CENTER FOR DRUG
EVALUATION AND
RESEARCH

APPLICATION NUMBER:

76-168

FINAL PRINTED LABELING



Iss. /2003

££00

g
‘SEANGVLISVITIY . .
-Q30N3LX3 QKO THODHTAH

Ao g

INOGOIAXO

o

ral of
\ erate to severe pain when a conlinuous, around-the-clock analgesic is

IFDH USE IN OPIOID-TOLERANT PATIERTS ONLY l
B only

om ide extendéd-retease tablets, steady-state
plasma cancemﬁ!lons of nxycodune are. achteved wnhm 24 to 36 hours of initiation
of dosing with oxy y d-release tablets. In a study

WARNING:
Oxycodone hydroctleride extended-release {ahiets are ar opioid agonist and
a Schedule il contralled substance with an abuse liability simifar to

10 mg of extended-release tablets every 12
hours to 5 mg of immediate-release oxycodone every 6 hours, the two

represents less than 15% of the total administered dose. This route of elin
may be blocked by a variety of drugs {e.g., certain cargiovascular drugs ir
amiodarone and quinidine as well as polycyclic anti-depressants). Hower
study involving 10 sublects using quinidine, a known inhibitor of cytochron

were found to be _equivalent for AUG and Cpngy, and similar: for Coin (tmuun)
concentrations. There was less f fon in plasma r the

the effects of were
INDICATIONS AND USAGE
o .

Oxycodone can be abused in a manner srmllar to other opioid agonists, fegal or
illicit. This should be
hydrochlonde extended-release Iablels |n slluauuns where the physician or

is aboutan risk of misuse, abuse, or diversion.

tablets are an extended-release
indi of

ed for aa extended period of time.

codone hydrochloride extended-release tablets are NOT intended for use
as 2 pm anaigesic.

Release 80 mg Tablets ARE FOR USE IN
OPIDID TOLERANT PATIENTS ONLY. This tablet strength may cause fatal respiratory
depression when administered to patients not previously exposed to opioids.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TG BE
SWALLOWED WHOLE AND ARE NOT TO BE BROKEN, CHEWED, OR CRUSHED.
TAKING BROKEN, CHEWED, OR CRUSHED OXYCODONE HYDROGHLORIDE
EXTENDED-RELEASE TABLETS LEADS T0 RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

DESCRIPTION

Oxycodone Hydrochloride Extended-Release Tablets are an opioid analgesic

supplied in 80 mg tablet strength for oral administration. The tablet strength

describes the amount of oxycodone per tablet as the hydrochloride salt The
formula for ide is as follows:

MW, 351.82

C1gHaNOgHC!

The chemical formula is 4.5-Epoxy-14-hydroxy-3-methoxy-17-methylmorphinan-
6-one hydrochloride.

Oxycodone is a white, odorless crystalline powder derived irom the opium alkaloid,
thebaine. Oxycodone hydrochloride dissolves in water (1 gin 6 to 7 mL). Itis
slightly soluble in alcohol {octanol water partition coefficient 0.7). Each tablet
contains 80 my of oxycodone hydrochloride. In addition, each tablet contains the
following inactive ingredients: colloidal silicon dioxide, FO&C blue #2 indigo
carmine fake, hypromellose (2208, 100M), iron oxide yellow, lactose anhydrous,
factose monohydrate, magnesium stearate, mlcrocrysvanme celiulose, polyethylene
glycol, itanium dioxide and triacetin.

CULINICAL PRARMACOLOGY

Oxycodone is a pure agonist opioid whose principal therapeutic action is.analgesia.
Other members of the class known as opioid agonists include substances such as
morphine, hydromorphone, fentanyl, codeine, and hydrocodone. Pharmacological

. eﬁecls of npmld aoolllsts mcluqe anxwlysns guphoria, feelings of relaxation,

miosis, and couqh suppressmn as well as
analuesla Like al‘pure opioid agonist analgesics, with increasing doses there is

extended-release tablets than for the i i ...ase

extended-release tablets are an extended-rele:

formulation.”

Plasma Oxycadons By Time

of indicated for the management of i
1o severe pain when a comlnuous around-the-clock analgesic is needet
extended period of time.

Oxyccdons Concentration {ag/m1) Log Scale

0 1 2 3 4 5 6 7 8 9 10 1" 12
. Hours From Desing
—#-10mg —p-20mg -@—40mg -O-B80 mgSingls Dose —{I- 160 mg Single Dosa
%10 mg q12h Steady-Stata

Table 1
Mean (% coelficiont

O hy ide extended-release tablets are NOT intended for 1
prn anakgesic.
Physicians should i in every case, initiating therap

appropriate point along a progression from non—opxom analgesics, such
sterpidal anti y drugs and to opioids in a plan
management such as oulllned by the World Health Organization, the Ag:
Health Research and Quality (formerly known as the Agency for Health Car
and Research), the Federation of State Medical Boards Model Guidelines
American Pain Sogiety.

Oxycodone hydrochloride extended-release tablets are not indicated for pa
immediate post-operative period {the first 12 {0 24 hours following surge
the pain is mild, or not expected to persist for an extended period
Oxycodone hydrochloride extended-release tablets are only indicated f
operative use if the patient is already receiving the drug prior 10 surgery
post-operalive pain is expected to be moderate to severe and persist for an
ed period of time. Physicians should individualize treatment, moving from pi
10 oral analgesics as appropriate. (See American Pain Society guidelines.)
CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in
with known hypersensitivity to oxycodone, or in any situation where opi
contraindicated. This includes patients with significant respiratery depre:
unmonitored settings or the absence of resuscitative equipment), and patic
acute or severe bronchial asthma or hypercarbia. Oxycodone hydre
extended-release tablets are contraindicated in any patient who has o is St

OXYCOOONE HYDROCHLOAIDE EXTENDED-RELEASE TABLETS ARE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CR
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCE
EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEA
ABSORPTION OF A PIJYENTIALLV FATAL DOSE OF OXYCODONE.

d-Release 80 mg Tablets ARE FOR

OPLOID-TOLERANT PATIENTS ONLY. This tablet strength may cause falal re:
when to patients not previously exposed to op

i Rell 80 mg Tablets are for us¢
opioid tolarant patients requiring daily oxycodone equivalent dosages of
Care should be taken in the prescribing of this iablel s
Palients should be inslrucled agains! use by individuals other than the
for whom it was prescribed, as such irappropriate use may have severe

is an opioid agonist of the morphine-type. Such drugs are sough

abusers and people with addiction disorders and are subject to criminal dive
Oxycodone can be abused in a manner SImlla( lo other oplmd agonists, lega
This should be when hydr
extended-release tablets in sitwations where me physician or pharmacist is ¢
about an ingreased risk of misuse, abuse, or diversion.

Trough
Regimen | Dosage Form AUC C, T Conc. i e il
(g hrimLyt (ngnm) (r;'r% (ng/ml) of having paralytic ileus.
Single 10 mg oxycodone WARNINGS
Dose hydrochloride 100.7 10.6 27 na.
extended-release (26.6] [20.1) {44.1)
tablets
20 mg oxycodone ;
hydrochloride 2075 214 3.2 aa.
extended-release [35.9] [36.6] 579}
tablets
40 mg oxycodone
hydrochloride 423.1 39.3 3.1 na.
extended-release | [33.3] 34.0 [77.4)
\ablets : or more.
80 mg oxycodone
hydrochloride 1085.5 98.5 21 na. consequeaces, including death.
edendedrdease | [323] | 1211 ) 23] Misuse, Abuse and Diversion of Opioids
Multiple | 10 mg oxycodone .
Dose hydrochloride 103.6 15.1 - 3 2 12
extended-release [38.6} [31.0 39 5} [48.1}
tablets q12h
§ mg immediate- 99.0. 15.5 46 b 74
release q6h 1362} [28.8] [49.7) 150.9)

increasing analgesta, unlike with mixed agonistantagonists or non-opioid
where there is a limit to the analgesic effect with increasing doses. With pure
opioid agonist-analg , there.is no defined maximum dose; the ceiling to
analgesic effectiveness mposed only by side eﬂects the more serious of which
may include and Y

Central Nervous System

The precise mechanism of the analgesic action is unknown. However, specific CNS
opioid with opioid-like acnvsly have been
identified lhrouqhout the brain and spmal cord and play a role in the anaigesic
effects bf this drug.

o) respua(ory by direct action on brain stem
respi y cenlers The y depression involves both a reduction in the
responsiveness of the brain stem respiratory centers to increases in carbon dioxide
tension and to electrical stimulation.

.. _Oxycodone deprgsses the cough reflex by direct effett-on the cough center in the

medulla.  Antitussive ‘effects may occur.with doses lower than those usually
required for analgesia.

Oxycodone causes miosis, even in total darkmess. Pinpoirt pupils are a sign of opioid

t for single-dose AUC=AUCqf; foFmuttiple-dosé AUC=AUCq.1
* gata obtained while volunteers recéived naltrexore which can enhance absorption

O tended-release tabiets have been reported
aDused by crusnmu chewing, snorting, or injecting the dissolved produc
practices will result in the uncontrolled delivery of the opioid and pose a si
risk 10 the abuser that could result in overdose and death (see WARNI

overdose but are not pathognomonic (e.g., pontine lesions of or
ischemic origin may produce similar findings). Marked mydriasis rather than miosis
may be seen with hypoxia in the setting of oxycodone hydrochioride extended-
release tablets overdose (See OVERDOSAGE).

Gastrointestinal Tract and Oiher Smooth Muscle
[, causes a reduction in motility with an increase in smooth
muscle tone in the antrum of the stomach and duodenum. Digestion of food in the
small intestine is delayed and propulsive contractions are decreased. Propulsive
peristaltic waves in the colon are decreased, whilg tone may be increased to the
point of spasm resuiting in constipation. Other opicid-induced effects may include
a reduction in gastric, biliary and pancreatic secretions, spasm of sphincter of
0ddi, and transient elevations in serum amylase.

Cardiovascular System

1 for single-dose AUC=AUCq.ipy: for multiple-dose AUC=AUCy;
" data obtained while volunteers received naltrexone which"can enhance abserption

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED

Tahie 2 DRUSG ABUSE AND ADDICTION).
Mean [% coefficient Concerns about abuse, addiction, ang diversion should not prevent th
E Trough of pain. The of addiction to opioid analgesics in
Regimen | Dosaga Form AUCeo Cm, Tmac(hrs) | Conc. managed patients with pain has been reported to be rare. However, dat
(ng-hr/mL)t (np/mai) (ng/mL) available to establish the trug incidence of addiction in chronic pain patie
Single 4x40mg : Heaithcare professionals should contact their State Professional Licensir
Dose oxycodone 1935.3 152.0 256 or State Controlled Authority for i ion on how to pre
hydrochloride [34.7) [28.9} [42.3] na detect abuse or diversion of this product.
extended-release ~ interactions with Alsohol and Brugs of Abuse
tablets : S R may be expected to have additive effects when used in conjunc
2xBDhmg. ~1... 7 alcohol, other opioids, or illicit drugs that cause central nervous system: de
oxycodone 18593 1534 - .78 DRUG ABUSE AND ADDICTION
hydrochloride [30.1] [25.1} [69.3} na. ue DI 0 ded-rel it
tablets are a 0! op
extended-refease an abuse fiability similar to and are a Schedule [l su
tablets” . like ine and other opicids used in analgesia, can br
1x 160 mg B and Is subject lo criminal diversion.
oxycodone 1856.4 156.4 254 Drug addiction is ized by use, use for dical {
hydrochloride 130.5) [24.8} [36.4) na and continued use despite harm or risk of harm, Drug addiction is a
extelgglde}rse_!ease disease, utilizing a multi-disciplinary approach, but refapse is common.
“Drug seeking” behavior is very common in addicts and drug abusers. Dru

1actics include emergency calls or visits near the end of office hours. 1
undergo appropriate examination, testing or referral. repeated “loss™ of pres
tampering with prescriptions and reluctance to provide prior medical ri
conlacl |nmrmallon for other treating physician(s). “Doctor shopping™

ions is common among drug abusers and people suffe

FOR RECTAL ADMINISTRATION. Data trom a study involving 21 normal
show that oxycodone hydrochloride extended-release tablets administered per
rectum resulted in an AUC 39% greater and a Cyg 9% higher than tabiets

Oxycodone may produce release of histamine with or without i
release and/or peripheral vasodilation
may include pruritus, flushing. red eyes, sweating, and/or orthostatic hypotension.

- Eticacy
Studies in normal volunteers and patients reveal predictable r between

by mouth. Therefore, thers is an increased nsk of adverse events
with rectal administration.

oxycodone dosage and plasma oxycodone concentrations, as well as between
concentration ang certain expected opioid effects, such as pupillary constriction,
sedation, overall “drug effect”, analgesia and feelings of “relaxation.”
As with all opioids, the minimum effective plasma concentration for analgesia will
vary widely among patients, especially among patients who have been previously
treated with potent agonist opioids. As a result, patients must be treated with
mdlwduallzed titration of dosage to the desired effect The minimum effective
ion of for any individual patient may increase over

Food Etfects

Food has no significant effect on the extent of ion of from
ide extended-release tablets.

Distribution

Following i the volume of di: (Vss) for

was 2.6 Lkg. Oxycodone binding to plasma protein at 37°C and-a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has beer faund in breast milk
{see PRECAUTIONS). \

Melahn lism
is i ized to

time due to an increase in pain, the of a new pain and/or
the development of analgesic tolerance.

G ion - Adverse i

O y ide extended-rel tablets are associated with typical

opioid-related adverse experiences. There is 2 general relationship between
plasma and i of dose-

related opnond adverse expefiences such as nausea, vomiting, CNS effects, and
in talerant patients, the situation is aftered by the

and their The major cil i with an
AUG ratio of 0.6 relative to that of oxycodone. Noroxycodune is reported to be a
considerably weaker analgesic than although

analgesic activity, is present in the plasma only in low concentrations. The correlation
between oxymorphone concentrations and opioid effects was much less tlian that

untreated addiction.
Abuse and addiction are separate and distinct from physical depend
tolerance. Physicians should be aware that addiction may not be accom)
tolerance and of physical in all addicts. ir
abuse of opioids can occur in the absence of true addiction and is charac
misuse for non -medical purposes, oﬂen in combination with other psy
ide extended-rel 1ablets, like othe
have been dlvened for non -medical use. Careful record-keeping of pr
information. including quantity, frequency, and renewal requests is
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-
of therapy, and proper dispensing and storage are appropriate measures
to limit abuse of opioid drugs.

I tabtels are intended for
only. Abuse of the crushed tablet poses a hazard of overdose and de:
risk is increased with concurrent abuse of alcohol and other substanc
parenleral abuse, the \ablet excipients can be expected lo result in lo:
necrosis, Infection, and risk of enc
aad valvular heart injury. Parenleral drug abuse is commonly assoc
transmission of infectious diseases such as hepatitis and HIV.

tablets, as with all opioid

seen with oxy plasma The activily profile of other  Respiratory Depression
metabolites is not known. Respiratory depressrun is me chlef hazard from oxycodone, the active ing
The ion of oxymorphone, but not is mediated by cy 1

development of tolerance to DDIOId -refated side effects, and the ip is not

clinically refevant.

As with all opioids, the dose must be individualized (see DOSAGE AND
ADMINISTRATION), because the effective analgesic dose for some patlents will
be too high to be tolerated by other patients.

Pharmacokinetics and Metabolism

The activity of oxycodone hydrochloride extended-release !ahlets IS pnmamy due
to the parent drug O fablets
are designed to prowde extanded delivery of oxycodane over 12 hours.

Breaking, chewing or crushing oxycodone hydrochloride extended-release tablets
eliminates the extended delivery mechanism and results in the raptd release and
ion of a ially fatal dose of

[ release from extended-release tablets is pH
independent. Oxycodone is well absnrbed from oxycodone hydrochloride extended-
release tablets with an oral bioavailability of 60% to 87%. The relative oral

ide extended-release tablets to immediate-
release oral dosage forms is 100% Upon repeated dosing in normal volunteers in
pharmacokinetic Studies, steady-state levels were achieved within 24 1o 36 hours.
Dose ity and/or bioavailability has been I for the 10 mg, 20 mg,
40 mg. 80 mg, and 160 mg tablet shengms for both peak plasma levels (Crax)

(AUC). O and ¢

P450 2D6 and, as such, its formation can, in theory, be affected by other drups
(see Drug-Drug Interactions).

Excretion

Oxycodone and its metabofites are excreted primarily via the kidney. The amounts
measured in the urine have been reported as fallows: {ree oxycodone up 0 19%;

Resplmory depresswn is a particular problem in elderly or debilitated
usually foliowing large initial doses in non-tolerant patients, or when 0
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significa
obstructive pulmonary disease or cor pulmonale, and in patients having a st
y reserve, hypoxia, hypercapnia, or pre-existing r

up to 50%; free oxy 0%;
<14%; hoth free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Pogulatlons
Elderly

The plasma ions of are only affected by age, being
15% greater in elderly as compared 1o young subjects.
Gender

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

Renal impairment

Data from a pharmacokinetic study involving 13 pauems with mild to severe renal
dystunction (creatinine clearance <60 mL/min) show peak plasma oxycodone and
ions 50% and 20% higher, respectively, and AUC values

and extent of oA

for oxy 60%, 50%. and 40% higher than

primarily in the urine as both j and 0 The

mmrmaab mushinatn canannbhahs | Thie ie zrramnaniad hy an increaca in cadatinn hot

depression. {n such patients, even usual therapeutic doses of oxyco
decrease respiratory drive Io the point of apnea. In these patients alternative |
analgesics should be considered, and opioids should be employed only uni
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide rett

secondary elevation of cerebrosplnal fluid pressure, and may be markedly &

m the presence of head injury, intracranial lesions. or other sources of pi
ial pressure. Oxy P effects on

response and consciousngss which may obscure neurologic signs

increases in intracranial pressure in patients with head injuries.

