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Buprenorphing is a Schedule |11 narcotic under the Controlled Substances Act.

Buprenorphine hydrochloride is a white er,
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STRUCTURAL FORMULA OF BUPRENORPHINE

.HCI

Nalaxane hydrochloride is a white to slightly off-
white powder and is soluble in water, in dilute acids
andd i strong alkali. Chemnlcally, naloxone is 17-
Niyl-4.5 & , 14-dil orphinn-6-
one hydroch Na!omne Hydrochloride has he
molecular rormula C NOy HCI.2H, O and the
mulecular weight is 59 5‘?

STRUCTURAL FGRMULA OF NALOXONRE

Hel

SUBOXONE Is an uncoated hexagonal orange tabled intended for sublingual adrinistration. L
available in two dosage steengths, 2myg buprenorphine with 0.5mg naloxone, and 8my bupreno
with 2my nadoxone free bases. Fach tablet also contains lactose, mannital, comstarch, povidone 30
tilric acid, sodium citrale, FD&E Yallow No.6 color, magnesium Stearate, and the tabiels also contain
Awsullarrre K sweelener and a lemon / fime flavor.

SUBUTEX is an uncoated oval white tahlet |ntmded for sublingual administration. Itis availati In two

dosage strangths, 2mg buprenaphine and 8mg buprenorphine free base, Each tablet also contalns actose,
mannilol, comstarch, povidone K30, gilric acid, scrtf ium citrale and magnesium stearati
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Bymmm{flMI (e i 12111 1 d sublingueal (12ma) i
uprenomhine in intravanous ) an and subling i) dose
rFT"H to non-tependant m% mg' mu g mg&r fespl ramrE' 8 suh?aclwe {
tdoses wmpambia to lhose used lur lrealmanl nl Imd "%:Pmdanm CGompared with placebo, !
nio slatistically significant differences among any of the ent conditions for blocd pressure
respiratory rale, O, saluraticn or skin temperature across lime, Systolic BP was higher in the 8.1
han placebo (3 hour AUC values), Minimum and madmum effects were similar across all real
Subjects remained responsive to low voice and responded to compuler prompts. Soma subjec
Irritability, but no other changes ware abserved.

The respiratory effects of sublingual buprenorphine were onmpamd with the effects ol methadg
double-biind, parallel gmup, dose ranging comparisan EIfSIrIdeUSES of buprenorphine subling!

2,48, 1é or am )a oral mﬁg‘mgu 30, 45, or 60 mg) in non-tependent, opiold-g
vo]uwﬂers n this study, Jation na( recﬂ ;l medical Intervention was repored more |
after buprenorphine dnses of4 mg and higher than aller methadone. Both drugs decreasad Oz
1o the same tegrae.

E.'fecru.'.'laman&
iolopic and suhwcm ellenu, luli acule suhhngual administration of SUBOXONE and

lah els were similar al eq of bupmnn hing, Natoxong, In the SUBOXONE for
had no clinically s n[ﬁl‘.ant el‘fec! whan adminislered ? e sublingual mula. although blood ley
dmg\wmmeasu 2. SU whenadm blingually even anupm{

was recognized as an opkﬂd aguanL whereas when admi n\s intramuscularly, combination
buprenorphine with naloxone produced oploid antagonist actions similar to na]oxun& In miethal
maintained patients and heroin-dependent subjects, intravenous administration of buprenorphin
cormbinations precipitaled opioid withdrmwal and was perceived as unpleasant and dysphoric. In
stabilized subjects, intravenously administered combiniations of huprenorphing with naloxone p
upiufd aruagomsland withdrawal effects that were ratic-dependent; the most intanse withdrawe

ere produced by 2.1 and 4:1 ratios, less intense by an 8:1 ratio, SUBOXONE tablets contain bup
wﬂh naloxone ata ratio of 471,

Pharmacokinellcs:

Absarption:

Ptasma levels of buprenorphine increased with the suhi ual duse of SUBUTEX and SUBOXOR

plasma levels of naloxone increased with the subll ose of SU BOXONE (Table 1). There wi

|nt::r-|.!ahunl\ranahﬂwin sub absorption of buprenarphing and naloxone, but within s
riabllity was low, Both C?g. C of b runnrphme increased in a lingar fashion with the ir

duse {inhe range of 4 to 16 mg), although the increase was not directly dose-proportional.

