
June 2,2005 

Division of Dockets Management 
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 2 1,2004 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 ultimately denied by FDA on 
January 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 fepttanyl oralet.” 

This description of ACTIQ as “transmucosaEfentanyl or&t” is incorrect. Fentanyl 
Oralet@ is an oral transmucosal fentanyl product, and Cephalon discontinued its 
manufacturing and commercial production in January 200 1. 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. 1,2 

In addition, there are no data to demonstrate bioequivalency between ACTIQ and 
Fentanyl Oralet formulations. Considering this information, ACT10 is NOT a 
substitute for Fentanvl Or&et. 

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. 



Pharmacokinetics 

The petition describes ACTIQ as a “jkst-release formulation that delivers between 200- 
1600 mcg/&our 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 f‘ With a duration of delivery offifteen m&z&es, a single oralet 
can rapidly deliver up to 400 micrograms offentanyl 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 bioavailability of 15 mcg/kg in 12 
adult healthy volunteers was about SO%, 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 15minute 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 ACTXQ 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 lo-30 minutes 
after the standardized 15minute administration time of ACTIQ. 193*4 

ACTIQ vs. Morphine 

The petition claims that ‘;lctiq. has been found to be better or equivalent to intravenous 
morphine for the treatment ofpostoperative pain.” 



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 underlyingpersistent cancerpain. ACTIQ is contraindicated for use in the 
management 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: 

l Product and packaging design features 
l Strong redundant warnings to both prescribers and patients regarding appropriate 

patient selection and proper use and storage of ACTTQ 
l Adequate training for healthcare professionals on the attributes of ACTIQ 
l 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) 

* 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. 



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 ACTXQ 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 bealthcare 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 ““ifActiq oralet is being called a9fentanyl lollipop, then 
this new product will soon be known as the fentanylpizza,” 

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 bre~t~ough cancer 
pain in patients with malignancies who are caErea& receivilczg 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 opioid 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: 

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



re? 

m 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. 

w 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. 

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

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

9 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. 

Carol S. Marchione 
Sr. Director, Regulatory Affairs 
Cephalon, Inc. 

cal Affairs 

’ ACTIQ - Current Approved Prescribing Information (Cephalon, Inc,, Rev. August 2004). 

’ Fentanyl Oralet - Approved Prescribing Information (Abbott 1993, Rev. May 199g) 

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

4 Streisand, JB et al: Dose proportionality and pharmacokinetics of oral transmucosal fentanyl citrate. 
Anesthesiology 88(2): 305309, 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 Analg 89(3): 732-738, 1999. 

Enclosure: Reference 1. 



ACTlQ@ Crr 
f: (oraitransmucosal fentanyl citrate) 

WARNING: May be habit forming 

Act@ (oral transmucosal fentanyl citrate} is a solid formulation of fenMy 
citrate, a potent opioid analgesic, intended: for oral transmueosal 
administration. Actiq 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. 

Actiq is designed to be dissolved slowly in the mouth in a manner to 
facilitate transmucosal absorption. The handle allows the Acti unit to be 
removed from ihe mouth if signs of excessive opioid effecti appear during 
administration. 
Active Ingredient: Fentanyl citrate, USP is N-~l-Phe~ethyt-4-pipe~id~) 
propionanilide citrate (1:l). Fentanyl is a highly lipophilic compound 
(octanol-water partition coefficient at pH 7.4is 81&l) that is freely soluble in 
organic solvents and sparingly soluble in water (l?lO). The molecular weight 
of the free base is 336.5 (the citrate salt is 528.61. The pKa of the tertiary 
nitrogens are 7.3 and 8,4. The compound has the following s&Mural 
formula: 

CHSOOH I 

. HO-C-COOH 

I 
CH2COOl-i 

Acfig is available in six strengths equivalent to 200,400,600], 800,2200, or 
1600 mcg fentanyl base thatis identified by the t&t on the solid drug matrix, 
the dosage unit handle tag, the blister package, and the shelf carton. 
Inactive Ingredients: Hydrated dextrates, citric acid, dibasic sodium 
phosphate, artificial berry flavor, magnesium stearate, modified food starch, 
and confectioner’s sugar. 

CLlNIeAllPHARPWACOlDGYANDPHA#RiZAC~~/ff~iCS 
Pba~a~~~y: 
Fentanyl, a pure opioid agonist, acts primarily through interaction with 
opioid mu-receptors located in the brain, spinal cord and smooth muscle. 
The primary site of therapeutic action is the central nervous system ICNSI. 
The most clinically useful pharmacologic effects of the interaction of 
fentanyt with murreceptors are analgesia and sedation. 

Other opioid effects may include somnolence, hypoventiiation, 
bradycardia, posturd hy,potsnsion, prurihrs, dizziness, nausea, diaphoresis, 
flushing, euphoria and confusion or difficulty in concentrating at clinically 
relevant doses. 
Glinical ~arrna~~~~ 
Analgesia: 
The analgesic effects of fentanyt are related to the blood level of the drug, 
if proper allowance is made for the deley into and out of the CNS (a process 
with a 3&-5+minute half-fife]. In opioid non-tolerant individuals, fentanyl 
provides effects ranging from analgesia at blood levels of 1 to 2 ngiml, all 
the way to surgigal anesthesia and profound respiratory depression at 
levels of 10-20 nqi’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 Acti shoutd be individually titrated to achieve the 
desired effect (see DI)SAGE ANa Aa 
Ga~oin~~inaf (Gil Tract and Other Smooth Muscle: 
Opioids inctease,$he tone and decrease contractions of the smooth muscle 
of the gas~ointesti~al (61) tract This results in prolongation in El transit 
time and may be responsible for the constipating effect of opioids. Because 
opioids may increase biliary tract pressure, some patients with biliary colic 
may experience worsening of pain. 

