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ENDO GENERIC PRODUCTS

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS.
10 mg, 20 mg, 40 mg
R‘ only c

WARNING:
Oxycodone hydrochioride extended-release tablets are an oploid agonist and a ] b with an abuse liability similar
to morphine.
Oxycodone can be abused in a manner similar to other opioid agonists, legal or illicit. This should be considered when prascribing or dispensing
nx;égudope hydrachloride extended-release tablets in situations where the physician or pharmacist is concemed about an increased risk of misuse, abuse,
or diversion.

Oxycod Yy Ide ded-release tablets are an exter l oral for of oxycod hydrochloride indicated for the
management of moderate to savers pain when a continucus, around-the-clack analgesic is neaded for an extended period of time,
Oxycod hyd ide ! tablets are NOT intended for use as a prn analgesic.

Oxy y ide ded-rel tablets ARE TO BE SWALLOWED WHOLE AND ARE NOT TO BE BROKEN, CHEWED, OR
CRUSHED. TAKING BROKEN, CHEWED, OR CRUSHED OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS LEADS TO RAFID
RELEASE AND ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.

DESCRIPTION
Oxycodene hydrochloride extended-release tablets are an opioid analgesic supplied in 10 mg, 20 mg, 40 mg tablet strengths for oral administration. Tha tablst
strength describes the amount of exycodone per tablet as the hydrochloride salt. The structural formula for oxycodone hydrachloride is as fallows:
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The chemical formula is 4, 5-Epoxy-14-hydroxy-3-methoxy-17-methylmorphinan-6-one hydrochloride.

Oxycodone is a white, odorless crystalling powder derivad from the opium alkalold, thebaine. Oxycodone hygrochloride dissolves in water (1 gin6to 7 mL). itis
slightly solutile in alcohol (octancl water partition coefficient 0.7}, The tablets contain the fallowing inactive ingredients: ammonio methacrylate copelymer, coltoidal
silicen dioxide, hydroxypropyl methylcsliulose, magnesium hydroxide, magnesium stearate, microcrystalline cellulose, polysthylene glycol, povidone, sodium fauryl
sulfate, stearic acid, and titanium dioxide. in addition, the 10 mg tablet contains polysorbate B0, the 20 mg tablet also contains FDAC Aed #40, FDEC Yellow #5,
polydextrese, and triacetin, and the 40 mg tablet also contains iron cxide red, iron oxide ysllow, and polysorbate 80.

CLINICAL PHARMACOLOGY

Central Nervous System

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, hydromorphane, fentanyl, codeine, and hydrocodene. Pharmacolagical effects of opioid agonists include anxiolysis, euphoria, feelings of
relaxation, respiratory depression, constipation, miosis, and cough suppression, as weil as analgesia. Like all pure opioid agonist analgesics, with increasing
doses there is increasing analgesia, unlike with mixed agonist/antagonists or non-opioid aralgesics, where thers is a limit to the analgesic affect with increasing
doses. With pure opioid agonist analgesics, thers is no defined maximum dass; the cefling to analgesic effectiveness is imposed only by side effects, the more
serious of which may include somnolence and respiratory depression.

The precise mechanism of the analgesiz action is unknown. However, specific CNS opioid receptors for endogenaus compounds with opiaid-like activity have
been identified thraughout the brain and spinal cord and play a role in the analgasic effects of this drug.

Oxycodone produces respiratory depression by dirsct action on brain stem respiratory centers. The respiratory depression involves both a reduction in the
responsiveness of the brain stem respiratory cenlers to increases in carbon dioxide tension and 1o electrical stimulation.

Oxycodone depresses the cough reflex by direct effect on the cough center in the medulla. Antitussive effects may occur with deses lower than those usually
raquirad for analgesia.

Oxycodone causes miocsis, even in total darkness. Pinpoint pupils are a sign of opicid overdose but ara not pathognomenic (e.g., pontine lesions of hemorhagic
or ischemic origin may produce similar findings). Marked mydriasis rather than miosis may be seen with hypoxia in the setting of oxycodone hydrochlonde
extended-release tablet ovardose {see OVERDOSAGE).

Gastrointestinal Tract and Other Smooth Muscie

Oxycodonse causes a reduction in metility associated with an increase in smooth muscle tone in the antrum of the stomach and duodenum. Digestion of tood in
the small intestine is delayed and propulsive contractions are dacreased. Propulsive peristaltic waves in the colon are decreased, while tone may be increased
1o the paint of spasm resulting in canstipation. Other opioid-induced effects may include a reduction in gastric, biliary and pancreatic secretions, spasm of
sphin of Oddi, and transient elevations in serum amylase.

GCardiovascular System

Oxycodone may produce release of histamine with or without associated peripheral vasoditation. Manifestations of histamine release and/or peripheral
vasodilation may includa pruritus, flushing, red eyes, sweating, and/or orthostatic hypotension.

C - Efficacy

Studies in normal volunteers and patients reveal predictable relationships between oxycodone dosage and plasma oxycodone concentrations, as well as
between concentration and certain expected cpioid effeets, such as pupillary constriction, sedation, overall “drug effect,” analgesia and feslings of “relaxation.”
As with all opioids, the minimum offsctive plasma concentration for analgesia will vary widsly among patients. especially among patients who have been
previously treated with potent agonist opioids. As a result, patients need to be traated with individualized titration of dosage to the desired effect. The minimum
offactive analgesic concentration of oxycadone for any individual patient may increase over time due to an increase in pain, the development of a new pain
syndrome andfor the development of analgesic tolerance.

C - Ad Experionce

Oxyeodone hydrochloride ) tablets ara i with typical opicid-related adverse experiences. There is a general relationship between
increasing oxycodone plasma concentration and increasing fraquency of dose-related opioid adverse experiences such as nausea, vomiting, CNS effects, and
respiratory depression. In opioid-tolerant patients, the situation is aitered by the develapment of tolerance to opioid-related side effects, and the refationship is
not clinically relevant.

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

PHARMACODKINETICS AND METABOLISM

The activity of exycodone hydrochioride extended-release tabiets is primarily due to the parent drug oxycodone, Oxycodone hydrochloride extended-reiease
tabilets are designed to pravide controlied delivery of oxycodone over 12 hours.

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

Oxycodone release from oxycodone hydrochlonde extendad-release tablets is pH independent. Oxycodone is well abserbed from oxycodone hydrochioride
extended-relaase tablets with an oral bioavailabllity of 60% 1o 87%. Tha relative oral bi lability of oxy e hydr h tablets to
immediate-release oral dosage forms is 100%. Upon repeatad gosing in notmal volunteers in pharmacokinetic studies, steady-state lavels were achieved within
24-36 hours. Dose proportionality and/or bicavailability has been established for the 10 mg, 20 mg, 40 mg, 80 mg, and 16¢ mg tablet strengths for both peak
plasma lsvels (Cp,,) and extant of absorption [AUG). Oxycodone is extensively metabolized and eliminated pnmarily in the urine as both conjugated and
unconjugated metabolites. The apparent elimination haif-lite of oxycodone following the administration of oxycodone hydrochloride extended-release tablets was
4.5 hours compared to 3.2 hours for immediate-release oxycedane.

