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Moban—Cont.

Hepatic Effects
There have been rare reports of clinically significant alter
ations in liver function in association with MOBAN u

cancer. Although such as gal h
orrhea, gynecoméastia, and impotence have been mpomd
the clinical slgmﬁcance of elevated serum prolactm levels is
for most p ts. An i y neo-
plasms has been found in rodents after chromc administra-
tmn of B.ntlpsychohc drugs. Neither clinical studies nor ep-
jologic studies conducted to date, h , have shown
tion bet chromc Iministrati of thesa

d.rugund

Rare, transient, non-specific T wave changes have been re-
ported on EK.G. Association with a clinical syndrome has
not been established. Rarely has significant hypntenuon

mmnmdnmdmohmmdhbeoonclumveatﬂmume
Drug Intcm:hom
of

drugs with
MOBAN has not been reported. Addmonally. animal studies
have not shown increased toncxty when MOBAN is given
of three classes
of drugs (i.e., ba.rbltuntes chloral hydrate and antiparkin-
son drugs).
ADVERSE REACTIONS
CNS EFFECTS
The most frequently occnmng eﬂ‘sct is initial drowsiness
that g with d usage of the drugor
lowenng of the dose.
Noted less frequently were depression, hyperactivity and
euphoria.
Neurological
Extrapyramidal Reactions
Extrapyramidal reactions noted below may occur in suscep-
tible individuals and are usually reversible with appropri-
ate management.
Akathisia
Motor restlessness may occur early.
Parkinson Syndrome
Akinesia, characterized by rigidity, immobility snd reduc-
tion of voluntary movements and tremor, have been ob-
served. Occurrence is less frequent than akathisia. '

Dvstomc Syndrom-

of muscle groups occur in-
fi ntly. These p may be d by the addi-
tion of a synthetic antiparkinson agent (other than L-dopa),
small doses of sedative drugs, and/or reduction in dosage.
Tardive Dyskinesia

Antipsychotic drugs are known to cause a syndrome of dys- |

kinetic movements commonly referred to as tardive dyski-
nesia. The movements may appear during trsatment or

been reported.
Ophthaimological
Lens ities and pi i thy have not been
reported where pausnts hnve meewed MOBAN In some pa-
tients, ph hi induced have re-
solved following di inuation of the phenothi while
continuing tharapy with MOBAN.
Skin
Early, nonspecxﬁc skm rash probably of al]erglc origin, has
Iy been reported. Skin p has not been
seen with MOBAN usage alone. }
MOBAN has certain pharmaeologwll similarities to other
sy Igmta are often
of the phar 1! 1 activity of a drug all of
the known phar logical effects iated with other an-

tipsychotic drugs should be kept in mind when MOBAN is
used. Upon abrupt withdrawal after prolonged high dosage
an abstinence syndrome has not been noted.

OVERDOSAGE

Symptomatic, suyporhve therapy should be the rule
Gastric lavage is indicated for the reduction of ak
MOBAN which is freely soluble in water.

<HGI

Ny oy gy ey A
i ) S

strong alkali; slightly soluble in alcohol; practically insolu-
ble in ether and in chloroform.
NARCAN mjactmn is nvulagle as a sterile aolutum for i in-

in three ooncentnhona 0.02 mg, 0.4 mg and 1 mg of
naloxone

ide per mL. pH is adjusted to 3.6 = 0.5
with hydrochloric acid. ~
The 0.02 mg/mL hisa ben-free f 1! con-
taining 9 mg/mL sodium chloride.

The04myvaulcontm86mg/mLofwdmmch]mdo
and 2 mg/mL of methylparaben and proj ben as pre-
servahveainnraﬁoofsl ’l‘he04mgIanmp1ﬂlsnvml-
able in a parab 9 mg/mL of
sodium chloride.
'l‘helmg/vamlcontamleﬁmx/mLofsodmmchlonde
and 2 mg/mkL of end propylparaben as pre-
uervnuveemarnhoofsl_lelmymbmpiﬂ)ulvuﬂnb]e
-free fi ing 9. mg/mL of so-

Sinece the adsorption of MOBzg‘X by activated charcoal has dmm chloride.

not been determined, the use of this antidote must be con-

sidered of theoretical value. CLINICAL PHARMACOI{)GY o
Emesis in a tose patient is indicated. Addition- plete or Partial of Opioid D:

ally, while the emetic effect of apomorphine is blocked by
MOBAN in animals, this blocking effect has not been deter-
mined in humans,

tah

NARCAN prevents or reverses ﬂ:e effects of oploxdn includ-
and hy

ing Also,
it can reverse the puyehotamxmetw and dysphom effects of

A significant increase in the rate of 1 of
lized MOBAN from the body by forced diuresis, peritoneal
or renal dialysis would not be expec@ed (Only 2% of a single
ingested dose of MOBAN is in the

such as p
NARCAN is an pure opioid o ist,
does not possess the “agonistic” or me like properties
tic of other opmd nntagomsts, NABCAN does

e, it

urine). However, poor response of the patient may justify
use of these procedures.

