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Alzheimer’s disease (AD) currently represents the most common form of dementia in elderly people, and with the
increase in life expectancy the number of patients suffering from AD is expected to increase in the next years to
reach 152 million by 2050 [1]. The pathogenesis of AD mainly relies on the presence of two main types of lesions
in the brain: amyloid plaques (or senile plaques) and neurofibrillary tangles. However, the mechanisms leading
to these disorders and their chronological apparition are still poorly understood and solved. These two lesions
concomitantly appear in association with mitochondrial and vascular dysfunction, neuroinflammation, oxidative
stress that eventually leads to neurodegeneration, firstly appearing in cholinergic regions [2]. To treat the symptoms
of AD, current drugs on the market are mainly AChEIs, and also include NMDA receptor antagonists. If moderately
active along the progression of the disease, these drugs mostly improve cognitive functions and overall health of
patients diagnosed with AD [3].

Analysis of the clinical trials & their failure
Progress in the understanding of AD has, until now, not led to real advances in the discovery of agents able to treat
or prevent AD as no agents have been approved by the US FDA since 2003. A recent analysis of clinical trials has
listed more than 130 agents evaluated for the treatment of AD [4]. Interestingly the number of agents in each phase
has increased compared with the 2018 pipeline. Most of the trials deal with the development of disease-modifying
agents, however several trials also concern agents treating neuropsychiatric and behavioral symptoms or increasing
cognitive functions. In all phases, amyloid pathology [5] remains the most common target with the development of
novel small molecules, monoclonal antibodies or biological therapies. Such strategies have also been followed for
anti-Tau agents in a lesser extent and for the development of 22 symptomatic agents or cognitive enhancers currently
in phase III. We could also note the presence of several repurposing-drug [6] strategies as well innovative targets to
limit multiple aging pathways, such as inflammation, vascular problems, or epigenetics. Despite all these efforts,
AD drug development possesses one of the highest failure rates with no drug able to demonstrate drug-placebo
difference. The lack of success in clinical trials could result from several causes, including problems with identifying
the optimal drug for the right target, followed in its development with optimal biomarkers in a trial that includes
relevant participant. In recent years some doubt has arisen concerning issues in the early development of several
candidates. Among them, we could cite the use of inappropriate animal models in early development [7], some
doubts about the validity of the initial targets, and also the complex stratification and diagnosis of the patients which
should be in a state that allows them to benefit from an improvement in their health. Considering the multifactorial
origin of AD, the development of selective agents might not be sufficiently active to reverse the cognitive deficit.
Indeed, the diversity of the pathogenetic elements at the origin of AD should be in favor of the development of
combination therapy.

Recent improvement to identify better candidates
Facing these failures and taking into account the issues listed before, the FDA and authorities have recently
set up a novel research framework to precise classification of patients, including predementia stages and mild
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cognitive impairment [8]. In order to improve this stratification, many trials are now based on the quantification
of pathophysiological cerebrospinal fluid biomarkers (Aβ1-42, t-tau, p-tau18, etc.) [9] or PET tracers developed for
amyloid or tau identification [10]. The preclinical development of drugs should also evolve in order to take into
account the complexity of AD in patients. As stated the animal models currently used, mainly transgenic mice,
might not be really predictive of human disease. If other animal models are being developed, human organoids
including stem-cells derived 3D tissue models of the brain would certainly be at the basis of the future preclinical
testing to identify future valid targets and better candidates [11]. In order to tackle the complexity of AD, novel
advances will surely focus on the identification of possible combination therapy [12]. This identification should be
taken into account in the discovery process with novel screening strategies as well as in the future of the clinical
evaluation. If the combination of drugs is a valuable strategy, the development of multiple ligands, also qualified
as MultiTarget Directed Ligands is of great interest. Such compounds are single agent designed to modulate
several biological targets of interest and numerous agents have been developed in recent years in an active field of
research [13]. Many examples demonstrated potent activity in diverse animal models with promising safety results.
Among them, several multiple agents have recently reached clinical trials and the recent conditional approval of
oligomannate (GV-971) by the Chinese government’s National Medical Product Administration might be the first
example to be approved [14]. According to the putative mode of action of GV-971, the impact of the modulation
of gut microbiota and neuroinflammation on AD is currently particularly studied [15]. Several novel therapeutic
strategies and novel targets, including non-amyloid or non-tau strategy, should also be explored in order to develop
disease-modifying or symptomatic agents [16,17].

Toward novel treatment for AD?
The recent surprising announcement from Biogen and Eisai regarding the positive results of aducanumab [18] as a
potential new treatment for AD represents a great achievement. Indeed, for the first time a compound, developed
with the use of amyloid PET imaging, is able to limit the amyloid pathology and more importantly shows efficacy to
limit dementia scores of the patients treated in the Phase III of the clinical trials. If novel data and probably another
Phase III will be necessary before any regulatory submission, aducanumab might be the first disease-modifying agent
able to reach this stage validating for the first time the antiamyloid strategy. This first step toward the approval of
novel treatment for AD will also influence the development of other treatment currently under evaluation including
other amyloid-targeted antibody such as BAN2401 also developed by Eisai and Biogen [19]. However if promising,
it is unlikely that these agents will alone be able to limit or cure this complex pathology. We could postulate that
the future of AD drug discovery will include combination of drugs addressing multiple target pathways to tackle
the various form of AD with precision medicine.
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