Absorption

About 60% o 87% of an oral dose cf oxycodone reaches the central compartment in comparison to & parenteral dose. This high oral bicavailability is due o low
pre-systemic and/or first-pass metabolism. In normal volunteers, the ty, of absorption is 0.4 hours for immadiate-release oral oxycedone. In conrast, oxycodone
hydrochiorice extended-release tablets exhibit a biphasic absomption pattam with two apparent absorption half-fimes of 0.6 and 6.8 hours, which describes the:
initial release of oxycodona fram the tablet followed by a prolonged release.

Dose propertionality has been established for the 10 mg, 20 mg, 40 mg, and B0 mg tablst strengths for both peak plasma concentrations {Cme,) and extent of
ahsorption {AUC) (see Table 1 below). Another sludy established that the 160 mg tablet is bioequivalant to 2 x 80 mg tablets as wall as to 4 x 40 mg for both
peak plasma concentrations (Cp,,} and extant of absorption (AUC) {see Tabls 2 below). Given the shart half-life of elimination of oxycodons from oxycodone
hydrochloride extended-release tablets, steady-state plasma concentrations of oxycodone
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initial releasa of nxycodone from the tablet followed by a prolonged releass.
Dose proportionality has been established for the 10 mg, 20 mg, 40 mg, and BO mg tablet strangths for both paak plasma concentrations (C,p,,) and extent of
absorption (AUC) (see Table * below). Another Study establishad that the 160 mq tablet is bicequivalent to 2 x 50 mg tablets as walt as fo 4 X 40 mg for both
peak piasma concentrations (Cp,,,) and extent of absorption {AUC) (see Table 2 below). Given the short half-lite of climiration of oxycodone from oxycedane
hydrochloride extended-release fablets, steady-state plasma concentrations of oxycodong
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are achieved within 24-36 hours of initiation of dosing with axycodone hydrochioride extended-release tablets. in a study comparing 10 mg of oxycedone
hydrochloride extended-release tablets evary 12 hours ta 5 mg of immediate-release axycodone every 6 hours, the two treatments were found o be equivalent
for AUC and Cy,,. and similar for C,, (trough) concentrations, Thers was less fluctuation in plasma concentrations for the oxycodone hydrachloride extanded-
ralease tablets than for the immediate-release formulation.

Table 1.
Mean [% coefficiant variation)
Auc Crax Tonm: Trough Cone.
Regiman Dosage Form {hg=hr/mL)" (ng/mL) {hrs} {ng/mL)
Single Dosa 10 mg oxycadaons hydrochloride 100.7 [26.8] 10.6 [20.1] 2.7 [44.1) na
extended-releass tablets
20 mg oxycodone hydrochloride 207.5 [35.9] 21,4 [36.6] 3.2157.9] n.a.
axtended-release tablsts
40 mg oxycodone hydrachloride 423.1[33.3] 39.3 [34.0] 3.1[77.4) na.
extended-reloase fablets
80 mg axycodons hydrochloride 1085.5 [32.3] 98.5[32.1] 21 [52.3] na
extended-release tablets*
Multiple Dose 10 mg oxycedone hydrochloride 103.6 [38.6) 15.1[31.0) 3.2 [69.5] 7.2[48.1])
extandad-release tablets q12h
6 mq immadiate-release qeh 99.0[36.2] 15.5 [28.8] 1.6[48.7] 7.4 [50.9]
Table 2,
Mean [% ceefficient varlation]
AUC, Coax Tz Trough Conc.
Regimen Dosage Form {ngehr/mL)t {ng/mL) (brs) (ng/mL)
Single Doae 4 x 40 mg oxycodong hydrochloride 1935.3[94.7] 152.0[28.9] 2.56[42.3) na.
exiended-releass tablets*
2 x 80 my oxycodone hydrochioride 1859.3 [30.1) 153.4[25.1] 2.78 [69.3) na
extended-release fablets”
1 x 180 mg oxycodone hydrochioride 1856.4 [30.5] 156.4 [24.9) 2.54 [36.4] na.

oxtended-ralease tablots*

T or single-dese AUC = AUC,,; for multipls dose AUG = AUC, ¢
* data obtained while volunteers received naltrexone which can enhance absorption.

Cxycodone hydrochloride extended-ralease tablets ARE NOT INDICATED FOR RECTAL ADMINISTRATION. Data from a study involving 21 normal
volunteers show that oxy hy i -release lablets administered par rectum resuited in an AUC 39% greater and & G, 9% higher than
tablets administered by mouth. Theretors, there is an increasad risk of adverse events with rectal administration.

Faod EHects

Food has ro significant effect on the extent of ion of oxycodene from e hydrochloride extended-relsase tablets. Howaver, the peak plasma
cancentration of oxycodong increased by 25% when exycodene hydrochloride extended-releass 160 mg tablet was administered with a high fat meal.
Distribution

Following intravenous administration, the volume of distribution (Vss) tor axycodone was 2.6 L/kg. Oxycodone binding to plasma protein at 37°C and a pHol7.4
was about 45%. Once absorbed, oxycodone is distributed 1o skeletal muscle, liver, intestinal tract, lungs, spieen and brain. Qxycedone has bean found in breast
milk (see PRECAUTIONS).

Metabalism i ‘ i ) .

Oxycodane hydrochloride is extensively matabolized 1o noroxycodone, exymarphone, and their glucuronides. The major circulating metabolite is noroxycodone
with an AUG ratio of 0.6 relative to that of cxycodane. Noroxycodons is reported to be a considerably weaker analgesic than oxycodene. Oxymorphone,
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although possessing analgesic activity. is present in the plasma only in low concentratians. Thb carralation between oxymorphone concentrations and opioid

affects was much less than that seen with oxycodone plasma concentrations. The analgesic activity profile of ather metabolites is not known

“The formation of oxymorphona, but not noroxycodone, i madiated by cytochrorne P450 2D6 and, as such, its formation can, in theory, be affected by other
diugs {see Drug-Drug Interactions).

Excretion

Oxycodone and its metabolites are excreted primanily via the kidney. The amounts measurad in the uring have been reported as follows: free oxycodone ug to
19%; conjugated oxycodone up to 50%; free oxymorphene 0%; conjugated oxymorphone <14%; both free and conjugated noroxycodone have been found in the
urine but net quantified. The total plasma clearance was 0.8 Limin for adults.

Special Populations
Elde.

The plasma concentrations of oxycodone are only nominally affected by age, baing 15% greater in elderly as compared to young subjects.

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

Renal Impalrment

Dala from a pharmacokinetic study invalving 13 patients with mild 1o severe renal dystunction {creatinine clearance <60 mismin) show peak plasma oxycodone
and noroxycodone concentrations 50% and 20% higher, respectively, and AUC values for oxycodone, noroxycodone, and oxymorphona 60%, 50%, and 40%
nigher than normal subjects, respectively. This is accompanied by an increase in sedation but not by differences in respiratcry rate, pupiltary constriction, or
saveral other measures of drug effect. There was an increase in ty, of elimination for pxycodone of only 1 hour (see PRECAUTIONS).

Hepatic Impairment

Dala from a study involving 24 patisnts with mild to maderate hepatic dysfunction show peak plasma oxycodane and noroxycodone concentrations 50% and
209 higher, respectively, than normal subjects. AUG values are 95% and 65% higher, respectivety. Oxymorphone paak plasma concentrations and AUC values
are lower by 30% and 40%. These differences are accompanied by increases in some, but not other, drug sffects. The 1, elimination ar oxycodone increased
by 2.3 hours (see PRECAUTIONS).