While opioids generally increase the tone of urinary tract smooth muscte, 
the overall effect tends to vary, in some cads producing urinary urgency, in 
others, diiculty in urination. 
Respiratory System: 
All opioid mu-receptor agonists, including fentanyt, produce dose 
dependent respiratury depression. The risk of”respiratory depression is less 
in patients receiving chronic upioid, therapy who develop tolerance to 
respiratory depression and other opioid effects. During the titration phase 
of the clinical trials, somnolence, which may be a precursor to respiratory 
depression, did increase in patients who were treated with higher doses of 
Acriq. In studies of opioid non-tolerant subjects, respiratory rate and oxygen 
saturation typically decrease as fentanyi blood concentration increases. 
Typically, peak respiratory depressive effects (decrease in respiratory rate) 
are seen 15 to 30minut+s from the start of oral transmucosal fentanyl citrate 
KITE*‘) adminis~ation.and may persist for several hours. 

Serious or fatal respiratory depression can occur, even at recommended 
doses, in v~lnertible individuals. As with other potent opioids, fentanyl has 
been associated Mtith cases of serious and fatal respiratory depression in 
opioid non-taterant individuats, 

Fentanyl depresses the cough reflex as a result of its CNS activity. 
Although not observed with Ac@ 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 WAR~fNG, ~~~AfN~l~Tf~NS, WARNINeS, PRECA~I~NS, 
ADVER!& R~AGTf~S, and ~~R~~SAR~ for additional information 
on h~p~ent~lation.~ 

Pha~acokin~ies 
Absdrptfon: 
The absorption pharma~okinetics of fentanyl from the oral transmucosal 
dosage form is a combination of an initial rapid absorption from the buccal 



mucosa and a more prolonged absorpkon of swallowed fentanyl from the G I 
tract Both the blood fentanyf profile and the broavadebdii of fentanyi wdi 
varydepmtdkmgonthefractio”ofkm dosethatisabsorbed throughthe oral 
mueos8 and the frackon swallowed 

Absolute broavadability, as determined by area under the concentratwn- 
kme curve, of 15 mcglkg m  12 adult males was 50% compared to 
rmtr%ve”ousfo”ta”yl. 

Nommlly, approximatefy Tj% of the total dose of Act@ rapdly absorbed 
from the buccal nu~osa and becomes systemicaNy avadable The 
remammg 75% of the total dose is swallowed wtth the saliva and the” is 
slov.fy absorbed from the 61 tract About 1/3ofthkamountl25% ofthe total 
dose) escaper hepakc and intesknal first-pass ebmmation and becomes 
systmmcally available Thus, the generalfy observed 50% broavailabrbty of 
Actiq is divided equally between rapid trammucosal and slower 61 
absorpkon Therefore, a unrt dose of Acbq, if chewed and sv&wedz might 
result M  Iowsr peak concentrations and lower bmavailabdity man when 
ccmsumed as directed. 

Dose propom.onalfty among four of the available strengths of Acfipf200. 
603, RI& and lso0 mcgl has been demonstrated in a balanced erossover 
design ut adult subjects. Mean serum fentanyf levels fdloting them four 
doses of Aebq am shown in Figure 1. Ths c”rves for each dose levef are 
sumtar m  shape Wh irmroasmg dose kvels producr~,i”~rea~~ serum 
fsntanyf levels. Cmax and ALft+ increased in a do~de~d~tma~er 
that is approdmatety proporkonal totho Act&adr&stemd. 

The pharmacofmekc parameters ofthefoutstrengtt of Achqtested inthe 
do~pr~~~~ity study are sfmwn m Table 1. The mean Cm, ranged 
from 0,3g - 2.51 ng/mL Themedian kme of maximum fdasnm co”teOtrako” 
iTmix] across th=se four doses vt Acti9 v&d from 20.40 minutes [range 
of ~~8D~n~s~~rneasu~a~t ~e~~~e~~rat~ 

Tab!+ 1. 

Disfribntiom 
Pertm~trs high@ irpopf&~. Anrnraf data showed mat fplldwing absorpkan 
fentanyf is rapidly dmtnbuted to the brarh haart, lungs, kidneys and spleen 
fobowed by a slower tedmttibukon to muscles and fat The plasma proter” 

bmdrng of fentanyi is BY&%. The main bmdmg protem IS afpha.l.acrd 
gfyeoprotern, but both albumin and fipoprotems contrrbute to some extent 
The free fraction of fentanyl mcreases with acidosis. Tha mea” volume of 
distribution at steady state Lb&j was 4Ukg. 
Metebelism: 
Ferxamd is metabobzed tn me liver and is the intesknaf mocosa to 
norfe”tanyl by tytochrome P4533A4 moform. Norfentanyl was “ot found to 
be pharnmcofogicalfy active in animal studies fsee PRECAO‘IIONS: &trg 
lrtteraotiono for addmonel informskrutl. 
Efiiinefiom 
Fentar@ is pnmanly (more than %i ebmmated by biotransformatron to 
N-dealkylated and hydroxylated inactive met&o&es. Less than 7% of the 
dose is excreted unchanged tn dte o&e, and or& about 1% is excreted 
unchanged in km feces. The metabobtes are mamfy excreted inthe orrne, 
white fecal excrek’on is less important The total plasma ckarance of 
fentanyl was 0.5 &kg (range a3.0 7 vhrikgl. The terminal dimination 
hatlife after GTfC admimstratron is about 7 hours. 
Soeeiel Pmkrlations: 

erlvP.&e : 
Efder’o patients have bean shomnto be ‘o.sce as sermikve to the effects of 

cancer Pa&& studied with ima@, appro~mately &% were over age Sg 
years. No ddference was Wed in Ute safety profile in &is group 
compamdtu those ag~~s~“~yeam,~u~~ did titrateto 
f~i~~~n~u~~pati~~~ P~~~~j. 
Pa6~~qm Renaldr He&c lmearrme@ 
A&q should be administered v&b c&on to patients with liver or kidney 
dysfunction because of the importance of these organs in the metabolism 
and .exxetion of drugs and effects on plasma-brbrding proteins 
lsea ~EGA~IG~SI 

Although fenta”yi kmetics are km&m to be abered in both h+?bC and 
renal dmeaae due to altereborm in metaboli6 clearance and plasma 
proteins, mdrviduakzed doses of A& have bee” used suecessfulfy for 
breakthrouoh cancer pain r” oatients with heoakc and renal disorders, The 
dursttcn oi effect f& the ‘Wal dose ai fwanyi is detemrirmd by 
r~rstnbukon of the drug, such that dimimshed met&kc clearance may 
only become sigm’frgant tith repeated dosirtg or with excessivefy large 
angle doses. for &ese reasons, v&e doses titrated to clinical effect are 
recommrmded for all patieots, speciei care should belartet~in p%tie”t&th 
sewa hpatic or renal disease. 
! lQM.% 
Both male and female opioid-toleranf caneer patreins were studied for tha 
treammnt of breakthrough cancer pain No thmeafly relevant gender 
differences were noted e&her m  dosage regmrenmnt or in observed 
adverse events. 

