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Food and Drug Administration
Department of Health and Human Services
5630 Fishers Lane, Room 1061

Rockville, Maryland 20852

Comments to Docket No. 2004P-0472

Dear Sir or Madam:

On behalf of Cephalon, Inc., I am writing to provide comments on the above captioned
Citizen Petition dated October 21, 2004 regarding approval of Mylan Technologies
ANDA 76-258 for the manufacture and marketing of a generic “solid state” transdermal
delivery system for fentanyl. Although this petition was ultlmately denied by FDA on

J anuary 28, 2005, the petition contained certain inaccuracies in reference to our product
ACTIQ® (oral transmucosal fentanyl citrate) [C-II]. As the manufacturer of ACTIQ, we
would like go on the record to correct the information presented in the petition about our
product that we believe is not accurate:

ACTIQ Formulation
The petition describes ACTIQ as “transmucosal fentanyl oralet.”

This desulptlon of ACTIQ as “transmucosal fentanyl oralet” is incorrect. Fentanyl
Oralet® is an oral transmucosal fentanyl product, and Cephalon discontinued its
manufacturing and commercial production in January 2001. ACTIQ and Fentanyl Oralet
differ significantly from each other in various areas including labeled indication, targeted
patient population, treatment setting, dosage strengths, recommended maximum dose,
and dosing guidelines.

In addition, there are no data to demonstrate bioequivalency between ACTIQ and
Fentanyl Oralet formulations. Considering this information, ACTIQ is NOT a
substitute for Fentanyl Oralet.

The ACTIQ delivery system is best described as a “single-use medicated lozenge
containing fentanyl on a handle.”’ The oral transmucosal delivery system of ACTIQ
allows fentanyl to rapidly dissolve in the highly permeable and well vascularized oral
mucosa as the patient moves the lozenge along the inside of their cheek. The
recommended administration time is 15 minutes.
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Pharmacokinetics

The petition describes ACTIQ as a “fast-release formulation that delivers between 200-
1600 mcg/hour of fentanyl to the bloodstream,” and as a “solid state fentanyl delivery
system that does not have a rate-limiting membrane to regulate drug outflow.” The
petition also states that “With a duration of delivery of fifteen minutes, a single oralet
can rapidly deliver up to 400 micrograms of fentanyl into the bloodstream.”

The absorption pharmacokinetics of the fentanyl in ACTIQ is a combination of an initial
rapid absorption from the buccal mucosa and a more prolonged absorption of swallowed
fentanyl from the gastrointestinal tract. Both the blood profile and bioavailability of
fentanyl will vary depending on the fraction of the dose that is absorbed through the oral
mucosa and the fraction that is swallowed. Absolute bicavailability of 15 meg/kg in 12
adult healthy volunteers was about 50%, compared to intravenous fentanyl.

ACTIQ does not have a rate-limiting membrane for drug delivery. The release of
fentanyl from the ACTIQ oral transmucosal delivery system is dependent on proper
administration by the patient.

When administered as directed over a 15-minute period, approximately 25% of the total
dose is rapidly absorbed across the cell membranes in the cheek and distributed in to the
central nervous system. The other 75% is swallowed and absorbed more slowly from the
gastrointestinal tract. One-third of the swallowed dose is bioavailable. Therefore, the
total bioavailability of ACTIQ is about 50%. For example, the bioavailability of a 400
mcg unit of ACTIQ is approximately 200 mcg. If the ACTIQ unit is chewed and
swallowed, the overall bioavailability of the medication will be lower.

If the ACTIQ unit is removed from the mouth, the delivery of fentanyl from the unit will
cease. For example, the handle allows the Actiq unit to be removed from the mouth if
signs of excessive opioid effects appear during administration. During the initial titration
phase, patients and caregivers are instructed to remove the unit if the patient begins to
experience untoward opioid side effects.

Please note that the median time needed to reach maximum fentanyl plasma
concentrations is 20 to 40 minutes once ACTIQ administration is initiated (i.e., 5-25
minutes after the entire unit has been administered). Allowing for a subsequent delay in
distribution of fentanyl into the CNS (a process with a 3-5 minute half-life), it would be
reasonable to expect that the peak levels of fentanyl in the CNS may occur 10-30 minutes
after the standardized 15-minute administration time of ACTIQ. '

ACTIQ vs. Morphine

The petition claims that “Actiq‘ has been found to be better or equivalent to intravenous
morphine for the treatment of postoperative pain.”
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ACTIQ is indicated only for the management of breakthrough cancer pain in patients
with malignancies who are already receiving and who are tolerant to opioid therapy for
their underlying persistent cancer pain. ACTIQ is contraindicated for use in the
manageraent of acute or postoperative pain.

The study cited in the petition was a relative potency study to evaluate the analgesic
potency of ACTIQ (200 mcg or 800 mcg) relative to that of IV morphine (2 mg or

10 mg) in postoperative patients.” The results from this study showed that both ACTIQ
and IV morphine had a rapid, but similar onset and duration of analgesia.

Abuse Potential

In several sections of the petition reference is made to ACTIQ as having a “high
potential for abuse,” “‘easy to divert and abuse,” and “increased abuse potential.”

All opioid medications are subject to misuse, abuse and addiction. ACTIQ was one of
the first C-II scheduled products approved with a comprehensive risk management
program to help reduce the risk of misuse or abuse. Since then, FDA has recommended
that risk management plans be developed for all new C-II products.

A major goal of the ACTIQ Risk Management Program is to help ensure the safe use of
ACTIQ. The key elements included in the program were designed specifically to
minimize the risks of:
1) accidental ingestion by children;
2) improper patient selection (prescriptions to and usage by opioid non-tolerant
patients); and
3) diversion or abuse.

Several important components that have been designed to work together to minimize the
risks associated with ACTIQ. These components include, but are not limited to:
¢ Product and packaging design features
o Strong redundant warnings to both prescribers and patients regarding appropriate
patient selection and proper use and storage of ACTIQ
e Adequate training for healthcare professionals on the attributes of ACTIQ
A welcome kit of introductory educational and safety materials (lockable personal
container, child safety cabinet lock, child-resistant temporary storage bottle,
important safety and emergency information)
o Interventions at the point of dispensing

Since product launch, this program has been successful at minimizing the unintentional
exposure of ACTIQ in children, at educating prescribers regarding use in appropriate
patient populations, and at minimizing diversion or abuse.
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The ACTIQ Welcome Kit is just one example of the iniatives of this program. Over
46,000 welcome kits have been distributed since product launch, and the kits remain
available for all new prescriptions. The welcome kit contains important information on
the proper use, safe storage, and disposal of ACTIQ and also contains items (e.g.,
temporary storage container, cabinet locks) to decrease the risk of accidental exposure.

