
HIGHLIGHTS OF PRESCRIBING INFORMATION 
These highlights do not include all the information needed to use ACTIQ 
safely and effectively. See full prescribing information for ACTIQ. 

ACTIQ® (fentanyl citrate) oral transmucosal lozenge, CII 

Initial U.S. Approval: 1968 

WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION; 
ACCIDENTAL INGESTION; RISKS FROM CYTOCHROME P450 
3A4 INTERACTION; RISKS FROM CONCOMITANT USE WITH 
BENZODIAZEPINES OR OTHER CNS DEPRESSANTS; RISK OF 

MEDICATION ERRORS; ADDICTION, ABUSE, AND MISUSE; 
REMS; and NEONATAL OPIOID WITHDRAWAL SYNDROME 

See fidl prescribing information f!~r complete boxed warning. 

Serious, life-threatening, and¢’or fatal respiratory depression has 
occurred. Monitor closely, especially upon initiation or following a 
dose increase. Dne to the risk of fatal respiratory depression, ACTIQ 
is contraindicated in opioid non-tolerant patients (1) and in 
management of acute or postoperative pain, including 
headache/migraines. (5.1) 
Accidental ingestion of ACTIQ, especially by children, can result in a 
fatal overdose of fentanyl. Keep out of reach of children. Ensure 
proper storage and disposal. (2.7, 5.2) 
Conconfitant use with CYP3A4 inhibitors (or discontinuation of 
CYP3A4 inducers) can result in a fatal overdose of fentanyl. (5.3, 7, 
12.3) 
Concomitant use of opioids with benzodiazepines or other central 
nervous system (CNS) depressants, including alcohol, may result in 
profound sedation, respiratory depression, coma, and death. Reserve 
concomitant prescribing for use in patients for whom alternative 
treatment options are inadequate; limit dosages and durations to the 
minimum required; and follow patients for signs and symptoms of 
respirato~3, depression and sedation. (5.4, 7) 
When prescribing, do not convert patients on a mcg per mcg basis 
from any other fentanyl product to ACTIQ. (5.5) 

When dispensing, do not substitute with any other fentanyl products. 
(5.5) 
ACTIQ exposes users to risks of addiction, abnse, and misuse, which 
can lead to overdose and death. Assess patient’s risk before 
prescribing anal monitor closely for these behaviors and conditions. 
(S.6) 
ACTIQ is available only through a restricted program called the 
TIRF REMS Access program. Outpatients, healthcare professionals 
who prescribe to outpadents, pharmacies, and distributors are 
required to enroll in the program. (5.7) 
Prolonged use of ACTIQ during pregnancy can result in neonatal 
opioid withdrawal syndrome, which may be life-threatening ir not 
recognized and treated. Ir prolonged opioid use is required in a 
pregnant woman, advise the patient of the risk of neonatal opioid 
withdrawal syndrome and ensure that appropriate treatment will be 

available. (5.8) 

-RECENT MAJOR CItANGES 
Wamings and Precautions (5.1) 10/2019 

INDICATIONS AND USAGE 
ACTIQ is ah opioid agonist indicated for the management of break~üarough 
pain in cancer patients 16 years of age mld older who are already receiving 
and who are tolerant to around-the-clock opioid therapy Ibr their underlying 
persistent cancer pain. 

Patients considered opioid tolerant are those who are taking, ibr one ~veek or 
longer, around-the-clock medicine consisting of ar least 60 mg of oral 
morphine per day, ar least 25 mcg of transderlnal fentanyl per hour, ar least 30 
mg of oral oxycodone per day, ar least 8 mg of oral hydromorphone per day, 
ar least 25 mg oral oxymorphone per day, ar least 60 mg oral hydrocodone per 
day, or an equimlalgesic dose of another opioid. Patients must remain on 
around-the-clock opioids while taking ACTIQ. 

lÄmitation s of Use 
Not for use in opioid non-tolerant patients. 

,, Not for use in the mm~agement of acure or postoperative pain, including 
headache/miNaine or dental pain. (4) 
As a part of the TIRF REMS Access program, ACTIQ may be dispensed 
only to outpatients enrolled in the pro~aln. (5.7) For inpatient 
administration ofACTIQ (e.g., hospitais, hospices, mad long-term cure 
fftcilities that prescribe ~br inpatient use), patient m~d prescriber 
e~~rollment is not required. 

Reference ID: 4501133 

TE-SF-00767.00001 

DOSAGE AND ADMINISTRATION 
Patients nmst require ~x~d use arous~d-the-clock opioids when taking 
ACTIQ. (1) 
Use the lowest effective dosage for the shortest duration consistent with 
individual patient treatment goals. (2.1) 

lndividualize dosing based ou the severity of pain, patient response, prior 
analgesic experience, and risk factors for addiction, abuse, and misuse. 

(2.1) 
haitial dose of ACTIQ: 200 llacg. Prescribe m~ initial supply of six 200 mcg 
ACTIQ units. (2.2) 
Individually titrate to a tolerable dose that provides adequate analgesia 
using single ACTIQ dosage unir per breakthrough ca~cer pain episode. 
(2.3) 
No more than t~vo doses can be taken per breakthrough pain episode. (2.3, 

2.4) 
Wait ar least 4 hours before treating another episode of breakthrough pain 
with ACTIQ. (2.3, 2.4) 
Limit consumption to four or fewer units per day once successful dose is 
found. (2.4) 
~Vhen opioid therapy is no longer required, consider discontinuing ACTIQ 
along with a gradual downward of other opioids to minimize possible 
mthdrawal effects. (2.6) 

.DOSAGE FORMS AND STRENGTHS 
Solid oral trmlslnucosal lozenge: 200 mcg, 400 Incg, 600 Incg, 800 mcg, 
1200 mcg, and 1600 mcg. (3) 

............................... CONTRAINDICATIONS 
Opioid non-tolerant patients. (4) 

Significwat respiratory depression. (4) 

Mmiagement of acure or postoperative pain including headache/inigraines 
and dental pain. (4) 

Acure or severe bronchial asthma in ~~n unmonitored setting or in absence 
of resuscitative equipment. (4) 

,, Known or suspected gastrointestinal obstauction, including paral.’(tic ileus. 

(4) 
Kno~vn h~vpersensitiviV to fentanyl or components of ACTIQ. (4) 

.WARNINGS AND PRECAUTIONS. 

Life-Threatening Respiratory Depression in Patiems with Chronic 
Pulmonax¥ Disease or in Elderly, Cachectic, or Debilitated Patients: 
Monitor closely, particularly during initiation and titration. (5.9) 

Serotonin Svndrome: Potentially life-threatening condition could result 
from concomitant serotonergic drug administration. Discontinue ACTIQ if 
serotonin syndrome is suspected. (5.10) 

Adrenal Insufficiency: If diagnosed, treat with physiologic replacement of 
corticosteroids, and wean patient offof the opioid. (5.11) 
Severe Hvpotension: Monitor during dosage initiation a~d titration. Avoid 
use of ACTIQ in patients mth circulatory shock. (5.12) 

Risks ofUse in Patients with Increased Intracranial Pressure Brain 
Tumors, Head In]ury, or hnpaired Consciousness: Monitor for sedation 
and respiratory depression. Avoid use of ACTIQ in patients mth impaired 
consciousness or coma. (5.13) 

.AI)VERSE REACTIONS. 
Most common (frequency_>5%): nausea, dizziness, somnolence, vomiting, 
asthenia, and headache, dyspnea, constipation, anxiety, confusion, depression, 
rash, and insomnia. (6.1) 

To report SUSPECTED ADVERSE REACTIONS, contact Teva 

Pharmaceuticals at 1-888-483-8279 or FDA ar 1-800-FDA-1088 or 
www.fda.gov!m edwatch. 

-DRUG INTERACTIONS. 

Mixed AgonisffAntagonist and Partial Agonist Opioid Analgesics: Avoid 
the use of mixed agonistiantagonist or partial agonist analgesics in 
patiems who are already receiving a full opioid agonist analgesic 
(including ACTIQ) because they may reduce m~algesic effect of ACTIQ 
or precipitate mthdra~val symptoms. (7) 

-USE IN SPECIFIC POPULATIONS- 
Pre~nanc¥: May cause fetal hmxn. (8.1) 

Lactation: Not recommended. 
Renal and Hepatic Impai~rnent: Administer ACTIQ with caution. (8.6) 

See 17 for PATIENT COUNSELING INFORMATION and Medication 

Gnide. 
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FULL PRESCRIBING INFOI~MATION 

WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; RISKS FROM CYTOCHROME P450 3A4 

INTERACTION; RISKS FROM CONCOMITA2qT USE WITH BENZODIAZEPINES OR OTHER CNS DEPRESSA2qTS; RISK OF MEDICATION ERRORS; 

ADDICTION, ABUSE, AND MISUSE; REMS; and NEONATAL OPIOID WITHDRAWAL SYNDROME 

Life-Threatenin~ Respiratory Depression 
Seriius, life-threatening and!or fatal respiratol?¢ depressiin has occurred in patients treated with ACTIQ, including following use in opioid non-tolerant patients 
and improper dosing. Monitor for respiratory depression, especially dm’ing initiation ofACTIQ or following a dose increase [see Warnings andPrecautions 
(5.1)]. The substitntion of ACTIQ for any other fentanyl product may result in fatal overdose [see Warnings andPrecautions (5.2)]. 

Due to the risk of respiratory depression, ACTIQ is contraindicated in the management of acure or postoperative pain including headache!migraine and in opioid 

non-tolerant patients [see Comraindications (4)]. 

Accidental In~estion 

Accidental ingestion of even one dose ofACTIQ, especially by children, can result in a fatal overdose of fentanyl [see Warnings and Precautions (5.2)]. 

Death has been reported in children who have accidentally ingested ACTIQ. ACTIQ must be kept out of reach of children [see Patient Counselütg Information 
and How Supplied/Storage and Handling (16)]. 

Cytochrome P450 3A4 Interaction 
The concomitant use of ACTIQ with all cytochrome P450 3A4 inhibitors may result in ah increase in fentanyl plasma concentrations, which could increase or 
prolong adverse reactions and may canse potentially fatal respiratoD" depression. In addition, discontinuation of a concomitantly nsed cytochrome P450 3A4 
inducer may resnlt in an increase in fentanyl plasma concentration. Monitor patients receiving ACTIQ and any CYP3A4 inhibitor or inducer [see Warnings and 
Precautions (5.3), Drug lnteractions (7), CTinical Pharmacology (12.3)]. 

Risks ti’oro Concomitant Use with Benzodiazepines or Other CNS Depressants 
Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants, including alcohol, may result in profound sedation, 
respiratory depression, coma, and death [see Warnings and Precautions (5.4), Drug lnteractions (7)]. 

Reserve concomitant prescribing of ACTIQ and benzodiazepines or other CNS depressants for use in patients for whom alternative treatment options are 
lnadequate. 

Limit dosages and durations to the minimum required. 

Follow patients for signs and symptoms of respiratory depression and sedation. 

Risk of Medication Errors 
Substantial differences exist in the pharmacoldnetic profile of ACTIQ compared to other fentanyl products that result in clinically ilnportant differences in the 
extent of absorption of fentanyl and that could result in fatal overdose [see Dosage and Administmtion (2.1), Waínü~gs and Precautions (5.5)]. 

When prescribing, do not convert patients on a mcg per mcg basis from any other fentanyl products to ACTIQ [see Dosage andAdministration (2.1)]. 
~ When dispensing, do not substitute an ACTIQ prescription for other fentanyl products. 

Addiction, Abuse~ and Misuse 

ACTIQ exposes patients and other users to the risks of opioid addiction, abuse, and misuse, which can lead to overdose and death. Assess each patient’s risk prior 

to prescribing ACTIQ, and monitor all patients regularly lbr the development of these beh aviors and conditions [~ee Warnings and Precautions (5.6)]. 

Risk Evaluation and Mitigation Strategy (REMS) Access Program 
Because of the risk for misuse, abnse, addictlon, and overdose, ACTIQ is available only through a restricted program reqnired by the Food and Drug 
Administration, called a Risk Evaluation and Mitigation Strategy (REMS). Under the Transmucosal Immediate Release Fentanyl (TIRF) REMS Access program, 
outpatients, healthcare professionals who prescribe to outpatients, pharmacies, and distributors must enroll in the program [see Warnings and Precautions (5. 7)]. 
Further information is available at ~~~-.TIRFREMSAccess.com or by calling 1-866-822-1483. 

Neonatal Opioid Withdrawal Svndrome 

Prolonged use of ACTIQ during pregnancy can result in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and treated, and 

requires management according to protocols developed by neonatologry experts. Ir opioid use is required for a prolonged period in a pregnant woman, advise the 

patient of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available [see Wart~ings and Precautions (5.8)[ 

1 INDICATIONS AND USAGE 
ACTIQ is indicated for the m~xlagement of bre~~through pain in cancer patients 10 years of age and older who are already receiving and who are tolerant to around-the- 
clock opioid therapy for their underlying persistent c~~cer pain~ 

Patients considered opioid tolerant are Lhose who are taking, for one week or longer, around-the-clock medicine consisting ofat least 60 mg of oral morphine per day, ar 
least 25 mcg of transde~~nal fentanyl per hour, ar least 30 mg of oral oxycodone per day, ar least 8 Ing of oral hydromorphone per day, ar least 25 ing oral oxymorphone per 
day, ar least 60 mg of oral hydrocodone per day, or an equianalgesic dose of another opioid. Patients must remain on around-the-clock opioids when taking ACTIQ. 

Limitations of Use: 

Not for use in opioid non-tolerant patients. 

Not for use in Lhe management of acate or postoperative pain, including headache/mi~aine and dental pain [see Contraindications (4)]. 

As a part of the TIRF REMS Access program, ACTIQ Inay be dispensed only to outpatients enrolled in the pro~aln [see ~árnings and Precautions (5. 7)]. For 
inpatient administration ofACTIQ (e.g., hospitais, hospices, and long-term cate facilities that prescribe for inpatient use), patient and prescriber enrollment is 
not require& 

Reference ID: 4501133 

TEVA CAOC 14209518 

TE-SF-00767.00003 

FULL PRESCRIBING INFOI~MATION 

WARNING: LIFE-THREATENING RESPIRATORY DEPRESSION; ACCIDENTAL INGESTION; RISKS FROM CYTOCHROME P450 3A4 

INTERACTION; RISKS FROM CONCOMITA2qT USE WITH BENZODIAZEPINES OR OTHER CNS DEPRESSA2qTS; RISK OF MEDICATION ERRORS; 

ADDICTION, ABUSE, AND MISUSE; REMS; and NEONATAL OPIOID WITHDRAWAL SYNDROME 

Life-Threatenin~ Respiratory Depression 
Seriius, life-threatening and!or fatal respiratol?¢ depressiin has occurred in patients treated with ACTIQ, including following use in opioid non-tolerant patients 
and improper dosing. Monitor for respiratory depression, especially dm’ing initiation ofACTIQ or following a dose increase [see Warnings andPrecautions 
(5.1)]. The substitntion of ACTIQ for any other fentanyl product may result in fatal overdose [see Warnings andPrecautions (5.2)]. 

Due to the risk of respiratory depression, ACTIQ is contraindicated in the management of acure or postoperative pain including headache!migraine and in opioid 

non-tolerant patients [see Comraindications (4)]. 

Accidental In~estion 

Accidental ingestion of even one dose ofACTIQ, especially by children, can result in a fatal overdose of fentanyl [see Warnings and Precautions (5.2)]. 

Death has been reported in children who have accidentally ingested ACTIQ. ACTIQ must be kept out of reach of children [see Patient Counselütg Information 
and How Supplied/Storage and Handling (16)]. 

Cytochrome P450 3A4 Interaction 
The concomitant use of ACTIQ with all cytochrome P450 3A4 inhibitors may result in ah increase in fentanyl plasma concentrations, which could increase or 
prolong adverse reactions and may canse potentially fatal respiratoD" depression. In addition, discontinuation of a concomitantly nsed cytochrome P450 3A4 
inducer may resnlt in an increase in fentanyl plasma concentration. Monitor patients receiving ACTIQ and any CYP3A4 inhibitor or inducer [see Warnings and 
Precautions (5.3), Drug lnteractions (7), CTinical Pharmacology (12.3)]. 

Risks ti’oro Concomitant Use with Benzodiazepines or Other CNS Depressants 
Concomitant use of opioids with benzodiazepines or other central nervous system (CNS) depressants, including alcohol, may result in profound sedation, 
respiratory depression, coma, and death [see Warnings and Precautions (5.4), Drug lnteractions (7)]. 

Reserve concomitant prescribing of ACTIQ and benzodiazepines or other CNS depressants for use in patients for whom alternative treatment options are 
lnadequate. 

Limit dosages and durations to the minimum required. 

Follow patients for signs and symptoms of respiratory depression and sedation. 

Risk of Medication Errors 
Substantial differences exist in the pharmacoldnetic profile of ACTIQ compared to other fentanyl products that result in clinically ilnportant differences in the 
extent of absorption of fentanyl and that could result in fatal overdose [see Dosage and Administmtion (2.1), Waínü~gs and Precautions (5.5)]. 

When prescribing, do not convert patients on a mcg per mcg basis from any other fentanyl products to ACTIQ [see Dosage andAdministration (2.1)]. 
~ When dispensing, do not substitute an ACTIQ prescription for other fentanyl products. 

Addiction, Abuse~ and Misuse 

ACTIQ exposes patients and other users to the risks of opioid addiction, abuse, and misuse, which can lead to overdose and death. Assess each patient’s risk prior 

to prescribing ACTIQ, and monitor all patients regularly lbr the development of these beh aviors and conditions [~ee Warnings and Precautions (5.6)]. 

Risk Evaluation and Mitigation Strategy (REMS) Access Program 
Because of the risk for misuse, abnse, addictlon, and overdose, ACTIQ is available only through a restricted program reqnired by the Food and Drug 
Administration, called a Risk Evaluation and Mitigation Strategy (REMS). Under the Transmucosal Immediate Release Fentanyl (TIRF) REMS Access program, 
outpatients, healthcare professionals who prescribe to outpatients, pharmacies, and distributors must enroll in the program [see Warnings and Precautions (5. 7)]. 
Further information is available at ~~~-.TIRFREMSAccess.com or by calling 1-866-822-1483. 

Neonatal Opioid Withdrawal Svndrome 

Prolonged use of ACTIQ during pregnancy can result in neonatal opioid withdrawal syndrome, which may be life-threatening if not recognized and treated, and 

requires management according to protocols developed by neonatologry experts. Ir opioid use is required for a prolonged period in a pregnant woman, advise the 

patient of the risk of neonatal opioid withdrawal syndrome and ensure that appropriate treatment will be available [see Wart~ings and Precautions (5.8)[ 

1 INDICATIONS AND USAGE 
ACTIQ is indicated for the m~xlagement of bre~~through pain in cancer patients 10 years of age and older who are already receiving and who are tolerant to around-the- 
clock opioid therapy for their underlying persistent c~~cer pain~ 

Patients considered opioid tolerant are Lhose who are taking, for one week or longer, around-the-clock medicine consisting ofat least 60 mg of oral morphine per day, ar 
least 25 mcg of transde~~nal fentanyl per hour, ar least 30 mg of oral oxycodone per day, ar least 8 Ing of oral hydromorphone per day, ar least 25 ing oral oxymorphone per 
day, ar least 60 mg of oral hydrocodone per day, or an equianalgesic dose of another opioid. Patients must remain on around-the-clock opioids when taking ACTIQ. 

Limitations of Use: 

Not for use in opioid non-tolerant patients. 

Not for use in Lhe management of acate or postoperative pain, including headache/mi~aine and dental pain [see Contraindications (4)]. 

As a part of the TIRF REMS Access program, ACTIQ Inay be dispensed only to outpatients enrolled in the pro~aln [see ~árnings and Precautions (5. 7)]. For 
inpatient administration ofACTIQ (e.g., hospitais, hospices, and long-term cate facilities that prescribe for inpatient use), patient and prescriber enrollment is 
not require& 
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2 
2.1 

DOSAGE AND ADMINISTRATION 
Important Dosage and Administration Instructions 

t{ealthcare professionals who prescribe ACTIQ on an outpatient basis must enroll in ~~e TIRF REMS Access program and comply with the requirements of the 
REMS to ensure safe use of ACTIQ [se« Warmngs and Precaut~ons (5. 7)j. 

Use the lowest effective dosage for the shortest duration consistent with individual patient treatment goals [see V~árnings and Precautions (5)]. 

Ir is important to minimize the number of strengths available to patients ar any rime to prevent confusion mad possible overdose. 

Initiate the dosing regimen for each patient individually, taking into account the patient’s severity of pain, patient response, prior analgesic treatment experience, 
and risk factors for addiction, abuse, and misuse [se« Warnings and Precautzons (5. 

Monitor patients closely for respiratoor depression, especially within the first 24-72 hours of initiating therapy and follomng dosage increases with ACTIQ and 
adjust the dosage accordingly [see gZarnings and Precautions (5.1)]~ 

Instruct patients and caregivers to take steps to store ACTIQ securely and to properly dispose of unused ACTIQ as soon as no longer needed [see Wan~ings and 

Pre«autions (5.1, 5.2), Patient Counseling Injórmation (17)]. 

Other TIRF fommlations and ACTIQ are not equivalent. DO NOT substitute ah ACTIQ prescription {br any other TIRF fo~xnulation under any circumstax~ces. 
Do not convert patients on a mcg per mcg basis flom any other fenta~yl product to ACTIQ [see Warnings and Precautions (5.5)]. 

2.2 Initial Dosage 
Individually titrate ACTIQ to a dose that provides adequate a~nalgesia and minimizes side effects. The initial dose of ACTIQ to treat episodes of breakthrough cancer pain is 
alwavs 200 mcg. The ACTIQ unir should be consumed over 15 minutes. Patients should be prescribed ah initial titration supply of six 200 mcg ACTIQ units, ~ms limiting 
the number of units in the home during titration. Patients should use up all tmits before increasing to a higher dose to prevent confasion m~d possible overdose. 

Repeat Dosing 
a. In cases where dae breakthrough pain episode is not relieved afler 15 minutes after completion of dae ACTIQ unir (30 minutes afler the start of dae unir), patients ma-y 

take ONLY ONE additional dose using the same strength lbr that episode. Thus patients should ta2e a maximum of two doses ofACTIQ ~br any episode of 
breakthrough pain. 

b. Patients MUST wait ar least 4 hours before treating another episode of breakthrough pain with ACTIQ. 

2.3 Dose Titration 
From an initial dose, closely follow patients and change the dosage strength until the patient reaches a dose that provides adequate analgesia using a single ACTIQ dosage 
unir per breakdhrough cancer pain episode. If signs of excessive opioid effects appear before the unir is consumed, the dosage unir should be removed from the patient’s 
mouth immediately, disposed of properly, and subsequent doses should be decreased. Patients should record their use of ACTIQ over several episodes of breakthrough 
cancer pain and review their experience with their physiciax~s to detemfine if a dosage adjustment is warranted. 

In cases where the breaktl~rough pain episode is not relieved 15 minutes after completion of the ACTIQ unir (30 minutes after the start of the unir), patients may take 
ONLY ONE additional dose of the same st~rength for t~hat episode. Thus, patients should take a maximum of two doses of ACTIQ for any breakthrough pain episode. 

Patients must wait ar least 4 hours belbre treating maother episode of breakt1~ough pain with ACTIQ. To reduce the risk of overdosing during titration, patients should have 
only one strength ofACTIQ available ar any one rime. 

ACTIQ Titration Process 

See Boxed Waming 

Start ar 200 mcg 
(Dispense no more than 6 units initially) 

1 - Consume ACTIQ unit over 15 minutes 
2 -Wait 15 minutes more 

3 - If needed, consume ONLY ONE additional unit over 15 minutes 
4- Take no more than 2 units per breakthrougn pain episode 
5 -Wait at least 4 hours before treating another episode of breakthrough pain 

with ACTIQ 

6 - Try the ACTIQ 200 mcg dose for several episodes of breakthrough paro 

Adequate Relief with One Unit? 

Successful Dose Increase dose to next 

Determined hignest strength* 
(dispense no more than 6 

units initially) 

*Available dosage strengths include: 200,400, 800,800, 1200, and 1800 mcg. 

2.4 Maintenance Dosing 
a. Once titrated to a~a effective dose, patients should generally use ONLY ONE ACTIQ unir of the appropfiate strength per breakthrough pain episode. 

b. On ~~ose occasions when the breakthroush pain episode is not relieved 15 minutes after completion of the ACTIQ unir, patient may take ONLY ONE additional 
dose using the same staength for that episode. 
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2 
2.1 

DOSAGE AND ADMINISTRATION 
Important Dosage and Administration Instructions 

t{ealthcare professionals who prescribe ACTIQ on an outpatient basis must enroll in ~~e TIRF REMS Access program and comply with the requirements of the 
REMS to ensure safe use of ACTIQ [se« Warmngs and Precaut~ons (5. 7)j. 

Use the lowest effective dosage for the shortest duration consistent with individual patient treatment goals [see V~árnings and Precautions (5)]. 

Ir is important to minimize the number of strengths available to patients ar any rime to prevent confusion mad possible overdose. 

Initiate the dosing regimen for each patient individually, taking into account the patient’s severity of pain, patient response, prior analgesic treatment experience, 
and risk factors for addiction, abuse, and misuse [se« Warnings and Precautzons (5. 

Monitor patients closely for respiratoor depression, especially within the first 24-72 hours of initiating therapy and follomng dosage increases with ACTIQ and 
adjust the dosage accordingly [see gZarnings and Precautions (5.1)]~ 

Instruct patients and caregivers to take steps to store ACTIQ securely and to properly dispose of unused ACTIQ as soon as no longer needed [see Wan~ings and 

Pre«autions (5.1, 5.2), Patient Counseling Injórmation (17)]. 

Other TIRF fommlations and ACTIQ are not equivalent. DO NOT substitute ah ACTIQ prescription {br any other TIRF fo~xnulation under any circumstax~ces. 
Do not convert patients on a mcg per mcg basis flom any other fenta~yl product to ACTIQ [see Warnings and Precautions (5.5)]. 

2.2 Initial Dosage 
Individually titrate ACTIQ to a dose that provides adequate a~nalgesia and minimizes side effects. The initial dose of ACTIQ to treat episodes of breakthrough cancer pain is 
alwavs 200 mcg. The ACTIQ unir should be consumed over 15 minutes. Patients should be prescribed ah initial titration supply of six 200 mcg ACTIQ units, ~ms limiting 
the number of units in the home during titration. Patients should use up all tmits before increasing to a higher dose to prevent confasion m~d possible overdose. 

Repeat Dosing 
a. In cases where dae breakthrough pain episode is not relieved afler 15 minutes after completion of dae ACTIQ unir (30 minutes afler the start of dae unir), patients ma-y 

take ONLY ONE additional dose using the same strength lbr that episode. Thus patients should ta2e a maximum of two doses ofACTIQ ~br any episode of 
breakthrough pain. 

b. Patients MUST wait ar least 4 hours before treating another episode of breakthrough pain with ACTIQ. 

