HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do net incude all the information needed to use
METHADOSE™ Dispersible Tablats and Methadone Hydrochioride Tablets
for Oral Suspension USP safely and effectively. Ses full p?\eszr!bmg
information for METHADOSE Dispersible Tablets and Mett

DOSAGE FORME AND STRENGTHS
Teblets intznded for dispersion in a liquid immediately prior to oral
administration: 40 mg. {3)

CONTRAINDICATIONS

Hydrochloride Tablets for Oral Suspension USP,

METHADOSE™ Dispersible Tablets, 40 mg

{Methadens Hydrochioride Tablets for Oral Suspension USP)

and Methadone Hydrochloride Yablets USP, 48 mg

{Dispersible, Orange Flavored] (Methadone Hydrochioride Tablets for
Oral Suspension USP}, Ci

initial 4.5, Approval 1973

WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION, LIFE-
THREATENING QT PROLONGATION, ACCIDENTAL EXPOSURE, ABUSE
POTENTIAL and TREATMENT FOR OPICID ADDICTION

See full prescribing infermation for complete boxed warning

® Fatal respirstory depression may occur, with highest risk at
initiation and with dose incresses. Instruct patients en proper
administeation of methadone hydrochioride tablets for oral
suspension to reduxe the risk, (5.1]

» 07 interval prolongation and serous arrhythmia {torsades de
pointes) have occurred with treatment with methadone. (5.2}

e Accidental ingestion of mathadone hydrochioride tablets for oral
suspension can result in fatal overdose of methadons, espedially in
children, (5.3]

¢ Methadone hydrochleride tablets for oral suspension contain
methadone, 2 Schedule I controlled substance and can be abused
and criminally diverted. (3.4, 9)

¢ Methadone products, when used for the treatment of opisid
addiction in detoxification or maintenance programs, shall
be dispensed only by certified sopioid treatment programs as
stipulated in 42 CFR 8.12. (1)

INBICATIONS AND USAGE
ets for oral suspension are opi
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it of opioid addiction theroin or r?l.er morphine-like
nwith appropriate social and medical services, {1)
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WARNINGS AND PRECAUTIONS

tated patients, and patients with chronic
Manitor closely because of increased risk of respiratory

pulmoenary rﬁ<ea>u

dﬂr)ressmn. (5.5, 5.6}

LI NS deprass Consider dose reduction of one or both
riruqs L:H‘ause Jf additive effects. (5.7, 7.2}

® potewsxve ef'ec'r Monitor during dose initiztion and ‘fx'rrarlow {

® ry and increased intracrani

<‘ec‘a on and rP<piratory depression. Avoid use of methade
N‘th mpaired consclousness or coma susceptible o intracranial effects of
tention. (5.9,

ADVERSE REACTIONS
Most common adverse reactions are: lightheadedness,
rauses, vomiting, and sweating. (6}

To report SUSPECTED ADVERSE REACTIONS, contact Mallinckrodt Ing. at
1-888-744-1414 or FDA at 1-800-FDA-1088 or www. fda. gov/medwaich

- DRUG INTERACTIONS
d risk of more rapid metabolism and dec reased

ors: Incn dsed risk of reduced metabolism and methadone

isarance and decreased
creased plasma levels

Aay result in increased
plasma levels of methadone or in certain cases,
anl risk of toxicity, (7.1}

ty Arrl‘ythmogenu Age: T on is necessary when
any drug known to qave the pntenta! 0 profong the QT interval is
prescribed in conj

for oral
512,7.4)

LSE N SPECIFIC POPULATIONS ooemmmvssnsmsiicansies

e Pregnancy: Based on animal data, may cause fetai harm, (8.1)

tablets for oral suspension. (23}

See 17 for PATIENT COUNSELING INFORMATION,
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FULL PRESCRIBING INFORMATION

WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION,
LIFE-THREATENING QT PROLONGATION, ACCIDENTAL EXPOSURE,
ABUSE POTENTIAL and TREATMENT FOR OPICID ADDICTION

Life-Threatening Respiratory Depression
Resplratary depresswn, mciudmg fatal cases, have been reported during
ion and ¢ af p m methadons, amﬂ even when the
drug has been used as rec ded and not mi d or abused fsee
Warnings and Precautions (5.7)]. Proper dosing and fitrstion are essential
and methadone hydrachlande tabiets for oral suspension should only be
prescribed by health iswhao are b ledgeablein the use
of hadene for ation and mai of opioid
addiction, Muonitor for respi y depression, espadaily during initiath
of methadone hydrochioride tablets far oral suspension or following
a dose increase, The peak respi effact of had
occurs later, and persists |anger than ?he peak pharmaceologic effect,
espacially during the initial dosing paried,

d
§ a

Life-Thraatening QY Prolongation

OF interval prolongation and serious arrhythmia (torsades de pointes)
have occurred during treatment with methadone [see Warnings
and Precautions {5.2)]. Most cases involve patients being treated for
pain with lsrge, multiple daily doses of methadene, althsugh cases
have been reported in patients recelving doses commonly used for
maintenance treatment of opioid addiction, Closely monitor patients for
changes in cardiac rhythm during initiation and titration of methadene
hydraﬁhlmidetabie‘rsforaral suspensien,

Accidental ingestion of methadone hydrochioride tabiets for aral
suspensmn, especially in children, zan result in fatal overdose of
fsee Warnings and Pr ions (3.3

Abuse Potantial
Methadone hydrochloride tablets for oral suspension contain methadone,
an opioid sgonist and Schedule It controlled substance with an abuse
Hiability sirsilar 1o other opioid agonists, legal or illickt free Warnings and
Precautions (5.4}, Routinely monitor all patients recsiving methadons
hydrochloride tablets for oral suspension for signs of misuse, abuse, and
sddiction during treatment faee Drug Abuse and Dependence (3).

Conditions For Distribution And Use Of Methadone Products For The
‘Teeatment of Opicid Addiction

e of opisid dependence, methadone
should be administered in accordance with the treatment standards cited

in 42 CFR Section 8, including K ions an pervisad
fsee Indications and Usage (1)].

ration

T INDICATIONS AND USAGE

Metnadene hydrochloride tablets for o
opieid agonist indicated for the:

i suspensicn contain methado:

one, an

&« Detoxification treatment of opioid addiction {rercin or other morphineike

®  Maintenance treatment of opioid addiction {heroin or other
drugsh, in conjunction with approsriate soc

morphine-like
nd medical services,

Conditions For Distribution And Use Of Methadone Products For The
Trextment OF Opioid Addiction

Code of Federal Regulations, Title 42, Sec 8

t of oploid addiction in
spensed only by oploid
or institutions by formal
y the Sulistance Abuse n-‘*

fath.
deto;
treatment. mogram \am\ agencw practitioner.
agreement with the program sponsor) certified by
Mental Heaitn Services Administration and dpprr:xed v the designated st
authority, Certified treatment programs shall dispense and use W\efuawrp in
oral form only and according 10 the tre nt requirements stipulated in the
Federal Opioid Treatment Standards @2 CFR 8.]2}. See below for i mr::‘rtant
requiatory exceptions to the general requirement for certification to provide
ooinid agonist treatment.

%

23

Failure to abide by the requirements in
nrosecution, seizure of the drug supply,
injunction preciuding operation of the g

these regulations may result in ciminal
revocation of the program approval, and
grogram.

fegulatory Exceptions T Genaral Requirement For Certification To Provide
Opioid Acomct Treatment: During inpatient care, wher the patient wi
i y condition other than c-.-r-.urwent opioid addiction {pursuant to

07 ( 1), to facilitate the treatment of the primary admittin nosis.
During an smercency period of no longer than 3 day< while definitive care for
the addiction i bri*\g sought in an af riately licen ity {pursuant to

{F "131‘6C7( 3

2 DOSAGEAND ADMINISTRATION

Consider the foliowing important factors that differentiate methacone from other cpicids:

s The {Jr'aK respiratory depressant effect of methadone occurs later and
P& ‘\onqevﬂ*au its peak pharmacologic effect.

