OxyConti™ 10 mg Tablets =
OxyContin™ 20 mg Tablets ”
OxyContin™ 40 mg Tablets
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B4ODES

DESCRIPTION

OxyDontin™ {oxycodone hydrochloride con-
imlled-reloasie) tablets are an opioid anal
gesic supplied in 10 m1g, 20mg, and 40 mg
{ablet streng hs for oral administration. The
tabletstreng hs describe the amourt of oxy-
sodone par tablet as the hydrochloride sait
The structural formula for oxycodons
hydrochlonds is as follows:

qgﬂﬁxn,,o} i1 MW 351.83
The chemical formula is 4, 5-epoxy-14-
fiycroxy-3-m thoxy-17-methyimorphinan-6-
one hydrachlaride.

Oxycodong T @ white, pdorless erystaifine
poviderderivod from the oplum alkalold, the-
baing. Geyecdone hydmnhixande dissolves
in water (1 g In 6107 mby. ks slightly sol-
uble in aleohnt {octane! water partition.coef-
ficient 0.7). The tablets contain the foliowing
inactive ingre dients: ammonio methacrylate
copolymer, ¥ ysjmxypm;ay! methylceliulose,
{aptose, mag esium stearals, povidone, red
iron exide {20 mg strength tablet only), stearyl
alcohol, tals, titanium diodds, traceth, yel-
low iron-oxid 3 {40 mg strength tablet only),
and other ing edisnts.

CLBNCAL PHARMACOLOBY

Cenfral Nervous Systern

Oxycodone is 4 pure agonist opioid whose
principal therapeutic action is-anelgesia. Other
therapeutic ef oets of oxycodone Includs anx-
folysls, eupharia and feslings of relaxation.
Like all pure cpioid agonists, there is no ceil-
ing effect to znalgesia, such asis seen wilh
partial agonists or non-opicid analgesics.
The precise mnechanism. of the analgesic
action s uak wwn, Howsver, specific CNS
opigig receptcrs for endogensus compounds
with opfoid-iil ¢ activity have been identified
thrsughout the brain and sprﬁa! pord and play
a role irvthe avalgesic effects of this drug.
Oxycodons preduces respiratory depression by
directaction o brain sterm respiratory cerers.
The respiratoty depression involves both a
reduction In % ¢ responsiveness of the brain
stem espirgtory centers lolnereases in carbon
dioxide tension and to elecirical stimulation.

Oxycodone dapresses the cough vefiex by
direct effect on the cough canter in the medul-
iz Antitussive effects may occur with dosss
lower than those esually required for analgasia,
Orycodone causes miosis, sven in total dark-
nass. Pinpoint puplls are a sign of opioid
pverdose it are not pathiognomanic., Marked
mydriagis ather than riosis may be seen due
10 ypoxia in overdase situations.
Gastroitestinal fract and Other Smooth
Muscle

Gxycodone causes a reduction In motifily
assogiated with an incraase In smooth mus-
¢le tone in the anfrum of the stomach and
duodenurn. Digsstion of foad in the small
intasting fs deldyed and propulsive contractiong
are decreased. Propulsive perstaliic waves in
the colon are decreased, whils tong may be
increased to the point of spasm resulting in
conslipation. Othér ppicid-induced effects may
inciude a reduction in gastric, bitiary and pan-
creatic setretions, spasm of sphingter of Bdd,
and transient elevations in serum amylase.
Cardiovascular System

{Oxycodone may produce refease of hista-
ming with or without associated peripheral
vasodilation. Manifestations of histamine
releage and/or peripheral vasoditation may
include pruritus, flushing, red eyes, swesling,
and/or orthostatic hypotension.
Concentraiion—E&fficacy Refationships
{Pharmacodynamics)

Studies tn normal volunieers and patients
reveal predictable relationships between oxy-
codong dosage and plasima oxycodone son-
centrations, as well as between conceniration
ard certain expected oploid effents, Innormal
volunteers these include pupitlary consiriction,
sedation and gverall “drug effect” and In
patients, analgesia and feelings of “relax-
ation.” Innon-olsrant patients, analgesia is not
usually seen at a plasma oxycodone conoen-
tration of less than 510 ng/mi.

As with 4l opioids, the minimure effective

plasma concentration for analgesia will vary
widely amang patients, especially among
patients who have been previously treated
with potent agonist opiolds. As a result, palients
neet o be freated with individualized Hiration
of dosage to the desired effect. The minimim
sifeciive analgesic conGentration of axycodone
for any individual patient may increase with
repeated dosing due to an increase in pain
andfor the development of tolerance.
Contentration-Adverse Experience
FRelationships

OxyContin™ tablets are agsociated with typ-
ical opioid-related adverss experiences sim-
flarto those seenwith immediate-release oxy-
codene and all opisids. There is a general
relationship between increasing oxycodone

plasma concerration and increasing fequency
of dose-related opioid adverse experiences
such as nayses, vomiting, ONS efiects and res-
piratory deprassion, In opicid-tolerant patients,
the slualion is altersd by the development of
folerance tn opioid-related side effects, apd the
refationship Is poorly undersiopd.

As with all apiolds, the doss must be ind-
vidualized {5z DDSAGE AND ABMINISTRA-
TION), becauseths effective analgesic dose
for some patients wilt be too high 1o be tol-
arated by other patierts. -

PHARMACOKINETICS AND METABOLISH
The activity of OxyConfin™ {oxycodone
hydrochloride controlled-releasey tabléts is
primarily due to the parent drug oxyoodong.
OxyContin tabléts are designed 1o provide
controtled defivery of oxycodone pver 12
hours. Oxycodone s welt abserbed from
OxyContin tablels with an oral bioavallabifity
offrom 80% to 87%. The relative oral bivavall-
ability of GxyContin to immediate-release oral
dnsage forms is 100%. Upon repeated dos-
ing in nerma) volunieers, steady-state levels
wers achieved within 24-86 hours. Dose
proportionality has been established for the
18:mg, 26 mgand 40 mg fablet steengths for
both peak plasina levels (€,,,,) and extent of
absorption {AUL). Oxycodone is exiensively
metabolized and siiminated primarily in the
yring as both conjugated and unconjugated
metabolites. The apparent slimination haif-life
af axycodong following the administration of
OxyContin was 4.5 hpurs compared 10 3.2
hours for immediaie-relpase oxycodane.
Absorption

Abgut 60% t0 87% of an oral dose of oxy-
codone reaches the central compartment in
cemnparisen o a parenteral dose. This high oral
bivavailability is due {0 low pre-systernic and/or
first-pass metabofism, inviormal voluritears the
{172 of absarption is 0.4 hours tor immediate-
release oral oxycodone: In contrast, OvGentin
tablets exhiblt a biphasic absorplion patiern
with bwo apparent absorplion half-times of
0.6 and 6.9 hours, which deseribes the inifal
release of oxycodone from the fabletfollowed
by a profonged release.

