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Pentaspan—Cont.

ommended that the product be stored at room temperature
(25°C); however, brief exposure up to 40°C does not ad-
versely affect the product.

Caution: Federal (USA) law prohibits dispensing without
prescription.

Distributed by:

DuPont Pharma

‘Wilmington, Delaware 19880

Manufactured by:

McGaw, Inc.

Trvine, CA USA 92614-5895 -

6270-3/Rev. November, 1997 .

PENTASPAN® and HESPAN® are registered

trademarks of

The DuPont Merck Pharmaceutical Co.

REVIA® B
[reh "vee 'uh "]
(naltrexone hydrochloride tablets)

DESCRIPTION:

REVIA (naltrexone hydrochloride), an opioid antagonist, is a
synthetic congener of oxymorphone with no opioid agonist
propert1es Naltrexone differs in structure from oxymor-
phone in that the methyl group on the nitrogen atom is re-
placed by a cyclopropylmethyl group. REVIA is also related to
the potent opioid antagonist, naloxone, or n-allylnoroxymor-
phone [NARCAN® (naloxone hydrochloride)].

HO.

N—CH2—<I

*HCI
naltrexone hydrochloride

REVIA is a white, crystalline compound. The hydrochloride
salt is soluble in water to the extent of about 100 mg/mL.
REVIA is available in scored film-coated tablets containing 50
mg of naltrexone hydrochloride.

REVIA Tablets also contain: lactose, microcrystalline cellu-
lose, crospovidone,- colloidal silicon dioxide, magnesium
stearate, hydroxypropyl methylcellulose, titanium dioxide,
polyethylene glycol, polysorbate- 80, yellow iron oxide and
red iron oxide.

CLINICAL PHARMACOLOGY'

Phar i Acti REVIA is a pure opioid antago-
nist. It marked.ly attenuates or completely blocks, revers-
ibly, the subjective effects of intravenously administered

opioids. -

When co-administered with morphine, on a chronic bas1s,
REVIA blocks the physical dependence to morphine, heroin
and other opioids.

REVIA has few, if any, intrinsic actions besides its opioid
blocking properties. However, it does produce some pupil-
lary constriction, by an unknown mechanism.

The administration of REVIa is not associated with the de-
velopment of tolerance or dependence. In subjects physically
dependent on opioids, REVIA will precipitate withdrawal
symptomatology.

Clinical studies indicate that 50 mg of rREVia will block the
pharmacologic effects of 25 mg of intravenously adminis-
tered heroin for periods as long as 24 hours. Other data sug-
gest that doubling the dose of REV1A proyides blockade for 48
hours, and tripling the dose of REVIA provxdes blockade for
about 72 hours. . .

REVIA blocks the effects: of op101ds by competmve bmdmg
(i.e.; analogous to competitive inhibition of enzymes) at
oplold receptors. This makes the blockade produced poten-
tially surmountable, but, overcoming full naltrexoné block-
ade by administration of very high doses of opiates has re-
sulted in excessive symptoms of hlstamme release in exper-
imental subjects.

The mechanism of action of REVIA in -alcoholism is not -un-
derstood; however, involvement of the endogenous opioid
system is suggested by preclinical data REVIA, an opioid re-
ceptor antagonist, competitively binds to such Teceptors and
may block the effects of endogenous opm1ds _Opioid antago-
nists have been shown to reduce alcohol ‘consumption by
animals, and REVIA has been shown to reduce aleohol con-
sumption in clinical studies.

REVIA is not aversive therapy ‘and does not cause a d.'lSl]lﬁ-
ram-like reaction either as a result of opiate use or etha.nol
ingestion.

Pharmacokinetics

REVIA is a pure opioid receptor ‘antagonist. Although well ab--
sorbed orally, naltrexone is subject to significant first pass
metabolism with oral bioavailability estimates ranging from
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5 to 40%. The activity of naltrexone is believed to be due to
both parent and the 6-B-naltrexol metabolite. Both parent
drug and metabolites are excreted primarily by the kidney
(53% to 79% of the dose), however, urinary excretion of un-
changed naltrexone accounts for less than 2% of an oral
dose and fecal excretion is a minor elimination pathway.
The mean elimination half-life (T-1/2) values for naltrexone
and 6-B-naltrexol are 4 hours and 13 hours, respectively.
Naltrezone and 6-B-naltrexol are dose proportional in terms
of AUC and C_,,, over the range of 50 to 200 mg and do not
accumulate aﬂer 100 mg dally doses: .

Absorption

Following oral admmlstratlon, naltrexone undergoes rapid
and nearly complete absorption with approximately 96% of
the dose absorbed from the gastrointestinal tract. Peak
plasma levels of both naltrexone and 6-B-naltrexol occur
within one hour of dosing.

Distribution

The volume of distribution for naltrexone followmg intrave-
nous administration is estimated to be 1350 liters. In vitro
tests with human plasma show naltrexone to be 21% bound
to plasma proteins over the therapeutic dose range.
Metabolism

The systemic clearance (aﬁer intravenous admmlstratlon)
of naltrexone is ~3.5 L/min, which exceeds liver blood flow
(~1.2 L/min). This suggests both that naltrexone is a highly
extracted drug (>98% metabolized) and that extra-hepatic
sites of drug metabolism exist. The major metabolite of nal-
trexone is 6-B-naltrexol. Two other minor metabolites are
2-hydroxy-3-methoxy-6-B-naltrexol and 2-hydroxy-3-meth-
yl-naltrexone. Naltrexone and its metabolites are also con-
jugated to form additional metabolic products.

