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NALTREXONE HYDROCHLORIDE TABLETS, 50 MG
Rx only

DESCRIPTION:

Haftrexone hydrochloride, an opicid amagost. » 3 syRthelic congent! of arymorphone with 1o Oicd aQONISt properies.
Naftzexone drifers in structure rom axyemorphone in that the methy! group on the nitrogen atom is replaced by a
cyclopropyimethyl gloup Namexane hydrochioride is also related In lhg potent opiord antagonist, nalolont or

as: 17-(Cyclop Sa-epoxy-1,14-ditrydroxy
mrocnhnde The urunurzl lormuh Ior naltrexone hydrochioride is s)wwn below:

Fi0yey

CapH23NO4HC) © MwWarrar
Nahrexone hydsochloride is 2 white, cgagtgliine compound. The hydiochioride sa8 i scluble in water to the extent at
about 100 mg/ml.. . "

Each tablet tor oral administration contains 50 mg of naltrexons. hydrochloride. In addition, each tablet containg the

tollowing inactive ingredients: colloidat silicon dioaide, lactose mono-
hydrate, ium stearate, mi yslafling cellulose, 2 chl pommbau 80, tanium dioxide.
CLINICAL PRARMACOLOGY:

Pharmatodynamic Actions:

Naftrexone is 2 purs opioid antagonist. It markedly ttenuates or completely blocks, reversibly, the subjective effects of
intravenously administered opioids

When co-administered with morphine, on a chronic basis, naftrexone blocks the physical depandence to morphine,

eftectve than anv othet in jeducing these compiaints ‘or ail pahents. /
Treatment of Gpioid Oaperdaras:

Once the patent has been started on naltrexane hydrochloride tabiets, SO mg once 3 day will produce adequate clinical
blockade of the actions of parenterally administered opiods. As with many non-agonst treatments for addiction.
nakiexone is of proven value only when gnen as part of 2 comprehensive plan of management that ncludes some
measure 1o ensure the patient takes the medication.

A llexible agproach (o a dosing regimen may be empioyed ta enhance campliance. Thus, patients may receive 50 mg
of naktrexone hydrochloride every weekday with 2 100 mg dose on Saturday or patients may receive 100 mg every ather
day, o 150 mg every third day. Several of the clinical studies reported in the Meratura have empioyed the lallowing
dosing fegimen: 100 mg on Monday, 100 mg on Wednesday, and 150 mp on Fnday. This ﬂnmq schedule appeared
to be to many naft patiens their opioid-ree stat

Experience with the supervised administration of a number of potentully hepatotoxic agents wqoem that supervised
administration and single doses of naftrexons hydrochloride higher than 50 mg may have an associated mcreased nsk
of hepatoceliubor injury, even though three-times a week dosing has been well tolerated in the addict population and in
initial clinical triahs in alcahotism, Clinics uting this approach should halance the posuible risks against the prabable
beneits and may wish to maintain 3 higher index of suspicion for drug-associated hepatdis and ensure patients ars
advised of the need to repont non-specific abdominat complaints (see Information tor Patients).

INDICATIONS AND USAGE:

Naftrexone i indicated:

n the treatment o alcchol dependence and tor the blociade of the eftacts of nously administered opioids,

Naltrexone has not been shown to provide arry therapeutic benefd uczm appropriate plan of mansgement

tor the addictions. 8

CONTRAIXDICATIONS; ~

Naltrexone is contraindicated m: o]

1) Patients recetving opioid analgesics.

2) Patients currently dependent on opioids.

3J) Patients in acute opioid withdrawal (see WARNINGS),

4) Any individua) who has tated the naloxons challenge lest of who has a positive urine screen for opioids.

5) Anry individual with a history ol sensdivity to naltrexane or any other companents of Ihis product. ! is not known
it there is any cross-sensnivity with naloxone or the phenanthrene containing opioids,

6) Any individual with acute hepatitis or lives failure,

hesoin and other opioids. WARNINGS:

Naftrexone has few, d any, intrinsic actions besides fs opioid blocking properties. However, it does produca soms Hooatotazkcity:

pupillary iction, by an uninown tism. . . Maltrazons MI the capacity o cause hepatoceltular injury when given in extexsive gotes.

The administration of ¢ B not 6d wilh the of tolerance or in acute hepathiis of liver failere, and ita use in patiends with active tiver disease
In subjects physically on opmds. wik

Clinical studies indicate that 50 mg ot will block the pl ic eflects of 25 mg ol intra-
venously administersd heroin for periods as long a3 24 hours. Cther data suggest thal doubling the dose of naftrexons
provides bockade tor 48 hours. and tripling the dose of naltrexone provides blockade for about 72 hours.

Naltrexone Blocks the etfects of opiotds by fve tinding (i.4., anak to 3 nhcﬂmc\ of enzymes) at
opioid receptors, This makes the blockads produced pounhalry sur b ing full blockade
by administration of very high doses of opixies has resulted in excessive symptoms of histamine relezae in experimental
subjects.

