Dosage
Available as morphine sulfate; dosage usually expressed as the sulfate.b
Should be given in the smallest effective dose and as infrequently as possible in order to minimize the development
of tolerance and physical dependence.b
In patients with severe, chronic pain, dosage should be adjusted according to the severity of the pain and the
response and tolerance of the patient.
In patients with exceptionally severe, chronic pain or in those who have become tolerant to the analgesic effect of
opiate agonists, it may be necessary to exceed the usual dosage.

Pediatric Patients
Pain
Moderate to Severe Pain
Oral
Infants and children: 0.2–0.5 mg/kg every 4–6 hours (conventional tablets, oral solution).197
IM or Sub-Q
Neonates: 0.05–0.2 mg/kg every 2–4 hours as necessary.197
Infants and children: 0.1–0.2 mg/kg every 2–4 hours.197
Single pediatric doses should not exceed 10 mg.196
IV
Neonates: 0.05–0.2 mg/kg every 2–4 hours as necessary.197 For continuous IV infusion, 0.025–0.05 mg/kg per
hour.197
Infants and children: 0.1–0.2 mg/kg every 2–4 hours.197
Adolescents >12 years of age: 3–4 mg; may repeat in 5 minutes if needed.197
Single pediatric doses should not exceed 10 mg.196
PCA (usually IV) via controlled-delivery device: Loading doses of 0.05 mg/kg (preferably titrated by clinician or nurse
at bedside, up to 0.05–0.2 mg/kg total) used.200 Maintenance doses (administered intermittently) of 10–20 mcg/kg,
usually no more frequently than every 6–12 minutes as a device-programmed lockout period used for
developmentally mature pediatric patients ≥7 years of age.200 201

Epidural or Intrathecal
Safety and efficacy in children not established.192 b

Cancer Pain (Severe, Chronic)
IV
Maintenance dosages of 0.025–2.6 mg/kg per hour (median: 0.04–0.07 mg/kg per hour) have been infused IV in
children.b

Sub-Q
Maintenance dosages of 0.025–1.79 mg/kg per hour (median: 0.06 mg/kg per hour) have been infused sub-Q in a
limited number of children.b

Sickle Cell Crisis (Severe Pain)
IV
Maintenance dosages of 0.03–0.15 mg/kg per hour have been infused IV in children.b

Postoperative Analgesia
IV
Maintenance dosages of 0.01–0.04 mg/kg per hour have been infused.b

Adults
Pain (Oral Treatment)
Most manufacturers suggest that it is preferable to initiate and stabilize oral morphine sulfate therapy with a
conventional (immediate-release) preparation and then switch the patient to an extended-release preparation
(Avinza, Kadian, MS Contin, Oramorph SR) since titration of dosage may be more difficult with the latter
preparations.169 170 172
Dosing regimen must be individualized based on the patient’s prior analgesic therapy.169 170 171 172
Initial dosage of extended-release preparations should be based on the total daily dosage, potency, and specific
characteristics of the current opiate agonist.169 170 171 172
Other considerations should include the reliability of relative potency estimates used in calculating the equivalent
morphine sulfate dosage, the degree of opiate experience and tolerance, the medical condition of the patient,
concomitant drug therapy, and the nature and severity of the patient’s pain.169 170 171 172
It is preferable to underestimate the initial dosage of extended-release preparations than to inadvertently cause an
overdosage of morphine sulfate.171 172
Supplemental doses of a short-acting opiate agonist can be considered if breakthrough pain occurs with dosing
regimens employing extended-release preparations.169 170 171 172
When converting to another oral extended-release morphine sulfate preparation or to other oral or parenteral opiate
analgesics, the manufacturer’s labeling information should be consulted.169 170171 172

Oral Solutions or Conventional Tablets
Oral
Usually, 10–30 mg every 4 hours as necessary or as directed by a physician.197 200