® A high degree of opiold tolerance does rot zliminate the possibiiity of

ne overdose, iatregenic or otherwise. Daaths have heen reported

du'mg conversion to methadone from chronic, high-dose treatment with

oth nid agonists and during initiation of methadone treatment
of addiction in subjects previously abusing high doses of other op
agonists.

@ There is high interpatient '“‘ab‘%t\/ in abs o me*abmsm and mlative
analgesic potency. Papulation-based conversion ratios hetween methaden

srate when applied to individuals,

peated dosing, methadone is red in ¢
released, proionging the duration of potential toxicity.

and other opioid Js a1 nota cul

» With

®  Steady-stete plasma concentrations are not attained untli 3 1o 5 days
ation of dosing.

»  Hethadone has anarrow therapeutic indey, especially when combined with
other drugs.
2.1 induction/initial Dosing for Detoxification and Maintenance Trestment
of Opinid Addiction
For detoxification and maintenance of opioid dependen
shouid be administered In accordance with J\e treatment staﬂd': wls cited in
42 £FR Saction 812, indluding i 7 on unsupervised administration.

Methadone hydrechioride tablats for oral suspension are intended fr"rmsprmmn
in a liguid immediately orior to oral administration of the presced foed d
Tne tablets should not be chewed or swallowed before dispersing in
Methadone hydrochloride tablets for oral susy n @ cross-scored, al \owmj
for flexivle dosage adjustment, Fach cross scored tablet may oe oroken or
cut in haif to yield two 20 mg doses, or in guarters to yiel 10 my
doses, Prior to administration, the desired dose of n"eﬂ"awmf: nydrochioride
tablats for oral suspension should be dispersed in approximately mi
{4 ounces) of watey, crange Juice, bewﬂag prior o taking,
Msmaaoue hydrochloride is »sw soluble in water, but there are some insoluble
ma{ww\ not entirely dissolve. If residl nthe cup after initial
nall zrmw‘t of lig d and the resulting
mixture adrinistered to the patient.

. or other acidic fruit

remai
be @

re afe no
cation, andthe patient shows symptoms of withd rawa‘
myg of methadone will often gl

| symptoms. Tha initial dose should 1

Administer the intial methadone dose under supervision, when the
cus of seoatmn or intox

Te make same-day dosing adjustments, have the patiert wait 2 tc 4 hours for
further evaluation, when peak levels have been reached, Provide an additional
510 10 my of methadone if withdrawal symptoms have not been suppressed or
if symptoms reappear.

t 5‘/‘.‘..‘15‘

e total daily dose of methadone on the first day of treatm
ordinarily exceed 40 my. Adjust the dose over the first week
on control of withdrawal s'n"pfo% at the time of expected
o 4 hours after dosingl. When ad] justing the dos o in mind ¢
will accurmulate over the first several days of dusing; deat
early treatment due to the curnulative effects. Because msmacore’*V"{mmmw
tablets for oral suspension can be admini only in 16 _myg increments,
methadone hydroch aplets for oral suspension may not be the appropriate
mod ict for initial dosing In many patients, Instruct patients that the dose will

holdl"for 2 long iod of time as tissuz stores of 1 = accumuliate.

expected 1o be low at
5 for more than § cays

Use lower in dnse ¢ patients whose tolerance
treatment entry. Any patient who has not taker opioids
may no ionger be tolerant, Do not dete initial closes based on previous

ars spent per day on illicit drug use. Al
and tre general condition and medical stat
e initial dose.

IS of stabiliza
w:fuavav“\ ma:te H"P oat Pﬂt wa *ota‘ Ja\
g leval.
W\mmo'n"etuadfm sufficient to
\ta‘zed pat\ may tolerate

slower st.hedwe. Becme methadone hydroch iorce “ab etx for oral suspen

can De administered only in 16 mg_incrern done hydrochioride

tablets for oral suspension may not be the ay lurt for gradual dose
i 1 in many patients,

and Mai T

of Gpisid Depend

Titrate patients In mainterance freatment io & dose that prevents opioid
vithdraw ing,
or attenu ensy rqt%atﬂ*e

There is considerable variability in the apgropriate rate of methadone taper in
patients choosing medically super\“spu{ withdrawal from methadone treatment,
Dose reductions should generally be less than 10% of the established tolerance
o7 maintenance doss, and 10 to 14-cay intervals should elapse batween dose
'ﬂd”cﬂons Ber‘amp met%adone b 'd"'M'o ide tablets

le:

| ‘Uo*\ i NEY. ;Jat E*\ts .b:::msr- pat rnts th%e high risk

g use assoclated with discontinu of methadon

2.4 Risk of Relaps= in Patients on Methadone Msintenance Treatment of
Opioid Addiction

Abrupt opicid discontinuation can lead to development of opiold withdrawa

symptoms eeﬂmgAbuze Dependence 9.3)1. On:o:d withdrawal sympto

e been associated with an increased risk of relapse to iliicit drug us

susceptible patients.

2.5 Considerati for
Maintenances Treatment

g of Acute Pain During Methadons

Patients in methedone maintenance treatment for opioid dependence who
: /e pain of acute pain cannot
anaigesia f ‘" oM ﬂ*e existing dose of methadone. S
nts should be administered ma\jw n doses tﬂat
otherwise be indicated for no nits with similar
painful conditions. When opioids are requ or management of acute pain in
methadone maintenance patients, semewhat higher and/or more freguent doses
In\ often be raguived than would be the case for non-tolerant patients dus to the
oid *o erance induced by meth

|

2.6 Dosage Adjustment During Pregnancy

Mathadone dearance may be increased dmmg wregnancy. During gregnancy,
dOm_ iy need to be increased or the dosing interval
ased. Methadone should be used in pregnancy only if the aotential benefit
s the gotential risk to the fetus fsee Use in Spedific Populations (8.1)).

3  DOSAGEFORMS AND STRENGTHS

Each ME H DOSE™ Dispersible Taklet for oral administration foliowing dispersion
in & liquid containg: 40 mg of mat hydrochioride and s a white round
dispersible tablet,

Each Methadone Hydrechioride Tablets U
a"{mm stration fol \owmj dispersion in a liguid conta
nydrochioride and is an orange (ectangu\ardispers:b

dispersibie, orange flavored) for oral
s 40 mg of methadone
tablet.

11 are €ross-scored
y e oroken orcutin ha
0 mg doses.

two 20 g deses, orinquarterstoyleld f.our
4 CONTRAINDICATIONS

fhethadone hydrochloride tablet ed in

natients with:

for oral suspe

e

®  Significant respiratory depression

®  Acute or severs bronchial
alsence of resuscitative ax

asthma in an unmonito
iment

red setting or in the

®  Known of suspected paralytic lleus
¢ Hypersensitivity {e.g. anaphylaxis)
in methadone hydrochloride & ab\etf for oral su
Reactions {6)]

any other ingredient
nension fsee Adverse

5 WARNINGS AND PRECAUTIONS

M-ethadcne hydeachioride tabiats for oral suspamsion ave for oral
only, The p must not be injected. Methadone
shisuld be kept out of reach cf:hilsﬁren to pravent accidentslingestion,

5.4 LifeTt i iratory Dep

Tiesm'a*o"'ﬁewess‘w isthe primaryrisk of methadone oiratory depression,
\mmr-“‘ate f recogn Hzed and t/r‘-ated may “adto fe;::‘ ato’\/af{es‘: and death.

rvation, supportive measures, and use of opicid antagonists,
*\ding onthe gatient’s clinical status /see Overdosage {10},

VWhile serious, life-threatel v fatal re
time during the use of
therapy of following a do: ase. The peak raspiratory depressant effect
of methadonaocours later,ami persists longar than the peak pharmamlagm
effect -especmﬂy during the initial dosing peried. Closely monitor oa
with respiratory depression whan initiating therapy with
fo:\owiﬂg dose increases,

instruct patients against use nv individuals other than the patient for whom
methadone was firasc| methadone out of the reach of children,
as such inappropriate use may resu\t in fatai respiratory deprassion.

