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FOR USE IN OPIOID-TOLERANT PATIENTS ONLY |
B only

from oxy ide extended-reiease tadlets, steady-siate
platmia cancentr.sions of oxycodone are achieved within 24 to 36 hours of Initiation
of Lysing with oxycodone hydrochloride extended-release tabiets. In a study
¢ 10.mg of hydrochloride extended-release tabless every 12

WARNING:

1] tablats are an opiold agonist and
a Sehadule Il cantrollad sutstance 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 prescribing or dispensing oxycodong
hydrochloride extended-release tablets in situations where the physician or
pharmacist is concamad about an increased risk of misuse, abuse, or diversion.

Oxycodona hydrochionide exiended-release tablets are an exiendad-release
oral of for the t

of
moderate to sevare pain when 2 tontinuous, around-the-clock analgesic i
needed for an sxiendec period of lime.

i {ablets are NOT intended for use

as 2 pm analyesie.

dona Hydrochloride Extended-Releass 80 my Tablats ARE FOR USE IN
TOLERANY PATIENTS ONLY. This tablet strength may cause fatal cespiratory
jon when administered 1o patients not previously exposed 1o oplotds.

HYDROGHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE

| OF A POTENTIALLY FATAL DOSE OF OXYGODGME.

DESCRIPTION
Oxy

ide -Aslease Tablets are an opioid analgesic
supnlled in BO mg tatiet strength for oral administration. The tablet strength
describes the amount of oxycodone per tabiet as the hydrochloride salt. The
structural tormula for oxycodone hydrochloride is as follows:

hours 1o 5 mg of immediate-reisase oxycodane every 6 hours, the two treatments
were found to be equivalent for AUG and Cmu and similar for Cpiq (lruugh)
congentrations. There was lass i plasm, r the
oxycodone hydrochlorice extendad-release mbms than for the lmmemate-releasa
formulation.

Plasma Oxycodona By Tima

1004

Oxycodone Concentration {ng/mL) Log Seate

[} i1 2 3 + 5 6 7 ] 8 1w N 12
Hours From Doging
~B-10mg -y-20mg -@—40my =O- B0 mp Singia Bose —£3- 180 mg Singis Dose
=410 mg q12h Steady-State

Tahle 1
Mean [% toallicient

60 . Trough
Regimen | Dosage Form AUC G T, Comu:
& nghrimut | gy | 04S)_ | ingmi
Her Single 110 mg oxycodone .
ey Dose hydrochloride 100.7 10.6 L7 na.
extended-release | [26.6] [20.7] 441
fablets
C1aHpNO4=HCI MW 351.82 20 mg oxycodone
The chemical formula is 4,5-Egoxy-14-nydroxy-3-methoy-17-methylmarghinan- hydrochloride | 207.5 214 32 na.
6-one hydrochloride. ey - vimars mends?-rmase [35.9] [36.6] 157.9]
Cxycodone is a white, odorless crystalline powder derived from the opium alkaioid, tablets
thebaine. Cxycodone hydrochloride dissolves in water {1 g in 6 to 7 mL). Itis 40 mg oxycodone ;
slightly soluble in alcohol (octanol water partition costficient 0.7). Each tablet hydrochlorida | 423.1 393 3.1 na.
contains 80 mg of oxysodane hydrochloride. In adgition, sagh blet comins the exended-release | 33.3] f34.0] 774}
following: inactiva ingredients: colloidal sificon dioxide, FD&C bius #2 indigo tablets
carmine lake, hypromellose (2208, 100M), iren oxide yellow, lactose anhydrous, 80 myg oxycodone
lactese monchydrate, magnesium siearats, microcrystilling cadlulose, polyethyiane hygrochioride 10855 885 FA| na.
qlycol, tianium dioxide and triacetin. extended-release |  {32.3] [32.1] [52.3)
CLINICAL PHARMACOLOGY abiets
Cxycodong is a pure agonist opigid whose principal therapeutic action is analgesia. Multiple ] 10 mg oxycodone
COther members of the class known as piod agonists ingtude substances such as Dose hydrachioride 103.6 15.1 a2 7.2
maorphine, hydromorphone, fentanyl, codeine, and fydrocodone. Pharmacological extended-release 138.6] [31.0] [69.5) [48.1]
effer:ls of opmld agonists Inciude anxiolysis, euphoria, fealings of relaxation, tablats q12h
miesis, and t:ouuh as well as - o
analoesna Like all pure opiaid agonist analgesics, with Increasing doses there s § T&;::;'Bgﬁm lgg 2] l;g-gl [4'467] [57649]
increasing analgesia, unlike with mixed ago g " .

p
where there is a limit to the analgesic etfect with increasing doses. With pure
opioid agonist anaigesics, there is no defined maximum dose; the ceiling to
anaigesic effectiveness is rmposed only by side eﬁecls the more sericus of which
may include and respi ¥

Central Nervous Sysiem

Tha pregise mechanism of the anaigesic action is unknown. However, specific CNS
opioid receptors tor endogenous compounds with oplold-like activity have been
identified threughout the brain and spina! cord and ptay a role in the analgesic
effects of this drug.

Oxycodone produces respiratory depression by disect action on brain stem
respiratory centérs. The respiratory depression involves both a reduction in the
responsivenass of the brain stem resplratory centers to increases in carbon dioxide
tension and to glectrical stimulation.

Oxycodcne depresses the cough reflex by direst effect on the cough center in the
madutla  Adtitussive silects nay ooouT WAth Goses lower than INGSE uSuddy
required for anaigesia.

Oxycodone causes miosis, even in tokal darkness. Pinpaint pupils are a sign of opioid
overdose but are not pathognomonic (e.g., pontine lesions of hemorhagic or
fschemic origin may prodace simitar findings). Marked mydriasis rather than miasis
may be seert with hypoxia in the setting af oxycodone hydrachloride extended-
releas tablets overdose (S¢e OVERDOSAGE).

Gastrointestinal Tracl and Other Smooth Muscle

Dxycodene causes & reduction in motiity associated with an increase in smooth

mustie tone in the antrum of the stemach and duodenum. Digestion of food in the

small intesting is delayed and propuisive contractions are decreased. Propulsive

peristaltic waves in the colon are decreased, while tone may be increased 1o the

point of spasm resulting in sonstipaton. Other opinid-induced effects may include
a reduction in gastric, biliary and pancreatic secretions, spasm of sphincter of

Oddl and transient elevations in serum amylase.

Cardigvascular Sysiem

Oxycodane may produce release of histamine with of without peripheral

1 for singie-dose AUC=AUCy. i for muttiple-dose AUC=AUCq.r
* datz obtained while velunteers received naltrexone which can enhance absorption

Table 2
Mean [% coefficient
[ Tra (i Téough
Regimen | Dosage Form AUCoo {hrs) ONC.
o v gyt | gl | ™ (narml)
Singte 4x40mg
Dose oxycodone 18353 | 1520 256
Fydrochloride {34.7] {28.9] 423 na
extended-relaass
tablets’
2x 80 mg
vxyL0gone 1899.d 1634 i
hydrochlorlde [30.1} 251] [63.3] na.
extended-release R
tablets’
1% 160 mg
oxycodong 1856.4 1564 254
fiydroghioride (385} [24.8} [36.4) na.
extended-reiease
tablets”

1 for single-gose AUC=AUG g for multiplg-dose AUG=AUGq.
* data oblained while volunigers Teceived naltrexone which can anhance absorption

DXVGODONE KYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE NOT INDICATED
FOR RECTAL ADMlIIISTHAﬂDII Data lmm 2 stuoy Invhang 21 notmal vo\unteers
show that d | tablets i d per
rectum resulted in an AU 39% umaler and a Gpgy 9% higher tham tablets

release and/or peripheral vascdilation

may include pruritus, flushing, rad ayes, sweating, and/or orthostatic hypotension.
- Efficaty

Studies in aormal volunteers and patients reveal p batween

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

Food Ettects

Food has na sigrificant effect on the exent of of from

oxycodone dosage and plasma oxycodone concenlraﬂons as well as batwaen
concentration and certain expectsd opioid effects, such as pupillary constriction,
sedation, Overat “drug effect”, analgesia and feelings of “relaxation.”

