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Actiq® 
(oral transmueosal fentanyl citzate) 
CII 

PHYSICIANS AND OTHER HEALTHCARE PROVIDERS 
MUST BECOME FAMILIAR WITH THE IMPORTANT 
WARNINGS IN THIS LABEL. 

4ctiq is lndieated only for the management of breakthrough 
~ancer pain in patients with malignancies who are already 
receivinl[ anal who are tolerant tO o_vioid therapy for their 
anderlvlng _versistent canccr _uAin. Patients considered opioíd tolerant 

~re those who are taking at least 60 mg morphine/day, 50 ~tg transdermal 
t’entanyl/l’tour, or ah equianalgesic dose of another opioid for a week or 

[onger. 

Because life-threatening hypoventilation could occur ar any dose in 
patients not takíng chroníc opiates, Actiq is contraindicated in the 
management of acute or postoperative pain. This produ�t axtt~t not be 
ased in opioid non-tolerant patients. 

4ctiq is intended to be u~ed only in the care of cancer patients and only 
by oncologists and pain specialists who are knowledgeable of and skilled 
in the use of Schedule li opioids to treat cancer p~tin. 

Patients and their caregivers must be tnstructed that Actiq �ontains 

a medicine in an amount which can be fatal to a ehild. Patients and 
their caregivers must be instructed to keep all uníts out of the reach 
~f children and to discard opened uníts properly. (See Information 
for Patients and Their Caregivers for disposal tnstructions.) 

WARNING: May be habit forming 

DESCRIPTION 
Actiq (oral tran«mucosal fentanyl eitrate) is a solid formulation of 
fentanyl citrate, a potent opioid analgesic, intended for orai transmucosal 
administration. Actiq ís formulated as a white to off-white solid drug 
matrix on a handle that is radíopaque and i~ fraeture resistant (ABS 
plastic) under normal conditions when used as directed. 
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Actiq is designed to be dissolved slowly in lhe moulh in a marmer to 
facilitate transmucosal absorption. The handle allows fite Actiq urüt to 
be remov«d from the mouth ir sígns of excessive opioid effects appear 
during administration. 

Active Ingredient: Fentanyl citrate, USP is N-(1-Phenethyl-4-piperidyI) 
propionanílide citrate (1:1). Fentanyl is a highly lipophilic compound 
(octaaol-water partition coefficient ar pH 7.4 is 816:1) that is freely 
soluble in organic solvents and sparingly soluble in water (1:40). The 
moleeular weight ofthe free base is 336.5 (the eitrate salt is 528.6). The 
pKa ofthe tertiary nitrogens are 7.3 and 8.4. "lhe compound has the 
following structural formula. 

Cl-’~C~ C~N-CHz ~H~CO0 

HOC-OOOH 
I 
Cri¿COO 

Actiq is available in six strengths equivalent to 200, 400, 600, 800, 1200, 
or 1600 ~g fentanyl base fitar is idemified by fite text on the foil pouch, 
fite shelf carton, and fite dosage unir handle. 

Inactive Ingredients: Suerose, liquid glucose, artificial raspberry flavor, 
and white dispersion G.B. dye. 

CLINICAL PHARMACOLOGY AND PHARMACOKINETICS 

Pharmaeology: 
Fentanyl, a pure opioid agonist, aets primarily fitrough iuteraction with 
opioid mu-receptors located in the brain, spinal cord and smooth muscle. 
The primary site of therapeutic action is fite central nervous system 
(CNS). The most clinically useful pharmacologic effects of the 
interaetion of fentanyl with mu-receptors are analgesia and sedation. 

Other opioid effeets may include somnolenee, hypoventilation, 
bradyeardia, postural hypotension, pruritus, dizziness, nausea, 
diaphoresis, flushing, euphoria aad confusion or difficulty in 
concentrating ar clinically relevant doses. 
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Clinieai Pharmacology 
Analgesia: 
The anaigesic effects of fentanyl are related to the blood levei of the 
drug, if proper ailowance is made for fite delay into and out offite CNS 
(a process with a 3-to-5-minute half-life). In opioid non-tolerant 
individuais, fentanyl provides effeets ranging from analgesia at blood 
levzls of 1 ’~o 2 ng/mL, ali the way to surgical anesthesia artd profouad 
respiratory dcpression ar leveis of 10-20 ng/mL. 

In general, the minimum effeetive concentration and the concentration ar 
whieh toxicity occurs rise with increasíng tolerance to any and ali 
opioids. The rate of development of tolerance varies widely amoag 
individuais. As a result, fite dose ofActiq should be individually titrated 
to achieve the desired effect (see DOSAGE AND 
ADMINISTRATION). 

Gastrointestinal (GI) Tract and Other Smooth Mus¢le: 
Opioids increase the tone and decrease contraetions ofthe smooth 
muscle of fite gastrointestinal (GI) tract. This results in ptolongation ín 
GI transit rime and may be responsible for fite constipating effeet of 
opioids. Because opioids may increase bilíary tract pressure, some 
patients with biliary coli¢ may experienee worsening of pain. 

While opioids generally increase the tone of urinary traet smooth 
muscte, the overall effect tends to vary, in some cases produ¢ing urinary 
urgency, in others, diffieulty in urination. 

Respiratory System: 
Ali opioid mu-receptor agonists, including fentanyl, produce dose 
dependent respíratory depression. Th.e risk of respiratory depression is 
less in patients receiving chronic opioid therapy who develop tolerante 
to respíratory depressior~ aad other opioid effeets. During fite titration 
phase of the clinícal trials somnolence, whieh may be a precursor to 
respiratory depression, did increase in patients who were treated with 
higher doses ofActtq. In studies of opioid non-tolerant subjects, 
respiratory rate and oxygen saturatioa typically deereases as fentanyI 
blood concentration increases. Typically, peak respiratory depressive 
effects (decrease in respiratory rate) are seen 15 to 30 minutes from the 
start of oral traasmucosal fentanyl citrate (OTFC) administration and 
may persist for sevetal hours. 

Seríous or fatal respiratory depression can occttr, even at recommended 
doses, in vtdnerable individuais. As with other potent opioids, fentaayl 
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has been associated with cases of serious and fatal respiratory depression 
in opioid non-tolerant indivíduals. 

Fentanyl depresses the eough reflex as a result of its CNS activity. 
Although noz observed with Actiq in �linieal trials, fentanyl given 
rapidly by intravenous injection in large doses may interfere with 
respiration by eausing rigidity in the museles of respiration. Therefore, 
physicians and other healtheare providers should be aware ofthis 
potentiaI cornplication. 

(See BOX WA1LNING, CONTRAINDICATIONS, WARNINGS, 
PRECAUTIONS, ADVERSE REACTIONS, and OVERDOSAGE 
for additional information on hypoventilation). 

PharmacolUnetics 
Absorption: 
The absorption pharmacokinetics of fentanyl from the oral transmucosal 
dosage forro is a combination of ah initial rapid absorption from the 
buccal mucosa and a more prolonged absorption of swallowed fentanyl 
from the GI tract, Both the blood fentanyl profile and the bioavailability 
of fentanyl will vary depending on the fraction ofthe dose that is 
absorbed through the oral mucosa and the fraetion swallowed. 

Absolu~e bioavailability, as determined by area under the eoneentration- 
rime curvo, of 151ag/kg in 12 adult males was 50% compared to 
intravenous fentanyl. 

Normally, approximately 25% of the total dose of Actiq is rapidly 
absorbed from the buccal mucosa and becomes systemically avaílable. 
The remaining 75% ofthe total dose is swallowed with the saliva and 
then is slowly absorbed from the GI tract. About 1/3 ofthis amouat 
(25% of the total dose) escapes hepatie and intestinal first-pass 
elimination and becomes systemically available. Thus, the generally 
observed 50% bioavaiIability of Actiq is divided equally between rapid 
transmucosa! and slower GI absorption. Therefore, a unir dose of Actiq, 
ir chewed aad swallowed, might result ín lower peak eoneerttzations and 
lower bioavailabilíty than when eonsumed as directed. 

