
This summary includes com-
pound analgesics for the treat-

ment of mild to severe pain. It
excludes combinations of aspirin or
paracetamol with an antiemetic –
metoclopramide (MigraMax and
Paramax respectively) or a phe-
nothiazine – or the vasoconstrictor
isometheptene (Midrid) that are
used specifically for the treatment
of acute migraine.

The BNF considers all analgesics
combining fixed doses of aspirin or
paracetamol with an opioid (other
than tramadol) and used to treat
mild to severe pain as ‘less suitable
for prescribing’. Its argument is
that their advantages have not been
substantiated, there is a risk of opi-
oid adverse effects even at low
doses, and the presence of two
drugs complicates the manage-

ment of overdose. The response to
opioids is variable and optimal
treatment means titrating the dose
to individual need; this is not pos-
sible with compound analgesics.
Opioids are ineffective in dental
pain, for which NSAIDs, including
aspirin, are preferred.

This stance is contradicted by
advice on initial treatment of
osteoarthritis: the BNF recom-
mends adding an opioid to treat-
ment with paracetamol and/or an
NSAID, and prefers an opioid to an
NSAID in patients taking low-dose
aspirin to reduce the risk of adverse
gastrointestinal effects. 

Because of concerns about
safety and the risk of abuse, the reg-
ulations covering solid-dose forms
of compound analgesics containing
codeine or dihydrocodeine have

been tightened. All products are
now licensed only for the short-
term treatment of acute moderate
pain that is not relieved by aspirin,
paracetamol or ibuprofen alone.
The packaging and insert must
include a statement about the risk
of addiction, the insert should also
contain information on overuse
headache, and the packaging
should carry a declaration of the
indication, with a limit of three
days’ use. 

Finally, any pack larger than 32
dose units is now prescription only,
and this requirement includes
effervescent or dispersible formu-
lations. However, pharmacists can
exercise their professional judge-
ment and supply multiple packs of
tablets or capsules up to a maxi-
mum of 100.
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KEY POINTS

• the BNF considers all analgesics combining fixed doses of aspirin or

paracetamol with an opioid (other than tramadol) and used to treat mild

to moderate pain as ‘less suitable for prescribing’

• paracetamol/tramadol is the only compound analgesic not classed as

less suitable for prescribing and indicated for moderate to severe pain

• solid-dose forms including codeine or dihydrocodeine are now licensed

only for the short-term treatment of acute moderate pain that is not

relieved by aspirin, paracetamol or ibuprofen alone

• compound analgesics have similar dose schedules, with a daily maxi-

mum limited by the permitted total dose for aspirin and paracetamol

• compound analgesics have all the drug interactions, prescribing cau-

tions and contraindications of both components, amounting to a long

list of provisos to their use

• compound analgesics can simplify medicating the elderly but can lead

to problems following sustained use

• tramadol has been shown that it can prevent hyperalgesia, which is a

useful attribute in many chronic pain states



Compound analgesics have sim-
ilar dose schedules, with a daily
maximum limited by the permitted
total dose for aspirin and paraceta-
mol. With the exception of tra-
madol/paracetamol (Tramacet),
which has a low dose of paraceta-
mol, they contain standard doses of
the minor analgesic. They differ in
the type and dose of opioid and the
formulation (tablet, capsule, effer-
vescent/dispersible). 

None of these products are
licensed for use in children under
12 years old and the dose of opioid
(with the exception of paraceta-
mol/tramadol) should be reduced
in elderly patients.

There are five types of com-
pound analgesic containing para -
cetamol but only one with aspirin

(see Table 1). They have all the
drug interactions, prescribing cau-
tions and contraindications of both
components, amounting to a long
list of provisos to their use. 

The prescribing cautions and
contraindications of aspirin
include avoiding use in the under-
16s because of the risk of Reye’s
syndrome and caution in patients
with asthma, allergies, concurrent
treatment with a drug that
increases bleeding and a history of
peptic ulcer. Co-codaprin is expen-
sive compared with other com-
pound analgesics.

Paracetamol is available in com-
bination with codeine (8, 15 and
30mg), dihydrocodeine (10, 20 and
30mg) and, at a dose of 325mg per
dose unit, tramadol (37.5mg).

Paracetamol is ‘generally pre-
ferred’ to aspirin, especially for eld-
erly patients, but caution is needed
in patients with hepatic impair-
ment. Patients should be warned
that many over-the-counter prod-
ucts contain paracetamol and they
should not exceed the total daily
dose by taking those in addition to
their prescribed treatment.