Cephalon is committed to providing education to patients and caregivers on the proper
use, storage and disposal of ACTIQ. In addition, there is healthcare professional
education on the use of ACTIQ in appropriate patient populations (e.g., opioid tolerant
patients). Cephalon collaborates with regulatory agencies and promptly reports all cases
of suspected abuse, diversion, or accidental exposure. Since product launch, we have
received some reports of abuse and diversion. The reporting rate for such events has
remained relatively constant despite an increase in number of patients who have been
prescribed and who are taking ACTIQ.

“Fentanyl lollipop”

In the petition, it is stated that “if Actiq oralet is being called a fentanyl lollipop, then
this new product will soon be known as the fentanyl pizza.”

From a public health perspective, use of inaccurate descriptions for prescription
medications, particularly controlled substances, can trivialize the fact that these are potent
products for the management of serious medical conditions. In the case of ACTIQ,
describing it as a “lollipop” suggests that the medication is a candy — an implication that
may inadvertently make it more appealing to children or people with drug abuse
problems. Such a description is counterproductive to Cephalon’s efforts regarding the
ACTIQ Risk Management Program.

Additional Considerations

Please note that ACTIQ is indicated only for the management of breakthrough cancer
pain in patients with malignancies who are already receiving and who are tolerant to
opioid therapy for their underlying persistent cancer pain. Breakthrough cancer pain—a
component of chronic cancer pain (pain that lasts 3 or more months) — is defined as a
sudden flare of pain of moderate-to-severe intensity that “breaks through” the relief
provided by the around-the-clock opiotid pain medication taken to manage persistent
cancer pain.

In addition, be advised of the following important warnings about the medication’s safe
and appropriate use:

* Patients considered opioid tolerant are those who are taking at least 60 mg
morphine/day, 50 mcg transdermal fentanyl/hour, or an equianalgesic dose of
another opioid for a week or longer.
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= Because life-threatening hypoventilation could occur at any dose in patients not
taking chronic opiates, ACTIQ is contraindicated in the management of acute or
postoperative pain.

» This product must not be used in opioid non-tolerant patients.

= Patients/caregivers must be instructed that ACTIQ can be fatal to a child. All
units must be kept out of the reach of children and discarded properly.

= The most serious adverse events associated with all opioids are respiratory
depression, circulatory depression, hypotension, and shock, any of which could.
be fatal.

= The most common side effects observed in ACTIQ clinical trials were
somnolence, nausea, vomiting, and dizziness.

» ACTIQ is intended to be used in the care of cancer patients and only by
oncologists and pain specialists who are knowledgeable of and skilled in the use
of Schedule II opioids to treat cancer pain.

We appreciate the opportunity to comment on these issues. Additional information
about the safe and appropriate use of ACTIQ, can be obtained by contacting Cephalon
Professional Services directly at 1-800-896-5855.

ﬂ f/. [-“v - /f /,«'/ ¥
A v ’ﬁfﬁﬁx’}ﬁfgf}g,@
Carol S. Marchione ’

Sr. Director, Regulatory Affairs
Cephalon, Inc.

" ACTIQ - Current Approved Prescribing Information (Cephalon, Inc., Rev. August 2004).
? Fentanyl Oralet — Approved Prescribing Information (Abbott 1993, Rev. May 1998)

? Streisand JB et al: Absorption and bioavailability of oral transmucosal fentanyl citrate. Anesthesiology
75(2): 223-239, 1991.

* Streisand, JB et al: Dose proportionality and pharmacokinetics of oral transmucosal fentanyl citrate.
Anesthesiology 88(2): 305-309, 1998,

* Lichtor, JL et al: The relative potency of oral transmucosal fentanyl citrate compared with intravenous
morphine in the treatment of moderate to severe postoperative pain. Anesth Anaig 89(3): 732-738, 1999.

Enclosure: Reference 1.
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PHYSICIANS AND OTHER HEALTHCARE PROVIDERS
MUST BECOME FAMILIAR WITH THE IMPORTANT
WARNINGS IN THIS LABEL. (

Actig is indicated only for the management of

breakthrough cancer pain in patients with malignancies
who are already receiving and who are tolerant to opioid
therapy for their underlying persistent cancer pain,

atients considered opioid tolerant are those who are
taking at least 60 mg morphine/day, 50 mcg transdermal
fentanyl/hour, or an equianalgesic dose of another opioid
for a week or longer. o

Because life-threatening h\{(poventllatxpn could occur at
any dose in patients not taking chronic opiates, Actig is
contraindicated in the management of acute or
postoperative pain. This product must not be used in opioid
non-tolerant patients. .

Actiq is intended to be used only in the care of cancer
patignts and onlz by oncoto%sts and pain specialists who
are knowledgeable of and skilled in the use of Schedule !
opioids to treat cancer pain. .

Patients and their caregivers must be instructed that
Actig contains a medicine in an amount which can be
fatal to a child. Patients and their caregivers must be
instructed to keep all units out of the reach of children and
to glscard’ogl)_en.ed units properly, {See Information for
Patients and Their Caregivers for disposal instructions.}

Ly

WARNING: May be habit forming

DESCRIPTION ,
Actig {oral transmucosal fentanyl citrate) is a solid formulation of fentanyl
citrate, a potent opicid analgesic, intended for oral wansmucosal
administration. Actig is formulated as a white to off-white solid drug matrix
on a handle that is radiopaque and is fracture resistant {ABS plastic) under
normal conditions when used as directed. ‘

Actig is designed to be dissolved slowly in the mouth in a manner to
facilitate transmucosal absorption. The handle allows the Actig unit to be
remaved from the mouth if signs of excessive opioid effects appear during
administration.

Active Ingredient: Fentanyl citrate, USP is N-(1-Phenethyl-4-piperidyl)
propionanilide citrate (1:1}. Fentanyl is a highly lipophilic compound
{octanol-water partition coefficient at pH 7.4is 816:1) thatis freely soluble in
organic solvents and sparingly soluble in water (1:40). The molecular weight
of the free base is 336.5 (the citrate salt is 528.6). The pKa of the tertiary
nitrogens are 7.3 and 8.4. The compound has the following structural

formula:
cmcmcom—CN.CHZCH,_@ CHLOOH
@ & HO-C-COOH
CHC00H

Actigis available in six strengths equivalent to.200, 400, 600, 800, 1200, or
1600 meg fentanyl base thatis identified by the text on the solid drug matrix,
the dosage unit handle tag, the blister package, and the shelf carton.

Inactive Ingredients: Hydrated dextrates, citic acid, dibasic sodium
phosphate, artificial berry flavor, magnesium stearate, modified tood starch,
and confectioner's sugar.

CLINICAL PHARMACOLOGY AND PHARMACOKINETICS

Pharmacelogy:

Fentanyl, a pure opioid agonist, acts primarily fhrough interaction with
opioid mu-receptors located in the brain, spinal cord and smooth myscle.
The primary site of therapeutic action is the central nervous system {CNS).
The most clinically useful pharmacologic effects of the interaction of
fentamyl with mu-receptors are analgesia and sedation.

