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1. Purpose, Importance, and Scientific Rationale of the Study
1-1. Background
Prion diseases are a group of disorders with various features, and includes Creutzfeldt-Jakob disease (CJD), zoonoses, and hereditary neurodegenerative diseases. CJD is divided into three different forms: sporadic CJD, genetic CJD, and dura mater graft-associated CJD, which is caused by transplantation of dura grafts affected by CJD. These forms progress over several months or years, and varies by subtype; moreover, there is no known cure for any form of CJD. Some candidate therapeutic drugs for prion disease have been developed. A statistically significant survival benefit was shown in animal models; however, these drugs did not have any obvious effect in humans. Even if an innovative treatment can be established, prompt diagnosis in the very early stage of classical prion disease will be required for the treatment to have an effect because the condition leads to akinetic mutism by approximately 3 months after onset. An existing prophylactic compound, FK506, can be sufficiently effective when it is started in the very early stage. Therefore, a method that can diagnose the disease in a very early stage is needed because the current standard of care is prophylaxis since there is no effective therapy for prion disease. Since a drug repositioning study with FK506 is planned within 3 years, early diagnostic criteria should be established. Studies conducted by the Mizusawa and Yamada groups over the years have revealed the usefulness of diffusion-weighted magnetic resonance imaging (MRI) and cerebrospinal fluid biomarker testing as a supporting diagnostic method for prion disease. We developed a real-time quaking-induced conversion (RT-QUIC) method to detect small amounts of abnormal prion proteins with amplification technology that has much higher specificity than other biomarkers. However, this method has lower sensitivity in the early stage, although the overall sensitivity is 85%. Diffusion-weighted MRI has very high sensitivity, with a characteristic higher signal intensity in patients with corticobasal degeneration before onset. This imaging technique also shows a similar abnormal signal in patients with disorders associated with epilepsy, thereby making diagnosis challenging. To perform early diagnosis and provide early treatment to patients with prion disease, these concerns must be addressed. Patients with prion disease satisfy existing diagnostic criteria only after they experience a state similar to akinetic mutism. Furthermore, clinical studies conducted in European countries concluded that the timing of dosing defined in the current diagnostic criteria is too late. 
1-2. Purpose and importance of this study 
In patients with classical prion disease, prompt diagnosis in the very early stage is required because the condition leads to akinetic mutism rapidly, approximately 3 months from onset. Previous studies have shown the usefulness of diffusion-weighted MRI and cerebrospinal fluid biomarker testing as a supporting diagnostic method for prion disease. The current diagnostic criteria do not include biomarkers other than 14-3-3 proteins in the cerebrospinal fluid. To perform early diagnosis and provide early treatment in patients with prion disease, the current criteria must be revised with the addition of other biomarkers and clinical conditions. This prospective study aims to evaluate the sensitivity and specificity of the current diagnostic criteria for prion disease in order to point out problems as the first step toward revision.
2. Study Methods and Timeline
2-1. Study design
· Prospective cohort study
· Without invasion / slight invasion (low back pain and headache were observed as complications during cerebrospinal fluid examination) 
· Without intervention
2-2. Study summary
Observation is mainly used in this study as specified in “4.5. Schedule and observation or test items.” These items include general information about patients obtained during routine clinical practice, including age, sex, clinical symptoms, medical imaging results, cerebrospinal fluid examination results, differential diagnosis, and electroencephalography results. We perform general examinations common in routine clinical practice (medical imaging, cerebrospinal fluid examination, and electroencephalography).
2-2. Clinical study implementation system
· Implementation system
	The following study implementation system was prepared collaboratively by the investigator, Nagasaki University, and research representatives: 
　
	Affiliation
	Title
	Name
	Study Roles

	Investigator
	Division of Neurology, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences
	Professor
	Katsuya Satoh
	Investigator, information management, data acquisition, analysis, study management

	Subinvestigator
	National Center Hospital, National Center of Neurology and Psychiatry
	President
	Hidehiro Mizusawa
	Supervisor and advisor for final diagnosis of patients

	Subinvestigator
	Department of Neurology and Neurobiology of Aging, Kanazawa University Graduate School of Medical Sciences
	Professor
	Masahito Yamada
	Supervisor and advisor for final diagnosis of patients