The licensed indications of the
branded compound analgesics sug-
gest there is a hierarchy of use for
codeine, starting with 8mg for mild
to moderate pain, 15mg for mod-
erate pain and 30mg for severe
pain. However, the BNF states that
codeine is indicated for mild to
moderate pain over the dose range
30–60mg four-hourly, and that it is
too constipating for long-term use.
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Table 1. Dosage and NHS cost of compound analgesics for the treatment of mild to moderate pain

Co-codaprin 8/400 aspirin 400mg 1–2 every 4–6 hours; £5.16 dispersible

codeine 8mg max. 8 daily

Co-codamol 8/500 paracetamol 500mg 1–2 every 4–6 hours; £0.25 tabs, caps, dispersible

codeine 8mg max. 8 daily child 6–12: half adult dose

Co-codamol 15/500 paracetamol 500mg 1–2 every 4 hours; £0.58b tabs, caps, dispersible

codeine 15mg max, 8 daily

Co-codamol 30/500 paracetamol 500mg 1–2 every 4 hours; £0.24c tabs, caps, dispersible

codeine 30mg max. 8 daily

Co-dydramol paracetamol 500mg 1–2 every 4–6 hours; £0.23 tabs

dihydrocodeine 10mg max. 8 daily

paracetamol 500mg £0.76d tabs

dihydrocodeine 20mg

paracetamol 500mg £0.94e tabs

dihydrocodeine 30mg

Paracetamol/tramadolf paracetamol 325mg 2 tabs not more £1.29g tabs, dispersible

tramadol 37.5mg often than 6 hourly, swallow tabs whole

max. 8 daily

abased on the maximum dose of the cheapest formulation; prices from MIMS December 2012 bCodipar cZapain dRemedeine
eRemedeine Forte findicated for moderate to severe pain gTramacet

Constituents Dosage Cost per daya Notes
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Compound analgesics contain-
ing 20 or 30mg of dihydrocodeine
are licensed for the treatment of
severe pain but the BNF believes its
analgesic efficacy is similar to that
of codeine and the higher dose
(60mg) is associated with an
increased risk of nausea and 
vomiting.

Paracetamol/tramadol is the
only compound analgesic not
classed as less suitable for prescrib-

ing. Tramadol combines its opioid
effects with an enhancement of
serotonin and noradrenaline activ-
ity. In combination with paraceta-
mol it is licensed for moderate to
severe pain, but as monotherapy it
is considered less effective than
other opioids for severe pain. It is
associated with a lower risk than
conventional opioids of constipa-
tion, respiratory depression and
addiction but it has rarely been

associated with psychiatric effects
such as hallucinations and confu-
sion. The dose interval should be
increased to 12 hours in patients
with moderate renal impairment,
and this should be considered in
patients with moderate hepatic
impairment.

In 2011, GPs in England wrote
a total of 40 million prescriptions
for analgesics for mild to moderate
pain at a total cost of approxi-
mately £151 million. About half of
volume was for paracetamol alone
(accounting for about 40 per cent
of costs). 

Prescribing statistics for the
compound analgesics are sum-
marised in Table 2.
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Table 2. GP prescriptions and net ingredient cost (NIC) for compound analgesics for
mild to moderate pain dispensed in England, 2011

co-codaprin 8/400 2.1 100 46.77

co-codamol 8/500 4 980 17 059 3.05–10.72

co-codamol 15/500 997 8 586 6.59–9.46

co-codamol 30/500 9 103 43 368 3.15–12.52

co-dydramol 10/500b 3 261 10 611 3.25

paracetamol/tramadolc 282 4 572 13.02–16.27

adepends on brand or formulation
bno prescribing data for other strengths
cindicated for moderate to severe pain

No. scrips (000s) NIC (£000) NIC per scrip (£)a

Place in therapy

Nociception is conveyed and per-
ceived by a wide variety of mecha-
nisms prior to final perception as
pain. It is for this reason that no sin-
gle analgesic is perfect in abolish-
ing either acute or chronic pain.
Compound analgesics work by two
or more mechanisms in a synergic
manner, such as an NSAID and an
opioid within the same prepara-
tion, and many of these are avail-
able as over-the-counter products. 

Most of the evidence for the effi-
cacy of these analgesics, especially in
combination, is through acute pain
studies.1 Combination preparations
can simplify medicating the elderly
but can lead to problems following
sustained use, such as opioid-induced
constipation and a variety of NSAID-
induced cardiovascular, renal and
gastrointestinal side-effects.2 

One may question the rational
of using combination analgesia
with co-codamol, since codeine is
not metabolised to its active state in
7–10 per cent of the population, as
they do not express the functional
CYP2D6 enzyme. 

However, if after titrating each
component to derive a satisfactory
and stable state, the use of com-
pound products may be warranted
in managing chronic pain.3 The
author prefers to avoid chronic
codeine consumption due to opi-
oid side-effects, and with tolerance
developing it is frequently not
much better than using paraceta-
mol alone. 

There is evidence that paraceta-
mol with tramadol is preferable
since tramadol has a good analgesic
potency for a low opioid load due
to its additional modes of action. In
addition, it has been shown that it

can prevent hyperalgesia, which is
a useful attribute in many chronic
pain states.4,5
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