Ellmlnatlon

The renial clesrance for naltrexone ranges from 30-127 mL/
min and suggests that renal elimination is primarily by glo-
merular filtration. In comparison, the renal clearance for
6-B-naltrexol ranges from 230-369 mI/min, suggestmg an
additional renal tubular secretory mechanism. The urinary
excretion of uncha.nged naltrexone accounts for less than
2% of an oral dose; urinary excretion of unchanged and con-
jugated 6-B-naltrexol accounts for 43% of an oral dose: The
pharmacokirietic profile of naltrexone suggests that naltrex-
one and its metabolites may undergo enterohepatic recy-
cling.

Hepatic and Renal Impairment

Naltrexone appears to have extra-] hepatlc sites of drug me-
tabolism and its major metabolite undergoes active tubular
secretion (see Metabolism above). Adequate studies of nal-
trexone in patients with severe hepatic or renal impairment
have not been conducted (see PRECAUTIONSE: Special
Risk Patients).

Clinical Trials:

Alcoholism:.

The efficacy of REVIA as an aid to the treatment of alcoholism
was tested in placebo-controlled, outpatient, double blind
trials. These studies used a dose of REV1A 50 mg once daily
for 12 weeks as an adjunct to social and psychotherapeutic
methods when given under conditions that enhanced pa-
tient compliance. Patients with psychosis, dementia, and
secondary psychiatric diagnoses were excluded from these

! studles

In one of these studies, 104 alcohol-dependent patients were
randomized to receive either REVIA 50 mg once daily or pla-
cebo. In this study, REViA proved superior to placebo in
measures of drinking including abstention rates (51% vs.
23%), number of drinking days, and relapse (31%.vs. 60%).
In a second study with 82 alcohol-dependent patients, the
group of patients receiving REV1a were shown to have lower
relapse rates (21% vs. 41%), less alcohol craving, and fewer
drinking days compared with patients who received pla-
cebo, but these results depended on the spec1ﬁc analy51s
used.

. The chmcal use of REVIA as adjunctlve pha.rmacotherapy for

the treatment of alcoholism was also evaluated in a multi-
center safety study. This study of 865 individuals with alco-
holism included patients with .comorbid psyclnatnc condi-
tions, concomitant medications, polysubstance abuse and
HIV. disease. Results of this study demonstrated that the
side effect profile of REViA appears to be similar in both al-
cohohc and opioid dependent populatlons, and that serious
side effects are uncommon.

In the clinical studies, treatment vnth REVIA supported ab-

_ stinence, prevented relapse and decreased alcohol consump-

tion. In the uncontrolled study, the patterns.of.abstinence
and relapse were 51mllar to those observed in the controlled
studies. REV1A was not uniformly helpful to all patients, and
the expected effect of the drug is a modest mprovement in
the outcome of conventmnal treatment

Treatment of Opioid Addiction:

REVIA has ‘been shown to, produce complete blockade of the
euphoric effects of opioids in both volunteer and addict
populations.: When administered by means that enforce
compliance, it will produce an effective op101d blockade, but
has not been shown to affect the use of cocaine or other non-
opioid drugs of abuse. < )

There are no data that demonstrate an unequivocally ben-
eficial effect of REVIA on rates of recidivism among detoxi-
fied, formerly opioid-dependent individuals who self-admin-
ister the drug. The failure of the drug in this setting ap-
pears to be due to poor medication comphance

The drug is reported to be of greatest use in good prognosis
opioid addicts who take the drug as part of a comprehensive
occupational rehabilitative program, behavioral contract, or
other compliance-enhancing protocol. REVIA, unlike metha-
done or LAAM (levo-alpha-acetylmethadol), does not rein-
force medication compliance and is expected to have a ther-
apeutic effect only when given under. external cond.mons
that support continued use of the med.lcatlon
Individualization of Dosage:

DO NOT ATTEMPT TREATMENT WITH REVIA UNLESS,
IN THE MEDICAL JUDGEMENT OF THE PRESCRIBING
PHYSICIAN, THERE IS NO REASONABLE POSSIBILITY
OF OPIOID USE WITHIN THE PAST 7-10 DAYS. IF
THERE IS ANY QUESTION OF OCCULT OPIOID DE-
PENDENCE, PERFORM A NARCAN CHALLENGE.TEST.
Treatment of Alcoholism:

The placebo-controlled studies that demonstrated the eﬂi—

- cacy of REVIA as an adjunctive treatment of alcoholism used

a dose regimen of REVIA (naltrexone hydrochloride) 50 mg
once daily for up to 12 weeks. Other dose regimens or dura-
tions of therapy were not studied in these trials. -
Physicians are advised that 5-15% of patients taking REVIA
for ‘alcoholism will complain of non-specific side effects,
chiefly gastrointestinal upset. Prescribing physicians have
tried using an initial 25 mg dose, splitting the daily dose,
and adjusting the time of dosing with liniited success. No
dose or pattern of dosing has been shown to be more effec-
tive than any other in reducing these complaints for all pa-
tlents

T of Opioid Depend .
Once the patient has been started on REVIA 50 mg once.a
day will produce adequate clinical blockadg of the actions of
parenterally administered opioids. As with many non-: ago-
nist treatments for addiction, REV1A is of proven value only
when given as part of a comprehenswe plan of management
that includes some measure to ensure the patient takes the
medication.