As with alt opipids, the minimum effective plasma concentratien for analgesia will
vary widely among patients, espacially among patents who have been praviously
trezted with potent agonist opioids. As a result, pafients must be treated with
individualized titration of dosage to the desired sffect. The minimum effective

extended-release tablets.

Distribution

Following intravenpus 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 mifk
(see PRECAUTIONS).

of oxy for any patient may incsease over "'““”‘m .
time due to an increase in pain, the of a naw pain sy and/or and heir g '“’T‘f_le maior G A o “with an
velopment of analgesic 10l 3
:.he development of anaigesic lolgrance AUC rano ot 0.6 relative to that of oxycodone, Nomxycndone is reported to be a
A - Mwrse e endee 1o X ‘ weaker analgesic than Oxymorphone, athough possessing
hydrochieride tablets are cted With typical  gogigesic activity, is present in the plasma only in low concentratigns. The correlation
omoid-related adverse experlunces Therg is @ general relationship between between axymorphona concentrations and opioid effects was much léss than that
done plasma and i quency of BOSB-  goan with

related ap\md adverse sxpurmncas Suth as nausea, vommng CNS eﬂacls and
respiratory depression. In opioig-tolerant patients, the sttuation is altered by the
deveiopment of tolerance to opicid-related side effects, and the relationship is not
clinically relevant.

As with all opivids. the dos¢ must be individualized (see DDBAGE AND

plasma The
metabolites is not known.

The fermation of oxymorphone, but not nor is mediated by cy

P450 205 and, as such, its formation can, in theory, be affecied by other drugs
(se8 Drug-Drug Interaclions).

i actwity profile of other




Oxycodone causes mipsis, even in total darkngss. Pinpoint pupils are a sign of opioid
overdose but are not pathognomonic (e.g.. poriting lesiens of hemorrhagic or
ischemic origin may produce similar findings). Marked mydriasis sather than miosis
may be seen with hypoxia in the sefting of axycodene hydrochloride extended-
release tablets overdose (See DVERDOSAGE).

Eillmlnla:llnll Tracl and Other Smooth Muscle

£auses a ion in matility with an increase in smosth
muscle tore in the antrum of the stomach and duodenum. Digestion of food in the
small intestine is delayed and prop are Prapulsive

perista/tic waves in the colon are decreased, whire tone may be increased fo the

point of spasm resuiting in constipation. Other epioic-induced effects may inciude

a reduction in gastric. biliary and pancreatic secretions. spasm of sphincter of

0dd|, and transient elevations in serum amylase.

Cardiovascular System

Oxycodone may praduce re\ease of histamine with or without associated peripheral

release and/or peripheral vasoditation

may include pruritus, Aushing, rsu eyes, sweating, and’or orthostatic hypotansion.
- Etficasy

Studies in normal volunteers and patients reveal predi T between

JR = vy n.a.

exfsnued-re_leaée

tablets
1x 160 mg
oxycodong 1856.4 156.4 254
hydrochioride 1385} [24.8) [36.4} na

extended-release
tablets”

*for single-dose AUG=AUGgyy; for multiple-dose AUG=AUCq.T
 data ahiained while volunteers received naltrexone which can enhance absorption

GXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ASE NOT INDICATED
FOR RECTAL ADMINISTRATION, Data from a study involving 21 normal volunteers
show that d ded-release tablets per
ractum resulted in an AUC 39% greater and a Cpz 9% hQher than tablets
administered by mouth. Theretore, thers is an increased risk of adverse events
with ractal administration.

Food Effects

Food has no significant etfect on the extent of jon of from

oxycodone dosage and plasma oxycodone concentrations, as weli as between
concentration and certain expected opioid effects, such as pupillary constriction,
sadation, overall “drug effect”, analpesia and feelings of “ralaxation.”

As with zll opicids, the minimum effective plasma concentration for analgesia will
vary widely among patients, especially amang patients who have been previously
treated with potent agonist opioids. As a result, patients must be treatad with
mdmduahzsd fitration of dosage 1 e desired effect. The minimum effective

of for any indivi patient may increase over
time due to an increase in pain, the development of a naw pain syndrome and/er
the development af analgesic tolerance.

G - Adverse

Oxycodone hydrochioride extended-release tablets are associated with typicat
opioid-related adverse experiences. There is a general relationship between
increasing oxycodone plasma concentration and increasing freguency of dose-
selated opioid adverse experiences such as nausea, vomiting, GNS etfects, and
sespirztory depression. |n opioid-talerant patients, the situation is altered by the

extended-release tablets,

Distribution

Following intravenous adminkstration, the volume of disribution (Vss) for exycodone
was 2.6 L’kg. Oxycodene binding to plasma protein at 37°C and a pH of 7.4 was
about 45%. Onge absorbed, oxycodone is disteibuted to skeletal muscle, liver,
intestinal tract, lungs, spleen, and brain. Oxycodone has begn found in breast milk
(see PRECAUTIONS).

Mlllbolilm

)

and thelf glucuroniges. The major circulati with n
AUG ratio of 0.6 relative fo that of oxycndana Nurnxycodnns is reported to be &
considerabty weaker analgesic than arhough

analgeskc activity, is present in the plasma only in \cfw concentrations. The coreelation
between oxymaorphone concantrations znd opicid effects was much less than that
seen with oxycodone plasma concentrations. The analgesic activity profile of other
metabolites s ot knawa.

The ion of but npt nor is medigted by cytochrome

development of tolerance to apioid-related side eiects, and the ip is not
chinicatly relevant.

As with all opioids, the dose must be individualized (see DBSAGE AND
ADMINIZTRATION), because the affective analgesic dose for some patients will
be 100 high 1o be tolerated by other patients.

Pharmacokinatics and Metabolism

The activity of oxycodons hydrochloride extended-release tablets is primarily dug
to the parent drug oxycodane. Oxycodone hydrochloride extended-release tablets
are designed to provide extendad delivery of oxycodane over 12 hours.

Breaking, chewing or crushing oxy hydrochioride extended-release tablets
elimingtes the gxtended delivery mechanism and results in the rapid reiease and
absarption of a potentiaily fatal dose of cxycodone.
Oxytodone release from oxyrodong hydrochloride extended-release tablets is pH
independent. Oxycodone is well absorbed from oxycodone hydrochloride extended-
reiease tablets with an oral bicavailability of 60% to 87%. The relative oral
ilability of ide extended-release @blets to immediate-
felease oral dosage forms is 100'/- Upon repeatad dosing in normal volunteers in
pharmacokinetic studles, steady-stats levels were achieved within 24 to 36 hours.
Dose proportionaiity and/or bioavailability has been established for the 10 mg, 20 mg,
40 mg, 80 mg, and 160 ATI‘(’: Tablet strengths for both peak plasma Iavels (Cona)
is

P450 206 and, as Such, its formation can, in theory, be atfected by other drugs
(see Drug-Drug Inleractions).

Extration

Oxycodona and its metabolites are excrated primarily ia the kidnay. The amounts
measured in the urine 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 quantifigd, The total plasma clearance was 0.8 Lémin for adults.

Special Populations

Elderly

The plasma are only lly atfrcted by age. being
8% greater in aidarly as cum pared 1o young subjects.

Gancer

Female subjects have, on average, plasma axycodone concenfratians up to 25%
higher than maias on 2 body weight adjusted basis. The reason for this difference
is unknown.

Renal impairment

Data from a pharmacokinetic study invoiving 13 patients with mild to severe renal
dystunction {creatining clearance <60 mL/min} show peak plasma oxycodane and
ians &0% and 20% higher, respactively, and AUC values

and extant of

). O
primarily in the urine a.s Dum con uuated and unconjugated i The
apparent eli haif-t ng the
hydrochloride extended- rEIease tablers was 45 hours compared to 3 2 hours for
immediate-release oxycodone.

Absorpiion

About 60% 1o 87% of an aral dose of oxyeodone réaches the cantrat cnrnpanment
in comparison ta a parenteral dosa. This high oral hicavaitability is due %o low
pre-systemic andior first-pass metabolism. In normal volunteers, the /2 of absorp-

tion is 0.4 hours for immediate-release oral oxycodone. In contrast, oxycodong
hydrochloride exiended-release tablets exhibit a biphasic absorplien pattern with
two apparent absorption half-times of 0.6 and 6.9 hours, which describes the initial
release of oxycodone from the tablet followed by a prolonged release.

