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ummings et al. propose detailed
‘ recommendations on the appropriate use (AUR)
of Lecanemab (Leqembi®) in clinical practice.
We congratulate the authors on their comprehensive
work, which is highly instrumental for adequate
and safe implementation. Lecanemab was granted
accelerated approval by the FDA in January 2023 and
regulatory review in Europe is ongoing. Recently,
similar recommendations have been published on the
appropriate use of Aducanumab (1, 2), which was not
licensed In Europe after the withdrawal of the application
by the company during the review and discussion
process with the European Medical Agency (EMA) (2).
Thus, Aducanumab will not be available in Europe until
the ENVISION Study, which has just recently started,
provides the clinical data required for a resubmission
and potential licensing (3). There is great hope, however,
that Lecanemab will be fully approved in Europe for
the treatment of early Alzheimer’s disease (AD) within
the near future. This would be a major milestone, as
Lecanemab will be the first drug of new class of disease
modifying medication on the European market acting
directly on the pathological aggregation of amyloid in
early Alzheimer’s disease.

The AUR are neither a guideline nor a prescribing
information, but they fill a gap in aiding physicians
in identifying the right patients, providing adequate
information for shared decision making and supporting
clinical management throughout the course of the
treatment, including safety monitoring. The latter is
critically important, because anti-amyloid antibodies
are a new class of drugs, for which there is very limited
experience outside of clinical trials and which will be
provided to a large, potentially frail and heterogeneous
patient population. Important information on long-term
use of Lecanemab is still missing, which will require
systematic documentation and evaluation of the effects
of Lecanamab in clinical practice. Treatment registries
are therefore discussed in several European countries. A
pan-European registry studies for this purpose would be
highly desirable, but a successful set-up is challenging
due to country specific aspects of the healthcare
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systems, particularly with regard to pathways of care
and reimbursement. However, single country registry
data and, of course, clinical experience will feed into an
updated version of the AUC over the coming years.

The AUR are written by experts on behalf of the
Alzheimer’s Disease and Related Disorders Therapeutics
Work Group and not by a scientific society or similar
authorities. European countries have their own
approaches for the development and implementation
of clinical guidelines. For example, in Germany, the
dementia guideline process is based on a systematic
evaluation of evidence and a consensus process, which
involves representatives from other disciplines, e.g.
neuropsychology, neuroradiology and nuclear medicine.
The AUR provided by Cummings et al. is an excellent
starting point for this discussion.

The AUR states, that a patient should be amyloid
positive on PET imaging, using any of the approved
amyloid ligands, visually read by an experienced
nuclear medicine physician, or by having abnormal CSF
levels as the diagnostic prerequisites for treatment with
Lecanemab. Given the more wide-spread use of CSF
biomarkers across Europe and the limited reimbursement
of PET imaging so far, we would suggest to specify that,
if CSF studies were used for demonstrating amyloid
pathology, these may also show abnormal CSF abeta
1-42 levels or an abnormal ratio abeta42/abeta40 (4) in
addition to the p-tau/ AP42 ratio mentioned in the AUR.
This had been suggested in a commentary on the AUR for
aducanumab, before (5). In the future, plasma biomarkers
may be useful to screen patients, specifically to rule out
amyloid pathology due to a high negative predictive
value as mentioned in the AUR paper. It is unlikely that
plasma biomarkers will fully substitute CSF markers or
PET in Europe in the near future. If sufficiently validated
also in real world settings outside of highly controlled
research studies, however, the high costs and limited
accessibility of CSF and PET across Europe could be
overcome.

The AUR further stress the need for a patient-centered
discussion and shared decision-making before initiating
treatment, which may also involve genetic counseling
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on the implications of APOE status. The determination
of the APOE status is important given the higher risk of
ARIA in E4 carriers, specifically in homozygotes in the
case of Lecanemab. Counseling on the APOE genotype
will require more knowledge, skills, time and effort even
for physicians with experience in AD than presently.
Educational programs and AUR on the implementation
of Lecanemab treatment should include this aspect
and provide guidance for counseling for the treating
physicians (6).

Information about ARIA as an MRI phenomenon,
which remained asymptomatic in 75% of the participants
in the phase III trial, is critical. It is possible that the
sensitivity for clinical symptoms associated with ARIA
is very high in physician and also patients in clinical care,
because of a discussion in the media on safety issues
of this treatment. This would potentially increase the
demand for immediate access to MRI scanning to rule out
or confirm ARIA as the underlying cause of unspecific
symptoms, which may be difficult to obtain depending on
the region in Europe. There is also a concern that the level
of neuroradiological expertise, which was provided in the
clinical trial setting through central reading is not readily
available in centers without clinical trial experience and
may be even less developed in community care settings.
Thus, radiologists and the treating physician need to be
trained to evaluate ARIA and related clinical side effects,
and to manage treatment in case of ARIA.

Starting rules for treatment are well defined, based
on what is known from the participants in the phase III
studies. There has been an effort of defining stopping
rules, including severe ARIA, severe symptoms in relation
to ARIA or loss of access to clinical and MRI monitoring.
A main question in clinical practice and for payers is
also, if and when the treatment should be stopped in
case of progressing dementia or increasing frailty. These
questions, however, can only be answered once data on
real word treatment is available (7).

Finally, these AUC only apply to Lecanemab and not
automatically to similar upcoming other drugs, due to the
expected differences in target population characteristics,
application and safety profiles (8, 9).

It is beyond the scope of these AUC, but some
pharmacoeconomic considerations are important.
Conservative estimations of the population potentially
eligible for treatment in the 27 EU countries arrive at 5.7
million individuals. Assuming that the drug is priced
similarly as in the United States, treating all of these
patients with Lecanemab would consume over half of the
total pharmaceutical expenditures in the EU. The ability
to pay for high-priced therapies varies substantially
across European countries. This includes the risk that
disparities in access to novel amyloid-targeting agents
would deepen the inequalities across Europe in access to
health care and potentially health outcomes (10).

Overall, the AUR are very helpful for European
dementia experts for explaining the requirements and
procedures for this treatment to colleagues in clinical care,
to patients and families and to the administration of local
institutions as well as to payers. They will also support
country specific guideline development. Finally, they
demonstrate the complexity of the treatment, implying
that not all regions in Europe are sufficiently prepared
and equipped yet. If Lecanemab is approved for the
European market by the EMA, we hope that these AUR
can be applied by all sites in order to minimize regional
differences and and to maximize individual patients’
benefit.
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