Natoxone did not affect the pham'lawidnehns of hlgﬁ]mmrmlne and both SUBUTEX and su BOXC
simitar sma cmnermtmns of buj rannrphma levels of naloxang werg 0o low 1o
r%o the three !nxnuedosaso 1 mg, 2 mp, an 4rn%lmisahwemalhnllulﬂ
é ngfrnL were not detected beyond 2 hours in seven of eight subjects. In one individual, at
nse, the Last measurable concentration was at 8 hours, Within each subject (lor most of he su
across he doses there was a trend toward an increase in naloxone aom.enlra ons wilh Ingrease
Mean peak naloxone levels mnged from 0.11 to 0.28ng/mL in the dose range of 1-4 mg.

Table 1. Phartmiacokinetic paranwler;g buprenorphlne aﬂer lhe administration of 4 mg, 8mg, :

Suboxone® doses and 16mp Subulex® dose (mean oCV)
Pimro—meiic] Sebozons® T s
Parumeter 4 mg 8 mp 16 mg 16 mg
Crnaxy ng/mlL 1.84 (39) 3.0(51) 5.95 (38) 5.47(23)
AUCq s, 12.52(35) | 2022¢(43) | 34.89(31) | 32.63(25)
hour. ag/mL

Distribution:

Buprenorphine is approximalely 96% protein bound, primarily 10 alpha and beta globulin,
Naloxone is approximately 45% protein bound, primarity o albumin.

Metabollsm;

BuprenothIne oes bath N-deafio/fation 1o norbuprenorphine and glucuronidation. The N-d

Rjalhway rEy ?rluchmme P-450 3A4 isozyme. Norbuprenorphing, an active metaboli
rther uniderpo glur.u dalion

Naloxone undergoes direct ghucuronidation to naloxone 3-glucuranide as well as N-dealkytation, ant
of the 6-0x0 group.

Elimination:

A mass balance study of bupren nashnwad wm lete recovery of radiolabal in urine (30%,
(69%) collected up 1011 days upre Oﬁﬁg‘? ﬁ'lﬂ mawmnécwmmu tzrmrarrmcglbuu]
norbuprenorphine, and two uniduntrr buprena nemr:lal:-ulﬁas In unne mnsl of hupren
norbuprenorphing was conjugated (buprenarphing, 19 Iree and 9.4% con %

fregand 11% % aled). Infeces, almost all of the buprenorphine and norbuprenorp hrua W
{buprumrphlnu, frec and 5% conjugaled; norbuprenorphing 21% free and 2% canjugater
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sn: | resulted In increages in buprenomhing mean G, values (Irom 4.3 1o 9.6, 6.3 o 14.4 and 9.0 lo
71} and mean ALC vatues (frorm 30,910 46.9, 41,9 10 85 2 and 52.3 o 120) respecively. Subjecls receivi
SU or SUBOXONE should be closely monitored and may require dosa-eduction it infibitors of
3Ad such as azole antilungal agents (e.g. ketoconazola), macrolide anubiotics (e.9., enythromyein) and HIV
protaase Inhibitors (e, ritonavir indinayir and saquinavir) are co-administered. The intaraction of buprenorphing
willy CYP 3Ad inducers has ot been investigated; therefore 1tis recommended that patients recening
SUBUTEX or SUBOXONE should ba closely monilored if inducers of GYP 3A4 (e.g, phenobarbital,
carbamazepine, phanytain, rfampicin} are co-administered (SEE WARNINGS).

GLINICAL STUDIES

Chical data on e safety and efficacy of SUBOXONE and SUBUTEX are derived from studies of buprenorphine
sublingual tahlet formutations, with and without naloxone, and from studies of sublingual administration
ol  more bioavailable ethanalic solution of buprenorphine,

SUBOXONE tablets have heen studied in 575 patients, SUBLITEX tabilels [n 1834 patients and buprenarphiine
sublingual solutions in 2470 patents, Atotal of 1270 females have recaved buprenorphine in Clinical Inals,
Dusing recommendations are based on tata from one trial of both tablet formulations and two trials of the
sthanolic solution. Al trials used buprenorphing in conjunction with psychosocial counseling as part of a
comprehensive addiclion treatment program, There have been na clinical studies wndumgg 10 assess the
aificacy of buprenorphine as the only companent of ireabment,

Ina double biind and active controfled study, 326 hepoln-addictad sublects were randomly asslgned
to either SUBOXONE 16 ”33 par day, 16 mg SUBI perdayar ﬁ!acebu fablets. For subjects rndomized
ta either active Lreatment, dosing began with one 8 my tablet of SUBUTEX on Day 1, followed by 16:m
Ftwn 8 mg fablets) of SUBUTEX on Day 2. On Day 3, those randormiized o recenve SUBOXONE were switched
0 the combination tableL Subj(ects randornized 1o S%Iac_:chu received one placebo tablet on Day 1 and two
lacetia tablels per day therealter for four weeks. Subjects in the glinic (Mo )Lihmugh
Eriday} for dosing and efficacy assessmerts. Take-home doses were provided for weekends, Subjects were
nstructed to hold the medication urider the tongue for approximately 5 o 10 minutes untl completely
dissolved. Subjects received one hour of individal cou mF é:erwec and a single session of HIV ecucation.
The primary study comparison was to assess ihe efficacy of SUBUTEX and SUBDXONE individually against
placebo, Thi pumenlage of thrice-weekly Urine samples that were negative for non-study opioids was
stalistically higher for both SUBUTEX and SUBOXONE, than for