Plasma Oxycodone By Time

;’Vﬂmf S j
A B
Nt e
PR N e

A /)' g P

4 T
d

Oejcesisct Camerstaan gy Log ety

' < o
Ty 2 a4 e &6 7 8 s m W w
HouiaFronm Disiog
ety gAMLy NG AT

Dose proportionality has been established
for the 10 my, 20 my and 40 mg tablat
strengths for both peak plasma concentrations
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{Ciped ane extent of absorption (AUC) (see

Table 1 balow). Given the short hail-life vf
elimination of oxycodone from OxyContin,
steady-siete plasma conceniiations of oxy-
codong ar: anhieved within 24-36 hours of
initiation «f dosing with OxyContin 1ablets.
In 2 study comparing 10 myg of OxyContin
overy 12 howrs 1o 5 mg of immediate-release
axycodont svery 6 hours the two treatments

wers fourd 0 be eduivalsnt for AUG and.

G and -stellar for G, (rough) concen-
trafions. There was less Thuctuation in plasma
concentral ons for (e OxyContin tablets than
for the i ediate-release formatation.
Table 1

Mean [% coefficient variation]

Reglmen’ Tiough
Dosage Fam e Lpmx Troax LCane.

T R A R 1 R ]
Slagie Dosiy

Wy Gylostn  1607126.6) 108104 27143  na
0mgOnlontin 2075 19658 214 RSB 325TW  aa
A9mg DConttn 4234 [30F  MIPAO, B1FLA na
Muldpte-Dose

W mp Gryontin
Tardets qi2h 10964306 151 B1O] 32 (BR8] 77 [4.4)
S myingeda-
oips gl WA B6Z 155 [RE  14[87) T4{9

Tiprsinge-doae + UG=AG . tor mulligte-dose AIC =400,

Food Effec.s

In contras: to Immediats-release formula-
ons, 006 has 6o significant effect on e
absorption of oxycudons from OxyContin
Onycodons release from OxyDontin tablels Is
nH indeper dent.

Distribistior

Following i dravenous administration, the vol-
ume of distribution (Vss) for oxyoodone was
2.6L/kg. O:ycodone binding 1o plasma pro-
feinat 37°( and a pH of 7.4 was about 45%.
Onoe abso bed, oxycodone is distributed fo
skeletal muscle, Hver, intestinal iract, lungs,
spleen anid braih. Oxycodone has been found
in brgast o ik (see PRECAUTIONS).
Medabolisn

Owycodone tydrochiodde is exdensively matab-
olized 1o nordxycodone, exymarphione, and
ihelr glucuronides. The malor clrculating
metabolite 45 noroxycodone with.an AUC ratio
ol 0.5 relative 1o that of oxycodons.
Noroxycode ne is reparted 1o be a considerably
weaker anaigesic than oxycodone. Oxymor-
phong, although possessing analgesic activi-
1y, s presant in the plasmia only in low con-
centrations. The correlafion between axyror-
phone concantrations and-epicid effects was
much less  an that seen with axycedone plas-
ma concent ations. The analgesic activity pro-
file of other retabolites is riot knewn at present.
The Tormatic n of oxymosphonie, but niot norox-
yeodene, & mediated by CYP2D6 and as
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such its formation-can, in theory, be affected
By other drugs {see Drug-Drug Interactions).
Excretion

Cryeodone and its meiabofites are excrsted pi-
marily via the Kidney. The amounts measured
T the wrine have been reporied as follows: free
omycodane up to 19%; conjugated oxycodone
tip to 50%; free oxymorphone 0%; conjugal-
¢d oxymorphong < 14%; both fres and con-
jugalsd noraxyecdone have besn found inthe
urine but not quantified. The lotal plasma
clearance was 0.8 Lsmin for adufis.

Special Popilations

Elderly

The plasma concentrations of oxycodone ae
only nominally affected by age, being 15%
greater inalderly as compared to young subjects,
There were no differences in adverse event
reporting hetween yotng and elderly subjects.
Gender

Female subjects have, on average, plasma
axycodone concentrations up to 25% higher
than males on a body weight adjusted basis.
The reason for this difference is unknown,

Renal tmpairment

Preliminary data from a study invelving
patients with mild 1o severe renal dysfunction
{creatining cleararice <60 mL/min) show
peak plasma oxycodone and noroxycodene
congentrations 50% and 20% higher, resneg-
tvely and AUGC values for oxyco0ons, fiosox-
yeodone and oxymorphene 60%, 50% and
40% higher than normal sobjects, respec-
tively, This is accompanied by anincrease in
sedation but not by differences in respirato-
ty rate, pupillary-corstriction, or several other
measyres of drug effect. There was an
increase in 11/2 of elimination for oxyendone
of oty 1 hour (see PREGAUTIONS).
Hepatic Impalmment

Preliminary data from a study involving
patients with mild fo moderate hepatic dys-~
function show peak plasma oxycedone and
noroxycodone cangenirations 50% and 20%
higher, respeciively, than nermal subjects.
AUC values are 95% and 65% bhigher, re-
spectively. Oxymorphane peak plasma con-
cenjrations and AUC values are lower by
30% and 40%. These differences are accom-
panied by incresses in some, but not other,
drug effects. The 13/2 elimination Tor oxy-
cotone increased by 2.3 hours (see PRE-
CAUTIONS).

Drog-Drig Interactions (see PRECAUTIONS}
Oxycodone is metabolized in part viz CYPZU6
1o axymorphane which represents less than
15% of the fotal administered dose. This

glfed aemysn 0 Tablets C

route of elimination can be blocked by a vari-
ely of drugs {e.g., certain cardiovascular
deugs and anti-depressants). Patients racsiv-
ing such drugs concomitantly with DxyContin
do not appear to-present ditfersnt therapeu-
fic profiles than other patients.

CLINICAL TRIALS ,

DyContin™ {twycodong hydrochioride con-
trofled-rslease] tablels were sualiatedn stuge
ies involving 713 patients with efther cancer or
non-canger pain. All patients receiving
OxyContin wére dosed g2h. Efficacy com-
parable o other forms of oral oxycadons was
demonstrated in-clinical studiss using phar-
matokinatic, pharmacodynamic and efficacy
outcomes. The outcome of thess trials indi-
catert: (1} a posttive relationship befween dose
and plasma. trycodone conceidration, (2) a
positive relationship between plasma oxy-
codone concentration and analgesia, and (3)
an observed peak o rough variation in plas-
ma concenifration with-OsyContin Jyving within
the observed range established with qid dos-
ing of immediate-releass oxycadone in clirical
poputations al the same fotal daily dose.

In clinieal #als, OxyGontin tablsts were sub-
stituted for a wide vastely of analgesics,
including acetaminophen (APAP), aspirin
{ASA), other non-steroidal anti<inflammato-

1y drugs {NSAIDs), epiold combination prod-

ucts and single-erntity oplolds, primarily mor-
phine. In cancer patients receiving adequate
oploid therapy at hasaling, pain infensity
scores and acceptabifity of thecapy remained
unchanged by {ranster to OxyContia. Fot non-
cancer-pain patients who had moderate 1o
severs paln at baseling on pri opioid thera-
P, pain control and aceeptability of therapy
improved with the introdugtion of fixed-inter-
val thevapy with CxyGontin.