To reduce the risk of re
methadone are essential
methado o another opioid product
in fatal overdese with the first do ry depressicn has aiso be:

with use of methadone when used as recommended and not misused o

2ssion, prcpev desing a

d Administration (2.1}]. 7. Overesti rmating

pirs

To further reduce the 1] 3

& Patients tolerant to other opioids may be incample’:e?y tolerant te
methadene, Incomplete cross-folerance is of partic i for patients
tolzrant o other mu-opioid agonists to traatment
with methadone, thus making determination of dosing during opioid treatment
conversion cornpiex. Deaths have been reported during conversion from
chranic, high-dose trestment with other spioid agonists,

the foliowing:

¢ Proper dosing and titration are essential and me shi
prescribed only by healthcare professionals who are knowledgeable
pharmacokinetics and pharmacodynamics of mathadone.

°  Methadone iscontraindi
patients w
depression fsee

tswith resairatory depression and in
ith conditions that increase the risk of life-threatening respiratory
Contraindications (4)].

5.2 Life-Threatening OF Prolongation

Cases of QT interval proicngation and serious arhythmia {t
Have neen chserved .du'mg treatment w ith methadone.
nore comn‘-on\v a'socwaxsc mtu,

cases appear to
f dose treatment
r—‘atec for pain with large,
ole aa\‘y Jqses of metl though cases have been reported in
natients receiving dos: \onﬂrmr\v used for maintenance treatment of opivid
addiction. In most patients on the lowar doses typicaily used for maintenance,
concomitant medications and/or ciinicai conditions such: as hypckalemia we
noted a5 contributing factors, However, the evidence strongly suggests that
"'\etuacor‘e 00! conduction effects in

effects of methadone on the QT interval have been confirmed
in in vivo laboratory studies, and methadone has seen shown to inhibit cardiac
potassium channels in in vitro studiss,

oy

v patients with risk fact
cardiac Hype'tvca Y, CERCom
a history of cardiac conduction
ting cardiac conduction. QT prolengation has aiso been verm(e
no prior cardiac historywhao hava recelvad oses of methadon

le on methadone hydrochioride
nt for the presence of mod fiable ris
ns w:tn card

Omy\mva?emec.wwtﬂ methadone hydrochioride takiets for oral suspension in
patients for whom the anticipated b:r:ﬂt Dut gighs the risk of QT ::'o longation
and development of dysthythmias that nave been reported with high “doses
of methadone. The use of methadone in patients already imown to have &
orolonged GF interval has not been systematically studied.

5.3 Accidental Exposure
Accidental ingestion
ially ir chiidren, can n

hioride tablets for oral suspel

s se of methadone. Meth
nydrochioride tabiets for oral suspension should be kept out of reach of children
to prevent accidental ingastion.

5.4 Abuse Potentiaf
Metnadene hydrochioride tablets for oral suspension contain methadone, an
opioid agonist and 3 5chedule I controlied substance. Methadone can be abused
in a manner similar to other oploid agonists, lzgal or illicit. Gpiold agonists are

sers and people with addicti and are subj

ate controllad substanc
abuse or diversion of this prod

5.5 Eiderly, Ca(hectic, and ﬁebilitated Fakien’:s

;Jate*\ts as trr-y rr‘ay %ave
muscie wasting, of d\tr—"r—‘u{
Therefore, r sose iy cartm\zﬂy‘vhen m:t atmq and titrating
methadone )"wa)f%hn"{e 1ablets for oral suspension and when methadene

nydrochioride tablats nsion are given concomitantly with other
drugs that depress respiration fsee Wamnings and Frecautions (5.T)].

% ¢

5.6 Usein Patientswith Chronic Pulmonary Disease
Monitor patients with significant chranic abstructive pulmanary disease or cor
ﬁulmona\a, and patients having 2 substantially decreased respiratory reserve,
nypoxia, | /p:rrapmz or por ng respiratory depression, particularly when
initiating therapy and titrating with methadone hydrc oride tablets for oral
suspension, as in these p even usial th
decrease respiratory drive to the point of apnea [see Warnin

anid Precautions (5.1}

5.7 Interactions with CHS Deprassants and Hiick Drugs

Hypetension, profound sedaticn, coma, or respiratory U‘emess‘ may sp\t if
methadone is us.f:d concomitantly with other (NS d
it neuroleptics, other oploids}.
\Jmcd b%r—‘ tab\'

pauem; resn-rse mc\udmg t%e
depression, Additicnally, consider

that cauise CNS depression, if rreﬂ"awmﬂ?heraoy is to be initiated in a
taking 2 (NS depressant, start with one dose t
maniter patients for signs of s%atm’v and respiratery depression a
using a iower dose of the con weormnitant CNS depressant [see Drug 'reemmons {

Deaths associated with illicit use of methadore have frequ
concomitant benzodiazepine abuse,

vently involved

5.8 Hypotensive Effect

:\/f?h::rme may cause severe hypotension

SYnCop ma"'\a‘“ator) nts. There is
waintain normal blood pressure is cor om‘sec‘ "Jya
volume or concurrent admmismt n of certain (N5 depressant drum {e.q.
phenothiazines or general anesthetics) [see Drug interactions (7.2} Moritor
these patients for signs of hypotension after ting or titrating the dose of
methadone hydrochioride tablets for oral suspension

>

5.9 Usein Patients with Head Injury or Incraased intracranial Prassure
Monitor patients 1 »'\inj fnf:?h:.o‘me )ﬂvo"orh ouds L.k"\e 3 fm ofa
who may be susre
ﬂwdeurﬂ of ne asr—w{ intracranial oressure of bram tumers) fm 1
1l vly when inftiating therapy with rn.f:ﬂ"aame.
y drive, and t%e resultant (0, retention can
fmme increase i r‘trar'ama pressure. Gpicids may alse ohscure the clinical course
in a patient with a head inj

the use of methadone in patients with impaired consciousnass or coma.

5.10 Use in Patients with Gastrointestinal Conditions

Methadene hydrochioride tablets for oral suspension are contraindicated in
patients with paralytic et the use of methadone hydrochioride tablets
for oral suspension in patients with other gastrointestinal costru
hincter of Oddi.
pancreatitis, for worsening sympto
1L amylase,

thadone may cais
ary tract disease, including ac
Oploids may cause increases in th

5,81 Use in Patients with Convulsive or Seizure Disorders

«cx-'r»~ may aggravate convulsions in patients with convuisive disorders, antd
in same dlinical settings. Monitor patients with

a history of seizure disorders for worsened seizure control during methadone

hym‘-:n:h‘o‘ ide tablats for oral suspension theragy.

5.12 Aveidance of Withdrawal

Avoid the use of partial agonists or mixed agonist/a

buprenorphing, pentazacine, naibuphine, and butorpha

recelved or ar rerewmc a course of tharapy with 5 full
¢ .tnﬂs pat ems,pa \=\=qon‘sﬁsovrr

When discontirwing methadone hycroc fets for wral suspensio
gradually taper the dose [see 7. Do not abrupt
discontinue methadone hydro *\ioucetab::tsfo(ora‘su;peus of.

