Tramadol HCl/Ultram( Drug Use Criteria

Generic Name: 
Tramadol Hydrochloride

Brand Name:

Ultram( (Ortho-McNeil)

Pharmacologic Class:
Non-narcotic analgesic

Uses:
Appropriate indications: 

1. For treatment or prevention of moderate to moderately severe chronic pain in adults.

Inappropriate indications:

1. Patients hypersensitivity/anaphylactic reaction to tramadol, any components of tramadol or opioids. 

2. Tramadol is contraindicated in any situation where opioids are contraindicated, including acute intoxication with alcohol, hypnotics, narcotics, centrally acting analgesics, opioids or psychotropic drugs

3. Patients who cannot tolerate tramadol

Drug Therapy Selection:
Efficacy:

1. Oral tramadol effectively relieved moderate to severe postoperative pain associated with surgery, including abdominal, orthopaedic, groin, gynaecological, and cardiac surgery, in both inpatients and day surgery patients. It reduces pain intensity by 47 to 58% within 4 – 6 hours. Its overall analgesic efficacy was similar to that of morphine or alfentanil and superior to that of pentazocine. 

2. It can also be used to alleviate labor-induced pain, including cesarean section, hysterectomy, hip replacement, osteoarthritis, arthralgia, myalgia, headache, dental pain following oral surgery.

3. It can also be used to relieve chronic pain associated with cancer, neuropathic (including diabetic neuropathy, postherpetic neuralgia), or low-back pain.

Safety:

1. Tramadol may prove particularly useful in patients with poor cardiopulmonary function, including the elderly, the obese and smokers, in patients with impaired hepatic or renal function, and in patients in whom NSAID’s are not recommended or need to be used with caution. 

2. Oral tramadol has proved to be an effective and well-tolerated analgesic agent in the perioperative setting.

3. Tramadol should be used with care in patients with a history of epilepsy or those susceptible to seizures.

4. Unlike other opioids, tramadol has no clinically relevant effects on respiratory or cardiovascular parameters at recommended doses in adults.

5. Patients taking SSRI or MAOI class medication 

6. Patients taking medications which may lower seizure threshold

7. Patients with epilepsy or other seizure disorder.

Cost:

	Drug
	Unit
	Cost per unit
	Dose
	Cost/30D supply/Pt
	Cost/yr/Pt

	Tramadol 50mg
	Bottle of 100
	$0.05/tablet
	1-2 qid
	$6.00-$12.00
	$72.00-$144.00

	Acetaminophen 500mg
	Bottle of 1000
	$0.005/tab
	1-2 qid
	$1.20-$2.40
	$14.40-$28.80

	Ibuprofen 600-800mg
	Bottle of 500
	$0.02/tab
	1 tid
	$1.80
	$21.60

	Naproxen 250-500mg
	250mg-Btl of 500; 500mg-Btl of 1000
	$0.03-0.05/tablet
	1 bid
	$1.80-$3.00
	$21.60-$36.00

	Etodolac 300-400mg
	Bottle of 100
	$0.11/tab; $0.20/capsule
	1 bid-tid
	$6.60-$9.90 Tab

$12.00-$18.00 Cap
	$79.20-118.80

$144.00-216.00

	Salsalate 500-750mg
	Bottle of 500
	$0.03/tablet
	1 bid-tid
	$1.80-$2.70
	$21.60-32.40

	Hydrocodone 5mg/APAP  500mg
	Bottle of 500
	$0.03/tablet
	1-2 qid
	$3.60-$7.20
	$43.20-86.40

	Codeine 30mg/APAP 300mg
	Bottle of 50
	$0.09/tablet
	1-2 qid
	$10.80-$21.60
	$129.60-259.20

	Morphine 15mg IR
	Bottle of 100
	$0.04/tablet
	1 qid
	$4.80
	$57.60

	Morphine 30mg IR
	Bottle of 100
	$0.08/tablet
	1 qid
	$9.60
	$115.20


Dosing:

1. Normal dose: 

50 – 100 mg orally every 4 to 6 hours for a total of 150 – 300 mg/d, max 400 mg/d.

2. Dosage in renal insufficiency:

   If CrCl < 30 mL/min, the dosing interval of tramadol should be increased to 12 hours, max 200 mg/d.

3. Dosage in hepatic insufficiency:

For patients with cirrhosis: 50 mg orally every 12 hours.

4. Dosage in labor-induced pain:

   100 mg po x 1, may repeat 1 hour after the first dose. 

5. Dosage in geriatric patients: 

Elderly patients require lower doses of tramadol than younger patients. Creatinine clearance should be monitored and used as a determining factor for dosage adjustment. Patients over 75 years of age should receive no more than 300 mg per day in divided doses.

Contraindications: 

1. Contraindicated in patients hypersensitive to tramadol or any other component of this product.

2. Contraindicated in any situation where opioids are contraindicated, including acute intoxication with any of the following: alcohol, hypnotics, narcotics, centrally acting analgesics, opioids or psychotropic drugs.