While the use of laxatives or enemas might be based on gen-
eral pnnmples, the amount of unmetabolised MOBAN in fe-
ces is less than 1%. Extmpyramlda.l symptoms have re-

upon withdrawal of treatment and may be either
or ir ible (i.e., persi ) upon i
neuroleptic administration.

The syndrome is known to have a variable latency for de-
velopment and the duration of the latency cannot be deter-
mined reliably. It is thus wise to assume that any antipsy-
chotic agent has the capacity to induce the syndrome and
act accordingly until sufficient data has been collected to
settle the issue definitively for a specific drug product. In
the case of antipsychotic known to produce the irreversible
syndrome, the following has been observed. &

Tardive dyski: has d in some pati on long-
term thmpy and has also a.ppeared aftér drug therapy has
been d d. The risk to be greater in elderly

patients on high-dose therapy, aspecially females. The

ponded to the use of diphent dryl*), Aman-
tadine HCl (Symmetrel®*) and. the synthetic
icholi i iparkinson agents, (i.e., Artane®, Cogen-
of further | tin* Akineton*).
DOSAGE AND ADMINISTRATION

Initial and maintenance doses of MOBAN (mohndone hy-
drochloride) should be individ
Initial Dosage Schedule
The usual starting dosage is 50-75 mg/day.
— Increase to 100 mg/day in 3 or 4 days.
— Based on severity of symptomatology, dusage may be
titrated up or down dependmg on individual patient
res|

not p effacts
or puplllau-y constncuon In the nbsence of opioids or ago-
nistic effects of other opioid antagonists, it exhibits essen-
tially no pharmacologic activity.

NARCAN has not been shmm to produce tolerance or cause

Inthe of physical depends
duce withd 1
Wh:le the mechanism of action of NARCAN is not fully un-
the of evids suggests that
NARCAN antagonizes opioid effects by competmg for the
same receptor sites.
‘When NARCAN is administered intravenously, f.‘he -onset of
action i generally apparent within two minutes; the onset
of nction is only slightly less .rapid when it is administ»emd
or The d of action
is dependent upon the doee and route of admmxstrmon of
NARCAN ‘& more
) d effect than intravenous administration. ‘The re-

> on opioids NARCAN

ponse.
— An increase to 225 mg/day may be required in
with severe symptomatology.
Elderly and debilitated patients should be started on lower
dusage

symptoms are permwtent and in some patlenta appear to be
ir . The ized by rhy
mvolm\tary movements of I;he tongue, face, mnuth or.jaw
{s.g., protrusion of tongue, puffing of cheeks, puckering of
mouth, chewing movements). There may be involuntary
movements of extremities.

There is no known eff t of tardive dyski
antiparkinsonism agents usually do not alleviate the symp-
toms of this syndrome. It is suggested that all antipsychotic
agents be di inued iftheu uppear Should it
be 'y to rei the dos-
age of the agent, or switch to a different- Intlp!ychotlc agent,
the syndrome may be masked. It has been reported that fine
vermicular movements of the tongue may be an early sign of

the synd and if the medi is stopped at that time
the syndrome may not develop (See WARNINGS).
Autonomic Nervous System

v bl a:

o] of vision, nausea, dry
mouth and salivation have been reported. Urinary retention
and constipation may occur particularly if anticholinergic
drugs are used to treat extrapyramidal symptoms. One pa-
tient being treated with MOBAN (molindone hydrochloride)
expenenoed pnaplsm which reqmred surg\cal mterventmn,

m residual i t of erectile

function.

Laboratory Tests

There have been rare reports of leucopenia and leucocytosxs
If such reactions oceur, treatment with MOBAN may con-
tinue if clinical are absent. Al ions of blood
glucose, B.U.N,, and red blood cells have not been consid-
ered clinically significant.

Metabolic and Endocrine Effects

Alteration of thyroid function has not been significant.
Amenorrhea has been reported infrequently. Resumption of
menses in previously amenorrheic women has been re-
ported. Initially heavy menses may occur. Galactorrhea and
gynecomastia have been reported infrequently. Increese in
libido has been noted in some patients. Impotence has not
been reported. Although both weight gain and weight loss
have been in the direction of normal or ideal weight, exces-
sive weight gain has not occurred with MOBAN.

will be and

ded by
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Dosage S:
1 Mild-5 mg-16 mg three or four times a day.
2. Moderate-10 mg-28 mg three or four times a day.
3. Severe-225 mg/day may be required.
HOW SUPPLIED
As mblets in bottles of 100 with potemnes md mlors as fol-

[See table at top of previous page}

As a concentrate (clear, colorless to straw-yellow syrup) con-
taining 20 mg molindone hydraehkmde par mL in 4 oz
(120 mL) bottles, NDC 63481-460:

Store at controlled room tempernt:ure 15'—30‘0 (59'-86"?)

quirement for repeat dosos of NARCAN, however, will also
be dependent upon the amount, type and route of adminis-
tration of the opicid hemg u.ntagnmmd.