Dose proportionality among four ofthe available strengths of Actlq (200, 400, 800, and 1600 
has been demonstrated in a balanced crossover design in adult subjects. Mean serum fentatxyl 
leveis following these four doses of Actiq are shown in Figure 1. The turves for eaeh doso lovel 
are similar in shape with increasíng dose leveis produeing increasing serum fentanyl leveis. 
and AUC0_.oO increased in a dose-dependent manner that is approximatoly proportional to the 
Actiq administemd. 
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Figure 1. 
Mean Serum Fcntanyl Concentration (ng/mL) 
in Adult Subjects Comparing 4 doses of Actiq 
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The pharmacokinetic parameters of the four strertgths ofActiq tested in 
the dose-proportionality study are shown in Table 1. The mean C~~ 
ranged from 0.39 - 2.51 ng/mL. Tlae median rime of maximum plasma 
coneentration (Tm~) across these four doses of Actiq varied from 20 to 

40 minutes (range of 20-480 minutes) after a standardized consumption 

time of 15 minutes. 

Table t. 
Pharmacokinetic Parameters in Adult Subjects 

Receiving 200, 400, 800, and 1600 
Units of Actiq 

Pharmacokinetic 
Parameter 

Tmax, minute 
median (range) 

2OO 

4O 
(20-120) 

400 ~g 8001~g 

25 

(20-120) 

1600 ~g 

2O 
(20-4S0)) 
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Cmax, ng/mL 
mean (%CV) 

AUC0-1440, 
ng/mL miuute 

mean (%CV) 

tl/2, minute 

meatt (%CV) 

0.39 (23) 

102 (65) 

193 (48) 

0.75 (33) 

243 (67) 

386 (115) 

1.55 (30) 

573 (64) 

2.5x (23) 

1026 (6"~) 

358 (45) 

189 

190 

191 

192 

193 

194 

195 

196 

197 
198 

199 
200 
201 

202 

2O3 

204 

205 

206 

2O7 

208 
209 

210 

211 

212 

213 

214 

215 

216 

217 
218 
219 
22O 

221 

Distribution: 
Fentanyl is highly lipophilic. Animal data showed that following 
absorption, fentanyl is rapidly dístributed to the brain, heart, lungs, 
kidneys anal spleen followed by a s|ower redistributíon to muscles anal 
fato The plasma protein binding of fentanyl is 80-85%. The maín 

binding protein is alpha-1-acid glycoprotein, bur both albumin and 
|ipoproteins contribute to some extent. The free fraetion of fentanyl 
increases with acidosis- The mean volume of distribution ar steady state 

(Vss) was 4 L/kg. 

Metabolism: 
Fentanyl is metabolized in the liver and in the intestinal mucosa to 

norfentanyl by cytochrome P450 3A4 isoform. Noffentanyl was not 

found to be phaxmacologieally active in animal studies (see 
PRECAIJTIONS: Drug Interactions for additional information). 

Elimination: 
Fentanyl is primarily (more than 90%) eliminated by biotransformation 

to N-dealkylated and hydroxylated inactive metabolites. Less than 7% 
offite dose is excreted unchanged in the urine, and only about 1% is 
excreted unchanged in the feces. The metabolites are mainly excreted ín 
fite urine, while fecal excretíon is less important. The total plasma 
clearartce of fentanyl was 0.5 L/b.r/kg (range 0.3 - 0.7 L/hx/kg). The 

terminal elimination half-life aí-ter OTFC administration is about 7 

Speciai Populations: 

Elderly patiertts have been shown to be twice as sens[tíve to fite effects 
of fentanyl when admflaistered intravenously, compared with the 
younger populatiort. While a forma[ study evaluating fite ~afety profile 
ofActiq in fite elderly population has not been performed, in the 257 
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opioid tolerant cancer patients studied varia Actiq, approximately 20% 
v«ere over age 65 years. No difference was noted in the safety profile in 
this group compared to those aged less than 65 years, though they díd 
titrate to lower doses than younger patients (see PRECAUTIONS)- 

p~ith Renal or t-Ie atic Ira airment: 
Actiq should be administered with caution to patients with liver or 

kidney dysfunction because of the importance of these organs in the 
metabolism and excretion of drugs and effects on plasma-binding 

proteins (see PRECAUTIONS). 

Although fentanyl kinetics are known to be altered in both hepatic and 
renal disease due to alteratàons in metabolíc clearanee artd plasma 
proteins, individualized doses of Actiq have been used successfully for 
breakthrough cartcer paín in patíents with hepatic and renal disorders. 
The duration of effect for the initial dose of fentartyl is determined by 

redistribution of the drug, such that diminished metabolic clearance may 
only become significant with repeated dosing or with excessively large 
single doses. For tlaese reasons, while doses titrated to clinieal effect a~e 
recommended for ali patients, special cate should be taken in patients 

with severe hepatic or renal disease. 

Gender 
Both male and female opioid-tolerant cancer patients were studied for 
the treatment of breakthrough cancer pain. No clinically relevant gender 
dífferences were noted either in dosage requirement or in observed 

adverse events. 

CLINICAL TRIALS 

Breakthrough Cancer Pain: 
Actiq was investigated in elinical trials involving 257 opioid tolerant 
adult cartcer patiertts experiencing breakthrough cancer pain. 
Breakthrough cancer pain was defined as a transient flare of moderate- 
to-severe pairt occurring in caneer patients experiencing persistent cancer 
pain otherwise controlled with maintenartce doses of opioíd medications 
including ar least 60 mg morphine/day, 50 ~tg transderrnal fentanyl!hour, 

or ah equianalgesi¢ dose of another opioid for a week or longer. 

In two dose titration studies 95 of 127 patients (75%) who were on 

stable doses of either long-acting oral opioids or transdermal fentany! for 
their persistent cancer pain titrated to a successfuI dose of Actiq to treat 
their breakthrough cancer pain within the dose range offered (200, 400, 
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opioid tolerant cancer patients studied varia Actiq, approximately 20% 
v«ere over age 65 years. No difference was noted in the safety profile in 
this group compared to those aged less than 65 years, though they díd 
titrate to lower doses than younger patients (see PRECAUTIONS)- 

p~ith Renal or t-Ie atic Ira airment: 
Actiq should be administered with caution to patients with liver or 

kidney dysfunction because of the importance of these organs in the 
metabolism and excretion of drugs and effects on plasma-binding 

proteins (see PRECAUTIONS). 
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with severe hepatic or renal disease. 
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dífferences were noted either in dosage requirement or in observed 
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to-severe pairt occurring in caneer patients experiencing persistent cancer 
pain otherwise controlled with maintenartce doses of opioíd medications 
including ar least 60 mg morphine/day, 50 ~tg transderrnal fentanyl!hour, 

or ah equianalgesi¢ dose of another opioid for a week or longer. 

In two dose titration studies 95 of 127 patients (75%) who were on 

stable doses of either long-acting oral opioids or transdermal fentany! for 
their persistent cancer pain titrated to a successfuI dose of Actiq to treat 
their breakthrough cancer pain within the dose range offered (200, 400, 
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600, 8007 1200 and 1600 ~tg). In these studies 11% ofpatients withdrew 

doe to adverse evertts and 14% withdrew due to oLher reasons. A 
"successful" dose was defined as a dose where one unir ofActiq could 

be used consistently for ar least two consecutive days to treat 
breakfitrough cancer pain without unacceptable side effects. 

The successful dose of Actiq for breakthrough cancer pain was not 
pr¢dicted from Lhe daily maintenance dose of opioid used to manage Lhe 
persistent caneer pain and is thus best determined by dose titration. 

A double blind placebo controlled crossover study was performed in 
cancer patients to evaluate the effeetíveness of Actiq for Lhe treatment of 
breakfitrough cancer paín. Of 130 patients who entered the study 92 
patients (71%) achieved a successful dose during Lhe titration phase. 

The distribution of successfal doses is shown in Table 2. 

Table 2. 
Successful Dose of Actiq 

Following lnitial Titration 

Total No (%) 

200 btg 13 (14) 

400 p.g 19 (21) 

600 ~tg 14 (15) 
800 ~g 18 (20) 

1200 ~g 13 (14) 

1600 ~g 15 (16) 

Mean ±SD 789___468 

On average, patients over 65 years of age titrated to a mean dose that 
was about 200 p.g less than fite mean dose to which younger adult 

patíents were titrated. 

Actiq produced statistically signifieantly more pain relief compa~ed with 
placebo ar 15, 30, 45 and 60 minutes following administration (see 

Figure 2). 
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persistent caneer pain and is thus best determined by dose titration. 

A double blind placebo controlled crossover study was performed in 
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1600 ~g 15 (16) 
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On average, patients over 65 years of age titrated to a mean dose that 
was about 200 p.g less than fite mean dose to which younger adult 

patíents were titrated. 

