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Table V. Dosing initiation and titration 
(as anhydrous theophylline). • 
A. Children (1 2-1 5 years) and adults (1 !Hro years) 
without risk factors for impaired clearance. 

Children > 45 kg 
Titration Step Children < 45 kg and adults 

1. Starting 
Dosage 

2. After 3 days, 
if tolerated, 
increase dose to: 

3. After 3 more 
days, if tolerated 
and if needed 
increase dose to: 

12-14 mg/kg/day 
up to a maximum 
of 300 mg/day 
admin. QD* 
16 mg/kg/day up to 
a maximum of 400 
mg/day admin. QD* 

20 mg/kg/day up to 
a maximum of 600 
mg/day admin. QD* 

300-400 mg/dayt 
admin. QD* 

400-600 mg/dayt 
admin. QD* 

As with all theo
phylline products, 
doses greater than 
600 mg should be 
titrated according 
to blood level 
(See Table VI) 

tlf caffeine-like adverse effects occur, then consideration 
should be given to a lower dose and titrating the dose more 
slowly (see ADVERSE REACTIONS). 

B. Patients With Risk Factors For Impaired Clearance, The 
Elderly (>60 Years), And Those In Whom It Is Not Feasible 
To Monitor Serum Theophylline Concentrations: 
In children 12-15 years of age, the theophylline dose should 
not exceed 16 mg/kg/day up to a maximum of 400 mg/day in 
the presence of r isk factors for reduced theophylline clear
ance (see WARNINGS) or if it is not feasible to monitor 
serum theophylline concentrations. 
In adolescents ;a:16 years and adults, including the elderly, 
the theophylline dose should not exceed 400 mg/day in the 
presence of risk factors for reduced theophylline clearance 
(see WARNINGS) or if it is not feasible to monitor serum 
theophylline concentrations. 
*Patients with more rapid metabolism clinically identified 
by higher than average dose requirements, should receive a 
smaller dose more frequently (every 12 hours) to prevent 
breakthrough symptoms resulting from low trough concen
trations before the next dose. 

Table VI. Dosage adjustment guided by serum 
theophylline concentration. 

Peak Serum 
Concentration 

< 9.9 mcg/mL 

10-14.9 mcg/mL 

15-19.9 mcg/mL 

20-24.9 mcg/mL 

25-30 mcg/mL 

>30 mcg/mL 

Dosage Adjustment 

If symptoms are not controlled and 
current dosage is tolerated, increase 
dose about 25%. Recheck serum 
concentration after three days for 
further dosage adjustment. 
If symptoms are controlled and 
current dosage is tolerated, 
maintain dose and recheck serum 
concentration at 6-12 month 
intervals. 'I 
If symptoms are not controlled and 
current dosage is tolerated consider 
adding additional medication(s) to 
treatment regimen. 
Consider 10% decrease in dose to 
provide greater margin of safety 
even if current dosage is tolerated. 'i 
Decrease dose by 25% even if no 
adverse effects are present. Recheck 
serum concentration after 3 days to 
guide further dosage_adjustment. 
Skip next dose and decrease 
subsequent doses at least 25'J( even 
if no adverse effects are present. 
Recheck serum concentration after 3 
days to guide further dosage 
adjustment. If symptomatic, 
consider whether overdose 
treatment is indicated (see 
recommendations for chronic 
overdosage). 
Treat overdose as indicated (see 
recommendations for chronic 
overdosage). If tbeophylline is 
subsequently resumed, decrease 
dose by at least 50'it and recheck 
serum concentration after 3 days to 
guide further dosage adjustment. 

'I Dose reduction and/or serum theophylline concentration 
measurement is indicated whenever adverse effects are pre· 
sent, physiologic abnormalities that can reduce tbeophylline 
clearance occur (e.g., sustained fever). or a drug that inter
acts with theoph yl Hne is added or discontinued (see WARN
INGS). 

PURDUE PHARMN2569 

HOW SUPPLIED 
Uniphyl® (theophylline, anhydrous) 400 mg Controlled
Release Tablets are supplied in white-opaque plastic bottles 
containing 100 tablets (NDC 0034-7004-80) or 500 tablets 
(NDC 0034-7004-70). 
Each round, white, scored 400 mg tablet bears the symbol 
PF on one side and is marked U400 on the other side . 
Uniphyl® (theophylHne, anhydrous) 600 mg Controlled
Release Tablets are supplied in white-opaque plastic bottles 
containing 100 tablets (NDC 0034-7006-80). 
Each rectangular, concave, white 600 mg scored tablet bears 
the symbol PF on one side and is marked U600 on the other 
side. 
Store at controlled room temperature 15°-30°C (59°-86°F). 
Dispense in tight, light-resistant container. 
CAUTION: Federal law prohibits dispensing without pre
scription. 
The Purdue Frederick Company 
Norwalk, CT 06850-3590 
Copyright ©1996 The Purdue Frederick Company 
U.S. Patent Numbers 4,235,870 and 4,366,310 
June 12, 1996 Rl374 

Shown in Product Identification Guide, page 333 

EDUCATIONAL MATERIAL 

Laxative Protocol Sheets (PS77) 1 page (pad of 25) 
Available to physicians, nurses and pharmacists 

Purdue Pharma L.P_ 
100 CONNECTICUT AVENUE 
NORWALK, CT 06850-3590 

DHCplus® Capsules 

MS Contin® Tablets-see listing under The Purdue Freder
ick Company, page 2556 

MSIR® Capsules-1lee listing under The Purdue Frederick 
Company, page 2559 

MSIR® Tablets-see listing under The Purdue Frederick 
Company, page 2559 

MSrn® Liquid-see listing under The Purdue Freder ick 
Company, page 2559 

OXYCONTIN® @: ~ 
(OXVCODONE HCL CONTROLLED-RELEASE) TABLETS 

Warning-May be habit forming. 
10mg 20mg 40mg 80mg• 

•so mg For use in opioid tolerant patients only. 