Extended-release Capsules (Avinza)
Oral
Individualize dosage according to patient response and tolerance; do not exceed 1.6 g daily.171(See Fumaric Acid
under Cautions.)
Administer Avinza no more frequently than once every 24 hours.171 The 60-, 90-, and 120-mg Avinza capsules should
be used only in opiate-tolerant patients.171
Switching from other oral morphine preparations to Avinza: Use the prior total daily oral dosage and administer once
every 24 hours.171 Supplemental doses of a short-acting opiate analgesic may be required for up to 4 days until the
patient’s response to Avinza has stabilized.171
Switching from parenteral morphine or other non-morphine oral or parenteral opiate therapy to Avinza: Calculate the
opiate analgesic requirements during the previous 24 hours and convert to an equianalgesic dosage of
Avinza.171 Use conservative dosage conversion ratios to avoid toxicity.171
When used as the initial opiate in patients who do not have a proven tolerance to opiates: Usual initial dosage is 30
mg once daily; increase dosage by no more than 30 mg every 4 days.171Dosage increases should be conservative in
opiate-naive patients.171

Extended-release Capsules (Kadian)
Oral
Individualize dosage according to patient response and tolerance; do not increase dosage more frequently than
every other day.172
Administer Kadian no more frequently than every 12 hours.172 Patients receiving once-daily Kadian who experience
excessive sedation or inadequate analgesia prior to the next dose should be switched to a twice-daily
regimen.172 The 100- and 200-mg Kadian capsules should be used only in opiate-tolerant patients.172
Switching from other oral morphine preparations to Kadian: Use the prior total daily oral dosage and give in 2
divided doses every 12 hours or once every 24 hours.172 First dose of Kadian may be administered concurrently with
the last dose of immediate-release opiate therapy because of the delayed peak plasma morphine concentrations
produced by Kadian.172
Switching from parenteral morphine or other non-morphine oral or parenteral opiate therapy to Kadian: Calculate the
opiate analgesic requirements during the previous 24 hours and convert to an equianalgesic dosage of
Kadian.172 Use conservative dosage conversion ratios to avoid toxicity.172
When used as the initial opiate in patients who do not have a proven tolerance to opiates: Initially 10 or 20 mg of
Kadian; increase by no more than 20 mg every other day.172

Extended-release Tablets (MS Contin)

Oral
Individualize dosage according to patient response and tolerance.170
Interval between doses of MS Contin should not exceed 12 hours in order to avoid administration of large single
doses.170
Use 15-mg tablets when total daily dosage is expected to be <60 mg daily; use 30-mg tablets when total daily
dosage is expected to be 60–120 mg daily.170 The 100- and 200-mg tablets of MS Contin should be used only in
patients who are opiate tolerant and require dosages of ≥200 mg daily.170
Switching from an immediate-release oral morphine preparation to MS Contin: Use the prior total daily oral dosage
and give in 2 divided doses every 12 hours or in 3 divided doses every 8 hours.170
Switching from parenteral morphine or other oral or parenteral non-morphine opiate to MS Contin: Calculate the
opiate analgesic requirements during the previous 24 hours and convert to an equianalgesic dosage of MS
Contin.170 Use conservative dosage conversion ratios to avoid toxicity.170

Extended-release Tablets (Oramorph SR)
Oral
Individualize dosage according to patient response and tolerance.169
Dosing interval for Oramorph SR should not exceed 12 hours because administration of large single doses may lead
to acute overdosage.169 If pain is not controlled for the entire 12-hour interval, then the dosing interval may be
decreased, but doses should be administered no more frequently than every 8 hours.169
Use 30-mg tablets if morphine sulfate requirement is ≤120 mg daily.169 Use 15-mg tablets if morphine sulfate
requirement is low.169
Switching from other oral morphine preparations to Oramorph SR: Use the prior total daily oral dosage and give in 2
divided doses every 12 hours.169
Switching from parenteral morphine or other oral or parenteral non-morphine opiate to Oramorph SR: Calculate the
opiate analgesic requirements during the previous 24 hours and convert to an equianalgesic dosage of Oramorph
SR.169 Use conservative dosage conversion ratios to avoid toxicity.169

Pain (Other Routes)
Rectal
Suppositories: Usually, 10–20 mg every 4 hours as necessary or as directed by a physician.b

IV
May administer 2.5–20 mg every 2–6 hours as needed196 197 or via continuous infusion at a rate of 0.8–10 mg per
hour.197
Can be administered at a rate of 2–4 mg every 5 minutes, with some patients requiring as much as 25–30 mg
before pain relief is adequate.140

IM or Sub-Q

May administer 2.5–20 mg every 2–6 hours as needed196 197 or via continuous infusion at a rate of 0.8–10 mg per
hour.197