Followi ion, NARCAN is rapidly
distributed in the bodyn It is mtabohud in tha lwet, pri-
marily by gl ih urine. In
one study the serum half-life in ndulta ranged from 30 to 81
minutes (mean 64 * 12 minutes). In 2 neonatal study the
mesan plasma half-life was observed to be 3.1 + 0.5 hours.
Adjunctive Use in Septic Shock

Although the mechanism of action u not completoly under-

stood, NARCAN appears to block endor d hypo-

tension in septic shock patients.

NARCAN has been shown in some cases of septic shock to
produce a rise in blood pressure that may last up to several
hours; h , this pressor not been denmn

strated to impmve patient survival.

Patients who have responded to NARCAN received the drug
early in the course of treatment of septic shock. Because of
the limited number of patients who have been treated, op-

timal dosage and treatment rag-lm-s have pot been estab-

Protect from light.
"Benudx'yl 'l‘mdemnrk Wa!mv-anbert

k, Endo Phar ticals Inc.
*Artane-Trad ’k, Lederle Lab i
*Cogentin-Trademark, Merck & Co lnc
*Akineton-Trad k, Knoll-L
MOBANG® is & Registered trad k of Endo Phar
cals Inc. .

6500-01/December, 2000
Shown in Product Identification Guide, page 312

NARCAN® B
[nar'kan]

usp)

i‘)pioid Ant-g'onist :
DESCRIPTION

NARCAN (naloxone hydrochlonde injection, USP), an
opioid ist, is & of

lished. Publighed reports d ting a pressor effect

have evaluated single bolus i of 0.4 mg over three
(3) to five (5) mmutes, which have been repeated for
3-5 doses dep on the r Bolus i ion doses
ranging from 0.03 mg/kg to 0 2 mg/kg over five (5) minutes
have aiso been mported ifa Tesponse was elicited, treat-
ment was i intr of tra-
tions of 0.03 mg/kg/hour to 0.3 mg/kg/hour for 1-24 hours or
more depending upon the clinical response.

INDICATIONS AND USAGE
NARCAN is mdlcated for the complete or parhal reversal of
opioid d induced

by natural and synthetic opioids, mcludmg propoxyphene,
methadone and certain mixed agonist-antagonist analge-
sics: nalbuphine, pentazo(nne and butorphanol. NARCAN is
also indicated for the of ted opioid tol

In structure it differs from oxymorphone in that the methyl
group on the nitrogen atom is replaced by an allyl group.
[See chemical structure at top of next column]

Naloxone hydrochloride occurs as a white to slightly off-
white powder, and is soluble in water, in dilute acids, and in

editions

or acute opioid overdasage.

NARCAN may be useful as an adJunmve agent to increase
blood pressure in the management of septic shock (see
CLINICAL PHARMACOLOGY; Adjunctive Use in Septic
Shock).
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CONTRAINDICATIONS

NARCAN ig ¢ontraindicated in patients known to be hyper-
sensitive to nal hydrochloride or to any of the other
ingredients in NARCAN.

WARNINGS )

NARCAN should be administered cautiously to persons in-
cluding newborns of mothers who are known or suspected to
be physically dependent on opioids. In such cases an abrupt
and complete reversal. of opicid effects may precipitate an
acute withdrawal syndrome.

The signs and symptoms of opioid withdrawal in a patient
physically dependent on opioids may include, but are not
limited to, the following: body aches, diarrhea, tachycardia,

fever, runny nose, p yawn-
mg, Dausea or iting, ner i or irrita-
lity, shivering or bli bdominal cramps, weak

and i d blood pr In the te, opioid with-
drawal may also includ 1si crying, and
hyperactive reflexes.

0.4 mg/mL 10 mL multiple dose vial-box of 1 NDC 63481-365-05
0.4 mg/mL (paraben-free) 1 mL ampul-box of 10 NDC 63481-358-10
1 mg/mL 10 mL multiple dose vial-box of 1 NDC 63481-368-05
1 mg/mL (paraben-free) 2 mL ampul-box of 10 NDC 63481-377-10
0.02 mg/mL (paraben-free) 2 ml ampul-box of 10 NDC 63481-368-10
Liver Disease ) Intravenous infusion

The safety and effectiveness of NARCAN in patients with
Jiver disease have not been established in well-controlled
clinical trials. In one small study in patients with liver cir-
rhosis, plasme nal ions were ap imatel
six times higher than in patients without liver disease.
NARCAN was well tolerated and no adverse events were
reported, Caution should be exercised when NARCAN is ad-
ministered to patients with liver disease.