DESCRIPTION 
Oi,.-yContin® (oxycodone hydrochloride controlled-release) 
tablets are an opioid analgesic supplied in 10 mg, 20 mg, 40 
mg, and 80 mg tablet strengths for oral administration. The 
tablet strengths describe the amount of oxycodone per tab
let as the hydrochloride salt. The structural form ula for oxy
codone hydrochloride is as follows : 

,..r.,,,, H:,CO~ 

o· OH H•C/ 

0 

N, 
CH3 

C18H21 NO, • HC1 MW 351.83 

The chemical formula is 4, 5-epoxy-14-hydroxy-3-methoxy-
17-methylmorphinan-6-one hydrochloride. 
Oxycodone is a whitR, odorless crystalline powder derived 
from the opium alkaloid, thebaine. Oxycodone hydrochlo
ride di ssolves in water (1 g in 6 to 7 mL). It. is slightly sol
uble in alcohol (octanol water partition coefficient 0.7). The 
tablets contain the following inactive ingredients: ammonio 

Continued on next page 
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2570/PURDUE PHARMA 

OxyContin-Cont. 

methacrylate copolymer, hydroxypropyl methylcellulose, 
lactose, magnesium stearate, povidone, red iron oxide (20 
mg strength tablet only), stearyl alcohol, talc, titanium di
oxide, triacetin, yellow iron oxide (40 mg strength tablet 
only), yellow iron oxide with FD&C blue No. 2 (80 mg 
strength tablet only), and other ingredients. 
OxyContin~ 80 mg Tablets ARE FOR USE IN OPIOID TOL
ERANT PATIENTS ONLY. 

CLINICAL PHARMACOLOGY 
Central Nervous System 
Oxycodone is a pure agonist opioid whose principal thera
peutic action is analgesia. Other therapeutic effects of oxy
codone include anxiolysis, euphoria and feeli ngs of relax
ation. Like all pure opioid agonists, there is no ceiling effect 
to analgesia, such as is seen with partial agonists or non
opioid analgesics. 
The precise mechanism of the analges ic action is unknown. 
However, specific CNS opioid receptors fo r endogenous com
pounds with opioid-like activity have been identified 
throughout the brain and spinal cord and play a role in the 
analgesic effects of this drug. 
Oxycodone produces respiratory depression by direct action 
on brain stem respiratory centers. The respiratory depres
sion involves both a reduction in the responsiveness of the 
brain stem respiratory centers to increases in carbon diox
ide tension and to electrical stimulation. 
Oxycodone depresses the cough reflex by direct effect on the 
cough center in the medulla. Antitussive effects may occur 
with doses lower than those usually required for analgesia. 
Oxycodone causes miosis, even in total darkness. Pinpoint 
pupils are a sign of opioid overdose but are not pathogno
monic. Marked mydriasis rather than miosis may be seen 
due to hypoxia in overdose situations. 
Gastrointestinal Tract and Other Smooth Muscle 
Oxycodone causes a reduction in motility associated with an 
increase in smooth muscle tone in the antrum of the stom
ach and duodenum. Digestion of food in the small intestine 
is delayed and propulsive contractions are decreased. Pro
pulsive peristaltic waves in the colon are decreased, while 
tone may be increased to the point of spa m resulting in 
constipation. Other opioid-induced effects may include a re
duction in gastric, biliary and pancreatic secretions, spasm 
of sphincter of Oddi, and transient elevations in serum am
ylase. 
Cardiovascular System 
Oxycodone may produce release of histamine with or with
out associated peripheral vasodilation. Manifestations of 
histamine release and/or peripheral vasodilation may in
clude pruritus, flushing, red eyes, sweating, and/or ortho
static hypotension . 
Concentration-Efficacy Relationships (Pharmacodynam
ics) 
Studies in normal volunteers and patients reveal predict
able relationships between oxycodone dosage and plasma 
oxycodone concentrations, as well as between concentration 
and certain expected opioid effects. In normal volunteers 
these include pupillary constriction, sedation and overall 
"drug effect" and in patients, analgesia and feelings of "re
laxation." In non-tolerant patients, analgesia is not usually 
seen at a plasma oxycodone concentr ation of less than 5-10 
ng/mL. 
As with all opioids, the minimum effective plasma concen
tration for analgesia will vary widely among patients, espe
cially a mong patients who have been previously treated 
with potent agonist opioids. As a result, patients need to be 
treated with individualized titration of dosage to the desired 
effect. The minimum effective analgesic concentration of 
oxycodone for any individual patient may increase with re
peated dosing due to an increase in pain and/or the devel
opment of tolerance. 
Concentration-Adverse Experience Relationships 
OxyContin tablets are associated with typical opioid-related 
adverse experiences similar to those seen with immediate
release oxycodone and all opioids. There is a general rela
tionship between increasing oxycodone plasma concentra
tion and increasing frequency of dose-related opioid adverse 
experiences such as nausea, vomiting, CNS effects and res
piratory depression. In opioid-tolerant patients, the situa
tion is altered by the development of tolerance to opioid
related side effects, and the relationship is poorly under
stood. 
As with all opioids, the dose must be individualized (see 
DOSAGE AND ADMINISTRATION), because the effective 
analgesic dose for some patients will be too h.igh to be toler
ated by other patients. 