Dose proporticnality has been established for the 10 mg, 20 mg, 40 mg, 80 mg, and
168 mg tablet strengths for both peak plasma concentrations (Cpg,) and extent

tor oxy , ot done, and 60%, 50%, and 40% higher thar
normal subjects, respectively. This is accompanied by an incraase in sedation but
nat by differences in respiratory rate, pupillary constriction, or sewsral other measures
ot drug effect. Thers was an increasa i t1/2 of elimination for oxycedons of anty 1 hour
(see PRECAUTIONS). )

Hepatie Impairment
Data from 2 study involving 24 patients with mitd to moderate hepatic dysfunc tion
show peak plasma oxy and 50% and 20%

higher, respectivety, than notmal sub]ects AUC values are 95% and 65% higher,

peak plasma and AUC values arg lower
by 30% and 40%, These differsnces are accompanied by increases in some, but
not other, drug effects. The t1/2 elimination for oxycodone increased by 2.3 hours
{sea PRECAUTIONS).

Dnlu Drun Iullmllnn: (saa PRECAUTIDNS)

of abserptlon (AUC) (sse Table 1 below). Given the short hali-life of of

lized in part by cy P450 2D6 1o which




rapresents less than 15% of the total agministered dose. This route of eli
may be blocked by a vadety of drugs {e.g., certain cardiovascular drugs inctuding
amiodarene and quinidine as well as polycyclic anti-depressants). However, in a

with respiratory
prostatic hypem'cuny O urathral stricture; severe 'mpamnenl of h!pﬂ!lc pumonary
or renal fanction; and texic psychosis.

study involving 10 subjects using quinic:ne, a known inniditor of
the effects of oxy were

INDICATIONS AND USAGE
Oxycudnne hydrochloride extended-retease tablets are an extended- release oral
of Iy mﬂwated forme

to savera pain when a i
extended period of time.
Oxycodone hydrochloride extended-release tablets are NOT intended for use as a
pre analpesic.

Physicians shouid individualize treatment in every case, initiating therapy at the

appropriate point along a prograssion fram non-opisid analgesics, such as non-
steroidal anti y drugs and 15 0picids in a plan of pain

is needaa for an

The I ion of may obscure the diagnosis or clinical Course in
patients with acute abdominal conditions. O» may &g
in panents with convulsive disorders, and all opicids may mduce or aggravate
seizures in soma clinical settings.

Interactions with other CNS Depressants

Oxycodene hydrochloride extendec-release tablets should be used with caution

and started In a reduced dosage (1/3 to 12 of the usual dosage} in patients who

are con:urrurmy receiving other cantral nervous system depressants Inciuding
h ics, general othier

and aloonnl Interactive effects resulting in

profound sedation, or coma may result if these drugs aru nm in cumblnauon with

the usual doses of oxycodone hydroghloride extended-relsase bists.

manapement such as outlingd by the World Haaith Organization, the Agency for whh Mixed A Oploid

Health Research and Quality {formarly known as the Agency for Health Care Pelicy Qoni i ics (1.8, i and
and Research), the Federation of State Medical Boards Model Guidelines, or the prengrphine) should be ed with caution 10 a patisnt who has recelved
American Pain Society, or i$ raceiving a course of therapy with a pure opioid agonist analgesic such as

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
me pain is mild, or not expeclad to persist for an extendsd period of tme.

lease tablets are only indicated for post-
operauve use If the patient is atready recelving the drug prior to surgery of if the
post-operative pain is expectad to be moderate to severe and persist for an extend-
ed period of time. Physicians should individualizs treatment, moving from pmmeral

oxycedong. tn this situation, mixed agonistantagonist analgasics may reduca the
anaigesic effect of oxycodong and/or may precipitate withdrawa! symptoms in
these patiants.
y Surgery ani Post:
Oxycodone iydrochloride mrdld-nhm mm ane not indicated for pu-ompwe
[] 1or the of p

1o cral analgesics as appropniate. {See American Pain Socity
C(INTMINDIGATIDNS

xtended-release fablets are i in patients.
w-m known nypelsansmvily 10 oxycodons, of in any situation where opioids are
contraindicated. This includes patients with

elease inhleis are not Indicaied for pain in
1be Immediate post-oparative pesiod (the first 12 to 24 kours following surgery)
for patiexis not previously taking the drug, becauas Its safety in 1his saiting has
Aot bagn established.

{in
upmonitored settings or the absence of resuscitative aqulpmam), and patients with

s tablets are nol indicated for pain In
the posi-operative period it the pain is mild or not expscied to persist for an

acute or severe hronchial asthma or hypercarbia. Y

extendsd-release tabists are contraindicated in any patisnt who has or Is suspacted
of having paraiytic ifeus.

WARNINGS

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE TO BE
SWALLOWED WHOLE, AND ARE NOT TO BE BROKEN, CHEWED OA CRUSHED.
TAXING BROKEN, CHEWED OR CRUSHED OXYCODONE HYDRDCHLORIDE
ENTENDED-RELEASE TABLETS COULD LEAD YD THE RAPID RELEASE AND
ABSORPTION OF A POTENTIALLY FATAL DOSE OF OXYCODOMNE.

Qxycudone Hydrockioride Extended-Reieass 80 mg Taslets ARE FOR USE IN
OPICID-TOLERANT PATIENTS OMLY. This tabiet strength may cause taial res piratory
depression when administerad o pailents noi previousiy expased to opicids.
Qxysodone Hydrochloride Extended-Releazs 8 mg Tablats are for use oaly in
opicid toleranl patients faily deyages of 168 my
or mors. Care should be iakan In the prescriding of this takisl sirength.
Patisnts shouid be insirucied aguinst use by indiiduzly other than the patient
for wham it was prescrited, as such inapproprials use may have severs medical
consequences, including death.

Misuse, Abuzge a¢d Divers/on of Dpioids

Oxycodone is an opiokd agonist of the morphing-type. Such drugs are sought by drug
abusers and people with agdiction disorders and are subject to criminal diversion.

Oxycodone can be abused in a mannes Similar to other opioid agonists, lﬂ(w or Il}l:lt

pariod of time.

loase Lablate are only int)cated lor post-
umhn uss it the naliont is |Irnly recalving M drug grier 1o Jurgery or if the
is W sevare and pmm for :n

pain
monul paricd of lime. P :mmll
iro fo orsl ] (800

Pain Soclm
willFlnuL

Patients who are already receiving oxycodone hydrochloride extended-reteass
tablets as part of ongoing anaigesic therapy may be safely continugd or the drug
if appropriate dosage ad|ustments are made considering the procedure, other
drugs glven, and the temporary changes in physiology caused by the surgical
intervention (see DOSAGE AND ADMINISTRATION).

Oxycodone hydrochloride extended-release tablets and other morphine-fike opi-
oids have been shown to decreasa bowel motikty. lleus is a comman post-operative
complication, espacially aftar intra-abdominal surgery with opicid anaigasiz. Caution
should be taken to monitar for decreased bowel motility in post-operative patiants
feceiving opioids. Standard supportive therapy should be implamented.

Use in Pancrealic/Billary Tract Disease

Oxytodons may cause spasm of the sphinctar of Oddi and shoutd be used with
caution In patients with bmary tract disease, including acute pangreatitis. Opioids
like oxycodone may cause increases in the serum amylase level.

and Physical Depandence

This should be considered when prescribing or
extanded-release tablets in situations where the physician or pharmacist & ls concerned
about an increased fisk of misuse, abuss, or diversion.
i/ ide extended-rek tablets have besn reported as being
abused by crushing, chawing, snorting, or injecting the dissolved product, Thass
practices will result in the uncontrolled detivery of the opioid and pose a significant
risk to fhe abuser that could resuit in pverdpse and death {see WARMNINGS and
DRUG ABUSE AND ADDICTION).
Gancerns about abuse, addiction, and diversion should not prevent the proper
of pain. The of addiction to opioid analgesics in properly
managed patients with pain has been reported to be rare. Howewer, data are not
available 1o establish the true incidence of addiction in chronic paip patients.
Healthcare professionals shoutd contact their State Professional Licensing Board,
or State Controlied Substances Autherity for information on how to prevent and
datect abusa or diversion of this product.
inleractionz with Alcohol and Grugs of Abuse
Qxycodone may be expacted to have additive effacts when used in conjunction with
alcol [ gpioids, or fllicit drugs that ral ngrvous Systam degression,
DRUG ABUSE AND ADDICTION

I tablets are 2 mu-luanl:t oplold with

an abuse fiability simitar to and ars 2 8
Oxycoduns, like merphine and other opioids used in analelm. can ba abused
and i3 subject 1o criminal diversion.
Drug addiction is characterized by use, use for dical purposes,
and continued use despite harm or risk of harm. Orug addiction is a treatzdle
disease, utilizing 2 multi-disciplingry approach, but relapse is cammon.
“Drug seeking” behavior Is very commen in addicts and drug abusers. Drug-sesking
taclics Include emergency calls or visits near the end of office hours, refusal to
undergo appropriats examination, testing o referra!, rapeatad “Ioss” of prescriptions,

wi and r 1o provide prior medical records or
contact mfurrnahon for other treating physician(s). “Doctor shopping™ 1o cbtain
additional prescriptions is common among drug ahusers and people sutfering trom
untreated addiction.

