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INTRODUCTION 

Monoclonal antibodies targeting amyloid, including leca-
nemab and donanemab, have generated both considerable 
hope and controversy in the context of Alzheimer’s disease 
(AD) treatment.(1) Most of the recent publications published 
on the topic, while raising the issues of controversial clinical 
effectiveness and costs, focus on the planning at the health 
system level needed to support widespread implementation 
of these potential new treatments.(2) The debate is all the 
more important at this time as lecanemab and donanemab 
are currently under review by Health Canada to assess their 
safety and efficacy.(3) The possible approval of these drugs 
would be followed by assessments and recommendations 
regarding public drug plan coverage by INESSS for Quebec 
and Canada’s Drug Agency (CDA-AMC) for the other Can-
adian Provinces and Territories.

DISCUSSION

For over two decades, the amyloid hypothesis has guided 
the Alzheimer’s therapeutic pipeline, despite the lack of 
compelling evidence that amyloid plaques are sufficient to 
induce late-onset, sporadic AD.(4) Several previous clinical 
trials with successful amyloid-reduction strategies did not 
stop ongoing clinical deterioration, and the same can be said 
for lecanemab and donanemab.(5) This discrepancy between 
amyloid removal and ongoing neurodegeneration provides 
a strong argument that amyloid accumulation plays a more 
peripheral role than what is generally believed by proponents 
of the amyloid cascade hypothesis, and casts a serious doubt 
on the value of amyloid-based therapies in AD.(6) Indeed, the 
clinical syndrome of Alzheimer’s disease is a complex and 
multifaceted entity, most often explained by multiple disease 
processes in elderly patients.(7) 

Lecanemab and donanemab received regulatory 
approval—as well as approval for reimbursement—only in the 

United States and Japan. These drugs have yet to be approved 
for reimbursement in the vast majority of European countries 
in spite of the fact that, after an initial rejection of both mol-
ecules, the European Medicines Agency (EMA) has recently 
reversed its position, recommending regulatory approval under 
a “controlled access program” for lecanemab.(8) Australia has 
withheld approval, while the United Kingdom and China have 
given regulatory approval, but not reimbursement due to high 
risk of side effects and insufficient clinical benefit.(9)

The clinical benefit of these drugs remains indeed mar-
ginal, failing to meet the minimal clinically important differ-
ence (MCID), a value that has been previously estimated to be 
around 1.6 points on the Clinical Dementia Rating (CDR).(10) 
The main outcome of the lecanemab trial showed a differ-
ence of only 0.45 points in 18 months—less decline but still 
decline—on the CDR (range 0 to 18 points), and it was 0.7 
points for donanemab on the same scale, similarly below the 
MCID. This effect is of similar magnitude when compared to 
the cholinesterase inhibitors, which are considered symptom-
atic treatments.(11) For most patients and families, the clinical 
benefits of these monoclonal antibodies would arguably be 
undetectable. The frequent designation of these two treat-
ments as “disease-modifying” appears unfounded, based on 
the magnitude of their effect, and the fact that the trials have 
not been designed to demonstrate disease modification.(12) 

Recent analyses have highlighted the substantial human 
and material resources necessary for administering these 
treatments, in addition to the cost of the drugs, including 
patient selection that will have to go beyond standard clinical 
assessment (ApoE4 genotype, a screening MRI, amyloid 
PET scans, or p-tau/Aβ42 CSF from lumbar punctures), a 
difficult to implement drug delivery (a visit every two weeks 
for lecanemab infusion with up to two-hour observation 
periods), and ongoing monitoring of side effects (four MRIs 
over the course of one year), in addition to the added burden 
of managing complications.(13) Such a complex care pathway 
would require significant resource allocations and specialized 
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training for health-care professionals directly and indirectly 
involved in Alzheimer’s care. Moreover, there could be 
increased pressure on primary and specialty care providers, 
as many patients would likely seek access to these treat-
ments, even though eligible patients are a small fraction of 
the total cases of AD.(14) This problem might be exacerbated 
by the availability of blood-based biomarker tests that could 
generate many false-positives in primary care.(15) In addition 
to the direct costs to the health-care system, important time 
investment and financial losses are expected to be incurred 
by caregivers, with the high frequency of visits to health-care 
facilities.(16) These large costs must be weighed against the 
marginal magnitude of possible clinical benefits.

Potential approval of these drugs raises important issues 
of equity, not only because of the high costs. Alzheimer’s 
disease disproportionately affects individuals with lower soci-
oeconomic status and limited educational attainment. These 
populations were underrepresented in clinical trials, and will 
face structural barriers to the specialized services required 
for access to monoclonal antibody therapies. A recent study 
of lecanemab in the US Medicare system found that early 
uptake of the drug was “marked by racial, ethnic, and socio-
economic disparities,” with the drug being more accessible 
to advantaged populations.(17) As well, Canadians living in 
rural communities have limited access to MRI and PET scans. 
This highlights a critical issue: while these treatments may 
modestly benefit some patients, their availability may in fact 
exacerbate disparities in health-care access.