ix ~~ 
Breekffuoogh Cancer Pain: 
AC& &es inveskgated in ctiticaf trmls .mvolving zj7 o&id tolerant aduit 
cancer pabents experiencing breakthrough cancer pam Breakthrough 
canter pain was defined as a transient ffare of moderate-to-severe pain 
ocamng in cancer pakorttsexperiencing ~~~~*n~er~rn~~~ 
controged with mamtmmnse doses of opiord medicatiomincluding at least 
80 mg mor~n~day,5am~g tran~e~al~~~~ur,nran equianalgesic 
does of another oproid for a week or longer. 

In two dose titration studies 95 of 127 patients VS%l who were on stable 
doses of cuther tong-acting oral opimds or tmnsdermal fentanyf for’their 
pemmtent cancer pain titrated to a successful dwe of Acbq to treat their 
breakthrough cart&r painting dose range offered @IO, 400,800,900, 
12W a”d 1600 mcg) In these studms 11% of pakents wtthdrew due to 

adverse events and 14% withdrew due to other reasons. A “successful’ 
dose was defined as a dose where one umt of Acfq could be used 
cormistemlyforat leasttwo co”secukve days to treat breakthrough cancer 
pmnvvithout unacceptablesideeffects. 

The successful dose of Actiq for breakthrough carmor pain was not 
predicted from the daily maintenance dose of opiwd used to manage the 
persstent cB(Icer pam and ishur best detenined by dose trtration 

A doubk-blind pfacebo contrdled crossover study was performed in 
cancer pabents to evaluate the effeckv,eness of Acfiq for tha tteaknent 
of breakthrouoh cancer earn Of 130 oakents vrho entered ihe studv 52 
pabents I7l%~achmved a successful dose during the ktrakon phaso.‘The 
drstnbution of successful dosesir shown m Table 2 

18bkz 
Srtccesabrl0ose oiACriq Sol/owing lrdfml ?%etion 

Total No 1%) 

4gOmcg lSf21j 
600mcg 141151 
@ @ m m  @I201 
12R6 mcg 131141 
1WlDmcg 151161 

Mean fsn i8MGCrmcg 

Ilnauarage,pakenlsover65yeamofagetinawlto ameandosethatwas 
about MO meg fess than the meo” dose to which younger adult pake”ts 
wem ktreted. 

Actiq produced staksticalfy dgmficantly more pain relief compared with 
placeboat 15,3@, 4gand 6grnin~~i~l~ admGtr&&ee Figure 2). 

In this s.me study pakents also rated the perfomrance oi medication to 
treat then breakthrough cancer pain using a ddferent scale rangbtg from 
‘poor’l0 ‘erceE?nt’ &average, pfacebow8s rated “fart’ and Acttgwas 
rated -good.’ 

considered oprord tolerant are those who are taking at least EJI rug 
morphmelday, 50 mcg tranrdenual fentanyllhour or an equianalgesie dose 
of amher apiord for a week or lo”gec 

Because ldo.threat~ hypovcnklation could occur at any dose in 
pakents not taking chronic opiates, Acbq IS contraindrcsted m  the 

management of atute or postoperatne past This productm&xf be used 
m  opioid non-tolerant pakents. 

Acbq IS intended to be used only m  the cam of cancer pat&s and only 
by oncologistsand pain specmlistswho are knwrledgeabla of and skdled 
in the use of Schedule II opioids to treat cancer pain 

Acbq should be indrvidually ktrated to a dose that provides adequate 
an.algesia and rnimmrzes side effects. If signs of excessme omotd effects 
appear before the unit is consumed. the dosage unit should be removed 
from the patient’s mouth mmmdiately,disposed of properhi, and subsequent 
doses should be decreased kee DOSAGE AM A~ffll~li~~. 

Patients and their caregivers must be mstrucmd that Acbq contahs a 
medtcirm in a” amount that can be fatal to a chdd. Patrents and their 
caregtvors must be instructed to keep all umts out ofthe reach of cbddren 
and to dmeard opened umts prop&y h a secured container. 

~~~lN0l~A~~S 
Gacausebfe-tbreatem”g lripovenkfakon couldoccur atanydosein patiems 
not taking chronic opmtes, A&q is contraindicated rn the management 
of acute or postoperakve pain The risk d respiratory depressian begins 
to brcrease with fentanvl olasma leveis of 20 nolmL r” o&aid “on-tolerant 
Individuals Isee Pfmrrne~obiieticr~. This prod&& be used in opioid 
kwbf8ram wws 

PatierdscomideredopDidtolerantsrethosewhoaretaktngatleest60tng 
~r~n~day, M  mcg ka~e~alfen~~~r or an equianalgesic dose 
of another opioid for a week orfc+ger. 

A&m co~i~ica~dinpati~s~~ ~rrn~eranceor~m~. 
My to any of rts components or the drug fentanyf. 

The ronr.emitant use of other CNS depressants, kdudmg other opiofds, 
sedatives or hypnotics, general anesthetrcs, ph~~a~ines, tranquikzen, 
skefetal muscle relaxants, sedakng antihistamines, p&m inh&itors of 
eytothmme P45WA4iseform l~g.,e~~r~ycin, ketoconazokand certarn 
protease trdtit&sl, and alcoholic beverages may produce increased 
depressant effects. ffypovenklakon, hypotensfen, -sod prafound sedation 
majocc”‘ 

AC@ is not recommended for use in patmnts who have received MAO 
mhibrton with21 14 days, because severe and u~r~ic~~o pot~ati~ by 
MAC khibrtors has baenre~~~hnpimd analgesics. 
Podiiicffse: The appropriate dosing and eeiehjof Acbqie cipioid tolerant 
chiId~*~~ ~cea~roo~ ~ancei pai? bye Iwt ken esttblished b&w 
theageofiByRars. 

Petients end their omegivem mest be insfrur4od that Aofiq oonteina a 
mediiins in an omoont mhiih can be fatal to e dtild. Pekents and their 
caregivers must be kmtrected to keep bdth used and unused dosage umts 
out of the reach of children While all units should be disoosed of 
mtmediatefy after use, parkally consumed umts represent a spec;id risk to 
chddren In km event that a unit IS not compfetely cbnsomed rt must be 
fuoperlp disposed as soon as possible. iSee SAFETY ANIt H~DL~~ 
~~~~~, and P~Tl~T~Lff forspetific ~k~~~ructi~s,} 

Fhysrcmrm and dispenmng pharmacisfs must specikcaffy question 
patients ot cafegivers about the presence of chddren in the hone mt a lvll 
t ime or visiting basis and counsel them regarding the dangers to children 
from inadvertentexposure. 