Drug-Drug Interactions (see PRAECAUTIONS)

Oxycodane is metabolized in part by cytochrome P450 2D6 1o oxymorphone which represents less than 15% of the total administered dose. This route of
elimination may be blocked by a variety of drugs (e.9., certain cardiovascular drugs including amiodarone and quinidine as well as polycyclic anti-depressants).
However, in & study involving 10 subjects using quiniding, 2 known inhibitor of cylochrome P450 208, the pharmacodynamic effects of oxycodohe were
unchanged.

Pharmacaodynamics

A single-dose, double-blind, placebo- and dose-controlled study was conducted using oxycodons hydrachioride sxtended-release tablets (10, 20, and 30 ma) in
an analgesic pain model invoiving 182 patients with moderate to severe pain. Twenty and 30 my of oxycodone hydrochioride extended-release tablets were
superior in reducing pain compared with placebo, and this ditference was statistically significant. The onset of anaigesic action with oxycodone hydrochioride
extonded-release tablets occurred within 1 hour in most patients following oral administration.

CLINICAL TRIALS

A double-blind placaba-controlled, fixed-dose, parallal group, two-waelk study was conducted in 133 patients with chronic, moderate 1o savers pain, who were
judged as having inadequate pain control with their current therapy. [n this study, 20 mg axycodene hydrochloride extendad-release tablets q12h but not 10 mg
oxycodone hydrochloride extended-release tablets q12h decreased pain compared with placeba, and this ditference was statistically significant.

INDICATIONS AND USAGE

Oxycodone hydrochloride extended-release tablets arg an sxtended-release oral formulation of oxycodone hydrochloride indicated for the management of
moderate to severe pain whan a continuous, around-the-clock analgesic is needed for an extendad period of tima.

Oxycodone hydrochloride extended-relsase tablets are NOT intended for use as a prn analgesic.

Physicians should individualize treatmant in every case, initiating therapy at the appropriateé paint along a progression from non-opigid analgesics, such as non-
steroidal anti-inflammatory drugs and acetaminophen to opioigs in a plan of pain management such as outiined by the World Heatth Organization, the Agency lor
Health Research and Quality (formedy known as the Agency for Health Gare Policy and Research), the Federation of State Medical Boards Model Guidelines, or
the American Pain Society.

Oxycedone hydrachioride extended-release tablets are not indicated for pain in the immediate post-operativa period (the first 12-24 hours foliowing surgary), or if
the pain is mild, or not expacted ta persists 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 it the postoperative pain is expected to ba moderate to severe and parsist for an
extended pericd of time. Physicians should individualize treatment, moving from parenteral to oral analgesics as appropriate. (See American Pain Socciety
guidsiines.

CONTRAINDICATIONS

Oxycodone hydrochloride extanded-reléase tablets are contraindicated in patients with krown hypersensitivity to oxycodons, of in any situation whera oploids.
are contraindicated. This includes patients with significant respiratory depression (in unmonitored settings or the absance of resuscitative equipment), and
patients with acute or severe pronchial asthma or hypercarbia. Oxycadone hydrochlaride extended-release tablets are contraindicated in any patient who has or
is suspected of having paralytic leus.

WARNINGS

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

Misusa, Abuse and Diversion of Opicids

Oxycodene s an opioid agonist of the marphine-type. Such drugs are sought by drug abusers and people with addiction gisorders and are subject to criminal
diversion.

Ouycodone can be abused in a manner similas to other epioid agonists, legal or illicit, This should be considerad when prescribing of dispensing oxycodone

hydsochieride extended-release tablets in situations where the physician or pharmacist is concernad about an increased risk ot misuse, abuse, or diversion.

Oxycadone hydrochloride extended-release tablets have been rapored as being abused by crushing, chewing, snorting, or injecting the dissolved product.
Thesa practicas will result in the uncontrolied delivery of the apioid and pose a significant risk to the abuser that could result in overdose and death (see
WARNINGS and DRUG ABUSE AND ADDICTION).

Goneerns about abuse, addiction, and diversion should not prevent the proper management of pain. The development of addiction 1o opioid analgesics in
properly managed patients with pain has been reported to be rare. Howevar, data are not available to establish the true incidence of addiction in chronic pain
patients.

Healthcare protessionals should contact their State Professional Licensing Board, or State Controlied Substances Authority for information on how to prevent
and detect abuse or diversion of this product.

Intetactions with Alcohol and Drugs of Abuse

Oxycodone may be expacted to have additive effacts when used in conjunction with alcohol, other apioids, or ilficit drugs that cause central nervous system
depression.

DRAUG ABUSE AND ADDICTION

QOxycodone hydrochloride exiended-release tablets are a mu-agonist oploid with an abusae liabllity slmilar 10 morphine and are & Schedule Il
like marphine and other opioids used in analgesia, can be abused and is subject to criminat diversion.

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

“Drug seeking” behavior is very comman in addicts and drug abusers. Drug-seeking tactics include emergency calls or visits near the end of office hours, refusa!
to undergo appropriate examination, testing or referral, repeated "loss” of prescriptions, tampenng with prescriptions and rejuctance to provide pricr medical
records or comact information for other treating physician(s). “Doctor shopping” 10 obtain additional prescriptions is common among drug abusers and people
suffering from untreated addiction.

Abusa and addiction are separate and distinct from physical dependence and tolerance. Physicians should be aware that addiction may not be accompanied by

concurrent tolerance and sympters of physical dependence in all addicts. In addition, abuse of opioids can occur in the absence of true addiction and is
characterized by misuse for non-medical purposes, often in combination with other psychoactive substances Oxycodone hydrochloride extended-rolease
tablets, like othar opioids, have been diverted tor non-medical use. Gareful record-keeping of preseribing information, including quantity, frequency, and renewal
requests is strongly advised.

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

Onycod y ide d-rel tablats consist of a palymer matrix, intended for oral use only. Abuse of tha crushed tablst poses &
hazard of overdose and death. This risk is increased with concurrent abuse of alcohol and other substances. With parenteral abuss, the tablet
excipients, aspecially talc, can be expected to result in local tissue 1 ton, p Y ar an d risk of end ditls
and valvular heart injury. Parenteral drug abuse is lated with i of i such as hepatitis and HIV.
Respiratory Depression .

Respiratory depression is the chief hazard from okycodone, the active ingredient In axycodone hydrochloride extended-release tablets, as with all opioid
agonists. Fespiratory depression is a particular prabiem in elderly ar debilitated patients, usually following large initial doses in non-tolesant patients, or when
opicids are given in conjunction with other agants that depress respiration.

Oxycedone should be used with extreme caution in patients with significant chronic abstructive pulmonary disease or cor pulmonale, and in patients having a
substantially decreased respiratory reserye, hypoxia, hypercapnia, of preaxisting respitatory depression. in such patients, even usual therapeutic doses of
oxycodone may decrease raspiratary drive o the point of apnea. In these patients alternative non-opicid ics should ba consi d, and opioids shauk! e
amployed enly under careful medical supervision at the lowest effective dose.
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agonists. Respiratory depression is a particular problen in elderly or debilitated patieris, usuaily following large initiat doses in ron-tolatant patents, or wiren
opicids are given in cohjunction with ather agents that depress respiration,

Oxycedone sholld be used with extreme caution in patients with significant chroric abstructive pulmonary disease or cor pulmonale, and in patients having a
substantially decreased respiratory reserve, hypoxia, hypercapnia, or preexisting respiratory depression. in such patients, even usual therapeutic doses of
oxycodane may decrease respiratory drive 1o the point of apnea. In these patients alternative non-opicid analgesics sheuld be considersd, and opioids should be
employed cnly under careful medical supsrvision at the lowest effective dose,

Head injury

Oxycodone hydrochloride extended-release tablets may cause severa hypotension. There is an added risk to individuals whose ability to maintain blood
pressure has been compromised by a dspleted blood volume, or after concurrent administration with drugs such as phencthiazines or other agents which
compromise vasomator tone, Oxycodane may produce orthostatic hypotension in ambulatory patients. Oxycodone, like all opioid analgesics of the morphine-
type, should be administered with caution to patisnts in circulatory shack, since vasadilation produced by the drug may further reduce cardiac output and bloed
prassure.

