Additional file 1. Questionnaire contents
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	This questionnaire is based on the conditions used in clinical trials for drugs already approved in the United States, as well as recommendations published in the US as of November 2023. It is unclear which drugs will be approved in Japan in the future or what their conditions of use will be. Please consider the assumptions made in the following questions, presented as 'hypothetical' only, and answer accordingly. 
Your participation in the J-TRC study will not be affected by whether or how you respond to this questionnaire. 
Furthermore, we will not recommend any tests or treatments to you individually based on your answers.

· You are not required to enter your IDs or emails .
· Please respond to this questionnaire only once per person.
· Questions marked with asterisks (*) are mandatory to answer.
· References and detailed explanations are provided at the end of the questionnaire.
· This questionnaire can be completed via PCs, tablets, or smartphones.

	
	Q0
	The information collected from this questionnaire will be analyzed and utilized as a reference for promoting future research. It may also be published or presented as part of our research activities. Do you consent to this?
	Single-choice (*)
	· Yes
· No
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	First, we would like to confirm about the respondent.

	
	Q1
	Are you the person who has registered for the J-TRC webstudy and is currently answering this questionnaire?
	Single-choice (*)
	· Yes
· No

	Page 3
	Next, we would like to ask some questions about you, the individual registered for the J-TRC study.

	
	Q2
	What is your current age?
	Single-choice (*)
	· Younger than 50's
· 50's
· 60's
· 70's
· 80's
· Older than 80's

	
	Q3
	What is your gender?
	Single-choice (*)
	· Male
· Female
· Others / No answer

	
	Q4
	In which region of Japan do you currently reside?
	Single-choice (*)
	· Hokkaido
· Tohoku
· Kanto
· Chu-bu
· Kinki
· Chugoku
· Shikoku
· Kyuushuu / Okinawa
· Others / No answer

	
	Q5
	What is the highest level of education you have completed?
	Single-choice (*) 
	· Elementary school / Junior high school
· High school
· Junior college / technical college
· College / University / Graduate school
· Others / No answer

	
	Q6
	Do you currently live with any other individuals?
	Single-choice (*)
	· Yes
· No
· Others / No answer

	
	Q7
	Please specify your current employment status.
	Single-choice (*) 
	· Full-time job
· Part-time job
· No jobs currently
· I am not sure. / Others

	
	Q8
	Have any of your immediate family members (e.g., parents, siblings, children) been diagnosed with dementia in a hospital setting?
	Multiple-choice
	· One or both of your parents
· Any of your brothers/sisters
· Any of your grandparents or aunts or uncles
· I am not sure. / Others
· None
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	 We would like to ask regarding your visits to healthcare facilities.

	
	Q9
	What percentage of co-payment do you typically pay for health insurance when visiting a doctor?
	Single-choice (*)
	· 30%
· 20%
· 10%
· 0%
· Others / I am not sure.

	
	Q10
	Are there any clinics or hospitals that you currently visit on a regular basis?
	Single-choice (*)
	· Yes
· No

	
	Q11
	Have you ever been diagnosed with Alzheimer's disease or dementia by a doctor?
	Single-choice (*)
	· Yes
· No
· I am not sure. / No answers

	
	Q12
	Have you ever been diagnosed with 'mild cognitive impairment' (MCI), a condition considered a precursor to dementia, by a doctor?
	Single-choice (*)
	· Yes
· No
· I am not sure. / No answers

	
	Q13
	Have you ever participated in a clinical trial or study where you were diagnosed with 'preclinical Alzheimer's disease' (a condition that precedes mild cognitive impairment, MCI)?
	Single-choice
	· Yes
· No
· I am not sure. / No answers

	
	Q14
	Do you feel that your memory loss has worsened compared to one year ago?
	Single-choice (*)
	· Yes
· No
· I am not sure. / No answers.

	
	Q15
	What do you think is the likelihood of developing dementia or Alzheimer's disease in the near future, e.g., within the next five years?
	Single-choice (*)
	· Highly likely
· Moderately likely
· Slight likely
· Already diagnosed with dementia/AD
· I am not sure. / No answers.