A flexible approach to a dosing regimen may be employed to
énhance compliance. Thus, patients may receive 50 mg of
REVIA every weekday with a 100 mg dose on Saturday or
patients may receive 100 mg every other day, or 150 mg ev-
ery third day. Several of the clinical studies reported in the
literature have employed the following dosing regimen: 100
mg on Monday, 100 mg on Wednesday, and 150 mg on Fri-
day. This dosing schedule appeared to be acceptable to
many REVIA patients successfully maintaining their opioid-
free state. ¢

Experierice with the supervised administration of a number
of potentially hepatotoxic agents suggests that supervised
administration and single doses of REVia higher than 50 mg
may have an associated increased risk of hepatocellular in-
jury, even though three-times a week dosing has been well
tolerated in the addict populatlon and in initial clinical tri-
als in'alcoholism. Clinics using this approach should bal-
ance the possxble risks against the probable ‘benefits and
may wish to maintain a highér index of suspicion for drug-

) associated Hepatitis and ‘ensure patients are advised of the

need to report non-specific abdominal comiplaints (see In-
formation for Patients).

INDICATIONS AND USAGE: ;'

REVIA is indicated :

In the treatment of alcohol dependence and for the blockade

of the effects of exogenously administered opioids.

REVIA has not been shown to provide any therapeutic benefit

except as part of an appropriate plan of management for the

addictions.

CONTRAINDICATIONS:

REVIA is contramdxcated in:

1), Patients receiving opioid ana]gesms .

2) Patients cun‘ently dependent on opioids.

3) Patients-in acute opioid withdrawal (see WARNINGS)

4) Any “mdlv1dua1 who. has failed the NARCAN challenge
test-or who has.a positive urine screen for opioids:

5) Any individual ‘with ‘a history of sensitivity to rREVIA or
any other components of this product. It is not known if
there is. any cross-sensitivity with naloxone or the phe-
nanthrene containing opioids.

6) Any individual with acute hepatms or hver faJlure

WARNINGS:

Hepatotoxicity:

REVIA-has the capaclty to: cause hepatocellular injury
when given in excessive doses:

REVIA is contraindicated in acute hepatitis or liver fail-
ure, and its use in patients with active liver disease
must be’carefully considered in light of its hepatotoxic
effects.

The margin of separation between the apparently safe
dose of REVIA and- the dose causina hepatic iniurv ap-

Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

D
A

pRODUCT INFORMATION

DUPONT PHARMA/937

pears to be only five-fold or less. REVIA does not appear
to be a hep inat the r ended doses. " * -
patients should be warned of the risk of hepatic injury -
and advised to stop the use of REVIA and seek medical-
attention if they experience symptoms of acute hepa-

titis.

Evidence of the hepatotoxic potential of REVIA is-derived pri-
marily from 2 placebo controlled study in which reViA was

dministered to obese subjects at a dose approximately five-
?old that recommended for the blockade of opiate receptors
(300 mg per day). In that study, 5 of 26 REVIA recipients de-

velope!

times their baseline values) after three to eight weeks of
treatment. Although the patients involved were generally
clinically asymptomatic and the transaminaselevels of all

atients on whom follow-up was ohtajned returned to (or to-
ward) baseline values in a matter of weeks, the lack of any
fransaminase elevations of similar' magnitude in-any of the

94 placebo patients in the same study is persuasive-evi- |

dence that REVIA is'a direct (i.e:; not idiosyncrg_tié) _hépato—
toxin. Y

This conclusion is also supported by evidence from other .
placebo controlled studies in ‘which exposure to REVIA at. |

doses above the amount recommended for the treatment of

alcoholism or opiate blockade (50 mg/day) consistently pro- |
duced more numerous and more significant elevations of |

serum transaminases than did placebo. Transaminase el-

evations in 3 of 9 patients with-Alzheimer’s Disease whore- |

ceived REVIA (at doses up to 300 mg/day) for 5 t6 8 weeks in
an open clinical trial have been reported. ey
Although no-cases of hepatic failure due to REVIA adminis-
tration have ever been reported, physicians are advised'to
consider this as a possible risk of treatment and to use the
same care in prescribing REVIA as they would other drugs
with the potential for causing hepatic injury. ~ -
Unintended Precipitation of Ab ’

To pvevent,occurrenée of an acute abstinence syndrome, or
exacerbation of a pre-existing stibclinical abstinence syn-
drome, patients Tnust be opioid-free for a minimum of 7-10
days before starting-REVIA. Since the absence 'of an opioid
drug in the urine is often not sufficient proof that a patient
is opioid-free, a NARCAN chall hould be employed if
the prescribing physician feels there is'a risk of precipitat-
ing a withdravval 're ' following: administration of Re-
Via. The NARCAN challerige test is ‘described in’ the DOS-