	Subinvestigator
	Advanced Medical Science Research Center, Institute for Biomedical Sciences of Iwate Medical University
	Professor
	Makoto Sasaki
	Analysis of medical imaging results 

	Subinvestigator
	Department of Neurology, National Center Hospital, National Center of Neurology and Psychiatry
	Medical Director
	Tadashi Tsukamoto
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology and Neurological Science, Graduate School of Medical and Dental Sciences, Tokyo Medical and Dental University
	Project Professor
	Nobuo Sanjo
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Fukuoka University Faculty of Medicine
	Professor
	Yoshio Tsuboi
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology and Neurobiology of Aging, Kanazawa University Graduate School of Medical Sciences
	Assistant professor
	Tsuyoshi Hamaguchi
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology and Cerebrovascular Medicine, Saitama Medical University International Medical Center
	Professor
	Masaki Takao
	Completion of patient information/data collection

	Subinvestigator
	Institute for Medical Science of Aging, Aichi Medical University
	Associate Professor
	Yasushi Iwasaki
	Completion of patient information/data collection

	Subinvestigator
	Department of Molecular Genetics, Center for Bioresource-based Researches/Bioresource Science Branch, Brain Research Institute, Niigata University
	Assistant professor
	Kensaku Kasuga
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology , Yokohama City University Medical Center
	Assistant professor
	Hitaru Kishida
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Faculty of Medicine/Graduate School of Medicine, University of Yamanashi
	Professor
	Yoshihisa Takiyama
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology , Yokohama City University Medical Center
	Associate Professor
	Naohisa Ueda
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology , Yokohama City University Medical Center
	Assistant Professor
	Katsuo Kimura
	Completion of patient information/data collection

	Subinvestigator
	Advanced Medical Science Research Center, Institute for Biomedical Sciences of Iwate Medical University
	Assistant professor
	Fumio Yamashita
	Analysis of medical imaging results

	Subinvestigator
	Department of Neurology, Fukuoka University Faculty of Medicine
	Assistant Professor
	Takayasu Mishima
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Fukuoka University Faculty of Medicine
	Assistant Professor
	Shinsuke Fujioka
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Fukuoka University Faculty of Medicine
	Assistant Professor
	Jun Tsugawa
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Fukuoka University Faculty of Medicine
	Assistant Professor
	Hiromu Ogura
	Completion of patient information/data collection

	Subinvestigator
	Institute for Medical Science of Aging, Aichi Medical University
	Professor
	Mari Yoshida
	Completion of patient information/data collection

	Subinvestigator
	Institute for Medical Science of Aging, Aichi Medical University
	Assistant professor
	Hiroaki Miyahara
	Completion of patient information/data collection

	Subinvestigator
	Institute for Medical Science of Aging, Aichi Medical University
	Assistant Professor
	Maya Mimuro
	Completion of patient information/data collection

	Subinvestigator
	Institute for Medical Science of Aging, Aichi Medical University
	Assistant Professor
	Akio Akagi
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Faculty of Medicine/Graduate School of Medicine, University of Yamanashi
	Clinical Assistant Professor
	Kishin Koh
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Faculty of Medicine/Graduate School of Medicine, University of Yamanashi
	Clinical Assistant Professor
	Yuta Ichinose
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Faculty of Medicine/Graduate School of Medicine, University of Yamanashi
	Clinical Assistant Professor
	Mai Tsuchiya
	Completion of patient information/data collection

	Subinvestigator
	Department of Medical Technology and Sciences, Faculty of Fukuoka Health and Medical Care, International University of Health and Welfare
	Associate Professor (special appointment)　　　　　　
	Motohiro Yukitake
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, Takagi Hospital　
	Attending Staff
	Hiromu Minagawa
	Completion of patient information/data collection

	Subinvestigator
	Tokushima University Hospital　　　
	Assistant Professor (special appointment)　
	Koji Fujita
	Analysis of medical imaging results, completion of patient information/data collection

	Subinvestigator
	Department of Neurology, National Hospital, Shizuoka Institute of Epilepsy and Neurological Disorders　
	Attending Staff
	Tatsuhiro Terada
	Completion of patient information/data collection

	Subinvestigator
	Department of Neurology, National Hospital, Shizuoka Institute of Epilepsy and Neurological Disorders　　
	Attending Staff
	Hirotsugu Takashima
	Completion of patient information/data collection