Other opioid effects may include somnolence, hypoventilation,
bradycardia, postural hypotension, pruritus, dizziness, nausea, diaphoresis,
flushing, euphoria and confusion or difficulty in concentrating at clinically
relevant doses.

Clinical Pharmacology

Analgesia:

The analgesic effects of fentany! are related to the blood level of the drug,
if proper allowance is made for the delay into and out of the CNS (a process
with & 3-to-5-minute half-life}. In opioid non-tolerant individuals, fentanyl
provides effects ranging from analgesia at blood levels of 1 to 2 ng/mL, al
the way 1o surgical anesthesia and profound respiratory depression at
levels of 10-20 ng/mL. )

In general, the minimum effective concentration and the concentration at
which toxicity occurs rise with increasing tolerance to any and all opioids.
The rate of development of tolerance varies widely among individuals. As a
result, the dose of Actig should be individually titrated to achieve the
desired effect {see DOSAGE AND ADMINISTRATION).

Gastrointestinal (61} Tract and Other Smooth Muscle:
Opioids increass the tone and decrease contractions of the smeoth muscle
of the gastrointestinal (G tract This results in prolongation in G fransit
time and may be responsible for the constipating effect of opioids. Because
opioids may increase biliary ract pressure, some patients with biliary colic
may experience worsening of pain.

While opioids generally increase the tone of urinary tract smooth muscle,
the overall effect tends to vary, in some cases producing urinary urgency, in
gthers, difficulty in urination.

Respiratory System:

All opisid mu-receptor agonists, including fentanyl, produce dose
dependent respiratory depression. The risk of respiratory depression is less
in patients recaiving chronic opioid therapy who develop tolerance to
respiratory depression and other opioid effects. During the titration phase
of the clinical rials, somnolence, which may be a precursor to respiratory
depression, did increase in patients who were treated with higher doses of
Actig. in studies of opivid non-tolerant subjects, respiratory rate and oxygen

- saturation typically-decrease as fentanyl blood concentration increases.

Typically, peak respiratory depressive effects {decrease in respiratory rate)
are seen 1510 30 minutes from the start of oral transmucosal fentanyl citrate
{OTFC®) administration-and may persist for several hours.

Serious or fatal respiratory depression can occur, even atrecommended
doses, in vulnerable individuals. As with other potent apioids, fentanyl has
been associated with cases of serious and fatal respiratory depression in
opicid non-tolerant individuals,

Fentanyl depresses the cough reflex as a result of its CNS activity.
Although not observed with Actig in clinical trials, fentanyl given rapidly by
intravenous injection in large doses may interfere with respiration by
causing rigidity in the muscles of respiration. Therefore, physicians and
other healthcare providers should be aware of this potential complication.
(See BOX WARNING, CONTRAINDICATIONS, WARNINGS, PRECAUTIONS,
ADVERSE REACTIONS, and OVERDOSAGE for additional information
on hypoventilation.)

Pharmacokinetics

Absorption:

The ahsorption pharmacokinetics of fentanyl from the oral transmucosal
dosage form is a comhination of an initial rapid absorption from the buccal



smucosa and & more prolonged ab of swallowed fentanyl from the 61
tract. Both the blood fentanyl pmﬁle and the broavailability of fentanyl valt
vaty depending on the fraction of the dose thatis absorbed through the oral
mucosa and the fracnon smllowed

Absclute b fability, as d by area under the concentration-
tme curve, of 15 megfkg i 12 adult males was 50% compared to
mtravenous fentanyl.

Nomally, approximately 25% of the total dose of Act:qes rapidly absorbed
fram the buccal mucosa and b fabi
remaming 75% of the total dose is swallowed with the sahva and then is
slowdy absorbed from the 6 tract. About 13 of this amaunt {25% of the total
dose) escapes hepatic and } first-pass e and b

binding of fentanyl is 80-85%, The main binding protein 1s slpha-1-gcid
giycoprotem, but both albumin and fipoproteins contribute to some extent,
The free fraction of fentanyl ncreases with acidosis, The mean volume of
distribution at steady state (Vss) was 4 Likg.

Metabofism:

Fentany} is metabolzed i the liver and in the intestinal mucosa to
norfentanyl by cytochrome P455 3A4 1soform, Norfentanyl was not found to
be pharmacologicafly active in ammal studies {see PRECAUTIONS: Brug

for addionat inf
Elimination:

fertaryl is pnmanly {more than 0%} efiminated by biotransformation fo
N-dealkylated and hydroxylated inactive metabolites. Less than 7% of the

itable. Thus, the lly observed 50% bioavailability of

Acth is diided equally between lapld transmucosal and slower 61
absorption. Therefore,  unit dose of Actig, if chewed dnd swaliowed, might
result w lower peak jons and lower bioavailabiity than when
consumed as directed.

Duse proportionality among four of the avadable strengths of Actig {200,
400, 800, and 1600 mcg} has been d dina
design in adult subjects. Mean serum fentanyl levels following these four
doses of Actig are shown in Figure 1. The curves for each dose level are
sumlar it shape with ingreasng dose levels producing-incressing serum
fentonyl levels. C,m and AUC- increased ina dose- dependentmamer
thatis i Mbe..wq d
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Figure?,
Mean Serum Femnl l.'onaeﬂ&at/m !.vg/m.!} in Adolt Subjects
Comparing 4 oses of Actiy
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The phamacokinetic p ters of the four strengifs of Actrq tested in the
dose-proportionality study are shown i Table 1 The-mean Crpyy ranged
from 638 - 251 ng/ml. The median tiwe of maximum plasma concentration
{Triad 2cross these four doses of Actig varied from 20 - 40 rhinutes {range
of 70-480 minites) as measured after the stert of administration.
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Bistribution:

dose is excrated unchanged 1 the urine, and only about 1% is excreted
unchanged in the feces. The metaholites are mainly excreted in the Gnne,
while fecal excretion is less important, The total plasma clearance of
fentary! was 0.5 Uhufkg frange 0.3 - 87 Uhkgl. The terminal efimination
half-life after OTFC admlmstrauon is about 7 hours

Spesiat Pmiﬂlaﬂom

atie
Elderly patients have been dmwn tobe tence as sensitive to the effects of
fentanyl when ad pated with the younger

population While a formal study evatuatng the safety profile of Actigin
the eldery populatton has not been performad, in the 257 opioid tolerant
cancer patients studied with At approxmately 20% were over age 65
years. No difference was noted in the safety profile in this group
compared fo those aged less than 85 years, though they did Strate to
foveer doses than yeunger patients {see PRECAUTIONS).