Hypotensive Effect

Oxycodone hydrochloride extended-release tablels may cause severe hypotansion. Thete is an added risk o individuals whose ability to maintain blood
pressure has been compromised by a depleted blood volume, or after concurrent administration with drugs such as phenothiazines or ather agents which
gompromise vasomotor tons. Oxycodore may produce orthostatic hypotension in ambulatory patients. Oxycodone, like all aploid analgesics of the momphing
type, should be administered with caution to patients in circulatory shock, since vasodilation prodused by the drug may further reduce cardiac output and blood
pressura.

PRECAUTIONS

General

Qpioid analgesics have a narrow therapeutic index in certain patient populations, especially whan combined with CNS depressant drugs, and should be reserved
for casas where the benefits of opicid analgesia outweigh the known risks of respiratory depression, altered mental state, and postural hypolension.

Use of oxycodone hydrochlerde extended-ralease tablets is associated with increasad potential risks and should be used only with caution in the tollowing
cenditions; acute alcohalism; adrenacortical insutficiency (e.g., Addison's diseasa); CNS depression or coma; deliium tremans: debilitated patients;
kyphoscoliosis iated with i y dep ion; myxedema or hypothyroidism; prastatic hypertrophy or urethral stricture; severa impairment of hepatic,
pulmanary or renal function; and toxic psychosis,

The administration of oxycodone may obscure the diagnosis or clinical course in patients with acute abdominal conditions. Oxycodone may aggravaie
convulsions in patients with convulsive disorders, and all opioids may induce or aggravate seizures in some clinical seftings.

Interactions with Other CNS Depressants

Oxycodone hydrochloride extanded-release tablets should be used with caution and started in a reduced dosage (1/3 to 1/2 of the usual dosage) in patients who
are concurrently receiving other central nervous system depressants including sedatives or hypnotics, general anesthetics, phenothiazines, other tranquilizers,
and alcohol. Interactive effects resulting in respiratory depression, hypotension, profound sedation, or coma may result if these drugs are taken in combination
with the usual doses of oxycodone hydrochloride extended-releass tablets.

Interactions with Mixed Agoni: ist Opioid

Agonistantagonist analgasics {i.e., pentazocine, nalbuphine, butorphanol, and buprenorphine) should be administersd with caution 1o a patient who has
received or is receiving a 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.

Ambulatary Surgery and Past-Operative Use
(o U tablets are not i d for p p P for the of

poit-operallvé pain).

Oxycod hydr -rslesse tablels are not indicatad far pain in the immediate post-operative period (the first 12 1o 24 hours

following surgery) for patients not previcusly taking the drug, because its safety in this setting has not been astablished,

Oxycodone hydrochloride extended-release tablets are not Indicated for pain In the post-operative period I the pain is mild or not expected to persist

for an extended pericd of time.

Oxycodone hydrochloride extendad-release tablets are only indicated for post-operative use If the patient Is already recalving the drug prier to

surgery or if the P pdin is exp ic be to severe and persist for an axtended period of time. F should indivi

treatment, moving from p: ral to oral as appropriate (See American Pain Society guidelines).

Patients who are already receiving oxycodane hydroehloride extended-ralease tablets as part of ongoing analgesic therapy may be salely continued on the drug

if appropriate dosage adjustments are made corsidering the procedure, other drugs given, and the temporary changes in physiology caused by the surgical

intervention (see DOSAGE AND ADMINISTRATION).

Oxycodens hydrochloride extended-release tablets and other morphine-like opicids have been shown to decrease bowsl matility. lleus is a common post-

operative complication, especially after intra-abdominal surgery with apicid analgesia. Caution should be taken to monitor for decraased bowel motility in post-

operative patiarts receiving opioids. Standard supportive therapy should ba implemented.

Usa in Pancreatic/Biliary Tract Disease

Oxycodone may cause spasm of the sphincter of Oddi and should be used with caution in patients with bifiary tract disease, including acute pancreatitis. Opioids

like oxycodone may cause increases in the serum amylase levsl.

Tolerance and Physical Depsndence

Toterance is the need for increasing doses of opioids to maintain a defined effect such as analgesia (in the absence of disease progression or other extemal

factors). Physical dependenca is manifested by withdrawal symptoms after abrupt discontinuation of a drug or upon administration of an antagenist. Physical

dependence and tolerance are not unusual during chronic opioid therapy.

The opioid abstinence or withdrawal syndrome is characterized by some or all of the following; restiessness, lacrimation, rhinorrhea, yawning, perspiration, chills,

myalgia, and mydriasis. Other symptams aiso may develop, including: irritabiiity, anxiety, backache, joint pain, weakness, abdorninal Gramps, insomnia, nausea,

anorexia, vomniting, diarrhea, or increased blood pressure, respiratory rate, or heart rate.

In general, apiokds should not be abruptly diseontinued (see DOSAGE AND ADMINISTRATION: Cassation of Therapy).

Information for Patients/Caregivers

It clinically advisable, patients raceiving oxycodone hydrochloride extended-release tablets or their caregivers should be given the following information by the

physician, nurse, phamacist, o caregiver:

1. Patients should be aware that oxycodone hydrochioride extended-release tablets contain oxycodone, which is a morphins-like substance.

2. Patients should be advised that oxycodone hydrochionide sxtended-releasa tablets were designad to work properly only it swallowed whole. Oxycodone
hydrochloride extended-reiaase tablets will releass all their contanis at once if broken, chewed, or crushad, resuiting in a risk of fatal overdose.

3. Patients should be advised to repart episodes of breakthrough pain and adverse experiences oceurring during therapy. Individualization of dosage is
essential to make eptimal use of this medication.

4. Patients should be advised not to adjust the dose of oxycodone hydrochleride extended-release tablets without consulting the prescribing professional.

5. Fatients should be advised that oxycodone hydrochloride extended-releass tablets may impair mantal and/or physica! ability required for the performance of
patertially hazardaus tasks (e.g., driving, operating heavy machinery).

6. Patients should not combine axycodone hydrochloride extended-relsase tablels with alcohal or other cantral nervous system depressants (sleap aids,
tranquilizers) except by the orders of the prescribing physician, because dangerous additive effects may oceur, resulting in serious injury or death.

7. Woman of childbearing potential who bagome, or are planning to become, pregnant should ba advised to consult their physician regarding the effects of
analgesics and ether drug use during pregnancy on themsslives and their unbarn child,

8. Patients should be advised that oxycodone hydrochloride extended-relaase 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 prescribad.

9. Patients should be advised that it they have been receiving treatment with oxycodone hydrochioride extendad-release tablets for more than a few weeks and
cessalion of therapy is indicated, it may bs appropriate to taper the oxyeodane hydrochloride extended-release tablets dose, rather than abruptly discontinue
it, due to the risk of precipitating withdrawal symptoms. Thair physician can provide a dose schedule to accomplish a gradual discontinuation of the
medication.

