
Opioid analgesics vary in their
activity at opioid and other

receptors, resulting in qualitative
and quantitative differences in
their adverse effects and in their
efficacy. 

Most have activity only at mu,
delta and kappa opioid receptors.
Tramadol is the only strong opioid
that also inhibits neuronal reup-
take of noradrenaline and
enhances serotonin release.
Licensed for the treatment of mod-
erate to severe pain, it is not con-
sidered to be as effective as other

strong opioids in treating severe
pain but is associated with fewer
adverse effects typical of opioids,
such as constipation.

The technology
Tapentadol (Palexia) is an oral
strong opioid analgesic that is an
agonist at mu opioid receptors and
also inhibits the reuptake of nor -
adrenaline. It is licensed for pain
in adults that can be adequately
managed only by opioids: the
immediate-release (IR) formula-
tion is licensed for the treatment

of moderate to severe acute pain
and the modified-release (MR)
formulation for severe chronic
pain. 

For acute pain, treatment
should be initiated at a dose of
50mg (or higher depending on
pain severity and patient history);
the second dose may be taken one
hour later but subsequent doses
should be given at four- to six-
hourly inter vals. Maintenance
doses above 600mg daily have not
been studied. When stable treat-
ment is established, a switch to
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Tapentadol (Palexia) is an oral
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the management of pain.

KEY POINTS

• tapentadol (Palexia) is a strong opioid that

also inhibits noradrenaline reuptake

• it is licensed for the treatment of acute

moderate to severe pain (immediate-

release, IR) or chronic severe pain (modi-

fied-release, MR); experience of treating

cancer pain is limited

• the IR formulation is available as 50mg

(28=£12.46; 56=£24.91) and 75mg (28=£18.68; 56=£37.37) tablets, the MR

formulation as 50mg (28=£12.46; 56=£24.91), 100mg (56=£49.82), 150mg

(56=£74.73), 200mg (56=£99.64) and 250mg (56=£124.55) tablets

• dosage (IR) is 50mg every 4–6 hours initially, increasing by 50mg 1 hour

after first dose if necessary; MR: initially 50mg twice daily in opioid-

naive patients, increasing by 50mg twice daily every 3 days if necessary

• in clinical trials in patients with chronic pain due to knee osteoarthritis

or low back pain, MR tapentadol 100–250mg twice daily was non-

inferior to MR oxycodone 20–50mg twice daily in relieving pain and

superior on patient assessments and quality-of-life scores

• compared with MR oxycodone, MR tapentadol is associated with fewer

adverse gastrointestinal effects and a similar frequency of adverse CNS

effects

• tapentadol is a well tolerated and effective analgesic that can be

administered in an elderly population with co-morbidities, even with

mild to moderate renal or mild hepatic dysfunction



the MR formulation should be
considered. 

For chronic pain, the initial
dose of the MR formulation is
50mg twice daily (adjusted accord-
ing to treatment history), titrating
in increments of 50mg every three
days until pain control is achieved;
doses greater than 500mg daily
have not been studied.

No dose adjustment is required
in elderly people or in those with
mild renal or hepatic impairment
or, for the IR formulation only, in
patients with moderate renal
impairment. 

Clinical trials
Clinical trials of tapentadol have
focused largely on acute postoper-
ative pain, chronic pain due to
osteoarthritis of the hip or knee, or
low back pain. Experience of treat-
ing cancer pain is limited.

IR tapentadol 50, 75 or 100mg
four to six hourly has been shown
to be noninferior to oxycodone
(OxyNorm) 10–15mg four to six
hourly in three-day trials in patients
with acute pain after bunion -
ectomy.1,2 Speed of onset of pain
relief and the proportions of
patients reporting 30 or 50 per cent
pain relief were broadly similar.

Three trials comparing MR
tapentadol 100–250mg twice daily
with MR oxycodone (OxyContin)
20–50mg twice daily and placebo in
a total of 2968 patients with chronic
pain due to osteoarthritis of the
knee or low back pain are available
as a pooled analysis.3 Patients were
dissatisfied with their current anal-
gesia (taken for at least three
months); about one-third had been
taking an opioid at a dose of
≤160mg oral morphine equivalent.
Baseline mean pain intensity score,
on a 0–11 point scale, was 7.4. 