Hypnlenswe Effect

xtended-rel

se wablets may cause severe hy)
Tnere isan added risk to mﬂlmduals whose ability to maintain blood pre
been compromised by a depleted blood volume, or after concurrent adm
wilh drugs such as phenothiazines or other agents which compromise *

homa Midiamdana mmes neadoss inn in




Iss. 672003

££00

fw gg
'SIITVLISVATIY | -
-030N3 L3 30IH0THIOHAAH

Ao A1

ANDGODAXO

?

JFGUES 1T an EXIEADED PENOO O ime,

codone hydrochloride extended-release tablets are NOT Intended for use
35 a pm analgesic.

Y E Release 88 mg Tablets ARE FOR USE IN
OPIGID TOLERANT PATIENTS ONLY. This tablet strength may cause fatal respiratory
depression when administered to patients not previously exposed to opioids.
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE
SWALLOWED WHOLE AND ARE NOT T0 BE BROKEN, CHEWED, OR CRUSHED.
TAKING BROKEN, CHEWED, OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS TO RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

DESCRIPTION

Oxycodone Hydrochloride Extended-Release Tablets are an opioid analgesic
supplied in 80 mg tablet strength for oral administration. The lablet strength
describes the amount of oxycodane per tablet as the hydrochloride sait. The
structural formula for oxycodone hydrochloride is as follows:

M.W. 351.82

The chemical formula is 4.5-Epoxy-14-hydroxy-3-methoxy-17-methytmorphinan-
§-one hydrochloride.

Oxycodone is a white, odorless crystafline powder derived from the opium alkaloid,
thebaine. Oxycodone hydrochloride dissolves in water (1 g in 6 to 7 mL). Itis
slightly soluble in alcohol (octanol water partition coefficient 0.7). Each tablet
contains 80 mg of oxycodone hydrochloride. tn addition, each tablet contains the
following inactive ingredients: colloidal silicon dioxide, FD&C blue #2 indigo
carmine lake, hypromellose (2208, 100M), iron oxide yellow, lactose anhydrous,
lactose monohydrate, magnesium stearate, microcrystailine cellulose, polyethylene
glycol, titanium dioxide and triacetin.

CLINIGAL PHARMACOLOGY

Oxycodone is a pure agonist opioid whose principal therapeutic action is analgesia.
QOther members of the class known as opioid agonists include substances such as

+_morphine, hydromorphone, fentanyl, codeine, and hydrocedone. Pharmacological

effects of opioid agonists include anxiol

Spi Yy i ipation, miosis, and couih suppression, as well as
analgesia. Like alipure opioid agonist anatgesics, with increasing doses there is
increasing analgesia, unlike with mixed ) ists or non-opioid i

euphoria, feelings of relaxation,

3

Gxycodons Congantratian (ng/mt) Log !

© 1 2 3 & 5 6 7 8 9 W0 1 12
. Hours From Bosing
~8-10mg w-20mg -@-40mg —O-80my Single Dose —{3- 160 mg Single Doss
=3-10 mg q12h Steady-State ;

steroidal anti-i y drugs and to opioids in a plan of pa
management such as outiined by the World Health Organization, the Agency
Health Research and Quality (formerly known as the Agency for Health Care Poli
and Research), the Federation of State Medical Boards Model Guidelines, or ¢
American Pain Society.

Oxycodone hydrochloride extended-release tablets are not indicated for pain in t
immediate post-operative period (the first 12 to 24 hours following surgery), or
the pain is mild, or not expected to persist for an extended period of tim
Oxycodone hydrochloride extended-retease tablets are only indicated for pos
operative use if the patient is already receiving the drug prior to surgery or if
post-operative pain is expected to be moderate to severe and persist for an exten
ed period of time. Physicians should individualize treatment, moving from parenter
to oral analgesics as appropriate. (See American Pain Society guidelines.)
CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in patien
with known hyp itivity to or in any sitvation where opioids a

Table 1 -
Mean [% coelficieni variation] '

contraindicated. This includes patents with significant respiratory depression {
unmonitored settings or the absence of resuscitative equipment), and patients wi
acute or severe bronchial asthma or hy ia. O i
extended-releass tablets are contraindicated in any patient who has or is suspecti

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHEI
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIL
EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEASE AN
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Oxycodoae Hydrochloride Extended-Release 80 mp Tablels ARE FOR USE |
OPI0ID-TOLERANY PATIENTS ONLY. This tablst strengih may cause (atal resplrato
to patients not previously exposed to oplofds,

Releass 88 my Tablets are for use only
opioid tolerant patients requiring daily oxycodone.equivalent dosages of 166 n
or more. Care should be faken in Ihe prescribing of this tablet stremgt
Palignts should be instructed against use by Indlviduals other than the patis
for whom il was prescribed, as such Inappropriate use may have severs matic

is an opioid agonist of the morphine-type. Such drugs are sought by dn.

abusers and people with addiction disorders and are subject to criminal diversion.
Oxycodone can be abused in a manner similar to other opioid agonists, legal or illic
i when ibing or d i i

extended-release tablets in situations where the physician or pharmaist is concernt
about an increased risk of misuse, abuse, or diversion.

Trough
Regimen | Dosage Form AUC C, 1 Conc. i ic i
oghemiyt | (ngmy | o) | o/l °fA";:'I":G":“M'° feus.
Single | 10 mg oxycodone ’ ’ W
Dose hydrochloride 100.7 10.6 27 na.
extended-release [26.6} {20.1} {481}
tablets .
20 mg oxycodone N
hydrochloride 2075 214 3.2 na
extended-release | [35.9) {36.6) (57:9}
tablets when
40 mg oxycodone
hydrochloride 4231 393 31 na.
extended-relgase [33.3) [34.0) {174}
fablets :
80 mg oxycodone
hydrochloride 1085.5 98.5 21 na. tonsequences, Jacluding dealh.
E
exten:gﬂ;lrse_lease 132.3] 1821] 1523) Misuse, Abuse and Diversion of Oploids
Muttiple | 10 mg oxycodone
Dose hydrochloride 103.6 15.1 32 7.2
extended-release | [38.6] [31.0] [€9.5]) {48.1] H
ablets q12h This should be
5 mg immediate~ 99.0, 155 | 716 7.4
release qbh 1362} 288 | [497) | [50.9)

[v: ide extended-release tablets have been reported as beir

where there is a limit {0 the anaigesic effect with increasing doses. With pure
opioid agonist analgesics. there.is no defined maximum dose; the ceiling to
analgesic gffectiveness is imposed only by side effects, the more serious of which

may include and resp y dep

Cenlral Nervous System

The precise mechanism of the analgesic action is unknown. However, specific CNS
opioid receptors for with opioid-ike activity have been
identified throughout the brain and spinal cord and play a role in the analgesic
effects of this drug. .

Oxycodone produces respiratory depression by direct action on brain stem
respiratory centers. The respiratory depression involves both a reduction in the
responsiveness of the brain stem respiratory centers to increases in carbon dioxide

* tension and to electrical stimulation.
- ...Oxycodone depresses the cough reflex by direct effect on the cough center in the

medulla.  Antitussive eifects may occur with doses lower than those usually
required for analgesia.

Oxycodone causes miosis, even in total darkness. Pinpoint pupils are a sign of opioid
overdose but are not pathognomonic (e.g., ponting lesions of hemomhagic or
ischemic origin may produce similar findings). Marked mydriasis rather than miosis
may be seen with hypoxia in the setting of oxycodone hydrochioride extended-
release tablets overdose (See OVERDOSAGE).

Gastroinlestinal Tract and Other Smooth Muscle
0 causes a ion in motility i with an increase in smooth
muscle tone in the antrum of the stomach and duedenum. Digestion of food in the
small intestine is delayed and propulsi ions are . Propulsive
peristaltic waves in the colon are decreased, while tone may be increased to the
point of spasm resulting in conslipation. Other opicid-induced effects may include
a reduction in gastric, biliary and pancreatic secretions, spasm of sphincter of
0Oddi, and transient elevations in serum amylase.

Cardiovascular System

Oxycodone may produce release of histamine with or without associated peripheral
lati i ions ot hi ine release and/or peripheral vasodilation

may include pruritus, fiushing, red eyes, sweating, and/or orthostatic hypotension.

Ci ion - Efficacy ji ¥

Studies in normal volunteers and patients reveal predictable relationships between

oxycodone dosage and plasma oxycodone concentrations, as well as hetween

concentration and certain expected opioid effects, such as pupillary constriction,

sedation, overall “drug eHect”, analgesia and feelings of “relaxation.”

As with ali opioids, the minimum effective plasma concentration for analgesia will

vary widely among patients. especially among patients who have been previously

tfeated with potent agonist opioids. As-a result, patients must be treated with

individualized titration of dosage Lo the desired effect. The minimum- effective

i ion of for any indivi patient may increase over

11or single-dose AUC=AUC( .4 for.multiple-dose AUC=AUCq.T,
~ data obtained while volunteers received naltrexorie which cam enhance absorption

abused by crushing, chewing, snorting, or injecting the dissolved product. The:
practices will result in the uncontrotied delivery of the opioid and pose a significa
risk to the abuser that could result in overdose and death (see WARNINGS ar
DRUG ABUSE AND ADDICTION).

Goncerns about abuse, addiction, and diversion should not prevent the prop-
i of addiction to opioid analgesics in proper
managed patients with pain has been reported to be rare. However, data are n.
available to establish the true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Boar
or State Controlled Substances Authority for information on how to prevent ar

Interactions with Alcohol and Drugs of Abuse
1)

may be expected to have additive effects when used in conjunction wi
alcohol, other opioids, o illicit drugs that cause central nervous system depressio

lease tablets are 2 mu-agonist oploid wl:
2n abuse liablilty simliar to morphine and are a Schedule Y conirolled substanc
Tiki

1 for single-dose AUC=AUCq.iqr. for multiple-dose AUC=AUCy;
* data obtained while volunteers received naltrexone whictr can enhance absorption

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED

e and other opioids used in analgesia, can be abuse

Drug addiction is characterized by compulsive use, use for non-medical purpose
and continued use despite harm or risk of harm. Drug addiction is a treatab
disease, utilizing a multi-disciplinary approach, but relapse is common.

“Drug seeking™ behavior is very common in addicts and drug abusers. Drug-seekir
tactics' include emergency calls or visits near the end of office hours, refusal *
undergo appropriate examination, testing or referral, repeated “loss” of prescription
tampering with prescriptions and reluctance to provide prior medical records «
contact information for other treating physician(s). "Doctor shopping” to obta

Tahle 2
Mean [% coefficient
) N Trough of pain. The
Regimen { Dosage Form AUC.. C, Traax (r8) | Conc.
mohrmiyt | (nomaly | ™ (ng/mi)
Single 4x40 mg , .
Dose oxycodone 1935.3 1520 2.56 ed Su S
hydrochlorlde [34.7} [28.9} [42.3} na detect abuse or diversion of this product.
extended-release
tablets” RS
2x80mg . . .
oxycodone 1859.3 1534 - L78 DRUG ABUSE AND ADDI
hydrochloride [30.1} [25.1} 169.3] na UG ABUSE BIENON
extended-release
tablets”
1x160.mg and is subjecl to criminal diversion.
oxycodone 1856.4 156.4 2.54
hydrochloride [30.5] [24.8] [36.4) na.
extended-release
tablets”

FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal
show that oxycodene hydrochloride extended-release tablets administered per
rectum resulted in an AUG 39% greater and a Cpy 9% higher than tablets
administered by mouth. Therefore, there is an increased risk of adverse events

with rectal administration.

Food Eftects
Food has no significant effect on the extent of ion of
hydrochloride extended-release tablels.

Distribution

Following intravenous administration, the volume of distribution (Vss) for oxycodone
was 2.6 L'kg. Oxycodone binding to plasma protein at 37°C and a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has been found in breast milk
(see PRECAUTIONS).

from

time due 10 an increase in pain, the development of a new pain and/or

the development of anaigesic tolerance.

C ion - Adverse

O i t
y

ppioid-relaled adverse experiences.

tablets are with typical
There is a general relationship between

plasma ion and i i of dose-
refated opioid adverse experiences such as nausea, vomiting, CNS effects, and
respiratory depression. In opioid-tolerant patients, the situation is altered by the
development of tolerance to opioid-related side effects, and the relationship is not
clinically refevant. *
As with all opioids, the dose must be individualized (see DOSAGE AND
ADMINISTRATION), because the effective analgesic dose for some patients will
be too high to be tolerated by other patients.

Pharmacokinetics and Metabolism

The activity of oxycodone hydrochloride extended-release tablets is primarily due
to the parent drug oxycodone. Oxycodone hydrochloride extended-release tablets
are designed to provide extended defivery of oxycodone over 12 hours.

Breaking, chewing or crushing oxycodone hydrochloride extended-release tablets
eliminates the extended delivery mechanism and results in the rapid release and
absorption of a potentially fatal dose of oxycodone.

Oxycodone refease from oxycodone hydrochioride extended-release tablets is pH
independent. Oxycodone is well absorbed from oxycodone hydrochloride extended-
release tablels with an oral bioavailability of 60% to 87%. The relative oral

ioavailability of 5 ide extended-release tablets to immediate-
release oral dosage forms is 100%. Upon repeated dosing in normal volunteers in
pharmacokinetic studies, steady-state levels were achieved within 24 to 36 fiours.
Oase proportionality and/or bioavailability has been established for the 10 mg, 20 mg,

ded-rel

Metabelism
Oxy ide is i ized 1o

and their The major il is y with an
AUC ratio of 0.6 relative to that of oxycodone. Noroxycodone:is reported to be a
considerably weaker analgesic than O Jithough i
analgesic activity, is present in the plasma only in low concentrations. The correlation
between oxymorphone concentrations and opioid etlects was much less thian that

P ( is common among drug abusers and people sutering froi
untreated addiction.

Abuse and addiction are separate and distinct from physical dependence ar
tolerance. Physicians should be aware that addiction may not be accompanied t
concuirent tolerance and symptoms of physical dependence in all addicts. In additio
abuse of opioids ¢an occur in the absence of true addiction and is characterized t
misuse for non-medical purposes, often in combination with other psychoacti
Ox y ide extended-release tablets, like other opioid
have been diverted for non-medical use. Careful record-keeping of prescribin
information, including quantity. frequency, and renewal requests is strong
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluatic
of therapy, and proper dispensing and storage are appropriate measures that he
to fimit abuse of opioid drugs.

lease fablets are Intended for oral us
only. Abuse of the crushed tablet poses a hazard ol overdose and death. Th
risk is Increased with concurrent abuse of alcohol and cthor substances. W
parenteral abuse, the tablet exclpients can be expected to result in local llssy
necrosis, intection, and visk of endocarditi
and valvular heart Injury. Parenteral drug abuse Is commonly assoclaled wil
transmission ol infectious diseases such as hapatitls and HIV.

Resplratory depression' is the chief hazard from oxycodone, the active ingredient s

seen with oxy plasma The ic activity profile of other  Respiratory Depression
metabolites is not known.
The ion of but not is mediated by

extended-release tablets, as with all opioid agonist

P450 206 and, as such, its formation can, in theory, be affected by other drugs
(see Drug-Drug Interactions).

Excretion .

Oxycodone and its metabolites are excreted primarily via the kidney. The amounts
measured in the urine have been reported as follows: free oxycodone up to 19%;

Respiratory depression is a particular problem in elderly or debilitated patient
usvally following large initial doses in non-tolerant patients, or when opioids ai
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chron
abstructive pulmonary disease or cor pulmonale, and in patients having a substantial

conjugated oxycodone up to 50%; free oxymorphone 0%;
<14%; hoth free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Populations

Elderly .

The plasma ions of are only affected by age, being
15% greater in elderly as compared to young subjects.

Gender

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

Renal impairment ' :

Datz from a pharmacokinetic study involving 13 patients with mild to severe renal
dysfunction (creatining clearance <60 mL/min) show peak plasma oxycodone and
noroxy ions 50% and 20% higher, respectively, and AUC values

46 mq, 80 mg, and 160 mg tablet strengths for both peak plasma levels (Crnax)
and extent of ion (AUC). O» is i ized and efimi
ji i The

for and 60%, 50%, and 40% higher than

primarily in the urine as both and j
apparent elimination halt-lite ot foliowing the ion of
hydrochloride extended-release tablets was 4.5 hours compared to 3.2 hours for
immediate-release oxycodone.

Absorption

About 60% to 87% ot an orat dose of oxycodone reaches the central compartment
in comparisen to a parenteral dose. This high oral bicavailability is due to low
pre-systemic and/or first-pass metabolism. In normal volunteers, the t1/2 of absorp-

normal subjects, respectively. This is accompanied by an increase in sedation but
not by differences in respiratory rale, pupillary constriction, or several other measures
of drug effect. There was an increase in t1/2 of elimination for oxycodone of only 3 hour
(see PRECAUTIONS).

Hepalic Impairment

Data from a study involving 24 patients with mild to moderate hepatic dysfunction
show peak plasma and Y ions 50% and 20%
higher, i than normal subjects. AUC values are 95% and 65% higher,

tion is 0.4 hours for i lease oral In contrast,

fiydrochloride extended-release tablets exhibil a biphasic absorption pattern with

two apparent absorption half-times of 0.6 and 6.9 hours, which describes the initial

reiease of oxycodone from the tablet followed by a prolonged release.