~iinm%ldmeofA~totmatepsodesof breakthrough cancer parnshould 
be 2&l mcg. Each pstmtt tild be indtvtduaffy kiramd to provide adequate 
analgesis wtvle mrdmidr-g sde effects 

Oproid anafgesics imparr the mental and/or pinjsrcd abifily required for 
the performance of potentially dangerous t&s Le.8 , driving a car or 
operabng machmeryl. Patients t&g Ac$ should be warned of mese 
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dangers and should be counseled accordrngly 
The use of concomrtant CNS acbve drugs requrrus spetral pauent care 

and observation. LSee WARNINGS.1 

ffypavantilation Blapiiatory Dapresiunl 
As wifh all ooioids. there IS a risk of cl~nicallv sronbicant hvooventilabon rn 
pabents using A& Accordingly, ail p&s& should &e followed for 
symptoms of respratory depressron Hypovenblagon may occur more 
readily when &ids are given rn cguncfon v&t other agents that 
depress respiration. 

Chronic Pubnonary Disease 
Because patentopiards can cauee hypxenglation, Acfrqshould be btratad 
with caubon in patients with chronic obstructive pubuonary drsease or 
preerisbng medicaf condrtions predaposrng them tu hypovenglation. In 
s~rhpati~s,evannonnalherapeubcdosesofAct~mayfurtherdecrease 
resprratory drive to tha point of rospiratoryfadure. 

Head lnjwiis end fnoreased lotraoranial Pressure 
A~ti9sfwutdordybesdnt~~eredwithextmoceuaofirnpati~tswhomay 
ba particuiarfy mscepbbfe to tha intracranial effects of CGz retenbon such 
as those tith ddence of increased intracrardal pressure or impaired 
consfiormess. Opirids may obscure the clkd courseof a patient&h a 
head infury and should be used only rf clinically warranted. 

$ardii Disease 
Invavonous fentanyl may produce bradycardra. Therefore, Acfrpshould be 
used with caution rn patients wnh bradyar~ias, 

Hepatic orl3mtal Disease 
iWq shtiuld be administered with oaution to p&ferns wnh liver or 
ktdney dydQnction bec@e of the importance of these organs rn the 
met&&n and excreuon of drugs ard effects on plasma binding proteins 
~seaPH~~~~lCS}. 

bdormmhnl for Psfienfs and TinairtZeregfven 
l%itMs end ttw wfegllers mst be !amtmoted Dial Acti9 oonfaim 
rnedfine in aa amourU that conld be fated to a chrld. Pabents and thar 
csregiversmust be instructed to keep both used and unused dosage units 
out of the reach of chddren Partially consumed umts represent a specrat 
riskta children. fn:heeventdtat a unrtisnot ~ompfetely consumedrt must 
be pmperly disposed as soon as pos&le. ISee SAFETY FiNO ~NDL~G, 
W~~~GS.~~ PATNNT LEAFLET for specihc patient instruchons.1 

Freguentf~Prmpb~ofsugar.~m~~gmductsmayinereasethedskof 
dental dray ieach Aof& unit cmtarns apex 2 grar& of sugar 
Ihydrateddenratesl).Pneoecurrenceofdlymou&assPclated~~theuseof 
opioidmedica~(s~hssf~~lsay addtogrirda 

P~.rna~e~ reports of dental decay have been received in patrents 
takii dctq he ABJWSE HWI’IONS . P~t.~~~ Experhei In 
~eaf~e~~tie~. dental decay osturrud despitereported routine oral 
hygiene, Therefore, pagents using Acfrs ehoulif CMWI!  their dantrst to 
wsure appmpdate oral hygiene. 

&&at p&am dmld &a sdnsed &at Atfig centems e~pf~~el$~ 
2g”“ofsugarperunit 

Pat&sand their caregivere~roeN be provided with an AC& Wehrnoe 
Kit, which contains educnuonal matertats and safe storage containers 
tO~all,patientrslcreActipando~rmedrsbl~outofthereachof children. 
Patients and then caregivers should afso have an opporturnty to watch 
the patient safety video, hicb provides proper pm&et use, storage. 
handling and drsposal dirurgons. Patients should also have an opportutitr 
to discuss ffie sdeo v&h Herr health tare prmders. Health care 
professionals should call l-800896-E855 to obtarn a supply of welcome krts 
or videos for patient vieang 

Diisal of Used AnIr9Uubs 
Pabentsmus~ be tnstructod to drspose of completely used and parbally used 
A&i units 

II After consumphon of the unrt is complete and the matrix IS totally 
drseolved, throw away the h&e rn a trash container that IS out of the 
reach of children 

21 If any of the drug matrix remains on the handle, place the handle under 
but runnrng tap water ungl all of tha drug matrix is dissolved, and then 
drspose of the handle in a place that is out of the reach of children. 