PHARMACOKINETICS AND METABOLISM 
The activity of OxyContin® (oxycodone hydrochloride con
trolled-release) tablets is primarily due to the parent drug 
oxycodone. OxyContin tablets are designed to provide con
trolled delivery of oxycodone over 12 hours. Oxycodone is 
well absorbed from OxyContin tablets with an oral bioavail
ability of from 60% to 87%. The relative oral bioavailability 

of OxyContin to immediate-release oral dosage fo rms is 
100%. Upon repeated dosing in normal volunteers, steady
state levels were achieved within 24-36 hours. Dose propor
tionality has been established for the 10 mg, 20 mg, 40 mg, 
and 80 mg tablet strengths for both peak plasma levels 
(Cm,.) and extent of absorption (AUC). Oxycodone is exten
sively metabolized and eliminated primarily in the urine as 
both conjugated and unconjugated metabolites. The appar
ent elimination half- li fe of oxycodone following the admin
istration of OxyContin was 4.5 hours compared to 3.2 hours 
for immediate-release oxycodone. 
Abso1ption 
About 60% to 87% of an oral dose of oxycodone reaches the 
central compartment in comparison to a parenteral dose. 
This high oral bioavailability is due to low pre-systemic 
and/or first-pass metabolism. In normal volunteers the t 1/ 2 
of absorption is 0.4 hour s for immediate-release oral 
oxycodone. In contrast, OxyContin tablets exhibit a biphasic 
absorption pattern with two apparent absorption half-times 
of 0.6 and 6.9 hours, wh.ich describes the initial release of 
oxycodone from the tablet followed by a prolonged release. 
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Dose proportionality has been established for the 10 mg, 20 
mg, 40 mg, and 80 mg tablet st rengths for both peak plasma 
concentrations (Cm.,) and extent of absorption (AUC) (see 
Table 1 below). Given the short half-life of elimination of 
oxycodone from OxyContin, steady-state plasma concentra
tions of oxycodone are achieved with.in 24-36 hours of initi
ation of dosing with OxyContin tablets. In a study compar
ing 10 mg of OxyContin every 12 hours to 5 mg of immedi
ate-release oxycodone every 6 hours the two treatments 
were found to be equivalent for AUC and Cm,,., and similar 
for Cmin (trough) concentrations. There was less fluctuation 
in plasma concentrations for the OxyContin tablets than for 
the immediate-release formulation. 
[See table 1 below] 
Food Effects 
In contrast to immediate-release formulations, food has no 
significant effect on the a bsorption of oxycodone from 
OxyContin. Oxycodone release from OxyContin tablets is 
pH independent. 
Distribution 
Following intravenous administration, the volume of distri
bution (Vss) for oxycodone was 2.6Ukg. Oxycodone binding 
to plasma protein at 37°C and a pH of 7.4 was about 45%. 
Once absorbed, oxycodone is distributed to skeletal muscle, 
liver, intestinal tract, lungs, spleen and brain. Oxycodone 
has been found in breast milk (see PRECAUTIONS). 
Metabolism 
Oxycodone hydrochlor ide is extensively metabolized to 
noroxycodone, oxymorphone, and their glucuronides. The 
major circulating metabolite is noroxycodone with an AUC 
ratio of 0.6 relative to that of o:,,.'Ycodone. Noroxycodone is 
reported to be a considerably weaker analgesic than 

Table 1 
Mean [% coefficient variation} 

oxycodone. Oxymorphone, although . 
tivity, is present in the plasma on!~ 
The correlation between oxymorphone 
opioid effects was much less than that ~ 
plasma concentrations. The analgesiaee.i~, 
other metabolites is not known at pr~~ ...... ~ 
The formation of oxymorphone, but not • 
mediated by CYP2D6 and as such its ~ ~ 
ory, be _affected by other drugs (see Dru~~ 
Excretion -·"I 
Oxycodone and its metabolites are ex~ 
the kidney. The amounts measured in the .~ 
reported as follows: free oxycodone up t.o ;:: ti.; 
oxycodone up to 50%; free oxymorphone 0%· ~ 
ymorphone s 14%; both free and conj ·~ 
have been found in the urine but not~~ 
plasma clearance was 0.8 Umin for adu!ta IIIL 'l\t-;::: 
Special Populations · 
Elderly 
Tbe plasma concentrations of oxycodone are..__ _ 
affected by age, being 15% greater in elderly•~ 
young subjects. There were no differences DI .:;::aw 
reporting between young and elderly subjec:ta, 
Gender 
Female subjects have, on average, plasma ~ 
centrations up to 25% h.igher than males oa a~ 
adjusted basis. The reason for th.is difference ii_.... 
Renal Impairment .__ 
Preliminary data from a study involving P8tienta Willl 
to severe renal dysfunction (creat inine clears..,.• 
min) show peak plasma oxycodone and ~ 1111 
centra tions 50% and 20% higher, respectively lllll'AUC Ila. 
ues for oxycodone, noroxycodone and ~ -
50% and 40% higher than normal subjecta, -.. 
This is accompanied by an increase in eedlltioa ._-, 
differences in respiratory rate, pupillary ~ 
several other measures of drug effect. There -la· It 
in t 1

/2 of elimination for oxycodone of only 1 hour(.:: 
CAUTIONS). 
Hepatic Impairment 
Preliminary data from a study involving patientnilli-'! 
to moderate hepatic dysfundion show peat -
oxycodone and noroxycodone concentrationa 50'l llli! * 
higher, respectively, than normal subjects. AUC .,... 
95% and 65% higher, respectively. Oxymorplua "* 
plasma concentrations and AUC values are lower.,_ 
and 40%. These differences are accompanied byinenast, 
some, but not other, drug effects. The t112 l!!imiulia• 
oxycodone increased by 2.3 hours (see PRECAUTKJllll.=i 
Rectal Administration 
Rectal administration of OxyContin tablets ia 1111$ -
mended. Preliminary data from a study involvinglhalt 
volunteers, show OxyContin tablets administienll PII'• 
tum resulted in an AUC 39% greater and a c_ 91 lliallr 
than tablets administered by mouth (seeJ'RECAD'll». 
Drug-Drug Interactions (see PRECAUTIONS) 
Oxycodone is metabolized in part via CYP2D6 111..,_ 
phone wh.ich represents less than 15% of the tolallllllilit 
tered dose. Th.is route of elimination can be blo!W1i'I 
variety of drugs (e.g., certain cardiovascular drop 11111 .. 
depressants). Patients receiving such drugs conaadlit 
with OxyContin do not appear ta present di1linai M 
peutic profiles than other patients. 