10. Patients should be instructed to keep oxycodone hydrochlotide extended-reiease tablets in a secure place out of the reach of chiidren. When oxyccdone
hydrochioride extended-release lablels are no langar neaded, the unused tablets should ba destroyed by Hushing down the toilet.

See fext of Patient Package Insen, which appears after the HOW SUPPLIED section.

Use in Drug and Alcohol Addiction

Oxycodone hydrochloride extended-relaase tablets are an opioid with no approved use in the management of addictive disorders. Its proper usage in individuals

with drug er alcohol dependance, either activa or in remission, is for the management of pain requiring opioid analgesia.

Drug-Drug Interactions

Cpicid analgesics, including oxycodone hydrochloride extended-release tabfats, may enhance the neuromuscular blocking action of skeletal musele relaxants

and preduce an increased degree of respiratary depression.




Oxycodane is metabolized in part to axymorphone via cylochrome P450 2D6. While this pathway may be blocked by a variely ot dugs (e.g., certain
cardiovascular drugs including amiodarane and quinidine as weil as polycyclic antidepressants), such blockade has not yet been shown to be of clinical
significance with this agent. Clinicians should be aware of this possible interaction, however,

Use with CNS Depreasants

Oxyoodone hydrochloride extended-release tablets, like all opioid analgesics, should be started at 1/3 to 1/2 of the usual dosage in patients who are concurrently
receiving other central nervous system depressants including sedatives or hypnotics, general anesthetics, phenothiazines, centrally acting anti-emetics,
tranquilizers, and alcahol because respiratory depression, hypotension, and profound sedation or coma may result. Ne specific interaction between oxycodone
and monoamine oxidase inhibitors has been abserved, but caution in the use of any opioid in patients taking this class of drugs is appropriate.

Carcinogenesis, Mutagenasis, Impairment of Fertili
Studies of oxycodone to evaluate its carcinogenic potential have not been conducted.

Oxycodone was not mutagenic in the following assays: Ames Salmanella and E. coli test with and without melabolic activation at doses of up to 5000 mag,
chromosomal aberration test in human lymphacytes in the absence of metabolic activation at doses of up to 1500 meg/mL and with activation 48 hours after
exposure at doses of up to 5000 meg/mL. and in the in vivo bone marrow micronucieus test in mice (al plasma lsvels of up fo 48 meg/mL). Oxycodene was
clastogenic in the human lymphocyte chromoscmal assay i the presence of metabolic activation ih the human chromosomai aberration test {at greater than or
equal to 1250 mcg/mL) at 24 but not 48 hours of exposure and in the mouse lymphoma assay at doses of 50 meg/ml or greater with metabolic activation and at
400 meg/ml. or greater without metabalic activation.

Pregnancy
|

y B: Reproduction studies have been performed in rats and rabbits by oral administration at doses up to 8 mg/kg and 125
mg/kg, respactively. These doses are 3 and 46 fimes a human dose of 160 mg/day, based on mg/kg basis. The results did not reveal evidence of harm to the
fetus due to oxycodona. There are, hawever, no adequate and 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 it clearly neaded.
Labor and Delivery
O done hy ide extend | tablats are not recommended for use in women ¢uring and immediately prior to labor and delivery because oral
opicids may cause respiratory depression in the newborn. Meonates whose mothers have been taking oxycodeone chrenically may exhibit respiratory depression
and/ot withdrawal symptoms, either at birth and/or in the nursery.
Nursing Mothets
Low concentrations of oxycodone have been detected in breast mik, Withdrawal symptoms can occur in breast-feeding infants when maternal administration of
an opicid analgesic is stopped. Ordinarily, nursing should not be undertaken while a patient is receiving oxycodone hydrochloride extendsd-release tablets
bacause of the possibility of sedation and/or respiratory depression in the infant.
Pediatric Use
Safety and effectiveness of axycodone hydrochioride extended-release tablets have not been astablished in pediatric patients below the age of 18. It must be
i ; I
¥

t that oxy tablets cannot be crushed or divided for administration.

Geriatric Use

In controlled pharmacokinetic studies in eldery subjects {greater than 65 years) the clearance of oxycodone appeared to he shightly reduced. Compared to
young adults, the plasma concentrations of oxycedane were increased approximately 15% {see Phar and M i Of the total number of

subjects (445] in clinical studies of oxycodone hydrochloride extended-release tablets, 148 (33.3%) were age 65 and older (including those age 75 and clder)
while 40 (9.0%) were age 75 and older. in dlinicat trials with appropriate initiation of therapy and dose titration, no untoward or unexpected side sffects were seen
in the eldery patients who received oxycodane hydrochioride extenden-release tablats. Thus, the usual doses and dosing inlervals are appropriate for these
patients. As with ail opioids, the stanting dose should be reduced ta '; to % of the usual dosage in debilitated, non-tolerant patients. Aespiralory depressicn is the
chiet hazard in elderly or debilitated patients, usually following large initial doses in non-tolerant patients, or when opioids are giver in conjunction with other
agents that depress respiration.

Laboratory Monitoring

Due 1o the broad range of plasma concentrations seen in clinicat populations, the varying degrees of pain, and the development of tolerance, ptasma oxycodone
measurements are usuatly not helpful in clinical management. Plasma concentrations of the active drug substance may be of value in seiected, urusual or
camplex cases.

Hepatic Impairment

A study of axycodone hydrochloride extended-release tabiats in patients with hepatic impaiment indicates greater plasma concentrations than those with normal
function. The initiation of therapy at ¥, to % the usual doses and careful dose titration is waranted

Renal impairment

In patients with renal impairment, as evidenced by decreased creatinine clearance {<60 mLémin), the concentrations of oxycodone in the plasma are
approximataty §0% higher than in subjects with normat renal function. Dose initiation shoutd follow a conservative approach. Dosages should be adjusted
according to the clinical situation.

Gender Ditfarences

In pharmacokinetic studies, opioid-naivs fernales demonstrate up to 25% higher average plasma concentrations and greater frequency of typical opioid adverse
events than males, even after adjustment for body weignt. The clinical relevance of a ditference of this magnitude is low for a drug intended far chronic usage at
individualized dosages, and there was no maleffemale difference detected for efficacy or adverse events in clinical trials.

ADVERSE REACTIONS

The safety of oxycodene hydrochloride extended-release tablets was evaluated in double-blind clinical trials involving 713 patients with modarate to severe pain
of various eticlogies. In open-label sludigs of cancer pain, 187 patients received oxycodone hydrochloride extended-release tablets in total daily doses ranging
from 20 mg to 640 mg per day. The average iotal daity dose was approximately 105 mg per day.

Serious adverss reactions which may be associated with oxycadone hydrochloride extended-release tablet therapy in clinical usa 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 infiation of therapy with oxycodena hydrechloride extended-release tablets are typical opicid side effects. These
events are dose-dependent, and their trequency depends upon the dose, the clinicat setting, the patient’s tevel of opioid tolerance, and host tactors specific t
the individual, They should be expacted and managed as a part of opicid analgesia. The mast fraquent (»5%) include: constipation, nausea, somnolence,
dizziness, vomiting, pruritus, headache, dry mouth, sweating, and asthenia.

in many cases the fraguency of these events during initiation of therapy may be minimized by careful individualization of starting dosage, slow titration, and the
avaidance of large swings in the plasma concentrations of the opiaid. Many of these adverse events will cease or decrease in intensity as oxycodone
hydrochloride extended-release tablet therapy is continued and some degree of tolerance is developed.