Dose proportionality has been established for the 10 mg, 20 mg, 40 mg, 80 mg, and

160 mg tablet strengths tor both peak plasma concentrations {Cpay) and extent
ion of

respectively. Oxymorphone peak plasma concentralions and AIC values are lower
by 30% and 40%. These differences are accompanied by increases in some, but
not other, drug effects. The t¥/2 elimination for oxycodone increased by 2.3 hours
(see PRECAUTIONS). .
Drug-Drug Interactions (see PRECAUTIONS)
O i ized i

P450 2D6 to which

of absarption (AUC) (see Table 1 below). Given the short half-tife of elimii

s in part by

y reserve, hypoxia, hypercapnia, or pre-existing respiratot
depression. In such patients, even usual therapeutic doses of oxycodone m:
decrease respiratory drive o the point of apniea. In these patients aftermative non-opio
analgesics should be considered, and oploids should be employad only under caref
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide retention an
secondary elevation of cerebrospinal fluid pressure, and may be markedly exaggerate
in the presence of head injury, intracranial lesions, or other Sources of pre-existin
increased intracranial pressure. Oxycodone produces effects on pupilla
response and consciousness which may obscure neurologic signs of furth
increases in intragranial pressure in patients with head injusies.

Hypotensive Effect

Oxycodone hydrochloride extended-release tablets may cause severe hypotensior
There is an added risk to individuais whos ability to maintain blood pressure h;
been compromised by a depleted blood volume, or after concurrent administratic
with drugs such as phenothiazines or other agents which compromise vasomotc
tone. Oxycodone may produce orthostatic hypotension in ambulatory patient
Oxycodone, like alf opioid ics of the ine-type, should be ini
with caution to patients in circulatory shock, since vasoditation produced by tf
drug may further reduce cardiac output and blood pressure.

PRECAUTIONS

General

Opioid

have a narrow ic index in certain patient population.
when ined with CNS drugs, and should be reserved
cases where the benefits of opioid analpesia outweigh the known risks of respirator
depression, altered mental state, and postural hypotension.
Use of oxycodone hydrochloride extended-release tablets is associated wit
increased potential risks and should be used only with caution in the foliowin
itions: acute ism; tical insutficiency (e.g., Addison
disease); CNS depression or coma; delirium tremens; debilitated patient




L

y oM oxy extendéd-release tablets, steady-state
plasma» concentrations of oxycodone are achieved within 24 to 3§ hours of initiation
of dosing with oxycodone hydrochloride extended-releass-tablets. in a study

ilets are an opioid agonist and
ie liability similar to morphine.

0 other opioid agonists, legal or
ibing or dispensing oxycodone
ations where the physician or
of misuse, abuse, or diversion.

blets are an extended-refease
dicaled for the management of
around-the-clock analgesic Is

ilets are NOT intended for use

0 mg Tablels ARE FOR USE IN
ength may cause fatal respiratory
‘eviously exposed to opioids.
LEASE TABLETS ARE TO BE
IKEN, CHEWED, OR CRUSHED.
XYCODONE HYBROGHLORIDE
D RELEASE AND ABSORPTION
{E.

iblets are an opioid analgesic
inistration. The tablet strength
as the hydrachloride sait. The
; as follows:

“CHy

W. 351.62
-methoxy-17-methylmorphinan-

derived from the opium alkaloid,
water (1gin6te 7 mL). Itis
n coefficient 0.7). Each tablet
1dition, each tablet contains the
dioxide, FD&C blue #2 indigo
xide yellow, lactose anhydrous,
rystalline cellulose, polyethylene

| therapeutic action is.analgesia.
ists include substances such as
hydrocodone. Pharmacological
Iphoria, feelings of relaxation,
cough suppression, as well as
- with increasing doses there is

ing 10 mg of extended-release tablets every 12

represents less than 15% of the total administered dose. This route of elimi

may be biocked by a variety of drugs {e.g.. centain cardiovascular drugs including
amiodarone and quinidine as well as polycyclic anti-depressants). However, in a
study invoiving 10 subjects using quinidine, a known inhibitor of 50

coliosi iated with respiratory d ion; orh idi
prostatic hypertrophy or urethral stricture; severe impairment of hepatic, puimonary
or renal function; and toxic psychosis.

hours to 5 mg of immediate-relpase oxycodone every 6 hours, the two treatments D6, the effects of were

were found to be equivalent for AUC and Cpy,. and simitar for Coin {trough) INDICAYIONS AND USAGE

concentrations. There was less in plasma cone ons for the ide extended-release tablets are an extended-release oral
oxycodone hydrochioride extended-release tablets than for lease of ide indicated for the of mods

formuiation.

Plasma Oxycodana By Tima

o v
The ! of may obscure the diagnosis or clinical coufse in
patients with acute abdominal conditions. O may i

in patients with convulsive disorders, and all opioids may induce or aggravate
seizures in some ciinical settings.

1o severe pain when a continuous, around-the-clock analgesic is needed for an
sxtended period of time.

0 ide extended-release tablets are NOT intended for use as a

Oxycodone Concentration {ng/mL) Log Scale

e 1 2 3 &« 35 6 7 8 8 10 1 12
- Hours from Dosing
—W-10mg —y-20mg -@—40mg —O-80mg Single Dose ~[J- 160 mg Singla Dose

~¥-10 mg qI2h Steady-State

prn analgesic.
Physicians should il

in every case, initiating therapy at the

point along a progi from non-opioid analgesics, such as non-
steroidat anti-i y drugs and i 1o opioids in a plan of pain
management such as outlined by the World Health Organization, the Agency for
Health Research and Quality (formerly known as the Agency for Health Care Policy
and Research), the Federalion of State Medical Boards Model Guidelines, or the

with other CNS
Oxycodone hydrochloride extended-release tablets should be used with cautibn
and started in a reduced dosage (173 to 172 of the usyal dosage).in patients who
are concurrently receiving other central nervous system depressants including
ives or ics, general an i iazil othar il
and alcohol. interactive effects resutting in Y i ion,
profound sedation, or coma may result if these drugs are taken in combination with
the usual doses of oxycodone hydrochloride extended-release tablets. -

Interactions with Mixed Agonist/Aniagonist Opioid Analgesics -
i i ics (ie., i butorphanol, and

American Pain Society.

Oxycodone hydrochloride extended-release tablets are not indicated for pain in the
immediate post-operative period (the first 12 1o 24 hours following surgery), or if
the pain is mild, or not expected 1o persist for an extended period of time.
Oxycodone hydrochioride extended-release tablets are only indicated for post-
operative use if the patient is already receiving the drug prior to surgery or if the
post-operalive pain is expected to be moderate to severe and persist for an extend-
ed period of ime. Physicians should individualize Ireatment, moving from parenteral

i }

bupr should be with caution to a patient who has received
or is receiving 2 course of therapy with a pure opioid agonist analgesic such as
oxycodone. In this situation, mixed agonist/antagonist analgesics may reduce the
analgesic effect of oxycodone and/or may precipitate withdrawal symptoms in
these patients.

Surgery and Post: Use
Oxycodone hydrochloride extended-releass Lablets are not indicated for pre-emplive
i i ion pi forihe of post:

pain),

1o oral analgesics as appropriate. (See American Pain Society gui

CONTRAINDICATIONS

Oxycodone hydrochloride extended-release tablets are contraindicated in patients
itivity o or in any silualipn where opioids are

lease tablets ara not indicated for pain in
the immadiate post-operative period (the first 12 to 24 hours following surgety)
for patlents not previously taking the drug, because its safely in this seftiag has
not heen established.

contraindicated. This includes patients with si Y in
unmonitored settings or the absence of resuscitative equipment), and patients with
" - 40 ’

elease tablets are not Indicated for pain in
the post-operativa period If the pain is mild or not expected to persist for an

asthma or
extended-release tablets are contraindicated in any patient who has or is suspected

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE
SWALLOWED WHOLE, AND ARE NOT YO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS COULD {FAD TO THE RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Oxycodone Hydrochloride Extended-Release 80 mg Tablsts ARE FOR USE IN
OPIOID-

peried of ime.

lease tablets are only indicated for post-
recelving lhe drug prior to surgery or If the
L] lo severe and persist for an
i maving
Pain Soclety

operalive use if the patient Is already
post pain is expi lo b
extended period of fime. P
fi to oral ics as

shoutd i

m
guidelines).

Patients who are already receiving oxycedone hydrochloride extended-release
tablets as part of ongoing analgesic therapy may be safely continued on the drug

TOLERANT PATIENTS ONLY. This tablet strength may cause fatal

when 1o patients not previously exposed to oplolds. !

Rel 89 mg Tablets are for uss only in
opioid tolerant patieals requiring dalty oxycodone equivalent dosages of 160 mg

or more. Care should be {aken [n the prescriting of ihis tablet sirength.
Patlents should be instructed against use by Individuals other than the patisnt
for whom it was prescribed, as such inappropriate use may have sevsre medical

is an opioid agonist of the morphine-type. Such drugs are sought by drug

abusers and people with addiction disorders and are subject to criminal diversion.
Oxycodone can be abused in a manner similar to other opioid agonists, fegal or¥icit
“bing or dispensi N

extended-release tablets in situations where the physician or pharmagist i's concerned
about an increased risk of misuse, abuse, or diversion.

with known
Table 1
o d
Mean [% - acute or severe
Regi Dosage Form AUC C, 1 Tég:gh
egimen 053 2 i ic i
(ng-hr/mi)t (ng'/‘?nai) (hmrgs {ng/mL) :;:;:::Ggaraiwc flus.
Single 10 mg oxycodone
Dose hydrochloride 100.7 10.6 27 na.
extended-release 126.6] [20.1] 44.9]
tablets
20 mg oxycodone ;
hydrochioride 2075 21.4 3.2 na.
extended-release {35.9] {36.6] 5779
tablets
40 mg oxycodone
hydrochloride 4234 39.3 kA na.
extended-release {33.3] [34.0] 1774]
tablets
80 mg oxycodone
hydrochloride 1085.5 98.5 2.1 na. consequences, including death.
mergg;ie-l;qlease (32.3) {321 523 Misusa, Abuse and Diversion of Oploids
Multiple |10 mg oxycodone
Dose hydrochloride 103.6 15.1 32 72
extended-release [38.6 {31.0] [69.5} [48.1) H
tablels q12h This should be when
$ mg immediate- 99.0 155 4.6 7.4
release q6h [36:2} 26.8) 49.7} [50.9]

Jonists or non-opioid
rincreasing doses. With pure
naximum dose; the ceiling to
ects, the more serious of which
n.

1known. However, specific CNS
1 opioid-like activity have been
nd play a role in the analgesic

* direct action on brain stem
wolves both a reduction in the
s to increases in carbon dioxide

fett on the cough center in the
15es lower than those usually

1poinit pupils are a sign of opioid
ine lgsions of ic or

¥ for single-dose AUC=AUCq.y; for.muitiple-dase AUC=AUC,.7
* data obtained while volunteers received naltrexorie which can enhance absorption

o ide extended-release tablets have been reported as being
abused by crushing, chewing, snorting, or injecting the dissolved product. These
practices will result in the uncontrolled delivery of the opioid and pose a significant
risk 1o the abuser that could result in overdose and death (see WARNINGS and

Concerns about abuse, addiction, and diversion should not prevent the proper
i of addiction to opioid analgesics in properly
managed patients with pain has been reported to be rare. However, data are not
available to establish the true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Board,
or State Controlled Substances Authority for information on how to prevent and

Interactions with Alcohol and Drugs of Abuse
may be expected to have additive effects when used in conjunction with

aicohol, other opioids, or illicit drugs that cause central nervous system depression.

lease tablets are a mu-agonist opiold with
an abuse liakility simitar to morphine and are a Schedule H controlied substance.

ed mydriasis rather than miosis
done hydrochloride extended-

ed with an increase in smooth
enum. Digestion of food in the
ins are decreased. Propulsive
tone may be increased to the
lid-induced effects may include
etions, spasm of sphincter of

1 without

¥ for single-gose AUC=AUCq.n; for multiple-dose AUG=AUCy.;

and other opioids used In analgesia, can ba abused

Drug addiction is characterized by compulsive use, use for non-medical purposes,
and continued use despite harm or risk of harm. Drug addiction is a treatable
disease, utilizing a multi-disciplinary approach, but relapse is common.

“Drug seeking™ behavior is very common in addicts and drug abusers. Drug-seeking
tactics include emergency quls or visits near the end of office hours, refusal to

Table 2 DRUG ABUSE AND ADDICTION).
Mean [% i
K Trough of pain, The
Regimen | Dosage Form AUC.. C, Tmax (hrs) | Conc.
(ng-hr/mL)t (nq'/'l‘nai) i {ng/mL)
Single 4 x40 mg "
Dosa oxycodone 19353 | 1520 £.56 ]
hydrochioride [34.7) [28.9] {42.3} na. detect abuse or diversion of this product.
extended-release
tablets’ - Z
2x80mg - 8 s34
oxycodone 1859.3 153.4 .78 [ BUSE DDICTI
hydrochloride [30.1] [25.1) 169.3} na. RUG ABUSE AND ADDICTION
extended-release
tablets” fi
1x 160 mg H and Is subject to criminal diversion.
oxycodone 1856.4 156.4 254
hydrochioride [30.5] [24.8] (364} na.
extended-release
tablets™

" data obtained while volunteers received naltrexone whicircan enhance

0XYCODONE HYDROCHLORIDE EXTERDED-RELEASE TABLETS ARE NOT INDICATED
FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal volunteers

undergo testing or referral, repeated “loss” of prescriptions,

ing with p: iptions and to provide prior medical records or
contact information for other treating physician(s). “Doctor shopping” to obtain
additional prescriptions is common among drug abusers and people suffering from

show that oxycodone hydrochloride extended-release tablets admi per
rectum resulted in an AUC 39% greater and a Cpay 9% higher than tablets

and/or peripheral vasodilation
nd/or orthostatic hypotension.

wictable refationships between
ntrations, as well as between
such as' pupillary constriction,
1s of “relaxation.”

:oncentration for anaigesia will
ints who have bgen previously
patients must be treated with
fect. The minimum effective
dual patient may increase over

by mouth. Therefore, there is an increased risk of adverse events
with rectal administration.

Feod Effects

Food has no significant effect on the extent of ion of from
hydrochloride extended-release tablets.

Dlstribution

Following i the volume of di {Vss)for

was 2.6 L/kg. Oxycodene binding to plasma protein at 37°C and a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skeletal muscle, liver,
intestinal tract, lungs. spleen, and brain. Oxycodone has been found in breast milk
{see PRECAUTIONS).

Metabolism
O by is i ized to

I a new pain sy and/or

s are associated with typical
general relationship between
ncreasing frequency of dose-
3, vomiting, CNS effects, and
the situation is altered by the
3ts, and the relationship is not

ualized (see DOSAGE AND
't dose for some patients will

elease tablets is primarily due
oride extended-release tablets
one over 12 hours.

aride extended-release tablets
sults in the rapid release and

ixtended-release tablets is pH
ydone hydrochloride extended-
» 10 87%. The relative oral
-release tablets to immediate-
losing in normal volunteers in
higved within 24 to 36 hours.
ablished for the 10 mg, 20 mg,
th peak plasma levels (Cpay)
" ized and elimi

and their gl . The major ci i ite is noy with an
AUC ratio of 0.6 relative to that of oxycodone. Noroxycodone is reported to be a
considerably weaker analgesic than O ) although i
analgesle activity, is present in the plasma only in low concentrations. The correlation
betwesn oxymorphone concentrations and opioid effects was much less than that
seen with oxycodone plasma concentrations. The analgesic activity profile of other
metabolites is not known.

Abuse and addiction are separate and distinct from physicat dependence and
tolerance. Physicians should be aware that addiction may not be accompanied by
concurrent tolerance and symptoms of physical dependence in ail addicts. In addition,
abuse of opioids can occur in the absence of trus addiction and is characterized by
misuse for non-medical purposes, often in ination with other i
O y ride extended-release tablets, like other opioids,
have been diverted for non-medical use. Carefut record-keeping of prescribing
information, including quantity, frequency, and renewal requests is strongly
advised.
Proper assessment of the patient, proper prescribing practices, periodic re-evaluation
of therapy, and proper dispensing and storage are appropriate measures that help
to limit abuse of opioid drugs.

lease tablets are intended for oral use
anly. Abuse of the crushed tablet poses a hazanf of overdose and death. This
risk is incraased wilh concurent ahuse of alcohol and other With

if dosage are made 0 the , other
drugs given, and the temporary changes in physiology caused by the surgical
intervention (see DOSAGE AND AOMINISTRATION).
Oxycodone hydrochloride extended-release tablets and other morphine-like opi-
oids-have been shown to decrease bowel motility. Neus is a common past-operative
complication, especially after intra-abdominal surgery with opioid analgasia. Caution
should be taken to monitor for decreased bowel motility in post-operative patients’
feceiving opioids. Standard supportive therapy should be implemented.
Use in Pancreatic/Bltiary Tract Disease
Oxycodone may cause spasm of the sphingter of Oddi and should be used with
caution in patients with biliary tract disease, including acute pancreatitis. Opioids
like oxycodone may cause increases in the serum amylase level. -

and Physical
Tolerance is the need for increasing doses of cpioids to maintain a defined effect
such as analgesia (in the absence of disease progression or other external factors).

is by after abrupt
of adrug or upon ion of an Physical and tolerance
are not unysual during chronic opioid therapy.
The opioid i or wil di is by some or all of

the foliowing: restlessness, lacrimation, rhinorrhea, yawning, perspiration, chills,
myalgia, and mydriasis. Other symptoms also may develop, including: imitability,
anxiety, joint pain, inal cramps, ia, nausea,
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rats, or heart
rate.

In general, opioids should not be abruptly discontinved (see DOSAGE AND
ADMINISTRATION: Cessation of Therapy).

frformation for Palienis/Caregivers (see PATIENT INFORMATION at the end of the

package insert) .

1f clinically advisable, patients receiving oxycodone hydrochloride extended-release

tablets or their caregivers should be given the following information by the physician,

nurse, pharmacist, or caregiver:

1. Patients should be aware that oxycodone hydrochloride exiended-release
tablets contain oxycodone, which is a morphine-like substance. .

2. Patients should be advised that oxycodone hydrochloride extended-release
tablets were designed to work properly only if swallowed whole. Oxycodone
hydrochloride extended-refease tablets will release ail their contents at once if
broken, chewed or crushed, resulting in a risk of fatat overdose.