AGE AND ADMINISTRATION section.
Attempt to Overcome Blockade:

While rReV1A is a potent g.ntagoilist with a prolonged phar-
macologic effect (24 to 72 hours), the blockadé produced by |

ReVIA is surmountable. This is useful in patients'who may

require analgesia, but poses a potential risk to individuals |

who attempt, on their own, to overcome the blockade by ‘ad-
ministering large amounts of exogenous opioids Indeed,

any attempt by a patient to overcome-the antagonism by

taling opioids is very dangerous and may lead to a fatal |

overdose. Injury may arise because the plasma concentra-

tion of exogenous- opioids attained immediately following |
their acute administration may be sufficient to overcome the |
competitive receptor blockade. As a consequence, the ‘pa-

tient may be in immediate danger of suffering life eridan-
gering opioid intoxication (e.g., respiratory arrest, circula-
tory collapse). Patients should be told of the serious conse-
quences of trying to overcome the opiate blockade .(See
Information for Patients). - - G

There is also the possibility that a patient who had been

treated with naltrexone will respond to lower doses of opio-

ids than previously used, particularly if taken in such a
manner that high plasma concentrations remain in the body
beyond the time that naltrexoneexerts its therapeutic ef-
.fects..This could result in potentially life-threatening opioid
intoxication (respiratory compromise or arrest, circulatory
collapse, etc.). Patients should be aware that they may be
more sensitive to lower doses of opioids after naltrexone
treatment is discontinued.

Ultra Rapid Opioid Withdrawal:

Safe use of ReVia in ultra rapid opiate detoxification pro-
gTTIa(;]ll\Issl)las not been established (see ADVERSE REAC-

PRECAUTIONS: General

When R_eversal of rREVIA Blockade is Required:.In an emer-
Eency situation in patients receiving fully blocking doses of
“FVM, a suggested plan of management is regional analge-
opioid analgesics or general anesthesia.
Ill.a' Situation requiring opioid analgesia, the amount of
9Pioid required may be greater than usual, and the result-
i;‘ggzaspiratory. depression may be deeper and more pro-
A rapidly acting opioid analgesic which minimizes the du-
Tation o_f Tespiratory depression is preferred. The amount of
analgesic administered should be titrated to the needs of
© Patient. Non-receptor mediated actions may occur and
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d elevations of serum transaminases (i.e., peak ALT |
values ranging from a low of 121 to a’high of 532; or 3 to 19 |

S1a, conscious sedation with a benzodiazepine, use of non-

should be expected (e.g., facial swelling, itching, generalized
erythema, or bronchoconstriction) presumably due to hista-
mhine release. - ;

Trrespective of the drug chosen to reverse REVIA -blockade,
the patient should-be monitored closely by appropriately
trained personnel in a setting equipped and staffed for car-
diopulmonary resuscitation. -
Accidentally Precipitated ‘Withdrawal: Severe opioid with-
drawal syndromies precipitated by the accidental ingestion
of REV1A have been reported in opioid-dependent individuals.
Symptoms of withdrawal have usually appeared within five

“minutes of-ingestion of REVIA-and have lasted for up to 48

hours. Mental status changes including confusion, somno-
lence and' visual hallucinations have ‘occurred. Significant
fluiid ldsses from vomiting and diarrhea have Tequired intra-
venous fluid administration. In all cases' patients were
closely monitored and therapy with non-opioid medications
was tailored to'meet individual requirements. ¢

. Use of REVIA does not eliminate or diminish withdrawl

symptoms. If REVIA-is‘initiated early in the abstinence pro-

“cess, it will not preclude the patient’s experience of the full

range of signs and symptoms that would-be experienced if
REVIA had not been started. Numerous adverse events are
known to be associated with withdrawal, .
Special Risk Patients:  mni ; s

Renal Impairment:  REVIA and its primary metabolite are
excreted primarily in ‘the urine, and caution is recom-

mended in administering the drug to patients with renal |

impairment. 2 et
Hepatic Impairment: Cautions should be exercised when
naltrexone hydrochloride is administered to patients with
liver disease. An increase in naltrexone AUC of approxi-

mately 5- and 10-fold in patients with compensated and dec- |

ompensated liver cirrhosis, respectively, compared with sub-

jects with normal liver function has been reported. These |
data also suggest that alterations in naltrexone bioavail- | . :
|- Pediatric Use: The safe use of REV1A in pediatric patients

ability are related to liver disease severity. -

Suicide:  The risk of suicide is known to be in¢reased in
patients with substance abuse with or without concomitant
depression. This risk is not abated by treatment with REVIA
(see ADVERSE REACTIONS). T
Information for Pati ItisT
scribing physician relate the following information to pa-
tients being treated with REVIA: L i oy o