Epidural (Morphine Sulfate Injection [preservative-free])
Usual initial dose for intermittent injection is 5 mg.b
Inadequate pain relief within 1 hour after administration of the initial dose: Additional epidural doses may be given
carefully in 1- to 2-mg increments at intervals sufficient to assess efficacy; no more than 10 mg total daily dose.b
Pain relief generally occurs within 6–30 minutes and persists for about 16–24 hours (range: 4–36 hours) after a
single, effective epidural dose of morphine.b
Continuous epidural infusion, device not implanted surgically: Initial dosage of 2–4 mg per 24 hours has been
recommended; epidural dosage may be increased by 1–2 mg daily if adequate relief is not achieved initially.b
If an implantable microinfusion device is to be employed for continuous epidural infusion, efficacy and adverse
effects of initial dosage should be assessed for each patient using serial, intermittent epidural doses of the drug prior
to implantation surgery.b
Most adults who are not tolerant to opiates achieve adequate relief with initial epidural dosages of 3.5–7.5 mg daily.b
Administer with extreme caution and in reduced dosage epidurally or intrathecally in geriatric or debilitated patients.b

Epidural (Morphine Sulfate Extended-release Liposomal Injection [DepoDur])
Administer as a single dose.192
Major orthopedic surgery of a lower extremity: 15 mg prior to surgery.192 Some patients may benefit from 20-mg
dose; however, the incidence of serious adverse respiratory events was dose related in studies.192
Lower abdominal or pelvic surgery: 10–15 mg prior to surgery.192 Some patients may benefit from 20-mg dose;
however, the incidence of serious adverse respiratory events was dose related in studies.192
Cesarean section: 10 mg after the umbilical cord is clamped.192

Intrathecal
The intrathecal dose of morphine sulfate is about 1/10 the epidural dose.b
A single 0.2- to 1-mg intrathecal dose may provide adequate relief for up to 24 hours in adults who are not tolerant
to opiates.b
Repeated intrathecal doses of the drug are not recommended except to establish initial intrathecal dosage when
continuous intrathecal infusion is to be employed; if additional morphine therapy is necessary for patients who are
not candidates for continuous intrathecal infusion, alternative routes of administration should be considered.b
Naloxone may be infused IV at a rate of 0.6 mg/hour for 24 hours after intrathecal morphine administration to
decrease potential opiate-induced adverse effects.b
If an implantable microinfusion device is to be employed for continuous intrathecal infusion, efficacy and adverse
effects of initial dosage should be assessed for each patient using serial, intermittent intrathecal doses of the drug
prior to implantation surgery.b

Intrathecal dosages exceeding 20 mg daily should be employed with caution since they may be associated with an
increased likelihood of serious toxicity, including myoclonic spasms.b
Administer with extreme caution and in reduced dosage epidurally or intrathecally in geriatric or debilitated patients.b

Pain (MI)
To relieve pain and associated anxiety and provide potentially beneficial cardiovascular effects in adults with AMI,
dosages of 2–15 mg have been administered parenterally.b

IV
Preferred route since absorption following sub-Q or IM injection may be unpredictable, and repeated doses (up to
every 5 minutes if necessary) in small increments (e.g., 1–4 mg) generally are preferred to larger and less frequent
doses in order to minimize the risk of adverse effects (e.g., respiratory depression).b
Occasionally, patients may require relatively large cumulative doses (e.g., 2–3 mg/kg).b
Patients should be advised to notify their caretakers (e.g., nurse) immediately when discomfort occurs and describe
its severity on a numeric scale (e.g., 1–10).b

Cancer Pain
Individualize dosage according to the response and tolerance of the patient for sub-Q or continuous IV infusions.b

Continuous IV
Initially 0.8–10 mg/hour and then increase to an effective dosage as necessary; an IV loading dose of ≥15 mg can
be administered for initial relief of pain prior to initiating continuous IV infusion of the drug.b
Maintenance doses have ranged from 0.8–80 mg/hour infused IV, although higher (e.g., 150 mg/hour) maintenance
dosages occasionally have been required.b