2.3 Dose Titration 
From an initial dose, closely follow patients and change the dosage strength until the patient reaches a dose that provides adequate analgesia using a single ACTIQ dosage 
unir per breakdhrough cancer pain episode. If signs of excessive opioid effects appear before the unir is consumed, the dosage unir should be removed from the patient’s 
mouth immediately, disposed of properly, and subsequent doses should be decreased. Patients should record their use of ACTIQ over several episodes of breakthrough 
cancer pain and review their experience with their physiciax~s to detemfine if a dosage adjustment is warranted. 

In cases where the breaktl~rough pain episode is not relieved 15 minutes after completion of the ACTIQ unir (30 minutes after the start of the unir), patients may take 
ONLY ONE additional dose of the same st~rength for t~hat episode. Thus, patients should take a maximum of two doses of ACTIQ for any breakthrough pain episode. 

Patients must wait ar least 4 hours belbre treating maother episode of breakt1~ough pain with ACTIQ. To reduce the risk of overdosing during titration, patients should have 
only one strength ofACTIQ available ar any one rime. 

ACTIQ Titration Process 

See Boxed Waming 

Start ar 200 mcg 
(Dispense no more than 6 units initially) 

1 - Consume ACTIQ unit over 15 minutes 
2 -Wait 15 minutes more 

3 - If needed, consume ONLY ONE additional unit over 15 minutes 
4- Take no more than 2 units per breakthrougn pain episode 
5 -Wait at least 4 hours before treating another episode of breakthrough pain 

with ACTIQ 

6 - Try the ACTIQ 200 mcg dose for several episodes of breakthrough paro 

Adequate Relief with One Unit? 

Successful Dose Increase dose to next 

Determined hignest strength* 
(dispense no more than 6 

units initially) 

*Available dosage strengths include: 200,400, 800,800, 1200, and 1800 mcg. 

2.4 Maintenance Dosing 
a. Once titrated to a~a effective dose, patients should generally use ONLY ONE ACTIQ unir of the appropfiate strength per breakthrough pain episode. 

b. On ~~ose occasions when the breakthroush pain episode is not relieved 15 minutes after completion of the ACTIQ unir, patient may take ONLY ONE additional 
dose using the same staength for that episode. 
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Patients MUST ~vait ar least 4 hours before treating ano~~er episode of breakthrough pain with ACTIQ. Once a successful dose has been ~bund (i.e., ah average 
episode is treated mth a single unir), patients should limit consumption to four or fewer units per day. 

Dosage adjustment of ACTIQ ma-y be required in some patients in order to continue to provide adequate relief of breakthrough pain. 

Generally, the ACTIQ dose should be increased only when a single administration of the current dose fails to adequately treat the breakthrough pain episode 
several consecutive episodes. 
If the patient experiences greater than t~mr breakthrough pain episodes per day, the dose of the maintenmace (around-the-clock) opioid used for persistent pain 
should be re-evaluated. 

2.5 Administration of ACTIQ 
Open the blister package mth scissors immediately prior to product use. The patient should place the ACTIQ unir in bis or her mouth bet~veen the cheek and lower gum, 
occasionally moving the drug matrix t?om one side to the other using the handle. The ACTIQ unir should be sucked, not chewed. A unir dose of ACTIQ, if chewed and 
swallowed, might result in lower peak concentrations and lower bioavailability than when consmned as directed [see Clinical Pharmacology (12.3)]. 

The ACTIQ unir should be consumed over a 15-minute period. Longer or shorter consmnption rimes may produce less eflícacy than reported in ACTIQ clinical trials. If 
signs of excessive opioid effects appear bet~»re the unir is consumed, remove the drug matrix from the patient’s mouth immediately and decrease fmure doses. 

2.6 DiscondnuationofACTIQ 
Whcn opioid therapy is no longer required, consider discontimfing ACTIQ along mth a gradual downward tapering (titration) of other opioids to minimize possible 
mthdrawal effects. In patiems who continue to take their chronic opioid therapy for persistent pain bur no longer require treatment tk»r breakthrough pain, ACTIQ therapy 
can usually be discontinued immediately. [~’ee Drug Abuse and Dependente (9. 3)] 

2.7 Disposal of ACTIQ 
.aá’ter consmnption of the unir is complete and the matrix is totally dissolved, throw away the hm~dle in a trash container that is out of the reach of children. 

If any of the drug matrix remains on the handle, place the hm~dle under hot rumfing tap water until ali of the dmg rnatrix is dissolved, a~d then dispose of the 
handle in a place that is out of ~~e reach of children. 

,, Dispose of haandles in the child-resista~nt comainer (as described in steps I a:ad 2) ar least once a day. 

If the temporau storage bottle provided as pmt of the ACTIQ Child Safety Kit is available, partially consmned units may be stored in the specially provided child-resistm~t 
container out of the reach of children until proper disposal is possible. 

Unopened units remaining from a prescription must be properly disposed as soou as they are no longer needed. 
To dispose of the unused ACTIQ units: 

Remove the ACTIQ unir from its blister package using scissors, and hold ACTIQ by its handle over the toilet bo~vl. 

Using wire-cutting pliers cut off the drug matrix end so that ir falis into the toilet. 
Dispose of the handle in a place that is out of the reach of children. 
Repeat steps 1, 2, a~d 3 for each ACTIQ unir. Flush the toilet ~’ice after 5 units have been cut and deposited into the toilet. 

Do not flush the entire ACTIQ units, AC.TIQ handles, blister packages, or cartons down the toilet. Dispose ofthe handle where children cmmot reach ir. 

In the event that a caregiver requires additional assistance in disposing of excess unusable units that remain in the home after a patient has expired, instruct them to call the 
toll-free number/br Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local DEA office. 

3 DOSAGE FORMS AND STRENGTHS 
Solid oral transmucosal lozenge: Each dosage unir has white to off-white color and is a solid drug matrix on a haaadle. Each strengda is marked ou the individual solid drug 
matrix and the hax~dle tag. ACTIQ is available in 200 mcg, 400 mcg, 600 mcg, 800 mcg, 1200 mcg and 1600 mcg strengths [see How Supplied/&orage and Handling 

CONTRAINDICATIONS 
ACTIQ is contraindicated in: 

Opioid non-tolerant patients: Life-threatening respiratory depression and death could occur ar any dose in opioid non-tolerant patients. [see Indications and 
Usage (1)]; Warnings and Precautions (5.1) [see Indications and Usage (1)]. 

. Significaant respiratory depression [see g/arnings and Precautions (5. !)]. 

* Acure or postoperative pain including headacheimigraine and dental pain, or acure pain in ~~e emergency department. 

,, Acure or severe bronchial asthma in a:a unmonitored setting or in the absence of resuscitative equipment [see g, árnings and Precautions (5.9)]. 

, Known or suspected gastrointestinal obstruction, including paralytic ileus [see Warnings and Precautions (5.14)]. 

. Known hypersensitivity to fentanyl or components of ACTIQ (e.g., anaphylaxis, hypersensitivity) [see Adverso Reactions (6.2)]. 

5 WAP~NINGS AN3) PRECAUTIONS 
5.1 Life-Threatening Respiratory Depression 
Serious, life-tl~reatening, or fatal respiratoU depression has been reported with the use of opioids, even when used as recommended. RespiratoU depression, ifnot 
immediately recognized and treated, may lead to respiratory arrest and death. Ma~agement of respiratory depression may include close obsmwation, supportive measures, 
and use of opioid antagonists, depending ou the patient’s clinical stams [s’ee Overdosage (10)]. Carbon dioxide (CO2) retention Ii:om opioid-induced respiratory depression 
can exacerbate the sedating effects of opioids. 

While serious, life-tMeatening, or fatal respiratoU depression can occur ar ax~y rime during the use of ACTIQ, the ri sk is greatest during the initiation of therapy or 
following a dosage increase. Monitor patients closely for respiratory depression, especially within the first 24-72 hours of initiating therapy with mad following dosage 
increases of ACTIQ. 

To reduce the risk of respiratory depression, proper dosing and titration of ACTIQ are essential [see Dosag« andAdmimstration (2)]. Overestimating the ACTIQ dosage 
can result in a fatal overdose with the first dose. The substimtion of ACTIQ Ibr any other I~ntmayl product may result in fatal overdose [se« Warnmgs and Precauttons 

(5.~)1. 
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Patients MUST ~vait ar least 4 hours before treating ano~~er episode of breakthrough pain with ACTIQ. Once a successful dose has been ~bund (i.e., ah average 
episode is treated mth a single unir), patients should limit consumption to four or fewer units per day. 

Dosage adjustment of ACTIQ ma-y be required in some patients in order to continue to provide adequate relief of breakthrough pain. 

Generally, the ACTIQ dose should be increased only when a single administration of the current dose fails to adequately treat the breakthrough pain episode 
several consecutive episodes. 
If the patient experiences greater than t~mr breakthrough pain episodes per day, the dose of the maintenmace (around-the-clock) opioid used for persistent pain 
should be re-evaluated. 

2.5 Administration of ACTIQ 
Open the blister package mth scissors immediately prior to product use. The patient should place the ACTIQ unir in bis or her mouth bet~veen the cheek and lower gum, 
occasionally moving the drug matrix t?om one side to the other using the handle. The ACTIQ unir should be sucked, not chewed. A unir dose of ACTIQ, if chewed and 
swallowed, might result in lower peak concentrations and lower bioavailability than when consmned as directed [see Clinical Pharmacology (12.3)]. 

The ACTIQ unir should be consumed over a 15-minute period. Longer or shorter consmnption rimes may produce less eflícacy than reported in ACTIQ clinical trials. If 
signs of excessive opioid effects appear bet~»re the unir is consumed, remove the drug matrix from the patient’s mouth immediately and decrease fmure doses. 

2.6 DiscondnuationofACTIQ 
Whcn opioid therapy is no longer required, consider discontimfing ACTIQ along mth a gradual downward tapering (titration) of other opioids to minimize possible 
mthdrawal effects. In patiems who continue to take their chronic opioid therapy for persistent pain bur no longer require treatment tk»r breakthrough pain, ACTIQ therapy 
can usually be discontinued immediately. [~’ee Drug Abuse and Dependente (9. 3)] 

2.7 Disposal of ACTIQ 
.aá’ter consmnption of the unir is complete and the matrix is totally dissolved, throw away the hm~dle in a trash container that is out of the reach of children. 

If any of the drug matrix remains on the handle, place the hm~dle under hot rumfing tap water until ali of the dmg rnatrix is dissolved, a~d then dispose of the 
handle in a place that is out of ~~e reach of children. 

,, Dispose of haandles in the child-resista~nt comainer (as described in steps I a:ad 2) ar least once a day. 

If the temporau storage bottle provided as pmt of the ACTIQ Child Safety Kit is available, partially consmned units may be stored in the specially provided child-resistm~t 
container out of the reach of children until proper disposal is possible. 

Unopened units remaining from a prescription must be properly disposed as soou as they are no longer needed. 
To dispose of the unused ACTIQ units: 

Remove the ACTIQ unir from its blister package using scissors, and hold ACTIQ by its handle over the toilet bo~vl. 

Using wire-cutting pliers cut off the drug matrix end so that ir falis into the toilet. 
Dispose of the handle in a place that is out of the reach of children. 
Repeat steps 1, 2, a~d 3 for each ACTIQ unir. Flush the toilet ~’ice after 5 units have been cut and deposited into the toilet. 

Do not flush the entire ACTIQ units, AC.TIQ handles, blister packages, or cartons down the toilet. Dispose ofthe handle where children cmmot reach ir. 

In the event that a caregiver requires additional assistance in disposing of excess unusable units that remain in the home after a patient has expired, instruct them to call the 
toll-free number/br Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local DEA office. 

3 DOSAGE FORMS AND STRENGTHS 
Solid oral transmucosal lozenge: Each dosage unir has white to off-white color and is a solid drug matrix on a haaadle. Each strengda is marked ou the individual solid drug 
matrix and the hax~dle tag. ACTIQ is available in 200 mcg, 400 mcg, 600 mcg, 800 mcg, 1200 mcg and 1600 mcg strengths [see How Supplied/&orage and Handling 

CONTRAINDICATIONS 
ACTIQ is contraindicated in: 

Opioid non-tolerant patients: Life-threatening respiratory depression and death could occur ar any dose in opioid non-tolerant patients. [see Indications and 
Usage (1)]; Warnings and Precautions (5.1) [see Indications and Usage (1)]. 

. Significaant respiratory depression [see g/arnings and Precautions (5. !)]. 

* Acure or postoperative pain including headacheimigraine and dental pain, or acure pain in ~~e emergency department. 

,, Acure or severe bronchial asthma in a:a unmonitored setting or in the absence of resuscitative equipment [see g, árnings and Precautions (5.9)]. 

, Known or suspected gastrointestinal obstruction, including paralytic ileus [see Warnings and Precautions (5.14)]. 

. Known hypersensitivity to fentanyl or components of ACTIQ (e.g., anaphylaxis, hypersensitivity) [see Adverso Reactions (6.2)]. 

5 WAP~NINGS AN3) PRECAUTIONS 
5.1 Life-Threatening Respiratory Depression 
Serious, life-tl~reatening, or fatal respiratoU depression has been reported with the use of opioids, even when used as recommended. RespiratoU depression, ifnot 
immediately recognized and treated, may lead to respiratory arrest and death. Ma~agement of respiratory depression may include close obsmwation, supportive measures, 
and use of opioid antagonists, depending ou the patient’s clinical stams [s’ee Overdosage (10)]. Carbon dioxide (CO2) retention Ii:om opioid-induced respiratory depression 
can exacerbate the sedating effects of opioids. 

While serious, life-tMeatening, or fatal respiratoU depression can occur ar ax~y rime during the use of ACTIQ, the ri sk is greatest during the initiation of therapy or 
following a dosage increase. Monitor patients closely for respiratory depression, especially within the first 24-72 hours of initiating therapy with mad following dosage 
increases of ACTIQ. 

To reduce the risk of respiratory depression, proper dosing and titration of ACTIQ are essential [see Dosag« andAdmimstration (2)]. Overestimating the ACTIQ dosage 
can result in a fatal overdose with the first dose. The substimtion of ACTIQ Ibr any other I~ntmayl product may result in fatal overdose [se« Warnmgs and Precauttons 

(5.~)1. 
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ACTIQ could be Ihtal to individuais foi whom ir is not prescribed and for those who are not opioid-tolerant. 

Accidental ingestion of even one dose of ACTIQ, especially by children, c~~n result in respiratory depression and deaLh due to ma overdose of fentanyl [see Warnings and 

Precautions (5.1, 5.2)]. 

Opioids crua cause sleep-related breathing disorders including centxal sleep apnea (CSA) and sleep-related hypoxemia. Opioid use increases the risk ofCSA in a dose- 
dependent t~shion. In patients who present with CSA, consider decreasing the opioid dosage using best practices for opioid taper [s«e Dosage andAdministration (2.6)]. 

5.2 Increased Risk of Overdose in Children Due to Accidental Ingestion or Exposure 
Death has been reported in children who have accidentally ingested ACTIQ. 

Patients and their caregivers must be informed that ACTIQ contains a medicine in ~~ amount which can be fatal to a child. Healthcare providers and dispensing pharmacists 
must specifically question patiems or caregivers about Lhe presence of children in the home (on a full rime or visiting basis) ~~nd counsel Lhem regarding the dangers to 
children flom inadvertent exposure. 

Patients and their caregivers must be instructed to keep both used and unused dosage units out of the reach of children. While all anits should be disposed of immediately 
after use, partially consumed units represem a special risk to children. In the event that a unir is not completely consumed ir must be properly disposed as soon as possible 
[see Patiem Counseling I~!órmation (17)]. 

Detailed instmctions for the proper storage, administration, disposal, and important instructions for managing ah overdose of ACTIQ are provided in the ACTIQ 
Medication GuMe. Encourage patients to read Lhis info~~nation in its entire~u and give Lhem ah opportunity to have Lheir questions answered. 

5.3 Risks of Concomitant Use or Discontinuation of Cytochrome P450 3A4 Inhibitors and Inducers 
Concomit~xlt use ofACTIQ with a CYP3A4 iahibitor, such as macrolide matibiotics (e.g., erythromycin), azole-antifuslgal agents (e.g., ketoconazole), and protease 
inhibitors (e.g., ritonavir), may increase plasma concentrations of fentanyl and prolong opioid adverse reactions, which may cmlse potentially fatal respiratory depression 
[s’ee Wan~ings and Precautions (5.1)], particularly when ah inhibitor is added after a stable dose of ACTIQ is achieved. Similarly, discontinuafion of a CYP3 A4 inducer, 
such as rifampin, carbamazepine, axld phen.vtoin, in ACTIQ-treated patients Inay increase fentmlyl plaslna concentrations and prolong opioid adverse reactions. When using 
ACTIQ with CYP3A4 inhibitors or discontinuing CYP3A4 inducers in ACTIQ-treated patients, monitor patients closely ai fi:equent intela~als and consider dosage reduction 
of ACTIQ until stable drug effects are achieved [see Drug Im«ractions (7)]. 

Concomitmat use of ACTIQ with CYP3A4 inducers or discontinuation of a CYP3A4 inhibitor could decrease fentanyl plasma concentrations, decrease opioid efficacy or, 

possibly, lead to a withdrawal syndrome in a patient who had developed physical dependence to fentanyl. When using ACTIQ with CYP3A4 mducers or discontinuing 
CYP3A4 inhibitors, monitor patients closely ai li:equent intela~als and consider increasing the opioid dosage if needed to maintain adequate analgesia or if symptoms of 
opioid withdrawal occur [~’ee Drug [nteractions (7)]. 

5.4 Risks frorn Concomitant Use with Benzodiazepines or Other CNS Depressants (including Alcohol) 
Profound sedation, respiratory depression, coma, and death may result from the concomitant use of ACTIQ with benzodiazepines or other CNS depressants (e.g., non- 
benzodiazepine sedatives/ía;yvnotics, anxiolytics, trmaquilizers, muscle relaxants, general anesthetics, matipsychotics, other opioids, alcohol). Because of these risks, resela~e 
concomitam prescribing of these drugs for use in patients for whom altemative treatment options are inadequate. 

Observational studies have demonstrated that concomitant use of opioid analgesics and benzodiazepines increases the risk of drug-related mortality compared to use of 
opioid analgesics alone. Because of similar pharmacological properties, ir is reasonable to expect similar risk mth the concomitant use of other CNS depressant drugs with 
opioid analgesics [see Drug Interactions (7)]. 

If the decision is made to prescribe a benzodiazepine or other CNS depressant concomitmatly with ah opioid maalgesic, prescribe ~le lowest effective dosages and minilnum 
durations of concomitmat use. In patients already receiving ah opioid analgesic, prescribe a lower initial dose of the benzodiazepine or other CNS depressant than indicated 
in the absence of an opioid, and titrate based on clinical response. If aia opioid analgesic is initiated in a patient already taking a benzodiazepine or other CNS depressant, 
prescribe a lo~ver inifial dose of the opioid analgesic, and titrate based on clinical response. Follow patients closely for signs a~d symptoms of respiratory depression wad 
sedation. 

Advise both patients and caregivers about the risks of respiratory depression and sedation when ACTIQ is used mth benzodiazepines or other CNS depressants (including 
alcohol and illicit dmgs). Advise patiems not to drive or operate heavy machinery until the effects of concomitant use of the benzodiazepine or other CNS depressant have 
been dete~rnined. Screen patients for risk of substance use disorders, including opioid abuse and misuse, mad wam them of the risk for overdose and death associated with 
the use of additional CNS depressants including alcohol mad illicit dmgs [see Drug Intera«lions (7) and Palient Coumeling I~/órmation (17)]. 

5.5 RiskofMedication Errors 
\Vhen prescribing, do not convert a patient to ACTIQ ffom any oLher fentanyl product on a mcg per mcg basis as ACTIQ and oLher fentanyl products are not equivalent on 
a microgram per microgram basis. 

ACTIQ is not a generic version of other transmucosal ilnlnediate release fentaxlyl (TIRF) formulations. When dispensing, do not substitute ali ACTIQ prescription for an¥ 
other TIRF formulation under any circumstaxlces: Other TIRI: tbrmulafions and ACTIQ are not equivalent. Substantial differences exist in the pharmacokinetic profile of 
ACTIQ compared to other fentanyl products including oLher TIRF formulations Lhat result in clinically importam differences in Lhe raie a~d extem of absorption of 
fentanyl. As a result of these differences, the substimtion of ACTIQ for any other fentanyl product may result in a ffttal overdose. 

There are no safe conversion directions available for patients on any other fentany1 products. (Note: This includes oral, transdermal, or parenteral formulations of fentany1.) 
’Ilaerefore, foi opioid tolerant patients, the initial dose of ACTIQ should always be 200 mcg. Each patient should be individually titrated to provide adequate analgesia 
while minimizing side effects [see Dosage and Adminístration (2.3)]. 

5.6 Addiction, Abuse, and Misuse 
ACTIQ contains fentanyl, a Schedule II controlled substance. As ~~n opioid, ACTIQ exposes users to the risks of addiction, abuse, and misuse [see Drug~Abuse and 
Dependence (9)]. 

Althou~ the risk of addiction in any individual is uaknown, ir can occur in patients appropriately prescribed ACTIQ. Addiction caxl occur ai recommended dosages and if 
the drug is misused or abused. 

Assess each patient’s risk for opioid addiction, abuse, or Inisuse prior to prescribing ACTIQ, and monitor all patients receiving ACTIQ for the development of these 
behaviors and conditions. Risks are increased in patients with a personal or family history of substance abuse (including drug or alcohol abuse or addiction) or mental 
illxless (e.g., major depression). The potential tbr these risks should not, however, prevent the proper management of pain in any given patient. Patients ai increased risk 
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ACTIQ could be Ihtal to individuais foi whom ir is not prescribed and for those who are not opioid-tolerant. 

Accidental ingestion of even one dose of ACTIQ, especially by children, c~~n result in respiratory depression and deaLh due to ma overdose of fentanyl [see Warnings and 

Precautions (5.1, 5.2)]. 

Opioids crua cause sleep-related breathing disorders including centxal sleep apnea (CSA) and sleep-related hypoxemia. Opioid use increases the risk ofCSA in a dose- 
dependent t~shion. In patients who present with CSA, consider decreasing the opioid dosage using best practices for opioid taper [s«e Dosage andAdministration (2.6)]. 

5.2 Increased Risk of Overdose in Children Due to Accidental Ingestion or Exposure 
Death has been reported in children who have accidentally ingested ACTIQ. 

Patients and their caregivers must be informed that ACTIQ contains a medicine in ~~ amount which can be fatal to a child. Healthcare providers and dispensing pharmacists 
must specifically question patiems or caregivers about Lhe presence of children in the home (on a full rime or visiting basis) ~~nd counsel Lhem regarding the dangers to 
children flom inadvertent exposure. 

Patients and their caregivers must be instructed to keep both used and unused dosage units out of the reach of children. While all anits should be disposed of immediately 
after use, partially consumed units represem a special risk to children. In the event that a unir is not completely consumed ir must be properly disposed as soon as possible 
[see Patiem Counseling I~!órmation (17)]. 

Detailed instmctions for the proper storage, administration, disposal, and important instructions for managing ah overdose of ACTIQ are provided in the ACTIQ 
Medication GuMe. Encourage patients to read Lhis info~~nation in its entire~u and give Lhem ah opportunity to have Lheir questions answered. 

5.3 Risks of Concomitant Use or Discontinuation of Cytochrome P450 3A4 Inhibitors and Inducers 
Concomit~xlt use ofACTIQ with a CYP3A4 iahibitor, such as macrolide matibiotics (e.g., erythromycin), azole-antifuslgal agents (e.g., ketoconazole), and protease 
inhibitors (e.g., ritonavir), may increase plasma concentrations of fentanyl and prolong opioid adverse reactions, which may cmlse potentially fatal respiratory depression 
[s’ee Wan~ings and Precautions (5.1)], particularly when ah inhibitor is added after a stable dose of ACTIQ is achieved. Similarly, discontinuafion of a CYP3 A4 inducer, 
such as rifampin, carbamazepine, axld phen.vtoin, in ACTIQ-treated patients Inay increase fentmlyl plaslna concentrations and prolong opioid adverse reactions. When using 
ACTIQ with CYP3A4 inhibitors or discontinuing CYP3A4 inducers in ACTIQ-treated patients, monitor patients closely ai fi:equent intela~als and consider dosage reduction 
of ACTIQ until stable drug effects are achieved [see Drug Im«ractions (7)]. 

Concomitmat use of ACTIQ with CYP3A4 inducers or discontinuation of a CYP3A4 inhibitor could decrease fentanyl plasma concentrations, decrease opioid efficacy or, 

possibly, lead to a withdrawal syndrome in a patient who had developed physical dependence to fentanyl. When using ACTIQ with CYP3A4 mducers or discontinuing 
CYP3A4 inhibitors, monitor patients closely ai li:equent intela~als and consider increasing the opioid dosage if needed to maintain adequate analgesia or if symptoms of 
opioid withdrawal occur [~’ee Drug [nteractions (7)]. 

5.4 Risks frorn Concomitant Use with Benzodiazepines or Other CNS Depressants (including Alcohol) 
Profound sedation, respiratory depression, coma, and death may result from the concomitant use of ACTIQ with benzodiazepines or other CNS depressants (e.g., non- 
benzodiazepine sedatives/ía;yvnotics, anxiolytics, trmaquilizers, muscle relaxants, general anesthetics, matipsychotics, other opioids, alcohol). Because of these risks, resela~e 
concomitam prescribing of these drugs for use in patients for whom altemative treatment options are inadequate. 

Observational studies have demonstrated that concomitant use of opioid analgesics and benzodiazepines increases the risk of drug-related mortality compared to use of 
opioid analgesics alone. Because of similar pharmacological properties, ir is reasonable to expect similar risk mth the concomitant use of other CNS depressant drugs with 
opioid analgesics [see Drug Interactions (7)]. 

If the decision is made to prescribe a benzodiazepine or other CNS depressant concomitmatly with ah opioid maalgesic, prescribe ~le lowest effective dosages and minilnum 
durations of concomitmat use. In patients already receiving ah opioid analgesic, prescribe a lower initial dose of the benzodiazepine or other CNS depressant than indicated 
in the absence of an opioid, and titrate based on clinical response. If aia opioid analgesic is initiated in a patient already taking a benzodiazepine or other CNS depressant, 
prescribe a lo~ver inifial dose of the opioid analgesic, and titrate based on clinical response. Follow patients closely for signs a~d symptoms of respiratory depression wad 
sedation. 

Advise both patients and caregivers about the risks of respiratory depression and sedation when ACTIQ is used mth benzodiazepines or other CNS depressants (including 
alcohol and illicit dmgs). Advise patiems not to drive or operate heavy machinery until the effects of concomitant use of the benzodiazepine or other CNS depressant have 
been dete~rnined. Screen patients for risk of substance use disorders, including opioid abuse and misuse, mad wam them of the risk for overdose and death associated with 
the use of additional CNS depressants including alcohol mad illicit dmgs [see Drug Intera«lions (7) and Palient Coumeling I~/órmation (17)]. 

5.5 RiskofMedication Errors 
\Vhen prescribing, do not convert a patient to ACTIQ ffom any oLher fentanyl product on a mcg per mcg basis as ACTIQ and oLher fentanyl products are not equivalent on 
a microgram per microgram basis. 