31 Handles in tie child-resistant contaher should be disposed of Ids 
described in steps 1 and 21 at least once a day. 

ffthe~~doosndertlheiyw~~theonitandtheremeiningdnyl 
oarmot be irnuusdiiely dissolved under hot nrunbtg wale& the patient 
or caregiver must teinporarify sfore ffre A&q unit in the spectelly 
pruvided cbihl-res~&&rt contaioet out of the reeoh of chibfren nnfil 
proper disposal is pessibfe 

Dispos+i of Uunperred Aof& ffnii Whan No Longor Needed 
Parents and members of then household must be advised to dispose of 
any unopened units remsrning from a prescription as soon as thay are no 
longer needed. 
To rbspose of theunused Acfi9 u&s. - 
I) &awe the de% umt from its Mrster package using scissors, and hdd 

Iho Aciigby its handle over the t&t bowl. 
2j Using wiretuning p&s cut off the drug rnatrk end so that n falls 

into tlus toilet 
3)Disppseof thohandhrin a placethat is&of the reachof ihddren 
4) Repeat steps 1, 2, and 3 for each Act&tit Flush the toilet twice after 

wtms d-am rhe roil-et The hiside shoutd’ba &p&ed of&e &dren 
~~trn~~~~~~~~~~, 

Uetaifed instmctionsfortha proper storage, ad~~stra~~drsp~l, and 
rmportant instructions for nrenagrng an overdose of d&f are provided at 
the dcliq Pabent ieaftet Patfants should be encouraged to read tis 
infornratrcut m  Its entrrefy and be grven an oppxtrmity to have dreir 
questions answered. 

In the event that a caregiier requiresadditional assistancein dip&g of 
excess unusable onits that rerrrarn in the home after a patient has expired, 
they should be instructed to call the to&free number (f-ttDl-esS-5S55k or 
seek assistance from their local DEA office. 

Laboraloly Teds 
The effects of Anip on laboratory testshave not been avatbated. 

~~ 
F&any4 ts metabobzedrn the lrvar and mntesbnal nur~osa to norfentanyl by 
the sytochroore P&I 344 isofonu. ONgs~ati~~ P45g 384 acti& may 
increase the Noavadabifity of swallo&d fent&$ iby de&easing intestinal 
and hepettc tirst pass motabdismf and may decrease .&e systemic 
clearenre of fentanyl The expected clinical resrdtswoufd bemtreased or 
prolonged opiaid affects. Drugs that reduce cytoshrorne P4YJ 3A4 activity 
may have the oppoete effaeto However, no in tins or in viva studies have 
berm performed to assess the k-opaut of those potential intetae~~ 
on the admtistration of dcfia Thus rrabents who beuin or end theraev 
wtth potent inhibitors of ~P~VJ $4 such as n&fide antibiofr~b 
leg., erythromycink asole ahbfungal agents [e.g., ketoconazole and 
itraconazole), and protease rr&bbors [e.g.. ~~rl~lo recaivurg dcti9 
should be monrtored for a change in opioid effects and. if warranted. the 
dose of dctiqshauld be  adjusted 

Caroinoganesis, Mufageoasis, and fuqrsirmeof of f+filify 
Because animal errcinogenicity studrer have not bean conducted with 
fentanyl citrate, the potential carcinogenic effect of Acfiqis unknovm. 

Standard mutagenicny testq of fentanyf eltrate has been conducted. 
lhere wes no evrdence of mutagenicity in the Ames Ssfmorrelfa or 
Eschefichfamutagen~cftyalsey,the ~n.~f6mousalym~a mutagenesis 
assay, and the at-rrvomrcronucfeus cytoganetic assay inthe mouse. 

Reproduction studies in rats revealed a srgnrficant decrease rn tha 
pregnancy rate of all expennrental groups. This decrease was most 
pronounced n the ldgh dose group 11.25 mg/kg subcutaneouslyl in wfnch 
one of twenty animals became pregnant. 

Pragnaeoy _ category c 
Fentanyl has been shown to impair ferblrty and to have an embryoerdal 
effect v&r an increase rn resorpbcns in rats when given for a period of I2 
to 21 days rut dosesof mcgkg IV or 18, r&kg subcutaneously. 

No evrdence of teratogenic effects has been observed after 
admristraton of fentanyi citrate to rats. There are no adequate and 
well-eontrof!ed studres rn pregnant wnen Acfiq should be used during 
pregnancy ordy if the potenbal benefit tusufies the potential risk to 
fhe fetus. 

lehmarfd D&erg 
Actiqis not rndicated for use inlabor and delivery. 

Nwkg&thers 
Fentunyl rs.excreted in human milk; drerefpre d&q should not be used in 
nur&g wmen because of the posdbibty of v&bon and/or tesprratoiy 
depressionintholrinfants. 