Actiq produced statistically signifieantly more pain relief compa~ed with 
placebo ar 15, 30, 45 and 60 minutes following administration (see 
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In fiais same study patients a|so rated the performance of medication to 
treat their breakthrough cancer pain using a different scale ranging from 

"poor" to "excellent." On average, placebo was rated "fair" and Actiq 
was rated "good." 

INDICATIONS AND USAGE 

(See BOX WARN1NG and CONTRAINDICATIONS) 
Actiq is indicated only for the management of breakfiarough cancer pain 

patients with malignancies wlao are a_lready receivin~ and who are. 
i~id thera for th¢ir underl3,ing persistent cance_r 

~ Patients considered opíoid tolerant are those who are taking ar 
least 60 mg morptline!day, 50 gg transdermal fentanyl/hour, or ah 
equiartalgesic dose of anotlaer opioid for a week or longer. 

Because life-threatening hypoventilation eould occur at any dose in 
patients not takirtg chronic opiates, Actiq is contraíndicated in the 
management of acute or postoperative pain. This product must no_. 

t be 

used ir~ opioid non-tolerant patients. 

Actiq is intended to be used only in the cate of cancer patients only by 
oncologists and pain specialists who are knowledgeable of and skilled in 
the use of Schedule II opioíds to treat cancer pain. 
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Actiq should be individually titrated to a dose that provides adeqtmte 
analgesia artd minimizes side effects. Ir signs of excessive opioid effects 
appear before the unir is consumed, the dosage umt should be removed 
from the patient’s mouth immediately, disposed of properly, and 
subsequent doses should be decreased (see DOSAGE AND 

ADMINISTRATiON). 

Patients and their caregivers must be instructed that Actiq ¢ontains a 

medicine in ah amount that can be fatal to a child. Patients and their 
caregivers must be instructed to keep ali urtits out ofthe reach of 
chi|dren and to discard opened units properly in a secured container. 

cONTRAINDICATIONS 

Becattse life-threatening hypoventilatíon could occur at any dose in 
patíents not taking claronic opiates, A ctiq is contraindicated ín the 

management of acure or postoperatíve paln. The risk of respiratory 
depression begins to increase with fentanyl plasma leveis of 2.0 ng/mL 

in opioid non-tolerant individuais (See Pharmacokinetics). This 
product m___ust not be used in opioid non-tolerant patients. 
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management of acute or postoperative pain. This product must no_. 

t be 

used ir~ opioid non-tolerant patients. 

Actiq is intended to be used only in the cate of cancer patients only by 
oncologists and pain specialists who are knowledgeable of and skilled in 
the use of Schedule II opioíds to treat cancer pain. 
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subsequent doses should be decreased (see DOSAGE AND 
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Patients and their caregivers must be instructed that Actiq ¢ontains a 

medicine in ah amount that can be fatal to a child. Patients and their 
caregivers must be instructed to keep ali urtits out ofthe reach of 
chi|dren and to discard opened units properly in a secured container. 

cONTRAINDICATIONS 

Becattse life-threatening hypoventilatíon could occur at any dose in 
patíents not taking claronic opiates, A ctiq is contraindicated ín the 

management of acure or postoperatíve paln. The risk of respiratory 
depression begins to increase with fentanyl plasma leveis of 2.0 ng/mL 

in opioid non-tolerant individuais (See Pharmacokinetics). This 
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Patients considered opioid tolerant are those who are taking at least 60 
mg morphine/day, 50 gg transdermal fentanyl/hour, or an equianalgesic 
dose of another opioià for a week or longer. 

Actiq is contraindicated in patier~ts with known intolerance or 
hypersensitívíty to any of its components or the drug fentanyl. 

WAR~INGS 
See BOX WARNING 

The concomitant use of other CNS depressants, including other opioids, 

sedatives or hypnotics, general anesthefics, phenothiazines, tranquilizers, 
skeletal muscle relaxants, sedating antihistamines, potent irthibitors of 
cytochrome P450 3A4 isoform (e.g., erythromycin, ketoconazole, and 
certain protease iahíbitors), and aleoholic beverages may produce 
increased depressant effects. Hypoventilatiota, hypotension, and 

profotmd sedafion may occur. 

Actiq is not recommended for use in patients who have received MAO 
intlibitors within 14 days, because severe and unpredietable potentiation 

by MAO irthibitors nas been reported with opioíd analgesics. 

Pediatric Use: The appropriate dosing and safety ofAc~iq in opioid 
tolerant children with breakthrough ca.ncer pain have r~ot been 

established below the age of 16 years. 

Patients and their caregivers must be instructed that Actiq contains 

a medicine in ah amount, which can be fatal to a child. Patients and 
their caregivers must be instructed to keep both used and unused dosage 
tmits out of the reach of chíldren- While ali units should be disposed of 

immediately after use, partially consumed units represent a special risk 
to children. In the event that a unit is not completely cot~sumed ir must 

be properly disposed as soon as possible. (See SAFETY ANIl 
HANDLING; pRECAUTIONS, and PATIENT LEAFLET for 

specific patíent instructions). 

Physicians and dispensing pharmacists rnust specifically question 
patients or caregivers about the presence of children ín the home on a 
fxfll rime or visiting basis artd counsel them regarding the dangers to 

children from inadvertent exposure. 

PRECAUTIONS 
General 
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Patients considered opioid tolerant are those who are taking at least 60 
mg morphine/day, 50 gg transdermal fentanyl/hour, or an equianalgesic 
dose of another opioià for a week or longer. 

Actiq is contraindicated in patier~ts with known intolerance or 
hypersensitívíty to any of its components or the drug fentanyl. 

WAR~INGS 
See BOX WARNING 

The concomitant use of other CNS depressants, including other opioids, 

sedatives or hypnotics, general anesthefics, phenothiazines, tranquilizers, 
skeletal muscle relaxants, sedating antihistamines, potent irthibitors of 
cytochrome P450 3A4 isoform (e.g., erythromycin, ketoconazole, and 
certain protease iahíbitors), and aleoholic beverages may produce 
increased depressant effects. Hypoventilatiota, hypotension, and 

profotmd sedafion may occur. 

Actiq is not recommended for use in patients who have received MAO 
intlibitors within 14 days, because severe and unpredietable potentiation 

by MAO irthibitors nas been reported with opioíd analgesics. 

Pediatric Use: The appropriate dosing and safety ofAc~iq in opioid 
tolerant children with breakthrough ca.ncer pain have r~ot been 

established below the age of 16 years. 

Patients and their caregivers must be instructed that Actiq contains 

a medicine in ah amount, which can be fatal to a child. Patients and 
their caregivers must be instructed to keep both used and unused dosage 
tmits out of the reach of chíldren- While ali units should be disposed of 

immediately after use, partially consumed units represent a special risk 
to children. In the event that a unit is not completely cot~sumed ir must 

be properly disposed as soon as possible. (See SAFETY ANIl 
HANDLING; pRECAUTIONS, and PATIENT LEAFLET for 

specific patíent instructions). 

Physicians and dispensing pharmacists rnust specifically question 
patients or caregivers about the presence of children ín the home on a 
fxfll rime or visiting basis artd counsel them regarding the dangers to 

children from inadvertent exposure. 

PRECAUTIONS 
General 
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The initial dose of Actiq to treat episodes of breakthrough cancer pain 
should be 200 ~.tg. Each patient shou|d be individually titrated to 

provide adequate analgesia while minimizing side effects. 

Opioid analgesics impair the mental and/or physical ability required for 

the performance of potentially dangerous tasks (e.g., driving a car or 
operaüng machinery). Patients taking Actiq should be wamed ofthese 

dangers and should be counseled accordingly. 

The use of concomitant CNS active drugs requires special patient cate 
and observation. (See WAKNINGS.) 

Hypoventilation (Respiratory Depression) 
As with ali opioids, there is a rísk of clinically significan! 
hypoventilation in patients using Actiq. Accordingly, ali patients should 
be followed for symptoms of respíratory depression. Hypoventilation 
may occur more reaàily when opioids are given irt conjtmction with 

other agents that depress respíratíon. 

Chronic Pulmonary Disease 
Because potent opioids can cause hypoventilation, Actiq should be 
titrated with caution in patients with chronic obstructive pu|mortary 
disease or pre-existing medicai conditions predisposíng them to 
hypoventílation. In such patients, even normal therapeutie doses of 
Actiq may further decrease respiratory dríve to the point of respiratory 

failure. 