Patients with Renal or Hepalic Imsament

Actig 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 fentaryl kinefics are known to be altered in both hepate and
renal disease due to al in holit ¢k and plasma
proteins, mdividualized doses of Astiy have been used successfully for
breakthrough cancer pain in patients with hepatic and renal disorders, The
durshon of sffect for the irifial dose of fentanyl is detemmined by
tedistabution of the drug, such that dimiished metabolic clearance may
only become significant with repeated dosing or with excessively large
single doses. For these reasons, while doses ftrated to clinicel effect are
racommended for all patients, special care should be takenin patiantswith
severe hepatic of renal disease,

Botts male and female opioid-tolerant cancer patients were studied for the
tregtment of breakthrough cancer pain. No chnically relevant gender
differences were noted aither m dosage fequirement or in observed
adverse events,

CLINICAL TBIALS

Breakthrough Cancer Pain:

ZActig was ivestigated in ctma‘: tnals swolving 257 opicid m:e:am adult

cancer patients exp i kthrough cancer pan. Breakt Jgh

cancer pam was defined 35 & transient flare of mod fo-severe pain
g in canicer patients i cancer panotherwise

commﬂed with mamtenance doses of uplmd medications including at least

60 mg morph v, 58 meg dermal fentaryifhour, of an equianal

dose of another opzold for-a week o longer.

In two dose ttration studies % of 127 patients {75%) who were on stable
doses of either long-acting oral opioids or transderma) fentanyt for their
persistent cancer pain titrated to a successful dose of Actiy to treat their

Fentanytis highly lpophilic. Animal data showed that following ab
fentanyl is rapidly distnbuted to the bram, heart, lungs, kidneys and spleen
followed by a slower redistibution to muscles and fat. The plasa protein

breakthrough canicer pain within the dose range offered {200, 400, 809, 800,
1200 and 1600 meg) In these studies 11% of patients withdrew due to

Fut¥

adverse events and 14% withdrew due to other reasans. A "

dose was defined as a dose where one unit of Actig could be ysed
consistently for at least two ive days to treat breakthrough cancer
pain without unacceptable side effects.

The successful dose of Actig for breakthrough cancer pain was not
predicted from the daily maintenance dose of opioid used to manage the
persistent cancer pain and is thus best determined by dose ttration,

A double-blind placebo controlled crossover study was perfomed in
cancer patients fo evaluate the effectveness of Actig for the treatment
of breakthrough cancer pain. Of 130 patients who entered the study 2
patients {71%} achieved a successful dose during the titration phase. The
distnbution of successful doses is shown i Table 2

Table 2.
Successful flose of Actiq Folfowing Initial Ttration

Total No {%)}
AcfigDose iN=92)
200 meg 13{14)
400 meg 18{am
600 meg 115
8ol nteg 18 {20}
1200 meg 13014
1600 meg 15116}

Mean +SD . 188468 meg

On average, paients over 65 years of age fitrated to a mean dose thatwas
about 200 meg fess than the mean dose to which younger adult patents
wee mﬂﬁed

o nad a1 e

y more pain relief compared with
p!acebo at 15, 30, 45 and 60 winstes follmmq administration {see Figare 2}

Figtne 2
Pain Reliet (PR Scores [Means ST} During the
Double-Blind Phase-Al Patients with Fafuable
Episodes on Both Actiq and Placebo (N85
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In this same study patients also rated the performance of medication to
weat thesr breskpugh cartce? pain using & different scale ranglg from

“poor” to "exceflent.” On average, placebo was rated "fair” and Acrigwas
rated “good.”

INDICATIONS AND USAGE

{See BOX WARNING and CONTRAINDICATIONS}

Actiyls indicated only for the sment of breakthrough cancer pam in
panemmthmahgnancres whu ate iV

cms«dered apooxd to!erant are these who aretakmq a! least ) mg

¥, S0meg of an equianalgesic dose
of another apwld for a week or longer,
Because Ife-threatening hypoventlation could occur at any dose in

patients not teking chtonic opiates, A¢tig 1s contraindicated i the

: ys
y

gement of acute or postop pan. This product must not be used
n opioid non-tolerant patents.

Actig1s intended to be used only in the care of cancer patients and only
by oncologists and pain fists who are knowledgeable of and skilled
inthe use of Schedule If opioids fo treat cancer pain,

Actrg should be indwidually ttrated to a dose that provides adequate
analgesia and mirimizes side effects. If signs of excessive opioid effects
appear before the unit is consumed, the dosage umt should be removed
from the patient’s mouth immediately, disposed of properly, and subsequent
doses should be decreased fsee DOSAGE AND ADMINISTRATION).

Patients and their caregivers must be f that Actig contains 2
medicine in an amount that can be fatal to a child. Patients and their
caregivers must be instructed to keep all units out of the reach of clyidren
and to discard opened umits properly in a secured container.

WWAINDICANMS
g hyp 1 coufd ocour a! anydosein pau'ems
no‘l takxng chronic opiates, Annq is dicated i the
of acute or postoperative pain. The risk of respiratory depression begms
1o increase with fentany! plasma levels of 28 ng/ml i opicid ron-tolerant
idwiduals {see Pharmacokinetics). This product must niet be used in opioid
non-tolerant patients.
Paﬁems cunsidere;! apioid tolerant are those who are takimg atleast 50mg
hinefday, 50 meg transdermal fentanyVhour, or an equisnalgesic dose
of another opmld for a week arlanger.
Actigis contraindicated in patients with known intolerance of hypersensi-
tivity to any of its components or the drug fentanyl,

WARNINGS E
See BOX WARNING
The concomatant use of other TNS depressants, incloding other opisids,
d 1 hypnotics, geners| ihigzines, tranquifizers,
skeletal muscle relaxants, sedating annh:s‘(ammes potent inhibitors of
cymr.hrome P450 IA%isoform le.g. erythromycin, ketoconazole, and carten
P ) and alcoholic b ges may produce mcreased
dep effects. Hypovent hypotension, and p d
may oteur
Actigis not recommended for use in patients who have received MAO
inhibitars within 14 days, because severs and tnpredictable potentiation by
MAQ inhibitors hias baen reported with opiotd analgesics.
Pediatric Use: The appropriate dosing and safety of Actigin opioid tolerant
children with breakthrough cancer pain have not been established below
the age of 16 yaars. :
Patients and their caregivers muost be instructed that Actig confains 2

- medicing,in an amount which can be fatal to 2 child. Patients and therr

categivers must be instructed to keep both used and unused dosage anits
out of the reach of children. Whie afi units shoold be disposed of
wmmediately after use, partislly corsurmed s represent a speaial sk o
children. In the event that & unit 1s not completely consumed 1t must be
properly disposed as soon as possible. {See SAFETY AND HANDLING,
PRECAUTIONS, and PATIENT tEAF{ET for specific pavent instructions.)
na and di isfs must B W u.

pauems of caregivers abouﬂhe presance of chidren in the home onafull
time or visiting basis and counsel them regarding the dengers to children

- from inadvertent exposure,

PRECAUTIONS

General

The inftial dose of Actigto treat episodes of breakthrough cancer pain should
be 200 meg. Each patent should be indwidually titested to provide adequate

analgesia while minimizing sde effects
Optmd analgesics i mma«r vhe men*ta! andfor physical ability required for
the p of p g tasks le.g, diving a car or

operating machmezy) Patients taking Actig should be wamed of these



dangers and should be counseled accordmgly
The use of concomitant CNS active drugs requires spectal patent care
and obsenvation. {See WARNINGS.)