	
	Q16
	Are you currently certified for public long-term care insurance?
	Single-choice (*)
	· No
· Yes, as requiring assistance.
· Yes, as requiring nursing care.
· I am not sure. / Others.
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	Section: Questions Regarding Medications for Alzheimer's Disease

	
	The accumulation of amyloid proteins in the brain has been identified as one of the causes of Alzheimer's disease.
Among the disease-modifying drugs that may soon be available, those approved in the US and Japan include anti-amyloid drugs. 
These drugs, such as aducanumab (conditionally approved in 2021 in the US) and lecanemab (fully approved in 2023 in the US and Japan), are expected to reduce amyloid accumulation in the brain.
However, before initiating treatment with these anti-amyloid drugs, it is necessary to confirm the presence of amyloid accumulation in the brain through tests such as amyloid PET scan (※1) or cerebrospinal fluid test (※2).
In addition, during treatment, patients must undergo several MRI scans to monitor for a condition known as ARIA (※3), a side effect of anti-amyloid treatments. While most cases of ARIA are asymptomatic and resolve spontaneously upon discontinuation of the medication, in-hospital treatment is occasionally required.
Due to these characteristics, comprehensive healthcare delivery systems are essential to ensure the safe administration of anti-amyloid medications. 

	
	(※1) Amyloid PET: 
This test involves intravenously injecting a PET tracer (a substance that emits very small amounts of radiation) into the body and capturing brain images using a device known as a PET scanner. This process helps investigate areas affected by disease or other conditions. The PET scan is commonly used to diagnose various diseases, including cancer, as well as to assess brain and heart disorders.

	
	(※2) Cerebrospinal fluid test: 
This test involves the insertion of a needle into the space between the spinal bones in the lower back to collect a sample of cerebrospinal fluid. This fluid bathes the brain and spinal cord.

	
	(※3) Amyloid-Related Imaging Abnormalities (ARIA): 
ARIA are considered one of the major side effects of anti-amyloid drugs. ARIA includes various conditions, including brain edema, micro-hemorrhages in the brain, and superficial hemosiderin deposition caused by the persistent leakage of blood onto the brain's surface.

	
	Please proceed to the next page and answer the questions, considering these current conditions.
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	Questions about Alzheimer's disease medications

	
	Q17
	How much do you know about this anti-amyloid drug so far? 
Please select the choice from 1 to 5 that best applies.
	Likert scale 
[1-5] (*)
	1 = I am not familiar with it at all.

	
	
	
	
	5 = I am very familiar with it.

	
	Q18
	If anti-amyloid medications were to become available in Japan with reimbursement, and you were in a medical condition that might require such treatment, would you be willing to undergo it? 
Please select the choice from 1 to 5 that best reflects your current stance.
	Likert scale 
[1-5] (*)
	1 = I would not want to undergo at all.

	
	
	
	
	5 = I would be very willing to undergo.
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	Questions about the target and efficacy of the treatment

	
	Q19
	Not everyone who wishes to be treated with anti-amyloid drugs is eligible for the treatment, as there are several criteria for use, including the presence of amyloid accumulation in the brain. For instance, in some previous clinical trials, it was estimated that only about 20-40% of those who wanted to participate were actually eligible for the treatment. 
Please select the choice from 1 to 5 that best describes your impression about this proportion of treatment eligibility.
	Likert scale 
[1-5] (*)
	1 = Very few

	
	
	
	
	5 = Very many

	
	Q20
	Additionally, anti-amyloid therapy may not be suitable for individuals with advanced dementia. In some earlier clinical trials, eligibility was limited to those in the pre-dementia stage (mild cognitive impairment: MCI) or with mild Alzheimer's disease (AD) dementia. 
Please select the choice from 1 to 5 that best describes your opinion about the scope of eligibility for treatment, specifically for 'MCI and mild AD.
	Likert scale 
[1-5] (*)
	1 = Very narrow

	
	
	
	
	5 = Very broad

	
	Q21
	Anti-amyloid drugs do not guarantee 100% prevention of the onset of dementia or a complete halt in its progression. In previous trials, the drugs were reported to 'slow the rate of cognitive decline by about 20-30% (compared to untreated individuals)' and 'delay progression to a more severe stage by an average of 2-3 years'. 
Please select the choice from 1 to 5 that best describes your opinion regarding the efficacy of these drugs.
	Likert scale 
[1-5]
	1 = Seems completely ineffective

	
	
	
	
	5 = Seems highly effective
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	Questions about pre-testing for drug administration.

