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Avinza
(morphine sulfate)

BOXED WARNING
Exposes users to risks of addiction, abuse, and misuse, leading to overdose and death; assess each
patient's risk prior to prescribing, and monitor regularly for development of these behaviors/conditions.
Serious, life-threatening, or fatal respiratory depression may occur; monitor during initiation or following a
dose increase. Crushing, chewing, or dissolving can cause rapid release and absorption of a potentially
fatal dose; instruct to swallow caps whole or sprinkle contents on applesauce. Accidental ingestion,
especially by children, can result in fatal overdose. Prolonged use during pregnancy can result in neonatal
opioid withdrawal syndrome; advise pregnant women of the risk and ensure availability of appropriate
treatment. Avoid alcohol consumption or medications containing alcohol; may result in increased plasma
levels and potentially fatal overdose of morphine.

THERAPEUTIC CLASS
Opioid analgesic

DEA CLASS
CII

ADULT DOSAGE & INDICATIONS
Severe Pain (Daily, Around-the-Clock Management)
1st Opioid Analgesic:
Initial: 30mg q24h
Titrate: Adjust dose in increments of ≥30mg every 3-4 days

Opioid Intolerant:
Initial: 30mg q24h

Titration/Maint:
Individually titrate to a dose that provides adequate analgesia and minimizes adverse reactions; dose
adjustments may be dose every 3-4 days
Max Daily Dose: 1600mg/day

Breakthrough Pain: 
May require a dose increase or may need rescue medication w/ an appropriate dose of an immediate-release
analgesic

Conversions
From Other Opioids:
Initial: 30mg q24h; d/c all other around-the-clock opioids 

From Other Oral Morphine Formulations: 
Administer total daily oral morphine dose once daily; do not give more frequently than q24h

From Parenteral Morphine:
Between 2-6mg of oral morphine may be required to provide analgesia equivalent to 1mg of parenteral
morphine

From Other Non-Morphine Opioids (Parenteral or Oral): 
Initial: 1/2 the estimated daily morphine requirement

DOSING CONSIDERATIONS
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Discontinuation
Do not abruptly d/c; use a gradual downward titration of dose every 2-4 days to prevent signs/symptoms of
withdrawal

ADMINISTRATION
Oral route

Take caps whole; do not crush, chew, or dissolve the pellets in the caps

Alternative Administration
Sprinkle over applesauce and consume immediately w/o chewing
Rinse mouth to ensure all pellets have been swallowed
Discard any unused portion of caps after contents have been sprinkled on applesauce

Do not administer through a NG or gastric tubes

HOW SUPPLIED
Cap, Extended-Release: 30mg, 45mg, 60mg, 75mg, 90mg, 120mg

CONTRAINDICATIONS
Significant respiratory depression, acute or severe bronchial asthma in an unmonitored setting or in the absence
of resuscitative equipment, known/suspected paralytic ileus, hypersensitivity (eg, anaphylaxis) to morphine.

WARNINGS/PRECAUTIONS
Reserve use in patients for whom alternative treatment options are ineffective, not tolerated, or would be
otherwise inadequate to provide sufficient management of pain. Should be prescribed only by healthcare
professionals knowledgeable in the use of potent opioids for management of chronic pain. 90mg and 120mg
caps are for use in opioid-tolerant patients only. Doses >1600mg/day contain a quantity of fumaric acid that may
cause serious renal toxicity. Life-threatening respiratory depression is more likely to occur in elderly, cachectic,
or debilitated patients. Consider alternative nonopioid analgesics in patients with significant chronic obstructive
pulmonary disease (COPD) or cor pulmonale, and in patients having a substantially decreased respiratory
reserve, hypoxia, hypercapnia, or preexisting respiratory depression. May cause severe hypotension, including
orthostatic hypotension and syncope; increased risk in patients whose ability to maintain BP has already been
compromised by a reduced blood volume or concurrent administration of certain CNS depressants. Avoid with
circulatory shock, impaired consciousness, coma, or GI obstruction. Monitor patients who may be susceptible to
intracranial effects of carbon dioxide retention (eg, those with evidence of increased intracranial pressure, brain
tumors) for signs of sedation and respiratory depression, particularly when initiating therapy. May obscure
clinical course in patients with head injury. May cause spasm of sphincter of Oddi and increases in serum
amylase; monitor patients with biliary tract disease, including acute pancreatitis, for worsening symptoms. May
aggravate convulsions and induce/aggravate seizures. May impair mental/physical abilities. Not recommended
for use during and immediately prior to labor.