2-3．Study timeline
【Multicenter study】

Study period: From date of approval from the head of each investigational site to March 31, 2022 
(Enrollment period: From date of approval from the head of each investigational site to March 31, 2021) 
(Deadline for case report form submission and sample transportation: January 31, 2021)
2-4. Analysis or evaluation methods (with description of statistical methods)
In this study, examinations must be carried out and data must be collected according to the following schedule. 
(* This study includes general examinations performed during routine clinical practice, including examination for clinical symptoms, blood tests, cerebrospinal fluid examination, medical imaging, and electroencephalography. No special examinations will be performed.)
	Items
	Date when informed consent was obtained
	Date of hospitalization
	1 week after hospitalization
	2 weeks after hospitalization
	3 weeks after hospitalization
	4 weeks after hospitalization

	Patient characteristics/basic information
	●
	―
	―
	―
	
	―

	Examination for clinical symptoms
	●
	●
	●
	●
	●
	●

	Blood tests
	―
	●
	―
	―
	―
	●

	Cerebrospinal fluid examination
	―
	●
	―
	―
	―
	●

	Medical imaging
	―
	●
	―
	―
	―
	●

	Electroencephalography
	―
	●
	―
	―
	―
	●


* Some blood tests and cerebrospinal fluid examinations, all medical imaging procedures, and electroencephalography are carried out at each hospital under general health insurance coverage.
Data to be collected in this study:
　　-  Patient characteristics/basic information:
　　　 Age; sex; and clinical symptoms, including cognitive function, involuntary movements, pyramidal tract symptoms, extrapyramidal symptoms, and cerebellar symptoms
· Blood tests:
Specifically, vitamin B1, thyroid function (thyroid-stimulating hormone, free triiodothyronine, and free thyroxine), electrolytes (Na, K, Cl, Ca, and P), and ammonia (NH3) are to be examined at each hospital. 
　　　 Nagasaki University will only determine serum levels of total tau protein, S-100 protein, and abnormal prion protein with the RT-QUIC method.
· Cerebrospinal fluid examination (necessary for the diagnosis of dementia, will be performed under general health insurance coverage):
Specifically, cell count, and levels of protein, glucose, and lactate dehydrogenase are to be examined at each hospital.
　　　 Nagasaki University will only determine cerebrospinal fluid levels of total tau protein, 14-3-3 protein, and abnormal prion protein with the RT-QUIC method.
* Blood tests and cerebrospinal fluid examinations include basic tests performed in the diagnostic evaluation of prion disease. These tests are conducted under general health insurance coverage. Each hospital will perform these tests, other than those to be carried out at Nagasaki University specified above.
* With respect to sample transportation, blood and cerebrospinal fluid samples are to be submitted to SRL, Inc. (Tokyo, Japan) to maintain biosafety level 2 or 3 conditions. Examination of cerebrospinal fluid collected at Nagasaki University will also be performed by SRL, Inc. 
· Electroencephalography
· Medical imaging:
MRI and cerebral blood flow scintigraphy
* MRI will be performed as medical imaging. 
For MRI, T1-weighted, T2-weighted, FLAIR, diffusion-weighted (DWI), and arterial spin labeling (ASL) sequences must be taken. DWI coronal sections should also be taken.
* Imaging conditions and sequence are as follows:
FLAIR imaging
Desired time of repetition (TR) should be approximately 10 seconds at 1.5 T and approximately 12 seconds at 3 T. Inversion time (TI) must be optimized based on TR.
* Rationale: a signal of disease will be unclear in FLAIR images if TR or TI is not appropriate.
* TR can be shorter than stated above in 3D-FLAIR images, but it should be as long as possible. TI must be optimized based on TR.
* ASL imaging
The entire cerebral hemisphere must be included.
* Pulsed continuous ASL (pCASL) imaging is preferable.
* It is desirable to take some PLD images, if possible.
* Image acquisition with blood vessel suppression, such as motion-sensitized driven-equilibrium, should be preferably combined, if possible. 
3. Patient Selection
3-1. Selection criteria: inclusion and exclusion criteria
【Inclusion criteria】