	
	Before administration can begin, preliminary tests such as an amyloid PET scan (※1) or a cerebrospinal fluid test (※2) are required to confirm the presence of amyloid accumulation in the brain.

	
	Q22
	How familiar are you with the amyloid PET testing? 
Please select the option from 1 to 5 that best applies to your level of knowledge.
	Likert scale 
[1-5] 
	1 = I am not familiar with it at all.

	
	
	
	
	5 = I am very familiar with it.

	
	Q23
	If anti-amyloid medications were to become available in Japan with reimbursement, and you were in a medical condition that might require such treatment, would you be willing to undergo amyloid PET testing?
 Please select the choice from 1 to 5 that best reflects your current stance.
	Likert scale 
[1-5] 
	1 = I would not want to undergo at all

	
	
	
	
	5 = I would be very willing to undergo.

	
	Q24
	How familiar are you with cerebrospinal fluid testing? 
Please select the choice from 1 to 5 that best reflects your level of knowledge.
	Likert scale 
[1-5] 
	1 = I am not familiar with it at all.

	
	
	
	
	5 = I am very familiar with it.

	
	Q25
	If anti-amyloid medicines were to become available in Japan with reimbursement and you were in a medical condition that you might require treatment, would you be willing to undergo cerebrospinal fluid testing? 
Please select the choice from 1 to 5 that is most applicable to you now.
	Likert scale 
[1-5] 
	1 = I would not want to undergo at all

	
	
	
	
	5 = I would be very willing to undergo.

	
	Q26
	Unlike blood tests, amyloid PET scans and cerebrospinal fluid tests are not always available at all medical facilities. Therefore, you may need to have these testings performed at a specialized facility rather than at family healthcare providers. 
Please select the choice that best describes your preference regarding the medical facilities you would like to have these tests conducted.
	Single-choice
	a) It would be preferable for testing to be available close to the place of residence, such as at a family healthcare provider.
b) If possible, it would be better for the examination to be performed at an accessible location, such as a general hospital located in the residential area.
c) I am willing to travel to a university hospital or specialized testing center for testing, regardless of distance from home, if necessary.
d) I am not sure. / Others.
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	Questions about blood tests.

	
	We have explained about the need to confirm the accumulation of amyloid in the brain by an amyloid PET scan or a cerebrospinal fluid test before initiating anti-amyloid treatment. Currently, research and development are underway to determine amyloid accumulation using only a blood test, instead of an amyloid PET or cerebrospinal fluid tests. A blood test may be less physically demanding and less expensive. However, it is still under research at this time, and it is not fully known whether the blood test is as accurate as the amyloid PET test or the cerebrospinal fluid test. 
Please take these current conditions into consideration and answer the following questions.

	
	Q27
	Please select the choice below that best describes your opinion of these blood tests.
	Single-choice
	a) I would like to see such a blood test put to practical use immediately.
b) We need to first confirm if it's as accurate as an amyloid PET scan or a cerebrospinal fluid test.
c) I'm fine with the way things are now.
d) I am not sure. / Others.

	
	Q28
	Please select all of the following choices that apply to what expectations you feel about the blood tests. (Multiple selections allowed)
	Multiple-choice
	· Alzheimer's disease can be diagnosed by blood testing.
· Alternative to amyloid PET scan
· Alternative to cerebrospinal fluid testing
· We can know in advance if we need an amyloid PET scan or cerebrospinal fluid test
· I am not sure. / Others
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	Questions about genetic testing for Alzheimer's disease.

	
	Apolipoprotein E is a protein involved in lipid metabolism. Everyone has the APOE gene, which makes apolipoprotein E. There are three main types of this gene: ε2, ε3, and ε4. Of these, it is known that people with the ε4 allele[s] are more likely to develop Alzheimer's disease (AD). This does not mean that people with ε4 will necessarily develop AD, nor does it mean that people without ε4 will never develop AD. It only means that the likelihood of getting AD is relatively high. It has also been shown that people with ε4 are more likely to experience side effects (ARIA) when anti-amyloid drugs are used. The APOE gene test can be used to determine whether you have ε4. The genetic information does not change throughout life. In addition, the fact that "a person XXX has the ε4 type" means that "XXX's siblings or children may also be susceptible to AD". In general, when genetic testing is conducted, genetic counseling is sometimes offered to help the patient understand the results of the genetic test and to discuss any concerns, worries, or questions related to genetics. The cost of APOE counseling is currently not covered by the health insurance, and usually costs approximately $35-70 (when $1 = ¥142).