Hypoventilation (Respiratory Depresmn)

As with all opioids, there 15 a risk of ¢l b lation in

patients usang Actig Accordmgly, all patcents should be followed for
lation may occur more

readlly M\en oprolds are gwen n conguncnon vath other agents that

depress tespiration,

Chronic Pulmonaty Disease

Because potent opioids can cause hypoventilation, Actig should be ttrated
with caufion in patients with chronic obstructive pulmonary dlsease or
pre-existing medical condit g g them to fwpe n
such patients, evennomal xherapezmc duses of Actigmay ﬁmher decrease
respiatory drive to the paint of respiratory failure.

Head Injuries and Increased Intracranial Pressure

Actigshould only be administered with extreme caution in patients who may
be particularty tible to the & i ’effecw of 00y tetention such
as lhese vmh idh of i d int of
constiusness, Opioids may abscure the clinical coutse ofa patzemvmh 8
head injury and should be used only if clinically warranted.

Cordiae Disease

Intravenious fentany! may produce bradycardia, Therefore, Actiy should be
used with caution i patients with ﬁradyanhyﬁmmtas

Hepatic or Benal Disease

Actly should be atdwifistored with caution to patients with hver or
fudney dy he of the i of these organs w the
metabohsm and excretion of drugs and effects on plasma binding proteins
{ses PHARMACOKINETICS),

{nformation for Patierts and Their Caregivers

1} After consumption of the unit is complete and the matix 15 totally
dissolved, throw away the handie n a trash container that 1s out of the
teach of children.

Zf any of the drug matrix remains on the handle, place the handle under
hot tunning tap water untif all of the drug matrix is dissolved, and then
dispose of the handle in a place thatis out of the reach of children.

3} Handles in the child-resi tainer should be di d of {as
desciibed in steps 1 and 2} at least once & day,

# the patient doss not entirely consume the unit and the remaining drug

cannot be immediately dissolved under hot running water, the patient

or caregwer must tempuran!y store the Actig unit in the specially
d child out of the reach of children until
pmper disposal is possible.

Disposal of Unapened Actiy Units When No Longer Needed

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

any unopened units ing from a prescription as soon as they are no
longer needed,
Todispose of the unused Actigunits,. . -

1} Remove the Actiy umt from its blister package usmg seissors, and hold )

the Actig by its handle over the toret bovd,

2} Using wire-cutiing pliers cut off the drug matrix end so that it falis
into the toifet.

3} Dispose of the handle in a place thatis out of the reach of thildren.

4 Repeat steps 1, 7, and 3 for sach Actigurit. Flush the toilet twice after

5 units have been cutand depositad into the tollet,

Do not flush the entire Actiy wnits, Actiy handles, blister packages, or
cartons down the toifet The handle should be disposed of where children
cannof teach ftfses SAFETY AND HANDUNG). -

Detalted instruetiors fonhe proper starage, adniristration, disposal, and

ging an overdose of Actiy are provided o
the Actiq Patient Leaﬂet Patients should be encouraged to read this
information i s enfirety and be given an opportunity to have their

Patients gnd thew caregivers must be instructed that Actig contal
medicine in an amount that could be fatel to a ehuld. Pafierts and therr
caregivers must be instructed 1o keep both used and unused dosage units
out of the reach of children. Partially constmed unsts represent 2 special
tigk 1o children, In the event that a unitis not completely consumed it must
be prapery disposed as soon as possible. {See SAFETY AND HANDLING,
'WARNINGS, and PATIENT LEAFLET for specific patient instructions.)

Frequent consumption of sugar-contaming productsmaymcreaseme rskof
dental decay leach Acky wl contems appeonimately 2 grems of suger
Thydrated dexmes]) The gc¢urrence of dry mouth
opioid medicat fentanyl} may add to this risk, .

Post-marketing reporty o? 6eml deeay have been recaived in patents
taking Avtiq {see ADVERSE RERCTIONS - Post-Marketing Experience). in
some of these patients, dental de;ay oeturred despite reported roufine osal
hygiene. Therefore, palients using Actig should consult their dentst to
ensure appropriate oral hygiene.

Disbee petients shotld be advised hat Actiy contas appraumatsly
2grasms of sugar per unit

Patienty and their caregvers should be provided vath an Actiy Welcome
Kit, which contains educational materials and safe storage containers
tohelp patients store Actig and other medicines outof the reach of children,
Patients and their caregivers should also have an opportunly te watch
the patient safety video, which provides proper praduct use, sforage,
handling and disposal directions. Patients should afso have an opportunity
to discuss the wideo with therr health care provders. Health care
professionals should call 1-800-836-5855 to obtain & supply of wel kits

ted with the use of

In the avent that a caregiver requites additional assistancein disposing of
axcess unusable units that remain in the home after @ patient has expired,
they should be instructed to call the toll-tree number (1-800-898-5855) o
seek assistance from their focal DEA office.

taboratory Tests
The effacts of Actig onlaboratory tests have nat been evaltated
Druy lnteractions
See WARNINGS.
Fentanyl 1s metabolized i the liver and | mucosa to norfentsnyl by
the cytochrome P450 3A4 isoform. Brugs that infublt P450 3A4 activity may
increase the bicavailabifity of swallowed fentanyl sbv de¢reasing intestinal
and hepatic first pass bolism) and may d the °
clesrance of fentanyl The expacted clinical results would bemcreawd of
prolonged opioid effects. Drugs that induce cylochrome P450 384 activity
may have Hie oppasite effects. However, no i witro of in vivo stedies have
peen pedomhed 1 4ssess the impact of those pofential intersefions
on the administration of Actig. Thug patients who begin or end therapy
with poftent inhibitors of CYP450 3A4 such as macrolide antibiofies
{e ' etythromvcm) azole annfungai agents {e.g., ketoconazole and
), and p bitors fe.g., ritanovi) whils teceing Actiy
should be momtored for a change in opioid effects and, if waranted, the
dose of Actig should be adjusted

Carcinogenesis, !\Emagmesxs and lmpaiment of Fertility
B animal y studies have not been conducted with

of videos for patient viewing

Disposal of Used Actig Units

Patients must be instructed to dispose of completely used and partially used
Actiq units.

fentenyl citrate, the potential carcmogemc effect of Actiyis unknown,
Standard mutagenictty testing of fentanyl citrate has been conducted,
There was no swidence of mutagenicity in the Ames Safmonellz or
Escherichramutagericity assay, the #r-vitro mouse lymphoma mutagenesis
assay, and the m-uve micronutleus cytagenstic assay in the mouse,

W,

Reproduction studies in rats revealed a signifi d n the
pregnancy rate of all exy } groups, This d was most
pronounced i the high dose group {1.25 mg/kg sebeutaneously} in which

one of twenly animals becams pregnant,

Pregnancy - Cafegory €

Fertanyl has been shown to impair ferslily and to have an embryocidal
effect with an increase i resorptions in rats when given for a period of 12
to 21 days in doses of 30 meg/kg IV or 160 meg/kg subcutaneously.