ACTIQ is not a generic version of other transmucosal ilnlnediate release fentaxlyl (TIRF) formulations. When dispensing, do not substitute ali ACTIQ prescription for an¥ 
other TIRF formulation under any circumstaxlces: Other TIRI: tbrmulafions and ACTIQ are not equivalent. Substantial differences exist in the pharmacokinetic profile of 
ACTIQ compared to other fentanyl products including oLher TIRF formulations Lhat result in clinically importam differences in Lhe raie a~d extem of absorption of 
fentanyl. As a result of these differences, the substimtion of ACTIQ for any other fentanyl product may result in a ffttal overdose. 

There are no safe conversion directions available for patients on any other fentany1 products. (Note: This includes oral, transdermal, or parenteral formulations of fentany1.) 
’Ilaerefore, foi opioid tolerant patients, the initial dose of ACTIQ should always be 200 mcg. Each patient should be individually titrated to provide adequate analgesia 
while minimizing side effects [see Dosage and Adminístration (2.3)]. 

5.6 Addiction, Abuse, and Misuse 
ACTIQ contains fentanyl, a Schedule II controlled substance. As ~~n opioid, ACTIQ exposes users to the risks of addiction, abuse, and misuse [see Drug~Abuse and 
Dependence (9)]. 

Althou~ the risk of addiction in any individual is uaknown, ir can occur in patients appropriately prescribed ACTIQ. Addiction caxl occur ai recommended dosages and if 
the drug is misused or abused. 

Assess each patient’s risk for opioid addiction, abuse, or Inisuse prior to prescribing ACTIQ, and monitor all patients receiving ACTIQ for the development of these 
behaviors and conditions. Risks are increased in patients with a personal or family history of substance abuse (including drug or alcohol abuse or addiction) or mental 
illxless (e.g., major depression). The potential tbr these risks should not, however, prevent the proper management of pain in any given patient. Patients ai increased risk 

Reference ID: 4501133 

TEVA CAOC 14209521 

TE-SF-00767.00006 



may be prescribed opioids such as ACTIQ, bur use in such patients necessitates intensive counseling about t2ae risks m~d proper use of ACTIQ along with intensive 
monitoring for signs of addiction, abuse, and misuse. 

Opioids are sought by drug abusers mad people with addiction disorders and are subject to criminal diversion. Consider Lhese risks when prescribing or dispensing ACTIQ. 
Strategies to reduce t2aese risks include prescribing Lhe drug in Lhe smallest appropriate quantity and advising t2ae patient ou Lhe proper disposal of tmused drug [see Palient 
Counseling Injórmation (17)]. Contact local state professional licensing board or state controlled substances authority for infbrmation ou how to prevent and detect abuse or 
diversion of this product. 

5.7 Transnlucosal Imruediate Release Fentanyl (TIRF) Risk Evaluation and Mitigation Strategy (REMS) Access Program 
Because of Lhe risk for misuse, abuse, addiction, and overdose [see ~árnings and Precaulions (2S. 6)], ACTIQ is available only through a restricted program called the TIRF 
REMS Access program. Under Lhe TIRF REMS Access program, outpatients, healthcare prof~ssionals who prescribe for outpatient use, pharmacies, mad distributors must 
enroll in Lhe program. For inpatient administration (e.g., hospitais, hospices, and long-term care facilities Lhat prescribe for inpatient use) of ACTIQ, patient and prescriber 
e~ollment is not required. 

Required components of Lhe TIRF REMS Access program are: 

HealLhcare professionals, who prescribe ACTIQ for outpatierlt use, must review Lhe prescriber educational materiais for the TIRF REMS Access program, enroll 
in Lhe proglam, and comply mLh t2ae REMS requirements. 

To receive ACTIQ, outpatients must understand Lhe risks and benefits and sign a Patient-Prescriber Agreement. 
Pharmacies Lhat dispense ACTIQ must enroll in the program, axld agree to comply wit2a Lhe REMS requirements. 

Wholesalers and distributors Lhat distaibute ACTIQ must enroll in Lhe progcam, and distribute only to auLhorized pharmacies. 

FurLher info~rnation, including a list of qualified pharmacies/distributors, is available ar www.TIRFREMSAccess.com or by calling 1-866-822-1483. 

5.8 Neonatal Opioid Withdrawal Syndrome 
Prolonged use of ACTIQ during pregnaxlcy crua result in withdrawal in Lhe neonate. Neonatal opioid withdrawal syndrome, unlike opioid withdrawal syndrome in adults, 
may be life-Lhreatening ifnot recognized anal treated, and requires management according to protocols developed by neonatology experts. Observe newboms for sigrls of 
neonatal opioid wiLhdrawal syndrome and manage accordingly. Advise pregnant women using opioids for a prolonged period of Lhe risk of neonatal opioid wiLhdra~val 
syndrome and ensure Lhat appropriate tzeatment will be available [see ~~’e m Spec~f!« Populat~ons (8.1), Patwm Counselmg Infórmat~on (17)]. 

5.9 Life-Threatening Respiratory Depression in Patients with Chronic Pulmonary Disease or in Elderly, Cachectic, or Debilitated Patients 
The use ofACTIQ in patients with acme or severe bronchial asLhma in ah unmonitored setting or in Lhe absence of resuscitative equipment is contraindicated. 

Patients wiLh Chronic Pulmonary Disease: ACTIQ-treated patients mLh significmat chronic obstructive pulrnonary disease or cor pulmonale, and Lhose mLh a substantially 
decreased respiratory reserve, h.vpoxia, hypercapnia, or pre-existing respiratory depression are ar increased risk of decreased respiratoly drive including apnea, even ar 
recommended dosages of ACTIQ [s’ee gZarnmgs and Precautions (5.1)]. 

Elderl’v, Cachectic, or Debilitated Patients: IJfe-Lhreatening respiratory depression is more likely to occur in elderly, cachectic, or debilitated patients because the-y ma-y 
have altered phmxnacokinetics or altered clearance compared to younger, healLhier patients [see ~~arnmgs and Precautions (5.1)]. 

Monitor such patients closely, particularly when initiating and titrating ACTIQ and when ACTIQ is given concomitantly wiLh oLher drugs Lhat depress respiration isee 
Warnmgs and Preca utions (5.1)]. Altematively, consider the use of non-opioid mlalgesics in Lhese patients. 

5.10 Serotonin Syndrome with Conconlitant Use of Serotonergic Drugs 
Cases of serotonin syrldrome, a potentially life-threaterling condition, have been reported during concomitant use of ACTIQ wiLh serotonergic drugs. Serotonergic drugs 
include selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), triptans, 5-HT3 
receptor antagonists, drugs that affect the serotonergic neurotrmlsmitter system (e.g., mirtazapine, trazodone, tramadol), certain muscle relaxants (i.e., cyclobenzaprine, 
metaxalone), and drugs that impair metabolism of serotonin (including MAO inhibitors, both those intended to treat psychiatric disorders axld also oLhers, such as linezolid 
and intravenous meLhylene blue) [s«e Dr~«g Irttera«tions (7)]. This may occur within Lhe recommended dosage range. 

Serotonin syndrolne symptoms may include Inental status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, 
h.vperLhermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination, rigidib,), mld/or gastrointestinal symptoms (e.g., nausea, vomiting, dia~:rhea). The onset of 
symptoms generally occurs within several hours to a few days of concomitant use, bur may occur later Lhan Lhat. DiscontLhue ACTIQ if serotonin syndrome is suspected. 

5.11 Adrenal Insufficiency 
Cases of adrenal insufticiency have been reported with opioid use, Inore often follomng ~eater Lhma one monLh of use. Presentation of adrenal insufficiency may include 
non-specific symptoms and signs including nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. If adrenal insufficiency is suspected, confirm 
Lhe diagnosis with diagnostic testing as soon as possible. If adrenal insufficiency is diagnosed, treat with physiologic replacement doses of corticosteroids. Wean the patient 
off of the opioid to allow adrenal function to recover arld continue corticosteroid laeatment until adrenal function recovers. OLher opioids may be tried as some cases 
reported use of a different opioid without recunence of adrenal insufficiency. The info~~nation available does not identify any particular opioids as being more likely to be 
associated mLh adrenal insufficiency. 

5.12 Severe Hypotension 
ACTIQ may cause severe hypotension including orthostatic hypotension a~ad syncope in ambulatory patients. There is increased risk in patients whose ability to maintain 
blood pressure has already been compromised by a reduced blood volulne or concurrent administration of certain CNS depressmlt drugs (e.g. phenothiazines or general 
anesthetics) [is’ee Drug Nteracttorts (7)]. Monitor these patients for signs of h?‘votension after initiating or titrating Lhe dosage ofACTIQ. In patients with circulatory shock, 
ACTIQ ma?," cause vasodilation Lhat can fi~rLher reduce cardiac output m~d blood pressure. Avoid the use of ACTIQ in patients with circulatory shock. 

5.13 Risks ofUse in Patients with Increased Intracranial Pressure, Brain Tumors, Head Injury, ar hnpaired Consciousness 
In patients who Inay be susceptible to Lhe intracranial effects of CO2 retention (e.g., Lhose with evidence of increased intzacr~xlial pressure or brain tumors), ACTIQ may 
reduce respiratory drive, and Lhe resultmat CO2 retention caxl filrLher increase intracrm~ial pressure. Monitor such patients Ibr signs of sedation and respiratory depression, 
particularly when initiating therapy wiLh ACTIQ. 

Opioids may also obscure Lhe clinical course in a patient with a head injury. Avoid t2ae use of ACTIQ in patients with impaired consciousness or coma. 
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may be prescribed opioids such as ACTIQ, bur use in such patients necessitates intensive counseling about t2ae risks m~d proper use of ACTIQ along with intensive 
monitoring for signs of addiction, abuse, and misuse. 

Opioids are sought by drug abusers mad people with addiction disorders and are subject to criminal diversion. Consider Lhese risks when prescribing or dispensing ACTIQ. 
Strategies to reduce t2aese risks include prescribing Lhe drug in Lhe smallest appropriate quantity and advising t2ae patient ou Lhe proper disposal of tmused drug [see Palient 
Counseling Injórmation (17)]. Contact local state professional licensing board or state controlled substances authority for infbrmation ou how to prevent and detect abuse or 
diversion of this product. 

5.7 Transnlucosal Imruediate Release Fentanyl (TIRF) Risk Evaluation and Mitigation Strategy (REMS) Access Program 
Because of Lhe risk for misuse, abuse, addiction, and overdose [see ~árnings and Precaulions (2S. 6)], ACTIQ is available only through a restricted program called the TIRF 
REMS Access program. Under Lhe TIRF REMS Access program, outpatients, healthcare prof~ssionals who prescribe for outpatient use, pharmacies, mad distributors must 
enroll in Lhe program. For inpatient administration (e.g., hospitais, hospices, and long-term care facilities Lhat prescribe for inpatient use) of ACTIQ, patient and prescriber 
e~ollment is not required. 

Required components of Lhe TIRF REMS Access program are: 

HealLhcare professionals, who prescribe ACTIQ for outpatierlt use, must review Lhe prescriber educational materiais for the TIRF REMS Access program, enroll 
in Lhe proglam, and comply mLh t2ae REMS requirements. 

To receive ACTIQ, outpatients must understand Lhe risks and benefits and sign a Patient-Prescriber Agreement. 
Pharmacies Lhat dispense ACTIQ must enroll in the program, axld agree to comply wit2a Lhe REMS requirements. 

Wholesalers and distributors Lhat distaibute ACTIQ must enroll in Lhe progcam, and distribute only to auLhorized pharmacies. 

FurLher info~rnation, including a list of qualified pharmacies/distributors, is available ar www.TIRFREMSAccess.com or by calling 1-866-822-1483. 

5.8 Neonatal Opioid Withdrawal Syndrome 
Prolonged use of ACTIQ during pregnaxlcy crua result in withdrawal in Lhe neonate. Neonatal opioid withdrawal syndrome, unlike opioid withdrawal syndrome in adults, 
may be life-Lhreatening ifnot recognized anal treated, and requires management according to protocols developed by neonatology experts. Observe newboms for sigrls of 
neonatal opioid wiLhdrawal syndrome and manage accordingly. Advise pregnant women using opioids for a prolonged period of Lhe risk of neonatal opioid wiLhdra~val 
syndrome and ensure Lhat appropriate tzeatment will be available [see ~~’e m Spec~f!« Populat~ons (8.1), Patwm Counselmg Infórmat~on (17)]. 

5.9 Life-Threatening Respiratory Depression in Patients with Chronic Pulmonary Disease or in Elderly, Cachectic, or Debilitated Patients 
The use ofACTIQ in patients with acme or severe bronchial asLhma in ah unmonitored setting or in Lhe absence of resuscitative equipment is contraindicated. 

Patients wiLh Chronic Pulmonary Disease: ACTIQ-treated patients mLh significmat chronic obstructive pulrnonary disease or cor pulmonale, and Lhose mLh a substantially 
decreased respiratory reserve, h.vpoxia, hypercapnia, or pre-existing respiratory depression are ar increased risk of decreased respiratoly drive including apnea, even ar 
recommended dosages of ACTIQ [s’ee gZarnmgs and Precautions (5.1)]. 

Elderl’v, Cachectic, or Debilitated Patients: IJfe-Lhreatening respiratory depression is more likely to occur in elderly, cachectic, or debilitated patients because the-y ma-y 
have altered phmxnacokinetics or altered clearance compared to younger, healLhier patients [see ~~arnmgs and Precautions (5.1)]. 

Monitor such patients closely, particularly when initiating and titrating ACTIQ and when ACTIQ is given concomitantly wiLh oLher drugs Lhat depress respiration isee 
Warnmgs and Preca utions (5.1)]. Altematively, consider the use of non-opioid mlalgesics in Lhese patients. 

5.10 Serotonin Syndrome with Conconlitant Use of Serotonergic Drugs 
Cases of serotonin syrldrome, a potentially life-threaterling condition, have been reported during concomitant use of ACTIQ wiLh serotonergic drugs. Serotonergic drugs 
include selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants (TCAs), triptans, 5-HT3 
receptor antagonists, drugs that affect the serotonergic neurotrmlsmitter system (e.g., mirtazapine, trazodone, tramadol), certain muscle relaxants (i.e., cyclobenzaprine, 
metaxalone), and drugs that impair metabolism of serotonin (including MAO inhibitors, both those intended to treat psychiatric disorders axld also oLhers, such as linezolid 
and intravenous meLhylene blue) [s«e Dr~«g Irttera«tions (7)]. This may occur within Lhe recommended dosage range. 

Serotonin syndrolne symptoms may include Inental status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, 
h.vperLhermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination, rigidib,), mld/or gastrointestinal symptoms (e.g., nausea, vomiting, dia~:rhea). The onset of 
symptoms generally occurs within several hours to a few days of concomitant use, bur may occur later Lhan Lhat. DiscontLhue ACTIQ if serotonin syndrome is suspected. 

5.11 Adrenal Insufficiency 
Cases of adrenal insufticiency have been reported with opioid use, Inore often follomng ~eater Lhma one monLh of use. Presentation of adrenal insufficiency may include 
non-specific symptoms and signs including nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. If adrenal insufficiency is suspected, confirm 
Lhe diagnosis with diagnostic testing as soon as possible. If adrenal insufficiency is diagnosed, treat with physiologic replacement doses of corticosteroids. Wean the patient 
off of the opioid to allow adrenal function to recover arld continue corticosteroid laeatment until adrenal function recovers. OLher opioids may be tried as some cases 
reported use of a different opioid without recunence of adrenal insufficiency. The info~~nation available does not identify any particular opioids as being more likely to be 
associated mLh adrenal insufficiency. 

5.12 Severe Hypotension 
ACTIQ may cause severe hypotension including orthostatic hypotension a~ad syncope in ambulatory patients. There is increased risk in patients whose ability to maintain 
blood pressure has already been compromised by a reduced blood volulne or concurrent administration of certain CNS depressmlt drugs (e.g. phenothiazines or general 
anesthetics) [is’ee Drug Nteracttorts (7)]. Monitor these patients for signs of h?‘votension after initiating or titrating Lhe dosage ofACTIQ. In patients with circulatory shock, 
ACTIQ ma?," cause vasodilation Lhat can fi~rLher reduce cardiac output m~d blood pressure. Avoid the use of ACTIQ in patients with circulatory shock. 

5.13 Risks ofUse in Patients with Increased Intracranial Pressure, Brain Tumors, Head Injury, ar hnpaired Consciousness 
In patients who Inay be susceptible to Lhe intracranial effects of CO2 retention (e.g., Lhose with evidence of increased intzacr~xlial pressure or brain tumors), ACTIQ may 
reduce respiratory drive, and Lhe resultmat CO2 retention caxl filrLher increase intracrm~ial pressure. Monitor such patients Ibr signs of sedation and respiratory depression, 
particularly when initiating therapy wiLh ACTIQ. 

Opioids may also obscure Lhe clinical course in a patient with a head injury. Avoid t2ae use of ACTIQ in patients with impaired consciousness or coma. 
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5.14 Risks ofUse in Patients with Gastrointestinal Conditions 
ACTIQ is contraindicated in patients with known or suspected gastrointestinal obstruction, including paralytic ileus. 

The fentanyl in ACTIQ may cause spasm of the sphincter of Oddi. Opioids may cause increases in serum amylase. Monitor patients with biliary tract disease, including 
acure pancreatitis for worsening symptoms. 

5.15 Increased RJsk of Seizures in Patients with Seizure Disorders 
The femanyl in ACTIQ may increase the frequency of seizures in patients with seizure disorders, and may increase the risk of seizures occurring in oLher clinical settings 
associated with seizures. Monitor patients mth a history of seizure disorders for worsened seizure control during ACTIQ therapy. 

5.16 ltisks of Driving and Operating Machinery 
ACTIQ may impair Lhe mental or physical abilities needed to perf(mn potentially hazardous activities such as driving a car or operating machinery. Warn patients not to 
drive or operate dangerous machinery unless they are tolerant to the effects of ACTIQ and know how they will react to the medication. 

5.17 Cardiac Disease 
hatravenous fcntmayl may produce bradycardia. Therefore, use ACTIQ with caution in patients mth bradyarrhsn&mias. 

6 AI)VERSE REACTIONS 
The follomng serious adverse reactions are described, or described in greater detail, in other sections: 

Life-Threa~ening Respiratory Depression [s’ee Warnings and Precautions (5.1)] 

Interactions with Benzodiazepines mad Other CNS Depressants [see Warnings and Precautions (5.4)] 

Addiction, Abuse, and Misuse [see Warnings and Precautions (5. 6)] 
Neonatal Opioid Withdrawal Syndrome [see Warnings and Precaulions (5.8)] 

Serotonin Syndrome [see V/arnings and Precautions (5.10)] 

Adrenal Insufficiency [s’ee ~Varnings and Precautions (5. ! !)] 
Severe Hypotension [see Warnings and Precautions (5.12)] 

Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.14)] 

Seizures [see Wamings and Precautions (5.15)] 

6.1 Clinical Studies Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a dmg cmmot be directly compared to rates in 
the clinical trials of maother drug and may not reflect the rates obsela~ed in practice. 

The safety of ACTIQ has been evaluated in 257 opioid-tolerant chronic ca~ncer pain patients. The duration of ACTIQ use varied during Lhe open-label study. Some patients 
were followed for over 21 months. The average duration of Lherapy in the open-label study was 129 days. 

The most serious adverse reactions associated with ACTIQ are respiratoU depression (potentially leading to apnea or respiratory arrest), circulatory depression, 
hypotension, and shock. 

Because the clinical trials of ACTIQ were designed to evaluate safety and efficacy in treating breakthrough cancer pain, all patients were also taking concomitant opioids, 
such as sustained-release morphine or transdermal fentanyl, for their persistent cancer pain. The adverse event data presented here reflect the actual percentage of patients 
experiencing each adverse effect among patients who received ACTIQ for breakthrough cancer pain along with a concomitaxlt opioid ibr persistent cancer pain. There has 
been no attempt to correct for concomitmat use of other opioids, duration of ACTIQ therapy, or cancer-related symptoms. 

Three short-term clinical trials with similar titration schemes were conducted in 257 patients with malignancy and breakt1~ough cancer pain. Data are available ibr 254 of 
these patients. Table 1 lists, by dose groups, adverse reactions with an overall frequency of 1% or greater that occurred during titration. The ability to assina a dose- 
response relationship to these adverse reactions is limited by the titration schemes used in these studies. Adverse reactions are listed in descending order of frequency 
wiLhin each body system. 
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5.14 Risks ofUse in Patients with Gastrointestinal Conditions 
ACTIQ is contraindicated in patients with known or suspected gastrointestinal obstruction, including paralytic ileus. 

The fentanyl in ACTIQ may cause spasm of the sphincter of Oddi. Opioids may cause increases in serum amylase. Monitor patients with biliary tract disease, including 
acure pancreatitis for worsening symptoms. 

5.15 Increased RJsk of Seizures in Patients with Seizure Disorders 
The femanyl in ACTIQ may increase the frequency of seizures in patients with seizure disorders, and may increase the risk of seizures occurring in oLher clinical settings 
associated with seizures. Monitor patients mth a history of seizure disorders for worsened seizure control during ACTIQ therapy. 

5.16 ltisks of Driving and Operating Machinery 
ACTIQ may impair Lhe mental or physical abilities needed to perf(mn potentially hazardous activities such as driving a car or operating machinery. Warn patients not to 
drive or operate dangerous machinery unless they are tolerant to the effects of ACTIQ and know how they will react to the medication. 

5.17 Cardiac Disease 
hatravenous fcntmayl may produce bradycardia. Therefore, use ACTIQ with caution in patients mth bradyarrhsn&mias. 

6 AI)VERSE REACTIONS 
The follomng serious adverse reactions are described, or described in greater detail, in other sections: 

Life-Threa~ening Respiratory Depression [s’ee Warnings and Precautions (5.1)] 

Interactions with Benzodiazepines mad Other CNS Depressants [see Warnings and Precautions (5.4)] 

Addiction, Abuse, and Misuse [see Warnings and Precautions (5. 6)] 
Neonatal Opioid Withdrawal Syndrome [see Warnings and Precaulions (5.8)] 

Serotonin Syndrome [see V/arnings and Precautions (5.10)] 

Adrenal Insufficiency [s’ee ~Varnings and Precautions (5. ! !)] 
Severe Hypotension [see Warnings and Precautions (5.12)] 

Gastrointestinal Adverse Reactions [see Warnings and Precautions (5.14)] 

Seizures [see Wamings and Precautions (5.15)] 

6.1 Clinical Studies Experience 

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a dmg cmmot be directly compared to rates in 
the clinical trials of maother drug and may not reflect the rates obsela~ed in practice. 

The safety of ACTIQ has been evaluated in 257 opioid-tolerant chronic ca~ncer pain patients. The duration of ACTIQ use varied during Lhe open-label study. Some patients 
were followed for over 21 months. The average duration of Lherapy in the open-label study was 129 days. 

The most serious adverse reactions associated with ACTIQ are respiratoU depression (potentially leading to apnea or respiratory arrest), circulatory depression, 
hypotension, and shock. 

Because the clinical trials of ACTIQ were designed to evaluate safety and efficacy in treating breakthrough cancer pain, all patients were also taking concomitant opioids, 
such as sustained-release morphine or transdermal fentanyl, for their persistent cancer pain. The adverse event data presented here reflect the actual percentage of patients 
experiencing each adverse effect among patients who received ACTIQ for breakthrough cancer pain along with a concomitaxlt opioid ibr persistent cancer pain. There has 
been no attempt to correct for concomitmat use of other opioids, duration of ACTIQ therapy, or cancer-related symptoms. 

Three short-term clinical trials with similar titration schemes were conducted in 257 patients with malignancy and breakt1~ough cancer pain. Data are available ibr 254 of 
these patients. Table 1 lists, by dose groups, adverse reactions with an overall frequency of 1% or greater that occurred during titration. The ability to assina a dose- 
response relationship to these adverse reactions is limited by the titration schemes used in these studies. Adverse reactions are listed in descending order of frequency 
wiLhin each body system. 
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Table 1. 

Percent of Patients with Specific Adverse Events Commonly Associated with Opioid 

Administration or of Particular Clinical Interest Which Occurred During Titration 

(Evems in 1% or More of Patients) 

Dose Group Percentage of Patients Reporting Event 

Body As A Whole 

Asthenia 

Headache 

Accidental 

Injm~, 

Digestive 

Nausea 

Vomiting 

Constipation 

Dizziness 
Somno|ence 
Confusion 

Anxiet~" 
Abnormal Gait 
D~w Mouth 
Ne~wousness 

Vnsodilatation 
Hallucinations 
Insomnia 
Thinking 

Abnormal 

Vertigo 

Respiratory 

I))~spnea 
Skin 

Pruritus 

Rash 

Sweatin~ 

S[aecial Senses 

Abnormal Vision 

200- 800- 1600 >1600 Any 

60t) mcg 1400 mcg mcg mcg Dose* 

(n=230) (n=138) (n=54) (n=41) (n=254) 

6 

3 

1 

4 

4 

1 

o 

6 
4 

7 

5 

0 

9 
6 
2 

14 15 11 22 23 

7 6 6 1S 12 
1 4 2 O 4 

10 16 6 15 17 
9 9 11 20 17 
1 6 2 0 4 

3 0 2 0 3 

0 1 4 0 2 
1 1 2 0 2 
1 1 0 0 2 
2 0 2 0 2 
0 1 2 2 1 
0 1 2 0 1 
0 1 2 0 1 

ó 

0 

0 

2 

3 

0 

1 
1 

5 

5 

2 

2 

2 

1 

1 
1 

4 

2 

2 

2 

The following adverse reactions not reflected in Table 1 occurred during titration with ÷~i overall frequency of 1% or greater and are listed in descending order of frequency 
within each body system. 

Body as a Whole: Pain, fever, abdominal pain, chills, back pain, chest pain, infection 
Digestive: Diarrhea, dyspepsia, flamlence 
Metabolic mld Nutritional: Peripheral edema, dehydration 
Nervous: Hypesthesia, migraine 
Respiroiory: t hary%itis, cough increased 

The ibllowing reactions occm~red during titration with mi overall frequency of less ~ian 1% and are li sted in descending order of flequency within each body system. 

B~dy a~ & VVnele; bone pain 
Cardiovascular: Deep thrombophlebitis, hypertension, hypotension 
Digestive: Anorexia, eructation, fecal impaction, gum hemorrhage, mouth ulceration, oral moniliasis 
Hemic and Lwnphatic: Anemia, leukopenia 
Metabolic ÷xld Nutaitional: Edema, hypercalcemia, weight loss 
Ml~sculo~keletal: Myalgia, pathological fracmre, myasthenia 
Nervous: Abnormal dreams, urina~ retention, agitation, amnesia, emotional lability, euphoria, incoordination, libido decreased, neuropathy, paresthesia, speech disorder 
Respirato~~/: ttelnoptysis, pleural effusion, rhinitis, asthma, hiccup, pneumonia, respiratory insufficiency, spumln increased 
Skin axld Appendages: Alopecia, exfoliative dermatitis 
~pecia~ Sense~: Taste perversion 
Urogenitak Vaginal hemorrhage, dysuria, hematuria, urina~ incontinence, urinary tract infection 

A long-term extension study was conducted in 156 patients with malignancy and breakthrough cancer pain who were taeated for ah average of 129 days. Data are available 
for 152 of ~ese patients. Table 2 lists by dose groups, adverse reactions with 3Xl overall frequency of 1% or greater that occurred during the long-term extension study. 
Adverse reactions are listed in descending order of ffequency within each body system. 
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Table 1. 