5. 13 Driving and Operating Machinery
may myu:r .hﬂ mental or physical apiiities neach
such as driving & car or op
ts ot 1o dnve of operate dangerous machin
15 of methadone hydrochin

-
N
=)
B

and know how they will react to the medication

§  ADVERSE REACTIONS

owing adverse reactions
=, Because these reac ¢ vr:\w‘ m\y fro'*a a pcpw il
n size, it is not always possible fo reliably estimate thelr frequency or
lish a causal relationship to drug exposure.

¢ conditions are discussed

slon fsee Wam/ngz and Precautions (5.1)]
g5 and Precautions
[see Warnings and Precautions (5.63

s Bespiratory Depn
e QT Prolongation [see Warn,

®  Chronic Pulmonary D:seas
ractions with (NS Depressants [see Warnings and Precautions {5.7)

& ine

e Hygotensive Effect [see Warnings and Precautions (5.8

s Head injuries and Increased Intracranial Pressure [see Wam
Precautions (5.9}

e Gastrointestinal Effects fsee Warnings an

e Warnings and Precautions

e Seizures [5e
had and, to & lesser
yarres? shock, cardiac arrest, and

The major hazards of ars
degreae, sy § ot
death have cccurred

he most frequently observed adverse reactions include lightheadedness,
3 1, natsea, vomiting, and ng. These effects seem to be
more prominent in ambu datory patients and in those who are not suffering severe
pain, in such individuals, lower doses are advisable,

Other adverse reactions include the following:

Body as a Whole: asthenia fweakness), edema, headache

Cardiovascu %y‘hmas b‘cemlral rhythms, oradycardia, cafcwomvoraﬂﬂ
ECG abnermali art failure, iy ypoten 7, palpitations,
phlebitis, OF m?f:(va‘ pm:onoatmn, fymope, T-wave Inversion, tachycardia,
torsade de oointes, ventricular fibrillation, ventricular tachycardia

Centraf Nervous System: agitation, confusion, disoriertation, dysphoria, eu
insomnia, hallucinations, seizures, visual disturbances
Endocring hypogonadism

Gastrointestingl: abdominal pain, arorexia, bi
mouth, glossitls

ifiary tract spasm, constipation, dry

ernalofol
with chreni

versible thrombocytopenia has been described in opi
hepatitis

Metabolic: nypokalemia, hypomagnesemia, welght gain
Musculosieletal: decreased muscle mass and strength, osteoporosis and frastures
urinary retention

Renat: antidiuretic affect of hesitancy

Reproductive: amenorrhea, reduced libide and/or potency, reduced ejacuiate
reduced seminal vesicle and prostate secretions, decreased sperm
j, slinormalities in sparm morghology

Respiratory: pulmonary edema, respiratory degrassion

Q

Skin ar d‘,ubr“mnmL Tissue: prur ther skin rashas,

nemormdg C

and rarely,

methadone hydrochi foride tablets for or
recognize such a reaction and whar to sze

=

Hypersensitivity: Anaphylaxis nas been repo r?
k

ical axt:ﬂt‘Dﬂ.

7 of methadone,
and sweating

d reproductive

Maintenance oni a Stabilized Dose: During

asin a metnadene mainterance treatment program, constipati

often persist and m,'nowma‘.\m decreased serum tesiosterone s
ffacts are thought to be relatad to chronic opioid use.

vionged administrati

Oraf Suspension_for the Detoxiff
den

i ne maintenance treatment, patients
are bemj "muavav'ﬂ f'om opioids and W\ay have opioid withdrawal
symyptoms. Monitor patients for signs and : \acm‘rxaton
rhinerrhea, sneezing, yaw
aiternating with flushing, >est
dilated pupils, tremors, tach
twitching and kicking mov
spasms, and weight ioss and consider dose adjustment as

7 DRUG INTERACTIONS

7.8 Cytechrome PA3Q Interactions

undergoes h on by cy achrome P45C {CYF)
cipal Y"QM 1%, and 10 a lesser extent by CYP2(9
¥P206 [see Clinical Pharmacciogy (123},

4.
indicated.

.
C
Corcurrent use of methadons and d ugs that induce cytochrome P4S0 enzymes
{such waicin, phenytol henobarbita\, carbamazeping, and St. John'sWort)
may esult in reduced acyo metnadone and could precipitate a withdrawal
syndrome. Closely monitor patierts receiving methadone hydrochioride tablets
an enzyme inducer closely for signs of withdrawal and
dose acto'dmciy

inhipit CYP3A4 {such as ketoconazol
arithromycin,  erythremycin,  telithromycing
uch as sertral ire ancx f:uvo,\avnme, m se

o may caise fat
’Momtm patients r‘OSr\yfor g*\s- m(af (y or centra
depression when methadone rnydrochloride taplets for oral
prescribed with a CYP3A4 inhin bitor and reduce the dosage if nec

i nervous system
suspension are

renaviy, da'uﬂav‘fwtouaw
vir, uwrapme ritonaviy,  telaprevir, lopinavirtritonavir,
i, and tipranvir+ritonavir, has resuited in mcreased clearance
or decreased plasma lavels of methadone. This may result in reduced efficacy
of methadone hydrochioride tablets for oral suspension and could pre pitate
& withdrawa! syndrome, .'\/.r,‘fvtf)' patients receiving met%a"{ﬁns hy amHo'\dP
tablets for oral suspension and any of thess ies

evidence of withdrawal effects and adjust the
for oral su sion dose acc

saqu:r‘a\/n-&-(:?r)ﬂm

d':\ ets

MNKOI 0002502957




expofm‘e rais

ons in lzarning abiiity, motor activity,
sensitivity to drugs.

nce demonstrated that methadone

2 CUrve (AJ () and peak levels

ificant U.E\.YEESE for didanosing.

Didanvsine and Stavudine: Experimantal sv
decreased the area under the concentrat
danosine and stavuding, with

B responses

”‘re for neuroch,

al ar‘dma‘ data

s‘irates eyl

. the brains of methadone-treated of ncluding d"a‘
adone disposition was not substantially a :
dopaminergic, noradrenergic and s
Experimental evidence demonst wethadone incraas that metha stment of male rats for 21 o 32 Ddy\

methadone-naive females did not produce any adverse effects, sugg
proienged methadone t
fevel | 1 5

T that the De\/l’hﬂ’“&‘\ua eﬁem of

ich covld resuit in toxic effects,

7.2 (NS Depressants

curent use of fnﬂﬂ"aorme and other nemvous
depressan . sedatives, hypnetics, ge anesthetics, 3
jazines, other tranquiiizers, alcohol “and dru igs of abuse) can increase
of re: nwatm, dspvsssmﬂ % spotension, and vwfmm"{ sedation or coma.
fere‘v‘rn Ch 5 and "'\ethac‘one wdrochloride
espiratory depression sion.
"vﬂ sueh otmmy w'cr‘tenﬂp d, reduce the initia dose of on e or
both ajsms ths have been reported when methadeone has beer ahused in
conjunction with benzodiazepines.

central patemal” methadone on the

model sugge
progeny ap
oa*a mirrer

zar to be du~ to decreaserd testosterone production. These animal
evels in

.%e reporic

findi r*qs o‘ der 'Eased testostercne |

males ’E'CE\ng chronic intraspinal opio:-:is,

hypo een Juk*\‘shrad im

Additianal data ha

. Examinati cf sterine content ve 'emale mice med
1adone-tr ated mice Indicated that methauww treatment produced an
increase in the rate of preimplantation deaths in all post-meiotic states,

73 Potantizlly Arthythmogenic Agents

b 15 closely ardiac conduction changes when any drug known 82 Luborand Delivery

to have the potential to prolong the QF interval is prescibed in conjunction Msthadoue s not fm use in women during and immedi afe\v

with mahaame hydrochloride tabiets for oral suspension. Phar

oS may occur with concemitant use of methadene hydroc

f.or.o i su cpens on and potentially arfiythmegenic agents su
3 ne neurclaptics and tricycl

prier to labor,
strength,

tends to shorten |

s should not be used for pain

Cpioids with mixed agonist-antagonist prope

monitor patiern rlde control during labor in patients chroricaily treated with methadone asthey may
Al e papis Gl e i P P o7 °
vum“,u [ENSION currgom Ty with arugs cay ! “© precipitate acute withd rawal [see Drug lntera (7.4}
s {hypomagnesemia, hypokalemia} that may prolong the QF ‘nf real, ) )
iuretics, laxatives, and, in rare casss, mineralocorticaid hormenes. cross the placenta and may produce respiratory depression and psycho-

ologic effects in neol fy cbserve neonates whose maothers
received opicid analges‘-:s during labor for signs of respiratory degression. An
opioid antagonist, such as naloxone, should be available for reversal of opiol
induced raspiratory depression in the neonate.