The ism of action of ism is not however_ i of the

must be umull' considered in light of Its hepatotoric effech.
The margin of sap Yatwesn the s3te doxe of and the doss tausing hepatls injury
appears fo be omy five-foid or lexs. Naltrexone does not appear to be a hepatolazin of tha recommended
doass.

Pnlmm shoold be warned of the risk of hepatic injary aed advised (o stop the use of naftraxons and teek
medical attention if they experience sympioms of acuts hepaitiis,

Evidence of the hepavlmc potentiaf of naltrexone is darived primarily from a placebo comrolled study in which naiirexone

opioid system is suggested by preclinica) cau Naltrexone, an opioid receptor antagonist, compettively binds to such
receptors and may block the effects of endogenous opivids. Opioid antagonists have been shown (o reduce alcohol
consumption by animals, and naftrexone has been shown 1o reduca icoho! consumption in cinical studies.

Raftraxone i3 0ot aversive thesapy and does not cause 3 disultiram-fike seaction esthes as 2 cosuft of opiate use ot
«thanl ingestion,

Pharmacokinstics:

Naltrexone i 3 pure opioid receptor antagonist. ARhough well absorbed orally, naitrexone i subject to signticant firt
pass metabolism with oral bicavailabilily estimates ranging from 5 to 40%. The activity of nattrexone is believad to be
due to both parent and the 6-B-naktrexol metaboiite. Both parert drug and metabolites are excreted primarily by the Kidney
{53% to 79% of the dose), howwver, urinary excrefion of unchanged nafirexone accounts for less than 2% of an oral
dose and fecal excretion is 2 minor elimination pathway. The mean alimination hak-iife {T-1/7) valuas for naltrexons and
£-B-natrexol are 4 hours and 13 houss, Tespectively. NaRtexons and 6-f-naftrexol a5s doss propostional in terms of
AUC and Gy, Over the range of 50 to 200 mg and do not accumulate atter 100 mg daily doses.

Abacrption:

Fallowing oral administration, naRrexone undergoes rapid and nearly complate absarption with 2pproximately 9%6% of
the dose absorbed trom the gastrointestinal tract. Paak plasma levals of both naftrexons and 6-B-naltrexal occur within
one howur of dosing,

The volume of distribution for foflowing i is estimated to be 1350 iers. In vitro
tests with humm plasma thow naltraxons to be 21% bound 16 phasma proteing ovar the therapeutic doss rangs.
Metabollsm:

The lyﬂermc clesral fter intravenous adminisization) of naltrexons is -3. $ L/min, which excoeds liver biood
flow {-1.2 Umin). This suggests both that naltrexone is a bighly extracted drug (>58% melabolized) and that extra-
hepatic sies of drug meabolism exist. The major metaboiite of raftrexone is 6- BJnIhuvl Two other minor

10 obesa subjects at a dose y five-tod that for the biockade
of opisis unp(on (300 mg per day). In that study, 5 of 26 nanmnnn Tetipients daveloped ahevations of serum
transaminases (i.e. peak ALT values ranging trom a low of 121 to a high of 532; of 3 1o 19 times their baseline values)
after threa to eight weeks of ireatment. ARhough the patierts involved wera gensrally clinially asymptomatic and the
transaminase levels of 3% patients on whom tollow-up was obtained returned 10 (or 1oward) basaline vatues in 3 matter
of weaks, the bck of any transamimase slevations of similar magnitude in any of the 24 placebo patients in the same
study is persuasive avidenca that nakrexona is a divect {i.4. not idiosyncratic) hepatotaxia,

This conclusion is aiso supported by evidence from olher placebo controlied studies in which exposure 10 naltrexons

hydrochioride af doses above the amount recommended for the trextment of alcoholism or opiate blockade (S0 mg/day)

produced more and more s alevations of serum transaminases than did placabo,
Tranumman alevations i 3 or  patients with Alzheimer's Disaass who received naltrexons hydrochharide (at doses up
to 300 mg/day) for 510 8 weeks in an open clinical irial have bean reported. -
Atthough no cases of hepatic failure due to nakrexone administration have ever besn reported, phiysicians are advised to
consider this as a possible risk of trestment and to wse the same care in prescnbing naftrexone as they would offer
drugs with lbl ovlmnd for ‘alumﬂ hepatic injury.

To provent oc: of an scute

of 2 pre-existing subclinieal abstinence

syndrome, o
syrvérome, patients must be opleid-tren for & mmimam of 7-10 days detors stading nalirexone. Sirce the adenee-— =

of an opicid dreg in the urine &b often not safticiant proot that 2 patient is opioid: 1 ralezone challengs should

be employed if the prescribing physicizn faels there Is 3 risk of precipitating & withérawa! reaction following

um’inlnmhn of naltrexona. The nalozone challenge test is described in the DOSAGE AND ADMINISTRATION

saction, -

Attemnpt to Overcome Blockade:

While naftrexons s a potent ist with a prolonged ic ettect (24 1o 72 hours), the blockade produced
T

are 2-hydioxy-3-melhoxy-6-B-naftirexol and 2-hydroxy-3 hyt and its lites are
aiso conjugated to form addttional metabolic products.