No ewdence of teratogenic effects fias been observed after
admnistration of fentanyl citrate to rats. There are no adequate and
welt fled studies i pregnant women Actig should be used during
pregnancy only if the potential benefit justiies the potential nsk to
the fetus.

Labor apd Delwery
Actigis not indicated for use in labor and delvery.

Nursing Mothers

Femanyl 15 excreted in human milk; therefore Actiy shauld not be used in
nursing women betause of the possibiity of sedaton andfor respiratory
depression in theirinfants,

Pediatric Use

See WARNINGS.

Geriatric Use .

Otthe 757 patients in clinical stedies of Achgin breakthrough cancer pain,
61 {24%) were 65 dnd over, while 15 {6%) were 75 and over.

Those patients over the age of 85 thtrated to a mean dose that was about
200 meg less than the mean doss fitrated 1o by younger patients, Previous
studies with Intravenous fentanyl showed that elderly paients are tvice a5
serisitve to the effects of fentanyl as the younger population.

fo difference was noted in the safety profile of the grolip over 65 as
compared ta younger patients in Aetig clinical thals. However, greater
sensitidly v older individuals cannot be ruled out Therefore, caution
should be exercised in indiidually titrating Actig m eldedy patients to
provide adeguate efficacy while mimimizing nsk

'ADVERSE REACTIONS

The safety of Actighas besn valuated in 757 opioid tolerant chioris cancer
pain patients. The duration of Actiz use varied dunng the open-label study.
Some patients were followed for over 21 months. The average duration of
therapy in the open-label study was 128 days.

The adverse events seen with Actiy afe typical opioid side effects
Fraquently, these adverse events will cease or detrease in intensity with
continued use of Actig, as the paaem is rma(ed mhe pmper dose Oploid
side effects should be expected and

The mcst senuus advexse effects assotiated wﬂh all opicids ‘are

ially leading to apnea or respiratory arrest],
P by 3 and shcck Al patients shoald be
foﬂowed for of respj

Because the clinfcal tals of Acbq were designed to evalvate safely and
efficacy intreating breakthrough cancer pa!m al patients ware also taking

G ;r ¥
o J. e

concomttant opoids, such as release of |
fentanyl, for their persistent cancer pain, The ad&etse evemdata presented
here feflect the actual p age of patients exp g eath adverse

effect among patients whq teceived Actiy for breahhmugh cancer pain

along with a concomitant opioid for parsistent cancer pain There has been
1o attemptto correct for concomitant use of cﬂ\emmmds.durahm of Actiy
therapy, or cancer-related symptoms. Adverse events are included
vegardless of causality or severity,

Three shartterm chinical trials with similar tiration schemes were
conducted in 257 patients with mafignancy and breakihrough cancer pain,
Data are available for 254 of these patents. The goal of fitration i these
trials was to find the dose of Actig that provided adequate analgesia with

side effects { ful dose} Patrents were titrated from a low
dose to & successful dose in 4 manner similar 1o cunrent itration dosing
guidelines. Table 3 fists by dose groups, adverse events with an overslt
frequency of 1% or greater that occurred during titration and are commonly

d with optoid ad ion or are of particufar clinical interest
The abifity to assign & dose-response relationshup to these adverse events
1s limited by the titration schemes used in these studies. Adverse events are
listed in descending order of frequency within each body system.

Table3.
Percent of Patients with Specific Adverse Events Commonly Associated
with Opivid Administration or of Particular Clinical ntorest Which
Ocourred During Titration {Events in 1% or More of Patients)
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The following adverse everits not reflected in Table 3 occurred dunng
Siration with an overell frequency of 1% or grester end are lsted in
descending arder of frequency within sach body system.

Budy as @ Whole: Pain, fever, sbdominal pam, chills, back pain, chest
pain, infection

Cardiovaseular: Migraine

Bigestive: Diarthea, évspeps:a, ﬂa(u%ence
Metsholic and Nufri pheral edema, deliydraton
Nervous: Hypesthesia

Respiratory: Pharyngitis, cough increased

The following events occurred during titrabon with an overall fraquency of

less than 1% and are listed in descending order of frequency within each

body syster.

Body as & Whole: Fiu syndrome, abscass, bone pain

Gardigvascular: Deep thmmbopwebétts, hypertension, hypotension

Dugesuve Anorexia, eructauen, esaphageai stems:s, fecal impaction, gum
hage, mouth ul oral monil

Hemic and Lymphatic: Anemia, feukoperia

Metabolic and Nuttmuna! Edema, hypercalcemia, weight lass

Musculoskeletal: Myalgia, pathologi ‘fracture, yasth

Nervous: Abnormaf dreams, unnary gitation, amnesia, i
tabilrty, euphosi dination, ibido d d.neuropathy, p
speech disorder



Rkt i [

Resprratory Hemopwsw, p{eural effusion, rhinits, asthma, hiceup, Cardil lar: Deep : g palpitation, vascular
p iency, sputum disorder

Skinand A ag Alopet:ta fol d Digestive: Diarrhea, anarexia, dyspepsia, dysphagla, oral monifiasis, mouth

Special Sense& Taste perversion ulcerat«on rectal disordex stomatitis, ﬂatulence, gastrointestinal

Urogenital: Vaginal hemorthage, dysutis, | ia, urinary i penadontal abscess, ion, glossitis,

urinary tractinfection rectal hemorrhage

Along-term extension study was conducted in 156 patients with malignancy Hemic and Lymphiatic: Anerwa, leukoperia, thiomborytoperis, eccl

and breakthrough cancer panwho were treated for an average of 123 days,

Data are availa%)le for 152 of these patients. Table 4 ists by dose groups, Metabolw and Nmrmona! l?enpherat ede:‘na ede",ia’ dehydration, veight

adverse events with an overall frequency of 1% or greater that octurred toss, hyperglycermia, hypokalemia, bypercalcema. hyp

during the Iong-term extension study and sre commonly sssociated wath L E Mydlgia, petrologeal fracture, joint disorder, leg cramps,

opictd adrinistration of are of particular clinical interest, Adverse events ;r:;:lﬂx:‘tzmeisofder I . speathdorer

are bsted indescending orderof!mqumcvahneaCh body systens. Respiratory: Cough increased, pharyngms, pneumo;“a i, sinustts,