45

7.4 Cpioid Antag Mixed A
As wi mit-agonists,
experience withdrawal symptoms when given i
agonist/antagonists, and partial agonists. Examples r‘fsum ajsms are Hdvf‘/ﬂ’nc,
naitrexone, pentazocine, nalbuphing, butorphanol, and buprenciptine.

. and Partial Agonist:
patients mamahed on

83 Nursing Mothers
Methadone is secreted into human milk. At maternal oral doses of 10t &
methadone concentrations from 5016 57 in milk have been report
in the majority c‘ samples, were lower than maternal serum drug o
at steady state. Prak mem.dene levels i mitk accur approxi mﬂe\y 410 5 hours
after an oral dose. Based on an average milk consumption of 1 mL/Kg/day, an
infant would consume approximately 174 meg/kg/day which is approxiv 1atey :
3% of the oral materal dose. adane has been detected In in very fow plasma
concentrations in some infants whoss one. Cases of
sedation and respiratory depression in | }
breast milk have been repcrted. Caution should be exercised when methadone
lyydrochioride tablats far aral suspension are administered to a nurs

7.3 Antidepressants

Monoamine Oxidase (MAQ) Inbibitors: Therapeutic doses of me;JEfidmr‘- ‘*\avr‘-
oredi sey s in patients concurrently recel
ox@:se inhibitors or those who have received such agents within 14 oa/'
Simiiar reacticns thus far have not been reperted with methadone, H f
the use of methadone hydrochioride tablets for oral suspension
such patients, a sensitivity test \“'uu‘d be performed in which repes
ental doses of methadone hydrochioride tablets for oral suspension ars
administered over the course of saveral hours while the patiznt’s condition and
vital signs are carefully observed.

Advise women who are being tres with methadone hy
oral suspension and who are bre ‘fsermg of express & desire to breastieed of
the presence of methadone in human milk. Instruct o/~astfe~-mg mothers how
to identify respiratory depression ard sedation in their babies when it may be
necessary to contact thelr healthcare provider or seel immediate medical care.
Breastfed infants of mothers using methadone should be weaned gradually to
prevent development of withedrawal symptoms in the infant,

ine have increased

Desiprami Blood ievels of desiprs
methadene administration

7.6 Anticholinergics
Anticho \re'q ics or other d with antict
concurrently with opioids may result in
ere consti pat\on which
Iring ‘
tablets for oral suspension are

lirergic activity whan used
nereased r"kof urinary retention and/or

84 Pediatric Use
The safety, sffectivenass, and pharmacokinetics
pati velow the age of 18 years have not been est

¢ ione hydrochic
used concurrently with anticholinergic drugs,

7.7 iaboratary Test interactions
nis for methadone have been reported for several
doxylamine, clomipramaing chiorpromazine,

85 Geriatric Use
s of methadene did no

Faise post

thve urine drug scree

ffi'i

tinciu

ad clinical experi
en elderly and younger patients. in general, start elderly at
the low end of the dosing range, taking into account the greater frequency of
decreased hepatic, renal, o cardiac function and of concomits 258 0
drug therapy in geriatric patients, Closely monitor eldedy patients for signs of
resp:ra*o' g and central nervous systern depression

8  USE INSPECIFIC POPULATIONS

&1 Pregnancy

are no acequate and well controlled studies of methadone use in
pregrant women. Methadone has been shown to be teratogenic in the 86 N | Opioid With Y Synd
424 ny & /i - i
doses 2 the human daily o»a\ dose {126 mg/day on 2 Chrenic matemal use of f"a"tm:m‘m‘ during pregnancy can affect the fetus

ce at doses equivaient 1o the human daily cral dose
. Increased neonatal mortality and significant

ral tests have reported in the fospring of male
were édtf“u{ with methadone prior to mating when compared to
contrel amma\s. Methadone has been detected in human amniotic fluld and
cord plasma at concentrations proportional to maternal plasma and in newborn
urine at lower concertrations than corresponding maternal urine. Methadone
nydrochioride tabiets for oral suspension should be used in pregnancy only if the
potential benefit justifiss the potential risk to the fetu

vith sulbsequ

iert withdrawal signs. Neonatal withdrawal syndrome presents as
ity and abr s\eep pazte N, h:gh p ed cry, tremor,

E

neo*\ata\ '/:md»ama s»mm = vary b DFWE c'ug sed cuat on
dose of last maternal use, and f elimination drug by the nawborn, Neonatal
opioid withdrawal syndrome, unlike opioid rawal syndrome in acults, may
be life-threatening aﬂd should e treated according to protocols developed by

52 use,the

&7 Renalimpairment

fMethadone pharmacakinetics have not heen extensi
with reral insufficiency. Since unmetabelized methacl
excreted in urine 10 3 variabie degree, start these o
longer dosing intarvals and titrate siowly while car
respiratory and central ner system degression.

Dosage Adiustment During Pregnancy

he disposition of oral methadone has been d in a::moxmate\y
30 pregnant patients in Ind and 3rd trimesters Tt y cle
methadone was increased in pregnant patients compared to the same
postpartir endent women. %etew‘r‘
of methadone is decreased during 2nd and 3rd trimes rease in plasma
half-lifa aﬂd increased clearance of methadone resulting in lower methadone
trough levels during pregnancy can lead to withdrawal symptoms in some
pregnant pat erts The desage may r‘r—mc to be increased or‘*'vﬂ dosing interval
decreased In pregnant patients g methade chior| \"{s tablets for
oral suspensionte at%\:\/et%era ee Dosage and Adminisiration (2.6)].

% ely avaluated In patiz
ne and its metabolites are
ntsor lower doses and with
ully monitoring for signs of

88 Hepa'{ic impaizment
Methadone pharmacokinet
with Mepaﬂr insuff

have not been extensively evalu pati
sthadone is metabolized by hepatic pathways
therefore, pati nai i increased systemic
exposure to methad multiple dosing, Start these patients on lower doses
and titrate slowly while carefully monitoring for signs of respiratory and central
heen taking opioids requiarly orior to nemous m depression.
lependent. Onset of withdrawal symptoms in
infants is usually in the first o‘a‘ 3 7 oirth, Monitor newborm for withdrawal g
signs and symptoms including: i ty and excessive crying, tremors, hyper-
active re;‘:eyras increased respi ratory rate, increased stoels, sneezing, yawning,
vomiting, and fever. nsity of the neonatal withdrawal syndrome does not
always correlate with the maten na\ dose or the duration of maternal exposu
The dwauon of the withdrawal signs may vary from a few days to weeks or
aven months. There is no consensus on the appropriste management of infant
withdrawal [see Use in Specific Popuiations (8.6)].