Use in Cancer Pain

OxyContin was studied in three double-blind,
controlied chinical trials nvoling 341 cancer
patients and several open-labsf irals with ther-
apy durations of over 10 months.

Two, double-hlind, controlied clinjcal studiss
indicated that OxyContin dosed q12h pro-
duced analgesic sfficacy equivalent o imime-
diate-release onycodons dosed gid at the same
total daily dose. Peak anﬂtmugh plaqma €80~
centrations attained were similar 10 those
altained with Immediate-release axycodong
atequivalent total daily doses, With fiiration o
analgesic effect and proper use of mscue
medication, nearly every patient achievad ade-
guate pain control with GxyContin.

irthe third study, 2 double-blind, active-con-
trofted, crossover Yrial, OxyCantin dosed qi2h
was shown 1o be-equivalent in efficacy and
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OnyCorti™ 10 mg, 20,0, 40 mg ablets (11

satety toimmedbde-release prycodone dossd

oid ot the same ttal daily dose. Pafients were
4ble to be tirated 10 an acceplable analgesic
effect with sither DyContin or immediate-
releasg oxytodo 1© with both ireatmenis pro-
viding stable pain cordrol within 2 days in
most patients.

in patierts with cancer pair, the fotal dally
OxyContin dose: tested ranged from 20 mg
0 840 mg per «ay. The average lofal dally
dose was appro dmately 105 mg per day.
Studies in Non-Lancer Pain

A double-blind, placebo-controfisd, fixed-
dose, paraltel group-siudy was canducted in
133 paiients with moderats 1o severe
ostanarthriiis pan, who were judged as Ray-
ing inadequate pain confrolwilh pra opiolds
and madmal noi-sterpidal anti-inflammato-
1y therapy. In tis study, 20 mg OxyContin
q12h significantly decragsed pain and
improved quality of life, mogd and sleep, rel-
afive to placebe. Both dose-concentration
and cencentralivd-effect relationships were
noted with 2 minimum effective plasma oxy-
chdone conceitation of approdmately 5-10
ngfmt..

In & double-blind actwem.mhnlied LYOSSOVEF
stody involving 57 patients with low-back
‘pain inadeguatel  controlled with prn apicids
ang non-apioid therapy, OxyContin adminis-
tered gi2h prov ded analgesia equivalent i

immediaie-relgase oxyoodone administered

id. Patients could be titrated to an atcepteble
analgesic affec . with either OxyGuantin or
immediatovelease farms of xyendane.
Sirigle-Dose Gor sparison with Standard
Therapy

A single-dase, 1louble-blind, placeho-cen-
wolled, post-eperative study of 482 patients
was sonducted utilizing graded dases of
OxyContin (16, 10 and 30 mg). Twenty and
30 mg of OxyCmtin gave equivalent peak
analgesic sffact ompared fo two axycodene
& mg /acetamine phen 325 my ablels ard 1o
15 myg Inmediate-release oxyrodone, while
the 10 mg dose of OxyContin was interme-
diate between toth the immadiate-release
and combinatior products and placets, The
onset of analgesic action with OxyGontin
ogcurred within 1t hour in most patients fol-
lowing-oral administration.

DxyGontin is no: reconmmended pre-opéra-
tively {presmptivs anaigesia) or Tor the man-
agement of pain o the immediate post-opar-
ative perod (the first 12 16 24 hours follow-
ing surgery) because the safety or appropri-
aleness of fixed- foss, long-acting opiolds in
{his setting has t ot been established.
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Oifer Chinica! Tals

in open-label trials involving approximately
200 patients with cancer-related and non-
cancer pain, dosed according lo the package
ingert recommendations, appropriate anal-
gesic sifectiveness was noted without regard
in.age, gender, race, or distass sfate. There
Wwere no unusual drug interactions observed
in patients receiving a wide range of med-
icafions commion In these populations.

For opioid-naive patients, the average total dally
dose of OxyContih was approximately 40 mg
perday, There was b evidente ot exycodang
and metabolite accumidation during 8 months
of thegapy. For cancer pain patients the average
total daily doge was 105-mg (fange 20 10 720
m§§ per day. There was a significant decrease
in acule opioid-relaied side effects, excapt for
constipation, during the figst several wegks of
therapy. Development of significant ilerance to
anzigesia Was Uncommo.

INDICATIONS ARD USAGE

OxyContin™ tablets are a controlled-release
oral formufation of oxycedone hydrochloride
indicated for the management of moderate to
seveie paln witere use of an opiold anaigesic
is appropriate for more than afow days. (See:
CURICAL PHARMACOLOGY; CLINICAL TRI-
ALSY. '
CONTRAINDICATIONS

OxyContin™ is contraindicated in patients
with known hypersersitivity to oxycodane, or
in any situation where oploids are con-
traindicated. This includes patients with sig-
pificant respiratory deprassion (i unmoni-
tored setfings or the absence of resuscitative
eauipment, and patients with acute or severe
bronchial gsthima or hypercarbia. OxyContin
is contrdindicdied in any pafiend who has or
issuspected of having paralytic fleus.
WARNINGS

GryContin™ {owcodone hydrochlonids san-
trolled-ralease) TABLETS ARE 10 BE SWAL-
LOWED WHOLE, ANDG ARE ROT Y0 BE 8R0-
KEW, CHEWED DR CRUSHED. TAKING BRD-
KEW, CHEWED OR CRUSHED Oxyloniin
TABLETS COULD LEAD TO THE RAPID
RELEASE AND ABSGRPTION OF A POTER-
THALLY TOMIC DOSE OF OXYGODUNE,
Respiratory Depression

Respiratory depressionisthe chief hazard frorm
all opigid agonist preparations. Respiratory
depression occurs most fraguently in elderdy or
debilitated patients, usually following large ini-
fial doses in non-tolerant patients, or when
opivids are given in conjunction with other
agents that depress respiration.

Oxyeodone should be used with exfrerne-cau-
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tion in patients with significant chipnic
ohsteuctive pulmonary disgase or cor pul-
monale, and in patients having asubstantially
decreased vespiratory reserve, hypoxia,
hypercapnia, of preexisting respiratory
depression, In such patients, even usuaiiber
apeutic doses of oxycodons may decrease
respiratory drive o the point of aprea. In
thase patients alternative non-opioid anal-
gesics should be considered, and opioids
should be employed only under carefol med-

ical supervision at the lowest effective doss.

Head nfury

The respiratory deprassant effects of opi-
olds inchide parbon dioxdde retention and
secondary elevation of cerebrospingl fluld
pressurs, and may be markedly exaggerated
in the presence of head injury, infracranial
tegions, or other sources of praexisting
increased infracranial pressure. Dxysodang
praduces effects on popitary rasponse and
consciousness which may chsouse fiswre-
lagic sigrs of further increases in infracranial
presstre in patisnts with head injuries.
Hypotensive Effect

OxyContin™, ke all opioid analgesics, ay

caust severg hypotension in an individual
whose abifity to mairain blotd pressurs has

been compromisad by a deplate(i tioad vol-

ume, o after concurrent administration with
drugs such a3 phenothlazines or other Sgents
which compromise vasomotor tone.
xyContin may produce orthostatic hypoten-
sion in ambulatory patients, OxyContin, ke alt
npioid analgesics, should be administered
with caution lo patients in circutatory shogk,
since vasodifation produced by the drug may
further feduce cardiac output andbiood prés-
SUrE.