I & double-blind, double-dumimy, parallel-group study comparing buprenorphine elhanolic solution to a
full agonist active control, 162 subjects were randomized to receive the ethanolic sublingual solution of
hi‘..iPI'EI'ID hing at 8 nujftfay a dose which is roughly comparable to a dose of 12 mgy/day of SUBUTEX or
SUBOXONE), or two relatively low doses of active control, ong of which was low enough 1o setve asan
altsmalive (o placebo, during a 3-10 day induction phase, a 16-week mainienance phiase and a 7-week
detoxification phase, hupranurphhewas ilrated to mainlenance dose by Day 3; active conlrol doses were
litrated more gradually.

Mainlenance dosing continued through Week 17, and then medications were tapered by approximately 20-
30% per week uver Weeks 18-24, with placebo dosing for the last two weeks, Subjects received indvidual
and/ar group counseling weekly.

Based on relention in (reatmenl and lhe parcentage of thrice-weekly urine samples negative for non-stucly
opioids, buprenorphine was more effectve than Uhe low dose of thi conlral, in keeping herain addicts in
trealment and in reducing Uheir use of opioids while in treatiment, The effectiveness af buprenorphing, 8 mg
per day was simitar 1o hat of the moderale active control dose, but equivalence was not demorstraled.

Ina dose-controlied, double-blind, parallcl-%mup. 16-week study, 731 subjects wire randomized Lo receive
one of four doses of buprenorphine elhanolic solution, Buprenorphine was titrated lo mainteriance toses
over1-4 days (Table 2) and continued for 16 weeks, Sumecips receved at least one sesslon of AIDS education

and addiional counsefing ranging from one hour per month to ane hour per waek, depending on sile.
;e:ll}'lﬁz. Doses of Sublingual Buprenorphine Solution used for Inducton In a Double-Blind Dose Ranging

were seen dai

Target dosc of | {duction Dose | ppinienance

Buprenorphine | Day | Day | Day dose
w 1 2 3

1 mg Img|l mg|lmg 1 mg

4 mg 2mg|4mg|4 mg 4 my

B my 2mg|4mg|8mg B myg

16 mg 2mg|4mg|8 mg 16 mg

*Sulylingual solition, Doses in this bl cannol necessarily be delivered in tablet form, but for comparison purposes:
2 mg solution would be roughly equivalent 1o 3 my biblt

4 mig solation woukd be roughly equivalent (o B mg tablet

8 mip solution waould be roughly equivalentto 12 myg fabist

16 mg solution wouk be roughly equivalant fo 24 myg tablet

Based on relention in treatment and the percentage of {hrice-waekly urine samples negalive for non-study
oploids, he Wree highest ested doses were superior 10 the 1mg dose. Therefore, this study showed that

a range of buprenorphine doses may bie effective. The 1mg doss of buprenorphine sublingual solution can
b considered 1o b somewhat lower than a 2 mg tablel dose, The other doses used in the study encompass
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MAY NOT BE EFFECTIVE IN REVERSING ANY RESFIRATURY UEPHESSIUN PRULULED BY
BUPRENORPHINE.

SUBOXONE and SUBUTEX should be used with taution in palients with compromised respiralory
0.4, chronic abstructive pulm disease, cor pulmonale, decreased respiratory reserve, hypt
Tcapnla, or pre-existing rusp[ra(ury depression).

CNS Depression:

Palients recgiving buprenorphing in the presence of olher narcolic analgesics, gé:neral anesthetios
benzodiazepines, phenothiazines, uw.'rlrariqlﬂm- sedative/hypnotics or olher UNS depressans (
alcohol) may exhibit increased NS depression. When such combined therapy Is contemplaled, |
of the dose of one or both agents shouid be considered.

fence:
renomphing s a partial agonist at the mu-opiate recaplor and chronic administration produces
of the up%?d lypﬁ, mmcmﬁ% wilhdrawal upmmpl discontinuation or rapid gper. Thedmel
syntirome is milder than saen with full agonists, and may be delayed in onget