delivery may t
DRUGABUSE AND DEPENDENCE

21 Controlled Substance

tethadone is 3 mu-agonist oploid with an abuse labili
agonists and is a Schedule | controiled substance. Met
have the potential for being sbused and are subje
Wamnings and Precautions {5.4)),

y similar to otf
%a done and oth

1o criminal diversion fsee

c

9.2 Abuse
Drug abus

e is the intertional non-therapeutic use of an overthe-counter or
. even once, for its rewarding psychological or Hﬂ'sm {ogical
e inciudes, aut is not limited to the followr ng examples: the use
rescription or overthe-counter drig 1o get “nigh”, or the use of steroids for
e buiid up.

tudies hav
ted addi
ance mnjvams nave Nﬂn reported 10 e

H.ofovec menata‘
incidenc: afcast ufeta‘ complications
ct/ and martality when compared to women using il
drugs. Several factors, inciuding maternal use of Hict drig i
and psychosocial circumstances, complicate the interpretation of investigations
= children of women wha take methadone during pregnancy. information

regarding d and duration of methadone use during pregnancy, and
st matermnal exposure appears to occur after the first frimester c'rregnanc y.

and neonatal morh

Drug addiction Is a cluster of behavioral, cognitive, and physiclogical phenomens
that develop after repeated substance use and inciude: a strong desire to take
the drug, difficulties in controliing its use, perst stmq in its use despite harmful
o5, a higher priority given to drug use than to other activities and
creased tolerance, sometimes a physical withdrawal,

Drug-seeking” behay

vior is very commen in a rts and drug abus
seaking tactics include emergency calls or i
refusai to undergo appropriate ex i
ofi cxt prescriptions, tampering with prescriptions ane reluctance to arovide p
records of contact information for other Trea?mg onysc m(s)
ain add
commorn amon g drug abusers and people suffering f
Preaccupation with ar.h‘evmg adequate pain relief can be appropuate behs
in a patient with poor pain control

A review of published data on experiences with methadone use during
pregnancy by th ogen Information System {TERIS) concluded that maternal
use of methadene during pr egrancy as part of a supervised, therapeutic
regimen is uniikely 1o pose 3 substantial teratogenic risk {guantity and quality
of data assessed as “limited mf 3ir"). However, the data are insuffi te staie
that there is no risk {TER} t reviewed October, 2002), A retrospective case
griant, cploid-d rt women who undenwent inpatient
ion with methadone did net demenstrate any increased risk of
mscav‘age‘nv»«zrc‘ mester or premature delivary in the 3rd trimester, Recent
studies suggest an increased risk of premature delivery in opioid-dependent
wormen Expo o to methadone during pregnancy, although the presence
tors ‘ﬁake’ it diﬁn‘uii to determing a causal relationshig.
rits born 10 narcotic- d women
trea‘sc wi n methadone duri ring a‘\ or part of pregnancy have been found to
reduced birth weight, length, and/or head

Aouse and

‘ticm e segarate and distinct from physical dependence and
tolerarice, Physician uid

be aware that addiction may nof be accompanied
o symptoms of physical dependence in ail addicts. In
neceur in the absence of true addiction.

i con uOU"‘\G ng

er opioids, can be diverted for non-medical use inte illicit
on. Careful record-keeping of prescribing information,
\m\udmo M,cm y, frequency, and renewal requests as required by state law, is
gy advised,

ly exposed fo methadone have
b (enorrec to demon =t deficits in performance on st
psychometric and behavioral tests. In addmon several studies s
childran bom to oplcid-dependent women exposed to methadene during
pregr nc‘rr‘rxay‘na\/eanm i i
a casual relationship has not

Abuse of meth & poses a risk of overdose and deatn. Thisrisk is increased with
icohol and other substances. Methadone
ion are intended for oral use only and m
rmonly associated with transmission
and HiV.
\ectir:m of the
erapy, and @
appropriate measufesﬂ"a? (u’\n 1o Himit ak‘-\ ise L‘f'm oid d' igs.

concurrent abuse of methadone with
hydrochioride tablets for oral suspe
net be

been assigned,

Jected. Parenteral drug abuse
ous diszases such as hepatitls

There arz conflicting reports on whether Sudden infant Death Syndrome occurs
with an increased incidence in infants bern to women treated with methadone
during pregrancy. Abnormal fetal non-stress tests have been reported to occur
more frequently when the test is perfor 5 2 hours after a maintenance dose

hadone in late pregnancy com

tieni, gfo;JEf r:bng p'a s,

oc wsion, when used for J*e
maintenance programs,

certified by the Su stancr—‘
ﬂd agencles, practitioners,

Methadone hydroachloride tablets for r)rai Sy
treatment of opioid addiction in detoxificatio

models, ke ensed only by opioid treatment
Methadone produced teratogenic effects following large doses, in the Anuse and Mental Health Services Administe:
guinea pig, hamster, and mouse Oue puibi \s)"r)d h,r,y in pregnant hamsters ant institutions by formal agreements with

ated th,. a ing from 31 to
E is assmxlmatmy Z t\rr‘Ps a hurnan daily oral
s) on d ,I 3 o' gestation resulted in 2

23 Dependence
Bothtelerance and phys|

ical dependence can develop during chronic opioid therapy.

g i tn: fumbear offet
of fetuses exhibiting congenital
cranioschisis, and “varlous other iss: >

Tolerance is the need for incrzasing dosas of opinids to maintain a defined effect
. ! such a\anz\ur—‘ a (in the absence of disease progression or other external factorsh.
ority Of the doses tested also Tolerance may occurio both the desired and undesired effects of drugs, and may
resulted in maternal death. In an gle subcutanesus dose of develon at differant rates for different effects,
22 to 24 my/kg methadone {estimated exposure was approximately eguivaient )
to a human "{a::y oral dose of 120 mg/day on & mg/m? basis) administered on
day 9 of gestation in mice also produced exencephaly in 11% of the embryos.
However, no effects were reported in rats and rabbits at oral do
40 me/ky festimated F—‘XpOS re was approximately 3 and 6 time
a human daily orai dose of 120 mg/day on a mg/m? basis} admir
days 610 15 and Gto 18, respectively.

Physical depend
or wmﬂfa‘ 1t dose reduct;

2 results inwith cfa\m\;ympmﬂsaﬁerz Iptdiscontinuation
on of & drug. Withdrawal is also pr:}cipitatr)d through
ugs with opiold antagonist a-:tivity, eg. naiox ]
mixed agorist /artaqom. analgesics {pentazocine, butorphan: iaren ruphine,
fire). Physical dependence may cuh.odcumca:\ys:gm ¢ ¢
urti| after several days to weeks of continued opicid usage. Physical d .f:oemence
is expected during opioid agonist therapy of opicid addiction.

ered during

o orted increased neonatal mortaiity in the Methadone hydrochloride tablets for oral suspension should net be abruptly
oring of male rodents t'vat were treated with methadone prior to mating. dlecontinied -’bse: ‘D‘O'a- N r‘,} ;drr"‘n""e”l-:i(:r‘) 3 i W;ef‘"ar"gr‘é
in these studies, the female rodents were not treated with methadone, giscontinued jsee Losage and Administraten Lo
i hydrochioride tablets for oral suspension are abr inued in 3 physically
indi ratmg naternally- rrr)d‘ateo developmental toxicity. Specifically, methadone . TN \ iy | Y
N dep: rt patient, an abstinerce syndrome ome of all of the
| o tue male rat orior to mating with *ne'hacoue naive females [P . . S

; . i following can characierize syndrome: restiessness, lacrimation, rhinerhes,

in Jﬂcvhsed weig ga nin pchenv a 1ev weamrwg. The o -
yawning, perssi 1 rr‘ya\g‘a ncx myd» asis. Othe» s'mmo"'\s a\s-n m«y
develog, indudi anxi

ed animal data have

cramps, insomnia, na”fea, anoeis, \mmmna mur')"ra., or mcrﬁ.sed n\ood
p'oqu mveﬂrac t c\ifevem s | vioral tests compare o
" § e fr respiratory rate, or heart rate.
1o control animals, sxooestmg that paternal rrmuadfmﬂ exposure can prodice
shysiniogical and behavioral changes in progeny in this model. Other animal Infants born to me =nclent on opioids may also be physically
tudies nave reported that perinatal exposure to opioids including methadone ur—‘vwcert and ma eﬁ ] Ty ities and ‘\Ju.hdvawai symptoms

alters neuronal development and behavicr in the offspring. Perinatal methadone

10 OVERDOSAGE
i

yriptoms

wte overdosage of methadone is manifested by respiratory depression,
somnpience progressing to stupor of coma, maximally constricted pup
skeletal-muscle flacd dity, coid and ¢ skin, and sometimes, bradycardiaand
hypotension, In severe overdosage, particularly by the intravenous route, apnea,
circulatory collapse, cardiac arrest, and death may nocur.