CLINICAL TRIALS 
OxyContin® (oxycodone hydrochloride con~ 
tablets were evaluated in studies involving 713 .... 
with either cancer or non-cancer pain. All patianll reaiMlt 
OxyContin were dosed q12h. Efficacy comparable ti~ 
forms of oral oxycodone was demonstrated in clinillll.,.. 
ies using pharmacokinetic, pharmacodynamic and.., 
outcomes. The outcome of these trials indicat.ed: (U ,.
t ive relationship between dose and plasma oxymclla• 
centration, (2) a positive relationship between ~llf' 

Regimen/Dosage Form AUC cmax T max TroughC-. 
(ngfmLI-( ng· hr/mL)t (ng/mL) (hrs) 

Single Dose 
2.7 [44.1] n.a. 10 mg OxyContin 100. 7 (26.6] 10.6 [20.1] -20 mg OxyContin 207.5 (35.9] 21.4 (36.6] 3.2 (57.9] n.a. -40 mg OxyContin 423.1 [33.3] 39.3 [34.0] 3.1 [77.4] n.a. --80 mg OxyContin* 1085.5 [32.3] 98.5 (32.1] 2.1 (52.3] n.a. ---Multiple Dose 

10 mg OxyContin 
7.2~ Tablets q 12h 103.6 [38.6] 15.1 (31.0] 3.2 [69.5] 

5 mg·immediate-
1.6 [49.7] 7.4~ release q6h 99.0 (36.2] 15.5 [28.8] 

t for single-dose AUC=AUC0_,0 ,; for multiple-dose AUC=AUC0-T 
• data obtained while volunteers received naltexone wh.ich can enhance absorption. 

Information will be superseded by supplements and subsequent editions 
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pRODUCT INFORMATION 

,,;,,i,.e concentration and analgesia, and (3) an observed 
-k to trou_gh variation in plasma concentr~tion with :;;contin lymg within the observed range established with 
fidoling of immediate-release oxycodone in clinical popu
Jllillll at the same total daily dose. 

111 
dJnical trials, OxyContin tablets w~re substituted for a 

wide variety of a nalgesics, mcludmg acetammophen 
!APAP), aspirin (ASA), other non-steroidal anti-inflamma
ta11drugs (NSAIDs), opioid combination products and sin
p-40tity opioids, primarily morphine. In cancer patients 
.-wig adequate opioid therapy at baseline, pain inten
lily 1CQres and acceptability of therapy remained un
diin,ed by transfer to OxyContin. For non-cancer pain pa
tillltl who had moderate to severe pain at baseline on pm 
opioid therapy, pain control and acceptability of therapy im
~ with the introduction of fixed-interval therapy with 
~tin. 
U• in Cancer Pain 
()lyContin was studied in three double-blind, controlled 
cfiDical trials involving 341 cancer patients and several 
~-label trials with therapy durations of over 10 months. 
Ttlo. double-blind, controlled clinical studies indicated that 
()lyContin dosed ql2h produced analgesic efficacy equiva
Imt to immediate-release oxycodone dosed qid at the same 
u,taJ daily dose. Peak and trough plasma concentrations at
tained were similar to those attained with immediate-re
p oxycodone at equivalent total daily doses. With titra
tion to analgesic effect and proper use of rescue medication, 
nearly every patient achieved adequate pain control with 
~ntin. 
ID lbe third study, a double-blind, active-controlled, cross
om trial, OxyContin dosed ql2h was shown to be equiva
lent in efficacy and safety to immediate-release oxycodone 
doled qid at the same total dai ly dose. Patients were able to 
be titrated to an acceptable analgesic effect with either 
OlyContin or immediate-release oxycodone with both treat
ments providing stable pain control within 2 days in most 
pltients. 
ID patients with cancer pain, the total daily OxyContin 
m tested ranged from 20 mg to 640 mg per day. The av
fflll' total daily dose was approximately 105 mg per day. 
Slluliu in Non-Cancer Pain 
A double-blind, placebo-controlled, fixed-dose, parallel 
group study was conducted in 133 patients with moderate to 
se,ere osteoarthritis pain, who were judged as having inad
equate pain control with prn opioids and maximal non
steroid:tl anti-inflammatory therapy. In this study, 20 mg 
Ozyeontin ql2h significantly decreased pain and improved 
quality of life, mood and sleep, relative to placebo. Both 
doee-ooncentration and concentration-effect relationships 
were noted with a minimum effective plasma oxycodone 
COl!a!ntration of approximately 5-10 ng/mL. 
In a double-blind, active-controlled, crossover study involv
~ 57 patients with low-back pain inadequately controlled 
rib pm opioids and non-opioid therapy, OxyContin admin-
181ered ql2h provided analgesia equivalent to immed iate
rolease oxycodone administered qid. Patients could be ti
trated to an acceptable analgesic effect with either 
()qeootin or immediate-release forms of oxycodone. 
Suigk-Dose Comparison with Standard Therapy 
A SJDgle-dose, double-blind, placebo-controlled, post-opera
:. study of 182 patients was conducted utilizing graded 

ofOxyContin (10, 20 and 30 mg). Twenty and 30 mg of 
Oqcontin gave equivalent peak analgesic effect compared = hro oxycodone 5 mg /acetaminophen 325 mg tablets and 
~5 mg lillmediate-release oxycodone, wh ile the 10 mg 

of Oxyeontin was intermediate between both the im
illediate-release and combination products and placebo. The 
::.or analgesic action with OxyContin occurred within 1 

m most patients following oral administration. 
~~-tin is not recommended pre-operatively (preemptive 
_.,.,a) or for the management of pain in the immediate 
IIO!t-operative period (the first 12 to 24 hours following sur
:;) because the safety or appropriateness of fixed-dose, 
~acti~g- opioids in this setting has not been established. 