3. Patients should be advised to report episodes of breakinrough pain and
adverse experiences occurring during therapy. Individualization of dosage is
essential to make optimal use of this medication.

4. Patients should be advised not to adjust the dose of oxycadone hydrochloride
extended-release tablets without ing the ibi i

stended-rel

o

Patients should be advised that oxy y

tablets may impair mental and/or physical ability required for the performance

of potentially hazardous tasks (e.g.. driving, operating heavy machinery).

6. Patients should not combine oxy ide extended-rel
tablets with alcohol or other central nervous system depressants (slesp aids,
tranquilizers) except by the orders, of the prescribing physician, because
dangerous addltive effects may occur, resulting in serious injury or death.

7. Women of childbearing potential who become, or are planning to become,
pregnant should be advised to consult their, physician regarding tha effects of
analgesics and other drug use diring pregnancy on themseives and their
unbom child. o

8. Patients should be advised that-oxycodone hydrochloride extended-release
tablets are a potential drug of abuse. They should protect it from theft, and it
should never be given to anyone other than the individual for whom it was prescribed.

9. Patients should be advised that if they have been receiving treatment with
oxycodone hydrochloride extended-retease tablets for more than a tew weeks
and cessation of therapy is indicated, it may be appropriate to taper the
oxycodone hydrochloride extended-release tablets dose, rather than abruptly

discontinue it, due to the risk of precipitating withdrawal symptoms. Their

parenteral abuse, the tablet exclpients can he expected fo result kn local tissue
necrosls, Infection, ¥ and risk of endacardlils
and valvular heart injury. F drug abuse is with
transmisslon of infeclious diseases such as hopatitis and HIV.

Respiratory Depression
Respiratory depression. is the chief hazard from oxycodone, the active ingredient in

extended-release tablets, as with all opioid agonists.

The ion of but not is mediated by cy
P450 206 and, as such, its formation can, in theory, be affected by other drugs
(sea Brug-Drug Interactions).

Excratfon

(xycodone and its metabolites are excreted primarily via the Kidney. The amounts
measured in the urine have been reported as follows: free oxycodone up to 19%;
conjugatad oxycodone up to 50%; free oxymorphone 0%; conjugated oxymorphone
<14%; both free and conjugated noroxycodone have been found in the uring but
not quantified. The total plasma clearance was 0.8 L/min for adults.

Special Populations

Eiderly .
The plasma ions of are only affected by age, being
15% greater in elderly as compared to young subjects.

Gender

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

Renal Impairment 1 :

Data from a pharmacokinetic study involving 13 patients with'mild to severe renal
dysfunction (creatinine clearance <60 mL/min) show peak plasma oxycodone and
ions 50% and 20% higher, respectively, and AUC values

onjugated metabolites. The

18 adminictratinn of Awmndnnn

for oxycodone, noroxycodone, and oxymorphone 60%, 50%., and 40% higher than
narmal gihiarte rocnertivaly  Thic iz 2rrnmnaniad by an infrmace in eadatinn hat

Respiratory depression is a particular problem in elderly or debilitated patients,
usually following large initial doses in non-tolerant patients, or when opioids are
given in conjunction withother agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chronic
obstructive pulmonary diseass or cor pulmonale, and in patients having a

1) can provide a dose schedule to a gradual di
of the medication.

10. Patients should be i o keep extended-
retease tablets in a secure place out of the reach of children. When oxycodone
hydrochloride extended-release tablets are no longer needed, the unused
tablets should ba destroyed by flushing down the toilet

Use in Drug and Alcohal Addiction

Oxycodone hydrochloride extended-release tablets are an opioid with no
approved use in the of addictive di: . Their proper usage in
individuals with drug or alcohol dependence, either active or in remission, is for the

'

management of pain requiring opioid analgesia. -
: Brug-Drug Interactions
Opioid including extended-release tablets,

decreased respiratory reserve, typoxia, hypercapnia, or pre-existing respiratory
depression. fn such patients, even usual therapeutic doses of oxycodone may
decrease respiratory drive to the point of apnea. In these patients afternative non-opioid
analgesics should be considered, and opicids should be employsd only under caretul
medical supervision at the lowest effestive dose.

Head Injury

The respiratory depressant effects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fiuid pressure, and may be markedly exaggerated
in the presence of head injury, intracranial lesions, or other sources of pre-existing
increased intracranial pressure. Oxycodone produces efects on pupillary
response and consciowsness which may obscure neurologic signs of further
increases in intracranial pressure in patients with head injuries.

Hypotensive Etfect .

Oxycodone hydrochlaride extended-release tablets may cause severe hypotension.
There is an added risk to individuals whose ability to maintain biood pressure has
been compromised by a depleted blood volume, or after concurrent administration
with drugs such as phenothiazines or other agents which compromise vasomotor

may enhance the neuromuscular blocking action of skeletal muscle refaxants and
produce an i degree of respi Y i

o is in part to via cy P450 296.
While this pathway may be blocked by a variety of drugs (e.0-, certain cardiovascular
drugs including amiodarone and quinidine as well as polycyelic antidepressants),
such blockade has not yet been shown to be of clinical significance with this agent.
Clinicians should be aware of this possibie interaction, however.

Use with CNS Depressanis

Oxycodone hydrochloride extended-release tablets, like all opioid analgesics.
should be started at 1/3t0 1/2 of the usual dosage in patients who are concurrently
receiving other central nervous system depressants including sedatives or hypnotigs,
general anesthetics, phenothiazines. centrally acting anti-emetics, tranquilizers,
and alcohol because respiratory ion, ion, and profound sedation
or coma may result. No specific i ion between and i
oxidase inhibitors has been observed. but caution in the use of any opioid in
patients taking this class of drugs is appropriate. "
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Oxycodone hydrochloride extended-release 1ablets are not indicated for pain in the
immediate post-operalive period (the first 12 to 24 hours foliowing surgery), or it
the pain is mild, or not expected to persist for an extended period of time.
Oxycodone hydrochloride extended-release tablets are only indicated for post-
operative use if the patient is already receiving the drug prior to surgery or if the
post-operative pain is expected to be moderate to severe and persist for an extend-
ed period of time. Physicians should individualize treatment, moving from parenteral
to oral ics as iate. {See ican Pain Society guideli

or is receiving 2 course of therapy with a pure opicid agonist analgesic such as
oxycodone. In this situation, mixed ‘agonisi/antagonist analgesics may reduce the
ic effect of and/or may precipi i in
these patients.
y Surgery and Post-Op Use
Oxycodone hydrochioride extended-release tablets are not Indicated tor pre-emplive
i inistration p forthe of past-operati

pain}.

CONTRAIRDICATIONS
Oxycodone hydrochloride extended-release tablets are contraindicated in patients
with known hypersensitivity to oxycodone, or in any situation where opioids are

i -rel tablets are not i for pain in
the immediale post-operative period (the firsl 12 to 24 hours following surgety)
tor patlents not previousty taking the drug, because its salety in this setting has
no! been established.

contraindicated. This includes patients with (in

¥
unmonitored settings o the absence of resuscitative equipment), and patients wjlh
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DRUG ABUSE AND ADDICTION).

Congcerns about abuse, addiction, and diversion should not prevent the proper
i of addiction to opioid analgesics in properly

managed patients with-pain has been reported to be rare. However, data are not

available to establish the.true incidence of addiction in chronic pain patients.

Healthcare professionals should contact their State Professional Licensing Board,
Authority for i on how to prevent and

Interactions with Aicohot and Drugs of Abuse
O may be expected fo have additive effects when used in conjunction with

alcohol, other opioids, or illicit drugs that cause central nervous system depression.

el \abtets are a mu-agonist oplold with
an abus Itability similar to morphine and are a Schedute |l controlted substance.

1 for single-dose AUC=AUCq.ir; for multiple-dose AUC=AUCq.;

and other opiolds used In anslgesia, can be abused

use, use for non-medical purposes,
and continued use despite harm or risk of harm. Drug addiction is a treatable
disease, utilizing 2 multi-disciplinary approach, but relapse is common.

“Drug seeking” behavior is very common in addicts and drug abusers. Drug-seeking
tactics include emergency calls or visits near the end of office hours, refusal to

Table 2
Mean [% coefficient
K Trough of pain. The
Regimen | Dosage Form AUCoo ¢, Tmax (hrs) | Conc.
(nghermuyt { ginly | T (ng/mi)
Single 4x40mg § .
Dose oxycodone 1935.3 1620 456 or State Controlled Su S
hydrochloride [34.7] 128.9] 42.3] na. detect abuse or diversion of this product
extended-release
tablets” A )~
2x80mg - . . - ;
oxycodone 1859.3 1534 278 DRUG ABU! ND i
hydrochloride [30.1] [25.1] 169.3) na. UG ABUSE AND ADDICTION
extanded-release
tablets” (]
1x 160 mg T and is subject to eriminal diversion.
oxycodong 1856.4 156.4 254 iction is ch: "
nydrochloride |  [305] | [248) | 164) | na Drug addiction s characterized by
extended-release
tablets”

* data obtained while volunteers received naltrexone whichr can enhance

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED
FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal volunteers
show that oxycodone hydrochloride extended-release tablels administered per
rectum resulied in an AUG 39% greater and a Cpgy 9% higher than tablets

peripheral vasodilation
wrthostatic hypotension.

e relationships between

by mouth. Therefore, there is an increased risk of adverse events
with rectal administralion.

* misuse for non-medica! purposes, often in
o !

undergo exami testing o referral, repeated “loss” of prescriptions,

( p ( and to provide prior medical records or
contact information for other treating physician(s). “Doctor shepping” to obtain
additional prescriptions is common among drug abusers and people suffering from
untreated addiction.

Abuse and addiction are separate and distinct from physical dep and

Regimen |  Dosage Form AlC ¢ P Té%:gh extended-release tablets are contraindicated in any patient who has or is suspected . . {ablels are only Indicated fo osi
max : of having paralytic ileus. ic: 1 posl-
{ng-hr/mL)t (ng'/':'nai) (fws) (ng/mL}) WAR:I:GDS e § operative use it the patient is already receiving the drug prior to surgery or i lhe
Single | 10 mg oxycodone : B oE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE v Ive pa led o e lo severs and parsist for an
Dose | _hydrchlorie 1007 106 27 na. SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED. extendsd perod of time. t R s erl, y;':‘g
ended-elezse | [266] ) (201 | [ ! TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE  oijgiines)
e * EXTENDED-RELEASE TABLETS COULD LEAD TO THE RAPID RELEASE AND | . - 3
20 mg oxycodone . ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE. Patients who are alregdy leclewn_m oxycodong hydroch!onde. extended-release
ydroctionde | 2078 | 24 S5 | M| Ouuodone Hytrachioride Extended Reloase B mg T ARE FOR usE (IS as gart ofongoing analgesi herapy ay b el oo e drug
tablets ? ’ K B OPIOID-TOLERANT PATIENTS ONLY. This tablat strangth may cause falal respiratory  grygs given, and the temporary changes In physiology caused by the surgical
oy - when to patients not previously exposed to opiocids. intervention (see DOSAGE AND ADMINISTRATION).
mg oxycodone Release 80 my Tablets are for use only in . T
i 3 drochl extended-rel I
e:lyf‘;%%h_l{”‘w: o 43233; ggg 37'14 na. opioid tolerant patients requiring dally axycodone equivalent dosages of 160 mp %yscggeg %:e‘; s%cow‘r,lnt%edecfe:see bgmis:\o%ﬁsnemdko:gm%%?g;ﬂ;:m
¢ mhlet: cas 133.3] 134.0] 4] or more. Care should be laken In the pvascrlh_lnu of this tablet slranglh. complication, especially afte intra-abdominal surgery with opioid analgesia. Caution
Palients shouid be instructed agalnst use by Individuals other than the patient g4 he taken to monitor for decreased bowe! motility in post-operative patients:
80 mg oxycodone for whom it was prescribed, as such inappropriale use may have severe medicat receiving opioids. Standard supportive therapy should be implemented.
hydrochloride 1085.5 98.5 3.1 na consequences, including death. Use in Pancreatic/Blllary Tract Diseate
mer}gﬁfgf-'e,“-* 1823} 1211 K23 Misuse, Abuse and Diversion of Opioids Oxycodone may cause ?pasm of the sphincter of Oddi and should be used with
- — is an opioid agonist of the morphine-type. Such drups are sought by drug  caution in patients with biliary tract disease, including acute pancreafitis. Opioids
Multiple | 10 mp oxycodone abusers and people with addiction disorders and are subject to criminal diversion. Yike oxycodone may cause increases in the serum amylase level. N
Dose é:yeﬂ;%%"_lgll:; . [1%’5 [13‘?'2.’] “;39'25] [ -‘178'211 Oxycodone can be abused in a manner similar o other opioid agonists, legal o ilicit. and Physical
wbletsgizn | ’ i - This should be e when p or dispen: e hy e Tolerance is the need for increasing doses of opioids to maintain a defined effect
— - - extended-release tablets in situations where the physician or p 5 suchas a (in the absence of disease progression or other external factors).
5 mg immediate- 99.0. 15.5 1.6 74 about an increased risk of misuse, abuse, or diversion. Physical is man by wi atter " ey
release g6h [36:2] [28.8) [48.7] 50.9] o y ide extended-release tablets have been reported as being  of a drug or upor inistration of an Physical and tolerance
1 for single-dose AUC=AUCqqf- formultiple-dose AUG=AUCq.7 abused by gmshinu, chewing, snorting, or injecting the _di_ssolved product These  are ot unusual during chronic opioid therapy.
- gata obtained while volunteers received naltrexone which cart enhance absorption practices will result in the uncontrolled delivery of the opicid and pose a The opioid absti or wi I sy is by some or all of
| risk {0 the abuser that could result in overdose and death (see WARNINGS and g, following: : yawning iration, chills,

myalgia, and mydriasis. Other symptoms also may develop. 'includino: imitability,
anxiety, he, joint pain, inal cramps, insomnia, nausea,
anorexia, vomiting, diarrhea, or increased blood pressure, respiratory rate, or heart
rate.

In general, opioids should not be abruptly discontinued (see DOSAGE AND
ADMINISTRATION: Cessalion of Tharapy).

Information for Patients/Caregivers (see PATIENT INFORMATION at the end of the

package insert)

if clinically advisable, patients receiving oxycodone nydrochloride extended-felease

tablets or their caregivers should bie given the following information by the physician,

nurse, pharmacist, or caregiver.

1. Patlents should be aware that y ide extended-rels
tablets contain which is a morphine-fike

2. Patients should be advised that oxycodone hydrochloride extended-release
tablets were designed to work properly only if swallowed whole. Oxycodone
hydrochloride extended-release tablets will release all their contents at once If
broken, chewed or crushed, resutting in a risk of fata) overdose.

3. Patients should be advised to report episodes of breakthrough pain and
adverse experiences occurring during therapy. Individualization of dosage is
gssential to make optimal use of this medication.

4. Patients should be advised not to adjust the dose of oxycodone hydrochioride
extended-release tablets without ing the ibing p i

5. Patients should be advised that oxycodone hydrochloride extended-release
tablets may impair mental and/or physical ability required for the performance
of potentialiy hazardous tasks {e.g., driving, operating heavy machinery).

6. Patients should not combine oxycodone hydrochloride extended-refease
tablets with alcohol or other central nervous system gepressants (sleep aids,

tolerance. Physicians should be aware that addiction may not be accompanied by

concurrent tolerance and symptoms of physical dependence in all addicts. In addition,-

abuse of opioids can occur in the absence of true addiction and is characterized by
ination with other p: i

15, as well as between
5 pupillary constriction.
elaxation.”

ration for analgesia will
10 have been previously
s must be treated with
The minimum effective
Hient may increase over

Food Eliects v
Food has no significant effect on the extent of ion of oxy from

y ide extended-release tablels. .
Distribution

Following intravenous administration, the volume of distribution {Vss)for oxycodone
was 2.6 L/xg. Oxycodone binding to plasma protein at 37°C 2nd a pH of 7.4 was
about 45%. Once absorbed, oxycodone is-distributed to skaletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has been found in breast milk
(see PRECAUTIONS).

Metabolism
0

v pain sy and/or

associated with typicat
1l relationship between
ing trequency of dose-
Aiting, CNS effects, and
tuation is altered by the
1d the relationship is not

:d {see DOSAGE AND
. for some patients will

3 tablets is primarily due
extended-release labiets
yver 12 hours.

extended-release tablets
in the rapid release ang

ded-release tablets is pH
+ hydrochioride extended-
87%. The relative oral
3se tablets to immediate-
g in normal voisnteers in
ed within 24 to 36 hours.
hed tor the 10 mg, 20 mg,

y is i ized to

and their gl . The major ck i te is y with an
AUC ratip of 0.6 refative to that of oxycodone. Noroxycodone:is reporied to be 2
considerably weaker analgesic than oxycodone. Qxymorphone, afthough possessing
analgesic activity, is present in the plasma only in low concentrations. The cormelation
between oxymorphone concentrations and opioid effects was much less thian that

Y y extended-release tablets, ike other opioids,
have been diverted for non-medical use. Gareful record-keeping of prescribing
information, including quantity, frequency, and renewal requests is strongly
advised.

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation
of therapy, and proper dispensing and storage are appropriate measures that help
to limit abuse of opioid drugs.

b tablets are intended for oral use
only. Abuse of the crushed tablet poses 3 hazard of overdose and death. This
visk is Increased with concurrent abuse of atcehol and other Wilh

5) except by the orders of the prescribing physician. because
dangerous additive effects may occur, fesulting in serious injury or death.

7. Women of childbearing potential who hecome, or are planning to become,
pregnant should be advised to consult their physician regarding the effects of

analgesics and other drug use during pregnancy on themselves and their ©

unborn child.

