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Ionsys
(fentanyl)

BOXED WARNING
Use may result in potentially life-threatening respiratory depression and death. Only the patient should
activate fentanyl dosing. Accidental exposure to an intact fentanyl iontophoretic transdermal system or to
the hydrogel component, especially by children, through contact w/ skin or mucous membranes, may
result in fatal overdose. For use only in patients in the hospital; d/c treatment before patients leave the
hospital. Available only through a restricted program called the Ionsys Risk Evaluation and Mitigation
Strategy program because of potentially life-threatening respiratory depression resulting from accidental
exposure. Exposes users to the risks of addiction/abuse/misuse, which may lead to overdose and death;
assess risk before prescribing and monitor all patients regularly for development of these
behaviors/conditions. Concomitant use w/ all CYP3A4 inhibitors and discontinuation of a concomitantly
administered CYP3A4 inducer may increase plasma levels and potentially cause fatal respiratory
depression; monitor patients during concomitant therapy.

THERAPEUTIC CLASS
Opioid analgesic

DEA CLASS
CII

ADULT DOSAGE & INDICATIONS
Postoperative Pain
Short-term management of acute postop pain in hospitalized patients requiring opioid analgesia

After titrating to an acceptable level of analgesia using another opioid analgesic, apply 1 fentanyl iontophoretic
transdermal system
40mcg/activation; each on demand dose is delivered over 10 min

Max Dose: Six 40mcg doses/hr; 3.2mg (eighty 40mcg doses)/24 hrs. Each fentanyl iontophoretic transdermal
system operates up to 24 hrs or 80 doses, whichever comes 1st
Max Treatment Duration: 3 days (72 hrs)

Only 1 fentanyl iontophoretic transdermal system may be applied at a time; if inadequate analgesia is achieved,
either provide additional supplemental analgesic medication or replace w/ an alternate analgesic medication

Conversions
Conversion to Alternate Analgesics:
Titrate the dose of the new analgesic, based upon the report of pain, until adequate analgesia has been
obtained, keeping in mind that the serum fentanyl level will decrease slowly following removal of fentanyl
iontophoretic transdermal system

Monitor for signs of respiratory/CNS depression during the conversion period

ADMINISTRATION
Transdermal route

For single use only; apply to healthy, unbroken/intact, non-irritated, and non-irradiated skin on the chest or upper
outer arm only. Each subsequent fentanyl iontophoretic transdermal system should be applied to a different skin
site 
Allow only the patient to self-administer doses
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Always wear gloves when handling fentanyl iontophoretic transdermal system

Preparation
1. Choose healthy, unbroken skin on the upper outer arm of chest only
2. Clip excessive hair if necessary; do not shave as this may irritate skin 
3. Clean site w/ alcohol and let it dry; do not use soaps, lotions, or other agents

Assembly 
Assemble and use immediately after removal from the individually sealed package; refer to PI for information
about assembly and application

Operation
A recessed button is located on the top; to initiate administration of a dose, press and release the button 2X w/in
3 sec
One single audible beep indicates the start of delivery of each dose; the green light will start blinking rapidly and
the digital display will alternate between a walking circle and the number of doses delivered
When the 10-min dose is complete, the green light will blink at a slow rate and the display will show the number
of doses delivered
The next dose cannot begin until the previous 10-min delivery cycle is complete; pressing the button during
delivery of a dose will not result in additional drug being administered
Observe the 1st dose administered to ensure that the patient understands how to operate the system and that it
is working properly
Each fentanyl iontophoretic transdermal system will cease functioning at the end of 24 hrs of use, or after 80
doses have been administered, whichever comes 1st; the green light will turn off and the number of doses
delivered will flash on and off
The flashing digital display may be turned off by pressing and holding the dosing button for 6 sec

Refer to PI for removal, disposal, and further administration instructions

HOW SUPPLIED
Iontophoretic transdermal system: 40mcg/activation [80 activations]

CONTRAINDICATIONS
Significant respiratory depression, acute/severe bronchial asthma, known/suspected paralytic ileus and GI
obstruction, hypersensitivity to fentanyl, cetylpyridinium chloride (eg, Cepacol), or any of the components.