3. Seizure risk: Seizures have been reported in patients receiving tramadol within the recommended dosage range. Seizure risk is increased with doses of tramadol above the recommended range, or concomitant use of tramadol with selective serotonin reuptake inhibitors (SSRIs or anorectics), tricyclic antidepressants (TCAs), other tricyclic compounds (cyclobenzaprine, promethazine), other opioids, monoamine oxidase inhibitors (MAOIs), neuroleptics, or other drugs that reduce the seizure threshold. Risk of seizure may also increase in patients with epilepsy, those with a history of seizures, or with a recognized risk for seizure (head trauma, metabolic disorders, alcohol and drug withdrawal, CNS infections). In Ultram overdose, naloxone administration may increase the risk of seizure.

4. Anaphylactoid reactions: Serious and rarely fatal anaphylactoid reactions have been reported, usually following the first dose.

5.  Respiratory depression: Respiratory depression may result when large doses of tramadol are administered with anesthetic medications or alcohol. Respiratory depression should be treated as an overdose. 

6. Interaction with central nervous system (CNS) depressants: Ultram increases the risk of CNS and respiratory depression in patients receiving CNS depressants such as alcohol, opioids, anesthetic, narcotics, phenothiazines, tranquilizers, or sedative hypnotics

7. Increase intracranial pressure or head trauma: respiratory depression effects of opioids include carbon dioxide retention and secondary elevation of cerebrospinal fluid pressure. These effects may markedly increase in these patients. In addition, papillary changes (miosis) from tramadol may obscure the existence, extent, or course of intracranial pathology. 

8. Use in ambulatory patients: Ultram may impair the mental and/or physical abilities required for the performance of potentially hazardous tasks such as operating machine or driving a car.

9. Use with MAOIs and Serotonin Reuptake Inhibitors: Concomitant use of Ultram with MAOIs and SSRIs increase the risk of adverse events, including seizures and serotonin syndrome. 

10. Withdrawal: withdrawal symptoms may occur if Ultram is discontinuously abruptly. Symptoms may include anxiety, sweating, insomnia, rigors, pain, nausea, tremors, diarrhea, upper respiratory symptoms, piloerection, and rarely hallucinations. Clinical experience suggests that withdrawal symptoms may be relieved by tapering the medication. 

11. Physical dependence and abuse: ultram may induce psychic and physical dependence of morphine-type (( -opioid). Ultram should not be used in opioid-dependent patients. Ultram has been shown to re-initiate physical dependence in some patients that have been previously dependent on other opioids.

12. Hypersensitivity

Precautions:
1. Elderly patients age greater than 75 experience slightly elevated serum concentrations of tramadol and a prolonged elimination half-life. A lower starting dose, slow dose titration, and a lower maximum daily dose are recommended in these patients.

2. Acute abdominal conditions: The administration of Ultram may complicate the clinical assessment of patients with acute abdominal conditions.

3. Pregnancy Category C

4. Myxedema, hypothyroidism, or hypoadrenalism (dose reductions may be required)

5. Liver diseases and renal impairment (dose reductions may be required)

Drug – Drug and Drug – Food Interactions: CYP2D6 and 3A3/4 (minor) enzyme substrate

1. Risk of seizures is increased when tramadol is taken with acetophenazine, amitriptyline, amoxapine, bromperidol, chlorpromazine, chlorprothixene, citalopram, chlormipramine, clovoxamine, clozapine, cyclobenzaprine, desipramine, dothiepin, doxepin, ethopropazine, femoxetine, fluoxetine, flupenthixol, fluphenazine, fluvoxamine, haloperidol, imipramine, lofepramine, loxapine, melperone, mesoridazine, methotrimeprazine.

2. Serotonin syndrome (hypertension, hyperthermia, myoclonus, mental status changes) is observed when tramadol is combined with citalopram, clovaxamine, femoxetine, fluoxetine, flupenthixol, fluvoxamine. 

3. Combination with phenelzine, tranylcypromine (monoamine oxidase inhibitors) may cause respiratory depression, seizures, cardiovascular collapse, and death.

4. Co-administration of CNS depressants, such as ethanol may increase risk of excessive CNS depression.

5. Take tramadol with food to avoid nausea and vomiting

Recommended Monitoring: 
1. Vital signs: BP, RR, and pulse

2. Pain scale/relief

3. Signs of tolerance or abuse

Outcome Measures:
Therapeutic:

1. A reduction in pain; or 

2. Lower pain score

Safety/Adverse Effect: 

1. Most common side effects include constipation (46%), nausea (40%), dizziness/vertigo (33%), headache (32%), somnolence (25%), vomiting (17%), CNS stimulation (14%), dyspepsia (13%), asthenia (12%). 

2. Naloxone (Narcan() is a specific antidote for respiratory depression caused by tramadol and opioids, but will not counteract all the effects of tramadol. 

Dosage: 2 mg IV, may repeat as needed up to 18 mg. Naloxone may increase the risk of seizures in tramadol overdose.

Storage: 

Store at room temperature between 15 – 30 Celcius degrees (or 59 – 860F)
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