Hepalills, hepatlic ovenis: '
Cases of hepatitis and hepatilis with jaundice have been observed in the addict population
| ine both i clinicaltrials and In post-marketing adverse event reparts. The spectrum of abn
ranges from lransient asymplomatic elevations In hepalic ransaminases o case reports of hepal
tic necrosis, hepatorenal syndrome, and liepalic enceplalopathy. In many cases, the presen
existing [ver g abnormalilies, Infection with hepatitis B or hepalitis C virus, concomitant usag
potentially hepatotoxic drups, and ongoing injecting drug use may have played a causalive of cor
role, In offher cases, insufficient data were avaltable 1o delermine Ve el the abnommalily, The|
exists that buprenorphing had a causative or contribulory role in the d ent of the hepatic ab
in some cases. Measurements of [iver function tests prior Lo initialion of trealment is recommend
establish a baseline. Periodic monttoring of liver function tesls during Lreatment is also recomme
biological and ellological evaluation is recommended when a hepatic event is suspectedl. Dependi
case, Ihe drug should be carefully discontinued to prevent withdrawal symploms and a retum to|
usg, and strict monitoring of the patient should be infiated.

Allergic Reactions: . .

Cases of acule and chronic hypersensitivity to buprennrphinie have been reported both in clinical

in the post-markeling msgzdenca. The most common signs and symptoms include rashes, hives
ruritus. Cases of bronchospasm, angioneurolic edema, and a fc.shock have been repol
istory of hypersensitivity to hulpremrphina is a contraindication fo Subulex or Suboxong use. A

of hypersansilivity to naloxone 15 a contraindization to Suboxong use.

Uss in Armthulatary Pallents: )

SUBOXONE and SUBUTEX may Irnpair the mental or physical abilities required for the performar
potentially dangerous tasks such as driving a car or operaling machinery, especially during dg i
and dose adjustment. Patients should be cautioned aboul operating hazardous machinery, Includ
automabiles, untl they are reasonably cartain that buprenorphine tharapy does nol adversely affe
ability to engage in such activities. Like othar opioids, SUBOXONE and SUBUTEX may produce o
hypotension In ambulatary patients.

Head .'néu and Increased Intracranfal Presstire;

SUBOXONE: and SUBLITEX, ke other polent opioids, may clevale cerebrospinal fluid pressure ar
be used with caution In patients with head hEJB% intracrantal lnsions and other circumstances wit
cerebrospinal pressure may be increased. SUBOXONE and SUBUTEX can produce miosis and ¢!
the level of consciousness that may Interfere with patient evaluation.

Oplotd withdrawal effects. .

Because It contains naloxang, SUBDXONE is Iiiglg Ilkagalo produce miarked and intensg wilhdra
syrmploms if misused palantamln%%mdmdmls pendant an opioid aganists such as heroin, m
or mathadong, Sublingually, S INE may cause opiold withdrawal symploms In such persol
administered before the aganist effects of the oplold have subsided.

PRECAUTIONS

General:

SUBOXONE and SUBUTEX should be administered wilh caution In elderly or debiliated patients ¢
wilh severe lmglalrment of hepalic, pulmonary, or renal funclion; myxedema or typolhyroidism, ¢
cortical int 10y (2.0, Addison’s diseasa); CNS depression or coma, toxic psychoses; prostatic hy)
or urelhral striclure; acule alcoholism; delium tremens; of kyphoscoliosis.

The ffec of hepatlc impairment on the phanmacokinetics of buprenorphing and naloxone is unia
Since both drugs are extensively metabolized, the plasma levels will be expected Lo be higher in p
with moderate and severs hepatic impalirmient. However, it is not known whether both drugs are ¢
to the same degree, Therefore, dosage should be adjusted and patients should bie walched for sy
of precipilated opioid withdrawal,

Buprenorphine has been shawn to increase intracholedochal pressure, as do other opioids, and thi
be administered with caution fo patlents with dysfunction of the biliary tracL

As wilh other mu-oplotd receplor agonists, the administration of SUBOXONE or SUBUTEX may ¢
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Patients should be cautioned that a serious overtose and death may occur if benzodiazepines, sedatives,
tranquilizers, antidepressants, or alcahol are taken at the same time as SUBOXONE or SUBUTEX.

SUBOXONE and SUBUTEX mmlmpai_rihe mental or physical abifiies required for the performance of
polentially darigerous tasks such as driving a car or operating machingry, especially during drug induction
and dosg adjustment. Patients should be cautioned about operating hazardous machinery, Including
aulomobiles, unil they are reasonably certain that buprenorphine terapy dogs not adversely affect lhey
abilly to engage In such activities. Like olher opioids, SUBOXONE and SUBUTEX may produce orlhostatic
hypolension in ambulatory palients.

