inlervals.

‘Consider emptying the stomach promptly by lavage or by induction of emesis with
syrup of ipecac. Patients’ estimates of the quantity of a drug ingestad are notoriously

Theret it an is susp d, & serum
acetaminophen may should be obtainad as early as possible, but no sooner than
4 hours The antidote; N- y should be as

mehtpoadbh and within wnwnatmmmuummwmm
Foliowing recovery, there are. no residuat, structural, or functional hepatic
abnormalities.
ANIMAL TOXICOLOGY
The acute lethat doses of the and salts of propoxy
waere determined in 4 species. The results shown in Figure 2 indicate that, on a molar
basis, the napsylate salt is (ess toxic than the hydrochioride. This may be due to the

reiative insolubiity and retarded lion of
Figure 2
WDy mpg) = SE
Dy rmolig)
Propoxyphene
Mouse 8223 915 2 183
075 162
Rat 230244 847295
081 194
Rabbit cag2 >183
oz 032
Dog c2 100 >183
027 >0.32

Some indication of the relative insolubllity and retarded absorption of propoxyphene
napsylate was obtained by measuring plasma propoxyphene levels in 2 groups of 4
dogs oral of eq! doses of the 2 salis. As shown in
Figure 3, the peak plasma with p
was much higher than that obtained atter adminisiration of (l\e nnpsyluto m'l.

wagnmonmwmu'mmﬂmmau.amm4amgm
sefzures during the time. interval

Patient information Shest
YOUR: PRESCRIPTION FOR A DARVON®
(PROPOXYPHENE) PRODUCT

. Summary

Products containing Darvon are used 1o relisve pain.

LIMIT YOUR INTAKE OF ALCOHOL WHILE TAKING THIS DRUG. Make swe
your doctor knows If you are taking sisep aids,
antihistamines, or any other drugs that make you siespy. Combining propoxyphene
with aicohol or.thesa drugs in excessive doses is dangerous.

Use care while driving & car or using machines unti you see how the drug affects
mmmmmommmm Do not take more of the drug than
your doclor p: when patients have taken
Wu-mwm:mumgmmm

The rest of this leaflel givas you more information about propoxyphens. Please read
i and keap It for future use.

Uses of Darvon
Products containing Darvon are used for the reliet of mild to pain.

Overdose .
An overdose of Darvon, alone or in combination with other drugs, including alcohol,
may cause difficulty in 0, anxiety, and more severe
and Extreme may lead to unconsciousness and
doath, o ; :
If the Product containg the

inciude nausea, vomiting, fack of appetite, and abdominal pain. Liver damage may
occur even aer symploms disappear. Death can occur days later.

When the propoxyphene product contains aspinin, sympioms of taking 100 much of
mmmm,m,ﬁmmmw.mmmmm.mm.
thirst, rapid breathing, nausaa, vomiting, and,

Inmwmm,wmdodawmmml
emergency room. GET EMERGENCY HELP IMMEDIATELY.

KEEP THIS DRUG AND ALL DRUGS OUT OF THE REACH OF THE
PEDIATRIC. POPULATION.

Poasible Side Effects
‘When propoxyphene is taken as diracted, siie effects are infrequent. Among those
reported are drowsiness, dizziness, nausea, and vomiting. If these effects occur, [ 4
may heip if you e down and rest.
Less fraquently reportad side effecis are constipation, abdominal pain, skin rashes,
minor visusl ang

1aetings of elation o discomfort.
1f side effects occur and CONCArM you, CONMACE your 8octor.

Other information
The safe and effective use of propoxyphenas depends. on your taking it exactly as
.diracted. This drug has been prescribed specifically for you and your -present
condition. Do not give this drug to others who may have similar symptoms. Do not use
it for any other reagon.
It you would like more about ask your doctor of
pharmacist. They have a mora technical leafiel (professional labeling} you may read.

t, and Da N are regi ks of

Darvon, Darvon-N, Dal
aaiPhamma LLC.

© 2004 aaiPharma LLC

Products that conlain Darvon plus aspirin or acetamincphen are prescribed for the
retie! of pain or pain associated with fever.
Betore Taking Darvon
Make sure your doctor knows if you have ever had an aliergic reaction to
aspirin,. or Some_forms of propoxyphene products
oomdnapkh\ohﬂprdmlh-pnln Your doctor should be advised ¥ you have a
history of uicers or if you ara taking an anticoagulant (dlood thinnar”). The aspirin may
irritate the stomach lining and may cause bieeding, particularly If an uicer is present.
Also, bleeding may occur if you are taking an anticoagulant. in a smali group of peopie,
aspirin may cause an asthma attack. If you are one of these peopie, be sure your drug
does not contain aspirin.

The effact of propoxyphene in pediairic pationts under 12.has not been studied.

“Therefore, use of the drug in this age group is not racommended.
Mlo,dmtothopmbbmmmmmnnmmdwsm those

aspirin sholid not be given to children, including

loemmwm\chlcksnpoxorﬂum by a phy The

propoxyphena product contains aspitin:
Darvor® ¢ 6

(Frop ny

Aspirin, and Caffeine, USP)
How to Take Darvon
Follow your doctor's directions axactly. Do not increase the amount you take without
your doctor's approval. if you miss a dose of the drug, do not take twice as much the
next time.

Pragnancy
Donmmwcpoxymwdmmmmywmywmwmm-n

corresponding to the peak plasma levels. The 4 animals iving the salt
were mildly ataxic but not acutely il.
Figure 3. Plasma indogs large doses of the
hydrochloride and napsylate satts.
Figure 3
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prag and ds its use. Cases of inthe
nmmmwommwhmlmmwmwwmmyhm
woeks before delivery. As a general principle, no drug should be taken during
pregnancy uniess it is clearly necessary.

General Cautions

Heavy use of aicohol with and may lead to
sympioms (see "Overdose” beiow). THEREFORE, LIMIT YOUR INTAKE OF
ALCOHOL WHILE TAKING PROPOXYPHENE.

Combinations of doges of p alcohol, and tranquiizers are
dangorous mnwnmmmnmmwmcmwam

drugs, or any other drugs thal make you sisepy. The
mdmammmmxmnlmnmlmmManym
1o g death (see O " below).
may cause of ¥mpair your mental and/or physical
ab!lmn theretore, use caution when driving & vehicle of operating dangerous
machinery. DO NOT perform any hazardous task until you have ssen your response
to this drug.

Propoxyphane may increase the in the body of such as
anticoagulants ("blood thinners”), antidepressants, or drugs used for epllapsy. The
result may be excessive or adverse efiects of these medications. Make sure your
doctor knows if you are taking any of these madications.

Dependence
You .can become dependent on propaxyphene i you take it in higher than
recommended doses over a long period of time. Dependence is a feeling of need for
the drug and a feeling that you cannot perform narmally without 2.
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