PRECAUTIONS

General

OxyContin™ {oxycodone bydrochioride con-
trolled-release) tablets are intended foruse In
patients who require oral pain therapy with an
opiold agonist of more than a few days duraiion.
As with any opioid anatgesrc it is ‘critical to
adjust the dosing regimen individually for each
patient (see DOSAGE AND ADMINISTRATION).
Selection of patients for treatment with
OxyContin should be governed by the same
principles that apply 1o the use of similar
conirafled-release opioid analgesics {see
INDICATIONS AMD USAGE). Opioid anal
gesies given on 2 fixed-dosage schedule-
haye a narrow therapeutic index in certain
patient populations, especially whes com-
bingd with other drugs, and should be
raserved for cases where the beoefits-of opl-
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oid analges a outweighthe known rigks of res-
piratory depression, altered mentdl state, and
postural hy otension. Physicians should indi-
vidualze fregiment in every-cass, using non-
opioid analgesics, pra-opioids andfor com-
bination products, and chronic epioid thera-
py with dhugs sueh as OxyContin in 2 pro-
gressive plan of pain management such as
outlined By the World Health Organization,
the Agency for Health Gare Policy and
Research, wd the Amenigan Pain Socisty.
Use of OxyContin s assceiated with increased
potentiat ks and shoutd be used enly with
eaution in the following conditions: acute
aleohnlism; adrenosoriical insufficiency {8.9..
Addison's disease); GNE depression or coma;
defirium t-émens; debilitated patienis;
kyphiostolivsis associated with respiratory
depression. myxedema or hypothyroidism,
prostatic hyperirophy or urethial striciure;
severs Imprirmsnt of Hepatic, pulmonary or
renal funckan; and Wxic psychosis,

The adrrigi siration of oxysadans, ke all opi
oid analges es, may vbseure the diagnosis or
clirical couse in patients with acute abdom:
inat conditins, Oxycodone may aggravate
convuision in patients with convulsive dis-

orders, and all opioids may induce or aggra--

vais seizurs.in some clinical seffings.

Interactions with other CNS Depressanis
OwxyGontin, ke all opioid analgesics, should
be used witycaution and started in g reduced
dosage (1/3 1o 1/2 of the usual dosage) In
patients who are concurrently receiving other
ceniral nerous system depressants includ-
ing sedativas or hypnotics, general anes-
thetics, plesothiazines, ofter tranquilizers
and algohiol. interative effects resulting inres-
piratary depression, hypofension, profound
sgdation or :oma may resultif these drugs are
taken inconbination with the usual doses of
OxyGontin,

fhteractions with #ixed Agonist/Antagonist
Oploid Anal yesics

Agomisi/antagonist analgesics {i.e., penia-
zocing, nuibuphing, butorphano! and
buprenarphine) should be administered with
caution to o patient whe has reeeived or s
recelving a course of therapy with a pure
opioid agon st analgesic such as oxvcodons.
I this situation, mixed agonistfantagenist
analgesics £y reduce the analgesic effect of
oxycodone and/or may precipliate withdrawel
symptoms in these patients.

DEF-MDL-13160.00004
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Ambutstory Surgery

OxyContin is niot recommended pre-opera-
sively {preemptive analgesia) o for the man-
agement of pain in the fmmediate posi-opar-
ative period {the first 12 to 24 hours follows
ing surgery) for patients niot previously tak-
ing the drug, becausets safety in this setfing
has not been established,

Patients who are alraady recejving OxyContin
tablets as part of ongolng analgesic therapy
may be safely confinued onthe dug if appro-
priaie dosage adjustments are made con-
sidefing the procadure, other drugs given
and ths temporary changes in physiology
caused by the surgied infervention {see PRE-
CAUTIONS: Drug-Drig Interactions, and
DOBAGE AND ADMINISTRATION).

Use in Pancreatic/Biliary Tract Disease
Owycodone may cause spasm of the sphinc-
ter of Oddi and should be used with caution in
patients with biliary tract diseass, incltding
acute pancreatilis. Oplolds ke hxyeodene may
Cause incrensas in the serum amylass lavel.

Iplerance and Physical Dependence
“Ioleranice Is the need for increasing doses of
opioids to malntain a defined effect such as
analgesia (in the absence of disease pro-
grassion or othet external factors). Physical
dependence is the ocourrence of withdraw-
al syroptoms after abrupt discontinuation of
a drug or upon adwinistration of an antago-
nist. Physical dependence and tolerance are
nof unusual during chronic epiold therapy.
Sigrificant tolerance shauld not oceur inmost
of the patients treated with the lowest doses
of oxyrotone, § should be expscied, howaver,
that a fraction of canger patients will devel-
op some degres of folerance and require pro-
gressively higher dosages of OxyContin 1o
maintaln pain control during ehvonic treal-
mant. Regardiess of whether this cocusg as
a result of increased pain secondary {p-dis-
ease progression of pharmacological toler-
ance, dosages can usually beincreased safe-
ly by adiusting the patient's dose to maintain
an accepiable balance between pain relief
and side eflects. The dosage should be select-
8d according 1o the patisnt's individual anal-
gesic response and ablity 1o olerate side
effects. Tolerance fo the apalgesic effect of
opioids is usually paralieled by tolerance to
side effents, excapt for constipation.
Physical dependence resuits In withdrawal
symptoms in patients who abruptly discon-
finue the drug or may be precipitated frough
the administration of drugs with epioid antag-
onist activity {sae OVERDOSAGE). If
OxyLontinis abruptly discontinued i a phys-

NON-CONFIDENTIAL
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ically dependent patient, an ahetinence syn-
drome may occut. This i3 chatacterized by
some or alf of the following: restlessriess,
lacrimation, thinoirhea, vawning, persplra-
tian, chills, myalgla and mydriasis, Other
sympioms also may develop, including: iri-
tabifty, anxiely, backache, joint pain, weak-
ness, abdominal cramps, ‘insomniz, nayg-
sea, anorexia, vopaiting, diarthea, o increased
blond pregsurs, respiratory rate or heari rate.

¥ signs and symptoms of withdrawal ntei,
patients should be freated by refnstiution of
opicid therapy followed by a gradual, taperad
dose reduction of OxyCentls combined with
symptomatic support {see DOBAGE AND
ADMINISTRATION: Cessation of Therapy).

inforration for Palients{Caregivers

i clinically advisable, patients receiving

OxyContin foxycodone hydrochloride con-

trolled-relaase) tablets or their caregivers

should be given the fallowing information by
the physician, nurse, pharmacist or caregiv-
ern

1. Patients should be advised that OxyContin
tablets were designed to work properly
only if swallowed whole. They may release
all their contents 2t onoe i broken, thewed
or crushed, resulting i a risk of overdose.