ADVERSE REACTIONS

Postoperative’

The following adverse events have been associated with the

use of NARCAN (nalozone hydmchlorl:da injection, USP) in
i tients: I i ion, ventric-

The patient who has satisfactorily responded to NARCAN
should be kept under continued surveillance and repeated
doses of NARCAN should be administered, as necessary,
since the duration of action of some apioids may exceed that
of NARCAN.

postop P yp yper

ular tach dis and fibrillation, dyspnea, pulmonary
edema, and cardiac arrest. Death, coma, and encephalopa-
thy have been reported as sequelae of these events. Exces-
sive doses of NARCAN in postoperative patients may result

NARCAN is not effective against respiratory depression due | in significant reversal of arialgesia and may cause agitation
to pioid drags. R 1 of hine-induced res. | (see PRECAUTIONS and DOSAGE AND ADMINISTRA-
piratory dep i lete. If an i lete ve- | TION; Usage In Adults; Postoperath Opioid Depression).
Sponse oceurs, respi should be mechanicall isted. | Opioid Dep i i .
PRECAUTIONS Abrupt reversal ﬁ:f‘ ogmt_d depfemon may iesult in nausea,
General ARCAN, oth l 1 sei icul dia and fibril-
In addition to NARCAN, other resuscitative measures such g 7 S

5 P S e Eowes 2 | lation, pulmonary edema, and cardiac arrest which may re-
as maintenance of a free airway, artificial ventilation, car- | 15 Geath (see PRECAUTIONS).

diac massage, and vasopressor agents should be available

and employed whex y to t acite opioid
poisoning. - .
Abrupt postoperati 1 of opioid d ion may re-

sult in nausea, vomiting, sweating, tremulousness, tachy-
cardia, d blood p i ventricular ta
yeardia and fibrillation, pulmonary edems, and cardiac ar-
rest which may result in death. .

Several inst: of hyp ion, hyper i 1!
tachycardia and fibrillation, pulmonary edema,
arrest have been reported i tive patients, Death,

Opioid Dependence

Abrupt reversal of opicid effects in persons who are physi-
cally dependent on opioids may precipitate an acute with-
drawal syndrome which may include, but is not limited to,
the following signs and symptoms: body aches, fever, sweat-

NARCAN may be diluted for intravenous infusion in normal
saline or 5% dextrose solutions. The addition of 2 mg ‘of
NARCAN in 500 mL of either solution provides a concentra-
tion of 0.004 mg/mL. Mixtures should be used within 24
hours. After 24 hours, the remaining unused mixture must
be discarded. The rate of administration should be titrated
in d with the patient’s resp
NARCAN should not be mixed with preparations containing
bisulfite, metabisulfite, long-chain or high molecular weight
anions, or any solution having an alkaline pH. No drug or
chemical agent should be added to NARCAN unless its of-
fect on the chemical and physical stability of the solution
has first been established. .
Genersl )
Parenteral drug products should be inspected visually for
particulate matter and discoloration prior to dmini i

L lution and iner permit.

Usage in Adults
=t T

Known or d: An initial dose of
0.4 mg to 2 mg of NARCAN may be administered intrave-
nously. If the desired degree of counteraction and improve-
ment in respiratory functions are not obtained, it may be
repeated at two- to three-minute intervals. If no response is
observed after 10 mg of NARCAN have been administered,

o N ehle s

the of opioid-induced or partial opi id
toxicity should be questioned. lar or subcut:
ous administration may be y if the intr
route is not available. N

rative Opioid Depressit For the partial reversal

of opioid depression following the use of opioids during sur-
gery, smaller doses of NARCAN are usually sufficient. The
dose of NARCAN should be titrated according to the pa-

n p P

coma, and encephalopathy have been reported as sequel
of these evénts. These have occurred in patients most of
whom had pre-existi Ay lar disorders or received
other drugs which may have similar adverse cardiovascular
effects. Although a direct cause and effect relationship has
not been established, NARCAN should be used with caution
in patients with pre-existing cardiac disease or patients who
have received medications with potential'adverse di
cular effects, such as hyp i icul
or fibrillation, and pulmonary edema. It has been suggested

1 edema iated with

ing, runny nose, p
shivering or bling, ner ! or irrita-
o bility, diarrhea, nausea or iti bd 1 cramps, in-
7 creased blood p h dia. In the te, opioid
and cardiac withdrawal may also include: convulsions; excessive crying;
hyperactive reflexes (sée WARNINGS).
Agitation and p hesias have been infreguently reported
with the use of NARCAN.

DRUG ABUSE AND DEPENDENCE

NARCAN is an opioid ist. Physical d d as-
sociated with the use of NARCAN has not been reported.
Tolerance to the opioid antagonist effect of NARCAN is not
known to occur.

OVERDOSAGE

tient’s resp: For the initial reversal of respiratory de-

pression, NARCAN should be injected in increments of 0.1

to 0.2 mg intravenously at two- to three-minute intervals to

the desired degree of 1 i.e., adequat ilation and

alertness without significant pain or discomfort. Larger

than necisfsary dosage of NARCAN may result in significant
i Igesi in blood p

and i Simi-
larly, too rapid reversal may induce nausea, vomiting,
sweating or circulatory stress.

Repeat doses of NARCAN may be required within one- to
two-hour intervals depending upon the amount, type (ie.,
short or long acting) and time interval since last adminis-
tration of an opioid. Supplemental intramuscular doses
have been shown to produce a longer lasting effect.
NARCAN Challenge Test

that the path is of p y 'I'hex:n is limited clinical experience with NARCAN overdos- | Used for the di of suspected opioid tol or acute

the use of NARCAN is similar to pul y | ageink opioid overdosage.

edema, ie., a 1ly mediated i hol re- | Adult Patients . X The NARCAN challenge test should not be performed in a

sponse leading to a dramatic shift of blood volume inta the In one study, vol and morphine-dependent subjects | patient showing clinical signs or symptoms of opioid with-
1 dar bed lting in i d hyd: i who received 24 mgf70 kg did not demonstrate toxicity. drawal, or in a patient whose urine contains opioids. The

¥ J
pressures.