Abuse and addiction are separate and distinct from physical and

Tolerance is the need for incraasing doses of opioids to maintain a defined effect
such as analgesia (in the ahsence b?" disease progression g'r';ther external faclors).

dependanca is mani t ok
ofadrug or upon ion of an ist Physical and tolerance
are not unusual during chrenic opioid therapy.
The ogicid absti or iy by some or all of

the following: restlessness, Iapnma‘aon rhingrrhga, yawning, perspiration, chills,
myaigia, and mydriasis. Other symptams also may develop, Including: rritability,
anxigty, backache, joint pain, cramps, Insomnia, nausea,
anaréxia, vomiting, diarthea, or increased blood pressure, respiratory rate, or heart
rate.

in general, opigids should not be abruptly discontinued (sse DOSAGE AND
ADMINISTRATION: Cessalion of Tharapy).

Information lor Patients/Caregivers (see PATIENT INFORMATION af the end of the

package insert)

1 clinicalty advisabie, patients receiving oxy ice extandad-rek

tablets or thair caregivers should be given the lollawinu information by the physician,

nurse, pharmaclst, er caregiver:

1. Faﬂem.s should bs awars that oxycodone hydmchlonda extended-reieasa
Lablets contain whichis 2

2. Patients shoukd be advised that
tablats were designed to work properiy only if swailowed whole. Oxycodene
hydroghloride extandad-reizase tabiets will ralease ali their contents at once if
broken, chewed or crushed, resulting in a risk of fatal overcase.

3. Patients should be advised to report spisodes of breakthrough pain and
adwverse axperiences occurring during therapy. (ndividualization of dosage is
essentiai to make optimal use of this madication.

4, Patients should be advised not 1o adjust the dose of oxycodone hydrochioride
extenced-relpase tablets without the pi g P!

5. Patients should be advised that oxycodone hydrochloride extended-release
tablets may impair mantal ang/or physical ability required for the performance
of potentially hazardous tasks (2.9., driving, oparating heavy machinery).

6. Patients should not combine oxycodons hydrochloride extended-releass
tablets with akcohol or other central nervous system depressants (sleep aids,

wandad-ral

folerance. Physicians should be aware that adgiction may not be accompanied by

goncurrent tolerance and sympioms of physical dependence in all addicts. In addition,

abuse of apioids can occuy in the absence of trug addiction and is charasterized by

misuse for non-medical purposes, often in ination with other

substances. Oxycodone hydrochloride extended-release tablets, like other opicids,

have been diveried for non-medgical use. Careful 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 starage are appropriate measures that halp

to limit abuse of opicid drugs.

l 1ablets are intended lor oral use
only. Abuse of he crushed tablet poses a bazand o gverdose and death. This

's) excapt by the orders of the prescribing physician, bacause
dangerous additive affects may ocour, resulting in serigus injury or death.

7. Women of childbearing potential who become, of are pianning 1o 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.

Patients should be advised that oxycodone hydrochloride extended-release

tablets are a potemial drug of abuse. They should protect it from theft, and it

should never bié given © anyons ather than the indiidual for whom itwas prescribed.

9. Patients should be advised that if they have been recaiviag treatment with
oxytadone hydrochioride extsnded-reloase tablets for more than a few weeks
and cessation of therapy is indisated, it may be appropriate to taper the
oxycodone hydrachioride extended-release tablets dose, rather than abruptly
discontinue it, due to the rigk of precipitating withdrawal symptoms. Thair

L

rigk ig ingrgased with concurrent abuse of aleohol and ofher With
parenleral abuze, ihe 13bjet axcipianis can be expecied to resuli in local lissue
necrosis, inlection, and rigk of lnlowlllls
and vaivular haant injury, P drun abuss Iz

ician can provide a dose schedule 10 agradual di
of tha medication.
§0. Patients should be instrunted fn kasn nvomasans biemebie=id




— an abuse liabilily sirilar to momhin “and avé a Schadute B couirailed Tubstance.
Oxycodans, |Ike marphine and other oplolds used In analgesia, can e abvsed
and is subject lo criminal diversion.

Drug addiction i cnaracterized by compulsive use, use for non-medical purposes,
and continued use despite harm or risk of harm. Drug addiction is a treatetle
disease, utilizing a mult-gisciplinary approagh, but relapse is common.

“Drug seeking” benavior is very common in addicts and drug abusers. Drug-seeking
tactics include emergenty cals or visits near the and of office hours, retusai to
undergo appropriate xamination, testing or referral, repeated “loss™ of prescriptions,
ing with o iptions and to provide prior medical racards or
contact information for other wreating physician(s). *Dector shopping” to obtain
add tional prescriptions is commen among drug abusers and psopi suffering from
untraated addiction.
Abuse ang addiction are separate and distinct from physical dependence and
wolerance. Physicians should be aware that addiction may not be accampanied by
1 tigrange and symp of physical dep in at addicts. in addition.
abuse of opinids can occur in the bsence of trug addiction and is characterized by
| it ination wit j

2. Patients should be advised that oxycodone hydrochlorige extended-ralease
tablets ware designed 10 work property onty if swallowed whole. Oxycodone
hydrachloride extended-release tablets will release all their contents at once if
brokan, chewed or crushed, resulting in a risk of fatal overdose,

1. Patients should be advised to report apisodes of breakthraugh pain and
adverse experiences occurring during therapy. Individualization of dosage is
essential to make optimal usa of this medication.

4 Patients should be advised not Yo adjust the dose of oxycodone hydrochiorige
extended-release taplets without Iting the prescriding p i

5. Patients shouid be advised that oxycodone hydrochloride extenced-release
tahlets may impalr mental and/or physical ability required for the performance
of potantially hazartous tasks {¢.9., driving, operating heavy machinery).

6. Patients should not combine Oxycodons hydrochloride extended-release
tablets with alconal or other central nervous systam depressants {sleep aids,
tranquilizers) except by the orders of the prescribing physician, because
dangerous additive effects may accur, resulting in serigus injury or death.

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

misuse for dical purp often in other

substances. Oxycodone hydrochloride extended-release tablets, like other opioids,
have been divérted for non-medical use. Gareful record-kesping of presciibing
information, including quantity, frequency, and renewal requests is strongly
advised,

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation
i i [ th

of therapy, and proper disp and storage are approp at help
* to limit abuse of opioid drugs.
: d Id ded-releasa 1atlels are intended for oral yse

only. Abuze of the crushed Iablet poses 3 hazand af overdesa and death. This
Hsk ts Increased with concurrent skuse of alcohol and othar substances. With
parenleral abuse, the tabiet excipients can be sxpectad o resuli In Tocal tissue
necrosis, |ntaclion, p ¥ g and d righ of andocardiils
and valvular hear! Injury. Parenteral dug abuse is commonly zssocialed wilk
transmissian of infectious diseases such as nepalliis ang HIV.

flgxpiratory Deprassion -
Respiratory depression is the chigf hazard trom oxycodone, the active ingrediant in
oxycogone hydrochloride extendad-release tablets, as with all opioid agonists.
Respiratory dapression is a particular problem in eiderty or debliitated patients,
usually following large initia) doses in nar-tolerant patients, or when opioids are
given in conjunction with other agants that depress respiration.