Patients should consult thelr physician if other prescription medications are currently being used or are
prescribed for fulure use.

Carclnogenesis, Mulagenesis and Imggl’mmn.' of Ferlility: . ‘
Carcinogenicity: balunngenﬁly data on SUBDXONE are not avallable, Ca shudies of buprenomhing
were conducied in Sprague-Dawley rals and CD-1 mice, Buprenorphine was administered in the dietto rals
atdoses of 046, 5.5, and 56 myykg/day (estimated exposure wa?r? oxirnately 0.4, 3 and 35 times the
recommended human dally sublingual dose of 16 n'gﬂat]:n amgmé basis) for 27 months. Statistically
significant dose-related inreases in lesticular interstilial (Leydig’s) cell lumors oecurred, according la the
frend lest adjusted for survival, Pair-wise comparison of the high dose against contral faled 1o show stalistical
significance. In an 86-week study in CD-1 mice, buprenorphine was nol cardrggenic at dietary doses up
0100 rqgél@day {estimated exposure was approximately 30 times the recommended human dally sublingual

dosa of 16 mg on a mg/ne biasis),

Mutagenicity:

SUWON?W 4:1 combination of buprenorphine and naloxone was not mutagenic ina bacterial mutation

assay (Ames lest) using faur strains of S. fyphimurium and twa slraing of £ coll. The combinalion was not
i:iaﬂstnges[c In an i wiro cytogenelic assay in human lymphocytes, or in an intravenous micronucleus test
n the ral

SUBUTEX; Buprenormhine was studied in a series of lesls utiizing gene, chromosome, and DNA interactions
in'bolh prokaryotic and em:ﬁmc systems, Resulls were negaine in yeast (Saccharamyces cerevisie
for recombinant, geng conve nl] or lorward mutations; negative in Bacllus subtlis "rec" assay, negalive
for clastogenicity in CHO eells, Chinese hamsler bone marrow and spenmalogonia cells, and negative in
the mouse lymphoma L5178Y assay, Resulls were eu;l]qml in the Ames lest: negative in studios in two
laboratories, but posiive for frame shilt mutation at a high dos%mngmfaw) ina thid stucy, Results were
msiln_m in the Green-Tweets (. coll) survival lest, positive in a DNA synthesis inhibition (D) test with

tisular tissue from miice, for both in vivo.and in vitro incorporation of [3H]thymiding, and posilive in
upscheduled DNA synihesis (UDS) lest using testicutar cells from mice,

Irnpaimment of Fertilly:

SUBOXONE: Diela;yg’dmlnisuaﬁanof SUBDXONE in the rat at dose levels of 500 pprm or greatzr (equivalent
loapprcmmato%‘! Tgl&;f(hy wgrealensstmatad wcpqsu:awasapg:rmdmatﬂy times he meommindedd
hueman datly sublingual dose of 1 mhg ona ml%;r;? baseﬂ produced a reduction In fertifity demonstraled
by reduced female concaption rales. A distary dose of 100 ppm é ulvalent to approximalely 10 mgy/kny/day;
estimated exposure was approximalely 6 limes the recommended human dally sublingual dose of 16
on amg/mz basis) had no adverse effect an fertiily.

SUBUTEX: Reprotuction studles of buprenarphire In rats dermonstraled no evidence of impaired fertiit

at dally oral doses up lo m;m;gday (estimaled exposure was agpmxrrmhlyﬁﬂ timies the recommendecd
human daily sublingual dose of 16 mg on a basis) or up lo Smg/kp/day im or s¢ (estimaled exposure
was approximately 3 limes the recommendatl human daily sublingual dose of 16 mg on a mig/m? biasls),

Fregnancy;

nancy G o
SUB0

ONE: Effects on amaﬁ‘?m-!cl development were stutied in Sprague-Dawley rats and Russlan white
rabbits following oral {1:1) and intramuscular (3:2) administration of mixtures of buprenamhing and naloxone.
Fallowing orl adminlstration to rats and rabbits, no teratogenic effects were observed al doses up 1o 250
miykg/day and 40 my/kg/day, respectively (estimaled exposure was approximalely 160 times and 50 fimes,
respectivery, the recomm human daily sublingual those of 16 mg on a mg/m? basis). No definitive
drug-retated teralogenic effects were observed in rals and rabbits al intramuscular doses up o 30 mikg/day
{estimated éxposura was approximalaly 20 imes and 35 Umes, respectively, the reommended human
tlaily dose of 16 mg on a mg/m? basis). Acephalus was abserved in one rabbit felus from the low-dose
ﬁmup and omphicele was observed in two rabbit fetuses from the same fitler in the mid-dose group; no

ndings were ohserved in feluses from the high-dose group. Following ural administralion ta the ral, doso-
relaled post-implantalion losses, evidanced by increases in he numbers of oa?r resorplions with consequent
reductions in the numbers of fetuses, were observad :A doses of 10 mo/ky/day or grealer (estimated
exposure was approximalely B fimes the recommended hurnan dally sublingual dose of 16 my an a mg/m?
basis), in the rabbil, increased pnsl~i$p1am.aunn losses aocurrad al an oral dose of 40 ma/kgy/ay, Following
intramuscular administration in the ral and the rabbil, post-implantation losses, as avidenced by decreases
in live fetuses and Increases in resorptions, oceurred at 30 mg/ky/day.