r Clinical Trials 
~"Pen-label trials involving approximately 200 patients 
the cancer-related and non-cancer pain, dosed according to 
~kage msert recommendations, appropriate analgesic 

. •eness was noted without regard to age, gender, race, 
obte disease state. There were no unusual drug interactions 
~ed_m patients receiving a wide range of medications 
?o, ~ _m these populations. 
~01d-naive patients, the average total daily dose of 
~ tin was approximately 40 mg per day. There was no 

lllon of oxycodone and metabolite accumulation during 
%ii dths of therapy. For cancer pain patients the average 
!her,; aily dose was 105 mg (range 20 to 720 mg) per day. 
~ Was a s1gruficant decrease in acute opioid-related side 
"etks • except for constipation, during the first several 
illliJ ~f therapy. Development of significant tolerance to 
A ies,a was uncommon. Ilg~: of patients have been treated with OxyContin 80 
llfety lets. There were no differences in the effica cy or 

Profiles than seen with the other tablet strengths. 

INDICATIONS AND USAGE 
OxyContin® tablets are a controlled-release oral formula
tion of oxycodone hydrochloride indicated for the manage
ment of moderate to severe pain where use of an opioid an
algesic is appropriate for more than a few days. (See: CLIN
ICAL PHARMACOLOGY; CLINICAL TRIALS). 

CONTRAINDICATIONS 
OxyContin® is contraindicated in patients with known hy
persensitivity to oxycodone, or in any situation where 
opioids are contraindicated. This includes patients with sig
nificant respiratory depression (in unmonitored settings or 
the absence of resuscitative equipment), and patients with 
acute or severe bronchial asthma or hypercarbia. 
OxyContin is contraindicated in any patient who has or is 
suspected of having paralytic ileus. 

WARNINGS 
OxyContin® (oxycodone hydrochloride controlled-release) 
TABLETS ARE TO BE SWALLOWED WHOLE, AND ARE NOT 
TO BE BROKEN, CHEWED OR CRUSHED. TAKING BROKEN, 
CHEWED OR CRUSHED OxyContin TABLETS COULD LEAD 
TO THE RAPID RELEASE AND ABSORPTION OF A POTEN
TIALLY TOXIC DOSE OF OXYCODONE. 
Respiratory Depression 
Respiratory depression is the chief hazard from all opioid 
agonist preparations. Respiratory depression occurs most 
frequently in elderly or debilitated patients, usually follow
ing large initial doses in non-tolerant patients, or when 
opioids are given in conjunction with other agents that de
press respiration. 
Oxycodone should be used with extreme caution in patients 
with significant chronic obstructive pulmonary disease or 
cor pulmonale, and in patients ha,~ng a substantially de
creased respiratory reserve, hypoxia, hypercapnia, or preex
isting respiratory depression. In such patients, even usual 
therapeutic doses of oxycodone may decrease respiratory 
drive to the point of apnea. In these patients alternative 
non-opioid analgesics should be considered, and opioids 
should be employed only under careful medical supervision 
at the lowest effective dose. 
Head Injury 
The respiratory depressant effects of opioids include carbon 
dioxide retention and secondary elevation of cerebrospinal 
fluid pressure, and may be markedly exaggerated in the 
presence of head inj ury, intracranial lesions, or other 
sources of preexisting increased intracranial pressure. Oxy
codone produces effects on pupillary response and con
sciousness which may obscure neurologic signs of further in
creases in intracranial pressure in patients with head inju
ries. 
Hypotensiue Effect 
OxyContin®, like all opioid analgesics, may cause severe 
hypotension in an individual whose ability to maintain 
blood pressure has been compromised by a depleted blood 
volume, or after concurrent administration with drugs such 
as phenothiazines or other agents which compromise vaso
motor tone. OxyContin may produce orthostatic hypoten
sion in ambulatory patients. OxyContin, like all opioid an
algesics, should be administered with caution to patients in 
circulatory shock, since vasodilation produced by the drug 
may further reduce cardiac output and blood pressure. 