Percent of Patients with Specific Adverse Events Commonly Associated with Opioid 

Administration or of Particular Clinical Interest Which Occurred During Titration 

(Evems in 1% or More of Patients) 

Dose Group Percentage of Patients Reporting Event 

Body As A Whole 

Asthenia 

Headache 

Accidental 

Injm~, 

Digestive 

Nausea 

Vomiting 

Constipation 

Dizziness 
Somno|ence 
Confusion 

Anxiet~" 
Abnormal Gait 
D~w Mouth 
Ne~wousness 

Vnsodilatation 
Hallucinations 
Insomnia 
Thinking 

Abnormal 

Vertigo 

Respiratory 

I))~spnea 
Skin 

Pruritus 

Rash 

Sweatin~ 

S[aecial Senses 

Abnormal Vision 

200- 800- 1600 >1600 Any 

60t) mcg 1400 mcg mcg mcg Dose* 

(n=230) (n=138) (n=54) (n=41) (n=254) 

6 
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4 

4 

1 
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1 4 2 O 4 
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3 0 2 0 3 

0 1 4 0 2 
1 1 2 0 2 
1 1 0 0 2 
2 0 2 0 2 
0 1 2 2 1 
0 1 2 0 1 
0 1 2 0 1 
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0 

0 

2 

3 

0 

1 
1 

5 

5 

2 

2 

2 

1 

1 
1 

4 

2 

2 

2 

The following adverse reactions not reflected in Table 1 occurred during titration with ÷~i overall frequency of 1% or greater and are listed in descending order of frequency 
within each body system. 

Body as a Whole: Pain, fever, abdominal pain, chills, back pain, chest pain, infection 
Digestive: Diarrhea, dyspepsia, flamlence 
Metabolic mld Nutritional: Peripheral edema, dehydration 
Nervous: Hypesthesia, migraine 
Respiroiory: t hary%itis, cough increased 

The ibllowing reactions occm~red during titration with mi overall frequency of less ~ian 1% and are li sted in descending order of flequency within each body system. 

B~dy a~ & VVnele; bone pain 
Cardiovascular: Deep thrombophlebitis, hypertension, hypotension 
Digestive: Anorexia, eructation, fecal impaction, gum hemorrhage, mouth ulceration, oral moniliasis 
Hemic and Lwnphatic: Anemia, leukopenia 
Metabolic ÷xld Nutaitional: Edema, hypercalcemia, weight loss 
Ml~sculo~keletal: Myalgia, pathological fracmre, myasthenia 
Nervous: Abnormal dreams, urina~ retention, agitation, amnesia, emotional lability, euphoria, incoordination, libido decreased, neuropathy, paresthesia, speech disorder 
Respirato~~/: ttelnoptysis, pleural effusion, rhinitis, asthma, hiccup, pneumonia, respiratory insufficiency, spumln increased 
Skin axld Appendages: Alopecia, exfoliative dermatitis 
~pecia~ Sense~: Taste perversion 
Urogenitak Vaginal hemorrhage, dysuria, hematuria, urina~ incontinence, urinary tract infection 

A long-term extension study was conducted in 156 patients with malignancy and breakthrough cancer pain who were taeated for ah average of 129 days. Data are available 
for 152 of ~ese patients. Table 2 lists by dose groups, adverse reactions with 3Xl overall frequency of 1% or greater that occurred during the long-term extension study. 
Adverse reactions are listed in descending order of ffequency within each body system. 
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Table 2. 
Percent o1" Patients with Adverse Events Commonly Associated with Opioid Administration or of Particular 

Clinical Interest ~~~ich Occurred During Long Terra Treatmeut (Events in 1% or More of Patients) 

Dose Group                       Percentage of Patieuts Reporting Event 

200- 800- 1600 >1600 An~ 

600 mcg 1400 mcg mcg mcg Dose* 

(n=98) (n=83) (n=53) (n=27) (n=152) 

Body As A Whole 

Asthenia                            25 30 17 15 38 

Headache 12 17 13 4 20 

Accidental Inj ury 4 6 4 7 9 

Hypertonia 2 2 2 0 3 

Digestive 

Nausea 31 36 23 26 45 

Vomiting 21 28 15 7 31 

Constipation 14 11 13 4 20 

Intestinal Obstruction 0 2 4 0 3 

Cardiovascular 

Hypertension 1 1 0 0 1 

Nervous 

Dizziness 12 10 9 0 16 

Anxiety 9 8 8 7 15 

Somnolence 8 13 8 7 15 

Confusion 2 5 13 7 10 

Depression 9 4 2 7 9 

Insomnia 5 1 8 4 7 

Abnormal Gait 5 1 0 0 4 

Dry Mouth 3 1 2 4 4 

Nervousness 2 2 0 4 3 

Stupor 4 1 0 0 3 

Vasodilatation 1 1 4 0 3 

Thinking Abnormal 2 1 0 0 2 

Abnormal Dreams 1 1 0 0 1 

Convulsion 0 1 2 0 1 

Myoclonus 0 0 4 0 1 

Tremor 0 1 2 0 1 

Vertigo 0 0 4 0 1 

Respiratory 

Dyspnea 15 16 8 7 22 

Skin 

Rash 3 5 8 4 8 

Sweating 3 2 2 0 4 

PrurRus 2 0 2 0 2 

Special Senses 

Abnormal Visio n 2 2 0 0 3 

Urogenital 

Urinary RetentMn 1 2 0 0 2 

The following reactions not reflected in Table 2 occurred with ma overall ffequency of 1% or greater in the long-term extension smdy and are listed in descending order of 
frequency müain each body system. 

Bod¥ as a Whole: Pain, fever, back pain, abdominal pain, chest pain, flu syndrome, chills, infectiom abdomen enlarged, bone pain, ascites, sepsis, neck pain, viral infection, 
fungal inf~ction, cachexia, cellulitis, malaise, pelvic pain 
Cardiovascular: Deep thrombophlebitis, palpitation, vascular disorder 
Digestive: Dianhea, anorexia, dyspepsia, dysphagia, oral moniliasis, mouth ulceradon, rectal disorder, stomatitis, flamlence, gastrointestinal hemorrhage, gingivitis, 
jaundice, periodontal abscess, eructation, glossitis, rectal hemolxhage 
Hemic and Lvmphatic: Anemia, leukopenia, thromboc.vtopenia, ecch.vmosis, 1.vmphadenopathy, lymphedelDa, paxlc.vtopenia 
Metabolic and Nutritionak Peripheral edema, edema, dehydration, weight loss, hyperglycemia, hypokalemia, hvvercalcemia, hypomagnesemia 
Musculoskeletal: Myalgia, pathological fracture, joint disorder, leg cramps, arthralgia, bone disorder 
Ne~azous: Hypesthesia, paresthesia, hypokinesia, neuropa~¿ly, speech disorder, migraine 
Respiratorv: Cough increased, pharyngitis, pneumonia, rhinitis, sinusitis, bronchitis, epistaxis, asthma, hemopb~sis, sputum increased 
Skin and Appendages: Skin ulcer, alopecia 
Special Senses; Tinnitus, conjunctivitis, ear disorder, taste perversion 
Urogenital: Urinary tract infection, urinary incontinence, breast pain, dysuria, hematuria, scrotal edema, hydronephrosis, kidney failure, urinary urgency, urination 
impaired, breast neoplasm, vaginal hemolxhage, vaginitis 

The following reactions occurred with a ffequency of less than 1% in the long-term extension smdy and are listed in descending order of frequency within each body 
system. 

Bod¥ as a Whole: Allergic reaction, cyst, face edema, flank pain, graxluloma, bacterial infection, mucous membrane disorder, neck rigidity 
Cardiovascular: Angina pectoris, hemorrhage, hypotension, peripheral vascular disorder, posmral hypotension, tachycardia 
Digestive: Cheilitis, esophagitis, fecal incontinence, gastroenteritis, gastrointestinal disorder, gum hemorrhage, hemorrhage of colori, hepatorenal syndrome, liver 
tendemess, tooth caries, tooth disorder 
tIemic and Lvmphatic: Bleeding tilDe increased 
Metabolic axld Nutritional: Acidosis, generalized edema, hypocalcemia, hypoglycemia, hyponatremia, hvvoproteinemia, thirst 
Musculoskeletal: Arthritis, muscle atrophy, myopathy, synovitis, tendon disorder 
Nerwms: Acme brain syndrome, agitation, cerebral ischemia, facial paralysis, foot drop, hallucinations, hemiplegia, miosis, subdural hematoma 
Respiratol~/: Hiccup, hyperventilation, lmlg disorder, pneumothorax, respiratory failure, voice alteration 
Skin axld Appendages: Herpes zoster, maculopapular rash, skin discoloration, urticaria, vesiculobullous rash 
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Special Senses: Ear pain, eye hemorrhage, lacrimation disorder, partial permanent deafl~ess, partial transitoU deafi~ess 
Urogenital: Kidney pain, nocturia, oliguria, polsmria, pyelonephritis 

6.2      Postmarketing Experience 
The ~bllowing adverse reactions have been identified during post approval use of ACTIQ. B ecause these reactions are reported voluntarily ffom a population of uncertain 
size, ir is not always possible to reliably estimate their fi:equency or establish a causal relationship to drug exposure. 

Digestive: 
- Dental decav: Dental decay, including dental caries, tooth loss, and gum line erosion. 
Nervous Svstem Disorders: 
- Serotonin s-~~ndrome: Cases of serotonin syndrome, a potentially life-tl~eatening condition, have been reported during concomitant use of opioids with serotonergic drugs. 
Endocrine Disorders: 
- Adrenal insufficienc¥: Cases of adrenal insufficiency have been reported mth opioid use, more often following greater thma one month of use. 
- Andro~en deficienc¥: Cases of androgen deficiency have occurred mth chronic use of opioids. 

hnmune Svstem Disorders: 
- Anaph¥1axis: Anaphylaxis has been reported mth ingredients contained in ACTIQ. 
General Disorders and Administration Site Conditions: Application site reactions including irritation, pain, and ulcer, and drug mthdrawal s?mdrome. 

7 DRUG INTERACTIONS 
Table 3 includes clinically significant drug interactions mth ACTIQ. 

Table 3: Clinicalb¿ ~nificant DrugInteractions with ACTIQ 
Inhibitors of CYP3A4 

ClmicaI lmpact: The concomitant use of ACTIQ and CYP3 A4 inhibitors can increase the plasma concentration of fentanyl, resulting in increased or 
prolonged opioid effects, particularly when ah i~flaibitor is added aRer a stable dose of ACTIQ is achieved [see Warmngs and 

Precautions (5.3)]. 
~~í’ter stopping a CYP3A4 inhibitor, as the effects of the inhibitor decline, the fentanyl plasma concentration will decrease [see Chnical 
Pharmaco!ogy (!2.3)], resulting in decreased opioid efficacy or a withdrawal syn&ome in patiems who had developed physical 
dependence to fentm~yl. 

Inter~,ention: If concomitant use is necessary, consider dosage reduction of ACTIQ until stable drug effects are achieved. Monitor patiems for 
respiratory depression a~d sedation ar frequent intervals. If a CYP3A4 inhibitor is discontinued, consider increasing the ACTIQ dosage 
until stable drug effects are achieved. Monitor for signs of opioid withdrawal. 
Macrolide antibiotics (e.g., erythromycin), azole-antifungal agents (e.g., ketoconazole), protease inhibitors (e.g., ritonavir), grapefruit 
juice 

Examples: 

CYP3A4 Inducers 

Clinical Impact: The concomitant use of ACTIQ and CYP3A4 inducers can decrease the plasma concentration of fentax~yl [see Clinical Pharmacology 
(12.3)], resulting in decreased efficacy or onset of a withdrawal syndrome in patients who have developed physical dependence to 
l~ntmw1 [s«e Warnings and Precautions (5.3)]. 
After stopping a CYP3A4 inducer, as the effects of the inducer decline, the fentanyl plasma concentration will increase [see Climeal 
Pharmacology (12.3)], which could increase or prolong both ~~e therapeutic effects and adverse reactions, and may cause serious 
respiratory depression. 

Interv«ntion: Ir concomitmat use is necessalT, consider increasing the ACTIQ dosage until stable drug effects are achieved. Monitor for sinas of opioid 
withdrawal. If a CYP3A4 inducer is discontinued, consider ACTIQ dosage reduction anal monitor for signs of respiratoU depression. 

Examples: Rifampin, carbamazepine, phen;yçoin 

Benzodiazepines anal Other Central Nervous System (CNS) Depressants 
Clin~ea~ ~mpa~t: ~ Due t~ additive pharmac~~~gic e~ect~ the c~nc~mitant ~se ~f benz~diazepines ~r ~ther CNS depressants inc~uding a~c~h~~, increases the 

(~tor d e ression, rofound sedation, coma, and death. 
Intervention: Reserve concomitm~t prescribing of these drugs for use in patients for whom altematiçe treatment options are inadequate. Limit dosages 

and durations to the minimum required. Follow patients closely for signs of respiratory depression and sedation [see Wamings and 
Precautions (5.4)]. 

Examples: Benzodiazepines and o~ler sedatives/hypnotics, anxiolytics, tra~quilizers, muscle relaxants, general anesthetics, antipsychotics, other 
opioids, alcohol. 

Serotonergic Dru~ s 
Clinical Impact: ’Ilae concomitant use of opioids with other drugs that affect the serotonergic neurotransmitter system has resulted in serotonin syndrome 

~s and Precautions (5.10 . 
Intervention: If concomitant use is warranted, carefally observe the patient, particularly during treatment initiation m~d dose adjustment. Discontinue 

ACTIQ if serotonin syndrome is suspected. 
Examples: Selective serotonin reuptake inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), tricyclic antidepressants 

(TCAs), triptmls, 5-HT3 receptor antagonists, drugs that affect the serotonin neurotransmitter system (e.g., mirtazapine, trazodone, 
tramadol), certain muscle relaxants (i.e, cyclobenzaprine, metaxalone), monoamine oxidase (MAO) inhibitors (those intended to treat 
psychiatric disorders and also o~ers, such as linezolid m~d intravenous methylene blue). 

Monoamine Oxidase Inhibitors (MAOIs) 
ClmicaI Impact: MAOI interactions with opioids may manifest as serotonin syndrome [s’ee Warnings and Precautions (5. !0)] or opioid toxicity (e.g., 

respiratory depression, coma) [see Warmngs and Precautions (5.1)~. 
Inter~,«ntion: ’rhe use of ACTIQ is not recommended for patients taking MAOIs or within 14 days of stopping such treatment. 

Examples: Phenelzine, tranylcypromine, linezolid 
Mixed Agonist/Antagonist and Pardal Agonist Opioid Analgesics 

Clinical Impact: May reduce the maalgesic effect of ACTIQ and/or precipitate withdrawal s~wnptoms. 
Inter~,«ntion: Avoid concomitant use. 

Examples: Butorphanol, nalbuphine, pentazocine, buprenorpt~rine 

Muscle Relaxants 
Clinical Impact: Fentanyl may enhance the neuromuscular blocking action of skeletal muscle relaxants and produce an increased degree of respirato~y 

depression. 

[nterventíon: Monitor patients for signs of respiratory depression that may be greater than otherwise expected and decrease the dosage of ACTIQ 
and/or ~~e nmscle relaxmlt as necessary. 
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Diuretics 
Clinical Impact: Opioids crua reduce the efficac¥ of diuretics bv inducing the release of antidiuretic hormone. 

Inter~,«ntion: Monitor patients tbr signs of diminished diuresis an&/or effects on blood pressure and increase the dosage of the diuretic as needed. 
Anticholinergic Drugs 

Climcal impact: The concomitant use of anticholinergic dmgs may increase risk of urinary retention and/or severe constipation, which may lead to 
paralytic ileus. 

Intervention: Monitor patients for signs of urinary retention or reduced gastric motili~r when ACTIQ is used concomitantly with anticholinergic 
dmgs. 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Risk Summary 
Prolonged use of opioid analgesics dming pregnancy may cause neonatal opioid withdrawal syndrome ~s’ee ~~7arT~ings and Preeautions (5.8)]. Available data with ACTIQ 
in pregnant women are insufficient to inform a dmg-associated risk for major birth defects a~d miscarriage. In animal reproduction studies, fentmayl administration to 
pregnant rats during organogenesis was embryocidal ar doses within the rmage ofthe human recommended dosing. When administered during gestation throuo~ lactation 
fentanyl administration to pregnwat rats resulted in reduced pup survival ar doses within the rwage of the human recommended dosing. No evidence of malformations were 
noted in mfimal smdies completed to date [see Data]. 

’Ihe estimated background risk of major birth defects a~d miscarriage for the indicated population is unknown. All pregnancies have a background risk of birth defect, loss, 
or other adverse outcomes. In the U.S. general population, the estimated background risk of major birth defects and miscaniage in clinically recognized pregnancies is 2- 
4% and 15-20%, respectively. 

Clinical Considerations 

FetalLYeonata! Adverse Reactions 
Prolonged use of opioid a~algesics dming pregnancy for medical or nonmedical purposes cm~ result in physical dependence in the neonate and neonatal opioid mthdrawal 
syndrome shortly after birth. 

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and abnormal sleep partem, high pitched cry, tremor, vomiting, diarrhea and failure to gain 
weight. The onset of neonatal withdrawal symptoms usually occms in the first days afler birth. The duration ~~nd severity of neonatal opioid withdrawal s-yndrome may 
vary. Observe newboms :[br sswnptorns of neonatal opioid mthdrawal syndrome and manage accordingly [see Warnings and Precautions (5.8)]. 

Labor or D«liv«ry 
Opioids cross the placenta and may produce respiratory depression a~d psycho-physiologic effects in neonates. Ah opioid antagonist, such as naloxone, must be available 
for reversal of opioid-induced respiratory depression in ~~e neonate. ACTIQ is not recomrnended Ibr use in pregnant women during or immediately prior to labor, when 
o~~er m~algesic tectmiques are more appropfiate. Opioid m~algesics, including ACTIQ, can prolong labor t1"uough actions which temporarily reduce the strength, duration, 
and frequency of uterine contractions. However, this effect is not consistent and may be offset by ah increased rate of ce~adcal dilation, which tends to shorten labor. 
Monitor neonates exposed to opioid analgesics during labor for signs of excess sedation and respiratory depression. 

Data 

Human Data 
In women treated actuei-y mth intravenous or epidural femanyl during labor, symptoms of neonatal respiratory or neurological depression were no more frequent than 
would be expected in infm~ts of untreated mothers. 

Transient neonatal muscular rigidity has been observed in infants whose mothers were treated with intravenous l~ntmayl. 

Animal Data 
Fentm~yl (25, 50, or 100 mcg/kg) citmte was administered subcutm~eously to pregnant rats during the period of orgm~ogenesis (Gestation Day, GD 6 to 17). Maternal 
toxici .ty and a decrease in fetal weights were observed ar 100 mcg/kg bur no teratogenicity was seen in the smdy (the no observed effcct level of 50 mcgikg is equivalent to 
0.7 rimes the exposure ofa single human dose of 1600 mcg per pain episode, based on ah AUC comparison). Fentanyl (50, 100, or 250 mcg/kg) was also administered 
subcutaneously to pregnant rabbits during the period of organogenesis (GD 6-18). Maternal toxicity was noted ar doses >100 mcg/kg. No teratogenicity was seen in the 
study (250 mc~kg dose is equivalent to 3.5 rimes the exposure ofa single trem,na dose of 1600 mcg per pain episode, based on ax~ AUC comparison). 

Fentanyl has been shown to embryocidal in pregnm~t rats ar doses of30 m%/kg intravenously (0.~ rimes the 1600 mcg dose of ACTIQ on a mgim~ basis) from GD 6 to 18 
and 160 mcg/kg subcutaneously (1 rimes the 1600 mcg dose of ACTIQ based on a mg/m: basis). No evidence of teratogenicity was reported. 

No evidence of malformations or adverse effects on the fetus was reported in a published study in which pregnant rats were administered fent~myl conti~mously via 
subcutaneously implanted osmotic minipumps ar doses of 10, 100, or 500 mcg/kg/day starting 2-weeks prior to breeding and throughout pregnancy. The high dose was 
approximately 3 rimes the human dose of 1600 mcg ACTIQper pain episode on a mg/m~ basis     and produced mean steady-state plasma levels that are 3.4 rimes higher 
the mean Q.~~~~ observed following administration of 1600 mcg dose of ACTIQ in humans. 

In a postnatal development study, pregnant rats were treated flom GD 6 through Lactation Day (LD) 20 with subcut,qneous doses of fentanyl (25, 50, 100, ax~d 400 mcg/kg). 
Maternal toxici .ty was noted ar doses >100 mcgikg. A reduction in pup growth and delayed attainment of developmental indices were observed ar >100 mcg/kg. No 
difference in the number of live pups/litter was seen ar birth, however, pup survival ar LD 4 was reduced to 48% ar 400 mc~kg and by LD 21 pup survival was reduced to 

30% and 26% ar 100 and 400 mcg/kg, respectively. During lactation, femanyl-related clinical signs (decreased acfivi~u, skin cold to touch, and moribund appearance) were 
noted in the F1 pups, most prorninently in ~~e 400 mcg/kg group. Pups flom this group also had significm~tly reduced body weights throuo¿aout the lactation period. The 
dose of fentanyl administered to rats ar which no developmental toxicity in the F1 generation was seen was 50 mcg/kg which is 0.6 rimes the exposure ofa single human 
dose of 1600 mcg per pain episode, based on an AUC comparison. 

8.2 Lactation 
Risk Summm~ 
Fentanyl is present in breast milk. One published lactation study reports a relative infant dose of l~ntm~yl of 0.024%. However, there is insufficient information to 
determine the effects of fenta~yl on ~üae breastfed infa~t ~~nd the effects of fentan-yl on milk production. Because of the potential for serious adverse reactions, including 
excess sedation and respiratory depression in a breasffed infam, advise patients that breasffeeding is not recommended during treatment with ACTIQ. 
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Diuretics 
Clinical Impact: Opioids crua reduce the efficac¥ of diuretics bv inducing the release of antidiuretic hormone. 

Inter~,«ntion: Monitor patients tbr signs of diminished diuresis an&/or effects on blood pressure and increase the dosage of the diuretic as needed. 
Anticholinergic Drugs 

Climcal impact: The concomitant use of anticholinergic dmgs may increase risk of urinary retention and/or severe constipation, which may lead to 
paralytic ileus. 

Intervention: Monitor patients for signs of urinary retention or reduced gastric motili~r when ACTIQ is used concomitantly with anticholinergic 
dmgs. 

8 USE IN SPECIFIC POPULATIONS 
8.1 Pregnancy 
Risk Summary 
Prolonged use of opioid analgesics dming pregnancy may cause neonatal opioid withdrawal syndrome ~s’ee ~~7arT~ings and Preeautions (5.8)]. Available data with ACTIQ 
in pregnant women are insufficient to inform a dmg-associated risk for major birth defects a~d miscarriage. In animal reproduction studies, fentmayl administration to 
pregnant rats during organogenesis was embryocidal ar doses within the rmage ofthe human recommended dosing. When administered during gestation throuo~ lactation 
fentanyl administration to pregnwat rats resulted in reduced pup survival ar doses within the rwage of the human recommended dosing. No evidence of malformations were 
noted in mfimal smdies completed to date [see Data]. 

’Ihe estimated background risk of major birth defects a~d miscarriage for the indicated population is unknown. All pregnancies have a background risk of birth defect, loss, 
or other adverse outcomes. In the U.S. general population, the estimated background risk of major birth defects and miscaniage in clinically recognized pregnancies is 2- 
4% and 15-20%, respectively. 

Clinical Considerations 

FetalLYeonata! Adverse Reactions 
Prolonged use of opioid a~algesics dming pregnancy for medical or nonmedical purposes cm~ result in physical dependence in the neonate and neonatal opioid mthdrawal 
syndrome shortly after birth. 

Neonatal opioid withdrawal syndrome presents as irritability, hyperactivity and abnormal sleep partem, high pitched cry, tremor, vomiting, diarrhea and failure to gain 
weight. The onset of neonatal withdrawal symptoms usually occms in the first days afler birth. The duration ~~nd severity of neonatal opioid withdrawal s-yndrome may 
vary. Observe newboms :[br sswnptorns of neonatal opioid mthdrawal syndrome and manage accordingly [see Warnings and Precautions (5.8)]. 

Labor or D«liv«ry 
Opioids cross the placenta and may produce respiratory depression a~d psycho-physiologic effects in neonates. Ah opioid antagonist, such as naloxone, must be available 
for reversal of opioid-induced respiratory depression in ~~e neonate. ACTIQ is not recomrnended Ibr use in pregnant women during or immediately prior to labor, when 
o~~er m~algesic tectmiques are more appropfiate. Opioid m~algesics, including ACTIQ, can prolong labor t1"uough actions which temporarily reduce the strength, duration, 
and frequency of uterine contractions. However, this effect is not consistent and may be offset by ah increased rate of ce~adcal dilation, which tends to shorten labor. 
Monitor neonates exposed to opioid analgesics during labor for signs of excess sedation and respiratory depression. 

Data 

Human Data 
In women treated actuei-y mth intravenous or epidural femanyl during labor, symptoms of neonatal respiratory or neurological depression were no more frequent than 
would be expected in infm~ts of untreated mothers. 

Transient neonatal muscular rigidity has been observed in infants whose mothers were treated with intravenous l~ntmayl. 

Animal Data 
Fentm~yl (25, 50, or 100 mcg/kg) citmte was administered subcutm~eously to pregnant rats during the period of orgm~ogenesis (Gestation Day, GD 6 to 17). Maternal 
toxici .ty and a decrease in fetal weights were observed ar 100 mcg/kg bur no teratogenicity was seen in the smdy (the no observed effcct level of 50 mcgikg is equivalent to 
0.7 rimes the exposure ofa single human dose of 1600 mcg per pain episode, based on ah AUC comparison). Fentanyl (50, 100, or 250 mcg/kg) was also administered 
subcutaneously to pregnant rabbits during the period of organogenesis (GD 6-18). Maternal toxicity was noted ar doses >100 mcg/kg. No teratogenicity was seen in the 
study (250 mc~kg dose is equivalent to 3.5 rimes the exposure ofa single trem,na dose of 1600 mcg per pain episode, based on ax~ AUC comparison). 

Fentanyl has been shown to embryocidal in pregnm~t rats ar doses of30 m%/kg intravenously (0.~ rimes the 1600 mcg dose of ACTIQ on a mgim~ basis) from GD 6 to 18 
and 160 mcg/kg subcutaneously (1 rimes the 1600 mcg dose of ACTIQ based on a mg/m: basis). No evidence of teratogenicity was reported. 