2. Patients shoold be advised te report
eplsoées of bmakihmugh pain and adverse
experiences ocourying durmg therapy.
Individuslization of dnsage is essentid 1o
make aptimal use of this medication.

3. Patients should be advised nptto adjustihe
dase of OxyContin without consulting ths
prescribing professional.

4, Patients should be advised that OxyContin
may impair mental andfor physical ability
required or the performance of potential-
ly bazardous tasks {e.4., driving, operating
heavy machinery).

5, Patients should not sombing OxyContin with
aleohol ar other central nervons system
depressants {sleap aids, tranqulizers) except
by the orders of the prestribing physician,
hecause addifive effects may oo

6. Women of childbearing potential who
hecome, or arg planning to becoms, preg-
siant should be advised {0 consull their
physician regarding the sffects of anal-
gesics and other drug use durng preg-
nancy on themselves and thelr unborn
child.

7. Patignts should be aovised that BxyContin
is-a potential drug of abuse. They should
proteet it from theft, and it should never be
given to anyone other than the Individual for
whom i was prescribed.
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B. Pafients should be advised that they may
pass & nply mairix “ghosts” (tablets) via
colastomy or in the Stool, and that this is
of ne <oneetn since the active madica-
tion has already been absorbed,

9, Patlents should be advised that i they
have heen receiving treatment with
OxyContin for more than a few weeks and
cessation of therapy is Indicated, it may be
aggmpnaie to taper the QxyConhn duse,
vather han abruptly discontinue i, due o

the risk of precipitating withdrawal symp-

toms. ™ heir physiclancan provide a dose
sthedide to acenmplish 2 gradual discon-
tHinuaticn of the medication,
Labarator « Monftoring
Dus 1o th bread range of plasma congen~
fations s¢en in clinica populations, the vary-
ing degrens of pain, andthe develapment of

{olerance, plasima oxycodone measuraments

are tsual y not helpful in clinical manage-
ment. Plasma concentrations of the active
drug subs tance may be of value in selected,
unusyal 5 complex £ases,

{rderdctios  with Alcohol and Drugs of Abuse
Oxypodons may be expecisd to-have addilive
sfacts when used in conjunction with aloe-
hed, pther spioids or ifficit drugs which cause
central nervous syslem dapression.

Use in Or g and Aloehol Addiction
CuyGontir is an opioid with no approved use
inthe managﬂment of addictive disorders.
lts praper usage in individuals with drug of
dlcahol desendence, either acfive of in remis-
sion, Is for the management of pain requiting
opioid an: fgesia,

Orug-Drug Inferaotions

Opinid ant igesics, including OxyContin, may
enhiance {1 neuromuscufar blocking action
of skeletal muscle relaxants and prodice an
increased degree of respiraiory depression.
Oxycodong is metabolized in part to oxy-
morphone via CYP2D6. Whils this pathway
may be blacked by & variety of drugs (2.g.,
cerlain cirdiovascular drugs and antide-
pressants , such blockatle has noi yet been
shown o he of clinical significance with this
agert. Olin clans should e aware of this pos-
sifils internction, however

Use with (NS Depressants

OxyContin, like all opioid anglgesics, should
be started 4t 473 to 1/2.0f the usual dosags
in patients wha are coneurrently recelving
other ceniral nervous systern depressants
including sedatives o hypnotics, general
anesthetic s, phenthiazines, centrally acting
anti-emelics, tranquilizers and alcoho!

DEF-MDL-13160.00005

[Qyeodane Hydibehlorids Gonldied R
WARNING; May Bs Hahit Fm*mmg

Because respiratory depression, hypotension
and profound sedation of coma may result,
§0 specific interaction between oxycodons
and moncamine oxidase inhibifors has besn
obgerved, but caulion in the uss of any opk-

oid in patients taking this class of drugs is

appropriate.

Mutagenicity

Studies of oxycodone in animals to syaluate
fis-caminogenic and tutagenic poteatial have
not been conducted owing 1o the fengith of
clinical experience with the drug substanse.

Pragnangy

Teralogenic Effects—Category B; Reprodicction
studies have been parformed in rats and rab-
bits by oral administration af doses up fo 8
mg/kg (48 mg/m™ and 125 mgfkg (1375
mgY), tespectively, These doses are 4 and 60
limes a human dose of 120 mp/day (74
m/ie), based an miykg of a 60kg adult (8.7
and 18 fimes this human dose based upon
mig/m™. The redults did not reved! evidenos of
harm o the fetus dug 1o oxycodong, There
are, however, no.adsquate and well-controlled
studies in pregnant women. Because animal
reproduction stadies are not always predic-
tive of human response, this drug should be
used during pragrancy only if clearly needed.
Nonteratogenic Effects—Neonates whose
snothers have baeh taking oxyeodons chroni-
cally may exhibit respiratory depressionandfor
withdrawal symptoms, efther at birth and/orin
ihe norsery.

Labor and Delivery

OxyContin is not tecommended for use in
women during and immediately prior to labor
and delivery because oral ppisids may cause
respiratory depression in the newborn.
Nursing Mottiers

Low concenirations of axycodone have been
detected in breast miflk, Withdrawal symp-
toms can occur In breast-fesding infants
when maternal adminisirafion of an opioid
analgesic is stopped. Ordinasily, nursing
should not be undertaken while @ patieni i

reneiving OxyContin since oxycodone may be -

excreled in the milk.
Podiatric Use
Sately and effectiveness in pediatric patients

below the age 0f 18 have notheen sstablished -

with this dosage orm of xycodene. Howsver,
axyoodene has been used edensively in the
pediatre population i other dosage forms, as
have the excipients used in this formulation.
No specific incredsed risk is expected fiom
the use of this form of oxycodons in pediatric

patients old enough to safely take fablels if

NON-CONFIDENTIAL
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dosing Is adjtisted for the patient’s weight {cee
DOSAGE AND ADMINISTRATIONY, )t must
be remembered et OxyGontin (ablsls can-
not he crushed or divided for adminisiration,

Gerfatric Use

in-conirolizd ptharmacokinglic studiss in elder-
ly subjects {greater than 65 vears)the clear
ance of oxycodone appeared 1o Lie slightly
reduced. Compared 1o young agults, the
plasma concentrations of oxycodone were
incroased apgwximate%y 15%. fn clintoal ti-
als with appropriate infiiation of therapy and
dose fitrtion, so untoward of unexpected
side effects were seen based on age, andthe
usual doses and dosing intervals are appro-
priate for the geriatric patiant. As with all opi-
oids, the starting dose should beveduced 1o
173 10 1/2 of the usual dosage in debilitated,
non-tolerant patients,

Hepatic impainfient

A study of OxyDontin in patients with hepat-
i impairment indicates greater plasma con-
centrations thar those with narmal function.
The nitiation of therapy at 1/3 to 1/2 the
ustal dosas and careful dose titrationds war-
ranked.