Patient-controlled Analgesia (PCA)
IV
Adjust dosage according to the severity of the pain and response of the patient; consult the operator’s manual for
the patient-controlled infusion device for directions on administering the drug at the desired rate of infusion.b
Exercise care to avoid overdosage, which could result in respiratory depression, or abrupt cessation of therapy with
the drug, which could precipitate opiate withdrawal.b
PCA via controlled-delivery device: Standard protocol uses loading dose of 1 mg,198 199 200 time between doses of 6
minutes (lockout period), and limit of 10 doses per hour.198 199 Loading doses of 2–4 mg every 10 minutes, preferably
titrated by clinician or nurse at bedside, up to 6–16 mg total have been used for rapid control of
pain.200 204 Maintenance doses (self-administered intermittently) of 0.5–2 mg, usually no more frequently than every 6–
12 minutes as a device-programmed lockout period used.200 203 204

Unstable Angina (Unresponsive to 3 Sublingual Doses of Nitroglycerin)

IV
2–5 mg (repeated every 5–30 minutes as needed to relieve symptoms and maintain patient comfort) has been
used.b

Analgesia during Labor
Sub-Q or IM
10 mg.b
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Administration
Administer orally or by sub-Q, IM, or IV injection.217 222 225 226 261 262

Oral Administration
Tablets, dispersible tablets, oral solution, and oral concentrate solution are for oral administration only and must
not be injected.217 225 226 261 262

Dispersible Tablets
Disperse dose in 120 mL of water, orange juice, Tang, citrus-flavored Kool-Aid, or other acidic fruit beverage
immediately prior to oral administration.261 262 Complete tablet dispersion occurs within 1 minute; dispersion time is
slightly increased when a cold and/or acidic vehicle is used.a If any residue remains in cup after initial administration,
add a small amount of liquid and administer the resulting mixture.261 262
The 40-mg dispersible tablets are used in detoxification and maintenance of opiate dependence;261 262 271 this
preparation should not be used for the treatment of pain.261 262 270 271
Dispersible tablets contain insoluble excipients and must not be used to prepare solutions for injection.261 262
Each 40-mg dispersible tablet can be divided in half or in quarters.261 262
Because dispersible tablets can be administered only in 10-mg increments, this dosage form may be inappropriate
in many patients for initial dosing during detoxification and maintenance treatment or for gradual dosage reduction
following detoxification or a period of maintenance treatment.261 262

Oral Concentrate Solution
Dilute the dose with water or other suitable liquid (e.g., Kool-Aid, Tang, apple juice, Crystal Light[with aspartame]) to
≥30 mL prior to administration.255 256

IM or Sub-Q Administration

Absorption following sub-Q or IM injection may be unpredictable and has not been fully characterized; local tissue
reactions may occur.222

IV Administration
Administer by IV injection.222
For solution and drug compatibility information, see Compatibility under Stability.

Dosage
Available as methadone hydrochloride; dosage expressed in terms of the salt.217 222 225 226 261 262 263
Careful dosage selection and titration are essential to avoid overdosage.217

Adults
Pain
When selecting an initial dosage, consider the type, severity, and expected duration of the patient’s pain; the age,
general condition, and medical status of the patient; concurrent drug therapy (see Interactions); and the acceptable
balance between pain relief and adverse effects.217222
Give the smallest effective dose in order to minimize development of tolerance and physical dependence.a

Oral
Opiate-naive patients: Initially, no more than 2.5–10 mg every 8–12 hours.217 Titrate dosage to provide adequate
analgesia; increase dosage slowly to avoid accumulation and potential toxicity.217
Dosage interval may range from 4–12 hours, since the duration of analgesia is relatively short during the first days
of therapy but increases substantially with continued administration.217 223 227Use caution to avoid overdosage.217
Patients being switched from parenteral methadone: Initiate oral methadone at an oral-to-parenteral dosage ratio of
2:1 (e.g., 10 mg of oral methadone hydrochloride in patients previously receiving 5 mg of parenteral methadone
hydrochloride).217
Adjust dosage at intervals of 1–2 days with close monitoring.217 If breakthrough pain occurs, adjust dosage or
administer small dose of rescue (immediate-release) analgesic.217 If adverse effects are excessive, reduce the next
dose; if adverse effects are intolerable, adjust dose or dosing interval.217
If discontinuance of opiates is required, taper dosage every 2–4 days to avoid manifestations of abrupt withdrawal.217