SUBLTEX: Bupreriorphing was nol teralogenic in rats or rabbils after im or se doses up lo 5 mo/ke/day

estimated exposte was approdmalely 3 and 6 times, respectively, the recommended hurnan daily sublingual
gose of 16 mg on a mg ﬁasis:, after fvdoses upto 0.8 mw‘&w(esﬂmaied BROOSLIE Was a;f:mmwlew
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Non-faratogenic sffects.

Dyslocia was noled in pregnant rals freated im with buprenorphine 5 de? {approximately
the recommended human dally sublingual dose of 16 myg on 8 mg/m2 basis). Both fertlity and p.
postnatal development studies with buprenorphing In rals indicated increases In neonatel mortall
oral doses of 0. and up (approxirmalaly 0.6 times the recommended hurnan daily su
dose of 16 mg on a mg/m? basis), aller im doses of 0.5 mohg/day and up [;glproadmalaly 3 i
TECON) hurma dally sublingual doss of 16 mg on a mg/TeE basis), and alter scdosesof 0.1 ¢
and up &%rsmmalaly 0,06 timas e recommended hurman dally sublingual dose of 16 mg on ¢

basis). in the ncourrence of ghting reflex and starlle respanse were roted In ral pups at an
of 80 mg;gmay (approximalely 50 times the recommenced human daily sublingual dose of 16
mg/me? Dasis),

Neonatal Withdrawal:

Neonatal withorawal bas been reported in the infants of women treated with SUBUTEX during pr
From post-markeling reports, the time to onset of neonatal withdrawal symptoms ranged from [
DaLﬂ of life with mostoccuring on Day 1, Adversa events associalad wilh necnatal withdrawal €
included hypertonia, neonatal remor, neoniatal agitation, and myoclonus. There have been rare re

convulsions and in one case, apnea and bradycardia were also reported.

ﬂrslngﬂg{&m:’ ill production dur ral ction studies with b hing In
apparent lack of milk production during general reproduction studies with buprenarphing in ra
daueasedviabﬂﬂyandlagl_ahunmdim.@ugl i of sublingual %ﬂ?‘pﬁiﬂ% lf;enm
showed that by uq%?hlmﬂassesmmem r's nilk. Breast-feeding Is herefore notadvised in
treated with S or SUBDXONE.

Padialric Use:
SUBOXONE and SUBUTEX are nol recormended for use in tg)edialric patients. The safety and effe
of SUBOXONE and SUBUTEX in patients below the age of 16 have not been eslablished.

ADVERSE REACTIONS

The salety of SUBOXONE has been evalualed in 497 osudoid-da nelent subjects. The prospeclive

of SUBOXONE was supported by clinical Irials using SUB lbupramg‘ialna tablets without n

and other Urials using buprgnorphing sublingual solitions, In total, safety data are available rom .

ﬁmgiapmm subjects exposed 1o buprenarphine at doses in the range used In treatment of
ction,

Few differences in adverse event profile were noled between SUBOXONE and SUBUTEX or bupn
administered as a sublingual sofution.

Ina comparalive slud;? adverse event profiles were similar for subjects treated with 16 mg SUBC

16mg SUBUTEX. The following adverse events were reported 1o occur by at least 5% of patients
week study (Table 3), by ’
Table 3. Adverse Events (=5%) by Body System and Treatment Group in a 4-week Study
N(%) N(%) N(%)
Body System / Adverse Event SUBOXONE| SUBUTEX |  Pluccbo
(COSTART Terminology) | 'SmE/dey | Wmeday |
Body as a Whole
Asthenia 7(6.5%) | S(Aa9%) | 7(6.5%)
Chills B(7.5%) | 8(7.8%) | 8(7.5%
Hoadacl 39 (36.4%) | 30 (29.1%) | 24 (22.4%)
Infection 6(5.6%) | 12(11.7%) | 7(5.5%)
Pain 24 (224%) | 19 (134%) | 20 (18.7%)
Puin Al 12(11.2%) | 1201.7%) | 7(6.5%)
Puin Back 40.0%) | 8(7.8%) | 12(11.2%)
Withdrawal Syndrome 27(25.2%) | 19 (18.4%) | 40 (37.4%)