Oxycodane should be used with gxtreme cawion in patients with significant cthronic
obstructive pulmonary disease or €oT pulmonas, and in patients having a Iy

’

g and other drug use during prégnancy on themselves and their
unborn child. )
§. Patients should be advised that oxycodane hydrochloride extended-release
tablets are a potential drug of abuse. Thay should protect it from theft, and it
shouki never be given to anyone pther than the individual for whom it was prescribed.

9 Patients should be advised that if they have been receiving treatment with
oxycodone hydrochloride aended-relsase tablets for more than a few weeks
ang cessation of therapy is indicated, it may be appropriate to taper the
oxycodone hydrochloride axtended-release tablets gose, rather than abruptly
discontinue i, due to the risk of precipitating withdrawal Symptoms. Their

piysician can provide a dese schsduié to lish a gradual
of the medication.
10. Patients should be d 1o kesp de extended-

relgasa tablats in 2 secure place out of the reach of nhilaun. When pxycodone
hydrochioride extended-release tablets are ¢ langer needed, the unused
1ablets should be destroyed by flushing down the totet.

Usa in Duag and Akokol Addletian
heveod i d

Y ¥ d-release tablets ars an opioid with no
approved uss in the of addictive di . Their praper usage in
individuals with orug or alcahol depandance, either active of in remission, is for the
management of pain requiring opioid analgesia.

decreased raspiratory reserve, hypoxia. ‘hyparcapnia, of pre-existing respiratory
depression. In such patients, even usual therapeutic doses of oxycodone may
decrease respiratory drive to the point of apnea. tn these patients aitemative non-¢ploid
analgesics should be considered, and opioids should be employed anty under carstul
megical suparvision at the lowast effectlve doss.

(T3]
The respiratory depressant atfects of opioids in¢iude carbon dioxide retention and
secondary elevation of cerzbrospinal fiuid oressure, and may be markedly exaggerated
in the presence of hedd injury, intragranial jesions. of other sources of pre-existing
* increased intracranial pressure. Oxycodone produces effects on pupillary
response and comsciousness which may pbscure neuralagic signs of furthel
ingreases in Intractanial pressure in patients with head injuries. .

Hypotensiva Etiect

Qxycodone hydrechioride axtended-release wblets may tause severe hypotension.
There is an added risk o individuals whose abiiity 10 maintain bleod pressure has
been compramised Dy a depleted blood volume, or after concurrent administration
with drugs such as phenothiazines or other agents which compromise vasomator
tong. Oxycodone may produce orthostatic hypotansien in ambulatory patients.
Owycodane, like all opioid analgesics of the morp type, sboutd ba administersd

Drug-Druj Intsractions

Opioid ics, including done hydrachioride exiended-reiease tablets,
may enhance the neuramuscular Dlocking action of skelatal muscle relaxants and
producs an degrea of respi y dept

Qwycodong is metabolized in part 0 oxymorphone via cytochrome PA50 208,
While this pathway may be dlocked by a variaty of Orugs (e.g., cerain cardiovascular
drugs inciuding ami and quiniding as well as poty fi idep! )
such bloclade has not yat been shown fo be of clinical significance with this apent.
Clinicians shouid be aware of this possibk interaction, nowever,

Use with CNS Depressants
Oxycodone hydrochhoride extended-release tablets, iike ail opioid analgesics,
should be started at 1/3 1o 1/2 of the usual dosage In patients who are concurrantly
receiving other central nervous system depressants including sedatives or hypnotics,
genaral anesthetics, phenothiazines, centaily acting ant-emetics, tranguilizers,
and aicoho! hecause respiratory depress ion, and profound sedation
of coma may result, NO Spacific | between oxycod d i
oxidase inhibitors has besn observed, but caution 0 the use of any opioid in
patients taking this class of drugs is appropriate.

) p t of Fadtillty
Swydies of oxycodons to evaluate its carcinogenic poranuial have not baen conducted.

with caution to patients in circulatory shock, sinGe dilation produced by the
may further raguce cardiac output ang blood pressure.

PRECAUTIONS )

Genaral

Opioid ics have a narrow tic index in certain patient populations,

espaciaily when combined with CNS depressant drugs, and should be reserved for
cases where the benefits of opioid analgesia outweigh the knewn risks of raspiratory
depression, altered mental state, and postural hypotension.

Use of oxycodone hydrochioride exte deg-rel tablats is iated with
increased potential risks and should L& used only with cautien in the

Oiycodong was not ic In the following assays: Ames Saimonelia and E. coli
1es1 with and without metabolic activation at doses of up to 5000 meg, chromosomal
abarration test in human lymphocytes in the absence of metabolic activation at
doses of up to 1500 meg/mL and with activation 4B hours afier exposure at dases
of up to 5000 meg/mL, and in the in vivo bone marrow micronucleus test in mice
(at plasma levels of up to 48 meg/mb). Oxycodens was clastoganic in the human
lymphocyls chromosomal assay In the presence of metabolt activation in the
human chromosomal aberration test (at greater than or equal o 1250 meg/mi) at
24 byt not 48 hours of axposure and in the mouse lymphoma assay at doses of
50 mog/mb or greater v{ith metabolic actvation and at 400 meg/mL or oreatar

* conditions: acute alcohalism: adrenocortical insufficiency (8.0.. Addison's
diseass), CNS depression of <oma; delirium tremans; debilitaied patients,

without
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Pregnancy
Teratggenic Effects—Category B: Reproduction studies have been performed in rats

The pure opioid antagonists such as naloxene or nalmefene are specific antidotes
against respiratory depression from opioid overtiose. Opid antagenists should

and rabbits by oral administration at doses up ta 8 mgsg and 125 mgko,
These doses are 3 and 46 times a human dose of 160 mp/day, based on mg/kg
basis. The results did ot reveal evidance of harm to the fetus dug to oxycodone.
There are, however, no adequate and well-centralled studies in pregnant women.
Because animal reproguction studies are not always predictive of human response,
this drug should be used during pregnancy only if clearly needed.

Labor nmi I:Inllvurv
ks tended-rel

notte in the absence of clinically significant respiratory or circulatory
depression secondary to oxycodene overdose. In patients who are physically
dependent on any opicid agonist including oxycodone fhydrochloride extended-
release tablets, an abrupt or complete reversal of opioid effects may precipitate an
acute abstinence syndrome. The saverity of the withdrawal syndrome produced will
depend on the degree of physical aependence and the dose of the antagonist
administered. Please see the prescribing information for the spesific opioid
ist for details of their proper use.

y hydr i 10 ease lablets are not r for use
in women during and immediately prior to labor and delivery because oral opioids
may cause respiratory depression in the newborn. Neonates whose mothers have
been taking oxycadone chromically may exhibit respiratory depression and/for
withdrawal symptoms, either at birth and/or in the nursery.

Mursing Molhers

Low congentrations of oxycodone have been detected in breast mitk. Withdrawal
symptems can occur in breast-teeding infants when maternal administration of an
opioid analgesic is stopped. Ordinarily, nursing should not be undertaken while a
pafient is receiving oxycodone hygrachioride extended-release tablets because ot
the possibility of sedation and/or respiratory depression in the infant.

Pedialric Use

Safety and of ide extended-release tabiets
have not been established in pematnc panants below the age of 18. it must be
L tablats cannot be

that
crushed or divided for adminisiration.

Gariatric Use

tn gontrolled pharmacokinetic studies in elderly subjects (greater than 65 years)
the clearante ot oxycodone appearad 1o be slighty reduced. Compared to young
adults, the plasma concentrations of done were d appr

15% (see PHARMAG OKINETIGS AND METABOLISM). Of the total number of subjects
(445 in ¢linical 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 aporopriate initiation of therapy and
dose titration, no untoward or unexpected side effects were seen in the elderly
patients who received oxy ide extended-release tablets. Thus.
the usual doses and dosing mlervals are appropriate for these patients. As with all
opiaids, the starting dose should be reduced to 1/3 to 1/2 of the usual dosage in
debilitzted, non-tolerant patients. Respiratory depression is the chief hazard in elderty
ar debilitated patients, usuatly fotiowing large initiat doses in non-tolerant patients,
ar when opioids are given in conjunction with other agents that depress respiration.