Ellminstlon;

Tha renal clearanca {9t naltrexons rangss trom 30-127 ml/min and suggests that renal elimingtion is primarily by
glomerular fitration. In comparison, the renal clearance for G-a-nalunnl ranges from 230-369 mi/min, suggasting an
addetionad renal tubulys secretory mechanism. The urinary excretion of unchanged naltrexone accounts for less than
2% of an ora dose; winary extretion of unchangad and conjugated 6-B-naftrexol accounts for 43% of an ord dm
The pharmacokinetic profile of naftrexone suggests that and fts may undergo

recyching.

Hepaiic and Renal impalrment:

Naftrexone appears to have extra-hepatic sdes of drug metabolism and #s major metabolite undergoes active tubular
sacretion (sae Metabalism above), Adequate studies of nattrexone in patieats with wevete hepatic of tenal impirment
have not been canductad (see PRECAUTIONS: Speciz! Rizk Patients),

Clinical Triste:

Alzoholiam:

The efficacy of naRrexone as an aid lo the treatment of akcoholism was tested in placebo-controfied, outpatiem, double
biind trials. Thesa studies used a doss of naltrexone hydrochioride tablets, S0 mg once daily for 12 weeks as an adjunci
to sociaf and psychotherapeutic methods when given under conditioms thal enhanced paient comphiance. Patients with
pychosis, demantia, and secondary psychiairic diagnoses were excluded from these studies,

In ane of these studies, 104 aicohal-dependent patients were randomized 10 receive ¢ither naltrexonie bydrochkoride S0 mg
once daily or placebo. in this study, naftrexone proved supsrior to placebo in measures of drinking including abistention
rates (51% ve. 23%). number of drinking days, and relxpse {31% vs, 60%). In a second study with &2 alcohol-dependent
patients, the group of patients receiving Naltrexons ware shown to have lower Telapse rates {21% va, 41%), less alcohol
craving, and fewer drinking days compared with patients who racaived placabo, but these resuits depended on the
specific analysis used.

The clinical usa of nalrexons as adjunctive pharmacatherapy for the treatment of akcoholism was also evaluated in a
mun:enm saiety study. Thn study of 365 individuais with akcoholism included patients with comorbid mcmam:

by is useful in patients who may require anaigesia, but posss a potential risk to
indiiduale who aftempt, o thely dwn, 1o overcoms thi blockade by administering tirge amoums of exogancus opicids,
Indeed, any zitempt by a patient to overcome the antaganism by taking opioids i very dangerous and may lead to a
fatal overdose. injury may arise because the pizsma ot opéoids attained i s toflowing
thetr acute administration may be sutficient to ovarcome the competitive recaptor biockade. As a conseguencs, the
patlent may bo n lmmodml danglr d mﬂlnnq Ite onqumnq opioid muxunn {og.. ruaniwy unn circulatory
collapss). Pat o Q (Sen
Intormatlon for Pvtlmz ucm ).

There is aiso the possidility that a patient who had besn treated with nahrexons will respond fo lower doses of opioids
than previously used, particularty f taken in such a mannet that high p'.um concentrations Temain in the body beyond
the lime that naltrexons exerts its therapeutic etfects. This could result in potentialty lits-thraatening opioid intaxication
(teapiratory compromisa of amest, circulatory colbapea. etc.). Patients should be awars that they mav be more segsitvy

ULTRA Rul Opioid Withdrrws):

Sate use ol W rapkd oplate programs han not besn extablizhed (see ADVERSE REACTIONS).
PRECAUTIONS:

Genenal;

When Reverzal of Nattrezone Blockade is Asqalred: In an emergency sitiation in patients receiving fully blocking
doses of naktrexons, a supgested plan of management is regional anaigesia, conscious sedation with a benzodiarepios,
usa of non-opioid aﬂalqun or peneral anesthesia

In a situation requiring opioid analgesia, the amount of opioid required may be greater than usual. and the resulting
respiratory depression may ba deepet and more prolonged.

A rapidly acting opioid analgesic which minimizes the duration of respiratory depression is preferred. The amount of
anaigesic administered should be ttrated 1o the needs of the patient. Non-recaptor medixted actions may occur and
should be axpected {e.p.. facial swelling, Rehing, iznd erythema, or ly due to
histamine release,

abuse and HIV disease, Resufls of this study

the ide effect profide of naltrexone appears to be similar in both aicoholic and opioid dependent popultions, and (M

ffects are uncommon.

i sludies, treatment with naftrexons yupported abainence, prevanied raiapve and decreased alcohol

consumption. In the uncontrolled study, the patterns of abstinence and relapse were simitar to those observed in the

controlled studies. Kaltrexona was nat unormly helpful to all patients, and the axpected effect of the drup is 2 modest

improvement in the outcome of comventional treatment.