ADVERSE REACTIONS
Respiratory depression, constipation, N/V, somnolence, headache, peripheral edema, diarrhea, abdominal pain,
infection, urinary tract infection, flu syndrome, back pain, rash, insomnia, depression, dyspnea.

DRUG INTERACTIONS
See Boxed Warning. Concomitant use with other CNS depressants (eg, sedatives, anxiolytics, neuroleptics) may
increase risk of respiratory depression, profound sedation, hypotension, coma and death; if coadministration is
required, consider dose reduction of one or both agents. Monitor use in elderly, cachectic, and debilitated
patients when coadministered with other drugs that depress respiration. Mixed agonist/antagonists (eg,
pentazocine, nalbuphine, butorphanol) and partial agonist (buprenorphine) analgesics may reduce analgesic
effect or precipitate withdrawal symptoms; avoid coadministration. May enhance neuromuscular blocking action
of skeletal muscle relaxants and produce an increased degree of respiratory depression. MAOIs may potentiate
effects of morphine; avoid use with MAOIs or within 14 days of stopping such treatment. Cimetidine may
potentiate morphine-induced respiratory depression. Confusion and severe respiratory depression in a patient
undergoing hemodialysis reported with concurrent cimetidine. May reduce efficacy of diuretics and lead to acute
urinary retention. Anticholinergics or other medications with anticholinergic activity may increase risk of urinary
retention and/or severe constipation and lead to paralytic ileus. Absorption/exposure may be increased with p-
glycoprotein inhibitors (eg, quinidine).

PREGNANCY AND LACTATION
Category C, not for use in nursing.

MECHANISM OF ACTION
Opioid analgesic; acts as a full agonist, binds with and activates opioid receptors at sites in the periaqueductal
and periventricular grey matter, the ventromedial medulla and the spinal cord to produce analgesia.

PHARMACOKINETICS
Absorption: Cmax=18.65ng/mL; AUC=273.25ng/mL•hr. Distribution: Vd=1-6L/kg, plasma protein binding (20-
35%); crosses the placenta; found in breast milk. Metabolism: Liver via glucuronidation and sulfation;
(metabolites) morphine-3-glucuronide (M3G, about 50%), morphine-6-glucuronide (M6G, about 5-15%),
morphine-3-etheral sulfate. Elimination: Urine (M3G/M6G, 10% unchanged), bile, feces (7-10%);
T1/2=approximately 24 hrs.

ASSESSMENT
Assess for abuse/addiction risk, pain intensity, prior opioid therapy, opioid tolerance, respiratory depression,
drug hypersensitivity, pregnancy/nursing status, possible drug interactions, or any other condition where
treatment is contraindicated or cautioned.



MONITORING
Monitor for respiratory depression (especially within first 24-72 hrs of initiation), hypotension,
seizures/convulsions, and other adverse reactions. Monitor BP and serum amylase levels. Routinely monitor for
signs of misuse, abuse, and addiction. Periodically reassess the continued need for therapy.

PATIENT COUNSELING
Inform that use of drug can result in addiction, abuse, and misuse; instruct not to share with others and to take
steps to protect from theft or misuse. Inform about risk of respiratory depression and advise to seek medical
attention if breathing difficulties develop. Advise to store securely and dispose unused caps by flushing down the
toilet. Inform female patients of reproductive potential that prolonged use during pregnancy may result in
neonatal opioid withdrawal syndrome and instruct to inform physician if pregnant or planning to become
pregnant. Inform that potentially serious additive effects may occur when used with alcohol or other CNS
depressants, and not to use such drugs unless supervised by physician. Instruct about proper administration
instructions. Inform that drug may cause orthostatic hypotension, syncope, and impair the ability to perform
potentially hazardous activities; advise to not perform such tasks until patients know how they will react to
medication. Advise of potential for severe constipation, including management instructions. Advise how to
recognize anaphylaxis and when to seek medical attention.

STORAGE
25°C (77°F); excursions permitted to 15-30°C (59-86°F). Protect from light and moisture.
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