Labnratory Monloring

Due ta the broad range of plasma concentratians seen in clinical populations, the
varying degrees of pain, and the development of tolerance, plasma oxycedone
measurements are usually not helpful in clinical management. Plasma concentratons
of the active drug substance may be of value in selected, unusual or complex cases.

Hegpatic Impairment
A study of oxycodane hydrochioride extended-release tablets in patients with
hepatic impairment indicates greater plasma concentrations than those with normal
tunction. The initiation of therapy at 1/3 to 1/2 the usual doses and careful dose
titration is warranted.

Renal Impairmeni

DOSAGE AND ADMINISTRATION

General Principles

0XYCODONE HYDROCHLORIDE EXTENDED-RELEASE TABLETS ARE AN OPICID
AGONIST AND A SCHEDULE 1| CONTROLLED SUBSTANCE WITH AN ABUSE
LIABILITY SIMILAR TO MORPHINE.

OXYCODONE, LIKE MORP HINE AND OTHER OPIOIDS USED IN ANALGESIA, CAN BE
ABUSED AND IS SUBJECT T CRIMINAL DIVERSION.

OXYCODONE HYDROCHLORIDE EXTENDED-RELEASE 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 THE RAPID RELEASE AND ABSORPTION
OF A POTENTIALLY FATAL DOSE OF OXYCODOKE.

In treating pain itis vital 1 assess the patient regularty and systematically. Therapy
should aiso be regutarly reviewed and adjusted based wpon the patignts own
reports of pain and side effects and the health professional’s clinlcal judgment.

Oxycodone hydrochloride extended-release tablets are indicated for the management of
moderate to severe pain requiring treatmens with a strong opioid for continuous,
around-the-clock analgesia for an extanded period of time. The extended-release
nature of the formulation allows the oxycndane hydrochloride extended-release tablets
to be etfectively administered avery 12 hours {see CLINICAL PHARMACOLDGY,
PHARMAGDKINETICS 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, tailered to their pain pattern. [tis usually appropriate to treat a patient
with oniy one opioid for around-the-clock therapy.
Physicians should individualize freatment using a progressive pian of pain management
such as outlined by the World Health Grganization, the Ameriean Pain Society and
the Federation of State Medical Boards Model Guidelings. Health cara professionals
should folfow appropriate pain maragement pringiples of careful assessment and
ongoing monitering [See BGXED WARNINGS].
Initialion of Tharapy
It is critical 1o initiats the dosing regimen for each patient individuaily, taking into
account the patient's prior oploid and non-opicid analgesic treatment. Attention
should be given to:
the general condition and medical status of the patient;
the daily dose, potency and kind of the anaigesic(s) the patient has been taking;
the reliability of the conversion estimate used to cakulate the dose of oxycodone;
the patient’s opioid exposure and opigid tolerance {if any);
special safety issues with ] id,
extendad-release tablets doses at or exceeding 160 mg gt2h (sae Sptnlll
for Extenden-Release Tablats, 80 mg); and

G e

In patients with renal impairment, as eévidenced by decreased
(<60 mL/min), the concentrations of oxycodane in the plasma are approximataly
50% higher than in subjects with normal renal function. Dose initiation should follow
2 conservative approach. Dosages should be adjusted according to the clinical situation.

Gender Diffarances

In pharmacokinetic studies, epioid-naive females demonstrate up to 25% higher
average plasma concentrations and graater frequency 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 chranic usage at
individualized dosages, and ther¢ was no malefemale difference detected for efficaty
or adverse events in clinica triats.

ADVERSE REACTIONS

The satety of oxycodane hydrochloride extended-release tablets was evaluated in
double-blind clinical trials invoiving 713 patients with moderate to severe pain of
various etiologies. In open-lahe) studies of cancer pain, 187 patients received oxytodong
hydrochloride extended-release tablets in total daily doses ranging from 20 mg to
640 mg per day. The average total daity dose was approximately 105 mg per day.
Serious adverse reactions which may te associated with oxycodone hydrochloride
extended-reiease tablet therapy in clinical use are thase observed with other opioid
analgesics, including respiratory depression, apnea, respiratory arrest, and (1o an

. even lesser degree) circulatory depression, hypotension, or shock (see OYERDOSAGE)

6. the balznce between pain control and adverse experiences.

Care should be taken to usa low initial doses of cxycodonz hydrochloride extendad-
relgase tablets in patients who are not already cpioid-tolerant. especially those who
are receiving concurrent treatment with myscle relaxants, sedatives, or other CNS
attive medications {see PRECAUTIONS: Drug-Brug knleraciions).

For initiation of axycodone hydrochloride extended-release tablets therapy for

patients previcusly taking opioids, the convarsion ratios from Foley, KM. [NEJM,

1985; 313:84-95], found below, are a reasonable starting peint, although not verified

in well-controlled, multipie-dose trials.

Oxyoodone hydrochlorida extended-release tablsts should be individually titrated

10 2 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 opivids by the appropriate multiplication factors o
abtain the equivalent total daily dose of oral oxycodone.

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

3. Round dowr to a dose which is appropriate for the tablet strength available
{50 my tablets).
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average plasma concentrations and greater TEQUENCY 0T PICA! GPIAU FUvEras
events than mates, gven after adjustment for body weight, The clinical relevance
of a difference of this magnitude is fow for a drug intended for chronic usage at
ingividualized dosages, and there was no maleAdernale difference detected for afficacy
or adverse avents in clinical wials.

ADVERSE REACTIONS

The safety of oxycodone hydrochloride extended-release tablets was evaluated in
fouble-bling clinical trials inwolving 713 patients with moderate to severe pain of
various etiologies. In open-label studies of cancer pain, 187 patients received oxycodone
hydrochloride 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 iatad with oxy fiydr

extended-release tahlet therapy in clinical use are those observed with other opioid
anaigesics, inciuding respiratory depression, apnea, respiratory arrest, ang (o an
aven lesser degree) circuiatory depression, hypotension, or shock (see OVERDOSAGE).

The non-seripus adverse events seen on initiation of therapy with oxycodone
ywirouhionin sxiendedrelsdse inels are iypoal Upioid side ofigtls. Tiede eveils
are dose-dependent, ang their frequency depends upon the dose, the clinical setting,
the patients Yevel of opicid tolerance, and host factors specific to the individual.
They should be expected and managed as 2 partof opiokl analgesia. The most frequent
(>8%) include: constipation, nausea, somralence, dizziness, vomiting, pruritus,
headache, dry mouth, sweating, and asthenia,
In many cases the ﬁequency of these events during Initiation cf therapy may be
by careful i of starting dosage, slow titration, and the
avoidance of large swings in the plasma cencentrations 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 p ide extended-relsase tablets with
immediate-release axynonone and placebu revealed a similar adverse event profile
between oxycotione hydrochloride extended-release tablets and immediate-release
oxycodone, The most commion agverse events (»5%}) reparted by patients at least
once during therapy were:

Tabie 3
Oycod Release  Placebo
Hydrachloride (n 225} {n=45)
Extended-Release Tablets
(%) () &)
Gonstipation 23 26 7
Nausea 23 27 1"
Somnolénce 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 F]

The fallowing adverse experiences were reported in oxysodene hydrochioride
extendsd-reléase tablets treated patients with an incidence between 1% and $%. In
desoenmng order of frequency they WErE anoreaa, Nervousness, insomnia, Taver,
diarrhea, pain, dyspepsia, rash, anxiety, euphoria, dyspnea,
postural hypotension, chills. twm:hma. qastmls agnormal dreams, thought
agnormalities, and hiceups.
The following adverse reactions occurred in less than 1% of patients invalved in
clinical trials or were reported in past marketing experience:

General: accidental injury, chest pain, facial edema, malaise, nack pain, pain
Candiovescular: migraine, synccue vasoditation, ST depression

Digestiva: disorder, increased
appetite, nausea and vomiting, stomatitis, ileus.

Hemic and Lymphatic: \ymphadanopathy

Metabo!ic and edem; , peripheral edema,
syndrome of inappropriate annmmenc normone smetnon thirst

Marvgus: abnormal gait, agitation, amnesia, ion, |
labili ia, h malaise,

selzurés speech disorder, stupor, tinnitus, tremor, vertigo, withdrawal syndromg with
or without sgizures

Respiralory: cough increased, pharyngitis. voice alteration
Skin: dry skin, exfoliative dermatitis, urticaria
Special Senses: abnormal vision, 1aste perversion

Urogenital: amenorrhea, degreased libido, dysuria, hematuria, impotence, polyuria,
urinary retention, urination impaired

O¥ERDOSAGE

Acute ge with d can be i by respiratory depression.
somnolence progressing 10 smpor or coma, skeietal muscle flaccidity, cold and
clammy skin, i pupils, Y and death.