P&&iC Use 
~~~~~. 

GeA&iouse 
Gfthe 257 pa&ants in clinrral studies of dcb9in breakthrough cancer pain, 
61{24%1 wete6$dndover, widle15itl%j were 75 and wer. 

7hose patients overtho ageof55tftrated to a mean dose thatwns about 
F&l *g less than the mean dose titrated to by younger peti.ents. PrHious 
s~~di~s’~~f~anyi showud that elderh palants are twice as 
saisrbve to the dfects of fentanyf as the younger population. 

No difference was noted in Use safety probte of &e group over 65 as 
wmpared to yowger palrents in A&q slinieal orals Howwer, greater 
sanshivity m  older indiiduals cennot be ruled out Therefore, tar&on 
should be exercised in indnfdaaliy rhratbrg AC&q ~tl elderly patients to 
provide adequate effrcasywhile ndnrmizing nsk 

AU~~~~~S 

pain patients. lha dura~~ofAs~u~ varied donng tiopenlabel stody. 
Some pabents were followed for over 21 months The average duratron of 
theraWinmaopen~abeis~~wasf2tdafs. 

The adverse events seen titb d& air? typicaifal o$oid ddo effects. 
Froqutnthl, thw adverse events wig cease or decrease in intensrty wi#r 
cmbntid usa of Acfrq. as thepa&?nt ls t&refed to t&s proper dose Gploid 
side effects should be expected and managed actordin$y. 

lho most serious adverse effects associated with all opioids are 
respiratory depres&ut tpotenhafiy leading to spnoa or rorprstory arrestt, 
c~rttdat~w dopressron. hvcete&on, and shosk AtI natients should be 
followedfbrs~mpromsd;~riltof/depre~~ 

Because the clr&al lrids of Acb$were da&ted to evaloatesafety abd 
effiescy in treating b~a~r~gb canter parhall Dabants v&feet60 taking 
concomrtant oproids, such as austamad-release morpfune or transdennal 
fentanyl, for their parststent cancer pain. The adverseeventdata presented 
here iefloct tha act& persentaga of patients experienc’btg each adverse 
effect smmg patients da received A&q for br~~mugb cancer pain 
along wrth a concomitant opioidior pers&nt cancer pain There has been 
no attampttocorroctfor ~onc~i~ntu~ofo~ro~~s~dur~~ofA~ti9 
therapy, or cancer-related symptoms. Adverse events are included 
regardless of causalityorseverii, 

Three short-ten cbnical trials vvlth srmiiar titration schemes were 
conducted in 257 patients with mabgnancy and breakthrough cancer pain. 
Data are available for 254 of these pabents. the goal of titration rn these 
trials was to find the dose of Acfrq that provrded adequate analgesia with 

acceptablesde effectslsuccessful dose) Pahentsweretitrated from alow 
dose to a successful dose in a manner srmdar to current trtrabon dosing 
guidelines Table 3 lists by dose groups, adverse events wtth an overall 
frequency of l%argreaterthatoccarred duringtitrationand are commonly 
assocratod with opoid admmrstration or are of particular cbnical interest 
lha abdity to assrgn a dose-response relagonshrp to dtese adverse events 
rs bmited by the titration schemes used krthesestudres. Adverse events are 
listed indescending order of frequency w&n each body system. 

The fopwring adverse events rbz reflected in Tabfe 3 occurred during 
t&on ti& an overall frequency of IX or greater end are bsted in 
descendrng order of f~qq~~~~rl each body system. 

Body us a $&role: Pain fever, abdominal pan, clvgs. back pain, chest 
pain, infeciioft 
Canfiiasonlar: Migraine 
Digesiiue: llkqhea, dyspepw, flatulonee 
~a~~o~o andNutritranak Peripheral edema, dehydrabon 
Nmts Hypesthesia 
~~~~:P~~~4, c~ghir~~r~as~ 
lk folfowing events occurred durutg tiirauon wth an overall frequency of 
less than 1% and are listed in descendrng order of frequency within each 
body system 
Body m  B Wote: Fl Q  syndrome, abscess, bone pain 
.Cardiovawulat Deep ~ro~~p~~bs, kpertenston, ~~ten~~ 
nigestfve: Anorexia,eructation, esophageal stenosis, fecal impaction, gum 
hemorrhage, mouth ulceration, oralmonbiasis 
Heuric and lymphatic: Anemia, leukopenra 
Met&die and Nutrition& Edema, hyperealtemia. weight loss 
Musouioskofetal: Myslgia, pathdogical fracture myasthenia 
Nervous: Abnormal dreams, unnery rate&n, agitabon, amnesia, emobonaf 
labiir~,euphoria,incoordination.fibrdodecreased.neuropathy,parea~ia. 
speech disorder 
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Respiratory: Hwnoptysts, pfaural effusron, rhmius, asthma, hiccup, 
pneumonia, respiratory insufficiency. sputum increased 
Skin and Appendages: Alopecia. exfobabve dermaiis 
Special Senser Taste perversion 
Utoge17k3l: Vaginal hamorrhaga, dyswia, hamaturia, udnary incontinence, 
urinary traetinfectton 
Along-term extansmnstudywas conducted I” 156 pabentsv@hmslignancy 
sndbreaWtroughEancerpal”vhoweretreatedforanaverageof 123days. 
Data are available for 152 of these pabents. Table 4 bsts by dose groups, 
adverse events with a” overall frequency of I% or greater that occurred 
during the lonpterm extenston study and are common@ associatad ath 
oprmd adminrstration or are of particular clinical mterest Adverse events 
are bsted in descending order of frequency vvlthm each body system. 

The fog&g events not reflected in Table 4 occurred wtth an overall 
frequancy of 1% orgreater in the long-term extension study and are listed 
in descending order of frequency w&n each body system 

Body as u Whale: Par”, faror, back pan abdommal pain, chest par, flu 
syndrome, MS, infection, abdomen edarged. bone pain, arches, sepsm, 
neck oam. viral mfection, funual infection, cachaxia, cellubtis, malaise, 
pelvic’pai” 