( sis i pail t of Fertility
Studies in animals to assess the carcinogenic potential of
NARCAN have not been conducted. NARCAN. was weakly
positive in the Ames mutagenicity and in vitro human lym-
phocyts chromosome sberration tests and was negative in
the in vitro Chinese hamster V79 cell HGPRT mutagenicity
aseay and in an in vivo rat bone marrow chromosome aber-
ration study. Reproduction studies ducted ip mice and
rats at doses as high as 50 times the usual human dose
(10 mg/day) demonstrated no impairment of fertility.

Use in Pregnancy

genic Effects Preg gory B: producti
studies performed in mice and rats at doses as high as 50
times the usual human dose (10 mg/day), revealed no evi-
dence of impaired fertility or harm to the fetus d:le to
dequate and wel

In another study, 36 patients with acute stroke received a
1oading dose of 4 mgfkg (10 mg/m?/min) of NARCAN fol-
lowed immediately by 2 mg/kg/hr for 24 hours. There were &
few reports of serious adverse events: seizures (2 patients),
severe hypertension (1), and hypotension and/or bradycar-
dia (3).

At doses of 2 mg/kg in normal subjects, memory impairment
has been reported.

Pediatric Patients

Up to 11 doses of 0.2 mg of nploxone (2.2 mg) have been

) d.to child owi dose of dipk

late hydrochloride with atropine sulfate. Pediat 'trepnni
include & 2-1/2 year-old child who inadvertently ived a

NARCAN challenge test may be administered by either the
intravenous or subcutaneous routes.

Intravenous: Inject 0.2 mg NARCAN, Observe for 30 sec-
onds for signs or symptoms of withdrawal. If no evidence of
withdrawal, inject 0.6 mg NARCAN. Observe for an addi-
tional 20 minutes.

Subcutaneous: Administer 0.8 mg NARCAN. Observe for
20 minutes for signs or symptoms of withdrawal.

Note: Individual patients, especially those with opioid de-
pendence, may respond to lower doses of NARCAN. In some
cases, 0.1 mg 1.V. NARCAN has praduced a diagnostic re-
sponse.

dose of 20 mg of naloxone and -a 4-1/2 year-old child who
recsived 11 doses during @ 12-hour period, both of whom
had no adverse sequelae,

Patient

NARCAN. There are, b , 1o L

trolled studies in pregnant women. Because animal repro-
duction studies are not slways predictive of human re-
sponse, NARCAN should be used during pregnancy only if
clearly needed.

Non-teratogenic Effects: Risk-benefit must be considered
before NARCAN is administered to a pregnant woman who
is known or suspected to be opioid-dependent since mater-
nal dependence may often be accompanied by fetal depen-
dence. Nal crosses placenta and may precipi
withdrawal in the fetus as well as in the mother.
Use in Labor and Delivery

It is not known if NARCAN affects the duration of labor
and/or delivery.

Nursing Mothers X .

It.is not known whether NARCAN is excreted in human
milk. Because many drugs are excreted in human milk, cau-
tion should be exercised when NARCAN is administered to
a nursing woman.

Usage in Pediatric Patients and Neonates for Septic Shock
The safety and effectiveness of NARCAN in the treatment of
k jon in pediatric patients and tes with septic

P

nyp mp P
shock have not been established.
Renal insufficiency/Failure
The safety and effectiveness of NARCAN in patients with
renal insufficiency/failure have not been established in well-
controlled clinical trials. Caution should be exercised when
NARCAN is administered to this patient population.

OCKET
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Patients who experience 2 NARCAN overdose should be
treated symptomatically in a closely supervised environ-
ment. Physicians should contact a paison control center for
the most up-to-date patient management information.
Animal Data .

The intravenous single-dose LDy, (95% confidence limits) in
rats and mice is 150 (185-165) mg/kg and 109
(97-121) mg/kg, respectively. In newborn rats, the subcuta-
neous single-dose LDy, (95% confidence limits) is 260
(228-296) mg/kg. Subcutaneous injection in rats at
100 mg/kg/day for three weeks produced only transiently in-
creased salivation and partial ptosis; no drug-related effects
were seen at 10 mg/kg/day for three weeks.

Some chemical impurities in nal i.e., noroxymorphone
and bisnaloxone, have been shown to produce emesis in
dogs when administered alone at LV, doses equivalent to
irnpurity levels present in naloxone at 60 times the usual
human dose (10 mg/day).