Head Injuries and lucreased lntracranial Pressure 
Actiq should only be administered with extreme caution in patients who 
mar be particularly suseeptible to the intracranial effects of CO2 
retention such as those with evidente of increased intracranial pressure 

or impaired consciousness. Opioids may obscure the clinical course of a 
patient with a head injury and should be used only if clinically 

warranted. 

Cardiac Disease 
Intravenous fentanyl rnay produce bradycardiao Therefore, Actiq should 

be used with caution in paúents with bradyarrhythmias. 

Hepatic or Renal Disease 
Actiq should be administered with caution to patients with liver or 
kidney dysfimction because of the importance ofthese organs ín the 
metabolism and excretion of drugs and effects on plasma binding 
proteins (see pHARMACOKINETICS). 
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The initial dose of Actiq to treat episodes of breakthrough cancer pain 
should be 200 ~.tg. Each patient shou|d be individually titrated to 

provide adequate analgesia while minimizing side effects. 

Opioid analgesics impair the mental and/or physical ability required for 

the performance of potentially dangerous tasks (e.g., driving a car or 
operaüng machinery). Patients taking Actiq should be wamed ofthese 

dangers and should be counseled accordingly. 

The use of concomitant CNS active drugs requires special patient cate 
and observation. (See WAKNINGS.) 

Hypoventilation (Respiratory Depression) 
As with ali opioids, there is a rísk of clinically significan! 
hypoventilation in patients using Actiq. Accordingly, ali patients should 
be followed for symptoms of respíratory depression. Hypoventilation 
may occur more reaàily when opioids are given irt conjtmction with 

other agents that depress respíratíon. 

Chronic Pulmonary Disease 
Because potent opioids can cause hypoventilation, Actiq should be 
titrated with caution in patients with chronic obstructive pu|mortary 
disease or pre-existing medicai conditions predisposíng them to 
hypoventílation. In such patients, even normal therapeutie doses of 
Actiq may further decrease respiratory dríve to the point of respiratory 

failure. 

Head Injuries and lucreased lntracranial Pressure 
Actiq should only be administered with extreme caution in patients who 
mar be particularly suseeptible to the intracranial effects of CO2 
retention such as those with evidente of increased intracranial pressure 

or impaired consciousness. Opioids may obscure the clinical course of a 
patient with a head injury and should be used only if clinically 

warranted. 

Cardiac Disease 
Intravenous fentanyl rnay produce bradycardiao Therefore, Actiq should 

be used with caution in paúents with bradyarrhythmias. 

Hepatic or Renal Disease 
Actiq should be administered with caution to patients with liver or 
kidney dysfimction because of the importance ofthese organs ín the 
metabolism and excretion of drugs and effects on plasma binding 
proteins (see pHARMACOKINETICS). 
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lnformation for Patients and Their Caregivers 
Paticnts and their caregivers must be instructed that Actiq eontains 

medicine in ah amourtt that could be fatal to a child. Patíents and their 
car¢givers must be instructed to ke¢p both used and unused dosage units 
out of the reach of chíldren. Partially consumed units represent a special 
risk to children. In the event that a mar is not completely consum¢d ir 

must be properly disposed as soon as possible. (Se¢ SAFETY AND 
ttANDLING; WARNINGS, and PATIENT LEAFLET for specific 

patient instructions.) 

Patients and their caregivers should be provided with art Actiq Welcome 
Kit~ which contaíns educational materiais and safe storage containers to 

help patients store Actiq and other medicínes out of the reach of chíldren. 
Patients and their caregivers should also have ma opportunity to watch 

the patient safety video, whieh provides proper product use, storage, 
handling and disposal directions. Patients should also have ah 
opportunity to discuss the vídeo wíth their health tare providers. Heallh 

care professionals should call 1-800-xxx-xxxx to obtain a supply of 
welcome kits or videos for patient viewing. 

Disposal of used Actiq units 
Pafients must be instructed to dispose of completely used and partially 

used Actiq units. 
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473 

1) 

2) 

After consumption of the tmit is complete and the matrix is totaIly 
dissolved, throw away the handle in a trash container that is out of 

lhe reach of children. 

If any of the drug matrix remains on the handle, place lhe handle 
under hot rtmning tap water until ali of the drug matríx is dissolved, 
and then dispose ofthe handle in a place that is out ofthe reach of 

children. 
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3) Ha~dles in the child-resístant container should be disposed of (as 

described in steps 1 anal 2) at least once a day. 

Ir the patient does not entirely consume the unir and the remaining 
drug cannot be immediately dissolved under hot running water, the 
patient or caregiver must temporarily store the Actiq unit in the 
specially províded child-resistartt cotttainer out of the reach of 

children until prop¢r disposal is possible. 

483 
484 Disposal of Unopened Actiq Units When No Longer Needed 
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Ir the patient does not entirely consume the unir and the remaining 
drug cannot be immediately dissolved under hot running water, the 
patient or caregiver must temporarily store the Actiq unit in the 
specially províded child-resistartt cotttainer out of the reach of 

children until prop¢r disposal is possible. 

483 
484 Disposal of Unopened Actiq Units When No Longer Needed 
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491 
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493 
494 
495 
496 
497 

498 
~99 
500 
501 

Patients and members of their household must be advised to dispose of 

any unoperxed urtits remainirtg from a prescriptiort as soon as they are no 

longer needed. 

To dispose ofthe unused Actiq units: 

1) Remove the Actiq unir flora its pouch using scissors, and hold 
Actiq by its handle over tlae toilet bowl. 

2) Using wire-cutting pliers cut off the drug matrix end so that ir falis 

ínto the toilet. 

3) Díspose ofthe hand[e ín a place that is out ofthe reach of children. 

4) Repeat steps 1, 2, and 3 for each Actiq urtit. Flush fite toilet twice 
after 5 urtits have been cut and deposited into fite toilet. 

502 
503 
504 
505 
506 
507 
508 
509 
510 
511 
512 
513 
514 
515 
516 
51~/ 

518 
519 

Do not flush the entire Actiq tmits, Actiq handles, foil pouches, or 
cartons down fite toilet. The handle should be disposed of,,vhere 

children carmot reach ir (see SAFETY AND ttANDLING). 

Detailed instnactíons for fite proper storage, adminístration, disposal, and 
important instmctions for managing ma overdose of Actiq are provided in 
the Actiq Pafient Leaflet. Patients should be encouraged to read this 
information ín its entirety and be given ma opporttmity to have their 

questions answered. 

In fite event fitar a caregiver requires addítiortal assistance in disposing of 
excess tmusable units fitar remain in the home after a patient has expired, 

fitey should be instructed to eall the toll-free nurnber (1-800- 

XXXXXX-X) ot seek assistance from fiteir local DEA office. 

Laboratory Tests 
The effects ofActiq on laboratory tests b_ave not been evaluated. 

520 
521 
522 

Drug Interactions 

See WARNINGS. 

523 
524 
525 
526 
527 
528 

Fentanyl is metabolized in the liver and intestinal mucosa to norferttanyl 

by the cytochrome P450 3A4 isoform. Drugs that inhibit P450 3A4 
a¢tivity may increase the bioavailabilíty of swallowed fentanyi (by 
decreasíng intestinal and hepatíc first pass metabolisrn) and may 
decrease the systemic clearance of fentanyl. The expected clirtical 
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549 
550 

552 
553 

results would be increased or prolonged opioid effects. Drugs that 
induce cytochrome P450 3A4 activity may have the opposite effects. 
However, no in vitro or in vivo studíes have been performed to assess the 

impact ofthose potential interactions on the administratíon of Actiq. 
Thus patiems who begin or end therapy with potent inhibitors of 
CYP450 3A4 such as macrolide antibiofics (e.g., erythromycin), azole 

antifungal agents (e.g., ketoconazole and itraconazol¢), and protease 
inhibitors (e.g., ritanovit) while receivíng Actiq should be monitored for 
a change in opiÇíd effects and, if warranted, the dose ofActiq should be 

adjusted. 

Carcinogenesis, Mutagenesis, and Impairment of Fertility 
Because animal carcinogenicity stu¿íes have not been conducted with 
fentanyl citrate, the potential carcinogenic effect of Actiq is urcknown. 

