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Tramadol is a dual-action opioid, which inhibits
monoamine reuptake and through its major metabo-
lite, O-desmethyltramadol (M1), is a -receptor ag-
onist.'"" M1 is derived from cytochrome P450 (CYP)
2D6.1I Tramadol is enantiomeric; (—)-tramadol in-
hibits noradrenaline reuptake and (+)-tramadol in-
hibits serotonin reuptake.l’! Most analgesia is de-
rived from interaction with p-receptors and o2 adre-
noceptors.[*! However, even poor metabolisers will
derive some analgesic benefit from tramadol.!

The dose proportionality of tramadol suggests no
limits to its bioavailability. No evidence exists for
analgesic tolerance, at least over 12 weeks. The
kinetics of tramadol are altered by significant hepat-
ic and renal failure.l'! Immediate-release (IR)
tramadol (the standard formulation) becomes kineti-
cally extended-release tramadol when renal or hep-
atic failure is severe.ll Tramadol IR should be
avoided altogether in organ failure. Steady-state
levels are reached by day 4-5; hence, the around-
the-clock dosage should not be increased for 4-5
days after initiating extended-release (ER) tramadol
in order to avoid delayed toxicity.

Tramadol ER will increase patient compliance as
a result of once-daily administration. In addition,
tramadol is not associated with renal failure or gas-
trointestinal bleeding, as are NSAIDs. There is little
legal scrutiny with prescribing of tramadol, although
addiction can occur. Tramadol is an effective anal-
gesic in neuropathic pain. The number needed to
treat for benefit value is 3.8, which matches the
benefits of gabapentin.!
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Toxicity is similar to that of other opioids, al-
though confusion and myoclonus appear to be less
frequent than with potent opioids. The increased risk
for falls in the elderly with tramadol (1.54; 95% CI
1.49, 1.58) matches the relative risk of morphine
(1.47; 95% CI 1.37, 1.58).I9! Tramadol-induced se-
rotonin reuptake inhibition is probably the reason
for early emesis.”! Tramadol should not be given
with other serotonin transport inhibitors (tricyclic
antidepressants, selective serotonin reuptake inhibi-
tors, or selective norepinephrine serotonin reuptake
inhibitors) since there is an increased risk of the
serotonin syndrome with the combination.!!]

Tramadol has a role in the management of neuro-
pathic pain and chronic non-malignant pain. It is
probably the ‘weak’ opioid of choice for cancer
pain. Those individuals with an opiophobia are like-
ly to prefer tramadol to low doses of morphine. Drug
interactions can be a problem but should not deter
physicians from using tramadol ER. A

References

1. Grond S, Sablotzki A. Clinical pharmacology of tramadol. Clin
Pharmacokinet 2004; 43 (13): 879-923

2. Pedersen RS, Damkier P, Brosen K. Enantioselective pharma-
cokinetics of tramadol in CYP2D6 extensive and poor
metabolizers. Eur J Clin Pharmacol 2006; 62 (7): 513-21

3. Keating GM. Tramadol sustained-release capsules. Drugs 2006;
66 (2): 223-30

4. Ide S, Minami M, Ishihara K, et al. Mu opioid receptor-depen-
dent and independent components in effects of tramadol.
Neuropharmacology 2006; 51 (3): 651-8

5. Enggaard TP, Poulsen L, Arendt-Nielsen L, et al. The analgesic
effect of tramadol after intravenous injection in healthy volun-
teers in relation to CYP2D6. Anesth Analg 2006; 102 (1): 146-
50

6. Vestergaard P, Rejnmark L, Mosekilde L. Fracture risk associat-
ed with the use of morphine and opiates. J Intern Med 2006;
260 (1): 76-87

7. Barann M, Urban B, Stamer U, et al. Effects of tramadol and O-
demethyl-tramadol on human 5-HT reuptake carriers and

human 5-HT3A receptors: a possible mechanism for tramadol-
induced early emesis. Eur J Pharmacol 2006; 531 (1-3): 54-8



	References 2028
	Correspondence 