Deaths dug to overdose have been reported with akusa 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 increased when oxycodone hydrochloride extended-release tabiets are
abused concurrently with aicohal or other CHS depressants, including other opioids.

In the treatment of axycodane overdosage, primary atigntion should be given to the

For initiaion of oxycodofe hydrachioride exiended-Telease @UTELS LIMrapy sui
patients previously taking opioids, the conversion ratios from Foley, KM. [NEJM,
1985; 313:84-95], found below, are a reasonable starting point, aithough not varified
in weli-controlled, multiple-dese trials.

0 xtended-releat

tablets should be ingividually titrated
1]:0 a doss that provides adequate analgesia and minimizes side etfects.

Using standard conversicn ratic estimates {see Table 4 below), multiply the -

mg/day of the previous opioids by the appropriate multiplication factors to
obtain the eguivalent total daily dose of oral oxycodone.

2. When converting from oxycodone, divide this 24-hour oxycodane dose in half
10 obitain the twice 2 day (q¥2h) dose of oxycodone fiydrochigride extended-
release tablets.

3. Round down fo a dose which is appropriate for the @blet strength available
(80 mg tablets).

4, Discontinue afl other around-ths-ctlock opioid drugs when oxycodone
kydrochloride extended-release tablets therapy is initiated.

5. Mo fixad conversian ratio is likely to be satistactory in all patients,
patients r¢ceiving large opicid dases. The recormended doses shown in
Table 4 are only a starting peint, and close observation and frequent titration
are indicatad until patients are stable on the new tharapy.

Table 4
Multiplication Factors for Converling the Daily Dosa ol
Prior Dploits to the Daily Dose of Oral Dxycodons™
(Mg/Day Prior Opioid x Factor = Mg/Day Oral Dxycadone)

Oral Prior Opioid

Parentsral Prior Opioid

Oxycodone 1

Codeine 0.15 —
Hydrgcodone 04 —
Hydromorphong 4 20
Levorphanal 7.5 15
Meperiding Q.1 04
Methadong 15 3
Morphine 0.5 3

“Ta be used anly for conversion 1o orl axycodone, For nahems receiving high-dose
parenteral opioids, 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, supplementa! analgesia (see below) should be made avaiiable in the
form of a suitable short-acting analgesic.

Oxycodone hydrochioride extendeuwlease tabists can be safery used concomitantly
with usual doses aof d provided care
is taken to select a proper mmal dose (see PREGMI'HONS)

from Fantanyl to Y
Reieass Tablels
Eighteen hours following the remewal of the fentany! pateh,
hydroghloride extended-reigase tablets treatment can be initiated. Although there
has been no systematic assessment of such conversion, a conservative oxycodone
dose, approximately 10 mg q12h of oxycodona hydrochioride extendad release
tablets should be initially Substituted for each 25 mog/hr fentanyl transdermal
patch. The patient should be followed clossly for early titration, as there is very
limited clinical experience with this conversioa.

Managing Expested Oploid Adverse Experlences

Most patients receiving opioids, especially those who are opioid-naive, will experience
side effects. Frequently the side etects from oxycodone hydrochioride extended-
release tablets are transient, but may require evaluation and management. Adverse
events such as constipation should be anficipated and treated aggressively and
prophylactically with a stimulant laxative and/or stoal softener. Patients do not
usualy become tolerant fo the constipating etfects of opiolds.

Other opioid-related side effects such as sedation and nausea are Usualy self-limited

and often do not parsist beyond the first few days. f nausea persists and is unacceptable

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

Individualization of Dosage

Cnce therspy i6 initiated, pain relief aitd otiver opioit effécts showid bs frequently
assessed. Patients should be titrated to adequate effect (generalty mid or no pain
with the regular use of no more than two doses of suppemental analgesia per 24
hours). Patients who experignce 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 2 days. It
is most appropnate to increase the q12h dose, not the dosing fraquency. There is
no clinical information on dosing intervals shorter than qi2h. As & guideline,
excapt for the increase from 10 mg to 20 mg ¢12h, the total daily oxycodong dose
ssually can be increased by 25% to 50% of the current dose at each increase.

It signs of excessive opioid-related adverse exnenences are observed the next dose

may be reduced. if this adj leads to i

dose of immediate-release oxycodong may De Qiven. Mernallvely non-opioid
dj may be should be made to

obtain an appropriate balance between pam rellel and opioid-related adverse

experiences.

If significant adverse events occur before the therapeutic goal of mild or no pain is

achieved, the svents shouid be treated aggrassively. Once adverse events are

under control. upward titration should ccnunue to an acceptable ievel of pain control.

During periods of ¥ initial titration,

frequent contact is il helwe‘n ioia , other of the
health-care team, the patient and the careawerflamdy
Speclal for Hydrociloride Exlended-Release Taolels, 80 mg

re-gstablishment of a patent airway and institution of assisted or controlied
Supportive measures (including oxygen and vasopressors) should be employed in

{For use In opioid-toleran patients nnlvl

the management of circulatary shock and pulmonary edema { overdase

as indicated. Cardiac ar=est or arrhythmias may require carmac massage or deﬁmilanon

20 mg Tat'els are lor use only in
dosages of 160 mg

t patients requiring dally

inid- ok
p




or more. Care should be taken in Ihe prescribing of lhis tabiei sirength. Patlgnts

should be instrucled against use by indlviduals oiher thah the palient for
whom il was prescrihed, as sueh [aappropriate use may have severs mnlir:al
consequences, Including death.

Supplemeantal Anzlgesia

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

Mainlenancs ol Therapy

The intent ot the thration period is 1o establish a patient-specific q12h dose that will
maintair adequate analgesia with acceptable side effects for as long as pain relief
i$ necessary. Should pain recur then the dose can be incrsmentally increased to
re-establish pain control. The method of therapy adjustment outlined above should
be employaed 1o re-stablish pain control.

Ouring chranic therapy, especially for non-cancer pain syndromes, the continued
need for around-the-clock opioid therapy should be reassessed periodicatly (e.q.,
every 6 10 12 moaths) as appropriate.

Cessalion of Therapy

When the patient no ionger requires therapy with oxytodone hydrochiloride extended-
release tablets, doses should be tapered gradually to prevent signs and symptoms

of in the patient.
Ci irom Exiended-Release Tablets to Parenteral
Oplois
Te 2void overdose, conservative dose conversion ratios should be followed.
SAFE‘n’ AND HANDLING

y extended-re) tablets are solid dosage forms that
comam which is a Like X is
controlier under Schedule I of the Controlled Substances Act,
O hydrochloride extendad-refease tablets have been targetad tor theft

and diversion by criminals. Healthcare professionals should contact their State
Professional Licersing Board or State Controlled Substances Authority for infor-
mation on how to prevent and detect abuse or diversion of this product.

HOW SUPPLIED

Oxyeodone Hydrachioride Extended-Release Tablets, 80 g are green, film-coated,
oval, convex tablets debossed with 93" on one side and “33” on the other side.
Toey ara available in botties of 100.

Store at controlled rogm 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).

CALTION

DEA Qrder Form Asguired.

PATIENT INFORMATION C
OXYCODONE HYDROGHLORIDE EXYENDEU-RELEASE TABLETS, 80 mg

Read this information carefuliy befors you take oxycodons hydrogkioride
extended-ra(sase 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 vour medical condition or your treatmant. Only you and
your doctor ¢an decide it oxycodone hydrochloride extended-release tablels are
right for you, Share the important information in this leatist with members of your
housshold.

What & The Mest Imporiant Information { Should Know About Oxyeedone
mecllurlda fxlqnicd-ﬂelmu Tobleis?

hllt yml 10.

* ¥ ded-ralonss tablets only for the comdition
hr whith il was prescriosd.

. "
{“x2 noaded”) use.