DOSAGE AND ADMINISTRATION
NARCAN may be admi d i |

P of the Chall
Monitor vital signs and observe the patient for signs and
symptoms of opioid withdrawal. These may include, but are
not limited to: nausea, iti dysphori i
ting, tearing, rhi hea, stuffy nose, craving for
opioid, poor appetite, abdominal cramps, sense of fear, skin
erythema, disrupted sleep patterns, fidgeting, uneasiness,
poor ability to focus, mental lapses, muscle aches or cramps,
pupillary dilation, piloerection, fever, changes in blood pres-
sure, pulse or ture, anxiety, depression, irritability,
backache, bone or joint pains, tremors, sensations of skin
crawling or fasciculations. If signs or symptoms of with-
drawal appear, the test is positive and no additional
NARCAN should be administered.
Septic Shock
The optimal dosage of NARCAN or duration of therapy for
the treatment of hypotension in septic shock patients has
not been established (see CLINICAL PHARMACOLO-
GY).
Usage in Children
Opioid Overd. Known or Si d: The usual initial
dose in children is 0.01 mg/kg body weight given I'V. If this
doge does not result in the desired degree of clinical im-
provement, a subsequent dose of 0.1 mg/kg body weight may
dmini d If an LV. route of administration 1s not

larly, or subcutaneously. The most rapid onset of action is

d by intr ation, which is recom-

ded in s
Since the duration of action of some opioids may exceed that
of NARCAN, the patient should be kept under continued
surveillance. Repeated doses of NARCAN should be admin-
istered, as necessary.

e
available, NARCAN may be administered LM. or $.C. in di-
vided doses. If necessary, NARCAN can be diluted with ster-

ile water for injection.

F 7 ive Opioid Dep i Follow the

dations and i under Adult F perative Depres-
Continued on next page

Consult 2003 PDR® supplements and future aditions for revisions
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Narcan—Cont.

sion. For the initial reversal of respiratory depression,
NARCAN should be injected in increments of 0.005 mg to
0.01 mg intr ly at two- to th inute intervals to
the desired degree of reversal.

Usage in Neonates

Opioid-induced Depression: The usual initial dose is
0.01 mg/kg body welght administered LV, LM. or 8.C. This
dose may be repeated in accordance with adult administra-

WARNINGS

NUBAIN should be ini das a | to gen-
eral anesthesia only by p-uom specifically trained in the
use of i and jent of the res-
pnrnorv effects of potont opioids.

and and
oxygen should be readily available.

Drug Abuse: Cnuhon should be observed in prescnbmg
NUBAIN for emoti or for i

als with a history of opioid abuse. Such patxents should be
closely supervised when long-term therapy is contemplated
(see DRUG ABUSE AND DEPENDENCE).

Use in Ambulntorv Patients: NUBAIN may impair (:hef

— The use of NUBAIN with other opioids can cause signs
and symptoms of withdrawal.

~— Abrupt discontinuation of NUBAIN afler prolonged us-
age may cause signs and symptoms of withdrawal. -

Laboratory Tests

NUBAIN may interfere with enzymatic methods for the de-

tection of opivids depending on the specificity/sensitivity of

the test. Please consult the test manufacturer for specxﬂc

detalll

i of Fertility
No evidence of carcmogemmtywas found in & 24-month car-
cinogenicity study in rats and an 18-month carcinogenicity
study in mice at oral doses as high as the equivalent of ap-
ly three times the meximum r ther-

mental or p abilities ired for the
iall, dangerous tasks such as driving & car or operat-

tion guidelines for postoperative opioid d

HOW SUPPLIED

NARCAN (nal hydrochloride injecti USP) for mtm-
venous, intr lar and sub fon is

available as:
[See table at top of previous page}
Store at 25°C (77°F); excursions permitted to 156°-30°C
(59°-86°F). Protect from light.
Store in carton until contents have been used.
NARCAN® is a Registered Trademark of Endo Pharmaceu-
ticals Inc.
Copyright © Endo Pharmaceuticals Inc. 2001

Printed in U:S.A. 6487-01/Rev. Jan., 2001

NUBAIN® . B

[na 'ban}

(Nalbuphine Hydrochloride)

DESCRIPTION .

NUBA]Nf Ibuphine hydrochloride) is a heti oploid
i Igesic of the phenanthrene series. It

is chermcally related to both the widely used opioid antago-
nist, naloxone, and the potent opioid analgesm oXymor-
phone.

HALBUPHIRE YOROCHLINOE
O e
0.1k, Ryoctininie

NUBAIN is a sterile soluti itable for sut in-
tr lar, or intr injection. NUBAIN is available
in two concentrations, 10 mg and 20 mg of nalbuphine
hydrochloride per mL. Both strengths in 10 mL vials con-
tain 0.94% sodium citrate hydrous, 1.26% citric acid anhy-
drous, and 0.2% of a 9:1 mixture ofmethylpsraben and pro-
pylparaben as preservatives; pH is adjusted, if

ing machinery. Therefore, NUBAIN should be adminigtered
with caution to ambulatory patients who should be warned
to avo:d such hazards

Use in E d Maintain patient under
observation until recovared from NUBAIN effects that
would affect driving or other potentially dangerous tasks,
Use in Pregnancy (other than labor): Safe uge of NUBAIN
in pregnancy has not been established. Although animal re-
productive studies have not revealed teratogemc or embryo-

apeutlc dose,

No ofa ic/genot tential to NUBAIN
was found in the Ames, Chmese Hamster Ovary HGPRT,
and Sister Ch ti mouse and
m“ mar 3 “assays, Nalbuphine induced

in mouse lymph
cella
Usage in Pregnancy
Torntoyanic Effocts
B8R juction studies have bean

performed in rabbits and in rats at dosages as high as ap-

toxic effects, nalbupk should be ed to preg-
nant women only if clearly needed.