You have been, prescribed REVIA as part of the comprehen-
sive treatment for your alcoholism or drug dependence. You
should carry identification to alert medical persoriniel to the
fact.that you are taking REVIA (naltrexoné hydrochloride). A
REVIA medication card may be obtained from your physician
‘and can be used for this purpose. Carrying the identification

card shoild help to .ghsure that you can -obtain ‘adequate |

treatment in" an. émeérgency, If you require medical treat-

ment, be sure to tell the treating physician that you are re- |

ceiving REVIA therapy. ¥ L

You should take REVIA as directed by your physician. If you
attempt to self-administer heroin or any other opiate drug,
in small doses while on REVIA, you will not perceive any ef-
fect. Most important, however, if you attempt to self-admin-
ister large doses of heroin or any other opioid while on RE-
V14, you may die or sustain serious injury, including coma.
REVIA is well-tolerated in the recommended doses, but may
cause liver injury when taken in excess or in people who
develop liver disease from other causes. If you develop ab-
dominal pain ‘lasting more than a few days, white bowel
movéments, dark uring, or yellowing of your eyes, you

should stop taking ReViA immediately and see your'doctor as

soon as possible. . - . " . . i
Laboratory Tests:. A high index of suspicion for drug-
related hepatic injury is critical if the occurrence of liver
damage induced by REVIA is to be detected at the earliest
possible time. Evaluations, using appropriate batteries of
tests to detect liver injury are recommended at a frequency
appropriate to the clinical situation and the dose of REVIA.
REVIA does not interfere with thin-layer, gas-liquid, and high
pressure liquid chromatographic methods which may be
used for the separation and detection of morphine, metha-
done or quinine in the tirine. REVIA may or may not interfere
with enzymatic methods for the detection of opioids depend-
ing on the specificity of the test. Please consult the test
manufacturer for specific details.

Drug Intéractions:  Studies to evaluate possible interac-
tions between REViA and drugs other than opiates have not
been performed. Consequently, caution is advised if the con-
comitant administration of REViA and other drugs is re-
quired. )

The safety and efficacy of concomitant use of REVIA and di-
sulfiram is unknown, and the concomitant use of two poten-
tially hepatotoxic medications -is not ordinarily recom-
mended unless the probable benefits outweigh the known
risks.

Lethargy and somnolence have been reported following
doses of REVIA and thioridazine. :
Patients taking REVIA may not benefit from opioid contain-
ing medicines, such as cough and cold preparations, antidi-
arrheal preparations, and opioid analgesics. In an emer-
gency situation when opioid analgesia must be adminis-

nded that the pre-

tered to a patient receiving REVIA, the amount of opioid
required may be greater than usual, and the resulting res-
piratory depression may be deeper and more prolonged (see
PRECAUTIONS). o
Carcil is, M

and Imipairment of Fertility:
Carcinogenicity studies in rats and mice were conducted at
doses as high as 100 times the human dose. There was no
statistically significant increase in the incidence of any tu-
mors and, except for vascular tumors in the rReVia-treated
female rats, the incidence of tumiors observed in the studies
were within ranges seen in historical control groups. REVIA
was negative in bacterial and cultured mammalian cell mu-
tation, in vitro chromosome aberration, and in vivo micro-
nucleus, chromosome aberration, and heritable transloca-
tion assays. It was weakly positive in the Drosophila mela-
nogaster recessive lethal test and gave equivocal fesponses
in E. coli DNArepair and in in vitro mammalian cell' muta-
tion and anaphase chromosome assays. Overall, the study
results indicate that the genotoxic. potential of REVIA is low.
REVIA (100 mg/kg, approximately 100 times the human ther-
apeutic dose) caused an increase in pseudopregnancy and a
decrease in the pregnancy rates of female rats. The rele-
vance to these observations to human fertility is not known.
Pregnancy: Category.C. - - REVIA has been shown to have em-
bryocidal and fetotoxic effects in rats and rabbits when
given in dosages 30 -and-60 times, respectively, the human
dose, - ) i i G

There are no adequate and well-controlled studies in preg-
nant women. REVIA should be used in pregnancy only when
the potential benefit justifies the potential risk to the fetus.
Labor and Delivery:  Whether or not ReV1a affects the du-
ration of laboriand delivery is unknown.

Nursing Mothers: ~ Whether or not ReViA is excreted in hu-
man milk is unknown. Because many drugs are excreted in
human milk, caution should be exercised when reViA is ad-
ministered to a nursing woman. - 5

younger than 18 years old has'not been established.
ADVERSE REACTIONS: p

During two randomized, double-blind placebo-controlled 12
week trials to evaluate the efficacy of REV1A as an adjunctive
treatment of alcohol dependence, most patients tolerated Re-
V1A well. In these studies, a total of 93 patients received Re-
V1A at a dose of 50 mg once daily. Five of these patients dis-
continued REVIA because of nausea. No serious adverse
events were reported during these two trials. . -

While extensive clinical studies evaluating the use of REViA
in detoxified, formerly opioid-dependent individuals failed
to identify any single,. serious untoward risk of REVIA use,
placebo controlled studies employing up to five-fold higher
doses of REVIA (up to 300 mg per day) than that recom-
mended for use in opiate receptor blockade have shown that
REVIA causes hepatocellular injury in a substantial propor-
tion of patients exposed at higher doses (see WARNINGS
and PRECAUTIONS: Laboratory Tests). s
Aside from this finding, and the risk of precipitated opioid
withdrawal;.available evidence does not incriminate REVIa,
used at any dose, as a cause of any other serious adverse
reaction for the patient who is “opioid free.” It is critical to
recognize that REVIA can precipitate or exacerbate absti-
nence signs-and symptoms in any individual who is not com-
pletely free. of exogenous.opioids. : @ d
Patients with addictive disorders, especially opioid addic-
tion, are at risk for multiple numerous adverse events and
abnormal. laboratory findings, including liver function ab-
normalities..Data from both controlled and observational
studies suggest that these abnormalities, other than the
dose-related hepatotoxicity described above, are not related
to the use of REVIA. -, i il N g
Among opioid free individuals, REViA administration at the
recommended dose has not been associated with a predict-
able profile of serious adverse or untoward events. However,
as mentioned above, among individuals using opioids, REVIA
may cause serious withdrawal reactions (see CONTRAIN-
DICATIONS, WARNINGS, DOSAGE AND ADMINIS-
TRATION). : ¥
Reported Adverse Events

