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Chapter 4

Scientific evidence and expert clinical opinion
for the utility of opioid switching

Giovambattista Zeppetella and Claire Bates

Introduction
Pain in cancer patients is a complex problem with physical, social, psychological and
spiritual dimensions. Physical pain is an important aspect of the total pain commonly
experienced by cancer patients. Most patients with cancer pain will, however,
respond to simple therapies. In 1986 the World Health Organization (WHO) 
published guidelines for cancer pain management based on the three-step analgesic
ladder (WHO 1986). Since the WHO analgesic ladder was first proposed, there has
been a wealth of clinical experience to support its use and studies have shown that
adequate pain relief can be achieved in approximately 80% of patients (Hanks &
Hawkins 2000).

The European Association for Palliative Care and the WHO recommend 
morphine as the opioid of choice for the management of moderate-to-severe pain (Expert
Working Party of the European Association for Palliative Care 1996; WHO 1996).
The dose of morphine should be titrated against the pain to achieve analgesia; a wide
variation in mean daily dose has been reported (Boisvert & Cohen 1995). Morphine
appears to have no clinically relevant ceiling effect to analgesia, but for some patients
there may come a stage when further titration is made difficult because of unacceptable
adverse effects. These adverse effects can include nausea, vomiting, sedation and 
hallucinations, which usually reduce within a few days, and constipation, which 
usually does not. It has been suggested that, for patients who appear unable to
tolerate morphine, a switch to another opioid may be beneficial (Galer et al. 1992).

Opioids for moderate-to-severe pain
A number of alternatives to morphine are currently available and these include
diamorphine, fentanyl, hydromorphone, oxycodone and methadone. The primary
receptor binding for these drugs is shown in Table 4.1.

Morphine
Morphine, a potent µ agonist, was first isolated from the opium poppy in 1806 by the
German pharmacist Frederich Sertürmer and its chemical structure determined in
1902. Morphine is now available in a wide range of formulations. After oral 
administration, the average bioavailability is 20–30%. Morphine is metabolised in
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