«  Swallow the f!bllts whois. Do not break, crush, dissolve, or chew them
before ide extended-release tablets work
property over 12 hours only wnen swallowed whole. If 8 1ablel is kroken,
cryshet, dissolved, or chewsd, the entire 12 hour dose will he absorhed
into your hady al} a1 onge. This can be dangerovs, sausing an pvardose,
and possibly death.

* Kesp lease tablaty out of the reach ol
chitdren. Accidental overdose by a child s dangerous and may result in death.

«  Prevant thet and misuse. Oxycodone hydrochloride extended-release tablets
contain a narcotic painkilier that can be a target for people who abyse presgrigtion
nadicines. " nerefore, ksep yOUr taDiets in @ secure PIACE, 10 protect them
from theft. Never give them to anyone else. Seling or giving away this medicine
is dangeroes and against the law.

What are Relsase Tablets?

Oxycodone hydrochleride extended-reiease tablats come In several strengths and

contain the medicine oxycodone {ox-a-KOE-done). This medicine is a painkiller like

morphine. Oxycodone hydrochloride extended-release @blets treat moderate 1o

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

hydrochleride extanded-raiease tablats regulaty during treatmsnt. They contain
enough madicine to last for up to twelve hours.

Who Should Noi Take Re Tablets?

Do ol lake o tablety I

*  your doclor did not prascribe oxycodone hydmch ide extended-reiease tabiets

for you.

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

your pain can be by w0nad use of other painiiliers,

You have Severe asthma of Severe Wing problemns.

you have had a severe allergic reaction to codeine, hydrocodone, dihydrocodaine,

or oxycodone (such as Tylox™, Tylenot with Codeing™, or Vicodin™™). A severe

aiferglg reaction includes a severe rash, hives, breathing problems, or dizziness.

. you had surjery less man rz lo 24 hours ago and you were not taking

lde lease tebiets just before surgery.

Your domnr ghould know about ll! your medical condilions befors deciding if

hydroehloride extend i tablets are right for you and what dose
is best. Tell your doctor about alt of your medical problems, especially the ones
listed below:

*  troublg breatting or lung problsms

*  hea injury

+  liver or kitney problems

iaase 1ableis lhe way your doctor

iablels are nat for pccasional

e e

adrenat gland problems, such as Addison's disease
convulsians or seizures
* algoholisr

Ialliininntlnnn noothas asimon el S oLl

What Should | Avold While Taking O ¢ Hy Rel

Tableis?

+ Do not drive, operate heavy machinery, or participate in any olher possibly
dannemus activilies untll you knogw how you react to this medicine.

xtended-reiease tablets can make you sleepy

. Eln not drink alcohoi while using
tablets. it may increase the chance o nuhlnn dangarous side effects,

» Do nol takg ather mldiclrles without your doclor’s approval. Othar medicines

include viamin, and

Be especially carsful about products that make you sleew
Whai are the Possibie $ide Effacts of k Rall
Tablsts?

Gail your doctor or get mecical halp right awey [}
= your breathing slows down
+  you feel faint, dizzy, confused, or have any other unusual symploms

Some of the cemmon side effects of oxycodone hydrochloride extended-ralease
tablets are navsea, vomiting, dizziness, drowsiness, constipation, itching, dry mouth,
swealing, weakness, and headache. Some of these side effects may decrease witht
continued wse.

There is a risk of abuse or addiction with narcotic painkillers. If you have abused

drugs in the past, you may have a hlﬂhl’l’ chance of developing abuse or addiction

again while using d-rel 1ablets. We do not
know how often patents with connnmnq (chmmc) pain become addicted o narcotics,
but #he risk has been reported to be smail.

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

tablets. Foracomplete list, ask your doctar or pharmagist.

General Advics About Rel biels

+ Do not use pxycodone hydrochloride extended-release tablets for conditions
for which it was not prescribed.

+ Do not give oxycodone hydrochloride extended-ralease tblets to other peopie,
even if they have the same symptoms you have. Sharing is illegal and may
¢ause severe medical problems. incluging death.

+  Store oxycodons hydrochloride extended-release tablets at controlled room
temperature, batween 20° and 25°C (68" and 77°F) (see USP).

This leaflet summarizes the most impartant information abow! oxycodone

hydrochloride extended-release tablets. If you would like more intormation, tatk

with your doctor. Also, you can ask your pharmacist or doctor for information
about oxycodone hydrochloride extendsd-release tablets that Is written for health
professionals.

*Tylox and 1ylenn| with Codeine are brand names of ORTHO-MCNEIL

PHARMAGEL

**Vigodin is a branrl name of ABBOTT LABORATORIES.

Manufactured By:
TEVA PHARMACEUTICALS USA
Sallersvili, PA 18960

Iss. 62003




Oxycadons hydrochioride extended-release tablets come in several strengths and
contain the medicing oxycodone (0x-e-KOE-done). This medicine is a painkiller like
mofphine. Oxycodone hydrochtoride extsnded-release 1anlats treat moderate to
severe pain that i¢ expected to tast for an extended period of time. Use oxycodone
hydrochloride extsnded-retease tabiets regularly during treatment.  They contain
anough medicing o fast for up 1o twelve hours.

Whe Should Mol Take y Rel Tabilgts?

Do nol laka sleaza tablets If

. ¥our toctor did not prescribe oxycodone hydrochloride extended-release tabiets

for you.

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

*  your pain car be controlied by occasional use of other painkillers.

+  you have s3vers asthma or severe hing problems.

+  you have had a savere allergic reaction to codeine, hydrocodone, diftydrocodeine,
or oxycadone (such as Tylox™, Tylanol with Codeing®, or Vicodin™*). A severe
aflergic reaction ingludes a severe rash, hives, breathing probiems, or dizziness,

»  you had surdery iess than 12 to 24 hours age and you were not taking
oxycodone hydrochloride extented-release tablets just before surgery.

Your doctor shouid know aboul all your medical conditions befre deciding if

d y ide extended-rel tablets are right for you and what dose
is best. Tall your doctor about alt of your medical problems, especially the ones
listed below:

+  tfroublg breatiing or lung preblems

«  head injury

+  liver or kidney problems

= adrenal gland problems, such as Addison’s disease

+  conwulsions or seizures

+ alcohalism

+  hallucinations or other severe mental problems

+  pastor present substarce abuse or drug addiction

If amy of these conditions apply to you, and you haven't told your doctor, then you
shbould 1eil your doctor beforg taking oxyeodane hydrochloride extended-release
tabiets.

1f you are pregrant or plan 1o become pregnant, tatk wilh your doctor, Oxycodane
hydrechloride extended-reiease tablets may not ba right for you. Tell your doctor
it you are breast lseding. Oxycodone hydrochioride extended-relsass tablets will
pass through the milk and may harm the Baby.

Tell your do¢lor about ali the medicines you 1ake, including prescripton and
non-prescription medicines, vitamins, and herbal supplaments, They may cause
serious medical problems when taken with oxycodons hydrochloride extended-release
tablets, especialy if they cause drowsiness.

How Should | Taka Oxy Rel Tablsis?

+  Follow your doctor's directions exaclly. Your doctor may change your doss
Tased on your reactions 10 the medicine. Do not change your dose unlass
your doctor tells you to change it. Do not take axycodone hydrochioride
extanded-relzase tablgts more often than prescrived.

«  Swallow the tablats whole. Do nal break, trush, dissolve, or chaw hefore
swallowing. U ihe tablets are not whols, your body wiil absort toa much
medicing at ona time. This can iead 10 sarious problams, Including aver-
dose and death.

= Hyou mias s dose, taks it as soon as possible. If itis almost fime for your next
dose, skip the missed dosa and go back to your regular desing schedule. Do
not take 2 doses at once unless your doctor tells you to.

= incase of overdoss, call your local emergency number or poison contrel center
right away.

«  Review your pain reguiarly wilh your doclor to determine if you stili need
oxycodone hydrechloride extanded-release tablets.

It you coniinue do have pala or bothersome side eHacts, catl your doslor.

Slopping xtended-reiease 1ablets. Consuft your dector
for instructions o how to stop this medicine Siowly to avokd uncomfortabis symptoms.
You shoule not stop taking gxycatong hydrochloride extended-release tablets all at
ance if you have been taking it for mare than a few days.

Atter you stop teking lorid i tablets, flush
ihe unused tablels down the oiiet, -