Treatment of Oploid Addiction:

Nalttexane has been shown to praduce complete blockads of the euphoric etfects of apioids in bath voluntesr and

addict popublions. When administered by means that enforce compliance, £ will produca an sHective epioid blockade,

but has not besn shown to affect the use of cocaine or other non-opioid drugs of abuse.

There are no data that demonstrata an unoqulvoul?y bendu:ul ettect of naltrexons on rates of vecxlmirn among

detaxdind, farmerty opioid: it ister the drug. The faiture of the drug in this setting

appears 10 be dut 1o poor medication compliance,

The drug is reported 1o be of greatest use n good prognosis opioid addm who take the dmg u part of a comprehensive

program, d contract, or other ocol. unlike

ot LAAM {levo-alp does 0ot reinforce medication mmplnm a\d is expacted to have 3

therapautic ettecs only when given undn external conddions thal support continued usa of the medication,

Individuaiization of Dosage:

of the drug chosen (o revarss nalitexone Dbthdb the patient shoukd be monilored closely by appropriately
trined ponomul in a setting tqulpp-d and staffed tor cardioputmonary mumhhon
chm opn 4 y i

by the accidenta) ingestion of

nalttexon m been «¢ n have urually 2ppaared within

five minutes of ngestion of nanmcmu and h:w Rsted lw up 10 43 hours. Mlﬂhl status changes including contusion,
and visual L have occ id losses from vomiting and diarrhea have required

niravenous fluid admmistration, in alt cases pmcn\l wers ciosely monitored and therapy wh non-opioid madicatiom

was tailored to mest individual reguizements,

Use of naltrexone does nok eliminate or diminish withdrawal symptomy. N nalirexone i initiated early in the abstinence

process, it wi¥l not prectude the paitient’s experience of the tull rangs of signs and sympioms that would be experienced

1 naltrexone had not been started. Numerous adverse evants ase known to be associated with withdrawal.

Special Riak Patlonts:

Renz! impaiment:

Nafrexone and ite primary metabolde arv excrated primarily i the urine, and cution is recommended in administering

the drug Yo patients with rena} impawmaent.

Hepatic impairment: .

Caution shoukd by exercisad when ide is to patients with Kver disease. An increase

in naltrexone AUC of approximately 5- and 10-fold in patients with compenaated and decompensated liver cirrhosis,

1npmmvy, compared w-lh subjects with normal liver function has beent repolted, Thess data also suggest that

DO NOT ATIEMPT TREATMENT WITH NALTREXONE UNLESS, IN THE MEDICAL JUDGEMENT OF THE
PHYSICIAN, THERE 1S NO REASONABLE POSSIBILITY OF OPIOID USE WITHIN THE PAST 7-10 DAYS li THERE IS
ANY QUESTION OF OCCULT GPIOID DEPENDENCE. PERFORM A NALOXONE CHALLENGE TEST.

Treatment of Atzaholism:

The placebo-comtrotied studies that the diccy of as an adiunctive tretment of alcoholism
ysed 2 dowe regimen of naltrexone hydrochionide tabiets, 53 mg once daily tor up to 12 weeks. Othes doss cegimens o
durations of therapy wers not studied in these trial.

Physicians are advised that 5-15% of patients taking naltrexons for aiconolism will comphin of non-spacific side-
etiects, chielly gastrointestinal upset. Prescribing physicians have tried using an initial 25 mg dose, splirting the daily
dose. and adjusting the tims of dosing with imited success. Wo dose er patiern of dosing has besn shown to be mora
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Saich
The ik of suicide is known o be increased in patients with substance abuse with of withoul concomdart depression.
This risk is not zhated by trextment with nakrexons {see ADVERSE REACTIONS).
Iformation for Patients:
I is recommended rrm the prescribing wmxnn reats the lolvw-mq information to patients baing treated with naltrexone;
You have bem a8 part of the treatment tor your aicoholism or drug dependence.
You should carry identification to akeri mcdlcal personnel to the tact thal you are taking naftrexone. A naftrexone
madication card may be obtained from yous physician and can be ustd 107 this purpese. Carrying the identification
card should help 10 ansure that you can obtain adequate reatment in an emergency. ff you (equire medical traatment,
be sure 10 tall the treating physician that you are receving naltrexons therapy.
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You shoutd 1ake naftrexone a3 directed by your physican. if you ttemot o seff-administer herom or any other opsate
drug, n small doses -mle on nafirexone. you mll not percenve any effect. Most ymportam, however d voy attemit to
3ot h A

i-tolerated in the

doses, but may cause iiver injury when taken in excess or in people
who develoo liver disease {rom other causes. If you develop abdominal pain lasting more than a few days, white bawe)
movements, dark urine, o1 yellowing of your eyes, you should stop taking nalexone immediately and see your doctor
23 3000 a3 possible.