PRECAUTIONS 
S ecial recautions re arding Ox Cantin® 80 mg Tablets 
OxyContin® 80 mg Tablets are for use only in opioid toler
ant patients requiring daily oxycodone equivalent dosages 
of 160 mg or more. Care should be taken in the prescription 
of this tablet strength. Patients should be instructed 
against use by individuals other than the patient for whom 
it was prescribed, as such inappropriate use may have se· 
vere medical consequences. 
General 
OxyContin® (oxycodone hydrochloride controlled-release) 
tablets are intended for use in patients who require oral 
pain therapy with an opioid agonist of more than a few days 
duration. As with any opioid analgesic, it is critical to adjust 
the dosing regimen individually for each patient (see DOS
AGE AND ADMINISTRATlON). 
Selection of patients for treatment with OxyContin should 
be governed by the same principles that apply to the use of 
similar controlled-release opioid analgesics (see INDICA
TIONS AND USAGE). Opioid analgesics given on a fixed
dosage schedule have a narrow therapeutic index in certain 
patient populations, especially when combined with other 
drugs, and should be reserved for cases where the benefits 
of opioid analgesia outweigh the known risks of respiratory 
depression, altered mental state, and postural hypotension. 
Physicians should individualize treatment in every case, us
ing non-opioid analgesics, prn opioids and/or combination 
products, and chronic opioid therapy with drugs such as 
OxyContin in a progressive plan of pain management such 
as outlined by the World Health Organization, the Agency 
for Health Care Policy and Research, and the American 
Pain Society. 
Use of OxyContin is associated with increased potential 
risks and should be used only with caution in the following 
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conditions: acute alcoholism; adrenocortical insufficiency 
(e.g., Addison's disease); CNS depression or coma; delirium 
tremens; debilitated patients; kyphoscoliosis associated 
with respiratory depression; myxedema or hypothyroidism; 
prostatic hypertrophy or urethral stricture; severe impair
ment of hepatic, pulmonary or renal function ; and toxic psy
chosis. 
The administration of oxycodone, like all opioid analgesics, 
may obscure the diagnosis or clinical course in patients with 
acute abdominal conditions. Oxycodone may aggravate con
vulsions in patients with convulsive disorders, and all opio
ids may induce or aggravate seizures in some clin.ical set
tings. 
Interactions with other CNS Depressants 
OxyContin, like all opioid ana lgesics, 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 seda
tives 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 OxyContin. 
Interactions with Mixed Agonistl Antagonist Opioid Analge
sics 
AgonistJantagonist analgesics (i.e ., pentazocine, nalbu
phine, butorphanol and buprenorphine) should be adminis
tered with caution to a patient who has received or is receiv
ing a course of therapy with a pure opioid agonist analgesic 
such as oxycodone. In this situation, mixed agonistlantago
nist analgesics may reduce the analgesic effect of oxycodone 
and/or may precipitate withdrawal symptoms in these pa
tients. 
Ambulatory Surgery 
OxyContin is not recommended pre-operatively (preemptive 
a nalgesia) or for the management of pain in the immediate 
post-operative period (the first 12 to 24 hours following sur
gery) for patients not previously taking the drug, because 
its safety in this setting has not been established. 
Patients who are already receiving OxyContin tablets as 
part of ongoing analgesic therapy may be safely continued 
on the drug if appropriate dosage adjustments are made 
considering the procedure, other drugs given and the tem
porary changes in physiology caused by the surgical inter
vention (see PRECAUTIONS: Drug-Drug Interactions, and 
DOSAGE AND ADMINISTRATION). 
Post-Operative Use 
Morphine and other opioids have been shown to decrease 
bowel motility. Ileus is a common post-operative complica
tion, especially after intra -abdominal surgery with opioid 
analgesia. Caution should be taken to monitor for decreased 
bowel motility in post-operative patients receiving opioids. 
Standard supportive therapy should be implemented. 
Use in Pancreatic I Biliary Tract Disease 
Oxycodone may cause spasm of the sphincter of Oddi and 
should be used with caution in patients with biliary tract 
disease, including acute pancreatitis . Opioids like 
oxycodone may cause increases in the serum amylase level. 
Tolerance and Physical Dependence 
Tolerance is the need for increasing doses of opioids to main
tain a defined effect such as analgesia (in the absence of dis
ease progression or other external factors). Physical depen
dence is the occurrence of withdrawal symptoms after 
abrupt discontinuation of a drug or upon administration of 
an antagonist. Physical dependence and tolerance are not 
unusual during chronic opioid therapy. 
Significant tolerance should not occur in most of the pa
tients treated with the lowest doses of oxycodone. It should 
be expected, however, that a fraction of cancer patients will 
develop some degree of tolerance a nd require progressively 
higher dosages of OxyContin to maintain pain control dur
ing chronic treatment. Regardless of whether this occurs as 
a result of increased pain secondary to disease progression 
or pharmacological tolerance, dosages can usually be in
creased safely by adjusting the patient's dose to maintain an 
acceptable balance between pain relief and side effects. The 
dosage should be selected according to the patient's individ
ual analgesic response and ability to tolerate side effects. 
Tolerance to the analgesic effect of opioids is usually paral
leled by tolerance to side effects, except for constipation. 
Physical dependence results in withdrawal symptoms in pa
tients who abruptly discontinue the drug or may be precip
itated through the administration of drugs with opioid an
tagonist activity (see OVERDOSAGE ). If OxyContin is 
abruptly discontinued in a physically dependent patient, an 
abstinence syndrome may occur. This is characterized by 
some or all of the following: restlessness, lacrimation , rhi
norrhea, yawning, perspiration, chills, myalgia and mydri
asis. Other symptoms also may develop, including: irritabil
ity. anxiety, backache, joint pain , weakness, abdominal 
cramps, insomnia, nausea, anorexia, vomiting, diarrhea, or 
increased blood pressure, respiratory rate or heart rate. 
If signs and symptoms of withdrawal occur, patients should 
be treated by reinstitution of opioid therapy followed by a 

Continued on next page 
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gradual, tapered dose reduction of OxyContin combined 
with symptomatic support (see DOSAGE AND ADMINIS
TRATION: Cessation of Therapy). 
Information for Patients I Caregivers 
If clinically advisable, patients receiving OxyContin 
(oxycodone hydrochloride controlled-release) tablets or their 
caregivers should be given the following information by the 
physician, nurse, pharmacist or caregiver: 
1. Patients should be advised that OxyContin tablets were 

designed to work properly only if swallowed whole. They 
may release all their contents at once if broken, chewed 
or crushed, resulting in a risk of overdose. 

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

3. Patients should be advised not to adjust the dose of 
OxyContin without consulting the prescribing profes
sional. 

4. Patients should be advised that OxyContin may impair 
mental and/or physical ability required for the perfor
mance of potentially hazardous tasks (e.g., driving, oper
ating heavy machinery). 

5. Patients should not combine OxyContin with alcohol or 
other central nervous system depressants (sleep aids, 
tranquilizers) except by the orders of the prescribing phy
sician, because additive effects may occur. 

6. Women of childbearing potential who become, or are 
pla nning to become, pregnant should be advised to con
sult their physician regarding the effects of analgesics 
and other drug use during pregnancy on themselves and 
their unborn child. 

7. Pati~nts should be advised that OxyContin is a potential 
drug of abuse. They should protect it from theft, and it 
should never be given to anyone other than the individual 
for whom it was prescribed. 

8. Patients should be advised that they may pass empty ma
trix "ghosts" (tablets) via colostomy or in the stool, and 
that this is of no concern since the active medication has 
already been absorbed. 