Cardlovascular System

Vasodilatlon 10 {9.3%) 4 (3.9%) 7 (6.5%)
Digestlve System
Constipti 13(12.1%) |  8(7.8%) 3 (2.8%)
Dinrrhen 4 (3.7%) 5(4.9%) | 16(15.0%)
Nausea 16 (15.0%) | 14 (13.6%) | 12(11.2%)
Voiniting B (7.5%) 8 (7.8%) 5 (4.7%)
Nervous System

i 1S (10%) | 22 (21.4%) | 17 (15.9%)
Respivatory System
Rhinitis 5 (.7%) 10 (9.7%) | 14 (13.1%)
Skin And Appendiige
Sweutlng 15 (14.0%) | 13(02.6%) | 11110.3%)
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Injury Aceidental 5 (3%) 10 (6%) 5 (%) 3 (%) 23 (3%)
Pain 47 (26%) | 37Q21%) | 49(26%) | 44 (24%) | 177 (24%)
Pain Buck 18 (10%) | 29(16%) | 28(15%) | 27 (15%) | 102 (14%)
Withdrawal Syndrome | 45 (24%) | 40 (2296) | 41 (22%) | 36 (20%) | 162 (22%)
Digestive System

Constipation 10 (5%) 23 {13%) | 23(12%) | 26(14%) | 82(11%)
Diarrhen 19 (10%) 8 (4%) 9 (5%) 4 (2%) 40 (5%)
Dyspepsia 6 (3%) 10 (6%) 4 (29%) 4 (2%) 24 (3%)
Nausea 12{7%) 22 (12%) | 23¢12%) 18 (10%) | 75 (10%)
WVamiling 8 (4%) 6 (3%) 10 (5%4) 14 (8%) 38 (5%)
Nervous System

Anxiely 22(12%) | 24 (13%) | 20(11%) | 25(14%) | 91(12%)
Depression 24 (13%) 16 (9%) 25 (13%) 18 (10%) | 83 (11%)
Digzlness 4 (2%) 9 (5%) 7 (4%) 11 (6%) 31 (4%)
I i 42(23%) | 50(28%) | 43 (23%) | 51(28%) | 186(25%)
Nervousness 12 (7%) 11 (6%) 10 (5%) 13 (7%) 46 (6%)
Somnolence 5 (3%) 13 (7%) 9 (5%) 11 (6%) 38 (5%)
Resplratory System

Cuongh | 5(3%) 11 (6%) 6 (3%) 4 (2%) 26 (4%)
Pharyngitis 6 (3%) 7 (4%) 6(3%) 9 (5%) 28 (4%)
Rhinitis 27 (15%) 16 (9%) 15 (8%%) 21(12%) | 79(11%) |
Skin And Apy B

Sweal 23(13%) | 21 02%) | 20011%) | 23 (13%) | 87 (12%)
Special Senses

Runny Eycs 13 (7%) 9 (5%) 6 {3%) 6 (3%) 34 (5%)

* Subiigual solution, Doses In this table cant rmmsm& be defvered in tablet form, but for comparison purposes:
'mp’»’v'mnmwuquuumﬁwhh doseal2mg P I
“Lowi” dusgmsn approvirmates a6 my iblet dose

“ mte By 5 }appm:dn*-aimﬂzmgu dose

“High” dose (16mg approximates a 24 mg

DRUG ABUSE AND DEPENDENCE
SUBOXONE and SUBUTEX are controlled as Schedule 11l narcotics under the Controlled Substances Act.

Buprenorphine is a partial agonist at the mu-opioid receplar and chronic administration progduces dependence
of O%Ir](J)id type, d»amc?euﬂumd Ly nwdmlt.lgg withdrawal upon%mpl ﬁlscunﬁnuaﬂog or rapid taggr. The
withdrawal syndrome Is mikder than seen with full agonists, and may be defayed in anset (SEE WARNINGS)

Neonatal withdrawal has been reported in the infants of women treated with SUBUTEX during pregnancy
{See PRECAUTIONS)

SUBDXONE contains naloxone and if misused parenterall, is highly likely o produce marked and intense
withdrawal symptoms in subjecls dependent on other opioid agonisis.

OVERDOSAGE

Manilestations: . . . . . . .
M%nggas{ﬁllons of acute overdose include pinpoint pupils, sedation, hypotension, respiratory depression
an \

Treatment:

The respiralory and cardiac status of the patient should be rrwnitared carefully. In the event ol depression
of respiratary or cardiac lunflmn, r_!rnaf}y attention should be given lo the re-gstablishment Tr equate
respiralory exchange through provision of a patent airway and institution of assisted or control wv&nﬁlaﬂon,
(ygen, intravenous fluids, vasopressors, and other supportive measures should be employed as indicaled.