Cardiovascular: Deep thrombophlebitiq migraine, palpdation, vascular 
disorder 
Digestive: Cbarrhaa, anoreda. dyspepsia, dysphagra. oral moniliaas, mouth 
ulceration, rectal dmorder, stomatitis. flatulence, gastrointestinal 
hemorrhage, gmgn9tf3, iaundice, perrudontal abscess, eructation, &ssitis, 
rectal hamordtage 
llmic and kymplmfic Anenue. leukoperia. tiomk.orytoperia. ecclqmoas, 
~~~~~l~p~arna, pancytopsnfa 
h!etabellc end Notritiarak Pedpharal edema, edema, dehydrabon, tight 
loss, hyperglycemia, hypokalomia. hypercalcemra, hypanagnesamia 
fAtsurbake&t My&a8 patMg~al fmctura, @ii-d &order, lag cramps, 
a~dg~,~~~er 
Nanous:Hypesthesia,paredhesia,trlpoY~sia.neuropathy.speechdlsar&r 
RespbetvtTz Cough increased, pharyngms, pneumonia, rhmihs, sinuwhs 
bronchitis, ejstaxir, asdmm,hemoptysm, sputum increased 
Skin and Appemlages Skin ulcer, alopecia 
SpecialSeoses;Tiatitus o~unctivitls,eardrsorder.taste perversion 
Droga”ifei: Drrtary tract i”fettjon, unna’y inconfrne”ce, breast pain. 
dyeuria, hamatuna, scrotal edenm, hydronephrosis, ltldney failure, uriiry 
urger@% ud~ti~$pd~r~,breastne~pla~m.va~l~r~ge,vagimtis 
The follow@ events occuned with a frequency of less than 1% k, the 
long+termextensm”study and sralistedin descending order of frequency 
within e&body systenr. 
flody es a Mule: Allergic reaction, cyst, face edema, flank pain, 
graniloma, bacterial infection, mjedon she par”, mucous membrane 
disorder, neck rigid@ 
~~i~~~ Angma pectoris, barrage bypotanaion, peripheral 
vast& h&jar, postural hypotension~ tachycardim 
Digesfive: Chedrtis, esophagitis, fecal mcorttinefice, gastroenteritis. 
gastointesfinal disorder gum hemorrhage, hemorrhage of colon 
hepatorenel syndrome, liver terdemeas, tooth ca”es tooth disorder 
Heuric and lvttmhefi~ Bldedino bme increased 
Metabolic &td&&itiormk A&o&s, genarakxed edema, hypocalcemta, 
hypoglycemia, hyponatramia, ~popt~ei~la,~mt 
MoscurOskeietak Atthibs, muscle atrophy, myopathy, synovrgs, tendon 
disorder 
ffemotm: Acute brain syndroho, agitation, cerebral isrhemia, factal 
parafysis.foet drop,~HucinatiMa~ hentmfegia, mioas, subdural hematoma 
Respiratory: Hiccup, ~pqwenblatlon, tang disorder, pneumothorax, 
mspiratom failure, voice alteranon 
Sk& snd ADDS: f+rpes~xoster, macuiopapular rash, akin 
discoloration. urticaria. v&dotiulfau$ rash 
Special SE&-W Ear pain, ‘hp f~rd~e~ facrimatio” disorder. pa&l 
pennanentili*aflless,pa16dl~~~rybefness 
Umsen~kKtdney pain,noc~iia,diguda,pohjuda, pyahonephritis 

can produce drugbepa&nee of the n#rphne type. Acrrqmay be sublect 
to mmuse abuse ad addrction. 

Tha adminmtrauon of A&q should be gurded by tha response of the 
patient Pftysmal dependence, per se, rs not ordrnarfly a concern v&n one 

is treating a patient v&h chrome cancer pain, and fear of tolerance and 
physical dependence should not deter usmg doses mat adequately relieve 
the pain 

Opiadanalgesicsmay causephyslcaldependence Physicaldependence 
results in wttbdrawal symptoms in patients who abruptly dscon6”ue the 
drug. Wrdtdrawal also may be precrpdatad b’nough dm sdmmbstrabon of 
drugs with oprmd @ago& activity, e.g , naloxone, nalmefene, or mixed 
a~~~a~ag~st analgesics lpentazoeme, butorphanof, buprenorphina. 
nalbupttM. 

Physrcal dependence usually doee not occur to a cAnicaliy signrftCaM 
dagtee until after several weeks of continued opord usage. lderance, m  
which hcreasingty hrger doses am required I” order to produce the same 
degree of analgesia, IS mitially mamfested by a shortened duration of 
analgesic effect and subsaquentty, by decreases c” the intensity of 
analgesia. 

Thahandbng of Achqshould bemanaged tormmmiee&e risk ofdrverston. 
melading restricbon of access and actountmg procedures as sppropnate 
to~drecfimcaf setting andss required ~Iawfs~S~~~D HANDllNGl. 

OWOSAGE 
Clinicd Presantation 
meDarirestsfonsofA~~ovecdosageare~~cted tobesimdarmnature 
to ioflavenous fa”ta”yf and other opuxds. and are a” extans~ion of its 
phatmacdvgkel action3 v&h the most serious 3igdficant effect being 
hygoventi lat ion(seeCtRYICALPHRRAV1COLOCYl. 
Gmlfsd 
immediate management of opioid overdose tncludae renreval of the AC& 
wftt if stilf in the mouth, ensuring a patent anway, physical and verbal 
sbnndatim of the p&iit and Bssess&?nt of favd of consciousness. 
venUetory and thculatory status 
Treefmenf 01 Ovmdosege !Aceiderdal f”gaationJ in Me Dpioid NON- 
T0lerard Person 
VenGfatwy support sir&d be prwidedr i@raverMus access obtained, and 
nabxm or odder opmid antagoriste should be emptpved as elmicalty 
imbtated. lha dutaticn of respitatory ~p~~n~~~g overdosemay be 
lmgar rhan &s affects of dxa opoki antagcmisfs a&n leg., the hali-lrfe 
of “afexorm rangea from Xrio 3l minutes) arid repeated ed~tietratico may 
be necessary.‘Cmsult the pa&age i&t of the b&dual oprcid antag&t 
~rde~~sa~t~~~e 
Tneatmant of Overdose in Opioid-T&rant Pqtients 
v~a~~~~~b~ k prtidad a~i~rave~us accessobtained as 
c~~callyi~ica~d. Judicrousede of naloxwe oranother opioid.antagomst 
nisy be warranted m  ma .imtant& bath is associated rvim the risk of 
pre~~~~dnac~lterdlhdrwualsytdrrme. 
e~~~~~e~fwo~f~~ 
~~~ of savera A~tiq~e~~~“ttudes~ securing a patent airway. 
as&kg vr e~~~~~~~d~,~bll~ intravanoas access, and GI 
de~~mina~ by lavage sod/or activated charcoal, orrr.e C pagetis 
airway is-secure. I” tha preschce ~~p~~l~~ or ama, valid 
should beassisted or controged and oxygen adnumsfemd as Mcated. 

Pabents wim overdose should be carefugy observed a”d appropriately 
managed unbtthecr ck&at condition is well controlled. 

&though muscle rigid@ mterfering with resmratmnhas not bean seen 
following the useof Acfiq,;Csis posaiktawnhfentanyl and other opiords. If 
it occurs. it should be managed by the use of es&tad or controbed 
venglatio”, by a” opfvid antagonist, and as a final aftemabve, by a 
0euromus&r bfockiig agent 

06sa~A~~~~~~~ 
A&is ootdmbdioated in “an-o&id tolerant indiiuats 

A& should he individually b&d to a dose that provides adequate 
analgeaa and tirdmrzas sale effects (see DoseTdration). 

As w+th all opads, the safety of patrents usrng such products is 
dependent on health cam professionals prescnlung them in strict 
conformdy wtth their approved bbebng with respect to patient selecbon, 
dosing,andpropercondiaionsforuse. 

Physicians and drspensing pharmacists must specifically questron 
patientsand categiiersaboutthepresenceof rhddrencnthe home ona full 
t ime or vrsiting basis and counsel accordrngly regardmg the dangers to 
cUdran of btadvertent axposure to A&q. 