Standard mutagenicity testing of fentanyl citrate has been conducted. 
There was no evidente of mutagenícity in the Ames SalmoneIla or 
Escherichia mutagenicity assay, the in-vitro mouse lymphoma 
mutagenesis assay, and the in-vivo micronucleus cytogenetic assay in the 

mouse. 

Reproduction studies in rats revealed a significant decrease in the 
pregnancy rate of all experimental groups. This decrease was most 
pronoünced in the hígh dose group (1.25 mg/kg subcutarteously) in 
which one of tw~nty auimals beeame pregnmat. 

554 
555 
556 
557 
55.8 
559 
560 
561 
562 
563 
564 

Pr¢gnancy - Category C 
Fentanyl has been shown to impair fertility and to have ah embryocidal 
effect with ah íncrease in resorptions in rats when given for a period of 

12 to 21 days in doses of30 ~tg!kg IV or 160 lag/kg subcutaneously. 

No evidence of teratogenic effects has been observed atter 
administration of fentanyl cittate to rats. There are no adequate and 
well-controlled studies in pregnant women. Actiq should be used during 
pregnancy only ir the potential benefit j~astifies the potential risk to ti’te 

fetus. 

565 
566 
567 
568 
569 
570 
571 
572 

Labor and Delivery 
Actiq is not indicated for use in labor and delivery. 

Nursing Mothers 
Fentanyl is excreted in human milk; therefore Actiq should not be used 

ín nttrsing women because of the possibility of sedation and/or 

respíratory depression in their infants. 
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602 

6O3 
604 

Pediatric Use 

See WARNINGS 

Geriatric Use 
Of the 257 patients in clinical studies of Actiq in breakthrough cancer 
pain, 61 (24%) were 65 and over, while | 5 (6%) were 75 and over. 

Those patients over the age of 65 titrated to a mean dose that was about 
200 ~ag less than the mean dose titrated to by younger pafients. Previous 
studies wíth intravenous fentanyl showed that elderly patients are t~~rice 

as sensitive to the effects of fentanyl as the younger population. 

No difference was noted in the safety profile of the group over 65 as 

compared to younger patients in Actiq clinícal trials. However, greater 
sensitivity i.n older irtdividuals carmot be ruled out. Therefore, caution 
should be exercised in ind~vidually titrating Actiq in elderly patients to 

provide adequate efficacy while minimizing risk. 

605 
606 
607 
608 
609 
610 
611 
612 
613 
614 
615 
616 

ADVERSE REACTIONS 
Pr__e-Marketing ClinicaI Trial Expenenc_e 
The safety ofActiq haz been evaluated in 257 opioid tolerant chronic 
cancer pairt patients. The duration of Actiq use varied during the open- 
label study. Some patients were followed for over 21 months. The 
average duration of therapy in the open-label study was 129 days. 

Tl~e advcrse events seen with Actiq are typieal opioid side effects. 
Frequetatly, these adverse events will cease or decrease ín intensity with 
continued use of Actiq, as the patient is titrated to the proper dose. 
Opioid sitie effects should be expected and managed accordíngly- 

The most serious adverse effects associated with ali opioids are 
respiratory depression (potentially leading to apnea or respiratory arrest), 
circulatory depression, hypotension, and shock. Ali patients should be 
followed for symptoms of respiratory depression. 

Because the clinical trials ofActiq were designed to evaluate saíety and 
efficacy in treating brcakthrough can¢er pain, ali patients were also 
taking concomitam oploids, such as sustained-release morphine or 
transdermal fentanyl, for their persistent cancer pairt. The adverse evertt 

data presented here reflect the actuai percentage of patiertts experiencing 
each adverse effect among patients who receíved Actiq for breakthrough 
cancer pain along with a concomitant opioid for persistent cancer pain. 
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There has been no attempt to correct for concomitant use of other 
opioids, duration ofActiq therapy, or cartcer-related symptoms. Adverse 
event$ are included regardless of causality or severity. 

Three short-term clinical trials with similar titration schemes were 
condueted in 257 patients with malignancy and breakthrough cancer 
pain. Data are available for 254 ofthese patients. The goal oftitration 
in these trtalz was to find ti’te dose ofActiq that provided adequate 
analgesia with acceptable side effects (successful dose). Patients were 

tittated from a low dose to a successful dose irt a manner similar to 
current titratlon dosing guidelines. Table 3 lists by dose groups, adverse 
evertts with an overali freqt~eney of 1% or greater that occurred during 
titration and are commonly associated with opioid administratíon or are 

of particular clínical interest. The ability to assign a dose-response 
relationship to these adverse events is lirnited by the titration schemes 
used in these studies. Adverse events are listed in descending order of 

frequency witlain each body system. 

Table 3. 

Percent of Patients with Specific Adverse Events Commonly 
Associated with Opioid Administration or of Particular Clinical 

Interest Which Occurred During Titration 

(Events in 1% or more of Patients) 

Dose Crroup 200- 
6O0 

Number Of 230 

Patients 

Body As A 
Whole 

Asthenia 
~ Headache 

Accidental 
lury 

~ea 

Vomiting 

6 
3 
1 

7 

1600 
,g 

~g 
54 

0 

6 

4 

6 6 
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645 
646 

647 

648 

649 

650 
651 

652 

653 

654 

655 
656 

657 

658 

659 
660 
661 

662 

663 
66,:1 

665 
666 

667 

Anxiety 

~ 
ait 

Thinking 
Abnormal 

Vertigo 

Respiratory 

Rash 

Abnormal 
Vision 

3 

1 
t 

I 
1 

O 
o 

O 

3 
2 

2 

1 

2 

The fo|lowíng adverse events not reflected in Table 3 occurred during titration with an overall 
frequency of 1% or greater and are listed in descending order of frequency within each body 

system. 

Body as a Whole: 
Pain, fever, abdominal pain, chills, back pain, chest pain, infection 

Cardiovascular: 
Migraine 

Digestive: 
Diarrhea, dyspepsia, flatuletxce 

Metabolic and Nutritional: 
Perípheral edema, dehydration 

Nervous: 
Hypesthesia 

Respiratory: 
Pharyngitís, cough increased 

The following events occurred during titration with ah overall frequency of less than 1% anal are 
listed in descending order of frequency witlairt each body system. 

Body as a Wlaole: 
Flu syndrome, abseess, bone pain 

Cardiovascular: 
Deep thxombophlebítis, hypertension, hypotension 

Digestíve: 

November 4, 1998 
Page 18 

CE-SF-00966.00018 

TEVA MDL A 13750978 

641 

642 

643 

644 

645 
646 

647 

648 

649 

650 
651 

652 

653 

654 

655 
656 

657 

658 

659 
660 
661 

662 

663 
66,:1 

665 
666 

667 

Anxiety 

~ 
ait 

Thinking 
Abnormal 

Vertigo 

Respiratory 

Rash 

Abnormal 
Vision 

3 

1 
t 

I 
1 

O 
o 

O 

3 
2 

2 

1 

2 
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Cardiovascular: 
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Diarrhea, dyspepsia, flatuletxce 

Metabolic and Nutritional: 
Perípheral edema, dehydration 

Nervous: 
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Respiratory: 
Pharyngitís, cough increased 

The following events occurred during titration with ah overall frequency of less than 1% anal are 
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Cardiovascular: 
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669 
670 
671 
672 
673 
674 
675 
676 
677 
678 
679 
680 
681 
682 
683 
684 
685 
686 
687 
688 
689 
690 
691 
692 
693 
694 
695 
696 
697 
698 
699 
700 
701 

Anorexia, eructation, esophageal stenosis, fecal impaction, gum hemorrhage, mouth 

ulceratíon, orai moniliasis 
Hemic and Lyrnphatic: 

Anemia, leukopenia 
Metabolic and Nutritional: 

Edema, hypercalcemia, weight loss 
Musculoskeletal: 

Myalgia, pathological fracture, myasthenia 
Nervous: 

Abnormal dreams, urinary retention, agitation, amnesia, emotional lability, euphoria, 
incoordination, |ibido decreased, neuropathy, paresthesia, speech disorder 

Respiratory: 
Hemoptysis, pleural effusion, rhinitis, asthma, hiccup, pneumonia, respiratory 

insuffieiency, sputum increased 

Skin mad Appendages: 
Alopecia, exfoliative dermatitis 

Special Senses: 
taste perversíon 

Urogemtal: Vaginal hemorrhage, dysufia, hematuria, urinary incontinente, urinary traet infection 

A long-terrn extension study was conducted in 156 patíents with malignancy and breakthrough 
cancer pain who ,,vete treated for ah average of 129 days. Data are avaílable for 152 of these 
patients. Table 4 lists by dose groups, adverse events witla ah overall frequency of 1% or greater 
that occurred during lhe long-term extension study and are commordy associated with opiÇid 
administration or are of particular clinical ir~terest. Adverse events are listed in descending order 
of frequency ~,,-ithin each body system. 