Ladoratory Tests:

A high index of suspicion tor drug-related hepatic njury is critical 4 the occurence of iver damage induced by nalrexone
13 to be detected at Ihe eartiest possible time. Evaluations, using appropriate batteries of tests to detect liver injury are

a airequency appe 10 the thnical stuation and the dosa of naftiexone.

MaMtrexone does nok interfere with thin-layer, gas-liquid. and high pressure liguid chromatograghic methods which may be
used fot the separation and detection of morphine, methadone or quinine in the urine. Halimxone may o Moy not mtertere
with enzymatic methods for the detection of opioids depending on the specrlictty of the test, Please consufl the test
manutactures tor speciic detalls,
Drug trisractions:
Studies to evatuate pcsmhle interactions between najuuonz and dnm other than opiztes have not been pertormed.
Consequently, caution is advised # the and othet drugs is required.
The <alety and efticacy ot concomdant use of nadtrexane and duumnm s unknown, and the concomdant yse of two
potentially hepatotoxic medications is not ordinarily recommended unless the probable benefits outweigh the known
naks.
Lethargy and somnalence have been reported following doses of naltrexane and thioridazine.
P:h:nh uhnu namaone may not benefit lrﬂ'uwoud containing medicines, such as cough and cold preparatiom,

tidiarrhe; i and opioid In an situation when opigid anaigesia must be
administered m a patient receiving naftrexone, the amount of opiod required may be greater than usual, and the result-
mg respiratory depression may be deeper and more prolonged (see PRECAUTIONS).

and of Fertility

Wuscuroskeletsl; paitul shauiders, legs or knees: tremors, twitching, vz
Genownnary: increased trequency of, ot discomfon dunng, uringtion; mcreased or decreased sexual interest.
Dermatoiagic: oty skin, pruntus, acne, athiete’s foot, cod sores. alopecia,
Psychiatne: depression. paranoia, latique. restiessness. corfusion. disorentation, hallucinations, nightmares, bad
dreams.
Special senses’ eyes-blurred, burning, light sensRive, swollen. aching, siramed; ears- “clogged”. aching, tinnetus,
General increased appetite, weight loss, weight gain, yawning, somnolence, tever, dry mauth, head “pounding”,
inguinat pain, swollen glands, “3ide” paina, told tee, “hot apeis™.
Post-markefing Experience: Data collected from poat-marketing use of natrexone show that most eventy usually
OETUT €31y in the tourse of iup thetapy and are transient. It is atways poskitie 1o distinguish thess occurtences from
fhosa signs and symptoms that may result from a withdrawal syndrome. Events that have been reported inciud
ancrexa, asthenia, thest pain, tatigue, headache, hot tlushes, malanne, changes in blood pressure, agitation, dimm:
nhyperkinesi, nausea, vomiting, tremor, abdominal pain, diarrhea, elevations in liver enzymes or biliubin, hepatic function
abnormalties of hepatdis, palpitations, myakyia, anxiety, contusion, euphoria, tallacinations, insomnia, Rervausness,
somnalence, abnormal thinking, dyspnea, rash, increased sweating, and vision abnommalities.
Oepmum tuicde, attempted suickde ndu\m have been repacted in the post-marketing expecience with naltrexone
used i the treatment of ppiokd No casual has been In the iterture, endogenous
ovioxds have been theorized 1o contribute 1o a variely of condrtians. In some individuals the usa of opioid antagonists
has been associated weh a change in baseline levels of some hypathalamic, pruftary, adrenal, or gonadal hormones.
The ctinical signdicance of such changes is not fully understood.
Adverse everts, including wthdrawal symptoms and death, have been reporied with the use of natrexone in uttra rapid
oplate ri"eta:ﬂmatim programs. No causal relationship between naltrexone and these deaths has been sstablished (see
WARNINGS),
Laboratery Tests: With the exception of liver 1est abnormalities (see WARNINGS and PRECAUTIONS), result of
taboratory tests, like adverse reaction reports, have not shown consistem pamms of abnarmalities that can be
altributed 1o treaiment weth naftrexone,
Idiopathic thrombocylopenic purpura wazs reparted in one patient who may hae been sensitized 1o naktrexone in a previous
course of llulmenl wilh nattrexone, The condition cleared without sequelae after discontimuation of naltrexone and

The fotlowang statements are based on the resulls of experimens in mice and rats, The potential
and fertilty etfects of the metabolte 6--naltrexol are unknown,

In 2 two-year carcinogeniaty siudy in rats, thers were smail increases in the numbers of testicutsr mesothetiomas in
males and tumor of vascular ongin in males and females, The incidence of mesothelioma in males given nattexone 2t
2 dietary dose of 100 mg/kg/day (600 mg/mZday; 16 times the recommendsd therapeutic dose, based on body surface
area) was §%, compared with 3 maximum histoticat incidence of 4%, The incidance of vascutas tumors in males 3nd
females given dietary doses of 100 mg/kp/day (600 m/m¥/day) was 4%, but only the incidenca in lemales was
inceased compared with 3 maximum histoncal cantral incidenca of 2%. There was no evidence of carcinogenicty in a
two-year dielary study with nafirexone in male and femate mice.