Clinical trials comparing uxycodone hydrochloride extended-relsase tablets with immediate-release oxycodone and placebo revealed a similar adverse avent
profile between oxycodone hydrochloride extended-rel tablets and ir i lease oxycodone. The most common adverse avents (>5%) reported by
patients at least once during therapy were:

Table 3
‘Oxycodane Hydrachloride
Extended-Helease Tablsts Immadiate-Releass Placebo
{n=227) (n=225) {n=d45)
(%) (%) {%)
Constipation 23 26 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 L] 7 2
Asthenia B 7 —
Swealing 5 8 2
The following adverse axperiences were raportad in oxy hydrochioride lease tablat treated patients with an incidence between 1% and £%. In

descending order of frequency they were anorexia, nervousness, insomnia, fever, conlusion, diarthea, abdominal pain, dyspepsia, rash, anxisty, suphoria,
dyspnea, postural hypotension, chills, twitching, gastritis, abnormal dreams, thaught abnormalities, and hicoups.

The following adverse reactions occurred in less than % of patients involved in clinical trials or were reportad in posl marketing experience:
General: accidental injury, chest pain, facial ederna, malaise, neck pain, pain

Cardiovascular. migraine, syncope, vasodilation, ST depression

Digestive: dysphagia, eructation, Hatulence, gastrointestinal disorder, increased appetite, nausea and vomiting, stomatitis, lleus

Hemic and Lymphatic: lymphadenopathy

Metabolic and Nutritionat: detydration, edema, hyponatremia, peripheral edema, syndrome of inappropriate antidiuretic hormone secretion, thirst

Nervous: abnormal gait, agitation, amnesia, depersonalization, depression, emotional lability, hallucination, hyperkinesia, hypesthesia, hypotonia, malaise,
paresthesia, seizures, speech disorder, stupor, tinnitus, tremor, vertigo, withdrawal syndrome with or without seizures

Respiratory. cough increased, pharyngitis, voice alteration

Skirr: dry skin, exfoliative dermatitis, urticaria

Special Senses: abnomal vision, taste perversion

Urogenitat amenorrhea, decreased libido, dysunia, hematuria, impotence, polyuria, urinary retention, urination impaired

OVERDOSAGE o
Acute overdosage with oxycodene can ba manifested by respiratory depression, somnolence progressing ta stupor or coma, skeletal muscle flaceidihe rnld and
. -d death.
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Respiratory. cough increased, pharyngitis, voice alteration
Skin. dry skin, exfoliative dermatitis, urticaria
Spacial Senses: abnormal vision, taste perversion
Urogenital: amenorrhea, decreased libido, dysuria, hematuria, impotence, polyuria, urinary retention, urination impaired
OVERDCSAGE
Acute overdosage with oxycodone can be manifested by respiratory depression, somnolence progressing te stupar or coma, sKeletal muscle flaccidity, cold and
clammy skin, constricted pupils, bradycardia, hypotension. and death.
Deaths due to overdose have been reported with abuse and misuse of axycodone hydrachloride extended-release tablats, by ingesting, inhating, or injecting the
crushed tablets. Review of case reports has indicated that the risk of fatal overdose is urther increased when oxycodone hydrochloride extended-release tablets
are abused concurrently with alcohol or other GNS depressants, including other opioids.
In the treatment of axycodene overdosage, primary attention should be given 1o the re-establishment of & patent airway and institution of assisted or controlled
ventilation. Supportive measures (including oxygen and vasopressors) should be employed in the management of circulatory shock and pulmenary sdema
accompanying overdose as indicated. Cardiac arrest or arrhythrias may require cardiac massage or defibrillation.
The pure opioid antagonists such as naloxone or nalmefene are specilic antidotes against respiratory depression from opioid overdose. Opioid antagonists
should not be administered in the absence of clinically significant respiratory or circulatory depression secondary to oxycodone overdase. In patients wha are
physically dependent on any opicid agonist including axycodone hydrachloride extended-release tablets, an abrupt or complete reversal of opicid effects may
precipitate an acute abstingnce syndrome. The severily of the withdrawal syndromme produced will depend on the degree of physical dependence and the dose of
the antagonist administered. Please see the prescribing information for the specific opioid antagenist fer details of their proper use
DOSAGE AND ADMINISTRATION
General Principles
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPIOID AGONIST AND A SCHEDULE Il CONTROLLED SUBSTANCE WITH
AN ABUSE LIABILITY SIWLAR TO MORPHINE.
OXYCODONE, LIKE MORPHINE AND OTHER CPIOIDS USED IN ANALGESIA, CAN BE ABUSED AND IS SUBJECT TO CRIMINAL DIVERSION.
OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TC BE SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OR
CRUSHED. TAKING BROKEN, CHEWED OR CHUSHED OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS LEADS TO THE RAPID
RELEASE AND ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODONE.
in treating pain it is vital to assess the patient regularly and systematically. Therapy should also be reguiarly reviewed and adjusted based upon the patient's cwn
reports of pain and side effects and the health professional's clinical judgment.
Oxycodone hydrochioride extended-release lablets are an extanded-release oral formulation of oxycadons hydrochloride indicated for the management of
moderate to severe pain requiring treatment with a strong opioid for comtinuous, around-the-clock anaigesia for an extended period of tima. The extended-
release nature of the formulation allows oxycodone hydrochloride extended-release tablets to be effectively administered every 12 hours (see CLINICAL
PHARMACCOLOGY; PHARMACOKINETICS AND METABOLISM). While symmetric {same dose AM and PM), around-the-clock, g12h dosing is appropriate for
the majority of patients, soma patients may beneft from asymmetric {differert dose given in AM than in PMY dosing, tailored to their pain pattem. It is usually
appropriate 1o treat a patient with only one opioid for around-the-clock therapy.
Physicians should individualize treatment using a progréssive plan of pain managemert such as outlined by the World Health Organization, the American Pain
Society and the Federation of State Medical Boards Model Guidelines. Health care professionals shoutd follow appropriate pain management principles of
careful assessment and ongoing monitoring [See BOXED WARNINGS).
Initiation of Therapy .
|t is critical to initiate the dosing regimen lor each patient inividually, taking into account the patient's prior opicid and non-opidid analgesic treatment. Attentian
should be given to:

(13 the general condition and medical status of the patient;

(2) the daily dose, potency, and kind of the anaigesicis) the patient has been taking;

(3) the reliability of the conversion estimate used 10 calculate the dose of oxycodons;

{4) the patient's opioid exposure and opicid tolerance (if any); .