	
	Please answer the questions on the next page based on these current conditions.
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	Questions about the APOE testing

	
	Q29
	Do you want to take the APOE genetic testing?
	Single-choice
	a) I would like to undergo testing even if it is not necessary to start treatment and even if it is at my own expense (full co-payment).
b) I am willing to undergo testing if it is necessary to start treatment, even if it is at my own expense (full co-payment).
c) I would be willing to undergo the testing if my medical insurance would cover it, even if it is not necessary to start treatment.
d) If the test is necessary to start treatment and medical insurance is available, I would be willing to undergo the test.
e) I don't want to take the test unless it is necessary to start treatment.
f) I am unwilling to undergo testing, even if it is necessary to initiate treatment.
g) I am not sure. / Others
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	 We would like to ask those who selected one of the first four answers ("would like to undergo testing") in the previous question (Q29) to answer the following questions:

	
	Q30
	If you were found out that you might have the ε4 allele, would you want to know the results?
	Single-choice
	· I want to know the result.
· I don't want to know the results myself, but I want my doctor to know them.
· I am not sure. / Others

	
	Q31
	If you were found out that you might have the ε4 allele, would you want your family to know about the results?
	Single-choice
	· I want my family to know the results.
· I do not want my family to know them.
· I am not sure. / Others

	
	Q32
　
	If you were to undergo APOE testing, would you like to receive genetic counseling?
	Single-choice
	· Yes
· No
· I am not sure. / Others
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	Questions about where and how to get treatment.

	
	During the treatment with anti-amyloid drugs, periodic examinations should be performed to monitor adverse effects. Medical care in the event of occasional adverse effects may also be required. Therefore, it is assumed that regular visits to specialized medical facilities will be required to receive anti-amyloid treatment on a regular basis. In addition, for treatment with anti-amyloid drugs, it is necessary to visit hospitals at a certain frequency to receive therapeutic agents. For example, lecanemab requires an infusion every two weeks, lasting one to two hours.
Please take these current conditions into consideration and answer the following questions. (Please note, if new drugs are developed in the future, the intervals between visits and the method of administration may differ.)

	
	Q33
	What is your primary mode of transportation when you usually visit a hospital?
	Single-choice
	· Public transportation (e.g., train, bus, taxi)
· Private vehicle (driven by yourself)
· Private vehicle (driven by someone else)
· I am not sure. / Others.

	
	Q34
	If you were in a medical condition that you might require treatment with anti-amyloid drugs in the future, how would you feel about attending a specialized medical facility? 
Please choose the one that applies most to you.
	Single-choice
	a) I do not mind particularly.
b) I want to receive treatment at my family hospital as much as possible, and minimize visits to specialized medical institutions.
c) I want to receive treatment at my family hospital and to avoid visits to specialized medical institutions as much as possible.
d) I am not willing to undergo treatment if it is a hassle to visit specialized hospital.
e) I am not sure. / Others.

	
	Q35
	If you were in a medical condition that you might require treatment with anti-amyloid drugs in the future, how would you feel about the level of burden of "regular visits to a specialized medical facility"? 
Please choose one from 1 to 5 that applies.
	Likert scale 
[1-5] 
	1 = The burden of hospital visits is too heavy.

	
	
	
	
	5 = The burden of hospital visits is few.

	
	Q36
	If you were in a medical condition that you might require treatment with anti-amyloid drugs in the future, how far away from your home would you be able to continue visiting a specialized medical facility for the anti-amyloid treatment, assuming that you would be visiting once every two weeks? What is the maximum amount of time that is acceptable to you now for a hospital visit?
	Single-choice
	· Up to 1 hour round-trip
· Up to 3 hour round-trip
· Up to 5 hour round-trip
· More than 5 hour round-trip
· I am not sure. / Others

	
	Q37
	If you were in a medical condition that you might require treatment with anti-amyloid drugs in the future, how far away from your home would you be able to continue visiting a specialized medical facility for the anti-amyloid treatment, assuming that you would be visiting once every 2-3 months? What is the maximum amount of time that is acceptable to you now for a hospital visit?
	Single-choice
	· Up to 1 hour round-trip
· Up to 3 hour round-trip
· Up to 5 hour round-trip
· More than 5 hour round-trip
· I am not sure. / Others
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	Questions about the side effects of the medication.