Renal Impaimnent

In patients with renal tmpairmert as evi~
denced by detreased creatining clearance
{<80 mL/min.), the concentrations of Bxy-
codone in the plasma are approximately 50%
higher than in Subjects with normal renal
funetion. Doss Initiation should follow 8 con-
servafive approach. Dosages should be
adjusted according to the clinical siivation.

Gender Differences

in pharmacokingtic studies, opioid-naive
females demonsirate up fo 25% higher aver-
age plasmad concentrations and greater fre-
queriey of typical opiold adverse events than
inales, sven after adjusiment for bodywelgit.
The plinieal ,r'etevance of a difference of thig
magritnde s low for a drug intended for
chronit usage at individualized dasages, and
there was no maleffernale difference detsct-
e for efficacy or adverse avents in clinical tri-
als.

ADVERSE REACTIONS

Serious adverse reactions which may be
associated with OxpContin™ {gxycodone
hytrochloride controlled-releass) tablet ther-
apy in clinical use are those observed with
other gpioid analgesics, including: respirato-
1v depression, apned, raspicatory arrest, and
{to an even fesser degeee) circulatory depres-
sion, hypotension or shock (see OVERDOSE).
Thie non-serfous adverse events seen onink
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- tigtion of therapy with OxyGontin are typical
opiold side elfects. These events are dose-
«dependent; an 1 their Fequenty depends upon
ihe dosg, the clivical samng, the palient's
Teved of opiol I tolerance, and host factors
specific to the individual. They should be
expected and managed as a part of opioid
analgesia. Thimost frequent {>5%) include
sonstipation, tausea, somndencs, dizziness,
vomiting, prisitus, headache, dry mouth,
swaating and astheria, ‘
In many gases the frequency of these events
during inifiation of thetapy may be minimized
by careful indi Adualization of starting dosage,
slow figration, and the avoldance of large
swings-in the plasma concenirations pf the
opigid. Many of these adverse syenis will
¢ease or decraase in intensily as OxyContin
therapy s continued and some degree of ipl-
erance is devdoped.

It clinice! tigls comparing SryGontin with
immediate-rel3ase oxycodone and placebo,
the most corimon adverse events {>5%)
reported by p itients {pis) at least.once dur-
ing therapy w xre:

Tahle 2
OxsContin  immedizte-  Placebo
Release
n=221 a=728 n=45
#ois(®)  #pisil #ps{®)

Conslipation &: (23) 38 (28 3 (D
Nausga 5423 80 (D 5 (1Y
Sompalence 3¢ {28) 5% () 2 ()
Dizzingss 20 (18 3 46 4 @
Pruritus 23 28 {14 1 @B
Vomitng %% (123 M (14 3 D
Hadahe 12 () 18 B 3 ()
DrgMosth 15 (6 15 O VD
Asthenia g, 5 —
Sweing 12 (B 13 8 1 Q)
The following sdverse experiences were report-
ed i OxyCont nireated patients with an ingi-
dence between 1% and 5%. In descending
order of frequancy they were anorexia, ner-
vousness, ingamnia, fever, confusion, diar-
thea, abdorsinal pain, dyspepsia, rash, anxely,
euphoria, dyspiea; postural hypotension, chills,
fwitching, gast itis, abrormaldreams, mought
abnormalities, and hiccups.

Thefoliowing a Iverse reactions nocwred inless
than 1% of pat ents involved in clinical tdals:
Genaral: accicentat injury, chest pain, facial
edema, malalce, neck pain, pain
Cardipvascula migraine, syncope, vasodi-
lation, ST depiession

Digestive: dysSshagia, eructation, fiatulence,
gastraintastined disordes, increased appetite,
nausea and vomiting, slomalitis
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fixycndons Hydrochioride Gtmtm
WAP?QIRB May Be Habil Forming

Hemit and Lymphatic: lymphadenopathy
Nietabulic and Nutritional: debydration, edema,
peripheral edema, thirst

Hervous: abnormal gall, agitation, amnesia,
depersonalization, depression, emofional labil-
ity, hallucination, hypetkinesia, hypesthesia,
Tiyputonia, malalse, paresthesia, speech dis-
order, stupor, Hnnitus, fremeg, vertigo, with-
drawal syndroms

Respiratory: cough increased, pharyngitis,
yoice alteration

Skin: dry skin, extoliative dermatitis
Special Senses: abriormal vision, taste per-
version

Urpgenital: dysuria, hematuria, impotence,
polyuria, urinary retention, urination impaired
DRUG ABUSE AND DEPENDENCE (Addiction)
OxyContin™ is a mu-agonist opioid with an
abuse Habllity simitar to morphine and is a
Schedule H controlled substance. Dxycodone
products arg comman targets for both drug
abusers and- drigg addicts. Delayed absorpiion,
as provided by OxyGonfin tablets, Is believed
to reduee the abuse Hability of a drug.

Drug addiction (drug dependence, psyche-
{ogical dependence) is characlerized by a
presccupation with the procurement, heard-
ing, and abuse of drugs for non-medicinal
purposes. Drug dependence s treatable, uti-
lizing a2 multi-disciplinary approach, but
relapse IS coromon. lattogenic “addiction
16 oploids legitimately used in the manags-
ment of pain is very rarg. “Diug seeking”
behavior is very common to addlcts.
Tolerance and physical dependence in pai
patients ars pot signs of psychological depen-
dence. Preoccupation with achisving ade-
quate pain relief can be-appropriate behavior
in 2 patient with poor pain control, Most
chronic pain patients limit thelt intake of opi-
oids 10 achieve a-balance between the ben-
efits ofthe drug and-dose-imitirig side effests.
Physicians should be-aware that psycholog-
ical degendsncs may not be accompanisd by
congcurment tolerance and symptoms of phys-
ical dependence i all addicts. In addition,
abuse of opicids can ocour in the absence of
true psychelogieal dapendence and is char-
acterizad by misuse for non-medical pur-
poses, often in combination with other psy-
choactive substances.

OxyContin consists of a dual-polymer matriy,
intenided tor oral use only. Parenteral venous
infection of the tablet constituents, especial-
Iy tale, can be expected o result in local
tissue necrosis and pidmonary granulomas.

CGYERDOSARE
Acute overdosage with axycodone can be
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manifesied By respiralory deoression, som-
nolence progressing 1o stuper or coma, skele-
tal muscle faecidity, cold and clamrmy skin,
constricted pupls, bradycardia, hypolension,
and death,

in. the freatiment of axycodane overdasags,

primary attention shauld be given to the re-

establishment of a patent airway and institu-

tion of assisted or controtled ventilation.

‘Supportive measwres (including oxygen and

vasopressors) should be employed in the
management of circulaory shock and pul-
monary edema accompanying overduse as
indicated. Cardiac arrest or anhythmias may
require cardiac massage or defibriffation.