No evidence of malformations or adverse effects on the fetus was reported in a published study in which pregnant rats were administered fent~myl conti~mously via 
subcutaneously implanted osmotic minipumps ar doses of 10, 100, or 500 mcg/kg/day starting 2-weeks prior to breeding and throughout pregnancy. The high dose was 
approximately 3 rimes the human dose of 1600 mcg ACTIQper pain episode on a mg/m~ basis     and produced mean steady-state plasma levels that are 3.4 rimes higher 
the mean Q.~~~~ observed following administration of 1600 mcg dose of ACTIQ in humans. 

In a postnatal development study, pregnant rats were treated flom GD 6 through Lactation Day (LD) 20 with subcut,qneous doses of fentanyl (25, 50, 100, ax~d 400 mcg/kg). 
Maternal toxici .ty was noted ar doses >100 mcgikg. A reduction in pup growth and delayed attainment of developmental indices were observed ar >100 mcg/kg. No 
difference in the number of live pups/litter was seen ar birth, however, pup survival ar LD 4 was reduced to 48% ar 400 mc~kg and by LD 21 pup survival was reduced to 

30% and 26% ar 100 and 400 mcg/kg, respectively. During lactation, femanyl-related clinical signs (decreased acfivi~u, skin cold to touch, and moribund appearance) were 
noted in the F1 pups, most prorninently in ~~e 400 mcg/kg group. Pups flom this group also had significm~tly reduced body weights throuo¿aout the lactation period. The 
dose of fentanyl administered to rats ar which no developmental toxicity in the F1 generation was seen was 50 mcg/kg which is 0.6 rimes the exposure ofa single human 
dose of 1600 mcg per pain episode, based on an AUC comparison. 

8.2 Lactation 
Risk Summm~ 
Fentanyl is present in breast milk. One published lactation study reports a relative infant dose of l~ntm~yl of 0.024%. However, there is insufficient information to 
determine the effects of fenta~yl on ~üae breastfed infa~t ~~nd the effects of fentan-yl on milk production. Because of the potential for serious adverse reactions, including 
excess sedation and respiratory depression in a breasffed infam, advise patients that breasffeeding is not recommended during treatment with ACTIQ. 
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Clinical Considerations 
Monitor infants exposed to ACTIQ through breast milk for excess sedation and respiratoU depression. Withdrawal symptoms can occur in breastfed infants when maternal 
administration of ah opioid analgesic is stopped, or when breast-feeding is stopped. 

8.3 Females and Males of Reproductive Potendal 
Infertility 
Chromc use of opioids may cause reduced fertility in females and males of reproductive potential. Ir is not known whether these effects on fertility are reversible 
Adverse Reactions (6.2), ClinlcaI Pharmacology (!2.2), N-onclinical Toxicology (13.1)]. 

8.4 Pediatric Use 
SaI~ty and effectiveness in pediataic patients below 16 years of age have not been established. 

In a clinical study, 15 opioid-tolerant pediatric patients with breakthrough pain, ra~nging in age from 5 to 15 years, were treated with ACTIQ. The study was roo small to 
allow conclusions on safety m~d efticacy in this patient population. Twelve of the fifteen opioid-tolerant children m~d adolescents aged 5 to 15 years in this stu@ received 
ACTIQ ar doses ranging from 200 mcg to 600 mcg. ’rhe mean (CV%; range) dose-normalized (to 200 mcg) Cm~.~ and AUC0_,s values were 0.87 ng/mL (51%; 0.42-1.30) 

and 4.54 ng.h/mL (42%; 2.37-6.0), respectively, lbr children ages 5 to <11 years old (N 3) and 0.68 ng/mL (72%; 0.15-1.44) and 8.38 (192%; 0.84-50.78), respectively, 

for children ages _> 11 to <16 y (N 9). 

8.5 Geriatric Use 
Of the 257 patients in clinical smdies of ACTIQ in breakthrough cancer pain, 61 (24%) were 65 years of age and older, while 15 (6%) were 75 years of age and older. 
Those patients over the age of05 years were titrated to a mem~ dose that ~vas about 200 mcg less than the mean dose titrated to by younger patients. No difference was 
noted in the safety profile of the group over 65 years of age as compared to younger patients in ACTIQ clinical trials. 

Elderly patients have been sho~vn to be more sensitive to the effects of fentanyl when administered intravenously, compared with the younger population. Therefore, 
exercise caution ~vhen individually titrating ACTIQ in elderly patients to provide adequate efficacy while minimizing risk. 

Respirato~7 depression is the chief risk tbr elderly patients treated mth opioids, and has occurred after large initial doses were administered to patients who were not 
opioid-tolerant or when opioids were co-administered with other agents that depress respiration. Titrate the dosage of ACTIQ slowly in geriatric patients and monitor 
closely for signs of central nervous system and respiratory depression [see V/arnmgs’ and Precautíons (5.9)]. 

Fentm~yl is lcnown to be substax~tially excreted by the kidney, and the risk of adverse reactions to this drug may be gleater in patients with impaired renal function. Because 
elderly patients are more likely to have decreased renal flmction, care should be taken in dose selection, and ir may be useful to monitor renal function. 

8.6 Patients with Renal or Hepadc Impairment 
Insufficient info,~nation exists to ma2e recommendations regarding the use of ACTIQ in patients with impaired renal or hepatic function. Fentanyl is metabolized primarily 
via hmnan c>çocl~rome P450 3A4 isoenz>ane system and mostly eliminated in urine. Ifthe drug is used in these patients, ir should be used with caution because ofthe 
hepatic metabolism and renal excretion of fentanyl. 

8.7 Sex 
Both male m~d female opioid-tolerm~t cancer patients were studied for the treatment of breakthrough cancer pain. No clinically relevant sex differences were noted either in 
dosage requirement or in observed adverse reactions. 

9 DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
ACTIQ contains fentanyl, a Schedule II controlled substance. 

9.2 Abuse 
ACTIQ contains fentanyl, a substm~ce mth a high potential for abuse similar to other opioids including hydrocodone, hydromorphone, methadone, morpbãne oxycodone, 
ox3maorphone, and tapentadoL ACTIQ can be abused and is subject to misuse, addiction, and criminal diversion [see V/arnings and Precm«tions (5. 6)]. 

Ali patiems treated with opioids require careful monitoring for signs of abuse and addiction, since use of opioid analgesic products canies the risk of addiction e’ver~ m~der 
appropriate medical use. 

Prescription drug abuse is the intentional non-therapeutic use of a prescription dmg, even once, for its rewarding psychological or physiological efI~cts. 

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop after repeated substance use and includes: a strong desire to tak~e the drug, 
difficulties in controlling its use, persisting in its use despite harmfal consequences, a higher priority given to drug use thm~ to other activities and obligations, increased 
tolerance, and sometimes a physical withdrawal. 

"Drug-seeking" behavior is very common in persons with substance use disorders. Drug-seeking tactics include emergency calls or visits near the end of office hours, 
refusal to m~dergo appropriate examination, testing, or refe,:ral, repeated "loss" of prescriptions, tampering mth prescriptions, and reluctance to provide prior medical 

records or contact intbrrnation for other treating health care provider(s). "Doctor shopping" (visiting multiple prescribers to obtain additional prescriptions) is common 
among drug abusers and people suffering from untreated addiction. Preoccupation with achieving adeqtmte pain relief can be appropriate behavior in a patient with poor 
pain control. 

Abnse and addiction are separate and distinct flom physical dependence and tolerance. Health care providers should be aware that addiction may not be accompanied by 
concurrent tolerance and s3maptoms of physical dependence in all addicts. In addition, abuse of opioids can occur in the absence of true addiction. 

ACTIQ, like other opioids, can be diverted for non-medical use into illicit chmmels of distribution. Careful record-keeping of prescribing information, including quantity, 
frequency, and renewal requests, as required by state m~d federal law, is strongly advised. 

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, m~d proper dispensing mad storage are appropriate measmes that help to 
limit abuse of opioid drugs. 
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Clinical Considerations 
Monitor infants exposed to ACTIQ through breast milk for excess sedation and respiratoU depression. Withdrawal symptoms can occur in breastfed infants when maternal 
administration of ah opioid analgesic is stopped, or when breast-feeding is stopped. 

8.3 Females and Males of Reproductive Potendal 
Infertility 
Chromc use of opioids may cause reduced fertility in females and males of reproductive potential. Ir is not known whether these effects on fertility are reversible 
Adverse Reactions (6.2), ClinlcaI Pharmacology (!2.2), N-onclinical Toxicology (13.1)]. 

8.4 Pediatric Use 
SaI~ty and effectiveness in pediataic patients below 16 years of age have not been established. 

In a clinical study, 15 opioid-tolerant pediatric patients with breakthrough pain, ra~nging in age from 5 to 15 years, were treated with ACTIQ. The study was roo small to 
allow conclusions on safety m~d efticacy in this patient population. Twelve of the fifteen opioid-tolerant children m~d adolescents aged 5 to 15 years in this stu@ received 
ACTIQ ar doses ranging from 200 mcg to 600 mcg. ’rhe mean (CV%; range) dose-normalized (to 200 mcg) Cm~.~ and AUC0_,s values were 0.87 ng/mL (51%; 0.42-1.30) 

and 4.54 ng.h/mL (42%; 2.37-6.0), respectively, lbr children ages 5 to <11 years old (N 3) and 0.68 ng/mL (72%; 0.15-1.44) and 8.38 (192%; 0.84-50.78), respectively, 

for children ages _> 11 to <16 y (N 9). 

8.5 Geriatric Use 
Of the 257 patients in clinical smdies of ACTIQ in breakthrough cancer pain, 61 (24%) were 65 years of age and older, while 15 (6%) were 75 years of age and older. 
Those patients over the age of05 years were titrated to a mem~ dose that ~vas about 200 mcg less than the mean dose titrated to by younger patients. No difference was 
noted in the safety profile of the group over 65 years of age as compared to younger patients in ACTIQ clinical trials. 

Elderly patients have been sho~vn to be more sensitive to the effects of fentanyl when administered intravenously, compared with the younger population. Therefore, 
exercise caution ~vhen individually titrating ACTIQ in elderly patients to provide adequate efficacy while minimizing risk. 

Respirato~7 depression is the chief risk tbr elderly patients treated mth opioids, and has occurred after large initial doses were administered to patients who were not 
opioid-tolerant or when opioids were co-administered with other agents that depress respiration. Titrate the dosage of ACTIQ slowly in geriatric patients and monitor 
closely for signs of central nervous system and respiratory depression [see V/arnmgs’ and Precautíons (5.9)]. 

Fentm~yl is lcnown to be substax~tially excreted by the kidney, and the risk of adverse reactions to this drug may be gleater in patients with impaired renal function. Because 
elderly patients are more likely to have decreased renal flmction, care should be taken in dose selection, and ir may be useful to monitor renal function. 

8.6 Patients with Renal or Hepadc Impairment 
Insufficient info,~nation exists to ma2e recommendations regarding the use of ACTIQ in patients with impaired renal or hepatic function. Fentanyl is metabolized primarily 
via hmnan c>çocl~rome P450 3A4 isoenz>ane system and mostly eliminated in urine. Ifthe drug is used in these patients, ir should be used with caution because ofthe 
hepatic metabolism and renal excretion of fentanyl. 

8.7 Sex 
Both male m~d female opioid-tolerm~t cancer patients were studied for the treatment of breakthrough cancer pain. No clinically relevant sex differences were noted either in 
dosage requirement or in observed adverse reactions. 

9 DRUG ABUSE AND DEPENDENCE 
9.1 Controlled Substance 
ACTIQ contains fentanyl, a Schedule II controlled substance. 

9.2 Abuse 
ACTIQ contains fentanyl, a substm~ce mth a high potential for abuse similar to other opioids including hydrocodone, hydromorphone, methadone, morpbãne oxycodone, 
ox3maorphone, and tapentadoL ACTIQ can be abused and is subject to misuse, addiction, and criminal diversion [see V/arnings and Precm«tions (5. 6)]. 

Ali patiems treated with opioids require careful monitoring for signs of abuse and addiction, since use of opioid analgesic products canies the risk of addiction e’ver~ m~der 
appropriate medical use. 

Prescription drug abuse is the intentional non-therapeutic use of a prescription dmg, even once, for its rewarding psychological or physiological efI~cts. 

Drug addiction is a cluster of behavioral, cognitive, and physiological phenomena that develop after repeated substance use and includes: a strong desire to tak~e the drug, 
difficulties in controlling its use, persisting in its use despite harmfal consequences, a higher priority given to drug use thm~ to other activities and obligations, increased 
tolerance, and sometimes a physical withdrawal. 

"Drug-seeking" behavior is very common in persons with substance use disorders. Drug-seeking tactics include emergency calls or visits near the end of office hours, 
refusal to m~dergo appropriate examination, testing, or refe,:ral, repeated "loss" of prescriptions, tampering mth prescriptions, and reluctance to provide prior medical 

records or contact intbrrnation for other treating health care provider(s). "Doctor shopping" (visiting multiple prescribers to obtain additional prescriptions) is common 
among drug abusers and people suffering from untreated addiction. Preoccupation with achieving adeqtmte pain relief can be appropriate behavior in a patient with poor 
pain control. 

Abnse and addiction are separate and distinct flom physical dependence and tolerance. Health care providers should be aware that addiction may not be accompanied by 
concurrent tolerance and s3maptoms of physical dependence in all addicts. In addition, abuse of opioids can occur in the absence of true addiction. 

ACTIQ, like other opioids, can be diverted for non-medical use into illicit chmmels of distribution. Careful record-keeping of prescribing information, including quantity, 
frequency, and renewal requests, as required by state m~d federal law, is strongly advised. 

Proper assessment of the patient, proper prescribing practices, periodic re-evaluation of therapy, m~d proper dispensing mad storage are appropriate measmes that help to 
limit abuse of opioid drugs. 

Reference ID: 4501133 

TEVA CAOC 14209528 

TE-SF-00767.00013 



Risks Specific to the Abuse of ACTIQ 

ACTIQ is for oral transmucosal use only. Abuse of ACTIQ poses a risk of overdose and death. The risk is increased with concurrent abuse ofACTIQ wiLh alcohol and 
other central nervous system depressants. 

9.3 Dependente 
Both tolerance and physical dependence can develop during ctuonic opioid therapy. Tolerance is the need for increasing doses of opioids to maintain a defined efl~ct such 
as analgesia (in the absence of disease progression or other external factors). Tolerance may occur to boLh the desired and undesired effects of drugs, and may develop ar 
different rates for different effects. 

Physical dependence results in mthdrawal symptoms aller abrupt discontinuation or a significant dosage reduction of a drug. Withdrawal also may be precipitated tl~rough 
dae admimstration of drugs roda opioid ~~ntagonist activity (e.g., naloxone, nalmefene), mixed agonist/matagonist analgesics (e.g., pentazocine, butorphanol, nalbuphine), or 
partial agonists (e.g., buprenorphine). Physical dependence may not occur to a clinically significant degree until afler several days to weeks of continued opioid usage. 

Infants born to mothers physically dependent on opioids will also be physically dependent and may exhibit respiratory difficulties and withdrawal signs [s«e Use in Specific 
Populattons (8.1)]. 

10 OVERDOSAGE 
Clinical Presentation 
Acure overdose with ACTIQ can be manifested by respiratory depression, somnolence progressing to smpor or coma, skeletal muscle flaccidity, cold a~d clammy skin, 
constficted pupils, and, in some cases, pulmonary edema, bradycardia, hypotension, partial or complete airway obstruction, atypical snoring, and death. Mmked mydriasis 
rather than miosis may be seen with hypoxia in overdose simations ~s’ee Clinical Pharmacology (12.2)]. 

Treatrnent of Overdose 
In case of overdose, priorities are: removal of the ACTIQ unir, if still in the mouth, the reestablishment of a patent and protected airway and instimtion of assisted or 
controlled ventilation, if needed. Employ other supportive measures (including oxygen and vasopressors) in the management of circulatory shock wad pulmonmy edema as 
indicated. Cardiac a~~rest or arrhythrnias will require advanced life-support techniques. 

The opioid antagonists, naloxone or nalmefene, are specific antidotes to respiratory depression resulting fi:om opioid overdose. For clinically significant respiratory or 
circulato~ depression seconda~ to fentmayl overdose, administer wa opioid antagonist. Opioid a~tagonists should not be administered in the absence of climcally 
significant respiratory or circulatou depression secondary to fentanyl overdose. 

Because the duration of opioid reversal is expected to be less than the duration of action of l~ntanyl in ACTIQ, carefully monitor the patient until spontaneous respiration is 
reliably re-established. If Lhe response to ~~n opioid antagomst is suboptimal or only brief in nature, administer additional matagonist as directed by the product’s prescribing 
information. 

ba ah individual physically dependent on opioids, administration of the recommended usual dosage of the antagonist will precipitate an acure withdrawal syndrome. ’Ihe 
severity of the withdrawal sTyanptoms experienced mll depend on the degcee of physical dependence and the dose of the antagonist administered. If a decision is made to 
Lreat serious respirato~y depression in the physically dependent patient, administration of the antagonist should be begun mth care ~~nd by titration with smaller than usual 
doses of the ~x~tagonist. 

11 DESCRIPTION 
ACTIQ (fentanyl citrate) oral tr~~nsmucosal lozenge is a solid formulation of fentanyl, ah opioid agonist, intended for oral transmucosal administration. ACTIQ is 
formulated as a white to off-white solid drug matrix on a handle that is fracture resistwat (ABS plastic) under normal conditions when used as directed. 

ACTIQ is designed to be dissolved slowly in the mouth to facilitate transmucosal absorption. The handle allows the ACTIQ unir to be removed fiom the mouth if signs of 
excessive opioid eflEcts appear during administaation. 

Active In~redient: Fentanyl citrate, USP is N-(1-Phenethyl-4-piperidyl) propionanilide citrate (1:1). Fent~x~yl is a highly lipophilic compomad (octanol-~vater partition 
coefficient ar pH 7.4 is 816:1) that is freely soluble in organic solvents m~d sparingly soluble in water (1:40). íhe rnolecular weight ofthe free base is 336.5 (the citrate salt 
is 528.6). The pKa ofthe tertiary nitrogens are 7.3 and 8.4. The compound has the Ibllowing structural lbrmula: 

~ HO-C~COOH 

CH2COOH 

Inactive Inaredients: tIydrated dextrates, citric acid, dibasic sodiurn phosphate, artificial berry flavor, magnesimn stearate, and edible glue (modified food starch a~d 
confectioner’s sugar). 

12 CLINICAL PHARM[ACOLOGY 
12.1 Mechanism of Action 
Fentanyl is an opioid agonist whose principal therapeutic action is analgesia. 

12.2 Pharmacodynamics 
Effects on the Central Nervous System 
The precise mechanism of the analgesic action is maknown although fentanyl is l~own to be a mu-opioid receptor agonist. Specific CNS opioid receptors for endogenous 
compounds with opioid-like activity have been identified throughout the brain and spinal cord and play a role in the analgesic efl~cts of this drug. 

Fentan-yl produces respiratory depression by direct action on brain stem respiratory centers. The respiratory depression involves a reduction in the responsiveness of the 
bmin stem to both increases in carbon dioxide and electrical stimulation. 

Fentanyl causes miosis even in total darkness. Pinpoint pupils are a sign of opioid overdose bur are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic 
origin may produce similar findings). Marked mydriasis rather thwa miosis may be seen due to hypoxia in overdose situations. 
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Risks Specific to the Abuse of ACTIQ 

ACTIQ is for oral transmucosal use only. Abuse of ACTIQ poses a risk of overdose and death. The risk is increased with concurrent abuse ofACTIQ wiLh alcohol and 
other central nervous system depressants. 

9.3 Dependente 
Both tolerance and physical dependence can develop during ctuonic opioid therapy. Tolerance is the need for increasing doses of opioids to maintain a defined efl~ct such 
as analgesia (in the absence of disease progression or other external factors). Tolerance may occur to boLh the desired and undesired effects of drugs, and may develop ar 
different rates for different effects. 

Physical dependence results in mthdrawal symptoms aller abrupt discontinuation or a significant dosage reduction of a drug. Withdrawal also may be precipitated tl~rough 
dae admimstration of drugs roda opioid ~~ntagonist activity (e.g., naloxone, nalmefene), mixed agonist/matagonist analgesics (e.g., pentazocine, butorphanol, nalbuphine), or 
partial agonists (e.g., buprenorphine). Physical dependence may not occur to a clinically significant degree until afler several days to weeks of continued opioid usage. 

Infants born to mothers physically dependent on opioids will also be physically dependent and may exhibit respiratory difficulties and withdrawal signs [s«e Use in Specific 
Populattons (8.1)]. 

10 OVERDOSAGE 
Clinical Presentation 
Acure overdose with ACTIQ can be manifested by respiratory depression, somnolence progressing to smpor or coma, skeletal muscle flaccidity, cold a~d clammy skin, 
constficted pupils, and, in some cases, pulmonary edema, bradycardia, hypotension, partial or complete airway obstruction, atypical snoring, and death. Mmked mydriasis 
rather than miosis may be seen with hypoxia in overdose simations ~s’ee Clinical Pharmacology (12.2)]. 

Treatrnent of Overdose 
In case of overdose, priorities are: removal of the ACTIQ unir, if still in the mouth, the reestablishment of a patent and protected airway and instimtion of assisted or 
controlled ventilation, if needed. Employ other supportive measures (including oxygen and vasopressors) in the management of circulatory shock wad pulmonmy edema as 
indicated. Cardiac a~~rest or arrhythrnias will require advanced life-support techniques. 

The opioid antagonists, naloxone or nalmefene, are specific antidotes to respiratory depression resulting fi:om opioid overdose. For clinically significant respiratory or 
circulato~ depression seconda~ to fentmayl overdose, administer wa opioid antagonist. Opioid a~tagonists should not be administered in the absence of climcally 
significant respiratory or circulatou depression secondary to fentanyl overdose. 

Because the duration of opioid reversal is expected to be less than the duration of action of l~ntanyl in ACTIQ, carefully monitor the patient until spontaneous respiration is 
reliably re-established. If Lhe response to ~~n opioid antagomst is suboptimal or only brief in nature, administer additional matagonist as directed by the product’s prescribing 
information. 

ba ah individual physically dependent on opioids, administration of the recommended usual dosage of the antagonist will precipitate an acure withdrawal syndrome. ’Ihe 
severity of the withdrawal sTyanptoms experienced mll depend on the degcee of physical dependence and the dose of the antagonist administered. If a decision is made to 
Lreat serious respirato~y depression in the physically dependent patient, administration of the antagonist should be begun mth care ~~nd by titration with smaller than usual 
doses of the ~x~tagonist. 

11 DESCRIPTION 
ACTIQ (fentanyl citrate) oral tr~~nsmucosal lozenge is a solid formulation of fentanyl, ah opioid agonist, intended for oral transmucosal administration. ACTIQ is 
formulated as a white to off-white solid drug matrix on a handle that is fracture resistwat (ABS plastic) under normal conditions when used as directed. 

ACTIQ is designed to be dissolved slowly in the mouth to facilitate transmucosal absorption. The handle allows the ACTIQ unir to be removed fiom the mouth if signs of 
excessive opioid eflEcts appear during administaation. 

Active In~redient: Fentanyl citrate, USP is N-(1-Phenethyl-4-piperidyl) propionanilide citrate (1:1). Fent~x~yl is a highly lipophilic compomad (octanol-~vater partition 
coefficient ar pH 7.4 is 816:1) that is freely soluble in organic solvents m~d sparingly soluble in water (1:40). íhe rnolecular weight ofthe free base is 336.5 (the citrate salt 
is 528.6). The pKa ofthe tertiary nitrogens are 7.3 and 8.4. The compound has the Ibllowing structural lbrmula: 

~ HO-C~COOH 

CH2COOH 

Inactive Inaredients: tIydrated dextrates, citric acid, dibasic sodiurn phosphate, artificial berry flavor, magnesimn stearate, and edible glue (modified food starch a~d 
confectioner’s sugar). 

12 CLINICAL PHARM[ACOLOGY 
12.1 Mechanism of Action 
Fentanyl is an opioid agonist whose principal therapeutic action is analgesia. 

12.2 Pharmacodynamics 
Effects on the Central Nervous System 
The precise mechanism of the analgesic action is maknown although fentanyl is l~own to be a mu-opioid receptor agonist. Specific CNS opioid receptors for endogenous 
compounds with opioid-like activity have been identified throughout the brain and spinal cord and play a role in the analgesic efl~cts of this drug. 

Fentan-yl produces respiratory depression by direct action on brain stem respiratory centers. The respiratory depression involves a reduction in the responsiveness of the 
bmin stem to both increases in carbon dioxide and electrical stimulation. 

Fentanyl causes miosis even in total darkness. Pinpoint pupils are a sign of opioid overdose bur are not pathognomonic (e.g., pontine lesions of hemorrhagic or ischemic 
origin may produce similar findings). Marked mydriasis rather thwa miosis may be seen due to hypoxia in overdose situations. 
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Effects on the Gastrointestinal Tract m~d Other Smooth Muscle 
Fentanyl causes a reduction in motility associated mth ah increase in smooth muscle tone in the antrum of the stomach and in the duodem~m. Digestion of food in the small 
intestine is dela-yed and propulsive contractions are decreased. Propulsive peristaltic waves in the colon are decreased, while tone may be increased to the point of spasm 
resulting in constipation. OLher opioid-induced effects may include a reduction in biliary and pancreatic secretions, spasm of the sphincter of Oddi, a~d Lransient elevations 
in serum arnylase. 

Effccts on the Cardiovascular System 
Fentanyl may produce release of histamine roda or without associated peripheral vasodilation. Fentanyl produces peripheral vasodilation which ma-y result in orthostatic 
hypotension or syncope. Manifestations of histamine release and/or peripheral vasodilation may include p~~aritus, flushing, red eyes, and sweating, and/or orthostatic 
hypotension. 

Effccts on the Endocrine System 
Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing ho~rnone (LH) in humans [see Adverse Reactions (6.2)]. The’y" also stimulate 
prolactin, growth hormone (Gtt) secretion, and pm~creatic secretion of insulin and glucagon [see Adverse Rea«tions (~.2)]. Ths~íoid stinmlating ho~xnone (TStt) has been 
shown to be both inhibited and stimulated by opioids. 

Chronic use of opioids may influence the hypothalamic-pimitary-gonadal axis, leading to madrogen deficiency Lhat ma-y manifest as low lindo, impotence, erectile 
dysfunction, ameno~~rhea, or infertility. The causal role of opioids in the clinical syndrome of hypogonadisrn is u~flcnom~ because the various medical, physical, lifestyle, 
and psychological stressors that may influence gonadal ho~~none levels have not been adequately controlled for in studies conducted to date [see Adver~’e Reactions (6.2)]. 

Effects on the Immune System 
Opioids have been shown to have a variety of effects on components of the immune system in in vitro and animal models. The clinical significance of these findings is 
u~flcnown. Overall, the effects of opioids appear to be modestly immtmosuppressive. 

Concentration-Efficacv Relationships 
The analgesic effects of femanyl are related to the blood level of the drug, if proper allowance is made for the dela-y into and out of Lhe CNS (a process roda a 3- to 5- 
minute half-life). 

In general, the efI~ctive concentration and the concentration at which toxicity occurs increase mth increasing tolerance mth any and all opioids. The rate of development of 
tolerance varies widely among individuais. 