8. Patients shoutd be advised that oxycodone hydrachloride extended-release
tablets are a potential drug of abuse. They should protect it from theft, and it
should never be given to anyone other than the individual for whom it was prescribed.

9. Patients should be advised that if they have been receiving treatment with
oxycodone hydrochloride extended-release tablets for more than a few weeks
and cessation of therapy is indicated, it may be appropriate to laper the
oxycodone hydrochloride extended-release tablets dose, rather than abruptly
discontinue it, due to the risk of precipitating withdrawal symptoms. Their

parenteral abuse, the lablet excipients can be axpected to resvit in local tissue

necresls, intection, and visk ot endocarditis

and valvular heart Injury. Parenteral drug abuse Is commonly associated wilh

transmisslon of inleclious diseases such as hepatilis and HIV.

Respiralory Deprassion

Resplratory depression is the chief hazard from oxycodone, the active ingredientin
ide extended-release tablets, as with all opicid agonists.

seen with oxy plasma The ic actvity profile of other
metabolites is not known.
The ion of oxymorp! , but not is medhated by ¢y

P450 206 and, as such, its formation can, in theory, be affected by other drugs
{see Drug-Drup Interactions).

Excretion :

Oxycodans and its metabolites are excreted primarily via the kidney. The amounts
measured in the vrine have been reported as follows: free oxycodone up to 19%;
conjugated oxycodone up to 50%; free oxymorphone 0%; conjugated oxymorphone
<14%; both free and conjugated noroxycodone have been found in the urine but
not quantified. The total plasma clearance was 0.8 L/min for agults.

Special Populations

Eiderly

The plasma ions of oxy are only affected by age, being
15% greater In elderly as compared to young subjects.

Gender

Female subjects have, on average, plasma up to 25%

piratory is a particular problem in elderly o debilitated patients,
usually following large initial doses in non-tolerant patients, or when opioids are
given in conjunction with other agents that depress respiration.

Oxycodone should be used with extreme caution in patients with significant chronic
i y disease of cor and in patients having a i

p can provide a dose schedule to a gradual di
of the medication.

. Patients should be i 0 keep Y extended-
release tablets in a secure place out of the reach of children. When oxycodone
hydrochloride extended-release tablets are no longer needed, the unused
tablets should ba destroyed by flushing down the toilet

Use In Drug and Algohal Addiction

Oxycodone hydrochioride extended-release tablets are_an opioid with no

approved use in the of addictive di Their proper vsage in

individuals with drug or alcohol dependence, either active of in remission, is for the

management of pain requiring opioid analgesia. E

Dn;u-Dmn Inle!zcllpns
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i
decreased respiratory reserve, hypoxia, hypercapnia, or pre-gxisting respiratory
depression. !n such patients, even usual therapeutic doses of oxycodone may
decrease respiratory drive to the point of apnea. In these patients aiternative non-opioid
analgesics should be considered, and opioids shoutd be employed only under careful
medical supervision at the lowest effective dose.

Head Injury

The respiratory depressant eflects of opioids include carbon dioxide retention and
secondary elevation of cerebrospinal fiuid pressure, and may be markedly exaggerated
in the presence of head injury, intracranial lesions, or other sources of pre-existing

higher than males on a body weight adjusted basis. The reason for this difference
is unknown.

Renal impairment H

Data from a pharmacokinetic study involving 13 patients with mild to severe renal

dysfunclion (creatinine clearance <60 mi7min) show peak plasma oxycodone and

eak plasma levels {Cmay)
e and e

igated metabolites. The
ministration of oxycodone
smpared 10 3.2 hours for

; the central compartment
yavailability is due to low
Jnteers, the t1/2 of absorp-
. In contrast, oxycodone
« absorption pattern with
which describes the initial
inged release.

20 mg, 40 mg, 80 mg, and

”tor ¥ and oxy

50% and 20% higher, respectively, and AUC values
oy 60%, 50%, and 40% higher than
normal subjects, respectively. This is accompanied by an increase in sedation but
not by differences in respiratory rate, pupiliary constriction, or several other measures
of drug effect. There was an increase in 11/2 of elimination for oxycodone of only 1 hour
(see PRECAUTIONS).

Hepatic Impairment

Data from a study involving 24 patients with mild to moderate hepatic dysfunction
show peak plasma oxy and Y [ Sons 50% and 20%
higher, respectively, than normat subjects. AUC values are 95% and 65% higher,
respectively. Oxymorphone peak plasma concentrations and AUC vatues are lower
by 30% and 40%. These dillerences are accompanied by increases in some, but
not other, drug effects. The 1V/2 elimination for oxycodone increased by 2.3 hours
(see PRECAUTIONS).

Drug-Drug Interactions (see PRECAUTIONS)
O is ized i

which

rations {Cpa,) and extent
1 half-lite of elimination of

in part by ¢y P450 206 to oxy

pressure.  Oxycodone produces effects on pupillary
response and® consciousness which may obscure neurologic signs of further
increases in intracranial pressure in patients with head injuties.

Hypolensive Eftect

Oxycodone hydrochloride extended-release tablets may cause severe hypotension.
There is an added risk to individuals whose ability to maintain blood pressure has
been compromised by a depletad blood volume, or after concurrent administration
with drugs such as phenothiazines or other agents which compromise vasomotor
tone. Oxycodone may produce orihostatic hypotension in ambulatory pa}iem.s.

Opioid including y extended-release tablets,
may enhance the neuromuscular blocking action of skeletal muscle relaxants and
produce an i degree of respiratory depressi

Oxy is ized in part to via ¢y P450 206.
While this pathway may be blocked by a variety of drugs {e.0., certain cardiovascutar
drugs including amiodarone and quiniding as well as polycyclic antidepressants),
such blockade has not yet been shown to be of clinicat significance with this agent.
Clinicians should be aware of this possible interaction, however.

Use with CNS Depressants
Oxycodone hydrochloride extended-release tablets, like all opioid analgesics.
should be started at 173 to 1/2 of the usual dosage in patients who are concurrently
receiving other central nervous system depressants incluging sedatives ot hypnotics,
general anesthetics, phenothiazines, centrally acting anti-emetics, tranquilizers,
and aicoho! because iratory depressi ion, ang profound sedation
or coma may result. No specific i between I
oxidase inhibitors has been observed, but caution in the use of any opioid in
patients taking this class of drugs is appropriate.

genesi i of Fertillty !
Studies of to evaluate its carcinogenic potential have not been conducted.

Oxycodane, like afl opioid of the ",,,’,_shpuld be

with caution to patients in clrculatory shock, since by the

drug may turther reduce cardiac output and blood pressure..
PRECAUTIONS

General
Opicid have a narrow ic index in certain patient populations,
ially when ined with GNS dep. drugs, and should be reserved tor

[y, was not ic in the following assays: Ames Saimonella and E. coli
test with and without metabolic activation at doses of up 1o 5000 meg, chromosemai
aberration fest in human lymphocytes in the absence of metatolic activation at
doses of up to 1500 mcg/mL and with activation 48 hours after exposure at doses
of up to 5000 mcg/mL, and in the /7 vivo bone mariow micronucleus test in fice
(at plasma levels of up to 48 mcg/mL). Oxycodone was clastogenic in the human

cages where the benefits of opioid analgesia outweigh the known risks of resp y
depression, altered mental state, and postural hypotension.

Use of oxycodone hydrochloride extended-refease tablets is associated with
increased potential risks and should be used only with caution in the i

| assay in the presence of metabolic activation in the
human chromosomal aberration test (at greater than or equal to 1250 mog/mt) at
24 but not 48 hours of exposure and in the mouse lymphoma assay at doses of
50 meg/mL of greater with metabolic activation and at 400 mcg/mL or greater

conditions: acute alcoholism; adrenacortical insufficiency (e.g., Addison’s
disease); CNS depression or coma; delirium tremens; debilitated patients;

without
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Pregnancy

Teratogenic Effects-Category B: Regroduction studies have been performed in rats
and rabbits by oral administration at doses up to 8 mg/kg and 125 mg/kg. respectively.
These doses are 3 and 46 times 2 human dose of 160 mg/day. based on mg/kg
basis. The results did niot reveal evidence of harm to the fetus dug to oxycodone.
There are, however, no adequate ang well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human response.
this drug should be used during pregnancy only if clearly needed.

Labor and Delivery
0

ydro tended-rel tablets are not for use

in women during and immediately prior to labor and delivery because oral opioids

may cause respiratory depression in the newbom. Neonates whose mothers have

heen taking oxycodone chronically may exhibit respiratory depression and/or

withdrawal symptoms, either at birth and/or in the nursery.

Nirsing Mothers

Low concentrations of oxycodone have been detected in breast milk. Withdrawal

symptoms can occur in breast-feeding infants when maternal administration of an

opioid analgesic is stopped. Ordinarily, aursing should not be undertaken while 2

patient is receiving oxycodone hydrochloride extended-release tablets because of

",'Q nossibility of sedation and/or respiratory depression in the infant.

Pedialric Use

Safety and i of extended-release tablets

have not been established in pediatric patients befow the age of 18. It must be
that i ded-release lablets cannol be

crushed or divided for administration.

Geriatric Use

In controlied pharmacokinetic studies in elderly subjécts (greater than 65 years)
the clearance of oxycodone appeared to be slightly reduced. Compared to young
aduits, the plasma concentrations of oxycodone were increased approximately
5% (see PHARMACOKINETICS AND METABOLISM). Of the total number of subjects
(445) in clinical studies of oxycedone hydrochloride extended-release tablets, 148
(33.3%) were age 65 and older (including those age 75 and ofder) while 40 (9.0%)
were age 75 and older. In clinical trials with appropriate initiation of therapy and
dose titration, no untoward or unexpected side effects were seen in the elderly
patients who received oxycodone hydrochloride extended-release tablets. Thus,
the usual doses and dosing intervals are appropriate for these patients. As with all
opioids, the starting dose should be reduced to 1/3 to 172 of the usual dosage in
debilitated, tolerant patients. iratory ion is the chief hazard in elderly
or debilitated patients, usually following large initial doses in non-tolerant patients,
or when opioids are given in conjunction with other agents that depress respiration.

Laboratory Menitoring

Due to the broad range of plasma concentrations seen i clinical populations. the
varying degrees of pain, and the development of tolerance, plasma oxycodone
rmeasurements are ustally not helpful in clinical management. Plasma concentrations
of the active drug substance may be of value in selected, unusual or complex cases.

Hepatic Impairment
A study of oxycodone hydrochioride extended-release tablets in patients with
hepatic impairment indicates greater plasma concentrations than those with normat
Junction. The initiation of therapy at 1/3 to 1/2 the usual doses and carefui dose
titration is warranted.

Renal tmpairment

The.pure opioid antagonists such as naloxone or naimefene are specific antidotes
against i y depression from opioid dose. Opioid ists should
not be administered in the absence of clinically significant respiratory or circulatory

ormore. Lare Shouid O€ TdKen L INe PrEsCrining ol His 1duict 3cHyul. ¥ aucus

shauld be instructed against use by individuals other than the patient for

whom it was prescribed, as such inappropriate use may have severe medical
i ing death.

depression secondary to oxycodone overdose. In patients who are
dependent on any opioid agonist including oxycodone hydrochloride extended-
release tablets, an abrupt or complete reversat of opioid effects may precipitate an
acute abstinence syndrome. The severity of the withdrawal syndrome produced will
depend on the degree of physical dependence and the dose of the antagonist
administered. Please see the prescribing information for the specific opicid
antagonist for details of their proper use.

DOSAGE AND ADMINISTRATION

General Principles

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPI0ID
AGONIST AND A SCHEDULE |} CONTROLLED SUBSTANCE WITH AN ABUSE
LIABILITY SIMILAR T0 MORPHINE.

GXYCODONE, LIKE MORPHINE AND OTHER OPIDIDS USED iN ANALGESIA, CAN BE
ABUSED AND IS SUBJECT TO CRIMINAL DIVERSION.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS T0 THE RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

Supplemental Aqalgesia

Most patients given around-the-Clock therapy with extended-release opioids may
need to have immediate-release medication available for exacerbations of pain or
to prevent pain that occurs predictably during certain patient activities (incident
pain).

Maintenance of Therapy

The intent of the titration period is to establish a patient-specific q12h dose that will
maintain adequate analgesia with acceptable side effects for as long as pain refief
is necessary. Should pain recur then the dose can be incrementally increased to
re-establish pain control. The method of therapy adjustment outlined above should
be employed to re-establish pain coatrol.

During chroni¢ therapy, for pain sy , the i
need for around-the-clock opioid therapy should be reassessed periodically (e..,
every § 10 12 months) as appropriate.

Cessation of Therapy

When the patient no longer requires iherapy with oxycodone hydrochloride extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of wi in the i patient.

I treating pain itis vital to assess the patient regularly and sy Therapy

should also be reguiarly reviewed and adjusted based upon the patient’s own-

reports of pain and side effects and the health professional's clinical judgment.

Oxycodone hydrochloride extended-release fablets are indicated for the management of
moderae to severe pain requiring treatment with a strong opioid for i

from de Exiended-Release Tablsls to Parenteral

Gpiolds
To avoid overdose, conservative dose conversion ratios should be followed.

SAFETY AND HANDLING
Oxycod i

around-the-clock analgesia for an extended period of time. The extended-release
nature of the ion allows the oxy ide exiended-release tablets
to be effectively administered every 12 hours (see CLINICAL PHARMACOLOGY;
PHARMACOKINETICS AND METABOLISM). While symmetric {same dose AM and
PM), around-the-clock, q12h dosing is appropriate for the majority of patients,
some patients may benefit from asymmetric (different dose given in AM than in
PM) dosing, tailored to their pain pattern. Itis usually appropriate to treata patient
with only one opioid for around-the-clock therapy.

y extended-release tablets are solid dosage forms that
contain which is a Like i is
controlled under Schedule I of the Controfied Substances Act.

Oxycodone. hydroshloride extended-release tablets have been targeted for theft
and diversion by criminals. Heaithcare professionals should contact their State
Professional Licensing Board or State Controlled Substances Authorily for infor-
mation on how to prevent and detect abuse or diversion of this product.

HOW SUPPLIED
0 t

Physicians should individualize treatment using a plan of pain
such as outlined by the World Heaith Organization, the American Pain Society and
the Federation of State Medical Boards Model Guidelines. Health care professionals
should follow approp pain incij of careful and
ongoing monitoring [See BOXED WARNINGS).

Initiation of Therapy E

\tis critical to initiate the dosing regimen for each patient individually, taking into
account the patient's prior opioid and non-opioid analgesic treatment. Attention
should be given to:

the general condition and medical status of the patient;

the daily dose, potency and kind of the analgesic(s) the patient has been taking:
the reliabifity of the conversion estimate used to calculate the dose of oxycodane;
the patient's opioid exposure and opioid tolerance (if any);

special safely issues iated with i Y i
extended-release tablets doses at or exceeding 160 mg qi2h (see Special

Ll ol

In patients with renal impairment, as d by d i

(<60 mL/min), the concentrations of oxycodone in the plasma are approximately
50% higher ¢han in subjects with normal renal function. Dose initiation should follow
aconservative approach. Dosages should be adjusted according to the clinical situation.

Gender Differences .
In pharmacokinetic studies, opioid-naive females demonstrate up to 25% higher
average plasma ions and greater of typical opioid adverse
events than males, even after adjustment for body weight. The clinical relevance
of a difference of this magnitude is low for a drug intended for chronic usage at
individualized dosages. and there was no male/female difference detected for efficacy
or adverse events in clinical trials.

ADVERSE REACTIONS

The safety of y ide extended:rel tablets was in
double-blind clinicat trials involving 713 patients with moderate to severe pain of
various etiologies. in open-iabel studies of cancer pain, 187 patients received oxycodone
hydrochioride extended-release tablets in total daily doses ranging from 20 mg to
640 mg per day. The average total daily dose was approximately 105 mg per day.

Serious adverse reactions which may be iated with y
extended-release tablet therapy in clinical use are those observed with other opioid
ics, including respi y ion, apnea, i y arrest, and (to an
even lesser degree) circulatory depression, hypotension, or shock (see OVERDOSAGE).
The non-serious adverse events seen on initiation of therapy with oxycodone
hydrochioride extendedelease tbleis are typlcal oplold side extects. These events
are dose-dependent, and their frequency depends upon the dose, the clinical setting,
the patient’s level of opioid tolerance, and host factors specific to the individual.
They should be expected and managed as a part of opioid analgesia. The most frequent
(>5%) include: constipation, nausea, somnolence. dizziness, vomiting, pruritus,
headache, dry mouth, sweating, and asthenia.
In many cases the frequency of these events during initiation of therapy may be
inimized by caretul individualization of starting dosage, slow titration, and the
avoidance of large swings in the plasma concentrations of the opioid. Many of
these adverse events will cease or decrease in intensity as oxycodone hydrechloride
extended-release tablets therapy is continued and some degree of tolerdnce is
developed.’

Clinical trials comparing oxycodone hydrochloride extended-release tablets with

immediate-release oxycodone and placebo, revealed a similar agverse event profile
between oxycodone hydrochloride extended-release tablets and immediate-release
oxycodone. The most common adverse events (>5%) reported by patients at least
once during therapy were:

Table 3
Oxy iate-Refeast Placebo
Hydrochloride (n=225) (n=45)
. Extended-Release Tabiets
(n=227) .
(%) (%) (%)
Constipation 23 -2 7
Nausea 23 27 1
Somnolence 23 24 4
Dizziness = 13 16 9
Pruritus 13 12 2
Vomiting 12 14 7
Headache 7 ' 8 7
Dry Mouth 6 7 2
Asthenia” [ 7 -
Sweating 5 6 2

The following adverse experiences were reported in oxycodone hydrochloride
extended-release tablets treated patients with an incidence between 1% and 5%. In
descending order of frequency they were anorexia, hervousness, insomnia, fever,
ion, diarrhea, inal pain, ia, rash, anxiety, euphoria, dyspnea,
postural hypotension, chills, twitching, gastritis, abnormal dreams, thought
abnormalities, and fiiccups.
The following adverse reactions occurred in less than 1% of patients involved in
chinical trials or were reported in post marketing experience:
General: accidental injury, chest pain, facial edema, malaise. neck pain, pain
Cardiovascutar: migraine, syncope, vasodilation, ST depression
igesti i i disorder, i

apzetite, nausea and vomiting, stomatitis, ileus'
Hemic and Lymphatic: lymphadenopathy

for Extended-Release Tablets, 80 mg): and
6. the balance between pain control and adverse experiences.