REVIA has not been shown to cause significant increases in
complaints in placebo-controlled trials in patients known to
be free of opioids for more than 7-10 days. Studies in alco-
holic populations and in volunteers in clinical pharmacology
studies have suggested that a small fraction of patients may
experience an opioid withdrawal-like symptom complex con-
sisting of tearfulness, mild nausea, abdominal ecramps, rest-
lessness, bone or joint pain, myalgia, and nasal symptoms.
This may represent the unmasking of occult opioid use, or it
may represent symptoms attributable to naltrexone. A num-
ber of alternative dosing patterns have been recommended
to try to reduce the frequency of these complaints (see In-
dividualization of Dosage). y L
Alcoholism: {

In an open label safety study with approximately 570 indi-
viduals with alcoholism receiving REVIa, the following new-

Continued on next page
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PHYSICIANS’ DESK REFERENCEg

ReVia—Cont.

onset adverse reactions occurred in 2% or more of the pa-
tients: nausea (10%), headache (7%), dizziness (4%), ner-
vousness (4%), fatigue (4%), insomnia (3%), vomiting (3%),
anxiety (2%) and somnolence (2%). .

Depression, suicidal ideation, and suicidal attempts have
been reported in all groups When comparing naltrexone,
placebg,_qi' controls undergoing treatment for alcoholism.

.7 RATE RANGES OF NEW ONSET

EVENTS
Naltrexone Placebo
Depression 0-15% 0-17%
Suicide Attempt/ 0-1% 0-3%
Ideation

Although no causal relationship with REVIA is suspected,
physicians should be aware that treatment with ReV1a does
not reduce the risk: of suicide in these patients (see PRE-
CAUTIONS).

Opioid Addiction:

The following adverse reactions have been. 1eported both at
baseline and during the reVIA clinical trials in op101d addlc-
tion at an incidence rate of more than 10%:

Difficulty sleeping, anxiety, nervousness, abdominal pain/
cramps, nausea and/or vomiting, low energy, joint and mus-
cle pain, and headache. {

The incidence was less than'10% for: \
Loss of appetite, diarrhea; constipation, mcreased t}urst in-
creased energy, feeling down, irritability,-dizziness, skin
rash, delayed ejaculation, decreased potency, and chills.:
The following events occurred in less than 1%-of subjects: -
Respiratory: . . nasal congestion, itching, rhinorrhea, sneez-
ing, sore throat, excess mucus:or phlegm, sinus trouble,
heavy breathing, hoarseness, cough, shortness of breath.
Cardiovascular:  nose bleeds, phlebitis, edema, increased
blood pressure, non-specific ECG cha.nges, palpltatmns,
tachycard.xa
\Jﬂ:ll i

ulcer:
Musculoskeletal:
ors, twitching.
Genitourinary:  increased frequency of, or discomfort dur-
ing, urination; increased or decreased sexual interést.
Dermatologic: ~ oily skin, pruntus, acne, athlete’s foot,
cold sores, alopecia.

Psychiatric: ~ depression, paranoia; fatigué, restlessness,
confusion, disorientation, hallucinations, nightmares, ‘bad
dreams.

Special senses: eyes—blu.rred burning; light sensitive,
swollen, aching, strained; ears—<clogged”, aching, tinnitus.
General:  increased ‘appetite, weight loss, weight ‘gain,
yawning, somnolence, fever, dry mouth; head “pounding”,
inguinal pain, swollen glands, “side™ pains, cold feet, “hot
spells.”

Post-Marketing Experience: -
marketing use of REV1A show that most évents usually occur
early in the course of drug therapy and ‘are transient. It is
not always possible to distinguish thesé occurences from
those signs and symptoms that may result from a with-
drawal syndrome. Events that have beén reported include
anorexia, asthenia, chest 'pain, fatigue, headache, hot
flushes, malaise, changes in blood pressure, agitation, diz-
ziness, hyperkinesia, nausea, vomiting, tremor, abdominal
pain, diarrhea, elevations in liver enzymes or bilirubin, he-
patic function abnormalities-or hepatitis; palpitations, my-
algia, anxiety, confusion, émpHoria, hallucinations, insom-
nia, nervousness, somnolence, abnormal thinking, dyspnea,
rash, increased sweating, and vision-abnormalities.
Depression, suicide, attempted suic¢ide and suicidal ideation
have been reported in the post-marketing experience with
REVIA used in the treatment; of opioid dependence. No causal
relationship has been demonstrated. In the literature, en-
dogenous opioids-have been theorized to contribute to a va-

ive gas, hemorrhmds, diarrhea,

painful shoulders, legs or knees; trem-

Data collected' from post- y

tiety of conditions. In some individuals the use of opioid an- |

tagonists has been associated with a changé in baseline lev- |

els of some hypothalamic, -pituitary, adrenal, or: gonadal i
hormonés. The clinical significance of such changes is not |

fully understood.