There was limited evidence of 2 weak genotoxic eitect ol naltrexone i one gens mutation assay in a mammalian cel
fine, in the Drosphiia recessive lethal assay, and in non-specic DNA repair tests with £, coli. Howsver, no evidence of
genotoric pofential was observed in 2 range of other in vitro tests, including aseays for gens mutation in bacteria, yeast,
of in 2 second cell ling, a berration 2ssay, and an assay for CNA damage in human cells.
Naltrexane did not exhibit clastogenicity in an ¥ vive mouse micronucieus assay,

Nafrexone (100 mg/q/day|600 mg/m2/day| PO; 6 limes the recommended therapeutic doss. based on body surtace
area) caused a signdicant increasa in pseudopregnancy in the rad. A decreass in the pregnancy rate of mated female
rats also occurred. Thers was no stfect on male tertilty t this dose kvel. The relevance of these observations to
human fertility ia not known.

Pragnanty. Category €.

The toliowing statements are based on the results of experiments in rats. The potental reproductive foxicty of the
metaboitte 6-B-rafirexock i 1ats 1 not

Naltrexone increased the incidence of nw fetal loss when administered 1o raty in oral dosss 230 mg/kg/day (180
meim2iday: § timas the recommanded therapuutic dose, based on body sucface area) and 1o rabbes at oral dowts
260 mg/hg/day (720 ma/mzlday 14 limes tha ucomnundcd anpunlc dose, based on body surtace area). There
wat ng evidence at when orally te rts and rabhits during the period ot
major organogendsis a1 doses up fo 200 mo/kgiday (32 and 65 times the dose,

based a0 body surtace acea).

There are no adequats and well-controtied studies in pregnant women, Naltrexons should be used in pregnancy only
when the potential benefit justifies the potential risk to the fetus.

Laber snd Delivery:

Whether or not naftrexone atfects Ihe duration of labor and delivery in unknown,

Norsiag Mothers:

Whether or not naltrexone is excreted in human milk is unknown. Becauss many drugs are excretad in human milk,
caution should be exarcissd when naitrexons is administered 1o 3 rursing woman,

Petiatric Use:

The safe use of nafirexone in pediatric patients younger than 18 years old has not been established.

Post-Marksting Expsrienca:

Adverse svents, including withdarwal sympRoms and death, have been reporied with the usa of naltrexone hydrochioride
in ultra rapid apiate detoxdication programs. The cause of death in thess cases is not known (sse WARKINGS),
ADVERSE REACTIONS:

Outing two andomized, double-blind placebo-comrolled 12 week trials to evaluate the efficacy of natrexone as an
adjunctive tiestment of akohol dapendencs, most patients tolersted nakiexons wel (n these studies, 3 total of 93
patients receivad naltrexone at 2 dose of S0 mg once daily. Five of thess patients discontinued naRrexons because of
nausea, No serious adverse events were reported during these two trkals,

treatment,
ORUG ABUSE AND DEPENDENCE:
NaRtrexone is a pure opioid amtagonrst, R does not lead to physical or psychological dependence. Tolcuncl to the oproid
antagonist effect is not known to occur,
OVERDOSAGE:
There is limited clinical experience with naftrexons overdesage in humans. In one study, subjects who ucemd 800 mg
daity nafirexons for up to one week showed o evidence of toxicity,
in the mouse, rat and guitea pig, the oral LDS0s were 1,100-1,550 mo/kg; 1,450 mg/kg; and 1,450 mw‘kg_ Tespectively,
High doses of naftexone hydrochloride {penerally 2 1,000 mo/g) produced saivation, depressionfieduced activity,
tremors, and convulsions, Mortalilies in animals due to high-dose naltrexone administration usually were dus 1o clonic-
tonit convulsions andios raapisatory failure.

Trestment of Overdosage: In view of the lack of actual experience in the treatment of nafirexone averdose, patient

should be treated in a closely supe Physicians should contact 3 poisan control

center far the most up-lo-date information.