Care should be taken to use low initial doses of oxycodone hydrochloride extended-
release tablets in patients who are not already opioid-tolerant, especially those who
are receiving concurrent treatment with muscie relaxants, sedatives, or other CNS
active medications (see PRECAUTIONS: Drug-Drug Interactions).

For initiation of oxycodone hydrochloride extended-release tablets therapy for
patients previously taking opioids, the conversion ratios from Foley, KM. [NEJM,
1985; 313:84-95), found below, are a reasonable starting point, aithough not verified
in well-controtled, multipie-dose trials.

Oxycodone hydrochloride extended-release tablets should be individually fitrated

to a dose that provides adequate analgesia and minimizes side effects.

1. Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.

2. When converting from oxycodone, divide this 24-hour oxycodone dose in half
10 obtain the twice a day (q12h) dose of oxycodone hydrochioride extended-
release tablets.

3. Round down to a dose which is appropriate for the tablet strength available
(80 mg tablets).

4. Discontinue all other around-the-clock opioid drugs when oxycodone
hydrochloride extended-release tablets therapy is initiated.

5. No fixed conversion ratio is likely to be satisfactory in all patients, especially
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, and close observation and frequent titration
are indicated unti! patients are stable on the new therapy.

Table 4 ;
Multiplication Factors tor Converling the Daily Dose of
Prior Oploids to the Daily Dose of Oral Oxycodone®
(Mg/Day Prior Opioid x Factor = Mg/Day Orat Oxycodone)

Oral Prior Opioid K Parenteral Prior Opioid

Oxycodone - 1 —
Codeine 0.15 —
Hydrocodone 09 —
Hydromorphaone 4 20
Levorphanol 75 - 15
Meperidine 0.1 04
Methadone 15 3
Morphine 0.5 3

*To be used only for conversion io oral oxycodone. For patients receiving high-dose
parenteral opioids, a more conservative conversion is-warranted. For example, for
tigh-dose parenteral morphine, use 1.5 instead of 3 as a multiplication factor.

1n all cases, supplementat analgesia (see below) shouid be made available in the
form of a suitable short-acting analgesic.

Y y Extended-Refease Tablets, 80 mg are green, film-coated,
oval, convex tablets debossed with 93" on one side and “33° on the other side.
They are avaifable in bottles of 100.

Store at controlled room temperature, between 20° and 25°C (58° and 77°F) (see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a chitd-
resistant closure (as required).

CAUTION
DEA Order Form Required.
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PATIENT INFORMATION C
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mp

Read this Information carefully betore you take oxycodone hydrochloride
extended-release tablels. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition or your treatment. Only you and
your doctor can degide if oxycodone hydrochloride extended-release tablets are
right for you, Share the important information in this leafiet with members of your
household. -

What Is The Mos! Imporiant Information i Should Know About Oxycodone
Hydrechloride Exiended-Release Tablets?
. Use : o
tells you to.

| tablets the way your doctor

Use y i {ablsts only for the condition
tor which it was prescribed.

tablets are not for occasional
{"as needed”) use.

«  Swallow the tablets whole. Do not break, crush, dissolve, o chew them
before ing. Oxy y ide extended-release fablets work
propery over 12 hours only when swallowed whole. If a tablet 1s broken,
crushed, dissolved, or chewed, the entire 12 hour dose will be absorbed
info your Bocy all at once. This can be dangerous, causing an overdose,
and possibiy death.

eep ¥ tablets out of the reach of

children. Actidental overdose by a child is dangerous and may result in death.

«  Prevent thet and misuse. Oxycodone hydrochloride extended-release tablets
contain a narcotic painkiller that can be a target for people who abuse prescription
medicines. Therefore, keep your tablets in a secure place, to protect them
from theft. Never give them 1o anyone else. Sefiing or giving away this medicine
is dangerous and against the law.

What are i Release Tablels?

Oxycodone hiydrochloride extended-release tablets come in several strengths and

contain the medicine oxycodone (ox-e-KOE-done). This medicine isa painkilter like
phi [t ide extended-release tablets treat moderate to

severe pain that is expected to last for an extended period of time. Use oxycodone

hydrochloride extended-reiease tablets regularly during treatment. They contain

enough medicing to fast for up to twelve hours.

Who Should Not Take Oxycodone Hydrochloride Extended-Release Tablets?
Do not take i I tabi

«  your doctor did not prescribe oxycodone hydrochloride extended-release tablets -

for you.
o your pain is mild or will go away in a few days.
«  your pain can be oy ional use of other

«  you havé severe asthma of Severs kung problems. -
«  you have had a severe allergic reaction to codeine; hydrocodofe, diydrocodeine,

or oxycodone (such as Tylox*, Tylenol with Codeine™, or Vicodin®®). A severe:

allergic reaction includes 2 severe rash, hives, breathing probtems, of dizziness.
«  you had surgery less than 12 to 24 hours ago and you weré not taking
oxycodone hydrochioride extended-release tablet;‘iust before surgery.
Your doclor should know about all your medical conditlons before deciding if

Oxycodone hydrochloride extended-refease tablets can be safely used i
with usual doses of non-opioid analgesics and analgesic adjuvants, provided care
is taken to select a proper initial dose (see PRECAUTIONS).

Conversion from Transdermal Fentanyl to
Release Tablels

Eighteen hours following the removal of the transdermal fentanyt patch, oxycodone
hydrochloride extended-release tablets treatment can be initiated. Although there
has been no systematic assessment of such conversion, a conservative oxycodone
dose, approximately 10 mg q12h of oxycodone hydrochloride extended release
tablets should be initially substituted for each 25 meg/hr -fentanyl transdermal
patch, The patient should be followed closely for early titration, as there is very
limited clinical experience with this conversion.

Managing Expected Opioid Adverse Experiences

Most patients receiving opioids, especially those who are opioid-naive, will experience
side effects. Frequently the side effects from oxycodone hydrochloride extended-
release tablets are transient, but may require evaluation and management. Adverse
gvents such as ipation should be antici and treated agoressively and
prophylactically with a stimulant laxative and/or stool softener. Patients do not
usually become tolerant to the constipating effects of opioids.

Other opioid-related side effects such as sedation and nausea are usually self-limited
and often do not persist beyond the first few days. If nausea persists and is

y extended-release tablets are cight for you and what dose
is best. Teil your doctor about all of your medical problems, especially the ones
listed below: ST

« trouble breathing or lung problems

« head injury '

« liver or kidney problems

«  adrenal giand problems, such as Addison’s disease

«  convulsions or seizures

= alcoholism

» hallucinations or other severe mental problems

«  pastor present substance abuse or drug addiction

it any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochloride extended-release
tablets.

W you are pregnant or plan 1o hecome pregnant, talk wilh your doctor. Oxycodone
hydrochloride extended-release tablets may not be right for you. Tell your doctor
it you are breast feeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Teli your declor about ail the medicines you take, including prescription and

to the patient, with anti tics or other may relieve these
symptoms and shouid be considered.
‘of Dosage

edema, | edema,

d i Y 1yp ia,
syndrome of inappropriate antidiuretic normone secretion, thirst

Nervous: abnormal gait, agitation, amnesia, pressi
lability, inati ypeckinesi malaise,
seizures, speech disorder, stupor, tinnitus, tremor, vertigo. withdrawal syndrome wi
or without seizures

RJspiralnry'. cough increased, pharyngitis, voice alteration

Skin: dry skin, exfoliative dermatitis, urticaria

Special Senses: abnormat vision, taste perversion

Urogenital: amenorthea, decreased _Iibido. dysutia, hematuria, impotence, polyuria,

Once therapy is initiated, pain relief and other opioid effects should be frequently
assessed. Patients should be titrated to adequate effect (generally mild or no pain
with the regular use of no more than two doses of supplemental analgesia per 24
hours). Patients who experience breakthrough pain may require dosage adjustment
or rescue medication. Because steady-state plasma concentrations are approximated
within 24 to 36 hours, dosage adjustment may be carried out every 1 to 2days. It
is most appropriate to increase the q12h dose, not the dosing frequency. There is
no clinical information on dosing intervals shorter than ql2h. As a guideline,
except for the increase from 10 g to 20 mg ¢12h, the total daily oxycodone dose
usually can be increased by 25% to 50% of the current dose at each increase.

It signs of ive opioid-refated adverse are observed, the next dose
wnmes b eadinod U thic adi feads tn i ia, a

non-pr vitamins, and herbal supplements. They may cause

serious medical problems when taken with oxycodone hydrochioride extended-release

tablets, especially if they cause drowsiness.

How Shauld 1 Take id -Retease Tablels?

«  Foilow your doctar's directions exactly. Your doctor may change your dose
based on your reactions to the medicine. Do not change your dose unless
your doctor tells.you to change it. Do not take oxycodone hydrochioride
extended-release tablets more often than prescribed.

«  Swatlow the tablets whole. Do not break, crush, dissolve, or chew before
swallowing. U the lablets are not whale, your body will absorb loo much
medicine at one time. This can lead to setigus problems, Including over-
dose and death.

«  {you miss 3 dose, take it as soon as possible. If itis almost time for your next
dose, skip the missed dose and go back to your requiar dosing schedule. Do
ot take 2 doses at once unless your doctor teils you to.

e cmm =8 avinmdnna mall e Ineal amarasney sumber ar nnisan control center
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Tableis?
« Do not drive, operate t
dangerous aclivities
Oxycodone hydrochiori
+ Do notdrink alcohol wi
tablets. ft may increas
+ Do not take other medi
include prescription and
Be especially careful at

What are the Possible Side
Tablets?

Call your daclor or gel me:
«  your breathing slows o
*  you feel faint, dizzy, co
Some of the common side
tablets are nausea, vomiting
sweating, weakness, and h
continued use.

There is a risk of abuse or
drugs in the past, you may
again while using oxycodo
know how often patients wit
but the risk has been repor

These are not all the possible
tablets. For a complete lis

General Advice About Oxy
« Do not use oxycodon:
tor which it was not p
« Do not give oxycodont
even if they have the
cause severe medical

«  Store oxycodone hyd
temperature, between

This leafiet summarizes
hydrochloride extended-re
with your doctor. Also, y
about oxycodone hydroch
professionals.
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**Vicodin is a brand nam:
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Norsing Mothers

Low concentrations of oxycodone have been detecled in breast milk. Withdrawal
symptoms can ‘occur in breast-feeding infants when maternal administration of an
opioid analgesic is stopped. Ordinarily, nursing should not be undertaken white a
patient is receiving oxycodone hydrochloride extended-release tablets because of
the possibility of sedation and/or respiratory depression in the infant.

Pediatic Use

Satety and i of ide extended-release tablets

have not heen eslabllshed in pediatric paoems below the age of 18. It must be
k tablets cannot be

crushed or dlvlded for administration,

Geriatric Use
In controlled pharmacokinetic studies in elderly subjects (greater than 65 years)
the clearance of oxycodone appeared to be slightly reduced. Compared to young
adillts, the plasma concentrations of were
15% (see PHARMACOXINETICS AND METABOLISM). Of the total number of subjects
(445) in clinicat studies of oxycodone hydrochloride extended-release tablets, 148
(33.3%) were age 65 and older (including those age 75 and older) while 40 (9.0%)
were age 75 and older. In clinical trials with appropriate initiation of therapy and
dose titration, no untoward or unexpected side effects were seen in the elderly
patients who received oxycodone hydrochloride extended-release tablets. Thus,
the usual doses and dosing intervals are appropriate for these patients. As with all
opioids, the starting dose should be reduced to 1/3 10 172 of the vsual dosage in
tolerant patients. Y ion is the chief hazard in elderly
or debilitated patients, usually lollowma large initial doses.in non-tolerant patients,
or when opioids are given in conjunction with other agents that depress respiration.

Laboratory Monltoring

Due to the broad range of plasma concentrations seen in clinical popuiations, the
varying degrees of pain, and the development of tolerance, plasma oxycodone
measurements are usualty not helpful in clinical management. Plasma concentrations
of the active drug substance may be of value in selected, unusual or complex cases.

Hepallc Impaisment
A study of oxycodone hydrochioride extended-release tablets. in pamants with
hepatic impaimnent indicates greater plasma concentrations than those with normal
{nction. The initiation of therapy at 1/3 to 1/2 the usual doses angd careful dose
titration is warranted.

Renal Impairment

OXYCODONE, LIKE MORPHINE AND OTHER OPIOIDS USED IN ANALGESIA, CAN BE
ABUSED AND )S SUBJECT TO CRIMINAL DIVERSION.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
TAKING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
EXTENDED-RELEASE TABLETS LEADS TO THE RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

In treating pain it is vita! to assess the patient reguiarly and Therapy

De employes 10 re-estaDNSN pam conwol.

Ouring chronic therapy, for
need for around-the-clock opioid therapy snould be reassessed penodrcally [{X'
every 6 to 12 months) as appropriate.

Cessation of Therapy

When the patient no longer requires therapy with oxycodone hydrochloride extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of wil in the patient.

should also be regularly reviewed and adjusted based upon the patient’s own
reports of pain and side effects and the health professional’s clinical judgment

Oxycodone hydrochloride extended-release tablets are indicated for the management of
moderate to severe pain requiring treatment with a strong opioid for

rom ide Extended-Release Tablets {o Parentera)
Dpioids

. To avoid overdose, conservative dose conversion ratios should be followed.

SAFI:'I’Y AND HMIDLIN_G

around-the-clock analgesia for an extended period of time. The extended-release
nature of the ion allows the ide extended-release tablets
to be effectively administered every 12 hours. (see CLINICAL PHARMACDLOGY,
PHARMAGCOKINETICS AND METABOLISM). While symmetric (same dose AM and
PM), around-the-clock, q12h dosing is appropriate for the majority of patients,
some patients may benefit from asymmetric {ditferent dose given in AM than in
PM) dosing, t2ilored to their pain pattern. Itis usually appropriate to treat a patient
with only one opioid for around-the-clock therapy.

e.xlended release tablets are solid dosage forms that
contzln whicl Like is
controlled under Schedule lI ol the Controlled Substances Act

Oxycodone hydrochloride extended-release tablets have been targeted for theft
and diversion by criminals. Healthcare professionals should contact their State
Professional Licensing Board or State Controlled Substances Authority for infor-
mation on how to prevent and detect abuse or diversion of this product.

HUW SUPPLIED

Extended-Release Tablets, 80 my are green, film-coated,

Physicians should individualize treatment using a plan of pain
such as outlined by the World Health Organization, the American Pain Society and
the Federation of State Medical Boards Model Guidelines. Health care professionals
shouid follow appropriate pain management principles of caretul assessment and
ongoing monitoring {See BOXED WARNINGS).
Initiation of Therapy
itis criltical to initiate the dosing regimen for each patient individually, taking into
account the patient’s prior opioid and non-opioid analgesic treatment. Attention
should be given to:

the general condition and medical status of the patient;

the daily dose, potency and kind of the analgesic{s) the patient has been taking;

the patient’s opioid exposure and opioid tolerance (if any);

oval convex tablels debossed with “93" on one side and “33" on the other side.
They are available in botttes of 100.

Store at controlléd room temperature, between 20° and 25°C (68° and 77°F) {see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a child-
resistant closure (as required).

CAUTIOR
DEA Order Form Reguired.
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OXYCODONE HYDROGHLORIDE EXTENDED-RELEASE TABLETS, 80 mp

2.
3. the refiability of the conversion estimate used to calculate the dose of oxycodone;
4
5.

special safety issues with ion to

extended-release tablets doses at or exceeding 160 rno qi2h (see Special |

for ide Extended-Release Tablets, 80 mg); and

In patients with renal impai as evi By
(<60 mL/min), the concentrations of oxycodone inthe plasma are approximalely

.50% higher han in subjects with normal-renal furiction. Dose initiation should follow'

a conservative approach. Dosages should be adlusted according to the clinical situation.

Gender Diflerences

In pharmacokinetic studies, opioid-naive females demonstrate up to 25% higher
average plasma greater freg) of typical opioid adverse
events than males, even after adjustment for body wemhL The clinical relevance
of a difference of thls magnitude is low for a drug intended for chronic usage at
individualized dosages, and there was no maleffemale GMerence detected for efficacy
or adverse events in clinicat trials.

ADVERSE REACTIONS .

The safety of oxy ide extended:relgase tablets was in
double-blind clinical trials involving 713 patients with moderate to severe pain of
various etiologies. In open-label studies of cancer pain, 187 patients received oxycodone
hydrachloride extended-release tablets in total daity doses ranging from 20 mg to
640 mg per day. The average total daily dose was approximately 105 mg per day
Serious adverse reactions which may be i with

extended-release tablet therapy in clinical use are those observed with other opioid
analgesics, including respiratory depression, apnea, respiratory arrest, and (1o an
even lesser degree) circulatory depression, hypotension, or shock (see OVERDOSAGE).

The non-serious adverse events seen on initiation of therapy with

6. the balance between pain control and adverse experiences.

Care should be taken to use low initiat doses of oxycodone hydrochioride extended-
refease tablets in patients who are not already opioid-tolerant, ially those who

Read this carefully before you fake oxycodone hydrochloride
extended-release tablets. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition of your treatmem. Only you and
your doctor can decide if d tablets are
right for you. Share the |mponanl information in this leaflet with members of your

are receiviag concurrent treatment with muscle relaxants, sedatives, or other CNS
active megications (see PRECAUTIONS: Drug-Drug Interactions).