The pure opioid antagonisis such ag nalox-

one or nalmefens are specific antidotes
against respiratory depression from opioid
gverdose. Oploid antagonists should not be
administered in the absence of clinically sig-
nificant respiratory or circulatory depression
sesondary 10 oxyoeodong overdose. They
should be administered cautiously o per-
sons whe are known, Or suspected to be,
physically dependent on any opleid agonist
inclading OxyContin™. In such cases, an

‘abrupt or complete reversal of opioid affects

may precipilate an dcule abstinence syn-
drome. The severity of the withdrawal syn-
drame prodused witl depend onthe degres of
physical dependence and the dose of the
antagonistadminisiered. Please s&s the pre-

seribing information Yor the specifis opicid

antagonist for detalls of thelf proper use.
DOSAGE AND ADMINISTRATION

General Principles

OxyContin™ {oxycodone hydrochigride son-
{rolled-releass} TABLETS ARE 10 BESWAL-
LOWED WHOLE, AND ARE NOT 70 BE BRO-
KER, CHEWED it CRUSHED. TAKING BRO-
KEN CHEWED DR CRUSHED QuyContin
TABLETS GDULD LEAR TO THE BAPID
RELEASE AND ARSORPTION OF & POTEN.
TEALLY TOXIC DOSE OF DUYCODORE,

In treating pain itis vital to assess the patisnt
reqularly and systermatically. Therapy should
also be regilary reviewsd and adjusted based
upon the pattent's own reports of pain and
side effects and the health professional’s ¢lin-
ical udgment.

OxyGontin is intended for the managemant of
moderate 1o severg pain in patients who
1equire ireatment with-an oral opioid andlgesic
for more than a few days. The onirofied-
release nature of the formulstion allows itia
b sffectively adminisiered evary 12 hodrs.
{See CLINICAL PHARMACOLOGY; PHAR-
MAGOKINETICS AND METABOLISM,) While
symneliic (same dose AM and PMY, around-
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fhe-clack §12h dosing is appropriate forthe
majority.C f patisiits, some patisnts may ben-
¢fit from zsymmetic {diffsrent dose given
in Ab4 thanin PM) dosing, Taftored to their pain
pattern, 17is usually appropriale to treat a
patient w th only ong opioid for around-the-
clock the apy.

initiation of Therapy
1t is prifie 1 1o Initiate the dosing regimen for
sach pationt individually, taking info account
1z palien s prior oploid and non-opioid anal-
gesic rea ment; Altention shold be given fo:
{1} the general condition and medical status
of the patient
(2) the di by dose, potency and Knd of the
analgusic(s) the patient has been faking
{3} the e fability of the conversion estimate
used 1o calcutate the dose of oxycodona
14} the petient's oplold exposure and aploid
folerance {t any)
{5) the butance between pain control asd
adverne experences
Gare shot it be taken fo use low inifial doses
of GayGoudin In patients who are not already
opid fole ant, especially those who are fecei-
ing chnowirent rextmient with muscle relaxants,
sedetives. or dther TNS active medications
(sée PRECAUTIONS: Drug-Drug Interactions).
Patlents Nct Alraady Taking Oploids {opioid nalve)
Clinical v als have shown that patients may
nitiate analgesic therapy with OxyContin. A
reasonahls starting dosé for most patients
whit are pioid naive 8 10:mg gqi2h, H a
non-opiel § analgesic {aspirin (ASA), aceta-
ninopher [APAP) of 3 non-steroidal anti-
Inflammatary (NSAIDY] is being provided, it
may be-continugd, if the gurrent non-opioid
is discontinued, early upward dose tiralion
may be nucessary.
Corwersion from Fixeo-fatio Oploid/APAR
ASA, or N3AID Combination Brugs
Patients viha are taking 1 o § tablets/cap-
sules/eap ets per day of a regular strength
fixed-corebination oploid/mon-opioid should
be startec on 16 10 20 mg OxyContinqt2h.
For patierts. taking 6 to O tabletd/capsules/
caplats, 4 starting dose of 201030 mg qi2h
is suggestad. For those faldng 1010 12 tablets,
caplets or capsules a day, 30 to 40 mg qi2h
should be considerad, The non-opicid may be
continued as a separate drug. Aliernatively, a
different n n-ppioid analgesic may be select-
ad. If the ¢ ecision is mads to-discontinue ihe
non-oploid analgesic, consideration should
be given 11 early upward tiiration,

Fatients C arently on Opiold Therapy
1 a patiert bas baen vecaiving opioid-con-
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{Onycodene Hydmehlords Convoled-Fislease}
WARMING: May Be Habli Forming
taininig medications prior to OxyContin ther-
apy. the total daily (24-hour) dose of the

giher opivids should be determined:

1. Using standard conversion ralio estimales
{see Table 3 belaw), multiply the mg/day
of the previons opioids by the appropriate
muftiplication factors to obtain the squiv-
alenttotal daily dose of pral exycodans.

2, Divide this 24-haur oxycodong dose in
half to obtaln the twice a day (412h) doss
of OxyContin,

3. Round dowr to-a dose which is appropri-
ate for the tablat strerigths avallable (16, 20,
and 40 g tableis).

4. Diszontinue alf otheraround-the-clock apisid
Urugs when OxyContin therapy I initiated.
Mo fixed conversion rafio is likely to be sat-
isfactory in ail patients, especially patients
regeiving large opioid doses. The recom-
mended doses shown in Jable 3 arg only 2
starting point, and close ebservation and fre-
quent titration are indicated until palients are

stabls on the new therapy.

Tahle 3

Meliiplication Factors for Gamverting e
Dafly Dose of Prior Dpioids to the Dadly
Dose of Oraf Oxycodone*
{Mu/Day Prior Opiofd x Factor=Mg/Bay Oral
Oxycodone)

Oral Prior Opiotd  Parenteral Pdor Dpioid

Quyeodone H e
Cosine 815 .
Fentanyl T1% SEE BELOW SEEBELOW
Hydropadone 09 —
Hydsomorphong 4 0
Isvorphann! 75 15
Mengriding 1 04
Methadane 1.5 3
tiorphine 05 3

*T0 be used only for conversion 1o oral oxy-
codone. For paiisnis recaiving high-dose
parenteral oplolds, a more conservative
conversion is warranted. For example, for
high-dose parenteral morphine, use 1.5
instead of 3 as a multiplication factor.

In all gases, supplemental analgesia {see

below) sholld be mate available in the form

of immediate-release oral oxycodone or
another suifable short-acting analgesic.

OxyGontin canDe safely used concomitanty with

usual doses of non-opiokd analgesics and anal-

gesic adjuvants, provided care Is faken to select

a proper-initial dose {see PRECAUTIONS).

Conversion from Transdemmal Feotanyl 1o

OxyContin

Eighteen hours foflowing the removal of the

transdermal fentany pateh, OxyContin treat-
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ment can be iniiated, Although thers has
been no sysiematic assessmentof such con-
yersion, 8 conservative oxycodong dose,
approximately 10 mg g12h of OxyContin,
should be initially substituted for each 25
w/hrientany! transdermal patch. The patlent
shoutd be followad closely for satly titration
as there {5 very limited clinical experience
with this conversion.

