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Alzheimer’s research after full approval 
of lecanemab: impetus and variety
A pesquisa sobre Alzheimer após aprovação 

do lecanemab: ímpeto e variabilidade

Timothy Daly1,2 

Dear Editor,
The full US Food and Drug Adminis-

tration approval on July 6th, 2023, of Eisai/
Biogen’s Leqembi (lecanemab) was a historic 
moment in research into Alzheimer’s disease 
(AD), as it represents the first full approval 
of a biological treatment for AD in 20 years. 
This is crucial for the place of AD research in 
society, marked by decades of failure of clin-
ical trials to meet their primary endpoints, 
and will hopefully attract more funding for 
research efforts. Because of this impetus, it is 
generally a good time to be an AD researcher.

However, it is vital that the optimism to-
wards the dominant therapeutic strategy — 
the lowering of amyloid-β protein that along 
with tau defines the disease — does not hin-
der the promotion of therapeutic variety in 
AD research1. It is heartening that the most 
recently published update to the AD drug 
development pipeline shows significant het-
erogeneity of targets2. However, the pipeline 
shows only the end result of decades of work: 
the production of scientific knowledge on AD 
requires the work of thousands of researchers 
worldwide, and the most important resource 
within this knowledge-driven or “epistemic” 
community is credibility3. There has been 
long-standing belief in amyloid-lowering, 
popular among powerful researchers with the 
most credibility, to the extent that defenders 
of other theories have struggled to publish 

impactful research4. In other words, getting 
those non-amyloid targets into clinical trials 
has required decades of lobbying on the part 
of different AD researchers. 

But why is theoretical and therapeutic 
variety in science important? The most im-
portant reason is that we still do not know 
the long-term worth of amyloid-lowering 
to AD patients. The current model of 12- to 
18-month trials that led to support for lec-
anemab and similar antibodies represents a 
small part of the disease spectrum, and there 
is community-wide disagreement about the 
effect of the small benefit beyond the trial 
window. Planche and Villain5 argue that 
there are three anti-Aβ scenarios in AD: a 
symptomatic effect (no slowing), an endur-
ing effect (early slowing), and an increasing 
effect (sustained slowing across disease 
stages). They consider that current trials 
cannot be used to determine which of these 
scenarios is correct and argue for innovative 
trial methodology to settle this question. 
Longer trials could also be useful6. 

In this optimistic period, it is vital 
that belief about amyloid-lowering does 
not mislead the community, for both 
short- and longer-term reasons. As for 
short-term concerns, anti-Aβ antibodies 
are costly, frequent infusions that increase 
the risk of brain injuries in the form of 
bleeding and swelling, which can have fatal 
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consequences7. As for mid- to longer-term concerns, 
beliefs about the value of anti-Aβ strategies to patients 
should be settled through aforementioned innovative 
trials5 and/or longer ones6. Finally, in the long term, 
drug development for AD should be funded accord-
ing to a fair-share principle that tests the value of 

therapeutic targets in AD in ways that respect both 
scientific pluralism and therapeutic plausibility8.

In conclusion, by leveraging impetus and variety, 
the AD community can maximize its chances to devel-
op clinically-meaningful treatments for current and 
future patients. 
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