9. Patients should be advised that if they have been receiv
ing treatment with OxyContin for more than a few weeks 
and cessation of therapy is indicated, it may be appropri
ate to taper the OxyContin dose, rather than abruptly 
discontinue it, due to the risk of precipitating withdrawal 
symptoms. Their physician can provide a dose schedule to 
accomplish a gradual discontinuation of the medication. 

Laboratory Monitoring 
Due to the broad range of plasma concentrations seen in 
clinical populations, the varying degrees of pain, and the de
velopment of tolerance, plasma oxycodone measurements 
are usually not helpful in clinical management. Plasma con
centrations of the active drug substance may be of value in 
selected, unusual or complex cases. 
Interactions with Alcohol and Drugs of Abuse 
Oxycodone may be expected to have additive effects when 
used in conjunction with a lcohol, other opioids or illicit 
drugs which cause central nervous system depression. 
Use in Drug and Alcohol Addiction 
OxyContin is an opioid with no approved use in the man
agement of addictive disorders. Its proper usage in individu
als with drug or alcohol dependence, ei ther active or in re
mission, is for the management of pain requiring opioid an
algesia. 
Drug-Drug Interactions 
Opioid analgesics, including OxyContin, may enhance the 
neuromuscular blocking action of skeletal muscle relaxants 
and produce an increased degree of respiratory depression . 
Oxycodone is metabolized in part to oxymorphone via 
CYP2D6. While this pathway may be blocked by a variety of 
drugs (e.g., certain cardiovascular drugs and antidepres
sants), such blockade has not yet been shown to be of clini
cal significance with this agent. Clinicians should be aware 
of this pos ible interaction, however. 
Use with CNS Depressants 
OxyContin, like all opioid analgesics, should be started at 
1/a to 1/ 2 of the usual dosage in patients who are concur
rently receiving other central nervous system depressants 
including sedatives or hypnotics, general anesthetics, phe
nothiazines, centrally acting anti-emetics, tranquilizers and 
alcohol because respiratory depression, hypotension and 
profound sedation or coma may result. No specific interac
tion between oxycodone and monoamine oxidase inhibitors 
has been observed, but caution in the use of any opioid in 
patients taking this class of drugs is appropriate. 
M utagenicity I Carcinogenicity 
Oxycodone was not mutagenic in the following assays: Ames 
Salmonella a nd E. Coli test with and without metabolic ac
tivation at doses of up to 5000 µg, chromosomal aberration 
test in human lymphocytes (in the absence of metabolic ac
tivation and with activation after 48 hours of exposure) a t 
doses of up to 1500 µg/ml, and in the in vivo bone marrow 
micronucleus assay in mice (at plasma levels of up to 

48 µg/mU. Mutagenic results occurred in the presence of 
metabolic activation in the human chromosomal aberration 
test (a t greater than or equal to 1250 µgiml) at 24 but not 48 
hours of exposure and in the mouse lymphoma assay at 
doses of 50 µg/ml or greater with metabolic activation a nd 
at 400 µg/ml or greater without metabolic activation. The 
data from these tests indicate that the genotoxic risk to hu
mans may be considered low. 
Studies of oxycodone in animals to evaluate its carcinogenic 
potential have not been conducted owing to the length of 
clinical experience with the drug substance. 
Pregnancy 
Teratogenic Effects-Category B: Reproduction studies have 
been performed in rats and rabbits by oral administration 
at doses up to 8 mg/kg (48 mg/m2

) and 125 mg/kg (1375 mg/ 
m2

), respectively. These doses are 4 aI)d 60 times a human 
dose of 120 mg/day (74 mg/m2), based on mg/kg of a 60 kg 
adult (0. 7 and 19 times this human dose based upon 
mg/m2

). The results did not reveal evidence of harm to the 
fetus due to oxycodone. There are, however, no adequate 
and well-controlled studies in pregnant women. Because an
imal reproduction studies are not always predictive of hu
man response, this drug should be used during pregnancy 
only if clearly needed. 
Nonteratogenic Effects-Neonates whose mothers have 
been taking oxycodone chronically may exhibit respiratory 
depression and/or withdrawal symptoms, either at birth 
and/or in the nursery. 
Labor and Delivery 
OxyContin is not recommended for use in women during 
and immediately prior to labor and delivery because oral 
opioids may cause respiratory depression in the newborn. 
Nursing Mothers 
Low concentr ations of oxycodone have been detected in 
breast milk. Withdrawal symptoms can occur in breast
feeding infants when maternal administration of an opioid 
analgesic is stopped. Ordinarily, nursing should not be un
dertaken while a patient is receiving OxyContin since oxy
codone may be excreted in the milk. 
Pediatric Use 
Safety and effectiveness in pediatric patients below the age 
of 18 have not been established with this dosage form of 
oxycodone . However, oxycodone has been used extensively 
in the pediatric population in other dosage forms , as have 
the excipients used in this formulation. No specific in
creased risk is expected from the use of this · form of 
oxycodone in pediatric patients old enough to safely take 
tablets if dosing is adju ted for the pat ient's weight (see 
DOSAGE AND ADMINISTRATION). It must be remem
bered that OxyContin t ablets cannot be crushed or divided 
for administration . 
Geriatric Use 
In controlled pharmacokinetic studies in elderly subjects 
(greater than 65 years) the clearance of oxycodone appeared 
to be slightly reduced. Compared to young adults, the 
plasma concentrations of oxycodone were increased approx
imately 15%. In clinical trials with appropriate initiation of 
therapy and dose titration, no untoward or unexpected side 
effects were seen based on age, and the usual doses and dos
ing intervals are appropriate for the geriatric patient. As 
with all opioids, the starting dose should be reduced to 1

/ 3 to 
1/ 2 of the usual dosage in debili tated, non-tolerant patients. 
Hepatic Impairment 
A study of OxyContin in patients with hepatic impairment 
indicates greater plasma concentrations than those with 
normal function. The initiation of therapy at 1/a to 1