* We will include patients with prion disease or other disorders with features similar to prion diseases:
CJD, Gerstmann-Straussler-Scheinker syndrome (GSS), fatal familial insomnia (FFI), epilepsy, neurodegenerative diseases (including Alzheimer's disease), and disorders associated with rapidly progressive dementia.
* Selection period: From the date of approval from the head of each investigational site to March 31, 2021
* Rationale for the inclusion criteria: investigation sites will conduct a 1-year prospective study to evaluate the sensitivity and specificity of the current diagnostic criteria for prion disease or suspected prion disease. 
【Inclusion criteria】

Patients are eligible for the study if they meet all the following criteria:
1) Visited the neurology department at any of the investigational sites between the date of approval from the head of each investigational site and March 31, 2021 
2) Have any of the following target diseases: prion disease, CJD, GSS, FFI, epilepsy, neurodegenerative diseases (including Alzheimer's disease), and disorders associated with rapidly progressive dementia
3) Age greater than 20 years
4) Male or female
5) Voluntary written consent for participation from the patient or the patient’s proxy after receiving thorough information on the study and gaining a thorough understanding of the study
<Rationale for these criteria>
1) Inclusion of disorders associated with rapidly progressive dementia and diseases similar to prion disease detected with medical imaging. 
2) Adherence to the Declaration of Helsinki.
【Exclusion criteria】

Patients who meet any of the following criteria are to be excluded from the study:
1) If the patient or the patient’s proxy requests withdrawal from the study during hospitalization.  
2) If the patient was considered as ineligible for this study by study staff, including physicians. 
　

<Rationale for these criteria>
1 No change to routine clinical practice because this study is being conducted to evaluate the efficacy of the current diagnostic criteria. 
2 Ensuring patient safety and to allow study staff, including physicians, to exclude patients if they are ineligible in order to conduct the study in an appropriate manner. 
【Discontinuation criteria】
1） If a patient or the patient’s proxy withdraws consent to participate in this study
2） If a patient requests a change or discontinuation of study treatment
3） If study staff, including physicians, judges that it is difficult for the patient to continue in the study 
3-2. Target sample size
【Target sample size】

Subjects will be enrolled between April 2019 and March 2021 in the multicenter study. A total of 30 patients with prion disease or suspected prion disease are to be included each year.
【Rationale for the sample size】

A surveillance committee on prion disease reported that approximately 200 patients are newly diagnosed with prion disease each year. 
Multicenter studies in the past 3 years had an average sample size of 35. 
A total of 30 patients with prion disease or suspected prion disease are to be included each year.
4. Methods for Obtaining Informed Consent
4-1. Informed consent form
	Type of sample and data
	Procedure for obtaining informed consent

	Moderately invasive
and
without intervention
	Sample collected from the human body 
	Preparation of written form and record

	
	Other samples 
	Preparation of written form 



【Orally obtained informed consent】

* “Orally obtained informed consent” means when either the explanation or consent is provided in written form while the other is provided orally. 
This study is a prospective observational study using only samples and data collected from routine clinical practice. A study physician or other study staff must provide an oral explanation about the study to prospective study participants, give them a chance to ask questions, and secure sufficient time for them to decide whether to participate in this study. Orally obtained voluntary informed consent will be considered to be obtained after confirmation of full understanding of the study. All details regarding the explanation and consent are to be recorded in the medical record. 
【Information to be provided to subjects】

· Study summary
· About participating in the study 
· Expected benefits and disadvantages

· Procedures for handing personal information and study data

· Sources of funding and study costs (financial information related to the study)
· Contact information for the study
【When a proxy is needed】

・Patients incapable of giving consent
A patient with prion disease incapable of giving consent is more likely to have poor judgement because the disease is associated with rapid cognitive decline.
We include patients who are likely to have difficulty giving informed consent. Therefore, a proxy shall give informed consent on behalf of such patients. They can include the spouse; parent; adult-age child, sibling, or grandchild; grandparent; relative living with the patient; or another member of the patient’s extended family. 
【Information to be disclosed】

