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Letter to the Editor 

Disparities in out-of-pocket costs for disease-modifying 

therapy under Japan’s universal health insurance system 
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Fig. 1. Out-of-pocket expenses (approximate sum) for aged under 70, deter- 

mined by the household income. 

The relationship between yearly pre-tax household income (x-axis) and the 

yearly out-of-pocket expenses (y-axis, approximate sum) under the current 

HCMCB program [ 5 ], for anti-amyloid mAb infusion and scheduled brain MRI 

scans within the first 12 months of treatment for 60-kg patients aged under 

70. These out-of-pocket expenses were calculated by the authors under the fol- 

lowing assumptions: 1) patients’ household income remained fixed for the re- 

cent two years, 2) body weight is fixed throughout the 12 months of infusion, 

3) amyloid status was confirmed by amyloid PET scan (raw cost JP¥146,100 

/time) one-month before initiating anti-amyloid mAb infusion, 4) brain MRI 

scans (raw cost JP¥17,800 /time) were conducted only according to the rec- 

ommended schedules, 5) any other medical care cost is not considered for cal- 

culation, 6) anti-amyloid mAb infusion is conducted at outpatient clinic only, 

7) infusion of lecanemab (raw cost JP¥45,777 / 200 mg) and donanemab (raw 

cost JP¥66,498 / 350 mg) is conducted 24 and 12 times in the first year, respec- 

tively, 8) no in-hospital care is required throughout the period, and 9) other 

factors such as household information, year-end adjustments, and the place of 

residence are not taken into account. Thus the expense calculation is not entirely 

accurate. The annual income of households exempt from resident tax was set at 

less than JP¥2000,000 for visualization purposes. Households receiving public 

welfare assistance are not considered in this figure. For ease of understanding 

of readers, JP¥ is converted to US$ at the rate of US$1 (PPP) = JP¥91 in 2024. 

Abbreviations: BW, body weight; mAb, monoclonal antibody; MRI, magnetic 

resonance imaging; PPP, purchasing power parity; HCMCB, High Cost Medical 

Care Benefit; PET, positron emission tomography. 
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ear editor, 

The approval of anti-amyloid monoclonal antibodies (mAbs), includ-

ng lecanemab and donanemab, offers new therapeutic options for pa-

ients with Alzheimer’s disease (AD), targeting AD pathology to slow

isease progression. However, their high cost raises concerns about the

ustainability of healthcare systems [ 1 ], as well as the possibility of sub-

tantial financial burden for individual patients receiving mAb thera-

ies. 

Japan’s universal health insurance system mandates enrollment for

ll residents and provides coverage for a wide array of treatments

nd services. One key feature is the High-Cost Medical Care Benefit

HCMCB) program [ 2 ], which caps monthly out-of-pocket medical ex-

enses to prevent financial hardship for patients — particularly for older

dults receiving pensions. This program is essential for patients receiv-

ng expensive treatments, such as immune checkpoint inhibitor drugs,

olecular targeted drugs for cancer and now mAbs for early-stage AD,

y limiting a patient’s monthly share of costs once a certain threshold

as been reached. 

However, we are concerned that the current HCMCB cost-sharing

rrangements might lead to treatment disparities among patients with

D. Fig. 1 illustrates the relationship between annual household income

x-axis) and the out-of-pocket expenses (y-axis) for anti-amyloid mAbs

nfusion and scheduled brain MRI scans within the first 12 months of

reatment for 60-kg patients under age 70, who must pay a 30 % co-

ayment. Under the current HCMCB program, patients with AD will

ace financial burdens that vary depending on their household income:

hose in the younger population, who earn pre-tax household incomes of

S$22,000–85,000 (purchasing power parity, PPP) in the previous year,

ill have to pay approximately US$6000–7000 (PPP). Meanwhile, indi-

iduals with higher household incomes ( > US$85,000 PPP) sometimes

o not meet the thresholds for reduced co-payments, resulting in annual

ut-of-pocket expenses for DMT therapy that can surpass US$10,000

PPP) in the first year. 

A “step-like ” increase in financial responsibility, reflecting the regu-

ations of the HCMCB program, which depends on specific income-based

utoff points, adds another notable characteristic ( Fig. 1 A). For exam-

le, if the household income in the previous year for patients aged under

0 exceeds the threshold of approximately US$85,000 (PPP) even by

S$1, they would see their annual medical expenses rise by more than

S$2500 (PPP) compared to not exceeding the threshold. Thus, merely

rossing an income threshold can trigger a marked jump in out-of-pocket

osts. Individuals just above the cutoff point have to bear higher costs

han those just below it, possibly leading to a higher likelihood of choos-

ng not to treat despite having comparable clinical needs. Changes in

edical costs triggered by steep co-payment thresholds are documented

n other disease areas [ 3 ]. 
[  
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This income-based burden weighs especially heavily on younger pa-

ients —those who are still working or supporting families, while the

ajority of patients with AD aged 70 or older are subject to different cal-

ulations that provide broader cost-sharing assistance ( Fig. 1 B). Early-

nset AD, which affected an estimated 19,000 patients in Japan in 2018

 4 ], often disrupts employment and family life at a stage when indi-
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iduals may be managing mortgages or educational expenses for chil-

ren. As a result, these patients may be more likely to consider forgoing

r delaying anti-amyloid mAb treatment, prompted by financial rather

han clinical considerations. This phenomenon, described as an aspect

f “financial toxicity ” [ 5 ], highlights the potential financial challenges

ccompanying costly medical procedures. Such decisions are troubling

rom a fairness perspective and may compromise the goal of timely, ef-

ective care. 

Moreover, as Japan’s population continues to age and healthcare

osts rise, policy adjustments to the HCMCB program were announced

n late 2024 to tighten eligibility and raise thresholds within the next

wo years, although they were eventually frozen in March 2025 for an

ndefinite period. While such measures could help sustain social secu-

ity in a broader sense, they may also intensify existing cost-sharing dis-

arities for patients outside the lower-income or older-adult categories.

ouseholds classified as “high-income ” will receive less financial pro-

ection, even though progressive taxation already takes proportionally

ore from higher-income households. It thus becomes increasingly im-

ortant to ask whether the “high income ” label accurately reflects these

amilies’ ability to manage notable extra costs for advanced therapies. 

To address these challenges, reevaluating the existing cost-sharing

ramework is crucial —especially by offering more targeted support that

onsiders both age and a deeper look at household finances. Shifting

rom a sliding scale system that adjusts out-of-pocket maximums on

 “step-like ” graduated basis to a more continuous adjustment mech-

nism, may help ensure fairer access to mAb therapies. 

While our discussion primarily focuses on Japan’s universal health

nsurance system and its specific cost-sharing structure, the challenges

e identify —namely, the financial toxicity of high-cost therapies and

he potential for income-based disparities in treatment access —are also

pplicable to other countries with varying models of healthcare financ-

ng and insurance coverage, grappling with how to ensure equitable

ccess to expensive treatments. 
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