DOSAGE AND ADMINISTRATION:

IF THERE 1S ANY QUESTION OF OCCULT OPIOID DEPENDENCE, PERFORM A NALOXONE CHALLENGE TEST AND DO

NOT INITIATE NALTREXORE THERAPY UNTIL THE NALOXONE CRALLENGE 1S NEGATIVE,

Trestmen of Atcoholism:

A dose of 50 mg once dally is recommended tor most patiaris (ses héividuatization ot Desage). The placebo-

controlled studies that demonsirated the etficacy of naltrexore hydrochloride a3 an adjunctive reatment of akcoholism

used 2 6o3e regiman of natrexona hydrochlonide SO mg once daily 107 up to 12 weeks. Dther dosd regimens or durations

of therapy weee not evaluated in thesa trials,

A paliemt 1 a2 candidate {or beatmen with nafrexone d;

the patient is willing 1o take a medicine to hatp with aicoho! dependence

< the potient s opioid frea for 7-10 days

« the patient does not have savere or active fiver or kidney problems (Typical guidelines supgest liver function tests ao
greater than 3 times the uppet limits of normal, and Mmtwn mmd)

»  the patiem is not atlargic to nalt and no other ions are prasem

Refer to CONTL WARNING, and PRI Sections for additional infatraation,

Naltrexone should be considerad as only o of many factors determining the success of treatment of alcoholism.

Factors associated with 2 good outcome in the clinica) trials with naftarexone were the type, intensity, and duration of

treatment; appropriate management of comerbid conditions; use of community-based support omupu, and aood

medication compliance. To achieve the best possitile treatment outcome,

shoukd be implemented tor al components of the treatment progrant, especially medication :omplnnu

Treaiment of Dpioid Dependancs:

Initiste trestment with naltrexone raing the following gaidelines;

1, Treatment ahould Dot be aismpted unless the patient has femained opiokd-dree for o aast 7-10 days. Sel-1eporting
of abumcnc- from oapicids in opiaid addicts should be verified by analysis of the patient's urins for absance of
opiaids. The patisnt should not be mandesting withdawal signa of raporting withdrawal symptoms,

H thers is anty question of occull opicid dependence, perform a ralaxone challenps test. 1t signs of opioid withdrawal
are il obsarved fotiowing raknone challenga, treatment with aaltzecone should nat be attempted. The nakoxone
chabenpe can be repeatsd in 24 hours.

Tisatment should be initiated caretully, with an initia) dovs of 25 mg of
signs occur, the patient may be started on 50 mQ a day thersafter,
Ralazone Challengs T-f The najoxone challenge test should not be performed in a patient showing clinical signs or

jad
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Whils extensive clinical Hudies evakaating the use of nafirexons in detoxified, formerly opicid L
failed to identdy any single, serious untoward risk of nalirexone use, placebo controlled studies employmg up to five-fold
highes doses of naltrexons hydrochioride {up lo 300 my ot ﬁ:y) than that rewmmcnﬂeﬂ for use in opiate receptor
blociade have shown that causes hy Hlutar injury in & on of patients axposed at
highes doses (sse WARNINGS AND PRECAUTIONS: Laboratory Texts.)
Aside trom this tinding, and the riak of prmumoﬂ opioid withdrawal, available evidence doas not incriminate naltraxone,
used at any dose, as 2 cause of any oiher serious adverse n:cmn for the patiant who is “opicid fres”. R is crtical to
recognizs tha an of signs and in any individual whe & not
completely fres of exogenous opivids.
Patients with addictive disorders, npecu!?; optmd addicmn are at risk for multiple numerous adverss events and
abnormat kboratory finding: . Data from both controfled and obsarvational studies
sugoest (hat these abnormalities, other than the dose-related henammcky described above, are not related to the use
of melrexens.
Among opioid tree indivi inistration at the dose has not been associated with a
predictabie profile of serious acvem o untoward evants, However, as mentionad above, among individuals using
opioids, nalirexone may cause serious withdrawal reactions (ses CONTRAINDICATIONS, WARNINGS, DOSAGE AND
ADINIS\'RA“OI).

Asported Adverse Events
Haftiexone has not baen shown to tause signiti increases i 1 fled triahs in patients
known to be free of opioids for more than 7-10 days. Studies in akoholic nuvulalron: and in volurdeers in clinical
phamacology s(umu harve sugpested that 3 small fraction of pitients tmay Txperienca an opioid withdrawalk-like tymptom
comptex midd nausea, inal cramps, bone or joim pain, myalgia, and nasal
symotoms. This mzy represent the yomasking of accult omntd uu of it may reprasam symptoms attributable to
naftrexons, A number of aternative dosing patterns have been recommendad to try 1o reduce the frequency of these
complaints (ses individuaiiration of Domage).
Alcoholism:
In an opan habel eafety study with approxi y 570 il with eiving the tollewing
new-onsel advense reactions occufred in 2% or mora of the pxharnl naussa (10%). headachs (7%), dizziness {4%),
Rervousness (4%), fatigue (4%), insomnia (3%), vomiting (3%}, znxiety (2%) 2nd somnalence {2%] ).
Depression, suickial ideation, and suicidal aftempts have been reported in all groups when comparing nattrexone, placebo
ot controls undergoing treatment for alcohoiism.