Managing Expecied Opioid Adverse
Experignices

fost patients receiving opiids, aspecially
those wha are opioid naive, will experigrice
side effects. Fraguently the side effects from
OxyContin are franstert, but may require sval-
uation and management. Adverss gvents
such 23 consfipation should be anficipated
and reated-aggressively and prophyiactical-
Iy with & stimulantfaxative and/or stogl soft-
ener. Patients do not-usually become toler-
ant to the constipafing effects of opipids.
Other opioid-related side sffecis such a5
sedation and nagsea are ysually seli-fimited
and often do not persist beyond the first few
days. if nansea persists and is unacceptable
{o thepatient, treatment with antiemetics or
gther modaliies may relicve thess symploms
and should be considersd. '
Patients -receiving OxyContin may pass an
Itact miatfx "ghost” ivthe stool of via colosty-
my. These ghiests contain itie of noresidual
oxycodens and are of no clinical censequence.
Individuatization of Dosage

Once herapy is initiated, pain reliet and other
opioid affects should be frequently assassed,
Patients shoutd be tirated to adequals effect
{generally mild or no painowith the regular use
of no more thantwo doses of supplemental
analgesia par 24 hours). Rescue medication
should be available {see: Supplemental
Analgesia). Because steady-siate plasma
concanirafions arg approximatedwithin 24 1o

36 howrs, Hosags adjustment may be catrisd

out svery 1 to 2 days. it is-moest appropriate..
toincrease the 412h dose, natthe dosing fre-
quency. There is no clinical informyation on
dasing intervals shorter than qi2h. As a
guideling, sxcept for the increase rom 10
mg o 20.mg q12h, the total daily axycodons
dose usually can he increased by 25% o
50% of the current dose at gach increass.

if signs of excessive opicid-related adverse
experisnces are observed, the next dose may
be reduced. f this adjustrnent leads to inad-
equate analgesia, a supplemental dose of
immediata-releass oxycodone may be given.
Aliernativety, non-opioid analgesic adjuvants
may be smployed. Doss adjustments should
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beiween aer i raixef and spmsﬂ»reiamd amge

eventﬁ fecur before the

p‘ g 0al of il orno pain is achisved,

ttre pyents ,houiﬁ e treated aggressively.

" Once Rgus 58 svents aré under control;

upward it on sheuld earinue to an aceept-
able level of palr comm! EO

pamnt and the t:aregwar/famdy

Supplemental Amalgesia .
MAost cante ;xat]ents iven around-the-ciock
therapy Wit controjled-reledsé oploids will

nesd 1o have immediatereléase. memca‘usn; :

ayaliahi for ‘rescus” fram breakthrough pain
or 10 prevesfi pain that oceurs. predictably

durng certain palient dctivities {ncident paing. -

Reseue med cationican be 1mmadtate~reiaase
oxycodons, sither dlone or'in combination

with acﬁzamsmphen aspirin of other NSAIDs:

asa sapg%enﬂntal anaigesw The supple-
miental analgesie shouidbe preseribed at 1/4
o 18 of the 12-hour OxyContin doss as
shown in Tasle 4. The seseus medication Js
dused 4 nesded for breakthrough pain and
adminisiers 1 one hour before anticipated
incident pair . if moie thah two doses of res-
cue medicat on are ngeded within 24 hours,
the dose of OxyContin should be tilrated

upward. Carsglvers and patlends using pm

sescue analg 2sia in combination with around-
tne-clock apivids shopld bé advised {6 report
ncidents of srdaktirough pain to the physi-
cian managitg the patient’s analgesia {see
information “or Patients/Caregivers).

Tabls 4
Tabie of Appropriate Supplemental Analgesia

pin Bescue Doge
immediate-relesse
Oxylontingl21Dose (me}  oxyeadone (g}
D X0 ]
20 (218 ) 5
3043x10muf} 10
40 220 my1) 19
G0 43x20 mug) 15
80 {240 ruy 20
120340 m 30
Maintsnance of Therapy

‘The intent of the tiivation peried is fo estab-
fish a patiert-specific gi12h dose that will
naintain ade jpate analgesia with acceptable
side effects foras long g$ pain refief is neves-
gary. Bhould pain recur then the dose can be

ny(}‘ﬂnfm . ﬁ) mg, 21) ma, 40 m

1 omam an appmpriate balanice

40mudmeﬁydmmmiﬂacmmnm
'WARNING: May Be Habit Emmmg

hwmmenmny lncmased i) m~establish pain

control. The method of thésapy adiusirnent
outlined above should be employed 1o se-.-

estahlish pain control,

for ground-the-clock opivid therapy should be
reassessed periodically (8.0., every 6 i 12
months] 28 appmpnate i .
Cessation of Therapy

Whan the patient na longer reiires therapy

. with OxyGondin tablets, patients recelving

doses of 20-60.mg/day can usually have the
therapy stopped abivupily. without intident.

However, higher doses should be tapered

aver several days to preyvent signs and symp-
foins of witidrawal In the physically deper-
derit patient, The ﬁaﬁydnse should be reduced

by approximately 50% for the first two days

and. then redited by 25% évery twe days
thereafter until the fotal dose reaches the
dase recommended for opioid naive patients
{10°0r 20 mg q12h), Therapy can then be dis-
coptinugd.

1f signs of withdraws! appear, tagerng should

e stopped. The dose should be shightly

increased until the signs and symploims of
opioid withdrawal disappear. Tapering shoutd
then begin again but with longer periods-of
time between gach dose reduction,

Conversion from OxyContin to Parenteral
Opieids

To aveid overdose, conservative dose oot
version ratios should be followsd. Inftiate
freatment with about 50% of the estimated
enuiapalyesic daily dose of parentaral opiold
divided into suitable individual doses based
onthe appropriate dosing interval, and tirate
based upon the patient's response.
SEFETY AND HANDLING

OryGontin™ (oxysodone hydrochloride cofi-
rolled-release} tablets are-solid dosage forms
that pose no known health riskte health-care
providers bevond that of any controlled sub-
stance. As with all such drugs, cars should
be taken to preveat diversion or ahuse by
proaper handiing.

HOW SUPPLIED

OxyCordin™ {oxycodone hydrochioride con-
{rolled-release) 10 myg tablets are round,
unscored, white-colored, convex tablets bear-
ing the symbal OC onone side and 1@ onthe
siher, They are supplied as follows:

NOC 59011-100-10; child-resistant closurs,
opaque plastic botfles of 100

OxyContin {oxycodone hydrochioride con-
frolled-release) 20 mg tablets are round,
unscored, pink-colored, convex tablets bear-

DEF-MDL-13160.00008
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ing the symbut 00 onong: s:cie a0 20 i the
other. They are supplied as foliows:
HOE 59011-103-10: child-resistant dasurﬁ

: @aque plastic hotties of 100,
ang chronit tharamf, espemaliy for none
gancer pain syndromes, the cortinuéd nesd-

OxyContin {oxycodone hydrochladde con-
trofled-release) 40 my tablete are round,
unscored, yellow-colorsd, convex tablets
beafing the symba! DG onone side and 40.0n
the other They are supplied as foliows:
Naf; 540%1-105-10: chitd- resistant closure,

. opagque plasiic bottes of 100

Store tablets @t conrolled rogm terperature
15-30°C (591436”!:)
Dis;}ense in fight, light-resistant cmmmer
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