(5) special safety issues assaciated with conversion 1o axycedone hydrochloride extended-release tablet doses at or excesding 180 mg q12h; and

(6) the balance betwaen pain control and adverse experiencas.
Care should be taken to use low inifial doses of exycodone hydrachloride extended-rslease tablets in patients whe are not already opioid-tolerant, especially
those who are receiving concurrent freatment with muscle relaxants, sedatives, or other CNS active medications (see PRECAUTIONS: Drug-Drug
Interactions).
Far initiation of oxycotone hydrochloride extended-release tablet therapy for patients praviously taking opioids, the conversion ratios from Foley, KM. [NEJM,
1985; 312:84-95}, found below, are a reasonable starting point. afthough not verified in well-controlled, muttiple-dose trials.
Experience indicates a reasonable starting dose of axycodone hydrochtoride oxtended-release tablets for patients who are taking non-opicid analgesics and
require continuous around-the-clock therapy for an extended period of tima is 10 mg g12h. If & non-opinid analgesic is being provided, it may be continued.
Oxycodone hydrochloride extendad-release tablets shoutd be indivicually titrated to a dose that provides adequate analgesia and minimizes side effects.
1. Using standard convarsion ratio estimates (see Table 4 below), multiply the mg/day of the previous opioids by the appropriate multiplication factors to obtain

the equivalent total daity dose of oral oxycodone.
2. When converting from oxycadone, divide the 24-hour oxycodone dose in half to obtain the twice a day (q12h) dose of oxycodone hydrachloride extended-

release tablets.
3. Round down to a dase which is appropriate for the tablst strengths available (10 mg, 20 mg, 40 mg, and BO mg tabiets).
4. Discontinue all other around-the-clock opioid drugs when oxycodane hydrochloride extended-release tablst therapy is initiated.
5 No fixed conversion ratio is likely to be satistactory in all patients, especially patients receiving large opioid doses. The recommended doses shown in

Tabie 4 below are only a starting point, and clese observation and frequent titration are indicated until patients are stabte on the new therapy.
Table 4

Multiplication Facters for Converting the Daily Dase of Prior Oploids to the Daily Dose of Oral Oxycodone®
(Mg/Day Prior Opioid x Factor = Mg/Day Oral Oxycodane)

Oral Prior Opioid Parenteral Prior Cpiold
Oxycodone + —
Codsine 0.15 -
Hydrocodone 0.9 -~
Hydromorphone 4 20
Levorphanol 75 15
Meperidine 0.1 0.4
Methadone 15 3
Morphine 0. 3
*To be used only far ion to oral For patients receiving high-dose parenteral opicids, a more conservative conversion is warranted. For

example, for high-dose parentsral morphine, uée 1.5 Instead of 3 as a multiplication facior.

\n all cases, suppiemental analgesia (see belaw) shoud be made availzble in the form of a suitabile short-acting analgesic.
Oxycodone hydrochlaride extended-release tablets can be safely used concomitantly with usual deses of non-apioid analgesics and analgesic adjuvants,
provided care is laken o selact & proper initial dose (see PRECAUTIONS).
Conversion from Transdermal Fentanyl to Oxycodone Hydrochloride Extended-Release Tablets
Eignteen hours following the removal of the transdermal fentany! patch, oxycodons hydrochiofide extenced-releass tablet treatment can be initiated. Although
there has been no systemaiic assessment of such conversion, a conservative oxycodone dose, approximately 10 mg q12h of oxycedone hydrochlorids
axtended-release tablets, should be initially substituted for each 25 mog/hr fentanyl transdermal patch. The patisnt should be followed closely for early litration,
as there is very limited clinical experience with this conversion.

i (! d Oplold Ady Experiences
Most patients teceiving opiaids, especially those who ars opicid-naive, will experience side effects. Fraquently the side effects from oxycodone hydrochlaride
extanded-release lablets are transient, but may require evaiuation and management. Adverse events such as constipation should be anticipated and treated
aggressivety and prophylactically with & stimulant laxative and/er siool softener. Patients do not usually become tolerant to the canstipating eftects of opioids.




Gther opioid-related side etfects such as sedation and nausea are usually self-limited and often . 1ot persist bayond the first lew days. If nausea parsists and is
unaccaptable to the patiort, treatment with anti-emetics or ather modalilies may relieve these symptoms and should be considered.

Indlviduatizaticn of Dosage

GOnee therapy is initiated, pain relief and other opicid effects should ba trequently assessed. Patisnts should be fitrated 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. teady-state plasma concentrations are approximated within 24 to 36 hours, dosage adjustment may be carried out
svary 1 to 2 days. It is most appropriate lo increase the q12h dose, not the dosing fraquency. There is no clinical information on dosing intsrvals shorter than
g12h. As a guideline, except for the increase frem 10 mg to 20 mg q12h, the total daily axycodone dose usually can be incraased by 25% to 50% of the current
dose at each increase.

If signs of excessive opioid-related adverse expetiences are abserved, the next dose may be red
supplemantal dose of immediate-release oxycodone may be given. Altiematively, non-opioid analgesi
magde to abtain an appropriate balance between pain relief and opioid-related adverse experiences.
1t significant adverse events occur before the therapeutic goal of mild or no pain is achieved, the events shauld be treated aggressively. Once adverse events
are under control, Lipwalrd titration should continue to an acceptable laval of pain control.

During pariods of changing analgesic requirements, inciuding initial titration, frequent contact is recommendad between physician, other members of the health-
cara team, the patient and the caregiver/family.

Supplemental Analgesia

Mast patients given arourd-the-clock therapy with controlled-relaase opioids may need to have immediale-release medication ifable for
or fo prevent pain that occurs predictably during certain patient activities (incident pain).

Maintenance of Therapy

Tha intent of the titration pericd is to establish a patient-specific g12h dose that will maintain adequate analgesia with acceptable side siects for as long a8 pain
relief is necassary. Should pain recur then the dose can be incrementally increased to re-establish pain cantrol, The method of therapy adjustment outlined
above should be smployed to re-establish pain control.

During chronic therapy, especially for non-cancer pain syndromes, the continued need for around-the-clock opioid therapy should be reassessed pariodically
(8.g., every 6 to 12 months} as appropriate.

Cessatlon of Therapy

When tha patient no ionger requires therapy with oxycodone hydrochioride extended-release tablets, doses should be tapered gradually to prevent signs and
symptors of withdrawal in the physically dependent patient.

d. If this adjustment leads to inadeguate analgasia, a
uvants may be employed. Dose adjustments should be

15 of pain

C from Oxyeed Hy ide ieleass Tablats to F Opicids
To avoid ovardose, conservative dose conversior ratios should be fallowed.
SAFETY AND HANDLING

Oxycotdone hydrachioride extended-release tablets are solid dosage forms that contain oxycodena which is 2 controlled substance. Like morphine, oxycodons is
controtied under Schadule Il of the Controlled Substances Act.
O nydrochloride extended-relsase tablets have been targeted for thatt and diversion by criminals. Healthcare professionals should contact their State
Professional Licensing Board or State Controlled Substances Autharity for information on how fo prevent and datect abuse or diversion of this product.
HOW SUPPLIED
v b hl
10mg
Unscared, coated, round, white tablet, imprinted with "E702” on one side and “10" on the othar.
Bottles of 20 with & child-resistant cicsure, NDC 60954-702-30
Batties of 500 with a child-resistant closure, NDC 60951-702-85
20mg
Unseored, coated, round, pink tablet, imprinted with “E703" on one side and “20” on the other,
Bottles of 30 with a child-resistant closure, NDC 80951-703-30
Bottles of 500, with a child-resistant closure, NDC 60951-703-B5
40 mg
Unscored, coated, round, yellow tablet, imprinted with “E705" on one side and “40” an the other.
Botties of 30 with a child-resistant closure, NDC 60951-705-30
Boftlos of 500, NDC:60951-705-85  * |
Desiccant enclosed in-all bottles: o
Store at 259 (77°F); excursions permitted to 152-30°C (59%-86°F). [See USP Controlled Room Temperature.]
Dispense in a tight, light-resistant container, as defined in the USP, with a child-resistant closura {as required).

ide d-rolease tablets are supplied as follows:

CAUTION
DEA Order Form Required.