IV
Opiate-naive patients: Initially, 2.5–10 mg every 8–12 hours.222 Titrate dosage to provide adequate analgesia;
increase slowly to avoid accumulation and potential toxicity.222 More frequent administration may be required during
initiation of therapy to maintain adequate analgesia; however, use caution to avoid overdosage.222

Patients being switched from oral methadone: Initiate parenteral methadone at a parenteral-to-oral dosage ratio of
1:2 (e.g., 5 mg of parenteral methadone hydrochloride in patients previously receiving 10 mg of oral methadone
hydrochloride).222

Conversion from Other Opiate Therapy
For patients being transferred from therapy with other opiate agonists, dosage may be estimated based on
comparisons with morphine sulfate.217 222 Select dosage carefully (see General: Conversion from Other Opiate
Analgesic Therapy under Dosage and Administration).217 222
For patients being transferred from therapy with opiate agonists other than morphine, a comparative opiate agonist
dosage table may be consulted to determine the equivalent morphine dosage.217 222
Oral
Dosage estimates obtained from Table 1 must be individualized (e.g., based on prior opiate use, medical condition,
concurrent drug therapy, anticipated use of analgesics for breakthrough pain).217 222
Administer the total daily dosage in divided doses (e.g., at 8-hour intervals) based on individual patient
requirements.217 222

Table 1. Conversion from Oral Morphine Sulfate to Oral Methadone Hydrochloride (for Chronic
Administration)217222

Baseline Total
Daily OralMorphine Sulfate
Dosage

Estimated Daily Oral Methadone Hydrochloride Dosage
(as % of Total Daily Morphine Sulfate Dosage)

<100 mg

20–30%

100–300 mg

10–20%

300–600 mg

8–12%

600–1000 mg

5–10%

>1000 mg

<5%

IV
Dosage estimates obtained from Table 2 and Table 3 must be individualized (e.g., based on prior opiate use,
medical condition, concurrent drug therapy, anticipated use of analgesics for breakthrough pain).222
Administer the total daily dosage in divided doses (e.g., at 8-hour intervals) based on individual patient
requirements.222

Table 2. Conversion from Oral Morphine Sulfate to IV Methadone Hydrochloride (for Chronic
Administration)222

Baseline Total
Daily OralMorphine Sulfate
Dosage

Estimated Daily IV Methadone Hydrochloride Dosage
(as % of Total Daily Morphine Sulfate Dosage)

<100 mg

10–15%

100–300 mg

5–10%

300–600 mg

4–6%

600–1000 mg

3–5%

>1000 mg

<3%

Derived from Table 2 assuming a 3:1 oral-to-parenteral morphine ratio.222

Table 3. Conversion from Parenteral Morphine Sulfate to IV Methadone Hydrochloride (for
Chronic Administration)

Baseline Total
Daily ParenteralMorphine Sulfate
Dosage

Estimated Daily IV Methadone Hydrochloride
Dosage (as % of Total Daily Morphine Sulfate
Dosage)

10–30 mg

40–66%

30–50 mg

27–66%

50–100 mg

22–50%

100–200 mg

15–34%

200–500 mg

10–20%

Detoxification and Maintenance of Opiate Dependence
Detoxification
Oral
Initiate when there are substantial opiate-agonist abstinence symptoms.217
A single dose of 20–30 mg will often suppress withdrawal symptoms.217 Initial dose should not exceed 30 mg;217 263 use
lower initial dose in patients whose tolerance is expected to be low.217Additional doses may be necessary if
withdrawal symptoms are not suppressed or if they reappear.217 If same-day dosage adjustments are to be made,
reevaluate the patient 2–4 hours after the previous dose.217 If an additional dose is needed to suppress withdrawal
symptoms, administer an additional 5–10 mg.217 Total daily dose for the first day generally should not exceed 40
mg217 263 unless it is documented that this total dose does not suppress withdrawal symptoms.263
During the first week, adjust dosage based on control of withdrawal symptoms at times of expected peak activity of
methadone (2–4 hours after a dose).217 Use caution to avoid overdosage.217 With continued dosing, symptoms are
suppressed for a longer time.217
Usual stabilizing dosage is 40 mg daily in divided doses.217 When the patient has been stabilized (i.e., substantial
symptoms of withdrawal are absent) for 2 or 3 days, gradually decrease dosage daily or at 2-day
intervals.217 Individualize and adjust dosage to keep withdrawal symptoms at a tolerable level.217 In hospitalized
patients, reduce dosage by 20% daily; a more gradual reduction may be required in ambulatory patients.217
Parenteral