RATE RANGES OF NEW ONSET EVENTS

Raftrexone cebo

Depression 0-15% 0-17%
Suicide Anempllldumn 04% 0-3%

Although na causat suspected, should be aware that treztment with naftrex-
one does not reduce (he risk of suicide in these p:ncm (see PHECAUTNJNS]
Da iaid Addiction:
The tollowing adverse reactions have been reported bolh at baseiine and during the naltrexone cEnical triaks in narcotic
addiction 2t an incidence rate of mote than $0%:
Dmicuny tleeping, armity, nervousness, abdominal pain/cTamps, nauses and/or vomiing, low ensrgy, joint and muscle
pain, and headacha.
The incidence was less than 10% for:
Lots of appetite, diarchea, constipation, increased thist, increased energy, feeling down, iTitability, dizziness, skin
rash, delayed ¢faculation, decreased potency, and chills.
The tollowing events occursed i in less than 1% ot wbjects:
nasal rehing, sneezing, sore throat, excess mucus of phiegm, sinus trouble,
feavy breathing, hoarsaness, cough, shartness of txeath.
Cardiovasculy: nose blaeds, phiebitia. edema, increased blood pressure, non-specdic £CG changes. palpitations,
tachycardia.
inat excessive Qs

diarrhea, ulcer.

of opioid or in a patient whose urine contains opioids. The nafoxone challenge tes! may be
by eithe the i or routes.
Intravenses:
tnject 0.2 mg natoxone.

Observe foc 30 seconds for 3igns or symptoms of withdrawal,
1 no avidence of withdrawal, inject 0.6 mg of natoxane.
Observe tor an additionat 20 minutes,

Subcvtaneons:
Administer 0.8 mg naloxons.
Obsarve tor 20 minutas tor $igns o symptoms of withdrawd.

Note: Individual patiants, especiatly those with opicid dependenca, may respand to lower doses of naioxone. n some
cases, 0,3 Mg (V naloxone has produced 3 diagrostic responsa.

\terpratation of the Chailenge: Monitor vita) signs and obsarve the patient for signs and symptoms of opioid with-
drawal, These may include, but ate not fimited fo: nausea, vomiting, dysphoria, yawning, sweating, tearing, rhinorrhea,
stutly nosa, craving tor opiowds, poor appetite, abdominal cramps, senss of fear, s¥n erythema, disrupted teep piierms,
tidgeting, uneasiness, poor ability to focus, mantal bipses, muscle aches or cramps, pupiliary diltion, piwnmou
tever, changas in blood prassurs, pubse of temparawre, amu-y. deprassion, vmzhl'my tack ache, bons o pml paime,
tremors, sansations of skin crawling or L B signs or of appeat, the lest is posdive
and no agditional Ratoxone should be administersd,

Warging, H the test iy postive do NOT infligte rafirexone therapy. Repeat the challenga in 24 hours. 1 the lest is negative,
naRrexane therapy may be started if no other contraindications are present. If thare is any doubt about the result of the
test, hokd naltrexene and repeat the challenge in 24 hours.

Altemative Desing Schedules:

Once the patient s baen stated o naksczons hydrochionide tablets, 50 mg every 24 hours will produce adequate clinfcad
blockade of the actions of parenterally administered opicids this dosa will block the effects of a 25 mg ntravenous
heroin chafienge). A (lexible 2pproach to a dosing regien may oeed to be employed in cases of supervised administration.
Thus, patients may receive S0 my of natcexons hydrochloride every weekday with a 100 mg dose on Saturday, 100 mg
every ather day, o 150 mg every third day. The degrea of blockade produced by natraxone may be reduced by these
extended dosing intervahs,

Thers may be a higher risk of hepatoceRulys i mury with single doses above 50 mg, and ude of higher doses and exts

dosing intervals should balance the possible risks against the probable benefits (see WARNINGS and CLIIICAL
PHARMACOLOGY, Clllltll Triaks, individuakizztion of Dosage).

Patierd C should be an onb/ one of many tmm determining he success of treatment.
To achieve (he best possible treatment outcoma, 9 shoukd be

for all components of the treatment program, inchuding medication comptiance.

HOW SUPPLIED:

Naltrexone hydrochlaride tabtets, 5O mg are supplied as a capsule shaped, white to aﬂ-whna hlm coated tablet,
imprinted * £ 38” on one sits and bisscted on the other side and are avaikble in botties of 30 and.
Sloru Swu at 25°C, with briet excursions permitted between 15°C and 30°C (59° - BS'F) commum room

USP.
KEEP T!GHTLY CLOSED. PROTECT FROM LIGHT.
KEEP THIS ARD ALL MEDICATIGN QUT OF REACH OF CHILDREN

Dispense in tight, light-resistant containers as dafined in the USP, with a child resistant closure, &8 1equired.

Manutactured by:
Eon Labs Manufactunng, Inc,
Laurefon, NY 11413
155 01/00
MF00391550100
0S7610
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