Additionally, the risks associated with these monoclonal 
antibodies are non-negligible. Approximately one-fifth of 
lecanemab patients and over one-third of donanemab patients 
have brain hemorrhages or swelling on MRI, although most 
are asymptomatic.(18) Furthermore, the unexplained loss of 
brain volume observed in patients using anti-amyloid drugs 
remains a significant concern.(19)

If Canadian Provinces and Territories approve reimburse-
ment for these drugs, substantial resources would be redirected 
toward their use, potentially leading to significant opportun-
ity costs. In a publicly funded system with fixed resources, 
rational allocation is fundamental. Without additional funding 
into the system, resources will be diverted away from emer-
ging brain health promotion and prevention initiatives, which 
appear to have reduced the incidence of dementia. A recent 
study of observational cohorts showed an incidence reduction 
of 13% per decade in the past 25 years, in high-income coun-
tries like Canada.(20) In addition, this could limit funding for 
medical and social care, home care and caregiver support, as 
well as for research into other promising biological pathways 
for Alzheimer’s treatment.

CONCLUSION

The search for a disease-modifying drug for Alzheimer’s dis-
ease remains an ongoing challenge. In addition to optimizing 
preventive measures, the first priority must be to discover a 
treatment, or more likely a combination of treatments, that is 

both clinically effective and meaningful for patients. Acknow-
ledging the complexity of this disorder beyond amyloid is 
essential for this to succeed.(21) The second priority is to ensure 
equitable access to diagnosis, management, and treatment for 
all Canadians, particularly those from underrepresented and 
underserved communities. The path forward must balance 
hope with rigor, addressing both the scientific and societal 
challenges inherent in Alzheimer’s care. This discussion 
will take on crucial importance as drug costs are exploding 
in many fields of medicine, and publicly funded health-care 
systems around the world are struggling to meet the demands 
of an aging population.

ACKNOWLEDGEMENTS

Not applicable.

CONFLICT OF INTEREST DISCLOSURES

We have read and understood the Canadian Geriatrics Jour-
nal’s  policy on conflicts of interest disclosure and declare 
the following interests: CB holds stock options in Imeka; has 
consulted for Nestlé Health Science; HB is a member of the 
Board of Directors of INESSS (Institut national d’excellence 
en santé et en services sociaux) since 2014; is author of the 
2009 Quebec Alzheimer Plan, and is author of the 2025 Que-
bec Ministerial Alzheimer Policy. The views expressed in the 
present article are the personal opinions of the authors and 
in the case of HB, do not engage INESSS.

FUNDING

This research did not receive external funding.

REFERENCES
	 1.	 Watt JA, Isaranuwatchai W, Grossman L, Straus SE. Disease-

modifying drugs for Alzheimer disease: implications for people 
in Canada. Can Med Assoc J. 2023 Oct 30;195(42):E1446–48. 

	 2. 	 Frank A, Ismail Z, Wilson M, Gauthier S, Verret L, Hsiung 
GYR, et al. Health system change for Alzheimer’s disease-
modifying therapies in Canada: beginning the discussion. Can 
J Neurol Sci. 2024 Nov;51(6):723–31. 

	 3. 	 Frank A, Frank C, Molnar F. Potential of anti-amyloid therapies 
for patients with Alzheimer disease in Canada. Can Fam Physi-
cian. 2024 Sep;70(9):537–38. 

	 4. 	 Kepp KP, Robakis NK, Høilund-Carlsen PF, Sensi SL, Vissel 
B. The amyloid cascade hypothesis: an updated critical review. 
Brain. 2023 Oct 3;146(10):3969–90. 

	 5. 	 Lu L, Zheng X, Wang S, Tang C, Zhang Y, Yao G, et al. Anti-A β 
agents for mild to moderate Alzheimer’s disease: systematic 
review and meta-analysis. J Neurol Neurosurg Psychiatry. 2020 
Dec 1;91(12):1316–24. 

	 6. 	 Morris GP, Clark IA, Vissel B. Questions concerning the role of 
amyloid-β in the definition, aetiology and diagnosis of Alzheim-
er’s disease. Acta Neuropathol. 2018 Nov;136(5):663–89. 

	 7. 	 Robinson JL, Xie SX, Baer DR, Suh E, Van Deerlin VM, Loh 
NJ, et al. Pathological combinations in neurodegenerative 



BOCTI: ANTI-AMYLOID THERAPIES FOR AD

402CANADIAN GERIATRICS JOURNAL, VOLUME 28, ISSUE 4, DECEMBER 2025

disease are heterogeneous and disease-associated. Brain. 2023 
Jun 1;146(6):2557–69. 