All analgesics were discontinued
before randomisation; under
supervision, patients titrated opioid
doses over three weeks to achieve

the optimum balance of analgesia
and tolerability. No rescue analge-
sia was permitted for knee or back
pain. The primary end-points were
the change in average pain inten-
sity after 12 weeks’ treatment at
week 12 and for the duration of
treatment. 

The proportions of patients dis-
continuing treatment were 41 per
cent with placebo, 44 per cent with
tapentadol (6 per cent due to lack
of efficacy, 18 per cent due to
adverse effects) and 62 per cent

with oxycodone (3 and 39 per cent
respectively). Median times to dis-
continuation were 124, 118 and 39
days respectively.

Both tapentadol and oxycodone
significantly reduced mean pain
intensity scores at 12 weeks and
over the treatment period com-
pared with placebo (see Figure 1);
tapentadol was noninferior to oxy-
codone. 

Defining response as per cent
reduction in pain intensity score,
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Figure 1. Mean change from baseline in pain intensity score; tapentadol MR was non-
inferior to oxycodone MR (after reference 3)
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Figure 2. Response rates at week 12 of maintenance treatment; vertical lines repre-
sent improvement of ≥30 and ≥50 per cent (after reference 3)
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tapentadol was superior to both
oxycodone and placebo at week 12,
whereas oxycodone was no better
than placebo (see Figure 2); this
may have been due to the higher
rate of discontinuation with oxy-
codone. 

Tapentadol was also signifi-
cantly superior according to
patients’ assessments of pain relief.
Quality of life and health status
scores improved significantly with
tapentadol compared with oxy-
codone and placebo.

Adverse effects
Tapentadol was associated with sig-
nificantly fewer adverse gastro -
intestinal events than oxycodone
(43 vs 66 per cent), in particular
nausea (21 vs 36 per cent), consti-
pation (17 vs 33 per cent) and vom-
iting (8 vs 21 per cent). 

The frequency of adverse
events affecting the CNS (40 vs 46
per cent) was similar; pruritus 
was more common with oxy-
codone (13 vs 5 per cent with
tapentadol).
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Place in therapy

From a clinician’s point of view,
there are two specific issues that we
encounter in pain management.
Firstly young patients who do get
effective pain relief from existing
analgesics; however, side-effects
limit the success of therapy,1 while
discontinuing medications impacts
on their return to a normal work-
ing live. 

Secondly, there is the elderly
population who have co-morbidi-
ties and the problems of drug 
interactions associated with
polypharmacy.2 Nearly 40 per cent
of patients of over 65 years of age
take more than five different med-
ications on a regular basis. The
choice of analgesics in elderly
patients is restricted by possible
drug interactions and the fact that
these patients may have organ dys-
function, sometimes undiagnosed.

Tapentadol has combined mu
and noradrenergic actions on the
spinal cord. It has strong opioid
properties. In both its IR and MR
formulations it is noninferior to
oxycodone.3–5

Clinical trials have shown that
tapentadol is associated with fewer
gastrointestinal effects compared
to oxycodone. Also, the proportion
of patients who discontinued

tapentadol was 44 per cent com-
pared to 62 per cent discontinuing
oxycodone when the drugs were
administered over a 12-week trial
period. 

Tapentadol was also rated as sig-
nificantly superior to oxycodone
according to patient assessment of
pain relief. 

These findings could form an
important consideration for pre-
scribing the MR preparation of
tapentadol for managing moderate
to severe pain in patients of work-
ing age. Tapentadol with its supe-
rior overall gastrointestinal
tolerability could be a better choice
over other opioids for some pain
problems.

Tapentadol differs from tra-
madol as it does not affect the sero-
tonergic pathway and it has much
more potent mu activity. As a result
tapentadol does not affect sleep
pattern and can be used along with
SSRIs. 

Tapentadol has no identified
CYP450 drug interactions. In addi-
tion its activity is independent of
metabolic activation (it is not a pro-
drug like tramadol) and no active
metabolites have been identified. 

No dose adjustments are
required in patients with mild or
moderate renal impairment. There
is no need for dose adjustment in
mild hepatic impairment. 

In relative terms tapentadol
could be considered a safe and
effective analgesic that can be
administered in an elderly popula-
tion with co-morbidities, even with
mild to moderate renal or mild
hepatic dysfunction.
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