Use During Labor and Delivery: '1‘1143 placental transﬁu of
nalbuphine is h‘gh, rapid, and ble with a mat

tely 14 and 31 times respectively | the manmum rec-
ommended daily dose and led no
femkty or harm to the fetus du-e to NUBAIN Then are,

fetal ratio ranging from 1:0.37 to 1:1.6. Fetal and- neonal;al
adverss effects that have been reported following the ad-
ministzation of nalbuphme to the mother during labor in-
clude fetal b .’.,4 3 'y depregsi atblrth ap;
sea, o Py

, O and d studies in preg-
nant women Because animal reproduchon studies .are not
always predi of human resp this drug should be
used during pregnancy only if clearly needed (see WARN-
INGS).

naloxone during labor has normalized these effects in some
cases, Severe and prolonged fetal bradycardm has been re-
ported. P to fetal
bradycardia has occurred. A sinusoidal fetal heart rate pat-
tern associated with the use of nalbuphine has also been
reported, NUBAIN should be used with caution in women
during labor and delivery, and newborns should be moni-
tored for respiratory depression, apnea, bradycardia, and

N ic Effacts—Neonatal body weight and sur-
vival was reduced when NUBAIN was subcutaneously ad-
ministered to female rats prior to mating and throughout
gestation and lactation or to pregnant rats during the last
third of ion and th tion at doses approx-
imately 8 to 17 times thé maximum recommended thera-
peutic dosé. The clinical significance of this effect is un-
known.

arvhythuias if NUBAIN has been used. e

Head Injury and | d The pos- | Nursing Mothers

sible respiratory depressant effects and the potential of po- L1m1ted data guggegt that NUBAIN (nalhuphme
tent analgesics to elevate b 1 fluid p (re- is d 1 Ik but only in a

sulting from vasodilation following CO, revenhon) may be
markedly exaggerated in the presence of head injury, intra~
cranial lesions or a pre-existing increase in intracranial
pressure. Furthermore, potent analgesics can produce ef-
fects which may obscure the clinical course of pnﬁents with
head injuries. Therefore, NUBAIN should be used in these
cucumatances only when essential, and then should be ad-

3.5 to 3.7 with hydrochloric acid. The 10 mg/mL sh‘ength
contains 0.2% sodium chloride.

NUBAIN is also available in ampuls in a sterile, paraben-
free lation in two ations, 10 mg and 20 mg of
nalbuphine hydroechloride per mL. One mL of each strength
contains 0.94% sodmm cltrate hydrous, and 1.26% citric
acid anhyd d, if y,bo35w37
with hydmchlorlc amd The 10 mg/mL

caution.

n
small amount (less than 1% of the admuustemd dose) and
with a clinigally insignificant effect. Caution should be ex-
ercised when NUBAIN is administered to a nursing woman.
Pediatric Use

Safety and effecti in pediatri below the age
of 18 years have not been established.
ADVERSE REACTIONS

Interaction Wlth Other Central Nervous Systsm Dep
sants: Although NUBAIN possesses | oplmd antagbmsl ac-

‘The most fr t adverse tion in 1066 patients treated
in clinical studies wrth N’U'BAIN was sedntmn 381 (36%).’
Less

0.2% sodium chloride.

CLINICAL PHARMACOLOGY

NUBAIN is a potent analgesic. Its analgesic potency is es-
sentially equivalent to that of morphine on a milligram ba-
sis. Receptor studies show that NUBAIN binds to mu,
kappa, and delta receptors, but not to sigma receptors.
NUBAIN is primarily a kappa agonist/partial mu antago-
nist analgesic.

The onset of action of NUBAIN occurs within 2 to 3 minutes
after intravenous admlmstratmn, and in less tha.n 15 min-
utes following subcutaneous or 1 jection. The
plasma half-life of nalbuphine is 5 hours, and in clinical
studies the duration of analgesic activity has been reported
to range from 3 to 6 hours.

The opioid antagonist activity of NUBAIN is one-fourth as
potent as nalorphine and 10 times that of pentazocine.
NUBAIN may produce the same degree of respiratory de-
pression as equianalgesic doses of morphine. However,
NUBAIN exhibits a ceiling effect such that increases in dose
greater than 30 mg do not produce further respiratory de-
pression.

NUBAIN by itself has potent opioid antagonist activity at
doses equal to or lower than its analgesic dose. When ad-
ministered following or concwrrent with mu agonist opioid
analgesics (e.g.,, morphine, oxymorphone, fentanyl),
NUBAIN may partially reverse or block opioid-induced res-
piratory depression from the mu agonist analgesic.
NUBAIN may precipitate withdrawal in patients dependent
on opioid drugs. NUBAIN should be used with caution in
patients who have been receiving mu opioid analgesics on &
regular basis.