WARNINGS/PRECAUTIONS
Only for use in alert patients who have adequate cognitive ability to understand the directions for use. Not for
home use; d/c treatment before patient leaves hospital. Use only under medical supervision and direction.
Should be prescribed only by persons knowledgeable in the administration of potent opioids and in the
management of patients receiving potent opioids for treatment of pain. Risk of abuse is increased w/
personal/family history of substance abuse or mental illness. Remove and properly dispose of fentanyl
iontophoretic transdermal system prior to an MRI procedure, cardioversion, defibrillation, X-ray, CT, or
diathermy. Avoid contact w/ synthetic materials (eg, carpeted flooring) or exposing to electronic security
systems, to reduce the possibility of electrostatic discharge and damage. Use near communications equipment
(eg, base stations for radio telephones and land mobile radios, amateur radio, AM/FM radio broadcast, TV
broadcast radio) and radio frequency identification (RFID) transmitters can damage device. Depending on the
rated max output power and frequency of the transmitter, the recommended separation distance between device
and communications equipment or the RFID transmitter ranges between 0.12-23m. If exposure to the
procedures, electronic security system, electrostatic discharge, communications equipment, or RFID systems
occurs, and if fentanyl iontophoretic transdermal system does not appear to function normally, remove and
replace w/ a new system. Topical skin reactions may occur; remove and d/c further use if a severe skin reaction
is observed. Respiratory depression is more likely to occur in elderly, cachectic, or debilitated patients. May
decrease respiratory drive to the point of apnea in patients w/ significant COPD or cor pulmonale; consider use
of alternative non-opioid analgesics if possible. May cause severe hypotension, including orthostatic hypotension
and syncope, in ambulatory patients; increased risk w/ reduced blood volume; avoid in patients w/ circulatory
shock. May increase intracranial pressure (ICP) and may obscure the clinical course of head injury; avoid in
patients w/ impaired consciousness or coma. May cause spasm of the sphincter of Oddi and may cause
increases in serum amylase. May aggravate convulsions in patients w/ convulsive disorders, and may induce or
aggravate seizures in some clinical settings. May produce bradycardia. Caution w/ hepatic/renal impairment.
May lead to acute urinary retention, particularly in men w/ enlarged prostate.

ADVERSE REACTIONS
Headache, N/V, anemia, dizziness, application-site reaction/erythema, pruritus, urinary retention, hypotension.

DRUG INTERACTIONS
See Boxed Warning. Concomitant use of CNS-active drugs increases the risk of respiratory depression. Avoid
use of soap, alcohol, or other solvent; may enhance drug's ability to penetrate skin. Concomitant use w/ CNS
depressants (eg, sedatives, anxiolytics, tranquilizers, hypnotics, neuroleptics, general anesthetics, other opioids,
alcohol) may cause respiratory depression, hypotension, profound sedation, coma, and death. May enhance the
neuromuscular blocking action of true skeletal muscle relaxants and produce an increased degree of respiratory
depression.  Avoid concomitant use w/ MAOIs, or w/in 14 days of stopping such treatment. Mixed
agonist/antagonist (eg, pentazocine, nalbuphine, butorphanol) and partial agonist (buprenorphine) analgesics
may reduce analgesic effect or may precipitate withdrawal symptoms; avoid concomitant use. May reduce
efficacy of diuretics. May increase the risk of urinary retention and/or severe constipation, which may lead to
paralytic ileus when used concomitantly w/ anticholinergics or other medications w/ anticholinergic activity.