Patients unable to receive methadone orally: Hospitalize patient and convert oral dose to parenteral dose using
accepted criteria.217 222 a Patients being switched from oral methadone usually initiate parenteral methadone at a
parenteral-to-oral dosage ratio of 1:2 (e.g., 5 mg of parenteral methadone hydrochloride in patients previously
receiving 10 mg of oral methadone hydrochloride).222

Maintenance
Oral
A single dose of 20–30 mg will often suppress withdrawal symptoms.217 Initial dose should not exceed 30 mg;217 263 use
lower initial dose in patients whose tolerance is expected to be low.217Additional doses may be necessary if
withdrawal symptoms are not suppressed or if they reappear.217 If same-day dosage adjustments are to be made,
reevaluate the patient 2–4 hours after the previous dose.217 If an additional dose is needed to suppress withdrawal
symptoms, administer an additional 5–10 mg.217 Total daily dose for the first day generally should not exceed 40
mg217 263 unless it is documented that this total dose does not suppress withdrawal symptoms.263
During the first week, adjust dosage based on control of withdrawal symptoms at times of expected peak activity of
methadone (2–4 hours after a dose).217 Use caution to avoid overdosage.217 With continued dosing, symptoms are
suppressed for a longer time.217
Titrate dosage to a level at which opiate withdrawal symptoms are prevented for 24 hours, drug craving is reduced,
euphoric effects of self-administered opiates are blocked or attenuated, and patient is able to tolerate the sedative
effects of methadone.217 Usual stabilizing dosage is 80–120 mg daily.217 Review maintenance dosage requirements
regularly and reduce as indicated.a
Once-daily dosing usually is adequate; there generally is no apparent advantage to divided doses.a However, rapid
metabolizers may not maintain adequate plasma concentrations with usual dosing regimens.206 207 208 210
Withdrawal from methadone maintenance: Considerable variability in appropriate rate of dosage reduction; one
regimen involves reducing the dose by <10% of established tolerance or maintenance dosage at intervals of 10–14
days.217 All patients in a maintenance program should be given careful consideration for discontinuance of
methadone therapy, especially after reaching a dosage of 10–20 mg daily.a
Parenteral
Patients unable to receive methadone orally: Hospitalize patient and convert oral dose to parenteral dose using
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Administration
Administer by IM or IV injection for relief of pain.1 2 3 Administer transdermally for management of chronic pain
only.213 Administer sublingually as a single agent or in fixed combination with naloxone for management of opiate
dependence.202 214
Also administered by continuous IV infusion†,32 33 34 by IM103 or IV76 79 injection using a patient-controlled infusion
device†, and by epidural injection† for pain relief.23 24 25 26 28 29 30 31 50 78 92 192
For drug compatibility information, see Compatibility under Stability.

Sublingual Administration
Administer as a single daily dose.202 214

Sublingual Tablets
Place tablets under the tongue and allow to dissolve; swallowing the tablets reduces bioavailability.202 Drinking warm
fluids prior to administration may aid dissolution.204
For doses requiring >2 tablets, all the tablets may be placed under the tongue at once.202Alternatively, patients may
place 2 tablets under the tongue at a time if they are unable to place >2 tablets comfortably.202
To ensure consistent bioavailability, patients should adhere to the same manner of dosing with continued use.202

Sublingually Dissolving Strips
Place up to 2 strips under the tongue (on either side near the base of the tongue) in a way that minimizes
overlapping, and allow to dissolve; patient should not talk while the strip is dissolving, chew the strip, or swallow the
strip; these activities may alter absorption.214 219 Drinking water prior to administration may aid dissolution.214 219
For doses requiring >2 strips, place additional strip(s) under the tongue after the first 2 strips have completely
dissolved.219

IV Injection
Rate of Administration
Administer over ≥2 minutes.1 2 3

Continuous IV Infusion
Dilution
Dilute to a concentration of 15 mcg/mL in 0.9% sodium chloride.32