¥

Treatment of Qve
in case of overdose, priorities are the re-establishw

nt of a patent and protected

airway and institution of assisted or controlled ventilation if needed. Employ
en, vasopressors) in the managenﬂem
Cardiac arrest or

other supportive measures {including o
circulatory shock and pulmonary ederma as indicated.
av"vyt wmias will reguire advanced iife support technigues.

The opioid gonists, such as naicxene, are available as
o respiratory depression resulting from opioid overdose. Opioi g
should not be administered in the absence ﬁfdmu,a\:y significant respiratory or
cireulatory depression secondary to methadone overdose. Such agents should be
adminis iyt patients who are known, or suspected to be, physicaily
dependent on methadone in such cases, an abrn.pt or complete reversal of opicid
effects may precipitate an acute withdrawal syndrome.

\axsmauﬂﬂp"{\ iration of
ontaneous resoiration
Atagonlsts is suboptimal or
as directed in the product’s

cause the duration of reversal woule
carefully mo
shed. If the response to opm‘c
‘cm‘ amajmwﬁ should be give

3:»

cally m’peﬁopm on oploids, administration of an opicid

ute withdrawal, The severity of the
the degree Jf physicai dependence and
?ﬂﬂ dose Dt the aﬂtagrmm a"{mmu stered, If a decision is made fo treat serious
respiratory depression in the physically degendant patient, administration of the
d'vtdqu st should be begun with care and by titration with smaller than usual
doses of the antagonist,

11 DESCRIPTION

sthylamino}-4,4-
leride s a white,

entl is very soluble in
water, so‘un\r) in mnmmaro and in chofﬁm and o'arh.auy inseitble in
etherand inglycarine. Itis prasent in methadone hydrochloride tabletsfor oral
as the racemic mixture. Methadone hydrochioride has a meiting
ofMT of ’!35“(., a pra of 8.35 in water at 20°C, a 'Dht ien {1 part per 100} pﬁ
7at pH 7.41n octanois

Zach METHADOSE™
nydrochloride, USP
phosphate, rmcrocvyﬂamr‘e celiu
dicxide, pregelatinized starch, stea

calcium

Each Methadone Hyc"'horce Tablets USP {dispersinle, orange flavor u)
contains 40 mg of methadone hydrachioride, USP and the following
fents: colicidal silicon dioxide; men:
i dm‘Ps umm stear micrecrystalline cellulose; ¢
acid: orange blend: FD&C ‘m‘hw #6, FDSC yeliow #6 fake
lake; orange flavor,

)

, and FD&C vellow #35

Methadene hydrechloride tabiets for o

for flaxibie dosage adjustment. Each tabl rut in hai i
two 20 mg doses, or in guartersto yisld four
Methadene hydrochicride tablets for oral suspension are for oral administration

fellowing dispersion in 3 figuid

Methadonet *\ycroch abietsfor oral suspension contain insoluble sxcigients

and must n

12 CLIRICAL PHARMACOLOGY

12.1 Mechanism of Action

Methadone hydrochloride is a mu-agonist a synthetic
miitiple actions qualitatively simiar to those of morphine, the most prominent
of which involives the central nervous system and organs composed of smooth
muscie The m: vithdrawal s mdforr‘e, although ‘i{at"h‘-w similar to
thatof morphine, differs in that the onset is slowes, the course is mo emu\m‘geu{.

1

and the symatoms are less severe,

gon ‘ism to
been

12.3 Pharmacokinetics

Abs
Foliowing binavaliability of methadone ranges between

36 to 100% and peak plasma concentrations are achieved between 1 to
7.5 nours. Dose nmpo ionaiity of methadene pharma omet 5 05 N‘t l'ﬂrﬂvn

ation of daily fror

tate plasma concentrations ranged betwesn 65 to 630 uwnﬂL aun

peak concentrations ranged betwes 410 ng/ml. Effect of food on the

sivavailabiiity of methadone has not been evaluated.

Distribution

Methadoneisalip { the steady-state volume of distributio
between 1.0108.0 _//g inpl ayna rr‘rat% adone is pra
givcoprotein \,a%zo 90%). Methadone |
fiuid and umbiiical cor s

N ranges
ud'vt\yboundtoﬂ»ac:d
iva, breast mitk, amn

sarlly metabo

ive metabolite,
1g-1,5- c:n"et ryh-3,3- Jmnerwy Cytm‘%ro"we P4s0
erzymes, primarily CYP3AL, CYP286, ar and to alesser extent (YP2(Y
d : bie for conversion of metuacore to EDDP and other
inactive metaholites, which are sxcreted mainly in the urine. Methadone appaars
o be z subsirate for P-glycoprotein but s pharmacokinetics do not appear to be
significantly altered in case of P-glycoprotein polymorshism or inhibition.

Exc
T%e ﬂi mmat:orw of methadore is mediated by ex
s renal and fecal excretion. Published v
tration the apparent pl
4and 126 L th
ed between €
9.2} compound and the pH of the urir

wary tract can alter its

lisposition in plasma. Also, since methad s lipophilic, it has been known
10 persist in the liver and other tissues Tre s\o w release from the liver and
cther tissues may proiong the duration of methadone act ite low
plasma concen

7453 (C""‘;

'\0

s
C f
in rmore rap\d metabolism and potential ;‘cr demeasea effects sf met nauunp
whereas administration wi YP inhibitors may reduce metabolism and
ate methadone’s effects. Aithc“gh antiretroviral drugs such as efavirenz,

nelfinavir, nevi ritenaviy lopinavirtritenavir combination are known to
‘nhm* 50 uce the plasma levels of methadone,
rug J J drugs

potential; clinicians are advised *0 evaluate ‘ndw dua‘ response

to drug therapy.
reported foliowing coadministration of
cytochrome P450 enzymes:

lempm in paﬂ rits well-stabilized mefhar)cre, concomitant administration

ina n«a'Ked »edudor in serum methadone levels and 2
hdrawal symptoms,

ethadore maintenance
a\‘yfod dayicilowed by
ction in
lv. Ypen

"hen/'o/n: inaph

-
therapy, p)" nytoin ar«nwsfva? ien {250 mg tw
300 mg daily for 310 4 ays) resul fted in an app'o
metnadene exposure and withdrawal sympto
discor on of phenytoin, the incidence wan%c'awa sympte
and methadone exposure increased to a level comparable to that prior to
phenytoin administra

ninistration of m
withdrawal symptoms.

of thadone is mediated primarily by CYP3A4 isozymre,
cm.mwms‘traﬂm of drugs that inhidlt CYP3A4 activity may cause decreased

e admink on of oral voriconazole (400 mg every
hen 200 mg every 12 hours for 4 days) increased the peak
and AUC of Ri-methadone by 21% 47%,
'e\v in su%ﬂﬂs receivi ing a methadone maintenance dose {30 to
g daily). The Cry and AUC of {S-methadons increased by 65% and 1039%,

d

pemve\ eased plasma concentrations of methadone have been associ
with tox! r\t/ ir ci iding G on. Frequent monitoring for adverse events
and i ded durin admwst'at on. Dase
v Drug

Although antiretroviral drugs such a
tefaprevin lopinavirtritonavir comb

efavirenz, neifinavi, neviragine, ritonavy,
ration are known 1o inhibit some CYPs,

they are shown to reduce the plasma levals
induction activity.