For initiation of oxycodone hydrochloride extended-release tablets therapy for
patients previously taking opioids, the conversion ratios from Foley, KM. (NESM,
1985; 313:84-95), found below, are a reasonable starting point, although not veritied
in well-controlled, multiple-dose trials.

Oxycodone hydrochloride extended-release tableis should be individually fitrated

to a dose that provides adequate analgesia and minimizes side effects.

1. Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.

2. When converting from oxycodone, divide this 24-hour oxycedone dose in half
1o obtain the twice a day (q12h) dose ol oxycodone hydrochloride extended-
release tablets.

3. Round down to a dose which is appropriate for me tablet strength available
(80 mg tablets).

4. Dlsconunue aII omer around the-clock oplold drugs when oxycodone

n|
hydrochloride exiended-release tableis are typlcal oplold side effects. These events
are dose-dependent, and their frequency depends upon the dose, the clinical setting,
the patient's level of opioid tolerance, and host factors specific to the individual.
They should be expected and managed as a part of opioid analgesia. The most frequent
(>5%) include: constipation, nausea, somnolence, dizziness, vomiting, pruritus,
headache, dry mouth, sweating, and asthenia.

In many cases the frequency of these events during initiation of therapy may be
careful i of starting dosage, slow titration, and the
avoidance of large swings in the plasma concentrations of the opioid. Many of
these adverse events will cease or decrease in intensity as oxycodone hydrochloride
extended-release tablets therapy is continued and some degree of tolerance is
developed.
Clinical trials extended-release tablets with
immediate-release oxycodone and placebo revealed a similar adverse event proﬁle

i tablets therapy is initiated.

What Is The Mos! important Information | Should Know About Oxycodone
Hydmchlorlde Extended-Release Tablets?
Use I
tells you to.

tablets the way your doctor

ylend

Use oxy i d-release fablets only for the condition

for which it was prescribed.

. 5 Hod.rale
{“as needed”) use.

«  Swallow the lablels whole. Do not break, crush, dissolve, or chew them
before extended-release tablets work
properly over 12 hours only when swallowed whole. Il @ fablet is broken,
crushed, dissolved, or chewed, the entire 12 hour dose will be absorbed
inlo your bogy all aI once. This can be danperous, causing an overdose,
and possibly death.

*  Keep | tablets out of the reach of
childres. Actidental overdose hy achild is dangerous and may result in death.

*  Prevent theit and misuse. O: xtended-release tablets
contain a narcglic painkiller that can be a tarqer for people who ahuse prescription

Tnerefore, keep your tablets in a secure place, to protect them

tablets are not for ncoaslonal

5 No fixed conversion ratio is likely to be y in all patients,
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, ang close observation and freguent titration
are indicated until patients are stable on the new therapy.
Table 4
Mulliplication Factors for Converting the Daily Dose of
Prior Opiolds fo the Daily Dose of Oral Oxycodone™
(Mg/Day Prior Opioid x Factor = Mg/Day Oral Oxycodone)

between oxycodone hydrochioride extended-release tablets and i
oxycodone. The most common adverse events (>5%) reported by patients at least
once during therapy were:

Table 3
0 iate-Rell Placebo
Hydrochloride (n=225) {n=45)
~ Extended-Release Tablets
{n=227)
(%) %) (%)
Constipation 23 26
Nausea 23 27 1"
Somnolence 23 24 4
Dizzingss - 13 16 9
Pruritus 13 12 2
Vomiting 12 14 7
Headache 7 ' 8 7
Dry Mouth [3 7 2
Asthenia 6 7 -
Sweating 5 6 2

The following adverse experiences were reported in oxycodone hydrochloride
extended-release tablets treated patients with an incidence between 1% and 5%. In
descending order of lrequenq{ Ihey were anorexia, nervousness, insomnia, fever,
ion, diarrhea, pain ia, rash, anxiety, euphoria, dyspnea,
postural hypotension, chills, twitching, gastritis, abnormal dreams, thought
abnormalities, ang hiccups.
The following adverse reactions occurred in less than 1% of patients involved in
cltnical trials or were reported in post marketing experience:

General: accidental injury, chest pain, facial edema, malaise, neck pain, pain
Cardiovascular migraing, syncope, vasodifation, ST depression

eructation, disorder, i
apgetite, nausea and vomiting, stomatitis, lleus

Hemic and Lymphalic: lymphadenopathy

Oral Prior Opioid Parenteral Prior Opioid
Oxycodone 1 —
Codeine 0.15 —
Hydrocodone 0.9 —
Hy 4 20
Levorphano! 75 15
Meperidine u 1 - 04
Methadone 1.3 3
Morphine 05 3

*To be uged only for conversion o oraf oxycodone. For patients receiving high-dose
parenterabepioids, 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 cases, supplemental analgesia (see below) should be made available in the
form of a suitable short-acling analgesic.

wtended-rel

from theft. Never give them to anyone else. Selllna or giving away this medicine
is dangerous and against the law.

wnal are Rel Tablels?

ide extended-rel tablets come in several strengths and
contam the medlcme oxycodone (ox-e-KOE-done). This medicine is a painkilter like
extended-release tablets treat moderate to
severe pain (hal is expected to last for an extended period of time. Use oxycodone
tiydrochloride extended-release tablets regularly during treatmént. They contain
enough medicine 1o fast for up to twelve hours.

Who Shoufd Noi Take

Release Tahlets?
i

Do not take ol tablets
«  your doctor did not prescribe Y ide extended-release tablets
for you.

*  your pain is mild or will go away in a few days.

= your pain can be controlled by occasional use of other painkliers.

= you have severe asthma or severe lung problems.

«  you have had a severe allergic reaction to codeine, hydrocodone, dihydrocodeine,
or oxycodone (such as Tylox™, Tylenol with Codeine™, or Vicodin™). A severe
aliergic reaction includes a severe rash, hives, breathing problems, or diziness.

« you had surgery less than 12 to 24 hours ago and you were not taking
oxycodone hydrochloride extended-release tablets just before surgery.

Your doclor should know about all your medical conditlons before deciding if

Oxy tablets can be safely used
wnh usual doses of non-opioid analgesics and analgesic adjuvants, provided care
is taken to select a proper initial dose (see PRECAUTIONS).

trom Fentanyl to
Release Tablels
Eighteen hours following the removal of the transdermal fentanyt patch, oxycodone
hydrochloride extended—release tablets treatment can be initiated. Although there

extended-release tablets are right for you and what dose
is best Tefl your doctor 2bout all of your medical problems, especially the ones
listed below:

«  ftrouble breathing or lung problems

= head injury

« liver or kidngy problems

» adrenal gtand problems, such as Addison’s disease

has been no sy of such a conservative

dose, approxil 10 mg q12h of ide extended release
tablets should be initially subsluuted for each 25 meglhr fentanyl transdermal
patch. The patient should be followed closely for early titration, as there is very
limited clinical experience with this conversion.

Managing Expected Opioid Adverse Experiences

Most patients receiving opioids, especially those who are opioid-naive, will experience
side effects. Frequently the side effects from oxycodone hydrochioride extended-
release tablets are transient, but may require evaiuation and management. Adverse
events such as constipation should be anticipated and treated aggressively and
prophylactically with a stimufant laxative and/or stoo! softener. Patients do not
usually become tolerant to the constipating etfects of opioids.

Other opioid-related side effects such as sedation and nausea are usually self-limited
and often do not persist beyond the first few days. K nausea persists and is

. ions or seizures

» alcoholism

« halluginations or other severe mental problems

«  past or present substance abuse or drug addiction

It any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochioride extended-release
tablets.

It you are pregnant or plan to become pregnant, talk with your doctor. Oxycodone
hydrochloride extended-release tablets may not be right for you. Tell yeor doctor
if you are breast leeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Tell your doclor about all the medicines you take, including prescription and

to the patient, treatment with anti-emetics or other modalities may relieve these
and should be i

of Dosage

Metabolic and Nutritional: ion, edema, i edema,
y of inap i idiuretic hormone secretion, mlrsl

Nervous: abnorma gait, agitation, amnesia, i

lability, malaise,

seizures, speech disorder, stupor, tinnitus, tremor, vertigo, withdrawal syndrome with
or without seizures

Ri—fspiralory:_ cough increased, pharyngitis, voice alteralion
Skin: dry skin, exfoliative dermatilis, urticaria ’
Special Senses: abnormal vision, taste perversion

Once therapy is initiated, pain relief and other opioid effecis shoutd be trequently
assessed. Patients should be titrated to adequate effect (generally mild or no pain
with the regular use of no more than two doses of supplemental analgesia per 24
hours). Patients who experience breakthrough pain may require dosage adjusiment
or rescue medication. Because steady-state plasma concentrations are approximated
within 24 to 36 hours, dosage adjustment may be carried out every 1 to 2 days. It

is most appropriate to increase the q12h dose, not the dosing frequency. Thereis -

no clinical information on dosing intervals shorter than qi2h. As a guideline,
except for the increase from 10 mg to 20 mg g12h, the total daily exycodone dose
usually can be increased by 25% to 50% of the current dose at each increase.

0 > amenorrhea, libido, dysuria, polyuria, i signs of ive opioid-related adverse are ooserved the next dose
ufinary relenuon urination rmpalred may be reduced. If this leads to il
OGVERDOSAGE dose of lmmedrate release oxycodone may be glven Allernahvely non-opioid
Acute ge with can be y 0se should be made to
somnolence progressing o stupor or coma, skeletal muscle ﬂacud"y “cold and obtain an appropriate balance between pain relief and opioid-related adverse
clammy skin, coestricted pupils, y and death. experiences.

Deaths due to overdose have been reported with abuse and misuse of oxycodone
hydrochloride extended-release tablets, by ingesting, inhaling, or injecting the
crushed tablets. Review of case reports has indicated that the risk of fatal overdose
is further i extended-release tablets are
abused concurrently with alcohol or other CNS depressants, including other opioids.

In the treatment of oxycodone overdosage primary attention should be given to the
re-establishment of a patent alrway and of assisted or

M significant adverse events occur before the therapeutic goa! of mild or no pain is
achieved, the events should be treated aggressively. Once adverse events are
under control, upward titration should continue to an acceptable level of pain control.
During periods of initial fitration,
frequent contact is recommended helween pl\ysu:ran other members of the
health-care team, the patient and the caregiver/family.

Supportive oxygen and vasop ) should be employed in

Special Extended-Release Tablets, 80 mg
(For use in opiolg- loleranl palients only)

the management of circulatory shock and pulmonary edema overdose

80 mg Tahlels are tor use only in

as indicated. Cardiac arrest or arrhythmras may require cardiac massage or

pioid-tolerant palients daily dosages of 160 mg

vitamins, and herbal supplements. They may cause

serrous medical problems when taken with oxycodone hydrochloride extended-release

tablets, especially it they cause drowsmess

How Should 1 Take Oxy -Re) Tablets?
Follow your doclor’s directions exactly. Your doctor may change your dose
based on your reactions o the medicine. Do not change your dose unless
your doctor tefls. you t change it. Do not take oxycodone hydrochloride
extended-release tablets more often than prescribed,

»  Swallow the lablets whole. Do not break, crush, dissolve, or chew before

_  swallowing. I the tablels are not whole, your body will absorb too much

megicine at one time. This can lead to serious problems, including over-
dose and dealh.

-  Myou miss adose, take it as soon as possible. ) itis almost time for your next
dose, skip the missed dose and go back to your regular dosing schedule. Do
not take 2 doses at once unless your doctor tells you to.

« Incase of ovendose, call your local emergency Rumber or poison control cenler
right away.

- Review your pain regutarly with your doclor to determine if you still need
oxycodone hydrachloride extended-refease tablets.

H you continue 10 have pain or holhersome side effecls, call your doclor.

Stopping oxy ded-release lablets. Consult your doctor
for instructions on how to stop this medicine slowly to avmd uncomlonable symptoms.
You should no! stop taking g-rel tablets afl at
once if you have been taking it for more than 2 !ew days.

Aher you stop laking ded-rel
the unused tablels down the toilel.

tablets, fiush

* you feel faint, dizzy, confused,

Some of the common side effects
tablets are nausea, vomiting, dizzine
swealing, weakness, and headache
continued use.

There is a risk of abuse or addictio
drugs in the past, you may have a :
again while using oxycodone hydr
know how often patients with contini
but the risk has been reported to b

These are notall the possible side effi
tablets. For a complete list, ask yo

General Advice Ahaut Oxycodone
Do not use oxycodone hydroc
for which it was not prescribet

+ Do not give oxycodone hydroct
even if they have the same sy
cause severe medical problem

«  Store oxycodone hydrochloric
temperature, between 20° and

This leaflet summarizes the mc
hydrochloride extended-refease tat
with your doctor. Also, you can @
about oxycodone hydrochioride ex
professionals.

*Tylox and Tylenol with Code
PHARMAGEUTICAL.

**Vicodin is a brand name of ABB{

Me
TEVA PHA
Seller



pure opioid antagonists such as naloxone or nalmefene are specific antidotes
inst respiratory depression from opioid overdose. Opioid antagonists should
be administered in the absence of clinically signilicant respiratory or circulatory
ression secondary 1o oxycodone overdose. In patients who are physically
endent on any opioid agonist including oxycodone hydrochloride extended-
ase tablets, an abrupt or complete reversal of opioid effects may precipitate an
te abstinence syndrome. The severity of the withdrawal syndrome produced will
end on the degree of physical dependence and the dose of the antagonist
rnistered. Piease see 1he prescribing information for the specific opioid
1gonist for details of their proper use.

SAGE AND ADMINISTRATION

ierat Principles

{CODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPIOID
INIST AND A SCHEDULE I} CONTROLLED SUBSTANCE WITH AN ABUSE
BILITY SIMILAR TO MORPHINE.

'CODONE, LIKE MORPHINE AND OTHER OPI0IDS USED IN ANALGESIA, CAN BE
JSED AND IS SUBJECT TO CRIMINAL DIVERSION.

(CODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE T0 BE
ALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR CRUSHED.
ING SROKEN, CHEWED OR CRUSHED OXYCODONE HYDROCHLORIDE
‘ENDED-RELEASE TABLETS LEADS TO THE RAPID RELEASE AND ABSORPTION
A POTENTIALLY FATAL DOSE OF OXYCODONE.

"gating pain itis vital to assess the patient regularly and systematically. Therapy
uld aiso be regularly reviewed and adjusted based upon the patient's own
Jrts of pain and side effects and the health professional’s clinical judgment.
codone hydrochloride extended-refease tablets are indicated for the management of
derate to severe pain requiring treatment with a strong opioid for

ormore. Care should be taken in the prescribing of this lablet sireagth. Palients
should be instructed against use by individuals other than the patient for
whom it was prescribed, as such inappropriate use may have severe medical
consequences, including death.

Supplemental Analgssia

Most patients given around the-clock therapy with extended-release oprmds may
need to have i available for of pain or
to prevent pain that occurs predrcrably during certain patient activities (incident
pain).

Maintenance of Therapy

The intent of the titration period is to establish a patient-specific q12h dose that will
maintain adequate analgesia with acceptable side effects for as long as pain reliet
is necessary. Stould pain recur then the dose can be incrementally increased to
re-establish pain control. The method of therapy adjustment outiined above should
be employed to re-establish pain controf.

During chronic therapy, for non-ca pain . the

need for around-the-clock opioid therapy shouid be reassessed penodlcaﬂy (e 9.,
every 6 to 12 months) as appropriate.

Cessalion of Therapy

When the patient no longer requires merapy with oxycodone hydrochiotide extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms
of in the p patient.

from ide Extended-Release Tablots to Parenteral

Opioids
To avoid overdose, conservative dose conversion ratios should be followed.

SAFETY AND HANDLING

and-the-clock analgesia for an extended period of time. The extended-release
Ireof the ion allows the ded 1ablels
se effectively administered every 12 hours (see GUNICAL PHARMACOLOGY:
ARMACOKINETICS AND METABOLISM). While symmetric (same dose AM and
). around-the-clock, q12h dosing is appropriate for the majority of patients,
2 patients may benefit from asymmetric {different dose given in AM than in
) dosing, tailored to their pain pattern. It is usually appropriate to treat a patient
1 only one opioid for around-the-clock therapy.

y extended release tablets are Solrd dosage forms that
contarn which is is
controlled under Schedute n of the Controlled Substances Act

Oxycodone hydrochloride extended-release tablets have been targeted for theft
and diversion by criminals. Healthcare professionals should contact their State
Professional Licensing Board or State Controfled Substances Authority for infor-
mation on how to prevent and detect abuse or diversion of this product.

HDW SUPPLIED

Extended-Release Tabiets, 80 mg are green, fiim-coated,

sicians should individualize treatment using a plan of pain
h as outlined by the World Health Organization, the American Pain Society and
Federation of State Medical Boards Model Guidelines. Health care professionais
uld follow appropriate pain management principles of careful assessment and
oing monitoring [See BOXED WARNINGS}.
iation of Therapy
; critical 1o initiate the dosing regimen for each patient individually, taking into
ount the patient’s prior opioid and non-opioid analgesic treatment. Attention
utd be given to:

the general condition and medicat status of the patient;

the daily dose, potency and king of the analgesic(s) the patient has been laking;
the reliability of the conversion estimate used to calculate the dose of oxycodone;
the patient’s opioid exposure and opioid tolerance (if any);

oval convex Tablets debossed with “93" on one side and “33" on the other side.
They are availabie in botties of 100.

Store at controlled mom temperature, between 20° and 25°C (68° and 77°F) (see USP).

Dispense in a tight, light-resistant container as defined in the USP, with a chlld-
resistant closure (as required).

CAUTION
DEA Order Form Required.