Table 4. 

Pcrcent of Patients with Adverse Events Commonly Associated with 
Opioid Adminstration or of Particular Clinical Interest Which 

Occurred Du~irtg Long Terra Treatment 

(Events in 1% or more of Patients) 

Dose Group 

Number Of 
Patients 

Whole 

Asthe~aia 

200- 
6O0 gg 

800- 
1400 

1600 
gg 

gg 

83    53 

30 

>1600 
~tg 

152 
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733 
734 
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736 

737 

738 

739 
740 

741 
742 
743 
744 
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The following events not reflected in Table 4 occurred with ah overall ffequency of 1% or greater 

in the long-term extension study and are listed in de$cending order of frequency within each 
body system. 

Body as a Whole: 
Pain, fever, back pain, abdominal pain, chest paín, riu syndrome, chills, infection, 
abdomen enlargcd, bone paín, ascites, s~psis, neck pain, virai infection, fungal infection, 

cache×ia, cellulitís, malaise, pelvic pain 

Cardiovascular: 
D¢ep thrombophlebitis~ migraine, palpitation, vascular disorder 

Digestive: 
Diarrhea, anorexia, dyspepsia, dysphagia, orai moniliasis, mouth ulceration, rectal 

disorder, stomatitis, flatulence, gastrointestinal hemorrhage, gingivitis, jaundice, 

p¢riodontal abscess, eruetation, glossitis, rectal hemorrhage 

H¢mic and Lymphatic: 
Anemia, leukopenia, thrombocy~openia, ecchymosis, lymphadenopathy, lymphedcma, 

pancytopema 

Mctabolic and Nutritional: 
Peripheral edema, edema, dehydratíon, weight loss, hyperglycemia, hypokalcmia, 

hypercalcemia, hypomagnesemia 
Mus¢uloskeletal: 

Myalgia, pathological fracture, joir~t disorder, lcg cramps, arthralgia, bon¢ disorder 
Nervous: 

Hypesthesia, paresthesia, hypokinesia, aeuropath~, spe¢ch disord~r 

Respiratory: 

Cough iacreased, pha~ngitis, pneumonia~ ~hiaitis, sinusitis, bronchitis, epistaxis, asthma, 
hemop~ysis, spumm increased 

Skin and Appendages: 
Skin ulcÇr, alopecia 

Sp¢oal S~nses: 
Tinnims, ¢onjunctivitis, ear d[sord~r, |~ste perversion 

Uro~eni~al: 
Urínary t~act imfectíon, urinary incontinence, breast çain, dysuria, hematuria, sc~otal 

edema, hydroneph~osis, kidney failure, urina~T urg~ney, urination impaimd, breast 
n~oplasm~ vagiaal hemorrhage, vaginitis 

The following events occurred wíth a frequency of less than 1% in the lortg-term extension study 
and are Iisted irt descending order of frequency withirt each body system. 

Body as a Whole: 
Allergic reaction, cyst, face edema, fiar& pain, granuloma, bacterial infectíon, injeetion 

site pain, mucous membrane disorder, neck ri, gidity 

Cardiovascular: 
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Diarrhea, anorexia, dyspepsia, dysphagia, orai moniliasis, mouth ulceration, rectal 

disorder, stomatitis, flatulence, gastrointestinal hemorrhage, gingivitis, jaundice, 

p¢riodontal abscess, eruetation, glossitis, rectal hemorrhage 

H¢mic and Lymphatic: 
Anemia, leukopenia, thrombocy~openia, ecchymosis, lymphadenopathy, lymphedcma, 
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Nervous: 

Hypesthesia, paresthesia, hypokinesia, aeuropath~, spe¢ch disord~r 

Respiratory: 

Cough iacreased, pha~ngitis, pneumonia~ ~hiaitis, sinusitis, bronchitis, epistaxis, asthma, 
hemop~ysis, spumm increased 

Skin and Appendages: 
Skin ulcÇr, alopecia 

Sp¢oal S~nses: 
Tinnims, ¢onjunctivitis, ear d[sord~r, |~ste perversion 

Uro~eni~al: 
Urínary t~act imfectíon, urinary incontinence, breast çain, dysuria, hematuria, sc~otal 

edema, hydroneph~osis, kidney failure, urina~T urg~ney, urination impaimd, breast 
n~oplasm~ vagiaal hemorrhage, vaginitis 

The following events occurred wíth a frequency of less than 1% in the lortg-term extension study 
and are Iisted irt descending order of frequency withirt each body system. 

Body as a Whole: 
Allergic reaction, cyst, face edema, fiar& pain, granuloma, bacterial infectíon, injeetion 

site pain, mucous membrane disorder, neck ri, gidity 

Cardiovascular: 
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Angina pectoris, hemorrhage, hypotension, peripheral vascular disorder, postural 

hypotension, tachycardia 
Digestive: 

Cheilitis, esophagítis, fecal incontinence, gastroenteritis, gastrointestinal disorder, gum 
hemorrhage7 hemorrhage of colon, hepatorenal syndrome, tiver tendemess, tooth caries, 

tooth disorder 
Hemíc and Lymphattc: 

Bleeding time i|acreased 

Metabolic and Nutritional: 
Acidosis, generalized edema, hypocalcemia, hypoglycemia, hyponatremia, 

hypoproteinemia, thirst 

Musculo skeletal: 
Arthritis, muscle atrophy, myopathy, synovitis, tendon disorder 

Nel-voLls: 

Acure brain syrtdrome, agitation, cerebral ischemia, facial paralysis, foot drop, 
hallueinations, hemiplegia, miosis, subdural hematoma 

Respiratory: 
Hiccup~ hyperventilatíon, lung disorder, pneumothorax, respiratory failttre, voice 

alteration 
Skin and Appendages: 

Herpes zoster, maculopapular rash, skin discoloration, urticaria, vesieulobullous rash 

Special Senses: 
Ear pain, eye hemõrrhage, lacrimation disorder, partial permanent deafrtess, partial 

trartsitory deafness 
Urogenital: 

Kidney pairt, nocturia, oliguria, polyuria, pyelonephritis 

772 

773 

774 

775 
77~6 

777 
778 
779 
780 
78~ 
782 
783 
784 
785 
786 
787 
788 
789 

DRUG ABUSE AND DEPENDENCE 
Fertta,ayl is a mu-opioid agorUst artd a Schedule II control|ed substance 

that can produce drug dependence of the morphine type. Actiq may be 

subject to mi~use, abuse and addiction. 

The administration ofActiq should be guided by ti’te response of the 
patient. Physical dependence, per se, is not ordinarily a concem when 
one is treating a patient with chronic cancer pain, and fear of tolerance 
and physícal dependence should not deter using doses that adequately 

relicve the pain. 

Opioid analgesics may cause physical dependence. Physical dependence 
results in withdrawal symptoms in patients who abruptly discontínue lhe 
dmg. Withdrawal also may be precipitated through lhe administration of 
drugs with opioid antagorfist actívity, e.g., naloxone, nalmefene, or 
mixed agoníst/antagonist analgesics (pentazocine, butorphanol, 

buprertorphine, nalbuphine). 
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Respiratory: 
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DRUG ABUSE AND DEPENDENCE 
Fertta,ayl is a mu-opioid agorUst artd a Schedule II control|ed substance 

that can produce drug dependence of the morphine type. Actiq may be 

subject to mi~use, abuse and addiction. 

The administration ofActiq should be guided by ti’te response of the 
patient. Physical dependence, per se, is not ordinarily a concem when 
one is treating a patient with chronic cancer pain, and fear of tolerance 
and physícal dependence should not deter using doses that adequately 

relicve the pain. 

Opioid analgesics may cause physical dependence. Physical dependence 
results in withdrawal symptoms in patients who abruptly discontínue lhe 
dmg. Withdrawal also may be precipitated through lhe administration of 
drugs with opioid antagorfist actívity, e.g., naloxone, nalmefene, or 
mixed agoníst/antagonist analgesics (pentazocine, butorphanol, 

buprertorphine, nalbuphine). 
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Physical dependence usually does not occur to a clinically signifieant 
degree until after several weeks of continued opioid usage. Tolerante, in 
which increasingly larger doses are required in order to produce the 
same degree of analgesia, is initially manifested by a shortened duration 
of analgesic effect, and subsequently, by decreases in the intensity of 

analgesia. 

