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Plain English summary

Izheimer’s disease is a disorder of memory in older individuals. High blood pressure in mid-life

increases the risk of developing Alzheimer’s disease. We and others have found that a biochemical
pathway in the brain, which also influences blood pressure, may be more relevant in Alzheimer’s disease
than changes to blood pressure. This pathway, the renin-angiotensin system, includes a small molecule
called angiotensin Il that is raised in brain tissue from people with Alzheimer’s disease. As well as raising
blood pressure, angiotensin Il influences inflammation and chemical stress in brain cells and stops the
release of chemicals involved in memory. Angiotensin Il also enhances the production of key proteins
(amyloid-B and tau) that damage brain tissue in Alzheimer’s disease. All of these damaging characteristics
point to angiotensin Il being a detrimental factor in Alzheimer’s disease.

We conducted a multicentre randomised clinical trial to test whether or not losartan, the first drug
developed to reduce the function of angiotensin Il, could slow the progression of Alzheimer’s disease
compared with placebo. We believed that reducing angiotensin Il function would slow brain cell
damage, brain shrinkage and memory problems in Alzheimer’s disease while improving brain blood
flow. We recruited 211 participants and their study partners through 23 centres across Great Britain
and Northern Ireland. We used brain imaging techniques, 12 months apart, to measure changes in
brain volume and, in a subset of people, levels of brain-related vascular damage and brain blood flow
as indicators of disease. We also used established questionnaires to assess memory and thinking,
quality of life and activities of daily living to explore if losartan brought any benefits. Unfortunately,
we found no evidence that 12 months’ treatment with losartan slowed the progression of Alzheimer’s
disease according to our main study measures. Although losartan was unsuccessful in this study design,
other study designs testing related drugs may still be successful.
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