Adatinistmtian of Act& 
The blister package should be opened wth scissors tmmedtately prior to 
product use. The patient should place thelcfiq unit in tis or her mouth 
between the cheek and lower gum, occasionally moving the drug matrix 
from one side to the other using the haruile. The Ackq untt should be 
suckednot chewed. A umt dose of Acfroif chewed and swallowed. miaht 
result in lower peak concentrations and lower bioavadabihty than v&n 
consumed as dtrected. 

The A& unit should be consumed over a 15.minute period. longer or 
shorter Cwumpbw times may produce @  efficacy than reported rn 
Acttq clirjcal trials. if signs of excessie opidd effects appear before the 
urdt is consumed, the drug matrix should be removed from the patten 
mouth immediately and future doses should be decreased. 

Patients and oareoivors morf be instr”&d that A&r eotdeina medicine 
in WI munt tbt &udd be fetei to a child. 1Aldle all urdts should be 
disposed ofim@~;ai~ aft.9 use, part@+ used umfs represpnt a epecral 
risk and must be disposed of as soon as dtey are consumed and/or no 
longer needed. Patientsand caregrvers should be advised to dispose of any 
units remaining from a prescription as sbo” as they are no longer needed 
bfJ&iil I~~.~. 
Dose Rration 
Startma Dose 7he ini6;al dose of Acti4 io &eat epjsodes of bre.&hrorrgh 
cancer Pain sho& be Z&k? mco. Patients should ba prescribed an initial 
titrabon supply of sh MO mrg Achq units, thus limiting the number of 
units in the home during trtration. Patients should use up all umts before 
increasing toa bgher dose. 

From thisuutial dose. patients should be closely Mowed and the dosage 
level changed until the patient reaches a dose that provides adequate 
analgesa u&g a single Acfiq dosage unit per breakthrough cancer pain 
e&de. 

Patients should record Iherr use of Acfiq over ssverat episodes of 
b~a~~~ho~c~~na~ ~~wthekexperience~~~r~~~ansto 

,~~~~~.~j~is~~~. 
~ Until the appropriate dose is roached, 
paiients~ayfinditnecenaryfousesnaddtan 
episode. Rbdpsing may start 35 mbtutes & tie previous unit has been 
cmdetbd I30 r7inates after the start of Me oravious unitl. While oatients 
are ht the titraiion phase and co”aurm”g t&s which ~~~~doai~,*rnay be 
s”~rapeutic, no more than two uni*. should ba taken for each indrvidual 
breakthrough cancat pain episode 
I”crea~1”o ther Dose If treatment of seyaral ronsective br~a~t~u~tl 
cancer pain episodes requires m&e than one Acfiq per eprsiwle, an 
increase in doseto tImnext ~g~r~a~la~e strengthohoold be consdared. 
At eath new dose ofActiqdudng titratro” it is recommendad that srx units 
of the dtrabon dose be prescribed, Each new dose of Acfiq used in the 
btration oeriod should be evaluated over several eoisodes of brea~rouoll 
cancer&r fgenerafly l-2 days! to detemtine whether it provides adeo,uaie 
effiaaey ~~ac~epta~e sideeffeets, The incidenceof sade effacts is bkeiy 
to be groaterdurmg th~smitial titration period compared tofarer, after the 
effectivedose isdsteeomed. 
Dailv limit Dnce a successful dose has been found ire., a” average 
episode Is treated with a single umtl, pabents should bmit consump$on to 
four or fewer units per day. If consumptron increases above four unitiday, 
medoseoflelarg-aetingoplord used for persistant cancerpainshould be 
reevaluated. 
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&gagg&ustrnent 
Experience in a long-term study of Aciiq used in the treatment of 
breakthrough cancer pain suggests that dosage adjustment of both Acfiq 
and the maintenance (around-the-clock) opioid analgesic may be required 
in some patients to continue to provide adequate relief of breakthrnugh 
cancer pain. 

Generally, the Actiqdose should be increased when patients require more 
than one dosage unit per breakthrough cancer pain episode for several 
consecutive episodes. When titrating to an appropriate dose, small 
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. 
discontinuation of Actig 
For patients requiring discontinuation of opioids, a gradual downward 
titration is recommended because it is not known at what dose level the 
opioid may be discontinued without producing the signs and symptoms of 
abrupt withdrawal. 

Actiq is supplied in individually sealed child-resistant blister packages. The 
amount of fentanyl contained in Actiq can be fatal to a child. Patients and 
their caregivers must be instructed to keep Actiq out of the reach of 
children (see BOX WARNING, WARNINGS, PRECAUTlONS and PATIENT 
LEAFLET]. 

Store at 20-25°C (6677°F) with excursions permitted between 15’ and 30°C 
(59”to 86°F) until ready to use. (See USP Controlled Room Temperature.) 

&tip should be protected from freezing and moisture. Do not use if the 
blister package has been opened. 

DlSPOSAL OF AC?-1Q 
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 fatalto a child (see 
Information for Patients). 

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

Patients and members of their household must be advised to dispose of 
any units remaining from a prescription as soon as they are no longer 
needed. Instructions are included in lnformatibn for Patients arrd Their 
Caregiwers and in the patient leaflet If additional assistance is required, 
referral to the Actiq&lO# ~1-~-8~-585~~ should be made. 

Actiq is Supplied in six dosage strengths. Each unit is individually wrapped 
in a child-resistant protective blister package. These blister packages 
are packed 3Q 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 
dctiq units. At each new dose of Act/q during titration, it 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 strength 
of each unit is marked OR the solid drug matrix, the handle tag, the 
blister package and the carton. See blister package and carton for 
product jnfo~ma~on. 

u~eg8s~eng~ ~~~~~~i~r 
~le~en~l lMS@~ P~~~~$~-~Ul~l NW ~e~bul 

200 mcg Gray NDC 63459-502-30 
400 mcg Blue NDC 63459-504-30 
,600 mcg Orange NDC 63459-506-30 
800 mcg Purple NDC 63459-508-30 
1200 incg Green NDC 63459-Y 2-30 
1600 mcg Burgundy NRC 63459-516-30 

Nete: Colors are a ~ce~a~,aid in product identification. Please be sure 
te confirm the pr$ted dosagehefw dispensing. 

I$ only. 

DEA order form required. A Schedule Cfl narcotic. 
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