The minimum effective analgesic concentration of fentanyl for any individual patient may increase over tirne due to ah increase in pain, the development of a new pain 
syndrome anddor the development of analgesic tolerance. 

Concentration-Adverse Reaction Relationships 
There is a relationship between increasing fentanyl plasma concentration mad increasing t?equency of dose-related opioid adverse reactions such as nausea, vomiting, CNS 
effects, and respiratory depression, ha opioid-tolerant patients, the situation may be altered by the development of tolerance to opioid-related adverse reactions/see Dosage 
and Administration (2.1, 2.2, 2.3, 2.4)/. 

Respiratory System 
All opioid mu-receptor agonists, including fentanyl, produce dose-dependent respiratory depression. ~fhe risk of respiratory depression is less in patients receiving cl~onic 
opioid therapy who develop tolerance to respiratory depression and other opioid effccts. During the titration phase of the clinical trials, somnolence, which ma?," be a 
precursor to respirato~ depression, did increase in patiems who were treated with higher doses of ACTIQ. Peak respiratory depressive effects ma-y be seen as early as 15 ~o 
30 minutes from the start of oral tra~smucosal femanyl citrate product administration and may persist for several hours. 

Serious or Ihtal respiratory depression ca~ occur even ar recommended doses. Although not observed with oral taansmucosal fentanyl products in clinical trials, fenta~yl 
given rapidly by intaavenous injection in large doses may interfere with respiration by cm~sing rigidity in the muscles of respiration./see V/arnings’ and Precautions’ (5.1, 
5.2, 5.3, 5.4), Adverse Reactions (6), and Overdosage (!0)]. 

12.3 Pharmacoldnetics 
Absorption 
The absorption pharmacokinetics of l~ntm~yl from the oral transmucosal dosage form is a combination of an initial rapid absorption from the buccal mucosa and a more 
prolonged absorption of swallowed fentanyl from the GI tracL Both dae blood fentmayl profile and the bioavailability of fentan-yl will vary depending on Lhe t?action of the 
dose that is absorbed through the oral mucosa a~d the fraction swallowed. 

Absolute bioavailability, as determined by area under the concentration-time cma~e, of 15 mcg/kg in 12 adult males was 50% compared to intravenous fentanyl. 

Normally, approximately 25% of the total dose of ACTIQ is rapidly absorbed frorn the buccal mucosa m~d becornes systemically available. The remaining 75% of the total 
dose is swallowed with ~~e saliva ax~d then is slowly absorbed frorn the GI tract. About 1/3 of this amount (25% of the total dose) escapes hepatic m~d intestinal first-pass 
elimination and becomes systemically available. Thus, the generally observed 50% bioavailability of ACTIQ is divided equally be~~een rapid transmucosal and slower GI 
absorption. Therefore, a unir dose ofACTIQ, if chewed and swallowed, might result in lower peak concentrafions and lower bioavailability than when consumed as 
directed. 

Dose proportionality among lbur of the available strengths of ACTIQ (200, 400, 800, and 1600 mcg) has been demonstrated in a balanced crossover design in adult 
subjects (n 11). Mean serum fentanyl levels follomng these four doses of ACTIQ are shown in Figure 1. The curves for each dose level are similar in shape with 
increasing dose leveis producing increasing serum fentanyl leveis. C~~~~~ and AUC0_~c~ increased in a dose-dependent mmmer that is approximately proportional to Lhe 

ACTIQ adrninistered. 
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Effects on the Gastrointestinal Tract m~d Other Smooth Muscle 
Fentanyl causes a reduction in motility associated mth ah increase in smooth muscle tone in the antrum of the stomach and in the duodem~m. Digestion of food in the small 
intestine is dela-yed and propulsive contractions are decreased. Propulsive peristaltic waves in the colon are decreased, while tone may be increased to the point of spasm 
resulting in constipation. OLher opioid-induced effects may include a reduction in biliary and pancreatic secretions, spasm of the sphincter of Oddi, a~d Lransient elevations 
in serum arnylase. 

Effccts on the Cardiovascular System 
Fentanyl may produce release of histamine roda or without associated peripheral vasodilation. Fentanyl produces peripheral vasodilation which ma-y result in orthostatic 
hypotension or syncope. Manifestations of histamine release and/or peripheral vasodilation may include p~~aritus, flushing, red eyes, and sweating, and/or orthostatic 
hypotension. 

Effccts on the Endocrine System 
Opioids inhibit the secretion of adrenocorticotropic hormone (ACTH), cortisol, and luteinizing ho~rnone (LH) in humans [see Adverse Reactions (6.2)]. The’y" also stimulate 
prolactin, growth hormone (Gtt) secretion, and pm~creatic secretion of insulin and glucagon [see Adverse Rea«tions (~.2)]. Ths~íoid stinmlating ho~xnone (TStt) has been 
shown to be both inhibited and stimulated by opioids. 

Chronic use of opioids may influence the hypothalamic-pimitary-gonadal axis, leading to madrogen deficiency Lhat ma-y manifest as low lindo, impotence, erectile 
dysfunction, ameno~~rhea, or infertility. The causal role of opioids in the clinical syndrome of hypogonadisrn is u~flcnom~ because the various medical, physical, lifestyle, 
and psychological stressors that may influence gonadal ho~~none levels have not been adequately controlled for in studies conducted to date [see Adver~’e Reactions (6.2)]. 

Effects on the Immune System 
Opioids have been shown to have a variety of effects on components of the immune system in in vitro and animal models. The clinical significance of these findings is 
u~flcnown. Overall, the effects of opioids appear to be modestly immtmosuppressive. 

Concentration-Efficacv Relationships 
The analgesic effects of femanyl are related to the blood level of the drug, if proper allowance is made for the dela-y into and out of Lhe CNS (a process roda a 3- to 5- 
minute half-life). 

In general, the efI~ctive concentration and the concentration at which toxicity occurs increase mth increasing tolerance mth any and all opioids. The rate of development of 
tolerance varies widely among individuais. 

The minimum effective analgesic concentration of fentanyl for any individual patient may increase over tirne due to ah increase in pain, the development of a new pain 
syndrome anddor the development of analgesic tolerance. 

Concentration-Adverse Reaction Relationships 
There is a relationship between increasing fentanyl plasma concentration mad increasing t?equency of dose-related opioid adverse reactions such as nausea, vomiting, CNS 
effects, and respiratory depression, ha opioid-tolerant patients, the situation may be altered by the development of tolerance to opioid-related adverse reactions/see Dosage 
and Administration (2.1, 2.2, 2.3, 2.4)/. 

Respiratory System 
All opioid mu-receptor agonists, including fentanyl, produce dose-dependent respiratory depression. ~fhe risk of respiratory depression is less in patients receiving cl~onic 
opioid therapy who develop tolerance to respiratory depression and other opioid effccts. During the titration phase of the clinical trials, somnolence, which ma?," be a 
precursor to respirato~ depression, did increase in patiems who were treated with higher doses of ACTIQ. Peak respiratory depressive effects ma-y be seen as early as 15 ~o 
30 minutes from the start of oral tra~smucosal femanyl citrate product administration and may persist for several hours. 

Serious or Ihtal respiratory depression ca~ occur even ar recommended doses. Although not observed with oral taansmucosal fentanyl products in clinical trials, fenta~yl 
given rapidly by intaavenous injection in large doses may interfere with respiration by cm~sing rigidity in the muscles of respiration./see V/arnings’ and Precautions’ (5.1, 
5.2, 5.3, 5.4), Adverse Reactions (6), and Overdosage (!0)]. 

12.3 Pharmacoldnetics 
Absorption 
The absorption pharmacokinetics of l~ntm~yl from the oral transmucosal dosage form is a combination of an initial rapid absorption from the buccal mucosa and a more 
prolonged absorption of swallowed fentanyl from the GI tracL Both dae blood fentmayl profile and the bioavailability of fentan-yl will vary depending on Lhe t?action of the 
dose that is absorbed through the oral mucosa a~d the fraction swallowed. 

Absolute bioavailability, as determined by area under the concentration-time cma~e, of 15 mcg/kg in 12 adult males was 50% compared to intravenous fentanyl. 

Normally, approximately 25% of the total dose of ACTIQ is rapidly absorbed frorn the buccal mucosa m~d becornes systemically available. The remaining 75% of the total 
dose is swallowed with ~~e saliva ax~d then is slowly absorbed frorn the GI tract. About 1/3 of this amount (25% of the total dose) escapes hepatic m~d intestinal first-pass 
elimination and becomes systemically available. Thus, the generally observed 50% bioavailability of ACTIQ is divided equally be~~een rapid transmucosal and slower GI 
absorption. Therefore, a unir dose ofACTIQ, if chewed and swallowed, might result in lower peak concentrafions and lower bioavailability than when consumed as 
directed. 

Dose proportionality among lbur of the available strengths of ACTIQ (200, 400, 800, and 1600 mcg) has been demonstrated in a balanced crossover design in adult 
subjects (n 11). Mean serum fentanyl levels follomng these four doses of ACTIQ are shown in Figure 1. The curves for each dose level are similar in shape with 
increasing dose leveis producing increasing serum fentanyl leveis. C~~~~~ and AUC0_~c~ increased in a dose-dependent mmmer that is approximately proportional to Lhe 

ACTIQ adrninistered. 
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Figure 1. 
Mean Serum Fentanyl Concentration (ng/mL) in Adult Subjects Comparing 4 Doses of ACTIQ 

2,5 
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The pharmacokinetic parameters of the four staengths of ACTIQ tested in the dose-proportionali .ty smdy are shown in Table 4. The mean C~_~,~, ranged from 0.39 - 2.51 
ngimL. The median rime of maxinmm plasma concentration (Tm,×) across daese four doses of ACTIQ varied from 20 - 40 minutes (range of 20 480 minutes) as measured 
after the start of administration. 

Table 4. 

Pharmacotdnetic Parameters* in Adu|t Subjects 

Receiving 200, 400, 800, and 1600 mcg 

Units of ACTIQ 

Pharmacokinetic 200 mcg 400 mcg 800 mcg lõ00 rncg 

Parameter 

Tm~, minute 40 25 25 20 

median (range) (20-120) (20-240) (20-120) (20-480) 

ng/mL                   0.39 (23)                0.75 (33)                1.55 (30)                2.51 (23) 

mean (%CV) 

AUC~~.~0, 102 (65) 243 (67) 573 (64) 1026 (67) 

ng/mL minute 

mean (%CV) 

t~/2, minute 193 (48) 386 (115) 381 (55) 358 (45) 

mean (%CV) 

*Based on arterial blood samples. 

Distribution 
Fentanyl is highly lipophilic. Animal data showed that lbllowing absorption, fentmayl is rapidly distributed to the brain, heart, lungs, kidneys and spleen followed by a 
slower redistribmion ~o muscles and fat. The plasma protein binding of fentmayl is 80-85%. The main binding protein is alpha-l-acid glycoprotein, bur both albumin and 
lipoproteins contribute to some extent. The flee flaction of fentanyl increases with acidosis. The mean volume of distribution ar steady state (Vss) was 4 L/kg. 

Elimination 
The total plasma clearance of fentmayl was 0.5 IJhr/kg (range 0.3 0.7 [/hr/kg). The terminal e[imination half-life after ACTIQ administration is about 7 hours. 

Metabolism 
Fentanyl is metabolized in the liver and in ~e intestinal mucosa to norl~ntm~yl by cytochrome P450 3A4 iso~brm. Norfentanyl was not fotmd to be phannacologically 
active in animal studies [see Drug Interactions (7)]. 

Excretion 
Fentanyl is primarily (more than 90%) eliminated by biotransformation to N-dealkylated and hydroxylated inactive metabolites. Less ~an 7% of the dose is excreted 
unchanged in the urine, and only about 1% is excreted unchanged in the feces. The metabolites are mainly excreted in the urine, while fecal excretion is less important. 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
Carcinogenesis 
Fentanyl was evaluated lbr carcinogenic potential in a 104-week rat study and in a 6-mon~ Tg.AC transgenic mouse study, ba rats, doses up to 50 mcg/kg in males and 
100 mcg/kg in females were administered subcutmaeously and no treatment-related neoplasms were observed (doses are equivalem ~o 1.13 and 2.7 rimes the exposure of a 
single humm~ dose of 1600 mcg per pain episode, respectively, based on ah AUC comparison). In a 26-week trm~sgenic nuce model (Tg.AC), ar topical doses up to 50 
mcgidoseiday, no increase in the occurrence of treatment-related neoplasms was observed. 

Muta~enesis 
Fentanyl citrate was not mutagenic in the in vitro Ames reverse mutation assay in S. ~yphimurium or E. coli, or the mouse [ymphoma mutagenesis assay, and was not 
clastogenic in ~~e in vivo mouse micronucleus assay. 

Impairmen[ ~f Fertility 
In a fertility study, female rats were administered fenta~yl subcutaneously for 14 days prior to mating with untreated males ar doses up to 300 mcg/kg and no effects on 
female fertility were observed. The systemic exposure ar the dose of 300 mc~/kg was approximately 4.0-rimes the exposure of a single hmnan dose of 1600 mcg per pain 
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Figure 1. 
Mean Serum Fentanyl Concentration (ng/mL) in Adult Subjects Comparing 4 Doses of ACTIQ 
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The pharmacokinetic parameters of the four staengths of ACTIQ tested in the dose-proportionali .ty smdy are shown in Table 4. The mean C~_~,~, ranged from 0.39 - 2.51 
ngimL. The median rime of maxinmm plasma concentration (Tm,×) across daese four doses of ACTIQ varied from 20 - 40 minutes (range of 20 480 minutes) as measured 
after the start of administration. 

Table 4. 

Pharmacotdnetic Parameters* in Adu|t Subjects 

Receiving 200, 400, 800, and 1600 mcg 

Units of ACTIQ 

Pharmacokinetic 200 mcg 400 mcg 800 mcg lõ00 rncg 

Parameter 

Tm~, minute 40 25 25 20 

median (range) (20-120) (20-240) (20-120) (20-480) 

ng/mL                   0.39 (23)                0.75 (33)                1.55 (30)                2.51 (23) 

mean (%CV) 

AUC~~.~0, 102 (65) 243 (67) 573 (64) 1026 (67) 

ng/mL minute 

mean (%CV) 

t~/2, minute 193 (48) 386 (115) 381 (55) 358 (45) 

mean (%CV) 

*Based on arterial blood samples. 

Distribution 
Fentanyl is highly lipophilic. Animal data showed that lbllowing absorption, fentmayl is rapidly distributed to the brain, heart, lungs, kidneys and spleen followed by a 
slower redistribmion ~o muscles and fat. The plasma protein binding of fentmayl is 80-85%. The main binding protein is alpha-l-acid glycoprotein, bur both albumin and 
lipoproteins contribute to some extent. The flee flaction of fentanyl increases with acidosis. The mean volume of distribution ar steady state (Vss) was 4 L/kg. 

Elimination 
The total plasma clearance of fentmayl was 0.5 IJhr/kg (range 0.3 0.7 [/hr/kg). The terminal e[imination half-life after ACTIQ administration is about 7 hours. 

Metabolism 
Fentanyl is metabolized in the liver and in ~e intestinal mucosa to norl~ntm~yl by cytochrome P450 3A4 iso~brm. Norfentanyl was not fotmd to be phannacologically 
active in animal studies [see Drug Interactions (7)]. 

Excretion 
Fentanyl is primarily (more than 90%) eliminated by biotransformation to N-dealkylated and hydroxylated inactive metabolites. Less ~an 7% of the dose is excreted 
unchanged in the urine, and only about 1% is excreted unchanged in the feces. The metabolites are mainly excreted in the urine, while fecal excretion is less important. 

13 NONCLINICAL TOXICOLOGY 
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility 
Carcinogenesis 
Fentanyl was evaluated lbr carcinogenic potential in a 104-week rat study and in a 6-mon~ Tg.AC transgenic mouse study, ba rats, doses up to 50 mcg/kg in males and 
100 mcg/kg in females were administered subcutmaeously and no treatment-related neoplasms were observed (doses are equivalem ~o 1.13 and 2.7 rimes the exposure of a 
single humm~ dose of 1600 mcg per pain episode, respectively, based on ah AUC comparison). In a 26-week trm~sgenic nuce model (Tg.AC), ar topical doses up to 50 
mcgidoseiday, no increase in the occurrence of treatment-related neoplasms was observed. 

Muta~enesis 
Fentanyl citrate was not mutagenic in the in vitro Ames reverse mutation assay in S. ~yphimurium or E. coli, or the mouse [ymphoma mutagenesis assay, and was not 
clastogenic in ~~e in vivo mouse micronucleus assay. 

Impairmen[ ~f Fertility 
In a fertility study, female rats were administered fenta~yl subcutaneously for 14 days prior to mating with untreated males ar doses up to 300 mcg/kg and no effects on 
female fertility were observed. The systemic exposure ar the dose of 300 mc~/kg was approximately 4.0-rimes the exposure of a single hmnan dose of 1600 mcg per pain 
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episode, based on an AUC comparison. Males were administered fentanyl subcutm~eously for 28 days prior to mating with us~treated females ar doses up to 300 rncs/kg. Ar 
300 mcg&g, adverse effects on sperm parameters, which affccted l~rtility, were observed. These effects included decreased percent mobile sperm, decreased sperm 
concentrations as well as ah increase in the percent abnormal sperm. The dose in males ar which no effects on fertility were observed was 100 mcg/kg, which is 
approximately 2.7 rimes the exposure of a single huma~n dose of 1600 mcg per pain episode, based on ah AUC comparison. 

Fentanyl has been shown to impair fertility in rats at doses of 30 mc~,~g 1V and 160 mcg/kg subcutmaeously. Conversion to the human equivalent doses indicates that this 
is within the range of the human recommended dosing lbr ACTIQ. 

14 CLINICAL STUDIES 
ACTIQ was investigated in clinical trials involving 257 opioid tolerant adult cancer patients experiencing brea2through cancer pain. Breakti~ough cancer pain was defined 
as a trmasient flare of moderate-to-severe pain occurring in cancer patients experiencing persistent cancer pain otherwise controlled mth maintenance doses of opioid 
medications including ar least 60 mg morphine/day, 50 mcg trmasdermal fentmayl/hour, or ma equianalgesic dose of another opioid for a week or longer. 

In ~~o dose titration smdies 95 of 127 patients (75%) who were on stable doses of either long-acting oral opioids or transde~xnal fentanyl Ibr their persistent cancer pain 
titrated to a successful dose of ACTIQ to taeat their breakthrough cancer pain mthin the dose range offered (200, 400, 600, 800, 1200, and 1600 mcg). A «successful" dose 
was defined as a dose where one unir ofACTIQ could be used consistently for ar least two consecutive days to treat breaktl~rough cancer pain mthout unacceptable side 
effects. In ’üaese studies 11% ofpatients withdrew due to adverse reactions and 14% withdrew due to other reasons. 

The successful dose of ACTIQ for breakthrough cancer pain was not predicted tioro the daily maintenance dose of opioid used to manage the persistent cancer pain and is 
thus best determined by dose titration. 

A double-blind placebo controlled crossover smdy was performed in cancer patients to evaluate the effectiveness of ACTIQ for the treatment of breakthrough cancer pain. 
Of 130 patients who entered the study 92 patients (71%) achieved a successful dose during the titration phase. The distribution of successful doses is shown in Table 5. 

Table 5. Successful Dose of ACTIQ Following Initial Titration 

ACTIQ Dose Total No. (%) 
(N=92) 

200 mcg 13 (14) 

400 meg 19 (21) 
600 mcg 14 (15) 
800 mcg 18 (20) 
1200 mcg 13 (14) 

1600 mcg 15 (16) 

Mean +/- SD 789 +/- 468 mcg 

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

ACTIQ was administered beginning ar Time 0 minutes and produced more pain relief compared with placebo ar 15, 30, 45, and 60 rninutes as rneasured after the start of 
admi~fistration (see Figure 2). The differences were statistically significm~t. 

Figure 2. 
Pain Relief (PR) Scores (Mean±SD) During the Double-Blind Phase - All Patients with Evaluable Episodes on Both ACTIQ anal Placebo (N=86) 

~ 0 minutes = Smrt of administration of ACTIQ 
2 15 minmes = First rime ~o measure pain relief 

16 HOW SUPPLIED/STORAGE AND HANDLING 
ACTIQ is supplied in six dosage strengths. Each unir is individually wrapped in a child-resistant, protective Mister package. These blister packages are packed 30 per shelf 
carton for use when patients have been titrated to the appropriate dose. 

Each dosage unir has a white to ofl~white color. Each individual solid dmg mataix is marked with "ACTIQ" and the strength of the unir ("200", "400", "600", "800", 
"1200", or "1600"). The dosage strength is also maNed on the handle tag, the blister package and dae carton. See blister package a~d carton for product information. 

Dosage Strength Carton/Blister NDC Nunlber 
(fentanyl base) Package Color 
200 mcg Gray NDC 63459-502-30 

400 nlcg Blue NDC 63459-504-30 
600 mcg Orange NDC 63459-506-30 

800 mcg Purple NDC 63459-508-30 

1200 mcg Green NDC 63459-512-30 

1600 mcg Burgundy NDC 63459-516-30 

Reference ID: 4501133 

TEVA CAOC 14209532 

TE-SF-00767.00017 

episode, based on an AUC comparison. Males were administered fentanyl subcutm~eously for 28 days prior to mating with us~treated females ar doses up to 300 rncs/kg. Ar 
300 mcg&g, adverse effects on sperm parameters, which affccted l~rtility, were observed. These effects included decreased percent mobile sperm, decreased sperm 
concentrations as well as ah increase in the percent abnormal sperm. The dose in males ar which no effects on fertility were observed was 100 mcg/kg, which is 
approximately 2.7 rimes the exposure of a single huma~n dose of 1600 mcg per pain episode, based on ah AUC comparison. 

Fentanyl has been shown to impair fertility in rats at doses of 30 mc~,~g 1V and 160 mcg/kg subcutmaeously. Conversion to the human equivalent doses indicates that this 
is within the range of the human recommended dosing lbr ACTIQ. 

14 CLINICAL STUDIES 
ACTIQ was investigated in clinical trials involving 257 opioid tolerant adult cancer patients experiencing brea2through cancer pain. Breakti~ough cancer pain was defined 
as a trmasient flare of moderate-to-severe pain occurring in cancer patients experiencing persistent cancer pain otherwise controlled mth maintenance doses of opioid 
medications including ar least 60 mg morphine/day, 50 mcg trmasdermal fentmayl/hour, or ma equianalgesic dose of another opioid for a week or longer. 

In ~~o dose titration smdies 95 of 127 patients (75%) who were on stable doses of either long-acting oral opioids or transde~xnal fentanyl Ibr their persistent cancer pain 
titrated to a successful dose of ACTIQ to taeat their breakthrough cancer pain mthin the dose range offered (200, 400, 600, 800, 1200, and 1600 mcg). A «successful" dose 
was defined as a dose where one unir ofACTIQ could be used consistently for ar least two consecutive days to treat breaktl~rough cancer pain mthout unacceptable side 
effects. In ’üaese studies 11% ofpatients withdrew due to adverse reactions and 14% withdrew due to other reasons. 

The successful dose of ACTIQ for breakthrough cancer pain was not predicted tioro the daily maintenance dose of opioid used to manage the persistent cancer pain and is 
thus best determined by dose titration. 

A double-blind placebo controlled crossover smdy was performed in cancer patients to evaluate the effectiveness of ACTIQ for the treatment of breakthrough cancer pain. 
Of 130 patients who entered the study 92 patients (71%) achieved a successful dose during the titration phase. The distribution of successful doses is shown in Table 5. 

Table 5. Successful Dose of ACTIQ Following Initial Titration 

ACTIQ Dose Total No. (%) 
(N=92) 

200 mcg 13 (14) 

400 meg 19 (21) 
600 mcg 14 (15) 
800 mcg 18 (20) 
1200 mcg 13 (14) 

1600 mcg 15 (16) 

Mean +/- SD 789 +/- 468 mcg 

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

ACTIQ was administered beginning ar Time 0 minutes and produced more pain relief compared with placebo ar 15, 30, 45, and 60 rninutes as rneasured after the start of 
admi~fistration (see Figure 2). The differences were statistically significm~t. 

Figure 2. 
Pain Relief (PR) Scores (Mean±SD) During the Double-Blind Phase - All Patients with Evaluable Episodes on Both ACTIQ anal Placebo (N=86) 

~ 0 minutes = Smrt of administration of ACTIQ 
2 15 minmes = First rime ~o measure pain relief 

16 HOW SUPPLIED/STORAGE AND HANDLING 
ACTIQ is supplied in six dosage strengths. Each unir is individually wrapped in a child-resistant, protective Mister package. These blister packages are packed 30 per shelf 
carton for use when patients have been titrated to the appropriate dose. 

Each dosage unir has a white to ofl~white color. Each individual solid dmg mataix is marked with "ACTIQ" and the strength of the unir ("200", "400", "600", "800", 
"1200", or "1600"). The dosage strength is also maNed on the handle tag, the blister package and dae carton. See blister package a~d carton for product information. 

Dosage Strength Carton/Blister NDC Nunlber 
(fentanyl base) Package Color 
200 mcg Gray NDC 63459-502-30 

400 nlcg Blue NDC 63459-504-30 
600 mcg Orange NDC 63459-506-30 

800 mcg Purple NDC 63459-508-30 

1200 mcg Green NDC 63459-512-30 

1600 mcg Burgundy NDC 63459-516-30 
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Note: Colors are a secondary aid in product identification. Please be sure to confirm the printed dosage before dispensing. 

Store ai 20-25°C (68-77°F) with excursions permitted between 15° and 30°C (59° to 86°F) until ready to use. (See [JSP Controlled Room Temperature.) Protect ACTIQ 
from fleezing and moisture. Do not use ifthe blister package has been opened. 

Store ACTIQ securely and dispose of properly [se« Pati«nt Counseling l~*jörmation (17)]. 

17 PATIENT COUNSELING INFOP¿~IATION 

Advise the patient to read the FDA-approved patient labeling (Medication 

Storage and Disposal of Unused and Used ACTIQ [see Medication Guide/Ins~ructionsjór Use]. 

Because of the risks associated with accidental ingestion, misuse, and abuse, advise patients to store ACTIQ securely, out of sight and reach of children, and in a location 
not accessible by others, including visitors to the home [se« Warmngs andPr«cautzons (5.1, 5.6), DrugAbuse andDep«n&’.nce (9.2)]. Inforrn patients that leaving ACTIQ 
unsecured can pose a deadly risk to others in the home. 

Advise patients m~d caregivers that when medicines are no longer needed, ~~ey should be disposed of promptly. Inform patients that ~~ey can visit 
¯ a-a-a,.fda.gov/drugdisposal for a complete list of medicines recommended lbr disposal by flushing, as well as additional inibrmation on disposal of unused medicines. 

Disposal ofUsed ACTIQ Units: 
Instruct patients on proper disposal of completely used a~d partially used ACTIQ units as follows: 

1. After consumption of the unir is complete and the matrix is totally dissolved, tl~row away the handle in a trash container that is out of the reach of children. 
2. If any of the drug matrix remains on ~dae handle, place the handle under hot running tap water until ali of the drug matrix is dissolved, wad then dispose of 

the hmadle in a place that is out of the reach of children. 
3. Dispose of hm~dles in the child-resistmat container (as described in steps 1 and 2) ai least once a day. 