Rate of Administration
Administer via a controlled-infusion device.32

Epidural Injection†
Dilution
Has been diluted to a concentration of 6–30 mcg/mL in 0.9% sodium chloride.23 24 25 26 28 29 30 31 78 92 192

Transdermal Administration
To expose the adhesive surface of the system, peel off and discard the protective-liner covering just prior to
application.213
Apply the transdermal system to a dry, intact, nonirritated, hairless or nearly hairless surface on the upper chest,
upper back, side of chest, or upper outer arm by firmly pressing the system by hand for 15 seconds with the
adhesive side touching the skin and ensuring that contact is complete, particularly around the edges.213 220
Clip, not shave, hair at the application site prior to application if needed.213
Only water should be used if the site must be cleaned before transdermal application;213 do notuse soaps, oils,
lotions, alcohol, or abrasive devices that could alter absorption of the drug.213 220
Do not use transdermal system if the seal of the package is broken or if the system is altered in any way (e.g., cut,
damaged).213
Each transdermal system is intended to be worn continuously for 7 days; apply subsequent systems to a different
site after removal of the previous system.213 220 At least 21 days should elapse before reusing any single application
site.213
If a system should inadvertently come off during the period of use, apply a new system to a different skin site and
leave in place for 7 days.213 220 The edges of the system may be taped in place with first-aid tape if the patient
experiences difficulty with system adhesion.213 If adhesion problems persist, an adhesive film dressing (e.g.,
Bioclusive, Tegaderm) may be applied over the system.220 221

Restricted Distribution Program
The Drug Addiction Treatment Act (DATA) of 2000 allows qualifying physicians to prescribe and dispense opiates in
schedules III, IV, and V of the Federal Controlled Substances Act that have been approved by FDA for detoxification
or maintenance treatment of opiate dependence.205 Prior to passage of this law, opiate dependence treatment could
be provided only at specially registered clinics.203 Under DATA 2000, prescription use of buprenorphine and
buprenorphine/naloxone fixed combination in the treatment of opiate dependence is limited to physicians who meet
certain requirements and have notified the Secretary of the US Department of Health and Human Services of their
intent to prescribe these preparations for this indication.202
Pharmacists may utilize the DATA physician locator (at ) or contact 866-287-2728 or
info@buprenorphine.samhsa.gov to verify whether a physician is in compliance with the provisions of DATA.203 225

Dosage

Available as buprenorphine (transdermal systems) and buprenorphine hydrochloride (injection and sublingual
tablets); dosage expressed in terms of buprenorphine.1 2 213
Also available as fixed combination of buprenorphine hydrochloride and naloxone hydrochloride (sublingual tablets,
sublingually dissolving strips); dosage generally expressed in terms of the buprenorphine content.202 214

Pediatric Patients
Pain
Adjust dosage according to the severity of pain, physical status of the patient, and other drugs that the patient is
receiving.1 2

IV or IM
Children 2–12 years of age: 2–6 mcg/kg every 4–6 hours; however, longer dosing intervals (e.g., every 6–8 hours)
may be sufficient.1 Do not use a fixed around-the-clock dosing interval until an adequate dosing interval has been
established by clinical observation of the patient.1
Children ≥13 years of age: 0.3 mg given at intervals of up to every 6 hours as necessary.1 2 3Repeat initial dose (up
to 0.3 mg) once in 30–60 minutes, if needed.1
Exercise particular caution with IV administration, especially with initial doses.1
Decrease dosage by approximately 50% in patients who are at increased risk of respiratory depression.1 (See
Respiratory Depression under Cautions.)

Circumcision-related Pain
IM
Children 9 months to 9 years of age† undergoing circumcision: Initial dosage of 3 mcg/kg as an adjunct to surgical
anesthesia, followed by additional 3-mcg/kg doses as necessary to provide analgesia postoperatively, has been
used.27

Adults
Pain
Adjust dosage according to the severity of pain, physical status of the patient, and other drugs that the patient is
receiving.1 2

IV or IM
0.3 mg given at intervals of up to every 6 hours as necessary.1 2 3 Repeat initial dose (up to 0.3 mg) once in 30–60
minutes, if needed.1 A dosing interval longer than 6 hours may be adequate in some patients.71 72 97 99
It may be necessary to administer single doses of up to 0.6 mg, but the manufacturer recommends that such
relatively high doses only be administered IM and only to adults who are not at increased risk of respiratory
depression.1

A regimen including an initial dose of 0.3 mg followed by another 0.3-mg dose repeated in 3 hours is as effective as
a single 0.6-mg dose in relieving postoperative pain.129
Exercise particular caution with IV administration, especially with initial doses.1
Decrease dosage by approximately 50% in patients who are at increased risk of respiratory depression.1 (See
Respiratory Depression under Cautions.)