Table 4. bronehitis, ep asthma, hemoptysts, sputure i d

Percont of Patients with Adverse Events Commonfy Associated with
Opioid Administration or of Particular Clinicel hderesf Which Occurred
Duning Long Term Treatment{Events in 1% or More of Patients)
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The following svents not reflected in Table 4 d with an everall
frequency of 1% or greater i the long-ter extension study and are fisted
in descending order of frequency within sach bady system

Body as & Whole: Pam, fever, back pain, abdommal pain, chest pam, flu

v , chills, infection, abd farged, bone pain, ascites, sepss,
fieck pam, viral nfection, fungal infection, cachexia, cellulttis, malaise,
pelvic pain

Skin and Appendages: Skin ulcer, alopecia
Special Senses: Tinitus, toniuncﬁvius, ear disorder, taste perversion

Urogenital: Unnary tract an, nery breast pain,
dysuna, hematuna, scrota! edema, hydmnephms:s, k:dney failure, urinary
wrgency, uf impatred, plasm, vaginal hemorthage, vaginitis
The following events d with a frequency of lass than 1% in the

long-term extensmn study and are listed in descendmg order of frequency

within each-body system,

fody as & Whole: Allergic reaction, cyst, face edems, flank pain,

granuloma, bacterial infection, wjection site pain, mucous membrane

disorder, peck figidity .

Cardiovaseulsr: Angma pectem, hemerthage, hypotension, penpheral

vaseular disorder, postural bypotension, tachycardia

Digestive: Cheilitis, esophagifis, fecal ncontinence, gastroenteritis,

gastmmtesuml disorder, gom hemorthage, hemorrhage of colon,
d fiver tend tooth canes, tooth disorder

Hemic and lymphaﬁc’ Bléeding time increased

Metabotm aad Hurinonaf‘ Amdosxs. generalized edema, hyposalcemia,

thirst

Muscuioskeletal Arthsits, muscle atraphy, myopathy, synoviis, tendon

disardes

Rewous Acute braint synd itation, cerebral i facial

p , foot drop, halluci hem»p!egra,miosls‘subdumlhematuma

Respiratory Hiccup, lung disorder, pneumothorax,

taiture, voice alt

Skm “and .&ppemlauey Harpes - zoster, macslopapular sash, skin
loration, urticaria, vesicuiobiullaus fash

Spema! Senses:-Far paln, eye hemoithags, iacmmon disorder, partial

permanert deafnss, partial transitory deafiies

Urnjgenitel: Kidnsy pain, nosturia, ohiguria, pn!wns pye!unepi\nns

Post-Marketing Expers
‘The foltowing ddverse reactions have beend i during postapproval uss
of Actiy Because these reactions are raported voluntarily from a populati

of ancertain size, itis not atways possible ta reliably asimate me«rfreqnency
srestablish causal relationshinto drug exposure. Bacisions toinclude these
teactions in labeling ave typicaily based on one or more of the following
factors: {1 sgriotsness of the reaction, {2} frequency of the reporting, or {3}
strength of caysal connection i Actig

Digestive: Dental decay of varying severity including dental caries, tooth loss,
and gum line erasion

DRUG ABUSF AND DEPENDENCE
Fentanyl is a my-opioid agorist and a Schedule I controlled substance that
can produce drug dependence of the morphine type. Actig may be subjsct
1o musisse, ghuse and addiction,

The administration of Actiy should be guided by the response of the
patient. Phystcafl dependence, per se, is nof ordinanly a concem when one

is freating a patient with chromic canger pain, and fear of tolerance and
physical dependence should not deter using doses that adequately relieve
the pain.

Opiotd analgesics may cause physical dependence. Physical depend

As wath all opioids, the safety of patients using such products is
dependent on health care professionals prescnbing them in strict
conformity with their approved labeling with respect to patient selection,
dosmg and proper conditions for use.

results in withdrawal symptoms in patients who abruptly discontinue the
drug. Withdrawal also may be p d through the administration of

drugs with opioid antagonist activity, eg, Imefens, or mixed
agorist/antagonist analgesics {p butorphancl, buprenorphi
nalbuphine).

Physical dependence usually does not occur 1o a chinically significant
degree until after several weeks of continued opioid usage. Tdlerance, n
which increasingly larger doses are required in order to produce the same
degree of analgesia, 1s witislly manfested by a shortened duration of
analgesic effect, and subsequently, by decreases in the intensity of
analgesia.

Thehandling of Actig should b ged to minimi; theriskof’
ncluding restriction of access and
to the climeal setting and as required bylaw{see SAFETY AND HANDHNG)

OVERDOSAGE
menwa! Presematmn
The of Actigoverdosage are expected to be simiar in natore

1o infravenous fentanyl and other opioids, and are an extension of its
pharmacological actions with the most seripus significant effect being
hygoventilation {see CUNICAL FHARMACOLOGY].

Gehém

of opioid overdose includes removal of the Actig

< unit, if siill in-the mouth, ensuring a patent anway, physical and verbal

stimulation of the patient, and assessment of level of consciousness,
ventlatory and circylatory status.

Trestment of Overdosage Wevidental In
Tolerant Persan

Ventifatory suppoct should be provided, intravenous access obtained, and
naloxone or ather opoid antagorists should be employed as chinically
indicated. The duration of respiratory dep foflowing overdose may be
tonger than the effects of the opied antagonists action {eg., the halfdfe
of naloxene renges from 30 to 81 minutes] and repested administration may
be recessawy. Consult the packepe isert of the individual oproid antagorist
for details about such use,

Treatment of Overdese in Opioid-Tolerant Pationts

} in the Opiaid NON-

Physicians and dispensing pharmacists must specifically question
patients and caregivers about the presence of chifdren inthe home ona full
time or wsiting basis and counsel accordingly regarding the dangers to
chitdren of inadvertent exposure 1o Actig.

Administration of Actiq

The bhster package should be opened with scissors immediately prior fo
product use. The patient shovid place the Actig unit in his or her mouth
between the cheek and lower gum, oscasionally moving the drug matnx
from one side to the other using the handie. The Actig umit should be
sucked, not chewed, A unit dose of Actrg, if chewed and swallowed, might
result in fower peak fons and lower bicavadabiltty than when
consumed as directed.

The Actig unit should be consumed over 2 15-minute period. Longer or

. shorter consymption tmes may. produce less sfficacy than reported in

Actiy clinical trials, i signs of excessive opioid effects appear before the
unit is consumed, the drug matrix should be removed from the pafient’s
rmoyth immediately and future doses should he decreased,
Patients and caregivers must be i ed that Actiy contains medi

in an amount that could be fatal to a child. While all units should be
dispased of immediately after use, partially used urits represent 3 special
visk and must be disposed of as soon 35 they are consumed andfor no
longer needed. Patients and caregivers should be advised to dispose of any
urits remaining from a prescription as ston as they are no kmger needed
{sce Bisposal Instructions].

Dose Titration

Starting Dose. The initial dose of Actiq to treaf episodes of breakthrough
cancar pain should be 200 meg. Patierts should be prascrhed an initial
titration supply of si 200 meg Actig units, thus limifing the number of
units in the home dusing ttration, Patients should se up all units before
increasing to a ugher dose.