If ~dae patient does not entireky consume the unir and ~dae remaining drug caaanot be immediately dissolved under hot running water, the patient or caregiver must 
temporarily store the ACTIQ unir in the specially provided child-resistmat container out of the reach of children until proper disposal is possible. 

Disposal of Unopened ACTIQ Units When No Longer Needed: 
Patients and members of their household must be advised to dispose of way unopened units remaining from a prescription as soon as they are no longer needed. 

To dispose of the unused ACTIQ units: 

Remove the ACTIQ unir from its blister package using scissors, and hold the ACTIQ by its h~~ndle over the toilet bowl. 

Using wire-cutting pliers cut off the dxug matrix end so that ir falls into the toilet. 
Dispose of the handle in a place that is out of the reach of children. 

Repeat steps 1, 2, m~d 3 lbr each ACTIQ unir. Flush the toilet twice after 5 units have been cut m~d deposited into the toilet. 

Do not flush the entire ACTIQ units, AC.TIQ handles, blister packages, or cartons down the toilet. Dispose ofthe handle where children cmmot reach ir. 

Detailed instructions for the proper storage, administration, disposal, and important instmctions for managing an overdose of ACTIQ are provided in ’dae ACTIQ 
Medication Guide. Encomage patients to read this inforrnation in its entirety and give ~~em ax~ opportnnity to have ~~eir questions answered. 

ba the event that a caregiver requires additional assistance in disposing of excess unusable units that remain in the home after a patient has expired, instmct them 
to call the toll-free number for Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local DEA office. 

Life-Threatening Respirators~ Depression 
Inform patients of the risk of life-tl~reatening respiratory depression, including information that the risk is gxeatest when starting ACTIQ or when the dosage is increased, 
and that ir can occur even ai recommended dosages [see Warmngs’ and Précautlons (5.1)]. Advise patients how to recognize respiratory depression and to seek medicai 
attention if breathing difficulties develop. 

Accidental Ingestion 
Physicians and dispensing pharmacists must specifically question patients or caregivers about the presence of children in ’dae home (on a full rime or visiting basis) 
and connsel them regarding the dxmgers to children flom inadvertent exposuxe [see Warwings and Pre«autions (5.2)]. 

Inform patients that accidental ingestion, especially in children, may result in respiratory depression or death [see Warnings and Precautions (5.2)]. 

hastruct patients to t~2e steps to store ACTIQ securely and to dispose of unused ACTIQ [see Warnings and Precautions (5. Z 5. 7), Patient Counseling Injórmation, 

D~sposal of Us’ed ACÍ’lQ Umtsj. 

Instruct patients and caregivers to keep both used a~d unused ACTIQ out of the reach of children [see Warnings and Precautions (5. 2)]. 

Inform patients and their caregivers that, in the event that a unir is not completely consumed, ir must be properly disposed as soon as possible [see g/arnings and 
Pre«autions (5.2), Patient Counselmg InJórmation, DisposaI q! Used ACTIQ Unils]. 

ACTIQ Child Safi;~y 
Provide patients and their caregivers who have children in the home or visiting with an ACTIQ Child Safet~y" Kit, which contains educational materiais and safe 
interim storage containers to help patients store ACTIQ and other medicines out of the reach of children. To obtain a supply of Child Safety Kits, health care 
professionals can call 1-888-534-3119. 

Interactions vãth Benzodiazepines and Other CNS Depressants (including Alcohol) 
Inform patients and caregivers that potentially fatal additive effects ma-y occur if ACTIQ is used with benzodiazepines or other CNS depressants, including alcohol, and not 
to use these concomitantly unless supervised by a healthcare provider [see Warnings and Precautions (5.4), Drug Interactions (7)]. 
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Note: Colors are a secondary aid in product identification. Please be sure to confirm the printed dosage before dispensing. 

Store ai 20-25°C (68-77°F) with excursions permitted between 15° and 30°C (59° to 86°F) until ready to use. (See [JSP Controlled Room Temperature.) Protect ACTIQ 
from fleezing and moisture. Do not use ifthe blister package has been opened. 

Store ACTIQ securely and dispose of properly [se« Pati«nt Counseling l~*jörmation (17)]. 

17 PATIENT COUNSELING INFOP¿~IATION 

Advise the patient to read the FDA-approved patient labeling (Medication 

Storage and Disposal of Unused and Used ACTIQ [see Medication Guide/Ins~ructionsjór Use]. 

Because of the risks associated with accidental ingestion, misuse, and abuse, advise patients to store ACTIQ securely, out of sight and reach of children, and in a location 
not accessible by others, including visitors to the home [se« Warmngs andPr«cautzons (5.1, 5.6), DrugAbuse andDep«n&’.nce (9.2)]. Inforrn patients that leaving ACTIQ 
unsecured can pose a deadly risk to others in the home. 

Advise patients m~d caregivers that when medicines are no longer needed, ~~ey should be disposed of promptly. Inform patients that ~~ey can visit 
¯ a-a-a,.fda.gov/drugdisposal for a complete list of medicines recommended lbr disposal by flushing, as well as additional inibrmation on disposal of unused medicines. 

Disposal ofUsed ACTIQ Units: 
Instruct patients on proper disposal of completely used a~d partially used ACTIQ units as follows: 

1. After consumption of the unir is complete and the matrix is totally dissolved, tl~row away the handle in a trash container that is out of the reach of children. 
2. If any of the drug matrix remains on ~dae handle, place the handle under hot running tap water until ali of the drug matrix is dissolved, wad then dispose of 

the hmadle in a place that is out of the reach of children. 
3. Dispose of hm~dles in the child-resistmat container (as described in steps 1 and 2) ai least once a day. 

If ~dae patient does not entireky consume the unir and ~dae remaining drug caaanot be immediately dissolved under hot running water, the patient or caregiver must 
temporarily store the ACTIQ unir in the specially provided child-resistmat container out of the reach of children until proper disposal is possible. 

Disposal of Unopened ACTIQ Units When No Longer Needed: 
Patients and members of their household must be advised to dispose of way unopened units remaining from a prescription as soon as they are no longer needed. 

To dispose of the unused ACTIQ units: 

Remove the ACTIQ unir from its blister package using scissors, and hold the ACTIQ by its h~~ndle over the toilet bowl. 

Using wire-cutting pliers cut off the dxug matrix end so that ir falls into the toilet. 
Dispose of the handle in a place that is out of the reach of children. 

Repeat steps 1, 2, m~d 3 lbr each ACTIQ unir. Flush the toilet twice after 5 units have been cut m~d deposited into the toilet. 

Do not flush the entire ACTIQ units, AC.TIQ handles, blister packages, or cartons down the toilet. Dispose ofthe handle where children cmmot reach ir. 

Detailed instructions for the proper storage, administration, disposal, and important instmctions for managing an overdose of ACTIQ are provided in ’dae ACTIQ 
Medication Guide. Encomage patients to read this inforrnation in its entirety and give ~~em ax~ opportnnity to have ~~eir questions answered. 

ba the event that a caregiver requires additional assistance in disposing of excess unusable units that remain in the home after a patient has expired, instmct them 
to call the toll-free number for Teva Pharmaceuticals (1-888-483-8279) or seek assistance from their local DEA office. 

Life-Threatening Respirators~ Depression 
Inform patients of the risk of life-tl~reatening respiratory depression, including information that the risk is gxeatest when starting ACTIQ or when the dosage is increased, 
and that ir can occur even ai recommended dosages [see Warmngs’ and Précautlons (5.1)]. Advise patients how to recognize respiratory depression and to seek medicai 
attention if breathing difficulties develop. 

Accidental Ingestion 
Physicians and dispensing pharmacists must specifically question patients or caregivers about the presence of children in ’dae home (on a full rime or visiting basis) 
and connsel them regarding the dxmgers to children flom inadvertent exposuxe [see Warwings and Pre«autions (5.2)]. 

Inform patients that accidental ingestion, especially in children, may result in respiratory depression or death [see Warnings and Precautions (5.2)]. 

hastruct patients to t~2e steps to store ACTIQ securely and to dispose of unused ACTIQ [see Warnings and Precautions (5. Z 5. 7), Patient Counseling Injórmation, 

D~sposal of Us’ed ACÍ’lQ Umtsj. 

Instruct patients and caregivers to keep both used a~d unused ACTIQ out of the reach of children [see Warnings and Precautions (5. 2)]. 

Inform patients and their caregivers that, in the event that a unir is not completely consumed, ir must be properly disposed as soon as possible [see g/arnings and 
Pre«autions (5.2), Patient Counselmg InJórmation, DisposaI q! Used ACTIQ Unils]. 

ACTIQ Child Safi;~y 
Provide patients and their caregivers who have children in the home or visiting with an ACTIQ Child Safet~y" Kit, which contains educational materiais and safe 
interim storage containers to help patients store ACTIQ and other medicines out of the reach of children. To obtain a supply of Child Safety Kits, health care 
professionals can call 1-888-534-3119. 

Interactions vãth Benzodiazepines and Other CNS Depressants (including Alcohol) 
Inform patients and caregivers that potentially fatal additive effects ma-y occur if ACTIQ is used with benzodiazepines or other CNS depressants, including alcohol, and not 
to use these concomitantly unless supervised by a healthcare provider [see Warnings and Precautions (5.4), Drug Interactions (7)]. 
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Addiction, Abuse, and Misuse 
h~fbrm patients that the use of ACTIQ, even when taken as recommended, can result in addiction, abuse, and misuse, which can lead to overdose and death [see Warr~ings 
andPrecautions (5.6)]. Instruct patients not to share ACTIQ with others and to taJ~e steps to protect ACTIQ from theft or misuse. 

Transmucosal hnrnediate-Release Fentan¥1 (TIRF) REMS 
Advise patients of the follomng infonnation pertaining to the TIRF REMS 

¯ Inform outpatients that they must be ertrolled in ’üae TIRF REMS Access program before they can receive ACTIQ. 

,, Allow patients the opport~mity to ask questions and discuss any concems regarding ACTIQ or the TIRF REMS Access program. 
¯ As required by the TIRF REMS Access program, review the contents of the ACTIQ Medication Guide with every patiem before initiating treatment with ACTIQ. 
¯ Advise the patient that ACTIQ is available only fiom pharmacies that are enrolled in the TIRF REMS Access program, and provide them with the telephone ~mmber 

and website for infbrmation on how to obtain the dmg. 
¯ Advise the patient that only enrolled healthcare providers may prescribe ACTIQ. 
¯ In~brm the patient that they must sign the Patient-Prescriber A~eement to acknowledge that they understand the fisks of ACTIQ. 
¯ Advise patients that they may be requested to participate in a survey to evaluate the effectiveness of the TIRF REMS Access program [see Warnmgs and Precautions 

Serotonin Syndrome 
Inform patients that opioids could cause a rare bur potentially lifE-threatening condition resulting from concomitant administration of serotonergic drugs. Wam patients of 
the symptoms of serotonin syndrome and to seek medicai attention right a~vay if symptoms develop. Instruct patients to inform their physicians if they are taking, or plma to 
ta)ce serotonergic medications [see Warnings and Precautions (5.10), Drug Interactions (7)]. 

MAOI Interaction 
Inform patients to avoid taking ACTIQ while using any drugs that i~ahibit monoamine oxidase. Patients should not start MAOIs while taking ACTIQ [see War7#ngs and 
Précautions (5.10)," Drug Interactíons (7)]. 

Adrenal Insufficienc¥ 
hafbrm patients that opioids could cause adrenal insufiíciency, a potentially life-tl~reatening condition. Adrenal insufficiency may present with non-specific symptoms and 
signs such as nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. Advise patients to seek medicai attention if they experience a constellation 
of these s5wnptorns [see Warwings and Pre«autions (5.11)]. 

Important Administration instructions/se« Dosage and Adminis’trat~on (2)] 

Inst~~act patients not to t~2e ACTIQ for acure pain, postoperative pain, pain from injuries, headache, migraine or any other short-te~xn pain, even if they have taken 
other opioid mlalgesics for these conditions. 

Instruct patients on the mem~ing of opioid tolerance and ~hat ACTIQ is only to be used as a supplemental pain medication for patients with pain requiring around-the- 
clock opioids, who have developed tolerance to the opioid medication, and who need additional opioid treatment of breakdarough pain episodes. 
Instruct patients that, if they are not taking an opioid medication on a scheduled basis (around-the-clock), they should not take ACTIQ. 

Instruct patients daat, if dae break~hrough pain episode is not relieved 15 minutes after finishing dae ACTIQ unir, daey may take only one additional unir of ACTIQ 
using the same strength for that episode. Thus, patients should take no more ~mn two units of ACTIQ for an¥ breakthrou~ pain episode. 
Instruct patients that they MUST wait ar least 4 hours before treating another episode of bre~2through pain with ACTIQ. 

Instruct patients NOT to share ACTIQ and that sharing ACTIQ with anyone else could result in the other individual’s death due to overdose. 

M~2e patients aware that ACTIQ contains fentanyl which is a strong pain medication similar to hydrornorphone, methadone, mo~çhine, oxycodone, and 
oxymorphone. 

¯ Caution patients to talk to their doctor if breakt1~ough pain is not alleviated or worsens after taking ACTIQ. 
¯ Inst~~act patients to use ACTIQ exactly as prescribed by their doctor and not to t~2e ACTIQ more often than prescribed. 

Hypotension 
Inform patients that ACTIQ may cause orthostatic hypotension and syncope. Instruct patients how to recognize symptoms oflow blood pressure and how to reduce the risk 
of serious consequences should hypotension occur (e.g., sit or lie down, carefully rise from a sitting or lying position) [see Warnings and Precautions (5.12)]. 

Anaphylaxis 
Info~rn patients that anaphylaxis have been reported with ingredients contained in ACTIQ. Advise patients how to recognize such a reaction a~d when to seek medicai 

attention [see Contraindications (4), Adverse Rea«lions (~).] 

Pregnancy 

~Veonatal Opioid Wilhdrawal Syndrome 
Inib~rn patients that prolonged use of ACTIQ during pregnancy can result in neonatal opioid withdrawal syndrorne, which may be life-ti~eatening if not recosnized 
and treated [se« Warmngs and Precauttons (5.8), Use in Spe«ific Populations 

Embryo-Feta! ToxiciO, 
Inform fernale patients of reproductive potential that ACTIQ can cause fetal harm m~d to inform their healthcare provider of a ~~own or suspected pregnancy [see 
Use in Specijic Populations (8.!)]. 

Lactation 
Advise nursing mothers to monitor infants for increased sleepiness (more th~~n usual), breathing difficulties, or limpness. Instruct nursing mmhers to seek immediate 
medical care if they notice these signs [see ~~’e in Specijic Populations (8.2)~. 

haI~rtility 
Info~rn patients that chronic use of opioids may cause reduced fertility. Ir is not known ~vhether these effects on fertility are reversible [s’ee Use m Spec~fic Populations 

Drivin~ or Operating Heaw Machiner¥ 
Inform patients daat ACTIQ may impair dae abili~~ to perform potentially hazardous activities such as driving a car or operating heavy machinery. Advise patients not to 
perform such tasks until they l~ow how they mll react to the rnedication [see Wan~ings and Pre«autions (5.16)]. 
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Addiction, Abuse, and Misuse 
h~fbrm patients that the use of ACTIQ, even when taken as recommended, can result in addiction, abuse, and misuse, which can lead to overdose and death [see Warr~ings 
andPrecautions (5.6)]. Instruct patients not to share ACTIQ with others and to taJ~e steps to protect ACTIQ from theft or misuse. 

Transmucosal hnrnediate-Release Fentan¥1 (TIRF) REMS 
Advise patients of the follomng infonnation pertaining to the TIRF REMS 

¯ Inform outpatients that they must be ertrolled in ’üae TIRF REMS Access program before they can receive ACTIQ. 

,, Allow patients the opport~mity to ask questions and discuss any concems regarding ACTIQ or the TIRF REMS Access program. 
¯ As required by the TIRF REMS Access program, review the contents of the ACTIQ Medication Guide with every patiem before initiating treatment with ACTIQ. 
¯ Advise the patient that ACTIQ is available only fiom pharmacies that are enrolled in the TIRF REMS Access program, and provide them with the telephone ~mmber 

and website for infbrmation on how to obtain the dmg. 
¯ Advise the patient that only enrolled healthcare providers may prescribe ACTIQ. 
¯ In~brm the patient that they must sign the Patient-Prescriber A~eement to acknowledge that they understand the fisks of ACTIQ. 
¯ Advise patients that they may be requested to participate in a survey to evaluate the effectiveness of the TIRF REMS Access program [see Warnmgs and Precautions 

Serotonin Syndrome 
Inform patients that opioids could cause a rare bur potentially lifE-threatening condition resulting from concomitant administration of serotonergic drugs. Wam patients of 
the symptoms of serotonin syndrome and to seek medicai attention right a~vay if symptoms develop. Instruct patients to inform their physicians if they are taking, or plma to 
ta)ce serotonergic medications [see Warnings and Precautions (5.10), Drug Interactions (7)]. 

MAOI Interaction 
Inform patients to avoid taking ACTIQ while using any drugs that i~ahibit monoamine oxidase. Patients should not start MAOIs while taking ACTIQ [see War7#ngs and 
Précautions (5.10)," Drug Interactíons (7)]. 

Adrenal Insufficienc¥ 
hafbrm patients that opioids could cause adrenal insufiíciency, a potentially life-tl~reatening condition. Adrenal insufficiency may present with non-specific symptoms and 
signs such as nausea, vomiting, anorexia, fatigue, weakness, dizziness, and low blood pressure. Advise patients to seek medicai attention if they experience a constellation 
of these s5wnptorns [see Warwings and Pre«autions (5.11)]. 

Important Administration instructions/se« Dosage and Adminis’trat~on (2)] 

Inst~~act patients not to t~2e ACTIQ for acure pain, postoperative pain, pain from injuries, headache, migraine or any other short-te~xn pain, even if they have taken 
other opioid mlalgesics for these conditions. 

Instruct patients on the mem~ing of opioid tolerance and ~hat ACTIQ is only to be used as a supplemental pain medication for patients with pain requiring around-the- 
clock opioids, who have developed tolerance to the opioid medication, and who need additional opioid treatment of breakdarough pain episodes. 
Instruct patients that, if they are not taking an opioid medication on a scheduled basis (around-the-clock), they should not take ACTIQ. 

Instruct patients daat, if dae break~hrough pain episode is not relieved 15 minutes after finishing dae ACTIQ unir, daey may take only one additional unir of ACTIQ 
using the same strength for that episode. Thus, patients should take no more ~mn two units of ACTIQ for an¥ breakthrou~ pain episode. 
Instruct patients that they MUST wait ar least 4 hours before treating another episode of bre~2through pain with ACTIQ. 

Instruct patients NOT to share ACTIQ and that sharing ACTIQ with anyone else could result in the other individual’s death due to overdose. 

M~2e patients aware that ACTIQ contains fentanyl which is a strong pain medication similar to hydrornorphone, methadone, mo~çhine, oxycodone, and 
oxymorphone. 

¯ Caution patients to talk to their doctor if breakt1~ough pain is not alleviated or worsens after taking ACTIQ. 
¯ Inst~~act patients to use ACTIQ exactly as prescribed by their doctor and not to t~2e ACTIQ more often than prescribed. 

Hypotension 
Inform patients that ACTIQ may cause orthostatic hypotension and syncope. Instruct patients how to recognize symptoms oflow blood pressure and how to reduce the risk 
of serious consequences should hypotension occur (e.g., sit or lie down, carefully rise from a sitting or lying position) [see Warnings and Precautions (5.12)]. 

Anaphylaxis 
Info~rn patients that anaphylaxis have been reported with ingredients contained in ACTIQ. Advise patients how to recognize such a reaction a~d when to seek medicai 

attention [see Contraindications (4), Adverse Rea«lions (~).] 

Pregnancy 

~Veonatal Opioid Wilhdrawal Syndrome 
Inib~rn patients that prolonged use of ACTIQ during pregnancy can result in neonatal opioid withdrawal syndrorne, which may be life-ti~eatening if not recosnized 
and treated [se« Warmngs and Precauttons (5.8), Use in Spe«ific Populations 

Embryo-Feta! ToxiciO, 
Inform fernale patients of reproductive potential that ACTIQ can cause fetal harm m~d to inform their healthcare provider of a ~~own or suspected pregnancy [see 
Use in Specijic Populations (8.!)]. 

Lactation 
Advise nursing mothers to monitor infants for increased sleepiness (more th~~n usual), breathing difficulties, or limpness. Instruct nursing mmhers to seek immediate 
medical care if they notice these signs [see ~~’e in Specijic Populations (8.2)~. 

haI~rtility 
Info~rn patients that chronic use of opioids may cause reduced fertility. Ir is not known ~vhether these effects on fertility are reversible [s’ee Use m Spec~fic Populations 

Drivin~ or Operating Heaw Machiner¥ 
Inform patients daat ACTIQ may impair dae abili~~ to perform potentially hazardous activities such as driving a car or operating heavy machinery. Advise patients not to 
perform such tasks until they l~ow how they mll react to the rnedication [see Wan~ings and Pre«autions (5.16)]. 
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Constipation 
Advise patients of the potential for severe constipation, including management instructions and when to seek medical attention [see Adverse Rea«tions (6), Chni«al 
Pharmaco!ogy (!2.2)]. 

Dental Deca¥ 
Because each ACTIQ unir contains approxirnately 2 grams of sugar (hydrated dextrates), frequent consumption may increase t2ae risk of dental decay. The occurrence of 
dlT mouth associated mth the use of opioid medications (such as fentmayl) may add to this risk. 

Post-marketing reports of dental decay have been received in patients taking ACTIQ [see Adverse Rea«tions (5. 2)]. In some of these patients, dental decay occurred despite 
reported routine oral hygiene. As dental decay in cancer patients may be multi-factorial, patients using ACTIQ should consult t2aeir dentist to ensure appropriate oral 
hygiene. 

Diabetic Patients 
Advise diabetic patients that ACTIQ contains approxirnately 2 grams of sugar per unir. 

ACT-OXX 

Distaibuted By: 
Teva Phannaceuticals USA, Inc. 
North Wales, PA 19454 

ACTIQ is a trademark of Cephalon, Inc. or its affiliates. 

~~2019 Cephalon, Inc., a wholly owned subsidiary of Teva Pharmaceutical Industries Ltd. Ali rights reserved. 
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Constipation 
Advise patients of the potential for severe constipation, including management instructions and when to seek medical attention [see Adverse Rea«tions (6), Chni«al 
Pharmaco!ogy (!2.2)]. 

Dental Deca¥ 
Because each ACTIQ unir contains approxirnately 2 grams of sugar (hydrated dextrates), frequent consumption may increase t2ae risk of dental decay. The occurrence of 
dlT mouth associated mth the use of opioid medications (such as fentmayl) may add to this risk. 

Post-marketing reports of dental decay have been received in patients taking ACTIQ [see Adverse Rea«tions (5. 2)]. In some of these patients, dental decay occurred despite 
reported routine oral hygiene. As dental decay in cancer patients may be multi-factorial, patients using ACTIQ should consult t2aeir dentist to ensure appropriate oral 
hygiene. 

Diabetic Patients 
Advise diabetic patients that ACTIQ contains approxirnately 2 grams of sugar per unir. 

ACT-OXX 

Distaibuted By: 
Teva Phannaceuticals USA, Inc. 
North Wales, PA 19454 

ACTIQ is a trademark of Cephalon, Inc. or its affiliates. 

~~2019 Cephalon, Inc., a wholly owned subsidiary of Teva Pharmaceutical Industries Ltd. Ali rights reserved. 
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Medication Guide 

ACTIQ® (AK-tik) 

(fentanyl citrate) oral transmucosal Iozenge, CII 

IHPORTANT: 

Do not use ACTZQ unless you are regularly using another opioid pain medicine around-the-clock for ar least one week or Ionger for your 

cancer pain and your body is used to these medicines (this means that you are opioid tolerant). You can ask your healthcare provider ir 

you are opioid tolerant. 

Keep ACTIQ in a safe place away from children. 

Get emergency medicai help right away ir: 

. a child takes ACTZQ. ACTZQ can cause an overdose and death in any child who uses ir. 

. ah adult who has not been prescribed ACTIQ uses ir. 
o an adult who is not already taking opioids around-the-clock« uses ACTZQ. 

These are medicai emergencies that can cause death, l[f possible, remove ACTIQ from the mouth. 

ACTZQ is: 

.    A strong prescription pain medicine that contains an opioid (narcotic) that is used to manage breakthrough pain in adults (16 years of age and 

older) with cancer who are already routinely taking other opioid pain medicines around-the-clock for cancer pain. ACTIQ is started only after you 

have been taking other opioid pain medicines and your body has become used to them (you are opioid tolerant). Do not use ACTIÇ~ ir you are not 

opioid tolerant. 

An opioid pain medicine that can put you at risk for overdose and death. Even ir you take your dose correctly as prescribed you are at risk for 

opioid addiction, abuse, and misuse that can lead to death. 

Important information about ACTIQ: 

o    Get emergency help right away ir you take roo much ACTIQ (overdose). When you first start taking ACTIQ, when your dose is changed, or 

ir you take roo much (overdose), serious or life-threatening breathing problems that can lead to death may occur. 

Taking ACTIQ with other medicines that may make you sleepy, such as other pain medicines, anti-depressants, sleeping pills, anti-anxiety 

medicines, antihistamines, or tranquilizers, or with alcohol or street drugs can cause severe drowsiness, confusion, breathing problems, coma, and 

death. 

o Never give anyone else your ACTIQ. They could die from taking ir. Selling or giving away ACTIQ is against the law. 

¯ Store ACTIQ securely, out of sight and reach of children, and in a Iocation not accessible by others, including visitors to the home. 

° Ir you stop taking your around-the-clock opioid pain medicine for your cancer pain, you must stop using ACTIQ. You may no Ionger be opioid 

tolerant. Talk to your healthcare provider about how to treat your pain. 

° ACTIQ is available only through a program called the Transmucosal ~’mmediate Release Fentanyl (TIRF) Risk Evaluation and Hitigation Strategy 

(REMS) Access program. To receive ACT~Q, you must: 

o talk to your healthcare provider 

o understand the benefits and risks of ACTIQ 

o agree to ali of the instructions 

o sign the Patient-Prescriber Agreement form 

¯ ACTIQ is only available ar pharmacies that are part of the TIRF REHS Access program. Your healthcare provider will let you know the pharmacy 

closest to your home where you can have your ACTIQ prescription filled. 

° Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new medicine. 

Do not take ACTIQ ir: 
° You are not opioid toleranL Opioid tolerant means that you are already taking other opioid pain medicines around-the-clock for at least one week 

or Ionger for your cancer pain, and your body is used to these medicines. 

¯ You have severe asthma, trouble breathing, or other lung problems. 

o You have a bowel blockage or have narrowing of the stomach or intestines. 

° YouareallergictoanyoftheingredientsinACTIQ. Seetheend ofthis Medication GuideforacompletelistofingredientsinACTIQ. 