Adverse events, including withdrawal symptoms and death
have been reported with the use of REV1A (naltrexone hydro-
chloride) in ultra rapid opiate detoxification programs. No
causal relationshipbetween- REVIA and these deaths has
been established (see WARNINGS). - o

Laboratory tests: 'With the exception of liver test abnm‘

malities (see WARNINGS ‘and PRECAUTIONS), results .
of laboratory tests, like adversé reaction reports, have not |

shown consistent patterns of abn01ma]1t1es that can be at-
tributed to treatment with rREVia. b

Idiopathic thrombocytopenic purpura was reported in one
patient who may have been sensitized to REVIAin a previous
course of treatment{with REViA: The condition cleared with-
out sequelae aﬂ:er d_lscontmuatlon of REVIA and corticoster-
oid treatment:

DOCKET

_ ARM

DRUG ABUSE AND DEPENDENCE:

REVIA is a pure opioid antagonist. It does not lead to physical
or psycholog'ical dependence. Tolerance to the opioid antag-
onist effect is not known to oceur.

OVERDOSAGE: .

There is limited clinical experience with REV1A overdosage in
humans. In one study, subjects who received. 800 mg daily
REVIA for up to one week showed no evidence of toxicity. .
In the mouse; rat and guinea pig, the oral LD50s were

1,100-1,550 mg/kg, 1,450 mg/kg; and 1,490 mg/kg; respec- |
tively. ngh doses of‘REVI.A (generally = 1,000 mg/kg) pro- °

duced salivation, depression/reduced activity, tremors, and
convulsions. Mortalities-in animals due to high-dose REVIA
administration usually were due to clonic-tonic convulsions
and/or respiratory failure.

Treatment Of Overdosage:  In view of the lack of actual
experience in the treatment of REVIA overdose, patients
should be treated symptomatically in a closely :supervised
environment. Physicians should contact a poison control
center for the most up-to-date information.

DOSAGE AND ADMINISTRATION:-

' [F'THERE IS ANY QUESTION OF OCCULT OPIOID DE-

PENDENCE, PERFORM A NARCAN CHALLENGE TEST
AND DO NOT INITIATE reVia THERAPY UNTIL THE
NARCAN CHALLENGE IS NEGATIVE.

Treatment of Alcoholism:

A dose of 50 mg once daily is recommended for most patients

(see Individualization of Dosage). The placebo-controlled

studies that demonstrated the efficacy of REV1A as an adjunc-

tive treatment of alcoholism used a dose regimen of REVIA 50

mg once daily for up to 12 weeks. Other dose regimens or

durations of therapy were not evaluated in these trials.

A patient is a candidate for treatment with REVIA if:

e The patient is willing to take a medicine to help with al-
cohol dependence .

o The patient is opioid free for 7-10 days ,

o The patient does not have severe or active liver or kidney
problems
(Typical guidelines suggest liver function tests no greater
than 3 times the upper limits of normal, and bilirubin nor-
mal.)

o The patient is not allerglc to REVIA ,.and no other contra-
indications are present

Refer to CONTRAINDICATIONS, WARNINGS, and -

PRECAUTIONS Sections for addltmna.l information.
REVIA should be considered as only one of many factors de-
termining the success of treatment of alcoholism. Factors
associated with a good outcome in the clinical trials with
REVIA were the type, intensity, and duration of treatment;
appropriate management of comorbid conditions; use of
community-based support ‘groups; and _good medlcatlon
compliance, To achiéve the best possible treatment outcome,
appropriate compliance-enhancing techniques, should be
implemented for all components of the treatment program,
especially medication compliance.

Treatment of Opioid Dependénce:

lnmate treatment wlth REVIA uslng the followmg guide-

lines:

1. Treatment shou]d not be attempted unless the patient |

has remained opioid-free for at least 7-10 days. Self-
reporting of abstinence from opioids in opioid addicts
should be verified by analysis of the patient’s urine for
absence of opioids. The patient should not be manifesting
withdrawal signs or reporting withdrawal symptoms.
2. If there is any question of occult opioid dépendence; per-
form a NARCAN challenge test. If signs of opioid: with-

drawal are still observed following NARCAN cha]lenge, ;

treatment with ReVia should not be attempted The NAR-
CAN challenge can be repeated in 24 hours
3. ’I‘reatment should bé initiated " carefully, with an 1mt1a1
dose:of 25 ‘g of REVIA. If nio thhdrawal signs ¢ c'_ur, ‘the
patient may be started on 50 mg a day thereafter:
NARCAN Challenge Test: The NARCAN challenge test
should not be performed.in a patient 'showmg chmcal signs
or symptoms of opioid withdrawal, or in a patiént whose
urine contains opioids. The NARCAN challenge test may be

admuustered by e1ther the mt1ave110us or subcutaneous

routes.’
Intravenous:
Inject 0.2 mg NARCAN.