Manufactured for: (]
Endo Pharmaceuticals Inc. o
Chadds Ford, Pannsylvania 19317

Printed in U.S.A. Copyright ® Endo Pharmaceuticals inc. 2002 6558-00May, 2002




PATIENT INFORMATION

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS
Oxycodane Hydrachloride Extended-Release Tablets, 10 mg
Oxycodone Hydrachloride Extended-Reioase Tablets, 20 mg
& 1 Oxycodone Hydrochloride Extended-Release Tablats, 40 mg
oniy

Read this information carefully before you taka Oxycodone Hydrochiorids 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 dactor about your medical condition ar your treatment. Only you and

your doctor can decide if Oxycodona Hydrachloride Extended-Relsase Tablets are right for you. Share the important information in this leaflet with members of
your hausehold.

What Is The Most Important Information | Should Know About O Y Hydr 1elease Tablets?
* Uss Oxy Hydr i lelease Tablets the way your doctor fells you to.
* Use Oxycod Hydr L lease Tablets only for the condition for which It was prescribed.

* Oxycodone Hydrochloride Extended-Releasa Tablets are not for accasional (“as needed”) use.

* Swallow the tablets whole. Do not break, crush, dissolve, or chew them before swallowing. Oxycodena Hydrochloride Extended-Felease Tablels work
properly over 12 hours only when swaliowed whole. If a tablet is broken, i , or ch d, the entira 12 haur dose will be absorbad
inte your body all at once. This can be g . ing an , and death.

# Keep Oxy Hy ide Ext Tablats out of the reach of children. Accidental overdose by a child is dangerous and may result
in death. .

* Prevent theft and misuse. Oxycodone Hydrochloride Extended-Aelease Tablets contain a narcatic painkiller that can be a targat for peopla who abuse
prescription medicinss. Therefore, keep your tablets in a secure place, to protect them from thett. Never give them to anyona alse. Seliing or giving away
this medicine is dangarous and against the law.

What are Oxycodene Hydrochloride Extended-Releass Tablets?

Oxycodone Hydrachloride Extended-Helease Tablets are tabiets that come in several strengths and contain the medicine axycodona (ox-¢-KOE-done). This
medicine is a painkiller like morphine. Oxycodone Hydrochloride Extended-Release Tablets treat madsrate to severe pain that is expected 1o last for an
exlended pericd of time. Use Oxycodone Hydrochloride Extended-Release Tablets regulay during treatmant. They contain enough madicina to (ast for up to

twelve hours.
Who Should Not Take Oxycodone Hydrochloride Extended-Aelease Tablets?
Do nat take Oxy Hy e ase Tablets if
® your doctor did not prescribe Oxycodone Hydraghloride Extended-Releasa Tablets for you.
® your pain is mild or will go away in a few days.
® your pain can be controlled by oceasional use of ather painkillers.
® you have severe asthma or severs lung problems.
*® you have had a severe allergic reaction to cotleing, hydrocodone, dihydraeodeine, or oxycodone (such as Tylox, Tylanol with Gedeine, or Vicodin). A
severe allergic reaction includes a severs rash, hives, breathing problems, or dizziness.
® you had surgery less than 12-24 hours ago and you were not taking Oxycodone Hydrochloride Extended-Release Tablets just before surgery.
Your doctor should know about ail your medical conditions befora dsciding if Oxycodons Hydrochloride 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 or lung prablems
* head injury
ivar or kidney problems
* adrenal gland problems, such as Addison's disease
* convulsions or seizures
* alcohelism
# 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 docter, then you should tell your doctor before taking Oxycodene Hydrochioride Extended-
Release Tablets.

i you are pragi ar plan to preg talk with your doctor. Oxycodone Hydrochloride Extended-Halease Tablets may not be right for you. Tell
your doctor if you are breast feeding. Oxycodona Hydrochloride Extendad-Relsase Tabtets will pass through the milk and may harm the baby.
Tell your doctor about all the medicines you 1ake, including preseription and non-prescription medicines, vitamins, and herbal supplements. They may cause
sarlous madical problems when taken with Oxycodone Hydrochloride Extended-Release Tablets, especially if they cause drowsiness.
How Should | Take Oxy Hy ide E Tahlets?
® Follow your doctor's directions exactly. Your doctor may change your dose based on your reactions to tha madicine. Do not change your dose unless
your doctor tells you to change it. Do not take Oxycodene Hydrochloride Extsnded-Release Tablets mors often than prescribed.
¢ Swallow the tablets whole. Da not break, crush, dissolve, or chew before swallowing. If the tablets are not whole, your body will absorb taa
much medicine at one time. This can lead to serious problems, including overdose and death.

® If you 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 1o.

® In case of overdose, cail your local emergency number or poison contral center right away.

# Review your pain regularly with your doctor to determine if you still need Oxycodane Hydrochloride Extended-Releass Tablets.
If you continue to have pain or bothersome side effects, call your doctor.
Stopping Oxycodone Hydrochiorice Extended-Release Tablets. Consult your doctor for instructions on how to stop this medicing slowly to avoid
ftler\vt:odr;:;(osrtab\s‘ symptoms. You should nct stop taking Oxycodone Hydrochioride Extended-Release Tablets all at once if you have been taking it for more than a
After you stop taking Oxycodaone Hydrochloride Extended-Release Tablsts, flush the unused tablats down the toilet.
What Shouid | Avold While Taking Oxy Hyd E ielease Tableis?

® 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 Extended-Ralsase Tablets can make you slaepy.

® Do nat drink alcahol while using Oxycodone Hydrochloride Extended-Relaase Tablets. It may Increase the chance of getting dangerous side
effects.
* Do not take other medicines without your doctor's approval. Other medicines inciude prescription and non-prescription medicines, vitamins, and
supplements. Be especially careful about products that make you sleapy.
What are the Possible Stde Eftects of Oxycodone Hydrochloride Extended-Reisase Tablets?
Call your doctor or get medical help right away if
* your breathing slows down
# you feel faint, dizzy, confused, or have any other unusual symptoms
Some of the common side affects of Oxycodone Hydrachlorids Extended-Release Tablats are nausea, vomiting, dizziness, drowsiness, constipation, itching, dry
mouth, sweating, weakness, and headache. Some of these side affects may decrease 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 develaping abuse or
addiction again while using Oxycodone Hydrochloride Extended-Reloase Tablets. We do not know how chen patients with continuing {chronic) pain become
addicted to narcofics, but the risk has been reported to be small.
These are rof all the possible side effects of Oxycodone Hydrachloride Extended-Releass Tablets. For a complete list, ask your doctor or pharmagist.
General Advice About Oxycodone Hydrochicride Extended-Release Tablets
* Do not use Oxycadone Hydrochloride Extended-Release Tablets for conditions for which it was not prescribed.
* Do not give Oxycodane Hydrochioride Extended-Aelease Tablets to other people, even if they have the same symptoms you have. Sharing is ilegal and
may cause severe medical probisms, including death.

This 1allet summarizes the most important information about Oxycogone Hydrochloride Extended-Felease Tablets, If you would like more information, talk with
your docly 450, you can ask your pharmacist or doctar lar infermation abaut Oxycodena Hydrochloride Extended-Release Tablets that is written for health
professionals
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