Continuous IV Infusion†
Dosages of 25–250 mcg/hour have been used for the management of postoperative pain.33 34

Epidural Injection†
Dosages of 0.15–0.3 mg have been administered in the management of severe, chronic pain (e.g., in terminally ill
patients) as frequently as every 6 hours, up to a mean total daily dosage of 0.86 mg (range: 0.15–7.2 mg).31
60 mcg as a single dose, up to a mean total dose of 180 mcg administered over a 48-hour period, has been used for
the management of postoperative pain.23

Supplement to Surgical Anesthesia
Epidural Injection†
Dosage of 0.3 mg has been used as a supplement to surgical anesthesia with a local anesthetic.24192

Chronic Pain
Transdermal
When selecting the initial transdermal dose, consider the dose, potency, and characteristics of previous opiate
regimens and the reliability of the potency estimate used to calculate an equivalent buprenorphine dosage; the
patient’s degree of tolerance to adverse effects; the patient’s age and medical status; type and severity of pain;
concurrent therapy; the acceptable balance between efficacy and adverse effects; and the patient’s risk factors for
abuse, addiction, or diversion.213 Fatal overdosage possible with the first transdermal dose if the dose is
overestimated.213
Manufacturer considers the following dosage recommendations to be suggested approaches to the individual
management of each patient.213
Opiate-naive patients: Initiate with buprenorphine 5 mcg/hour.213
Patients previously receiving <30 mg daily of morphine sulfate (or equivalent): Initiate with buprenorphine 5
mcg/hour.213
Patients previously receiving 30–80 mg daily of morphine sulfate (or equivalent): Taper current opiate regimen for
up to 7 days to a total 24-hour dosage of ≤30 mg of morphine sulfate (or equivalent) and initiate with buprenorphine
10 mcg/hour.213
Titration: Increase at minimum intervals of 72 hours to a level providing adequate analgesia and acceptable adverse
effects, taking into account patient’s requirement for supplemental short-acting analgesics.213 Maximum transdermal
dosage is 20 mcg/hour (see Cardiac Effects under Cautions).213

Discontinuance: Periodically reassess need for continued around-the-clock opiate therapy.213When discontinuing
therapy, taper dosage to prevent manifestations of withdrawal.213 Consider use of a short-acting opiate during
tapering process.213

Opiate Dependence
Induction
Sublingual
Initially, buprenorphine 8 mg on day 1 and 16 mg on day 2.202 From day 3 onward, administer buprenorphine in fixed
combination with naloxone at the same buprenorphine dose as on day 2.202
To avoid precipitating withdrawal, give the first dose when objective and clear signs of opiate withdrawal are
evident.202 214
Manufacturer recommends that an adequate maintenance dosage, titrated to clinical effectiveness, be achieved as
rapidly as possible to prevent undue opiate withdrawal symptoms.202

Maintenance
Sublingual
Target dosage of buprenorphine in fixed combination with naloxone is 16 mg daily; however, dosages as low as 12
mg daily may be effective in some patients.202 214 Adjust dosage in increments/decrements of 2 or 4 mg daily to a
dosage that suppresses opiate withdrawal symptoms and ensures that the patient continues treatment.202 214
Usual dosage: 4–24 mg daily depending on the individual patient.202 214
If switching between buprenorphine/naloxone sublingual tablets and sublingually dissolving strips, continue same
dosage.214 However, not all doses and dose combinations are bioequivalent; monitor for efficacy and tolerability and
adjust dosage if needed.214 (See Bioavailability under Pharmacokinetics.)

Discontinuance
Sublingual
The decision to discontinue therapy after a period of maintenance or brief stabilization should be made as part of a
comprehensive treatment plan.202 214 Both gradual and abrupt discontinuance have been used; the best method for
tapering dosage at the end of treatment has not been established.202 214
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