Observe for 30 seconds for 51gns or sy'mptoms of w1th-

drawal. 2

If no evidence of withdrawal, inject 0.6 mg of NARCAN. °
Observe for an additional 20 minutes. - . - _
Subcutaneous: .. i

Administer 0.8 mg NARCAN ]

Observe for: 20 mmutes for 51gns or symptoms of wlth-
drawal.

Note: Individual patients, especially-those with Oplold de-
pendence, may respond to lower, doses of NARCAN. In-some

cases; 0.1 mg IV NARCAN has-produced a diagnostic re-

sponse. -
Interpretatlon “of the! Challenge Momtor v1ta1 51g'ns and ob

serve the patient for sicns and symptoms. of opioid with- .

drawal. These may include, but are not limited to: Dausey,
vomiting, dysphona yawning, sweating, tearing, I}unm-hea
stuffy nose, craving.for opioids, poor appetite, abdomma]
cramps, sense of-fear, skin erythema, disrupted sleep pat-
terns, fidgeting, uneasiness, poor ability to focus, enty)
lapses, muscle aches or cramps, pupillary dilation, plloemc
tion, fever, changes in blood pressure, pulse or temperatm.e
a.nmety, depression, irritability, back ache, bone or Jﬂmt
pa.ms, tremors, sensations of skin crawling or fascmulatmns
If signs.or symptoms of withdrawal appear, the test is Pos-
itive and no additional NARCAN should be admlmstered
Warning: If the test is positive, do NOT initiate REVia Ther.
apy. Repeat the challenge in 24 hours. If the test is negative,
REVIA therapy may be started if no other contraindictigpg
are present. If there is any doubt about the result of the
test, hold REVIA and repeat the challenge in 24 hours,
Alternatlve Dosing Schedules:

Once the patient has been started on REVi4, 50 mg every 24
hours will produce adequate clinical blockade of the actiong
of parenterally administered opioids (i.e., this dose wi]]
block the effects of a 25 mg intravenous herom challenge), A
flexible approach to a dosing regimen may need to be ep.
ployed in cases of supervised administration. Thus, patients
may receive 50 mg of REVIA every weekday with a 100 mg
dose on Saturday, 100 mg every other day, or 150 mg every
third day. The degree of blockade produced by REViA may be
reduced by these extended dosing intervals.

There may be a higher. risk of hepatocellular injury with
smgle doses. above 50 mg, and use of higher doses and ex-
tended dosing intervals should balance-the possible risks
against the probable benefits (see WARNINGS and Indi-
vidualization of Dosage)

Patient Compliance:. ‘REVIA should ‘be considered. as only
one of many. factors determmmg ‘the success of ‘treatment.
To achieve the best possible treatment outcome, appropriate
compliance- enhancing techniques should be implemented
for all components of the treatment prog‘ram, ‘including
medication comphance

HOW SUPPLIED
REVIA (naltrexone hydmchlonde) tablets are avallable in
pale yellow 50 mg- capsule-shaped ﬁlm-eoated tablets,
scored and imprinted with “DuPont” on one side and “11” on
the other, as follows: : werd iz
Bottles of-30 Tablets ~/NDC_.0056-0011-3G
Bottles of 100 Tablets . .« -+~ -NDG:0056-0011-70
Store at,controlled Toom temperature (59"—86"F 15°-30°C).
Dispense in a tlght container as defined the USP.
Rx only- i
DuPont Pharma
Wilmington, Delaware 19880 ;
NARCAN® isa Regxstered U.S. ’I‘rademark of DuPont Phar-
maceu icals Co.
mVIA® is a Registered U.S. Trademark of DuPont Pharma-
ceutlcals Co.
Copynght@ DuPont Pha.rma 1998.
6430-2/Rev. July, 1998

Shown in Product Identification Guide, page 309

SINEMIET® . L B
(CARBIDOPA LEVODOPA)
TABLETS

DESCR]PTION e :

SINEMET* (Carbldopa Levodopa) is a combination of car-
bidopa and levodopa for the treatment of Parkinson's dis-
ease and syfidrome.

Carbldopa, an inhibitor of aromatic-amino acid decarbosy-
lation, is a white, crystalline compound,. shghtly soluble in
water, with 4’ molecular weight?of 244.3. Tt is designated
chemically “as (—)-L-achydrazino-a-methyl-g-(3,4-dihy
dmxybenzene) propanoic’ acid monohydrate.- Its empll'lc

_»formu]a is C10H14N204 HZO and ‘its structural formula is!

Tablet content is expressed in terms of' anhydrous carbldﬂl”
which has a molecular: welght of226.3. i
Levodopa, an aromatic amino acid, is a w}ute, crystallln"
compound, slightly: soluble: in: water, with a‘‘molec
weight of 197.2. It is designated chemlcally as ()10
amino-B+(3,4:dihydroxybenzene) propanoic acid. Its enpizh
cal formula is CgH;;NO,, and its structural: formula ist
[See chemical structure at top of next column]
SINEMET is supplied as tablets in three strengths:
SINEMET 25-100, contalmng 25 mg of carbldopa and
mg of'levodopa.. _: - 0
SINEMET '10-100, contalmng 10 mg of ca.rbldopa and 10
me of levodona.: .
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