IN THE CASE OF OVERDOSE, THE PRIMARY MANAGEMENT SHOULD BE THE RE-ESTABLISHMENT OF
ADEQUATE VENTILATION WITH MECHANICAL ASSISTANCE OF FtESPiRAHONr’E EQUIRED. NALOXONE
léll@;ﬂl\é%%%EPﬁTﬁEECTIVE IN REVERSING ANY RESPIRATORY DEPRESSION PRODUCED BY

High doses of naloxone hxslrochloride, 10-35 mg/70 kg ma)( be of limited value in the management of
buprenorphine overdose. Doxapram (a respiratory stimulant) also has been used.

DOSAGE AND ADMINISTRATION | . ‘ :

SUBUTEX or SUBOXONE is administered sublingualty as a single daily dose in the range of 12 to 16m,
day, When taken sublingually, SUBOXONE and 5l Have similar clinical effects and are inlerchangealile.
There are no adequate and welcontrolled studies using SUBOXONE as iniial medicalior). SUBUTEX conlains
no naloxone and ?rurerrad for use during induction. Foliowing induction, SUBOXONE, dus lo the presence
ol aloxone, is preferred when clinical use includes unsupervised administration. The use of SUBLITEX lor
unsupenvised administration should be limited o those patients who cannot tolerate SUBOMONE, for maumple
those patients who have been shown to be hypersensilive to naloxone.

Methad of administration:

SUBOXONE and SUBUTEX tablels should be placed under the tongue until they are dissolved.
For doses requiring the use of more than two tablels, patlents are advised to eitner place all the tablets at
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used opioids or preferabiy when earty signs of opioid wilharawal appear.

Patiants on mathadona orother long-acting oploids:

There Is itk controlled experience with the ransfer

of methadong-maintained patients to buprenorphing.
evidenica s that withdrawal

SUgpes lnms

are possible during induction lo bup:enur%ﬁr%

Ireabmenl. Withdrawal appears more likely in patients

B at T beopne Gose st
n Li

shortly after the halmmﬂlar%one dose.

Malmtenance:

SUBOXONE is the preferred medication for
manlenance treatment due to the presence of naloxone
in the formulation.

Ad'usﬂ:g the dose unlil the mainfenance dose is
am‘fm 5

The recommended target dose of SUBOXONE is 16
Wﬂ#&ﬂnﬁ studies have shown that 16mg of
BUTEX or SUBOXONE is a clinically effecive dose
compared with placebo and Indicate that doses as
bwas12%g&'bauﬁm~ammpab;m& The
dosage of ONE should be anar&mdy
adjusled In Increments / decrements of 2mg ar 4mg
to d level that holds the patient in treatment and
: Ee?‘es aﬂluué \:mﬂ%xnzril enects.dla'hyig is lﬂcgbr
o be inthe range of dmg 1o 24my per day depending
on tha indhidual,

Reducing tdosage and stopping treatment:

‘The decision (o discontinue therapy with SUBOXONE
or SUBUTEX after a period of mainlenance or brief
stabifization should be made as ggn ola
comprehensive iealment plan. Both gradual and
abrupt disconfinuation have been used, butna
controlled trials have been undertaken o delenming
the best method of dose taper at the end ol
treatment

HOW SUPPLIED
SUBOXONE is suppiied as sublingual {ablets In whitd
HDPE bottles.

Hexagonal orange tablels containing 2mg

buprenorphine with 0.5mg naloxone
mﬁ)ﬁzd'ge-wss-z 0 30 tablets per bottle

Hexagonal orange tablets containing 8mg
buprenorphine with 2mg naloxone

NDC 12496-1306-2 30 tablets per bottle
Store at 25°C (77°Fi, excursions permitied to
(

15-30°C (59-86°F) (see USP Controlled Room
Temperature}

SUBUTEX is supplied as sublingual tablets in while HDPE bottles.

QOval white tablets contalning Zm%bupreno hine
NDC 12496-1278-2 301ablets per bottle

Oval white tablels containing Bm?abupreno hine
NDC 12496-1310-2 301ablets per bottle

Store at 25°C (77°F), excursions permitted to 15-30°C
(59-86°F) [see LiSP Conlralled Room Temperature)

Manufactured by
Reckitt Benckiser Healthcare (UK) Lid
Huli, UK, HUB 7DS

Distributed by:
Reckitt Benckiser Phammaceuticals, Inc.
Richmond, VA 23235
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