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In the current issue of Journal of Internal Medicine, Liss and colleagues highlight the critical 

role of primary care clinicians in Alzheimer’s disease (AD) prevention, diagnosis and 

management, and present practical recommendations on how an early diagnosis of AD could 

be made in primary care using new and accessible diagnostic tools [1]. AD is very common, 

the progress in diagnostics during the past few years has been enormous, and disease-

modifying treatments may be around the corner, making the paper a must-read for any 

clinician caring for patients in mid- to late-adult life in general practice as well as decision-

makers in health care providers.  

 

Why is this important? 

We all hope for breakthroughs regarding disease-modifying treatments against AD in the near 

future. These treatments should stop or slow down the disease process, and not just 

temporarily reduce the symptoms. We do not know when this will happen, but one amyloid-

targeting drug (aducanumab) is currently undergoing evaluation for potential regulatory 

approval [2]. Additionally, there are large late-phase clinical trials of other drug candidates 
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underway, with much more data expected during 2021 and 2022. With access to disease-

modifying treatments, we will need widespread ability to detect AD pathology before it has 

caused too much harm to the brain networks and too much neuronal loss. This might even 

require pre-clinical detection, given the powerful compensatory mechanisms that are defining 

features of human brain function, and/or the use of refined tools to unveil subtle cognitive 

changes caused by the disease process before they are clinically overt (e.g., digital monitoring 

or cognitive stress tests).  

 

The patients will typically first be seen and evaluated in primary care. An effective diagnostic 

algorithm to identify and determine who should be referred to a memory clinic to be evaluated 

for potential disease-modifying treatment is needed. Again AD is such a common disease 

with an immense number of individuals at risk, primarily due to age, that any measures taken 

need to be precise, cost-effective and wisely chosen . In the future, when more experience on 

the new treatments (when approved) has been gained, one could imagine treatment initiation 

and/or evaluation in primary care (much like diabetes and asthma are taken care of by sub-

specialised primary care physicians and nurses), with unusual or difficult cases (atypical AD 

and non-AD neurodegenerative dementias) being referred to hospital specialists for further 

evaluation.  

 

What if we do not get disease-modifying treatments in the near future?  

If a patient seeks medical advice because of cognitive symptoms that have made him or her 

worry about AD, it is important to give a timely and an as accurate diagnosis as possible, also 

in the absence of disease-modifying treatments. AD is a serious disease with personal 

consequences that may be harsh, and the diagnosis is often difficult to make, especially before 

the symptoms are severe enough for the patient to fulfil dementia criteria. Somatic or non-AD 

neurologic or psychiatric disease may cause cognitive symptoms mimicking AD [3]. As 

emphasised by Liss et al., such diseases must be identified through a complete diagnostic 

work-up including clinical examination, blood tests, brain imaging and CSF analysis [1]. In 

short, a careful medical evaluation is warranted to detect treatable and non-treatable causes of 

the symptoms, to give the patient the most accurate information possible on his or her 

condition, and to optimize patient care and management, irrespective of whether or not a 

disease-modifying treatment is available.  

 

Improved and accessible diagnostic tools are at hand 
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Imaging (amyloid and tau positron emission tomography) and CSF (the 42 to 40 ratio of 

amyloid β, total and phosphorylated tau, and neurofilament light) biomarkers allow for 

detection of amyloid pathology, tau pathology and neurodegeneration, i.e., the pathological 

hallmarks of AD [4]. The CSF tests have recently been developed into blood-based tests with 

surprisingly good diagnostic accuracy [5]; some studies even suggest that they can replace the 

imaging and CSF biomarkers altogether [6, 7]. These blood biomarkers, especially if used in 

combination with refined cognitive screening tools, will likely make it possible to accurately 

identify or exclude AD in individual patients in primary care, which would truly revolutionize 

AD management [8]. However, before clinical implementation, careful evaluation of such a 

primary care-based, biomarker-supported diagnostic algorithm, in close collaboration with 

AD specialists, is needed.   

 

Ethical and clinical challenges ahead 

If we start to use the blood biomarkers and more sensitive cognitive tests for AD in primary 

care, we will identify more patients with pre-dementia AD. There is nothing wrong with this. 

However, it means that we will have to re-think AD as a clinical concept, how the diagnosis is 

perceived in the society, legal, employment and insurance aspects, and how we communicate 

with the patient and his or her relatives regarding the diagnosis. Sensitive cognitive tests may 

expose symptoms that otherwise would have gone unnoticed in everyday life for years. Blood 

biomarkers will detect pathology, the clinical expression of which may be variable. 

Irrespective of positive biomarkers, other causes of symptoms still need to be excluded. 

Linking biomarker values to a clinical presentation will be very important but demanding, 

especially considering the clinically silent incubation time (decades) of AD pathology; the 

clinical evaluation and follow-up will thus remain ever so important. We must not make 

diagnoses based on laboratory tests only. We need to think about the AD biomarkers the way 

we think about clinical chemistry tests for liver or heart disease. And we should abstain from 

predicting future disease trajectories for individual patients based on group level data; this can 

be attempted in research and clinical trials, but the future of an individual patient is hard to 

predict. It is most probably better to find out and deal with it together with the patient through 

continuity and careful clinical follow-up.  

 

Putting all this together into a complete medical context, involving the healthcare system and 

the society as a whole, will need some work. The review and synthesis provided by Liss et al. 

is an excellent start [1]. 
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