Abacaviy, ampr i, itonavie irenz, A
itonaviy, telaprevir, lopina'/i%riro”cv/r, aguinavirtrtonavi, tpranvi +r'fona& ir
combination: Coadministration of these an ral ager
clearance or decreased plasma levels of methadone fsee Drug interacti

irapine,

@

ons (7.1},
Didanosine and Stavu
didanesine and sta
Methadone disposition was not substantially
Zidovudine Methadone increased the AUC of
toxic effects [see Dig Interactions {7.1)].

i‘*\e AUC a*\d geak levels for

e

3 NONCLINICAL TOXICOLOGY

13.1 Cardinogenesis, Mutagenasis, Impairment of Fertility

‘i'iw assessrnent in PFF’H rmice awf‘ F‘sc‘“m’ 11»4 rats

dtf—“‘/ 05 and 2 St e
bcc‘y surface area basls {mg/m?). e was a significant
increase in pituitary adenomas in female mice treated with 15 mg/kg/day bt not
with 60 mg/kg/day. Underthe conditions of the assay, there was no clear evidence
for a treatment-related increase in the incidence of neoplasms in male rats. Due
to decreased food consumption in males at the high dos le rats consumed
16 mg/kg/day and 26 mg/kg/day of mathadone for two years, These dosas were
a:o:o‘r'oximate:y 1.3 and 2.3 times 2 human daily oral dose oi 120 my/day, based on
body surface area comparisen. in contrast, female rats consumed 46 mg/kg/day
or 8§ mg/’kg/’c‘a\ifor two years, Thase doses ware aporoximately 3.7 and 7.1 times
3 human daily oral dose of 120 rg/day, based o body [ rison.
Under the conditions of the assay, there was no clear evidence for a treatment-
related increase in the incidance of nzoplasms in either male or female rats.

of 120 mg/day on &

There are several
ha hadone tested o
assay and the in vivo mammalian spermatogonial

Additionally, methadone tested positive in the £ coff DNA repair systern ad
Neurospora crassa and mouss lymphoma forward 1 assays. In contrast,
methadone testad negative in tests for chromosome breakage and disjunction
and sax-inked recessive lethal gene mutations in germ celis of Drosophils using
fezding and injection proceduras.

publisned reports on the poferfa‘ Deﬂ’:" toxicity of

Fertility

Published animal studies show that methadone treatment of males can alter
reproductive function. Methadone produces a significant mgression of sex
accassory organs and testes of male mice and rats.

6 HOW SUPPLIED/STORAGE AND HANDLING

6.1 Storage and Handling

fethadone hydrechioride tablets m» oral suspensiern contain methadanF which is
a cantrolled sulistance, L tanyl, morphine, oxycodone, 1
axymorphen e, methadane s co 1de under Sehediie | of the ~edeu‘Cc ‘ciied
Substances Act, Methadaone hydrar oride tablets for oral suspension may be

targeted fmt and diver: minals fses Warnings and Precautions (5.4jj.

Msmacoue ﬂy"{mmirrw tablets for oral suspension, if dispensed, must be
n child-resistant containers and keptout of rach of children to prevent

159° 10 86°F) [see USP

16.2 How Supplied

METHADOSE™ Dispersible Tablets, 40 mg:

Available as a whitz, round tablet, debossed with “METHADDSE 407 on one side,
a quadrisect on the
100, NDC 0406-0540-34

Mathadone Hydrochloride Yablets for Oral Suspension, USP {Disparsible,
Orange Flavored), 40 mg

Available as a speckled o orange col iored, rounded rectangular tablet, debosse
with “M” over 254 side, a quadrisect on th eo‘.%erwwthauorange

ol

Botties of 10

BEA srder form required.

NDC 0406-2540

17 PATIENT COUNSELING INFORMATION

owing information to patients receiving methadon
?an‘etsfom'a suspension ortheir caregivers:

hydrochloride

Discuss the risk of respiratary depression with patients,
qveatrst rh done hydrochioride

explaining that the risk is
ts for oral suspension or

wedical attention imd
OMS 5L ggeshve of an arrhythmia
s‘y’nco e‘; when taking methadone hydre

ediately if they experience
h a5 palpitations, near synceps, or
hioride tablzts for oral suspension.

coidental Exposire
ct ;Jat E*\ts t-n take s‘[enf to store met%adon

in serlous harm or "{saﬂ" A(“/\S" pa eN” to dispose ’)f u\"usrd W\efuadmr)
us‘mr‘ot%e?ab\ei down the toilet

s that rethadone hydrochioride tablets for oral su

hatlong, 2 Schedule | controlled s : ir't/urt
t to share methadone hy fon with
i fo' ofal

suspension from thef
e
inform pa

Of mislise,

roin Concornitant Use of Alcohol and other CNS Depressants

ents that the concomitant use of alcohel with methadone can increase
iife-th ing raspiratory depression. instruct patients not to
nsume d\ oho! ages, as well as prescription ;
products that contain alcohol, during treatment with methadone hydrochloride
tablets for oral suspension,

inform patw s that potentially serious additive effects may occur if methadene
is used with other CNS depressants, and not to use such Mg;s uniess supervised
by a health care provider,

fmporta
instruct patients how to properly take methadone hydrechicride tablets for oral
suspension, including the foliowing

®  Methadene hydrochloride tablets for oral
administration only and must be initially disy t‘)S"(* infigu
dispersion in liguid, the greparation m i

suspension are for cral
icd before use, After
d.

3 hadone hydrochioride ta o‘_ts for oral suspension
ke only as directed to reduce the risk of iife-threatening
on), an thr:- ose should not be
healtrcare professicnal.
»  Reassure tment witt nadone hydrochloride

i
v opicid dependence that the dose of
onger periods of time as treatment progresse:

abiets for oral su
methadone will “hold” for

seeking to discontinue treatmant with
of relapse to iilicit dr
discontinuation adone hydrochloride
malntenance treatment,

@ Apprise patien e ’WX"'”"‘ for

sciated
tablets fo' oral

with

nts that methadeone hydrochicride tablets for oval suspension
may cause orthostatic hypotension and syncope. Instruct patients on how to

ecognize symptoms of low blood pressure and how to reduce the + serious
rsequences shouid i 'poter.,ou ocaur (2., sit or lie down, carefully rise from
ting of lving position).

! Il
nts that methad

nydrechloride tablets for oval suspension may

maav the ability to perform potent\m\y vazardous activities such as driving or

m such tasks until they

maw TTid’Wné . F\J\mf—\ cat entx not to

tients of the potential for severe constipat
tions and whern to seek medical attertion

patients that anaphylaxis has been regerted with ingredien
in methadone hydrochioride tablets for oral suspension. Advise pat
recognize such a reaction and wher to ssek 1 i

contained
nts how 1o

patients that methadone hydrochioride
car cause fetal harm and to inform the prescriber i they are
become pregrant.

ts for oral suspension
pregrant or plan to

suspsns\on
wv\\me increas s (o u
breathing difficulties, or limpness. instru ct nursing mothers to
baby’s healthcar provider immediately \fth‘y rotice thase sh
reach the healthcare provider right away,
emergency room or call 911 forlocal &

Mallinckredt, the " brand mark, the Mallinckrodt Pharmacawticals logo and
other brands are trademarks of 3 Mallinckrodt company.
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