From this inital dase, patients should be elosely followed and the dosage
level changed until the petient reaches a dose that provides adequale
snalgesta using a single Acti dcsage unit per breakthrough canter pain
episode.

Patients should record thewr use of Actig over several episodes of

) bmakﬂmugh canicer path and reviewtheir expsrience with their physici cians to

Veméaiory suppaﬁshould be provided and & ac btained as
f, Judicious use of el eranother opioid antagonist

may be d in some inst butitis fated with the nsk of

precipiating an acute withdrawal syndrome,

Geners! Considerations for Overdose

Hanagenm of severe Actig overdose includes: securing a patent airway,
assisting or controlling ventilation, establishing intravenous access, ang 6
decontamination By lavage and/or activated charcoal, once the patient’s
airway is secure, Iiv the pressnce of hypoventilalion or apnes, ventiation
should he assisted o controlied and oxygen admuistered as indicated,

Patients with overdose should be carefully obsérved and appropristely
managed untl their clinical condition is well controlled.

Atthough muscle sigidity mterfering with respiration has not been seen
following the use of Actiy, thisis possible with femtanyl and other opioids. if
it pecurs, it should be managed by the use of assisted or controfled
ventilation, by an opioid antagonist, and as a final alternative, by a
neuromuscular blocking agent

DOSAGE AND ADMINISTRATION
Actigis contraindicated in non-opicid folerant individuals.

Actig should be ndividually titrated to a dose that provides adequate
analgesia and mininuzes sue effects (see Dose Titration).

dasageadmsnwms varranted.,

2 Until the appropriate dose is reached,
patients m&yﬁad it necessary to use an addional Ackiy unit duting a single
episode, Redosing may start 15 minutes after the previous unit has been
completed {30 miniutes afier the start of the previous tnit). While patients
are in the titraion phase and units whith individually may be
subtherapeutic, no more than two units should be taken for each indwidual
Breakihwough cancer pain épisode

Increasing the Doser if of sevaral ive b
cancer pam episodes requites more than one Acfig per episade, an
intredse i dose b the next higher available strengthshould be considersd.
At each new dose of Actig during titration, it is recommended that six tnits
of the ftration doss he prescnbed Each new dose of Actiq used in the
titration period should be d over several des of breskthrpugh
cancer pam generally 1-Z days tod whetheri it provides adeq
sfficacy with acceptable side effects, The incidence of snde effectsis I(kefv
10 be greater during tus wmiial titration period compared 1o fatey, after the
effactive dose s determined.

Daily Limit Once a successful dose has been found {te., an average
episode 1$ freated with a single unit), patients should limit consumption to
four or fower units per day. If consumption Increases above four units/day,
the dose of the long-acting opiord used for persistent sancer pain should be
te-gvaluated.

Lt 1




Actig titrstion Process
St BOX WARMING

Start ot 200 mog |
{Uispemse oo mre than§ ynds iivaliy) i

¥

¥- Consume Astig wnit ovar 18 minutes
2. Weit 15 more minueos r—

3- if needad, consunw sacomd unit ovet V5 minutes
4 Try this Actiytose for several episodes of hreakitrough pain

¥

! Ateguats rellet with ons unit? §
¥

i
Yeg
i
ineroase dosd to text
Suctessful Dose Determined highest stzength® -
Dispense nomore tan & onis latialiyt |
*Rvaitable dossge songths include: 200, 408, 800, 804, 1200, snd 1800 mug,

Dosage Adjustment '

Experience in a long-term study of Actig used in the treatment of
breakthrough cancer pain suggests that dosage adjustment of hoth Actig
and the maintenance {around-the-clock] opioid analgesic may be required
in some patients to continue to provide adequate retief of breakthrough
cancer pain. .

Generally, the Actig dose should be ingreased whan patients require more
than one dosage unit per breakthrough cancer pain episode for several
consecutive episodes. When titrating to an appropriste dose, smafl
quantities {six units} should be prescribed at 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.

Discontinyation of Actig

For patients requiring discontinuation of opioids, a gradual downward
titration is recommended because it is not known at what dose leve| the
opioid may be discontinued without producing the signs and symptoms of
abrupt withdrawal,

SAFETY AND HANDLING
Actigis supplied in individually sealed child-resistant blister packages. The
amount of fentanyl contained in Actig can be fatal to a child. Patients and
their caregivers must be instructed to keep Actig out of the reach of
children (see BOX WARNING, WARNINGS, PRECAUTIONS and PATIENT
LEAFLET), ’
Store at 20-25°C (68-77°F) with excursions permitted between 15° and 30°C
{59° to 86°F} until ready to use. (See USP Controlled Room Temperature.)
Actig should be protected from freezing and moisture. Do not use if the
blister package has been opened. )

DISPOSAL OF ACTIO

Patients must be advised to dispose of any. units remaining from a
prescription as soon as they are no longer needed. While all units should be
disposed of immediately after use, partially consumed units represent a
special risk because they are no longer protected by the child- resistant
blister package, yet may contain enough medicine to be fatal to a child (see
Information for Patients).

A temporary storage bottle is provided as part of the Actig Welcome Kit
{see Information for Patients and Their Caregivers). This container is to be
used hy patients or their caregivers in the event that a partially consumed
unit cannot be disposed of promptly. Instructions for usage of this container
are included in the patient leaflet.

Patients and members of their househeld must be advised to dispose of
any units remaining from a prescription as soon as they are no longer
needed. Instructions are included .in’ Information for Patients and Their
Caregivers and in the patient leaflet. If additional assistance is required,
referral to the Actig 800# {1-800-896-5855) should he made.

HOW SUPPLIED

Actigis supplied in six dosage strengths. Each unitis individually wrapped
in a child-resistant, protective blister package. These blister packages
are packed 30 per shelf carton for use when patients have been titrated to
the appropriate dose.

Patients should be prescribed an initial titration supply of six 200 mcg
Actig units. At each new dose of Actig during titration, it is recommended
that only six units of the nexthigher dose be preseribed.

Each dosage unit has a white to off-white color. The dosage strength
of each unit is marked on the solid drug matrix, the handle tag, the

- Dlister package and the carton. See blister package and carton for

product information.

Dosage Strength  Carton/Blister
{fentanyl base) Package-Color NDC Number
200 meg Gray NDC 63459-502-30
400 meg Blue NDC 63459-504-30
800meg Orange NDC 63459-506-30
800 mcg © Purple NDC 63459-508-30
1200 meg Green NDC 63453-512-30
1600 mcg * Burgundy NDC 63453-516-30

Note: Colors are a secondary aid in product identification. Please be sure
to confirm the printed dosage before dispensing.

B only.
DEA order form required. A Schedule Cll narcatic.

Manufactured by:
Cephalon, inc., Salt Lake City, UT 84116, USA
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