INDICATIONS AND USAGE

NUBAIN is indicated for the relief of moderate to severe
pain. NUBAIN can also be used as a supplement to bal-
anced anesthesia, for preoperative and postoperative anal-
gesia, and for obstetrical analgesia during labor and deliv-
ery

CONTRAINDICATIONS

NUBAIN should not be administered to patients who are
hypersensitive to nalbuphine hydrochloride, or to any of the
other ingredients in NUBAIN

tivity, there is evidence that in D tients it were: 99 (9%), nau-

will not ize an opioid ic admini! d just ses/vomltmg 68 (6%), d'nzmnesslverbxgo 58 (5%), dry mouth

before, concurmntly, or just after an injection of NUBAIN. | 44 (4%), and headache 27 (3%).

ing an opioid analgesic, general | Other adverse reactions which d (reported incid:

anesthetlcs, phenothiazines, or other tranquilizers, seda- | of 1% or less) were:

tives, hypnotics, or other CNS depressants (including alco- | CNS Effects: Ner , ary-

hol) concomitantly with NUBAIN may exhibit an additive mg, euphona, ﬂutmg homhty, unusuni dreum confusion,

effect. When such combined therapy is plated, the i feehnz of hemmm,

dose of one or both agents should be reduced. b . ti “'Mh 1} ‘alThed Bjof eychaton
metic effects, s as unreality, depersonalization, -

l;fﬁ{}":leTIONS sions, dysphoria and hallucinations has been shown to be

Impaired Respiration: At the usual adult do&e of
10 mg/70 kg, NUBAIN causes somie

less than that which occurs with pentazocine,
Card Hyper ion, hy jon, bradycardia,

tach 3

approximately equal to that produced by equal dosea of mor-
phine. However, in contrast to morphme respiratory de-

ion is not d with higher doses of
NUBAIN. Respiratory depressmn induced by NUBAIN can
be reversed by NARCAN® (naloxone hydrochloride) when
indicated. NUBAIN should be admxmstered with caution at

low doses to patient: vmh pai -'. piration (e.g., from
other medication, uremia, b hial asthma, severe infec-
tion, is, or respi ‘y obstructi

Impaired Renal or Hepatic Function: Because NUBAIN is

metabolized in the liver and excreted by the kidneys,

NUBAIN should be used wlch cautwn in patients with rensl

or liver dysfunction and istered in reduced

Myocardial Infarction: As with all potent analgesics,

NUBAIN should be used with caution in patients with my-

ocardial infarction who have nausea or vomiting.

Biliary Tract Surgery: As with all opioid analgesics,

NUBAIN should be used with caution in patients about to

undergo surgery of the biliary tract since it may cause

spasm of the sphmcter of Oddi.

During evaluation of NUBAIN in
snesthesxa, a higher incidence of bradycardia has been re-
ported in patients who did not receive atropine pre-opera-
tively.
information for Patients
Patients should be advised of the following information:

— NUBAIN is associated with sedation and may impair
mental and physical abilities required for the perfor-
mance of potentially dangerous tasks such as driving a
car or operating machinery.

— NUBAIN is to be used as prescribed by a physician. Dose
or frequency should not be increased without first con-
sulting with a physician since NUBAIN may cause psy-

hological or physical d a

will be ded by and sub aditions

DOCKET

1y

Cramps, dyspepsia, bitter taste.

Respi y: Depression, dysp asthma.

Dermatologic: Itching, burning, urticaria.

Miscejlansous: Speech difficulty, unnary urgency, blurred

vision, flushing and warrmth

Allergic R d and other

serious hypersensitivity reactions have been reporﬁed fol-

lowing the use of nalbuphine and may require immediate,

supportive msdwal t:reatmsnn These reactions ‘may mclude

shock, respi y arrest, brad;

cardiac arrest, hypotenslon, or laryngexl edema. Other al-

lergic-type reactions reported include stridor, broncho-

spasm, wheezing, edema, rash pruritus, nauses, vomiting,
and sh

s, Tvlack

Post-markotmg Other reports include pulmonary edema,
and injection site reactions such as pain, swelling,
redness, burning, and hot sensations.
DRUG ABUSE AND DEPENDENCE 5
NUBAIN has been shown to have a low abuse potential.
‘When compared with drugs which are not mixed agonist-
antagonists, it has been reported that nalbuphine’s poten-
tial for abuse would be less than that of codeine and propox-
yphene, Drug abuse hss been reported mfrequently Psycho-
logical and physi may follow
the abuse or misuse of nalbuphine (see WARNINGS).
Care should be taken to avoid increases m dossge or fne-

quency of administration which in
might result i in phys‘ca] dependence.
Abrupt di of NUBAIN followi longed use

has been followed by symptoms of opioid vnthdrawal ie.,
abdominal cramps, nausea and vommng, thinorrhes, lacri-
mation, 1 anxiety, el o and pi-
loerection. .
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