	
	Q38
	It is known that a condition called "ARIA" (*3) can occur as a side effect of anti-amyloid-beta therapy. Specifically, changes such as "swelling of the brain" and "very slight bleeding in the brain" on brain imaging tests (depending on the type and dosage of drug) are reported to occur in 10-30% of patients. How do you feel about these possible side effects (brain changes)? Please choose one that applies.
	Likert scale 
[1-5] (*)
	1 = I am very concerned.

	
	
	
	
	5 = I am not worried at all.

	
	Q39
	Although it is believed that these side effects (ARIA) such as "swelling of the brain" and "small hemorrhages in the brain" often have no symptoms, a few percent of patients are known to experience symptoms such as headache, nausea, confusion, and lightheadedness. However, it is also reported that the symptoms are often mild and improve spontaneously when the drug is discontinued. Please select one that best describes how you feel about these possible side effects (symptoms).
	Likert scale 
[1-5] (*)
	1 = I am very concerned.

	
	
	
	
	5 = I am not worried at all.
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	Questions about the social aspects of the treatment.

	
	There is concern that treatment with anti-amyloid drugs is expensive in terms of drug costs. For example, in the United States, treatment using aducanumab or lecanemab requires about $26,000 per year (about 4 million Japanese yen) for self-funded treatment, and the co-payment by the general public insurance is about $5,000 per year (also about 750,000 yen). In addition, as we have mentioned, treatment with anti-amyloid drugs requires amyloid PET and cerebrospinal fluid tests, MRI examinations for safety management during treatment, and a medical care delivery system to deal with side effects. Therefore, it may be difficult for anyone anywhere in the country to start treatment immediately due to financial or medical delivery system issues. Assuming that we would consider raising or lowering the priority of eligible patients to narrow down the target population, please answer the following questions.

	
	Q40
	If you were in a medical condition that you might require treatment, how would you feel about the above level of financial burden to you?
	Likert scale 
[1-5] (*)
	1 = The financial burden is too heavy.

	
	
	
	
	5 = I don't mind the financial burden at all.

	
	Q41
	As mentioned above, it may not be possible to provide treatment to everyone who need it for various reasons such as insufficient preparedness of healthcare systems or financial issues. 
What do you think about prioritizing or limiting the treatment based on certain criteria? 
Please select the one that best fits your view.
	Single-choice
	a) Even if treatment cannot be provided to all patients who need it, prioritizing of treatment should not be conducted.
b) If treatment cannot be provided to all patients who need it, it is acceptable to prioritize doctors and medical institutions to some extent, such as by imposing conditions on them.
c) If treatment cannot be provided to all patients who need it, it is acceptable to prioritize patients  to some extent, for example, such as by imposing conditions on them.
d) If treatment cannot be provided to all patients who need it, it is acceptable to prioritize both doctors/medical institutions and the patient to some extent.
e) I am not sure. / Others
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	Questions about the social aspects of the treatment. (continued)

	
	Assuming that we would continue to consider raising or lowering the priority of eligible patients to narrow down the target population, please answer the following questions.

	
	Q42
	When it may not be possible to provide the treatment to everyone who need it, what are your thoughts on prioritizing or limiting the treatment, especially in terms of aspects of medical rationale (e.g., therapeutic efficacy, frequency of adverse drug reactions, etc.)? 
Please select the one that best fits your view.
	Single-choice
	Same answer choices as of Q41

	
	Q43
	When it may not be possible to provide the treatment to everyone who need it, what are your thoughts on prioritizing or limiting the treatment, especially from health economic aspects (i.e., national financial perspective, whether the benefits are worth the cost, etc.)? Please select the one that best fits your view.
	Single-choice
	Same answer choices as of Q41