° You have short-term pain that you would expect to go away in a few days, such as: 

o pain after surgery 

o headache or migraine 

o dental pain 

Before taking ACTIQ, reli your healthcare provider ir you have a history of: 
°    troubled breathing or lung problems such as asthma, wheezing, or     °    mental problems Dncluding major depression, schizophrenia or 

shortness of breath hallucinations (seeing or hearing things that are not there)] 

¯ head injury, seizures ¯ problems urinating 

o slow heart rate or other heart problems ¯ liver, kidney, thyroid problems 

o Iow blood pressure ¯ pancreas or gallbladder problems 

° abuse of street or prescription drugs, alcohol addiction, or mental health problems 

° diabetes. Each ACTIQ unir contains about 1/2 teaspoon (2 grams) of sugar. 

Tell your healthcare provider ir you are." 
°    Pregnant or planning to become pregnant, Prolonged use of ACTIQ during pregnancy can cause withdrawal symptoms in your newborn baby 

that could be life-threatening ir not recognized and treated. 

.    breastfeeding, ACTIQ passes into breast milk and may harm your baby. 

¯    taking prescription over-the-counter medicines, vitamins, or herbal supplements. Taking ACTIQ with certain other medicines can cause serious side 

eff:ects that could lead to death. 

When taking ACTIQ: 
o Do not change your dose. Take ACTIQ exactly as prescribed by your healthcare provider. 

° Your healthcare provider will change the dose until you and your healthcare provider find the right dose for you. 

° See the detailed Patient Instructions for Use ar the end of this Medication Guide for information about how to use ACTZQ, 
¯ Finishthe unitcompletelyin 15 minutestogetthe most relief. IfyoufinishACTIQtooquickly, youwillswallow moreof:the medicineand getless 

relief. 
°    Do not bite or chew. You will get less relief for your breakthrough cancer pain. 
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Medication Guide 

ACTIQ® (AK-tik) 

(fentanyl citrate) oral transmucosal Iozenge, CII 

IHPORTANT: 

Do not use ACTZQ unless you are regularly using another opioid pain medicine around-the-clock for ar least one week or Ionger for your 

cancer pain and your body is used to these medicines (this means that you are opioid tolerant). You can ask your healthcare provider ir 
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Keep ACTIQ in a safe place away from children. 

Get emergency medicai help right away ir: 

. a child takes ACTZQ. ACTZQ can cause an overdose and death in any child who uses ir. 

. ah adult who has not been prescribed ACTIQ uses ir. 
o an adult who is not already taking opioids around-the-clock« uses ACTZQ. 

These are medicai emergencies that can cause death, l[f possible, remove ACTIQ from the mouth. 
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.    A strong prescription pain medicine that contains an opioid (narcotic) that is used to manage breakthrough pain in adults (16 years of age and 

older) with cancer who are already routinely taking other opioid pain medicines around-the-clock for cancer pain. ACTIQ is started only after you 

have been taking other opioid pain medicines and your body has become used to them (you are opioid tolerant). Do not use ACTIÇ~ ir you are not 

opioid tolerant. 

An opioid pain medicine that can put you at risk for overdose and death. Even ir you take your dose correctly as prescribed you are at risk for 

opioid addiction, abuse, and misuse that can lead to death. 

Important information about ACTIQ: 

o    Get emergency help right away ir you take roo much ACTIQ (overdose). When you first start taking ACTIQ, when your dose is changed, or 

ir you take roo much (overdose), serious or life-threatening breathing problems that can lead to death may occur. 

Taking ACTIQ with other medicines that may make you sleepy, such as other pain medicines, anti-depressants, sleeping pills, anti-anxiety 

medicines, antihistamines, or tranquilizers, or with alcohol or street drugs can cause severe drowsiness, confusion, breathing problems, coma, and 

death. 

o Never give anyone else your ACTIQ. They could die from taking ir. Selling or giving away ACTIQ is against the law. 

¯ Store ACTIQ securely, out of sight and reach of children, and in a Iocation not accessible by others, including visitors to the home. 

° Ir you stop taking your around-the-clock opioid pain medicine for your cancer pain, you must stop using ACTIQ. You may no Ionger be opioid 

tolerant. Talk to your healthcare provider about how to treat your pain. 

° ACTIQ is available only through a program called the Transmucosal ~’mmediate Release Fentanyl (TIRF) Risk Evaluation and Hitigation Strategy 

(REMS) Access program. To receive ACT~Q, you must: 

o talk to your healthcare provider 

o understand the benefits and risks of ACTIQ 

o agree to ali of the instructions 

o sign the Patient-Prescriber Agreement form 

¯ ACTIQ is only available ar pharmacies that are part of the TIRF REHS Access program. Your healthcare provider will let you know the pharmacy 

closest to your home where you can have your ACTIQ prescription filled. 

° Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist when you get a new medicine. 

Do not take ACTIQ ir: 
° You are not opioid toleranL Opioid tolerant means that you are already taking other opioid pain medicines around-the-clock for at least one week 

or Ionger for your cancer pain, and your body is used to these medicines. 

¯ You have severe asthma, trouble breathing, or other lung problems. 

o You have a bowel blockage or have narrowing of the stomach or intestines. 

° YouareallergictoanyoftheingredientsinACTIQ. Seetheend ofthis Medication GuideforacompletelistofingredientsinACTIQ. 

° You have short-term pain that you would expect to go away in a few days, such as: 

o pain after surgery 

o headache or migraine 

o dental pain 

Before taking ACTIQ, reli your healthcare provider ir you have a history of: 
°    troubled breathing or lung problems such as asthma, wheezing, or     °    mental problems Dncluding major depression, schizophrenia or 

shortness of breath hallucinations (seeing or hearing things that are not there)] 

¯ head injury, seizures ¯ problems urinating 

o slow heart rate or other heart problems ¯ liver, kidney, thyroid problems 

o Iow blood pressure ¯ pancreas or gallbladder problems 

° abuse of street or prescription drugs, alcohol addiction, or mental health problems 

° diabetes. Each ACTIQ unir contains about 1/2 teaspoon (2 grams) of sugar. 

Tell your healthcare provider ir you are." 
°    Pregnant or planning to become pregnant, Prolonged use of ACTIQ during pregnancy can cause withdrawal symptoms in your newborn baby 

that could be life-threatening ir not recognized and treated. 

.    breastfeeding, ACTIQ passes into breast milk and may harm your baby. 

¯    taking prescription over-the-counter medicines, vitamins, or herbal supplements. Taking ACTIQ with certain other medicines can cause serious side 

eff:ects that could lead to death. 

When taking ACTIQ: 
o Do not change your dose. Take ACTIQ exactly as prescribed by your healthcare provider. 

° Your healthcare provider will change the dose until you and your healthcare provider find the right dose for you. 

° See the detailed Patient Instructions for Use ar the end of this Medication Guide for information about how to use ACTZQ, 
¯ Finishthe unitcompletelyin 15 minutestogetthe most relief. IfyoufinishACTIQtooquickly, youwillswallow moreof:the medicineand getless 

relief. 
°    Do not bite or chew. You will get less relief for your breakthrough cancer pain. 
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¯ You may drink some water before using ACTIQ bur you should not drink or eat anything while using ACTIQ. 

¯ You must not use more than 2 units of ACTIQ during each episode of breakthrough cancer pain: 

o Use I unir for an episode of breakthrough cancer pain. Finish the unir over 15 minutos. 

o Ir your breakthrough cancer pain is not relieved 15 minutos after you finished the ACTIQ unir, use onl¥ 1 more unir of ACTIQ ar this time. 

o Ir your breakthrough pain does not get better after the second unir of ACTIQ, call your healthcare provider for instructions. Do not use 

another unir of ACTIQ ar this time. 
¯ Wait ar least 4 hours before treating a new episode of breakthrough cancer pain with ACTIQ. 

° Ir is important for you to keep taking your around-the-clock opioid pain medicine. 

° Talktoyour healthcare providerifyourdoseofACTIQdoesnot relieveyour breakthroughcancer pain. Your healthcare providerwilldecideifyour 

dose of ACTIQ needs to be changed. 

¯ Talk to your healthcare provider if you have more than 4 episodes of breakthrough cancer pain por day. The dose of your around-the-clock opioid 

pain medicine may need to be adjusted. 

° If you begin to feel dizzy, sick to your stomach, or very sleepy before ACTIQ is completely dissolved, remove ACTIQ from your mouth. 

° Do not stop taking ACTIQ without talking to your healthcare provider. You could become sick with uncomfortable withdrawal symptoms because 

your body has become used to these medicines. Physical dependency is not the same as drug addiction. 

¯ After you stop taking, or when ACTIQ is no Ionger needed, soe "How should 1[ dispose of ACTIQ units when they are no Ionger needed?" for 

propor disposal of ACTIQ. 

° Dispose of expired, unwanted, or unused ACTIQ by following the "How should ~[ dispose of ACTIÇ~ units when they are no Ionger needed?" 

sections of this Hedication Guide below. Visit www.fda.gov!drugdisposal for additional information on disposal of unused medicines. 

o DO NOT Drive or operate heavy machinery, until you know how ACTIQ affects you. ACTIQ can make you sleepy, dizzy, or lightheaded. 

¯ DO NOT Drink alcohol or use prescription or over-the-counter medicines that contain alcohol. Using products containing alcohol during treatment 

with ACTIQ may cause you to overdose and die. 

° DO NOT Switch freto ACT~rQ to other medicines that contain fentanyl without talking to your healthcare provider. The am0unt 0f 

fentanylina doseofACTIQisnotthesameastheamountoffentanylin other medicinesthatcontain fentanyl. Your healthcareproviderwill 

prescribe a starting dose of ACT]Q that may be different than other fentanyl containing medicines you may have been taking. 

The possible side effects of ACTII~: 

¯    constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain, weakness, anxiety, depression, rash, trouble sleeping. 

Call your healthcare provider ir you have any of these symptoms and they are severo. 

°    Decreased blood pressure. This can make you feel dizzy or lightheaded ir you get up too fast from sitting or lying down. 

o ACTIQcontainssugar. Cavitiesandtoothdecaycan happenin peopletakingACTIQ. WhentakingACTIQ, you shouldtalktoyourdentistabout 

propor caro of your teeth. 

Get emergency medicai help ir you have: 

o    trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue, or throat, extreme drowsiness, light-headedness 

when changing positions, feeling faint, agitation, high body temperature, trouble walking, stiff muscles, or mental changes such as confusion. 

o These symptoms can be a sign that you have used roo much ACTIQ or the dose is roo high for you. These symptoms may lead to serious 

problems or death ir not treated right away. Ir you have any of these symptoms, do not use any more ACTIQ until you have talked 

to your healthcare provider. 

These are not ali the possible side effects of ACTIQ. Call your doctor for medicai advice about side effects. You may report side effects to FDA ar 1-800- 

FDA-1088. For more information go to dailymed.nlm.nih.gov 

How should I store ACTIQ? 

¯    Always keep ACTIQ in a safe place away from children and from anyone for whom ir has not been prescribed, Pr0tect ACTIQ fr0m theft. 

o    Youcan usetheACTIQChild SafetyKitto helpyou storeACTIQandyourother medicinesoutofthe reachofchildren. Itisveryimp0rtantthat 
you use the items in the ACTIQ Child Safety Kit to help protect the children in your home or visiting your home. 

o    Ir you were not offered a Child Safety Kit when you received your medicine, call 888-534-3119. 

The ACTIQ Child Safety Kit contains important information on the safe storage and handling of ACTIQ. 

The Child Safety Kit includes: 

o A child-resistant Iock that you use to secure the storage space where you keep ACTIQ (Soe Figure 1). 

Figure 
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¯ You may drink some water before using ACTIQ bur you should not drink or eat anything while using ACTIQ. 

¯ You must not use more than 2 units of ACTIQ during each episode of breakthrough cancer pain: 

o Use I unir for an episode of breakthrough cancer pain. Finish the unir over 15 minutos. 

o Ir your breakthrough cancer pain is not relieved 15 minutos after you finished the ACTIQ unir, use onl¥ 1 more unir of ACTIQ ar this time. 

o Ir your breakthrough pain does not get better after the second unir of ACTIQ, call your healthcare provider for instructions. Do not use 

another unir of ACTIQ ar this time. 
¯ Wait ar least 4 hours before treating a new episode of breakthrough cancer pain with ACTIQ. 

° Ir is important for you to keep taking your around-the-clock opioid pain medicine. 

° Talktoyour healthcare providerifyourdoseofACTIQdoesnot relieveyour breakthroughcancer pain. Your healthcare providerwilldecideifyour 

dose of ACTIQ needs to be changed. 

¯ Talk to your healthcare provider if you have more than 4 episodes of breakthrough cancer pain por day. The dose of your around-the-clock opioid 

pain medicine may need to be adjusted. 

° If you begin to feel dizzy, sick to your stomach, or very sleepy before ACTIQ is completely dissolved, remove ACTIQ from your mouth. 

° Do not stop taking ACTIQ without talking to your healthcare provider. You could become sick with uncomfortable withdrawal symptoms because 

your body has become used to these medicines. Physical dependency is not the same as drug addiction. 

¯ After you stop taking, or when ACTIQ is no Ionger needed, soe "How should 1[ dispose of ACTIQ units when they are no Ionger needed?" for 

propor disposal of ACTIQ. 

° Dispose of expired, unwanted, or unused ACTIQ by following the "How should ~[ dispose of ACTIÇ~ units when they are no Ionger needed?" 

sections of this Hedication Guide below. Visit www.fda.gov!drugdisposal for additional information on disposal of unused medicines. 

o DO NOT Drive or operate heavy machinery, until you know how ACTIQ affects you. ACTIQ can make you sleepy, dizzy, or lightheaded. 

¯ DO NOT Drink alcohol or use prescription or over-the-counter medicines that contain alcohol. Using products containing alcohol during treatment 

with ACTIQ may cause you to overdose and die. 

° DO NOT Switch freto ACT~rQ to other medicines that contain fentanyl without talking to your healthcare provider. The am0unt 0f 

fentanylina doseofACTIQisnotthesameastheamountoffentanylin other medicinesthatcontain fentanyl. Your healthcareproviderwill 

prescribe a starting dose of ACT]Q that may be different than other fentanyl containing medicines you may have been taking. 

The possible side effects of ACTII~: 

¯    constipation, nausea, sleepiness, vomiting, tiredness, headache, dizziness, abdominal pain, weakness, anxiety, depression, rash, trouble sleeping. 

Call your healthcare provider ir you have any of these symptoms and they are severo. 

°    Decreased blood pressure. This can make you feel dizzy or lightheaded ir you get up too fast from sitting or lying down. 

o ACTIQcontainssugar. Cavitiesandtoothdecaycan happenin peopletakingACTIQ. WhentakingACTIQ, you shouldtalktoyourdentistabout 

propor caro of your teeth. 

Get emergency medicai help ir you have: 

o    trouble breathing, shortness of breath, fast heartbeat, chest pain, swelling of your face, tongue, or throat, extreme drowsiness, light-headedness 

when changing positions, feeling faint, agitation, high body temperature, trouble walking, stiff muscles, or mental changes such as confusion. 

o These symptoms can be a sign that you have used roo much ACTIQ or the dose is roo high for you. These symptoms may lead to serious 

problems or death ir not treated right away. Ir you have any of these symptoms, do not use any more ACTIQ until you have talked 

to your healthcare provider. 

These are not ali the possible side effects of ACTIQ. Call your doctor for medicai advice about side effects. You may report side effects to FDA ar 1-800- 

FDA-1088. For more information go to dailymed.nlm.nih.gov 

How should I store ACTIQ? 

¯    Always keep ACTIQ in a safe place away from children and from anyone for whom ir has not been prescribed, Pr0tect ACTIQ fr0m theft. 

o    Youcan usetheACTIQChild SafetyKitto helpyou storeACTIQandyourother medicinesoutofthe reachofchildren. Itisveryimp0rtantthat 
you use the items in the ACTIQ Child Safety Kit to help protect the children in your home or visiting your home. 

o    Ir you were not offered a Child Safety Kit when you received your medicine, call 888-534-3119. 

The ACTIQ Child Safety Kit contains important information on the safe storage and handling of ACTIQ. 

The Child Safety Kit includes: 

o A child-resistant Iock that you use to secure the storage space where you keep ACTIQ (Soe Figure 1). 

Figure 
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A portable Iocking pouch for you to keep a small süpply of ACTIQ nearby. The rest of your ACTIQ must be kept in a Iocked storage space. 

© Keep this poüch secured with its Iock and keep ir out of the reach and sight of children (See Figure 2). 

/ Figure 2 

A child-resistant temporary storage bottle (See Figure 3). 

Figure 3 

Store ACTIQ at room temperature, 59°F to 86°F (15°C to 30°C) until ready to use. 

Do not freeze ACTIQ. 

Keep ACTIQ in the original sealed child-resistant blister package, Do not open the blister package until you are read¥ to use ACTIQ, 

Keep ACTIQ dry, 

How should ! dispose of ACTIQ units when they are no Ionger needed? 

Disposing of ACT~Q units after use: 

Partiallyused ACTIQ units maycontain enough medicine to beharmfulorfataltoachild orotheradultswhohavenotbeen prescribed ACTIQ. You must 
properly dispose of the ACTIQ handle right away after use even if there is little or no medicine left on ir. 

After you have finished the ACTIQ unir and the medicine is totally gone, throw the handle away in a place that is out of the reach of children. 

Ir any medicine remains on the used ACTIQ unit after you have finished: 

¯ Place the used ACTIQ unir under hot running water until the medicine is gone, and then throw the handle away out of the reach of children and pets 

(See Figure 4). 

Figure 4 

Temporary Storaqe of Used ACTI~ Units: 

Ir you did not finish the entire ACTIQ unir and you cannot dissolve the medicine under hot running water right away, put the used ACTIQ unir in the 

temporary storage bottle that you received in the ACTIQ Child Safety Kit. Push the used ACTIQ unir into the opening on the top until ir falis completely 

into the bottle. Never leave unused or partially used ACT[Q units where children or pets can get to them (See Figure 5). 

Figure 5 
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(See Figure 4). 

Figure 4 

Temporary Storaqe of Used ACTI~ Units: 

Ir you did not finish the entire ACTIQ unir and you cannot dissolve the medicine under hot running water right away, put the used ACTIQ unir in the 

temporary storage bottle that you received in the ACTIQ Child Safety Kit. Push the used ACTIQ unir into the opening on the top until ir falis completely 

into the bottle. Never leave unused or partially used ACT[Q units where children or pets can get to them (See Figure 5). 

Figure 5 

Reference ID: 4501133 

TEVA CAOC 14209538 

TE-SF-00767.00023 



Dis osin of Used ACTI Units from the Tem orar Stora e Bottle: 

You rnust dispose oç ali used ACTIQ units in the temporary storage bottle ar least one rime each day, as foNows: 

1. To open the temporary storage bottle, push down on the cap until you are able to twist the cap to the left to remove ir (See Figure 6). 

Figure 6 

2. RemoveoneACTIQunitf:romthetemporarystoPage bottle. HoldtheACTIQbyitshandleoverthetoilet bowl. 

3. Using wire-cutting pNers, cut the medicine end off so that ir falis into the toilet. 

4. Throw the handle away in a place that is out of the reach of chNdren. 

5. Repeatthese3 stepsf:oreachACTIQhandlethatisinthestorage bottle. Thereshould not be morethan4 handlesinthetemporarystorage 

bottle for 1 day. 

6. Flush the toilet twice. 

Do not flush entire unused ACTIQ units, ACT~Q handles, or bNster packages down the toilet. 

Disposing of unopened ACTIQ units: Dispose of any unopened ACTIQ units remaining from a prescription as soon as they are no Ionger needed, as 

follows: 

1. Remove ali ACTIQ from the Iocked storage space (See Figure 7). 

2. Remove one ACTI(¿ unit from its bNster package by using scissors to cut off the marked end and then peel back the bNster backing (See Figures 

8A and 8B). 

Figure BA Figure 8B 

3. Hold ACTIQ by its handle over the toilet bowl. Use wire-cutting pNers to cut the medicine end off: so that ir falis into the toNet (See Figures 9A and 

9B). 

Figure 9A . Figure 9B 

Reference ID: 4501133 

TEVA CAOC 14209539 

TE-SF-00767.00024 
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You rnust dispose oç ali used ACTIQ units in the temporary storage bottle ar least one rime each day, as foNows: 

1. To open the temporary storage bottle, push down on the cap until you are able to twist the cap to the left to remove ir (See Figure 6). 
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2. RemoveoneACTIQunitf:romthetemporarystoPage bottle. HoldtheACTIQbyitshandleoverthetoilet bowl. 
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4. Throw the handle away in a place that is out of the reach of chNdren. 

5. Repeatthese3 stepsf:oreachACTIQhandlethatisinthestorage bottle. Thereshould not be morethan4 handlesinthetemporarystorage 

bottle for 1 day. 

6. Flush the toilet twice. 

Do not flush entire unused ACTIQ units, ACT~Q handles, or bNster packages down the toilet. 

Disposing of unopened ACTIQ units: Dispose of any unopened ACTIQ units remaining from a prescription as soon as they are no Ionger needed, as 

follows: 

1. Remove ali ACTIQ from the Iocked storage space (See Figure 7). 
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Throw the handle away in a place that is out ofthe reach of children (See Figure 10). 

5. Repeat steps 1 through 4 for each ACTIQ unir. 

6. Flush the toilet twice after the medicine ends from 5 ACTIQ units have been cut off (See Figure 11). Do not flush more than 5 ACTIQ units ar a 

rime. 

Figure 

Do not flush entire unused ACTIQ units, ACT]Q handles, or blister packages down the toilet. 

Ir you need help with disposal of ACTIQ, call Teva Pharmaceuticals ar 1-888-483-8279, or call your local Drug Enforcement Agency (DEA) office. 

General information about ACTIQ 

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use ACTIQ only for the purpose for which ir was 
prescribed. Do not give ACTt’Q to other people, even ir they have the same symptoms you have, ACT]Q can harm other people and even cause 
death. Sharing ACTIQ is against the law. 

This Medication Guide summarizes the most important information about ACTI0. Ir you would like more information, talk with your healthcare provider or 
pharmacist. You can ask your pharmacist or healthcare provider for information about ACTIQ that is written for healthcare professionals. 
For more information about the TIRF REMS Access program, go to --w----w----w--:--T-]--~---F----R---E-~--S---A---c---c--e-.--s---s-:-ç--~----m-- or call 1-866-822-1483. 

What are the ingredients aí ACTIQ? 

Active Xngredient: fentanyl citrate 
Tnactive Zngredients: sugar, citric acid, dibasic sodium phosphate, artificial berry flavor, magnesium stearate, modified food starch and confectioner’s 
sugar. 

Patient Instructions for Use 

Beforeyou useACTIQ, itisimportantthatyou read theMedication GuideandthesePatientlnstructionsfor Use. Besurethatyou read, understand, and 
followthesePatientInstructionsfor Usesothatyou useACTIQtherightway. Askyour healthcare provideror pharmacistifyou haveanyquestionsabout 
the right way to use ACTIQ. 

When you get ah episode of breakthrough cancer pain, use the dose of ACTIQ prescribed by your healthcare provider as follows: 

¯ You may drink some water before using ACTIQ bur you should not drink or eat anything while using ACTIQ. 

¯ Each unir of ACTIQ is sealed in its own blister package (See Figure 12). Do not open the blister package u»til you are ready to use ACTTQ, 

Figure 12 

When you are ready to use ACTIQ, cut open the package using scissors. Peel back the blister backing, and remove the ACTIQ unir (See Figures 13A 

and 13B). The end of the unir printed with "ACTIQ" and the strength number of the unir ("200", "400", "600", "800", "1200", or "1600") is the 

medicine end that is to be placed in your mouth. Hold the ACTIQ unir by the handle (See Figure 14). 

Reference ID: 4501133 

TEVA CAOC 14209540 

TE-SF-00767.00025 

Throw the handle away in a place that is out ofthe reach of children (See Figure 10). 

5. Repeat steps 1 through 4 for each ACTIQ unir. 

6. Flush the toilet twice after the medicine ends from 5 ACTIQ units have been cut off (See Figure 11). Do not flush more than 5 ACTIQ units ar a 

rime. 

Figure 

Do not flush entire unused ACTIQ units, ACT]Q handles, or blister packages down the toilet. 

Ir you need help with disposal of ACTIQ, call Teva Pharmaceuticals ar 1-888-483-8279, or call your local Drug Enforcement Agency (DEA) office. 

General information about ACTIQ 

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Use ACTIQ only for the purpose for which ir was 
prescribed. Do not give ACTt’Q to other people, even ir they have the same symptoms you have, ACT]Q can harm other people and even cause 
death. Sharing ACTIQ is against the law. 

This Medication Guide summarizes the most important information about ACTI0. Ir you would like more information, talk with your healthcare provider or 
pharmacist. You can ask your pharmacist or healthcare provider for information about ACTIQ that is written for healthcare professionals. 
For more information about the TIRF REMS Access program, go to --w----w----w--:--T-]--~---F----R---E-~--S---A---c---c--e-.--s---s-:-ç--~----m-- or call 1-866-822-1483. 

What are the ingredients aí ACTIQ? 

Active Xngredient: fentanyl citrate 
Tnactive Zngredients: sugar, citric acid, dibasic sodium phosphate, artificial berry flavor, magnesium stearate, modified food starch and confectioner’s 
sugar. 

Patient Instructions for Use 

Beforeyou useACTIQ, itisimportantthatyou read theMedication GuideandthesePatientlnstructionsfor Use. Besurethatyou read, understand, and 
followthesePatientInstructionsfor Usesothatyou useACTIQtherightway. Askyour healthcare provideror pharmacistifyou haveanyquestionsabout 
the right way to use ACTIQ. 

When you get ah episode of breakthrough cancer pain, use the dose of ACTIQ prescribed by your healthcare provider as follows: 

¯ You may drink some water before using ACTIQ bur you should not drink or eat anything while using ACTIQ. 

¯ Each unir of ACTIQ is sealed in its own blister package (See Figure 12). Do not open the blister package u»til you are ready to use ACTTQ, 
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and 13B). The end of the unir printed with "ACTIQ" and the strength number of the unir ("200", "400", "600", "800", "1200", or "1600") is the 

medicine end that is to be placed in your mouth. Hold the ACTIQ unir by the handle (See Figure 14). 
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Figure 14 

1. Place the medicine end of the ACTIQ unir in your mouth between your cheeks and gums and actively suck on the medicine. 

2. Move the medicine end of the ACTIQ unir around in your mouth, especially along the inside of your cheeks (See Figure 15). 

Figure 15 

Twirl the handle often. 

Finish the ACTIQ unit completely over 15 minutes to get the most relief. Ir you finish ACTIQ roo quickly, you will swallow more of the medicine 

and get less relief. 

Do not bite or chew ACTIQ. You will get less relief for your breakthrough cancer pain. 

Ir you cannot finish ali of the medicine on the ACTIQ unir and cannot dissolve the medicine under hot tap water right away, immediately put the 

ACT]Q unir in the temporary storage bottle for safe keeping (See Figure 16). 

PushtheACTIQ unitintotheopening onthetopuntilitfallscompletelyintothebottle. You must properlydisposeoftheACTIQunitassoonas 

you can. 

Figure 16 

See "How should ! dispose of ACTI(~ units when they are no Ionger needed?" for pr0per disp0sal 0f ACTIQ. 
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