	 8. 	 Wise J. Lecanemab: European drug agency upholds decision 
to recommend Alzheimer’s drug. BMJ. 2025 Mar 3;388:r439. 

	 9. 	 Bobbins A, Davies M, Lynn E, Roy D, Yeomans A, Shakir 
SAW. Safety and effectiveness of the anti-amyloid monoclonal 
antibody (mAb) drug lecanemab for early Alzheimer’s disease: 
The pharmacovigilance perspective. Br J Clin Pharmacol. 2025 
May;91(5):1352–60. 

10. 	 Andrews JS, Desai U, Kirson NY, Zichlin ML, Ball DE, Mat-
thews BR. Disease severity and minimal clinically important 
differences in clinical outcome assessments for Alzheimer’s 
disease clinical trials. Alzheimers Dement Transl Res Clin 
Interv. 2019 Jan;5(1):354–63. 

11. 	 Molchan S, Fugh-Berman A. Are New Alzheimer Drugs Better 
Than Older Drugs? [viewpoint]. JAMA Intern Med. 2023 Sep 1; 
183(9):902–03. 

12. 	 Daly T, Kepp KP, Imbimbo BP. Are lecanemab and donanemab 
disease-modifying therapies? Alzheimers Dement. 2024 Aug 
3;20(9):6659–61. 

13. 	 Bocti C. Health system change for new therapies in Alzheimer’s 
disease: putting the cart before the horse? [editorial]. Can J 
Neurol Sci. 2024 Nov;51(6):732–33. 

14. 	 Defrancesco M, Gizewski ER, Mangesius S, Galijasevic M, 
Virgolini I, Kroiss A, et al. Investigating patient eligibility for 
anti-amyloid monoclonal antibody treatment of Alzheimer’s 
disease: real-world data from an Austrian psychiatric memory 
clinic population. BJPsych Open. 2024 Sep 23;10(5):e160. 

15. 	 Widera E, Covinsky K. The limited role of Alzheimer disease 
blood-based biomarkers in primary care [viewpoint]. JAMA 
Intern Med. 2025 May 12;185(7):755–57. 

16. 	 Stall NM, Covinsky KE. Reducing lecanemab waste is penny 
wise, but Medicare coverage may be pound foolish [editorial]. 
JAMA Intern Med. 2024 Dec 1;184(12):1413–14. 

17. 	 Zhou FF, Essien UR, Souza JM, Sarkisian CA, Damberg CL, 
Landon BE, et al. Disparities in early lecanemab uptake among 
US Medicare beneficiaries. JAMA Netw Open. 2025 May 15; 
8(5):e2511711. 

18. 	 Smith EE, Phillips NA, Feldman HH, Borrie M, Ganesh A, 
Henri-Bhargava A, et al. Use of lecanemab and donanemab 
in the Canadian healthcare system: evidence, challenges, and 
areas for future research. J Prev Alzheimers Dis. 2025 Mar 1; 
12(3):100068. 

19. 	 Alves F, Kalinowski P, Ayton S. Accelerated brain volume 
loss caused by anti–β-amyloid drugs: a systematic review and 
meta-analysis. Neurology [Internet]. 2023 May 16 [cited 2025 
May 19];100(20). Available from: https://www.neurology.org/
doi/10.1212/WNL.0000000000207156

20. 	 Wolters FJ, Chibnik LB, Waziry R, Anderson R, Berr C, 
Beiser A, et al. Twenty-seven-year time trends in dementia 
incidence in Europe and the United States: the Alzheimer 
Cohorts Consortium. Neurology [Internet]. 2020 Aug 4 [cited 
2025 Jun 5];95(5). Available from: https://www.neurology.org/
doi/10.1212/WNL.0000000000010022

21. 	 Bocti C. Is simpler always better? The case for going beyond 
the amyloid hypothesis in Alzheimer’s disease. J Alzheimers 
Dis. 2024;100(3):787–89. 

Correspondence to: Christian Bocti, MD, FRCPC, Division of 
Neurology, Faculty of Medicine and Health Sciences, Uni-
versité de Sherbrooke, 3001, 12e Avenue Nord, Suite 4531, 
Sherbrooke, QC J1H 5N4 
E-mail: christian.bocti@usherbrooke.ca

https://www.neurology.org/doi/10.1212/WNL.0000000000207156
https://www.neurology.org/doi/10.1212/WNL.0000000000207156
https://www.neurology.org/doi/10.1212/WNL.0000000000010022
https://www.neurology.org/doi/10.1212/WNL.0000000000010022
mailto:christian.bocti@usherbrooke.ca