The handling ofActiq should be managed to minimize the risk of 
diversion, including restriction of access and accounting procedures as 
appropríate to the elinical setting and as required by law (see SAFETY 

AND HANDLING). 

OVERDOSAGE 

823 
824 
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829 
830 
831 
832 
833 

Clinical Pr¢sentatíon 
The manífestations of Actiq overdosage are expected to be similar in 
nature to intravertous fentanyl and olher opioíds, and are ah extension of 

its pharrnacological actíons with the most serious significant effect beíng 
hypoventilation (see CLINICAL PHARMACOLOGY). 

General 
Imrnediate managemertt of opioid overdose includes removal oflhe 
Actiq unir, ir still in the moath, ensuring a patent airway, physical and 
verbal stimuIation of the patient, and assessment of level of 
consciousrtess, ventflatory and circulatory status. 

Treatxnent of Overdosage (Accídental Ingestion) in the Opioid 

NON-Tolerant Person 
Ventilatory support should be pro,Aded, intravenous access obtained, 
and naloxone or other opioíd antagonists should be employed as 
clinically indicated. The duration of respiratory depression follo~~ng 
overdose may be longer than lhe effects of the opioid antagoms s action 
(e.g., the half-tife of naloxone ranges from 30 to 81 mínutes) anal 
repeated administration may be necessary. Consu|t the package insert of 

the individual opioid antagonist for details about such use. 

Treatment of Overdose in Opioid-Tolerant Patients 
Ventilatory support should be provided, intravenous access obtained as 
clinically indicated. Judicious use of naioxone or another opioid 
antagonist may be warranted in some instances, but ir is associated with 

the risk of precipitating ah acute withdrawal syndrome. 

General Considerations for Overdose 
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Physical dependence usually does not occur to a clinically signifieant 
degree until after several weeks of continued opioid usage. Tolerante, in 
which increasingly larger doses are required in order to produce the 
same degree of analgesia, is initially manifested by a shortened duration 
of analgesic effect, and subsequently, by decreases in the intensity of 
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The handling ofActiq should be managed to minimize the risk of 
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Actiq unir, ir still in the moath, ensuring a patent airway, physical and 
verbal stimuIation of the patient, and assessment of level of 
consciousrtess, ventflatory and circulatory status. 

Treatxnent of Overdosage (Accídental Ingestion) in the Opioid 

NON-Tolerant Person 
Ventilatory support should be pro,Aded, intravenous access obtained, 
and naloxone or other opioíd antagonists should be employed as 
clinically indicated. The duration of respiratory depression follo~~ng 
overdose may be longer than lhe effects of the opioid antagoms s action 
(e.g., the half-tife of naloxone ranges from 30 to 81 mínutes) anal 
repeated administration may be necessary. Consu|t the package insert of 

the individual opioid antagonist for details about such use. 

Treatment of Overdose in Opioid-Tolerant Patients 
Ventilatory support should be provided, intravenous access obtained as 
clinically indicated. Judicious use of naioxone or another opioid 
antagonist may be warranted in some instances, but ir is associated with 

the risk of precipitating ah acute withdrawal syndrome. 

General Considerations for Overdose 
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Management of sever~ Actiq overdose includes: securing a patent 
airway, assisting or controlling ventílation, eztablishing intravenous 
access, and GI decontamirtation by lavage and/or activated charcoal, 
once the patient’s airway is secure. In the presence of hypoventilation or 
apnea, ventilation should be assisted or controlled and oxygen 

administered as irtdicated. 

Patíents with overdose should be carefully observed artd appropriately 
managed until their cllnical condition is well controlled. 

Although muscle rigidity interfering with respiration has not been seen 
following the use ofActiq, this is possible wíth fentanyl and other 
opioids. If ir occurs, ir should be managed by the use of assisted or 
corttrolled ventiIation, by an opioid antagonist, and as a final altemative, 

by a neuromuscular bloekíng agent. 

DOSAGE AND ADMINISTRATION 
Actiq is contraindicated in non-opioid tolerant individuais. 

Actiq should be individually titrated to a dose that provides adequate 
mlalgesía and minimizes síde effects (see Dose Titration). 

As with nll opioids, the safety of patients using such products is 
deper~dent ou health care professionals prescribing thern in strict 
conformity with their approved labeling with respect to patíent selecti.on, 

dosing, and proper conditíons for use. 

Physi.cians and dispensing pharmacists must specifically question 
patients and caregivers about the presence of children in the home on a 
full time or visiting basis and counsel accordingly regarding the dangers 

to children of inadvertent exposure to Actiq. 

Admiuistration of Actiq 
The foil package should be operted with scissors immediately prior to 
product use. The patient should place the Actiq unir in bis or her moath 
between the cheek and lower gum, occasionally moving the drug matrix 
from one side to the other using the handle. The Actiq unir should be 
sucked, not chewed. A unir dose of Actiq, ir chew~d and swallowed, 
might result in lower peak cortcentrations artd lower bioavailability thart 

when consumed as directed. 

The Actiq unit should be consumed over a 15-minute period. Longer or 
shorter consumption rimes may produce less efficacy than reported in 
Actiq clinical trials. Ir signs of excessive opioid effects appear before 
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Management of sever~ Actiq overdose includes: securing a patent 
airway, assisting or controlling ventílation, eztablishing intravenous 
access, and GI decontamirtation by lavage and/or activated charcoal, 
once the patient’s airway is secure. In the presence of hypoventilation or 
apnea, ventilation should be assisted or controlled and oxygen 

administered as irtdicated. 

Patíents with overdose should be carefully observed artd appropriately 
managed until their cllnical condition is well controlled. 

Although muscle rigidity interfering with respiration has not been seen 
following the use ofActiq, this is possible wíth fentanyl and other 
opioids. If ir occurs, ir should be managed by the use of assisted or 
corttrolled ventiIation, by an opioid antagonist, and as a final altemative, 

by a neuromuscular bloekíng agent. 

DOSAGE AND ADMINISTRATION 
Actiq is contraindicated in non-opioid tolerant individuais. 

Actiq should be individually titrated to a dose that provides adequate 
mlalgesía and minimizes síde effects (see Dose Titration). 

As with nll opioids, the safety of patients using such products is 
deper~dent ou health care professionals prescribing thern in strict 
conformity with their approved labeling with respect to patíent selecti.on, 

dosing, and proper conditíons for use. 

Physi.cians and dispensing pharmacists must specifically question 
patients and caregivers about the presence of children in the home on a 
full time or visiting basis and counsel accordingly regarding the dangers 

to children of inadvertent exposure to Actiq. 

Admiuistration of Actiq 
The foil package should be operted with scissors immediately prior to 
product use. The patient should place the Actiq unir in bis or her moath 
between the cheek and lower gum, occasionally moving the drug matrix 
from one side to the other using the handle. The Actiq unir should be 
sucked, not chewed. A unir dose of Actiq, ir chew~d and swallowed, 
might result in lower peak cortcentrations artd lower bioavailability thart 

when consumed as directed. 

The Actiq unit should be consumed over a 15-minute period. Longer or 
shorter consumption rimes may produce less efficacy than reported in 
Actiq clinical trials. Ir signs of excessive opioid effects appear before 
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the unit is consumed, the drug matrix should be removed from the 

patient’s mouth immediately and futur¢ doses should be decreased. 

Patients and earegivers must be instructed that Actiq �ontains 
medicine in an amount that could be fatal to a child. While all units 

should be disposed of immediately after use, partially used units 
r¢present a special fisk anal must be disposed ofas soon as they are 
consumed and/or no longer needed. Patients and caregivers should be 
advised to dispose of any units remaining from a prescription as soon as 
they are no longer ne¢ded (soe Disposal Instructions). 

Dose Titration 
Starting Dose: The initial dose of Actiq to treat episodes of breakthrough 
cancerpain should be 200 ~g. Patients should be prescribed ah initial 
titrafion supply of six 2004tg Actiq units, thus limiting the number of 
uníts in the home during titration. Pafients should use up ali units before 
increasing to a higher dose. 