PATIENT INFORMATION C
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS, 80 mg
Raad lhls Inlurmahon carelully before you take oxycodore hydrochloride

special safety issues iated with ion to ide
extended release tablets doses at or exceeding 160 mg q12h (see Special
for Extendad-Release Tablets, 80 mg); and

the bafance between pain control and adverse experiences.

e should be taken to use low initial doses of oxycodone hydrochloride extended-
ase tablets in patients who are not already opioid-tolerant, especially those who
receiving concurrent treatment with muscla relaxants, sedatives, or other CNS
ve medications (see PRECAUTIONS: Drug-Drug Interactions).

ion of oxycodone hydrochloride extended-release tablets therapy for
ients previously taking opioids, the conversion ratios from Foley, KM. [NEJM,
15; 313:84-95, found below, are a reasonable starting point, although not verified
vell-controlled, multiple-dose trials.
rcodone hydrochioride extended-release tablets should be individually titrated
1 dose that provides adeguate analgesia and minimizes side effects.
Using standard conversion ratio estimates (see Table 4 below), multiply the
mg/day of the previous opioids by the appropriate multiplication factors to
obtain the equivalent total daily dose of oral oxycodone.
When Converting from oxycodone, divide this 24-hour oxycodone dose in half
to obtain the twice a day (q12h) dose of oxycodone hydrochlonde extended-
release tablets.
Round down 1o a dose which is appropriate for the tablet strength available
(80 mg tablets).
Discontinue all other around-the-clock opioid drugs when oxycodone
fhydrochloride extended-release tablets therapy is initiated.
No fixed conversion ratio is likely to be sati y in all patients,
patients receiving large opioid doses. The recommended doses shown in
Table 4 are only a starting point, and close observation and frequent titration
are indicated until patients are stable on the new therapy.
Table 4
Multiplication Factors for Canverting the Daily Dose ol
Prier Opioids 1o the Daily Dose of Oral Oxycodone*
{Mg/Day Prior Opioid x Factor = Mg/Day Orat Oxycodone)

Oral Prior Opioid Parenteral Prior Opioid

rcodone 1 —
feine 0.15 —

irocodone 0.9 —
iromorphone 4 20

mrphanol 75 15

peridine 0.1 04

thadone 1.5 3

rphine 05 3

) be used oni to oral For patients receiving high-dose

enteral opioids, a more conservative conversion is.warranted. For example, for
h-dose parenteral morphine, use 1.5 instead of 3 as a multiplication factor.

1ll cases, supplemental analgesia (see below) should be made available in the
m of a suitable short-acting analgesic.

tablets. Also read the information you get with your refills.
There may be something new. This information does not take the place of talking
with your doctor about your medical condition of your treatment. Only you and
your doctor can decide if oxycodone hydrochloride extended-release tablets are
right for you. Share the important information in this leaflet with members of your
household.

What Is The Most: Imgoriant Informalion 1 Should Know About Oxycedone
Hydrochloride Extended-Release Tablets?
«  Use i

L tablets ihe way your doctor
tells you fo.

s Use ide extended-rel
for which il was prescribed.

. i !
(“as needed") use.

«  Swatlow the Iablels whole. Do not break, crush, dissolve, or chew them
before extended-release tablets work
properly over 12 hours only when swallowed whole. If a tablet is broken,
crushed, dissolved, or chewed, 1@ enlire 12 hour dose witl be absorbed
into your body all at once. This can be dangerous, causlng an overdose,
and possibly death.

«  Keep i I tablets out of the reach of
chitdren. Actidental overdose by a child is dangerous and may result in death.

«  Prevent theft and misuse. Oxycodone hydrochloride extended-reiease tablets
contain a narcotic painkiller that can be a target for people who abuse prescription
medicines. Therefore, keep your tablets in a secure place, to protect them
from theft Never give them to anyone else. Selling or giving away this medicine
is dangerous and against the faw.

\Mhal are Rell Tablets?

ide extended-rel tablets come in several strengths and
conram the megicine oxycodone (ox—e-KOE done) This medicine is a painkiller like

morphine. O d-rel tablets treat 1o

severe pain that is expected 1o last for an extended period of time. Use oxycodong

hydrochloride extended-release tablets regularly during treatment. They contarn
enough medicine to last for up to twelve hours.

Who Should Not Take

tablets only for the condition

1ablels are nol for occasional

a
Reled! Tahlels?

Do not take I tablets if

«  your doctor did riot prescribe oxycodone hydrochloride extended-release tablets -
for you.

*  your pain is mild or will go away in a few days.

*  your pain can be by ional use of other

«  youhave severe asthma or severa lung problems.

«  you have had a sévere allergic reaction to codeine, hydrocodone, dinydrocodeine,
or oxycodone (such as Tylox™, Tylenol with Codeine*, or Vicodin™*). A severe
allergic reaction includes a severe rash, hives, breathing probiems, or dizziness.

*  you had surgery less than 12 to 24 hours ago and you were not taking

| tablets just before surgery.

Your docler shnuld know about all your medical corditlons before deciding if

ide extended-release tablets are right for you and what dose

fcodone hydrochloride extended-release uhlers can be safely used
id

provided care

h usual doses of
aken o select a proper mrnal dose (see PHECAUHDNS)
nversion from Fentanyl to y ide Extended-

lease Tablets
hteen hours following the removal of the fentany! patch,
frochloride extended-release tablets treatment can be initiated. Although there

is best Tell your doctor about all of your medicat problems, especially the ones
listed below:

*  trouble breathing or lung problems

* head injury

« liver or kidney problems

« adrenal gland problems, such as Addison’s disease

; been no of such a conservative

se, approximately 10 mg g12h of oxycodone hydrochloride extended release
fets should be initially substituted for each 25 meg/hr fentanyl transdermal
ch. The patient should be followed closely for earty fitration, as there is very
ited clinical experience with this conversion.

naging Expected Opioid Adverse Experiences

st patients ceceiving opioids, especially those who are opioid-naive, wilt experience
e eHects. Frequently the side effects from oxycodone hydrochloride extended-
2ase tablets are transient, but may require evaluation and management. Adverse
ints such as constipation should be anticipated and treated aggressively and
iphylactically wilh 2 stimuiant laxative and/or stool softener. Patients do not
sally become tolérant 1o the constipating effects of opioids.

rer opioid-related side effects such as sedation and nausea are usually self-limited
1 often do not persist beyond the first few days. If nausea persl_sls andis

. ions of seizures

«  alcoholism

« hallucinations or other severe mental problems

«  past or present substance abuse or drug addiction

If any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycodone hydrochloride extended-refease
fablets.

fiyou are pregnant or pian to become pregnant, talk with your doctor. Oxycadone
hydrochloride extended-release tablets may not be right for you. Yeil your doctor
if you are breast feeding. Oxycodone hydrochloride extended-release tablets will
pass through the milk and may harm the baby.

Tell your doctor about all the medicines you lake, including prescription and

the patient, with anti-emetics or other may relieve these
nptoms and should be considered.

lividualization of Dosage

ce therapy is initiated, pain relief and other opioid effects should be frequently
sessed. Patients should be titrated to adequate effect (generally mild or no pain
h the regular use of no more than two doses of supplemental analgesia per 24
urs). Patients who experience breakthrough pain may require dosage adjustment
rescue medication. Because steady-state plasma concentrations are approximated
hin 24 to 36 hours, dosage adjustment may be carried out every 1o 2 days. It
Tnost appropriate to increase the q12h dose, not the dosing frequency. There is
clinical information on dosing intervals shorter than q12h. As a guideling,
sept for the increase from 10 mg to 20 mg q12h, the total daily oxycodone dose
Jally can be increased by 25% to 50% of the current dose at each increase.
igns of excessive oprold -related adverse experrences are observed, the next dose

to: a

s ho radunad nalnacia 2

vitamins, and herbal supplements. They may cause
senous medical problems when taken with oxycodone hydrochloride extended-release
tablets, especially if they cause drowsiness.

How Should 1 Take rd Rell Tablels?
Follow your doclos’s directions exactly. Your doctor may change your dose
based on your reactions to the medicine. Do not change your dose unless
your doctor tefls.you to change it. Do not take oxycodone hydrochloride
exiended-release tablets more often than prescribed.

«  Swallow the tablets whole. Do nol break, crush, dissolve, or chew before
swallowlng. H the tablels are not whole, your body will absorh teo much
medicine at one time. This can lead to serious problems, including over-
dose and death.

«  Hyou miss a dose, take it as Soon as possible. If it is almost time for your next
dose, skip the missed dose and go back to your regular dosing schedule. Do
not take 2 doses at once unless your doctor tells you to.

What Should 1 Avoid While Taking i Rel
Tablets?
« Do not drive, operate heavy machinery, or participate in any other possibly

dangerous activities until you know how you react to this medicine.
Oxycodone hydrochloride exdended-release tablets can make you sleepy

« Do not drink alcoho! while using
tablets. It may increase the chance of getting dangerous side effects.

« Do nol fake olher medicines wr(hnul your doctor's approval. Other medicines
d

include vitarmins, ang

Be especially careful about products that make you sleepy
What are the Possible Side Etfacts of
Tablets?

Call your doctor or get medical belp right away if
*  your breathing slows down
= you feel faint, dizzy, confused, or have any other unusual symptoms

Some of the common side effects of oxycodone hydrochloride extended-release

tablets are nausea, vomiting, dizziness, drowsiness, conStipation, itching, dry mouth,

sweating, weakness, and headache. Some of these side effects may decrease with
continued use.

There is a risk of abuse or addiction with narcotic painkiliers. If you have abused
drugs in the past, you may have a higher chance of developing abuse or addiction
again while using oxycodone hydrochloride extended-release tablets. We do not
imow how often patients with continuing (chronic) pain become addicted to narcolics,
but the risk has been reported to be small.

These are notall the possible side effects of oxycodone hydrochloride extended-release

tabiets. For a complete list, ask your doctor or pharmacist

Gereral Advice Aboul Rel Tabiets
« Do not use oxycodone hydrochloride extended-refease tablets for conditions
for which it was not prescribed.

« Do not give oxycodone hydrochloride extended-release tablets to other people,

even if they have the same symptoms you have. Sharing is illegal and may
cause severe medical problems, including death.

~  Store oxycodone hydrochloride extended-release tablets at controlled room

temperature, between 20° and 25°C (68° and 77°F) (see USP).

This leaflet summarizes the most important information about oxycodone
hydrochloride extended-release tablets. If you would like more information, falk
with your doctor. Also, you can ask your pharmacist or doctor for information
about I tablets that is written for health
professionals. *

*Tylox and Tyleno! with Codeine are brand names of ORTHQ-MCNEIL
PHARMACEUTICAL.
**Vicodin is a brand name of ABBOTT-LABORATORIES.
Manufactured By:
TEVA PHARMACEUTICALS USA
Sellersville, PA 18960
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. PATIENT £ :-.RMATION C
OXYCODONE HYDROCHLORIDE EXTERDED-RE.EASE TABLETS, 80 mg

Read this Information caretully before you take oxycodons hydrochloside
exiended-release tablets. Also read the information you get vith your refilis.
There may be something new. This information does not take the place of tatking
with your doctor about your medical condition of your ‘treatment. Only you and
your doctor can decide if oxycodone hydrochloride extended-reigase tablets are
right for you. Share the important information in this leaflet with members of your
househoid.

What fs The Most Important I
Belegs

e tablets whole. Do not break, crush, dissoive, of chew them

g ing. Oxy y ide extended-release tablets work

property over 12 hours only when swallowed whole. I 3 tablet is hroken,
crushed, dissolved, or chewed, the eatire 12 hour dose will be absorbed
into your body all at once. This can be dangerous, causing an overdose,
and gossibly death.

«  Keep oxy y ide extended-release tablets aut of the reach o
children. Accidental overdose by a child is dangerous and may esult in déath:

«  Prevent theft and misuse. Oxycodone hydrochtoride extended-release tablets
contain a harcotic painkiller that can be a target for people who abuse prescription
medicines. Therefora, keep your tablets in a secure place, to protect them
from theft. Never give them to anyone else. Selling or giving away this medicine
is dangerous and against the law.

What.Zre Oxy ydrochlorid Release Tablets?

Oxycodone hydrochioride extended-release tablets come in several strengths and

contain the medicine oxycodone {ox-e-KOE-done). This medicine is a painkiller like
i Oxy y loride extended-release tablets treat moderate to

severe pain that is expected to last for an extended period of time. Use oxycodone

hyde hloride extended-release tablets regularly during treatment. They contain

enough medicine to fast for up to twelve hours. N

Who Should Not Take forid d-Rilease Tablels?

Do not take ¥ rid ded-release tablats If
+  your doctor did not prescribe oxycodone hydrochloride extended-release tablets
for you. . .

< your pain is mild or will go away in a few days.

- your pain can be controlled by occasional use of ather painkiliers.

«  you have severe asthma or severe lung problems.

«  you have had a severe allergc reaction to codeine, hydrocodone, dihydrocodeine,
or oxycedone (such as Tylox™, Tylenol with Dedeine™, of Vicodin™*). A sewere
allergic reaction includes a severe rash, hives, Breathing problems, or dizziness.

« you had surgary less than 12 to 24 hours ago and you were not taking
oxycodone hydrochloride extended-release tablets just before surgery.

You- doctor should know aboul 2l your medical conditions before deciding it

oxycodone hydrochioride extended-release tablets are right for you and what dose

is best. Tell your doctor about all of your medical problems, especially the ones
listed below:

« trouble breathing of lung problems

«  head injury

o liver or kidney problems

« adrenal gland problems, such as Addison’s disease

«  convulsions o seizures

« alcoholism

< haliucinations or other severe mentat problems

«  pastor present substance abuse or drug addiction

It any of these conditions apply to you, and you haven't told your doctor, then you
should tell your doctor before taking oxycogone hydrochloride extended-release
tablets.

I you are pregnant or plan to become pregnant, talk with your doctor. Oxycodone
tydrachloride extended-release ‘tablets may not be right for you. Yell your doctor
if you are breas! feeding. Oxycodone hydrochloride extended-release tablets wilt
pass through the mitk and may hiarm the baby.

Teli your doctor about ail the medicines you take, including prescription and
non-prescription medicines. vitamins. and herbal supplements. They may cause
serious medical problems when taken with oxycodone hydrochloride extended-release
tablets, especially if they cause drowsiness.




How Should | Taks Oxycol Release Tablets?

+  Follow your doctor's directions exaeily. Your doctor may change your dose
based on your reactions to ir¢ medicine. Do not change your dose unless
your doctor tells you to change it. Do not take oxycodone hydrochloride
extended-release tablets more often than prescribed.

+  Swallow the tablets whale. Do not break, crush, dissoive, or chaw before
swallowing. H the tablets are nol whole, your body will absorb too much
mediciae 2t ane time. Tiiis can load {o serious groblems, including aver-
dose and death.

+  Ilyou miss a dose, }km 33,5000 a5 passmle If it is almost time for your next
dose, skip the missgiE3de‘adl-goback to your reuular dosing schedule. Do
ot taxe ~ doses arong:a unlessyonr ddctonteils you to.

*  tncase of oventogs; WI ynur Iocal emerﬂency nmﬂﬁérg( paison control center

dght away. .
< Review your pain- rsgularly wlm your dnda( o ¢
oxycodone hydrochlorigé extended—rdease  tilifets.

# you continue to have pain or bolhs:some‘sfduﬂg@s. cal|

Stopping xiended-release tablets? COnsngmU doctor

for mstructions on how to stop this metficine slowdy to avoid um:omfor\'aﬂ ié symploms.

You should not stop taking oxycodone hydrochloride extended-release tablets afl at

once if you have been taking it for more than a few days.

After you stop taking lease tablets, tlush
the unused 1ablets down the toilet. -

What Should { Avoid While Taking Release
Tablels?

= Do not drive, operate heavy machinery, or participate in aay other possibly
dangerous aclivilies until you know how you react to this medicine.
Oxycodone hydrochloride extended-release tablets can make you sleepy.

« Do not drink alcho! while uslng elease
tablels. it may increase the chance of geiting dangerous side effects.

< Donotiake other medicines without your doclor's approval. Other medicines
include and vitamins, and
Be especially c.areful about products that make you sleepy.

What ar?e the Possible Side Etfects of Oxycodone Hyﬂmchlurids Extended-Release

Tablets’

Call your doctor or get medical hielp right away ll A A

«  your breathing slows down

*  you feel faint, dizzy, confused, or have any other unusual symptoms.

Some of the common side.effects of oxycodone hydrochloride extended-release
tablets are nausea, vomiting, dizziness, drowsingss, constipation, itching, dry mouth,
sweating, weakness, and headache. Some of these side effects may decréase with
continued use.

There is a risk of abuse or addiction with narcotic painkillers. If you have abused
drugs in the past, you may have a higher chance of developing abuse or addiction
again while using oxycodone hydrachloride extended-refease tablets. We do not
know how often patients with continuir(chronic) pain become addicted to narcotics,
but the risk has been reported to be small.

These are not all the possible side effects of oxycodone fiydrochioride extended-refease
tablets. For a complete list, ask your doctor or pharmacist.

Geneml Advice Aboul Release Tablets,
Do not use ide extended-rel tablets mr wndmons
for which it was not prescribed.

« Do not give oxycodone hydrochloride extended-release tablets to other people,
even if they have the same symptoms you have. Sharing is illegal and may
cause severe medical prabtems, including death.

»  Store oxycodone hydrochloride extended-release tablets at controfled room
emperature, between 20° and 25°C (68° and 77°F) {see USP).

This leaftet izes the most i ion about
hydrochloride extended-release tablets. it you would like more information, talk
with your doctor. Also, you ¢an ask your pharmacist or doctor for information
about oxycodone hydrochioride extended-release tablets that is written for health
professionals.

*Tylox and Tylenol with Codeine are brand names of ORTHO-MCNEIL
PHARMACEUTICAL.
“*Vicodin is a brand name of ABBOTT LABORATORIES.
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