PREGNANCY AND LACTATION
Pregnancy: There are no studies w/ the use of fentanyl iontophoretic transdermal system in pregnant women. In
animal studies, at doses w/in-the dosing range of humans, there was an increased risk for early embryonic
lethality, decreased pup survival, and delays in developmental landmarks of surviving pups.
Lactation: Found in breast milk; caution in nursing



MECHANISM OF ACTION
Opioid analgesic; interacts predominantly w/ the µ-opioid receptor in the brain, spinal cord, and other tissues.

PHARMACOKINETICS
Absorption: Cmax=1.3ng/mL (48 doses), 1.94ng/mL (80 doses); AUC=0.57ng/mL (48 doses), 0.51ng/mL (80
doses). Distribution: Vd=833L (IV); found in breast milk, crosses placenta. Plasma protein binding (79-87%).
Metabolism: N-dealkylation to norfentanyl and other inactive metabolites via CYP3A4. Elimination: (IV) Urine
(75% metabolites, <10% unchanged), feces (9% metabolites), T1/2=16 hrs.

ASSESSMENT
Assess for significant respiratory depression, acute/severe bronchial asthma, known/suspected paralytic ileus
and GI obstruction, risk for abuse/addiction, convulsive disorders, hypersensitivity to drug, cetylpyridinium
chloride, or any of the components, any other conditions where treatment is contraindicated or cautioned,
hepatic/renal impairment, pregnancy/nursing status, and possible drug interactions. Assess patients's general
condition, medical status, and level of consciousness.

MONITORING
Monitor for respiratory depression, hypotension, sedation, addiction, abuse, misuse, tolerance, physcial
dependence, topical skin reactions, bradycardia, seizures, increases in serum amylase, GI effects, and other
adverse reactions. Monitor patients w/ inadvertent exposure to an MRI for signs of CNS/respiratory depression.
Closely monitor elderly, cachectic, and debilitated patients, especially when used concomitantly w/ other drugs
that depress respiration. Monitor patients who may be susceptible to the intracranial effects of CO2 retention
(eg, those w/ evidence of increased ICP or brain tumors) for signs of sedation and respiratory depression, and
patients w/ bradyarrhythmias for changes in HR, particularly when initiating therapy. Monitor patients w/ biliary
tract disease, including acute pancreatitis, for worsening symptoms. Monitor patients w/ a history of seizure
disorders for worsened seizure control during therapy. Monitor for signs of urinary retention or reduced GI
motility when used concurrently w/ anticholinergics.

PATIENT COUNSELING
Instruct patients on how to operate fentanyl iontophoretic transdermal system to self-administer doses of
fentanyl prn to manage their postop pain. Inform of the risk of respiratory depression; advise how to recognize
respiratory depression and to seek medical attention if experiencing breathing difficulties. Advise not to leave
hospital w/ fentanyl iontophoretic transdermal system on the skin. Advise not to let anyone else activate the
dosing button since only the patient knows how much pain he/she is experiencing; caution patients that allowing
others to activate the device may result in a potentially fatal overdose. Advise not to give to other people, as it
may lead to a fatal overdose of fentanyl. Advise not to let anyone touch the fentanyl iontophoretic transdermal
system device if it falls off accidentally and to contact their nurse, pharmacist, or doctor immediately; inform that
accidental exposure to the fentanyl hydrogel may result in a fatal overdose. Instruct not to remove/reposition
device; inform that it must be removed only by medical personnel. Instruct not to touch the sticky side of device
and not to touch the gels. Caution that fentanyl is rapidly absorbed by the eyes and mouth and could be harmful
or fatal if absorbed this way. Advise to inform a healthcare provider if accidental exposure occurs and to
immediately rinse affected area w/ copious amounts of water; instruct not to use soap, alcohol, or other solvents,
because they may enhance permeability. Instruct to keep out of reach of children. Inform that therapy, even
when taken as recommended, can result in addiction, abuse and misuse, which can lead to overdose and death.
Inform that the level of current provided by therapy is generally imperceptible to the patient.

STORAGE
25°C (77°F); excursions permitted to 15-30°C (59-86°F).
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