	
	Q44
	When it may not be possible to provide the treatment to everyone who need it, what are your thoughts on prioritizing or limiting the treatment, especially in terms of their impact on people's lives (e.g., people who live alone or have young dementia may be likely to benefit more from maintaining their life functions by drugs)? 
Please select the one that best fits your view.
	Single-choice
	Same answer choices as of Q41

	
	Q45
	When it may not be possible to provide the treatment to everyone who need it, what are your thoughts on prioritizing or limiting the treatment, especially in terms of addressing socially vulnerable groups (e.g., those with little support in their lives, economically impoverished, etc.)? 
Please select the one that best fits your view.
	Single-choice
	Same answer choices as of Q41

	
	Q46
	If you were in a medical condition that you might receive treatment with anti-amyloid drugs, are there any concerns that you would feel obliged to give up treatment? (e.g., time-consuming or costly examinations or treatments, or difficulties in visiting the hospital that would be so burdensome) 
Please select any that apply to you now.
	Multiple-choice
	· Burden for visiting hospital
· Required time for drug administration
· Burden of treatment costs
· Have no one to rely on in hospital visit
· Nothing specifically.
· I am not sure. / Others
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	Again, same question as at the beginning about anti-amyloid therapy.

	
	Q47
	If you were in a medical condition that you might receive treatment, would you be willing to undergo treatment? Based on the general characteristics of the medication we have discussed so far, such as efficacy, side effects, costs, or the burden of hospital visits, etc., please tell us how your thoughts have changed compared to before taking this survey.
	Single-choice (*)
	· I became less interested.
· I became more interested.
· Neither.

	
	Q48
	The severity for which anti-amyloid drugs are eligible ranges from mild cognitive impairment (MCI) to mild dementia. 
If you were in a medical condition that you may receive treatment, at what point would you feel inclined to pursue it?
	Single-choice
	a) Even if I am not aware of any symptoms, I would want to be diagnosed as early as possible (for example, by including amyloid testing in a medical check-up) and to receive treatment.
b) I would want to be diagnosed (with MCI or mild dementia) and to begin treatment as soon as possible after noticing symptoms and consulting a doctor.
c) I would prefer to receive treatment only after being diagnosed with mild dementia, not at the MCI stage, after consulting a doctor.
d) I am not interested in receiving treatment.
e) I am not sure. / Others

	
	Q49
	Please select any of the characteristics of anti-amyloid therapy such as efficacy, side effects, costs, and hospital visits that are of particular concern to you.
	Multiple-choice
	· Efficacy
· Side effects
· Cost burden
· Time and effort visiting hospital
· Others
· Nothing of particular concern.

	
	Q50
	How interested are you in obtaining more detailed information about the characteristics of anti-amyloid therapy drugs?
	Likert scale 
[1-5] 
	1 = I am not interested at all.

	
	
	
	
	5 = I am very interested.

	
	Q51
	Besides the medications introduced here, clinical trials for dementia treatment drugs are also conducted in Japan. 
How interested are you in obtaining more detailed information about these clinical trials? 
	Likert scale 
[1-5] 
	1 = I am not interested at all.

	
	
	
	
	5 = I am very interested.

	
	Q52
	Do you feel that it is easy to access information about available medications and possible participation in clinical trials for drugs in development, particularly in the context of dementia treatment drugs? 
	Likert scale 
[1-5] 
	1 = Not accesible at all.

	
	
	
	
	5 = Easily accesible.

	
	Q53
	Do you feel that it is easy to understand the information you receive about available dementia treatment medications, including details on clinical trials you can participate in and the methods of participation?
	Likert scale 
[1-5] 
	1 = Not understandable at all.

	
	
	
	
	5 = Easily understandable.

	
	Q54
	Please select any preferred methods for obtaining and utilizing information on available drugs, drug trials for drugs in development, etc., with respect to dementia drugs (Alzheimer's disease modifying drugs).
	Multiple-choice
	· Pamphlets distributed at family medical facilities and pharmacies
· Access to compiled information on a dedicated internet website
· Push notifications with information through smartphone applications, etc.
· Matching to available clinical trials via smartphone apps, etc..
· Others
· I am not sure.
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	Q55
	If you have not yet registered for J-TRC Web Research, please check this box. (If you have already completed the registration, you do not need to check this box.)
	Check only if applicable
	· Yes, I have not yet.
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	This is the last page. Thank you very much for your cooperation.




