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Plain English summary

The number of people with diabetes is growing rapidly in the UK and is predicted to rise to over
5 million by 2025. Diabetes causes nerve damage that can lead to severe painful symptoms in the

feet, legs and hands. One-quarter of all people with diabetes experience these symptoms, known as
‘painful diabetic neuropathy’. Current individual medications provide only partial benefit, and in only
around half of patients. The individual drugs, and their combinations, have not been compared directly
against each other to see which is best.

We conducted a study to see which treatment pathway would be best for patients with painful diabetic
neuropathy. The study included three treatment pathways using combinations of amitriptyline, duloxetine
and pregabalin. Patients received all three treatment pathways (i.e. amitriptyline treatment for 6 weeks
and pregabalin added if needed for a further 10 weeks, duloxetine treatment for 6 weeks and pregabalin
added if needed for a further 10 weeks and pregabalin treatment for 6 weeks and amitriptyline added if
needed for a further 10 weeks); however, the order of the treatment pathways was decided at random.
We compared the level of pain that participants experienced in each treatment pathway to see which
worked best.

On average, people said that their pain was similar after each of the three treatments and their
combinations. However, two treatments in combination helped some patients with additional pain
relief if they only partially responded to one. People also reported improved quality of life and sleep
with the treatments, but these were similar for all the treatments. In the health economic analysis,
the value for money and quality of life were similar for each pathway, and this resulted in uncertainty
in the cost-effectiveness conclusions, with no one pathway being more cost-effective than the others.
The treatments had different side effects, however; pregabalin appeared to make more people feel
dizzy, duloxetine made more people nauseous and amitriptyline resulted in more people having a dry
mouth. The pregabalin supplemented by amitriptyline pathway had the smallest number of treatment
discontinuations due to side effects and may be the safest for patients.
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