/ 2 the 
usual doses and careful dose titration is warranted. 
Renal Impairment 
In patients with renal impairment, as evidenced by de
creased creatinine clearance ( < 60 milmin .), the concentra
tions of oxycodone in the plasma are approximately 50% 
higher than in subjects with normal renal function. Dose 
initiation should follow a conservative approach. Dosages 
should be adjusted according to the clinical situation. 
Gender Differences 
In pharmacokinetic studies, opioid-naive females demon
strate up to 25% h igher average plasma concentrations and 
greater 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 chronic usage at individualized dosages, and 
there was no male/female difference detected for efficacy or 
adverse events in clinical trials. 
Rectal Administration 
OxyContin® Tablets are not recommended for administra
tion per rectum. A study in normal volunteers showed a sig
nificantly greater AUC and higher Cm'"' during this route of 
administration (see PHARMACOKINETICS AND METAB
OLISM). 

ADVERSE REACTIONS 

Serious adverse reactions which may be associated with 
OxyContin® (oxycodone hydrochloride controlled-relea e) 
tablet therapy in clinical use are those observed with other 

Information will be superseded by supplements and subsequent editions 

opioid analgesics, including: respiratory depre..;_ 
respiratory arrest, and (to an even lesser de~i""."' I 
depression, hypotension or shock (see OVER!:Jost 
The non-serious adverse events seen on initiat; ). 
with OxyContin are typical opioid side effects ni! 
are dose-dependent, . and their frequency de~ da 
dose, the clinical setting, the patient's level 0; ."Pea 
ance, and host factors specific to the individua] ~ 
be expected and managed as a pa rt of opioid · ·-,. 
most frequent (>5%) include constipation, na~ 
Jenee, dizziness, vomiting, pruritus, headache~ 
sweating and asthenia. ' ~, 
In many cases the frequency of these events du,;,,.. . . 
tion of therapy may be minimized by careful indi.."1.._-;., 
tion of starting do age, slow titration, and tbe .-·~""'1tj 

large swin~s in the plasma concentrations of~ 
Many of these adverse events will cease or decrea.e . 
tensity as OxyContin therapy is continued and IIOllle Ill 
of tolerance is developed. 
In clinical trials comparing OxyContin with illlJnedia 
release oxycodone and placebo, the most COlllDIQn 

events (>5%) reported by patients (pts) at least once~ 
therapy were: 

Table 2 
OxyContin Immediate- Placebo Release 

(n=227) (n=225) (n:45) 
#Pts (%) #Pts (%) #Pta('l) 

Constipation 52 (23) 58 (26) 3 
Nausea 52 (23) 60 (27) 5 
Somnolence 52 (23) 55 (24) 2 
Dizziness 29 (13) 35 (16) 4 
Pruritus 29 (13) 28 (12) 1 
Vomiting 27 (12) 31 (14) 3 
Headache 17 (7) 19 (8) 3 
Dry Mouth 13 (6) 15 (7) 1 
Asthenia 13 (6) 16 (7) 
Sweating 12 (5) 13 (6) 1 

The following adverse experiences were .reported 
OxyContin treated patients with an incidence !Jetwem 
and 5%. In descending order of frequency they were an 
rexia, nervousness, insomnia, fever, confu..%ion, diarrhea. 
dominal pain , dyspepsia, rash, anxiety, euphoria, dYl)llll! 
postural hypotension, chills, twitching, gastritis, abnonil 
dreams, thought abnormalities, and hiccups. 
The following adverse reactions occurred in less than l'l 
patients involved in clinical trials: 
General: accidental injury, chest pain, facial edema, 
aise, neck pain, pain 
Cardiovascular: migraine, syncope, vasodilation, SI' depnl! 
sion 
Digestive: dysphagia, eructation, flatulence, gastrointed 
nal disorder, increased appetite, nausea and vomitinc, 
matitis, ileus 
Hemic and Lymphatic: lympha denopathy 
Metabolic and Nutritional: dehydration, edema, h 
mia, peripheral edema, syndrome of inappropriate anlu 
u.retic hormone secretion, thirst 
Nervous: abnormal gait, agitation, amnesia, depel'llO~ 
tion, depression, emotional !ability, hallucination, hyperki 
nesia, hypesthesia, hypotonia, malaise, paresthesia, ' 
zures, speech disorder, stupor, tinnitus, tremor, vertifi 
withdrawal syndrome with or without seizures 
Respiratory: cough increased, pharyngitis, voice al~ 
Skin: dry skin, exfoliative dermatitis, urticaria 
Special S enses: abnormal vision, taste perversion 
Urogenital: dysuria, hematuria, impotence, polyuria, 
nary retention, urination impaired 

DRUG ABUSE AND DEPENDENCE (Addiction) 
OxyContin® is a mu-agonist opioid with an abuse · 
similar to morphine and is a Schedule Il controlled 
stance. Oxycodone products are common targets fur 
drug abusers and drug addicts. Delayed absorption, Ill 
vided by OxyContin tablets, is believed to reduce the 
liability of a drug. 
Drug addiction (drug dependence, psychological 
dence) is characterized by a preoccupation with the P 
ment, hoarding, and abuse of drugs for non-medicinal~ 
poses. Drug dependence is treatable, utilizing a mulli-611: 
plinary a pproach, but relapse is common. la 
"addiction" to opioids legitimately used in the man 
of pain is very rare. "Drug seeking" behavior is vef! 
mon to addicts. Tolerance and physical dependence ID 
patients are not signs of psychological dependence. 
pation with achieving adequate pain relief can be a 
ate behavior in a patient with poor pain control. 
chronic pain patients limit their intake of opioids t.o . 
a balance between the benefits of the drug and dose-
side effects. 
Physicians should be aware that psychological de 
may not be accompanied by concurrent tolerance and 
toms of physical dependence in all addicts. In a 
abuse of opioids can occur in the absence of true ps 
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