From this initial dose, patients should be closely followed and the 
dosage levei changed until the patient reaches a dose that provides 
adequate analgesia using a single Actiq dosage unir per breakthrough 
cancer paín episode. 

Patients should record their use ofActiq over several epísodes of 
breakthrough cancer pain and revíew their experience with their 
physicians to determine ir a dosage adjustment is warrartted. 

Redosing within a single episode: Until the appropriate dose is reached, 
patients lnay find it necessary to use an additional Actiq unit during a 
single episode. Redosing may start 15 minutes after the previous unir 
has been completed (30 mínutes afier the start of the previous urtit). 
While patients are ira the titration phase and consuming units which 
ir~divídually may be subtherapeutic, no more than two units shouid be 
taken for each individual breakthrough cancer pain episode. 

Increasing the dose: If treatment of several consecutive brealahrough 
cancer paín episodes requires more thao orte Actiq per episode, ah 
increas¢ in dose to the next higher available strength should be 
considered. At each new dose ofActiq during fitration, ir is 
recommended that six units of the titration dose be prescribed. Each 
new dose ofActiq used in the titration period should be cvaluated over 
several episodes of breakthrough cancer pain (generally 1-2 days) to 
determine whether it provides adequate efficacy with acceptable side 
effects. The incidence of side effects is likely to be greater during this 
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the unit is consumed, the drug matrix should be removed from the 

patient’s mouth immediately and futur¢ doses should be decreased. 

Patients and earegivers must be instructed that Actiq �ontains 
medicine in an amount that could be fatal to a child. While all units 

should be disposed of immediately after use, partially used units 
r¢present a special fisk anal must be disposed ofas soon as they are 
consumed and/or no longer needed. Patients and caregivers should be 
advised to dispose of any units remaining from a prescription as soon as 
they are no longer ne¢ded (soe Disposal Instructions). 

Dose Titration 
Starting Dose: The initial dose of Actiq to treat episodes of breakthrough 
cancerpain should be 200 ~g. Patients should be prescribed ah initial 
titrafion supply of six 2004tg Actiq units, thus limiting the number of 
uníts in the home during titration. Pafients should use up ali units before 
increasing to a higher dose. 

From this initial dose, patients should be closely followed and the 
dosage levei changed until the patient reaches a dose that provides 
adequate analgesia using a single Actiq dosage unir per breakthrough 
cancer paín episode. 

Patients should record their use ofActiq over several epísodes of 
breakthrough cancer pain and revíew their experience with their 
physicians to determine ir a dosage adjustment is warrartted. 

Redosing within a single episode: Until the appropriate dose is reached, 
patients lnay find it necessary to use an additional Actiq unit during a 
single episode. Redosing may start 15 minutes after the previous unir 
has been completed (30 mínutes afier the start of the previous urtit). 
While patients are ira the titration phase and consuming units which 
ir~divídually may be subtherapeutic, no more than two units shouid be 
taken for each individual breakthrough cancer pain episode. 

Increasing the dose: If treatment of several consecutive brealahrough 
cancer paín episodes requires more thao orte Actiq per episode, ah 
increas¢ in dose to the next higher available strength should be 
considered. At each new dose ofActiq during fitration, ir is 
recommended that six units of the titration dose be prescribed. Each 
new dose ofActiq used in the titration period should be cvaluated over 
several episodes of breakthrough cancer pain (generally 1-2 days) to 
determine whether it provides adequate efficacy with acceptable side 
effects. The incidence of side effects is likely to be greater during this 
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initial titration period compared to later, after the effective dose is 

determined. 

Dailv Limit: Once a successfal dose has been found (i.e., an average 

episode is treated with a síngle unit), patients should limit consumption 
to four or fewer tmits per day. Ir consumption increases above four 
units/day, the dose of the long-acting opioid used for persistent cancer 

pain shou|d be re-evaluated. 
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initial titration period compared to later, after the effective dose is 

determined. 

Dailv Limit: Once a successfal dose has been found (i.e., an average 

episode is treated with a síngle unit), patients should limit consumption 
to four or fewer tmits per day. Ir consumption increases above four 
units/day, the dose of the long-acting opioid used for persistent cancer 

pain shou|d be re-evaluated. 
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Dosal~e Adjustment 
Experiente in a long-term study ofActiq used ín the treatment of 

breakthrough cancer pain suggests that dosage adjustment of both Actiq 

and th¢ maintenance (around-the-clock) opíoid analgesic may be 
required ín some patients to continue to províde adequate relief of 

breakthrough cancer pain. 

Generally, the Actiq dose should be increased when patients require 
more than one dosage urtit per breakthrough eancer pain episode for 
several consecutive episodes. When titrating to ah appropriate dose 
small quantities (síx units) should be prescribed ar each titration step. 
Physicians should consider increasing the around-the-clock opioid dose 
used for persistent cancer pain in patients experiencing more than four 
breakthrough cancer pain episodes daily. 

Discontinuation of Actiq 

For patients requiring discontinuation of opioids, a gradual do~vnward 

fitration is recommended because ít is not known ar what dose level lhe 

opioid may be discontinued without producing lhe sígns and symptoms 
of abrupt withdrawal. 

SAIFETY AND HANDLING 
Actiq is supplied in individually sealed child resistant foil pouches. The 
amount of fentanyl contair~ed in Actiq can be lethal to a chíld. Patients 
and their caxegivers must be instrueted to keep Actiq out ofthe reach of 
children (see BOX WARNINGS, WARNING AND PRECAUTIONS 
and PATIENT LEAFLET). 

S~ore ar 25°C (77°F) with excursions permirted betwe¢n 15° and 30’C 
(59°-86° F) until ready to use. (See USP Controlled Room 
Temperature.) 

Actiq should be protected from freezing and moisture. Do not store 
above 25~C. Do not use ífthe foíl pouch has been opened. 

DISPOSAL OF ACTIO 

Patients must be advised to díspose of arty unJts remaining from a 
prescription as soon as they are no longer needed. While ali units should 
be disposed of immediately after use, partially consumed units represent 
a special rísk because they are no longer protected by lhe child resistant 
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pouch, yet may contain enough medicine to be fatal to a child (see 
Information for Patients). 

A temporary storage bottle is províded as part ofthe Actiq Welcoma Kit 
(see Information for Patients anal Their Caregivers). This container 

is to be used by patients or their caregívers in fite event fitar a partially 
consumed unir cannot be disposed of promptly. In~tructions for usage of 

ti’tis container are included in fite patíent leaflet. 

Patients and members of their household must be advised to dispose of 
any units remaining from a prescfiption as soon as they are no Ionger 

needed. Instructions are included in Information for Patíents and 
Their Caregivers anal in fite patient leaflet. If additionaI assistance is 
required, referral to the Actiq 800# (1-800-xxx-xxxx) should be made. 

HOW SUPPLIED 
Actiq is supplied in six dosage strengfits. Each unit is individually 
wrapped in a child-resistant, protective tbil pouch. These foíl pouches 
are packed 24 p¢r shelf carton for use when patients have been titrated to 

the appropriate dose. 

Patients should be ptescribed ah initial titration supply of six 200-p,g 
Actiq units. Ar each new dose ofActiq during titration, ir is 
recommended that only six units of the next higher dose be prescribed. 

Each dosage unit has a white to off-white color. The dosage strengfit of 
each tmit is marked on fite handle, the tbil poueh and the carton. See foil 

pouch and carton for product information. 

Dosage Strengfit Cartort/Foil 
(fentanvl bas_e_~ Pouch Co!or NDC Number 

200 Fg Gray 

400 tag Blue 
600 ~g Orange 

800 ~tg Purple 

1200 ~tg Green 

1600 ~g Burgundy 

NDE 0074-2460-01 

NDC 0074-2461-01 

NDC 0074-2462-01 

NDC 0074-2463-01 

NDC 0074-2464-01 

NDC 0074-2465-01 

Note: Colors are a secondary aid in product ídenÜfication. £1ease be sure 

to confirm the printed dosage before dispensing. 

Rx onIy. 
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DEA order form required. A Schedule CII narcotic. 

Manufactured by ABBOTT LABORATORIES, NORTH CHICAGO, IL 
60064, USA. 
Dis~ibuted by ABBOTT LABORATORIES, INC., NORTH 
CHICAGO, IL 60064, USA. 

Under license from ANESTA CORP., Salt Lake City, UT 84116, USA 
U. S. Patent No. 4,671,953 
Printed ín USA 
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