· Study title
· Department managing the study 
· Investigational sites

· Study duration
· Purpose, importance, and details of the study, including patients, samples or data to be collected, and study methods
· Contact information for the study
· Ways to ensure the patients’ rights to refuse the use of samples or providing data that identifies the patient or to prevent provision of information to any third party without penalty or loss of benefits to which the patient is otherwise entitled　 
4-2．Methods for handling withdrawal of consent 
If the patient (or the patient’s proxy * to be deleted if not applicable) requests withdrawal from the study, a study physician or other study staff will orally confirm the request for withdrawal or ask the patient or proxy to sign a study withdrawal form. After confirmation, a study physician or other study staff must document the details of the withdrawal in the medical record and exclude all study data regarding the patient from analysis.
* Proxies that wish to withdraw the patient’s consent shall be one of the following: 
the spouse; parent; adult-age child, sibling, or grandchild; grandparent; relative of the patient; or another extended family member of the patient. Proxies cannot be minors.
5. Confidentiality of Personal Information, Including Anonymization, If Applicable
All study staff shall handle personal information of patients according to applicable laws and ordinances. Study staff must pay the utmost attention to protecting patients’ personal information and confidentiality. They shall not divulge confidential information on patients obtained from this study to any third party without a valid reason. These confidentiality requirements continue even after leaving the position. Furthermore, study results to be disseminated shall not contain any personal information.

6. Ethical Issues 
This study shall be conducted according to the Declaration of Helsinki and the Ethical Guidelines for Medical and Health Research Involving Human Subjects (Public Notice of the Ministry of Education, Culture, Sports, Science and Technology, and Ministry of Health, Labour and Welfare). The most common ethical issue might be release of personal information.
A survey sheet should be completed anonymously by a study physician with only the patient’s identification code. Completed sheets will be submitted to Nagasaki University from each hospital. The information on submitted sheets are to be stored on a USB flash drive. The original paper sheet and the USB drive shall be retained with a compact disc in a locked cabinet managed by the investigator with care to protect personally identifiable information. These will be kept for 5 years after publication of a manuscript about the study findings. The paper sheets will then be put through a shredder. Electronic data will be destroyed in a manner that will prevent data from being recovered when the storage period has expired. 
All blood and cerebrospinal fluid samples collected for this study shall be used after being temporarily stored in a locked freezer at Nagasaki University. A container for used samples will be sterilized using an autoclave. Labels with subject identification codes will be incinerated.
7. Anticipated Risks and Potential Benefits, General Evaluation of These Risks and Benefits, and Methods to Minimize Risks
7-1. Potential benefits
Participation in this study cannot directly benefit patients but study results may contribute to medical progress.
7-2. Anticipated disadvantages
This study is a prospective observational study using samples and data collected in the course of routine clinical practice. Specifically, this study evaluates the usefulness of the current diagnostic criteria for prion diseases and suspected prion diseases, as well as biomarkers for diagnostic evaluation, including medical imaging.
No increases in the number of diagnostic evaluations for patients or consultation time are expected by participating in this study. This suggests that patients have no disadvantages or risks as a result of study participation.
* Examinations with moderately invasive procedures performed for the research purpose in the prospective observational study 
Cerebrospinal fluid examination in this study is most likely to be slightly invasive. However, this examination is performed as a part of routine clinical practice according to the current diagnostic evaluation criteria.
Study physicians will provide appropriate treatment to patients who experience a study-related injury under general health insurance coverage. Patients will not receive financial compensation, for example, for medical costs. 
8. Retention and Disposal of Samples and Data During the Study Period and After Study Completion, Including Documents Related to Data Used for the Study
8-1. Storage duration and location for samples and data
Samples and data from this study shall be retained as specified below. These samples and data will be stored for at least the following duration and will continue to be retained as long as possible.
	
	Storage duration
	Storage form
	Storage location

	Documents of the ethics committee
	Five years after study completion 
	DVD-R

(Some documents will be stored in paper form)
	Locked storage box
(Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences) 

	Documents related to data used for the study 
	Five years after study completion 
	Paper form and

DVD-R
	Locked storage box 

(Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences)

	Correspondence table
	Five years after study completion
	Paper form
	Locked storage box

(Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences)

	Blood and cerebrospinal fluid samples
	Until analysis
	―
	Biology Room 801/802, 8th floor, Faculty of Medicine, Nagasaki University

Locked freezer

All samples must be used in analyses.

	Records about the provision of samples and data
	Five years after study completion
	Study protocol
	Locked storage box

(Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences)


· Documents of the ethics committee: copy of the application documentation, notification from the head of each investigational site, and copies of various application forms and reports.
· Documents related to data used for the study: case report form, consent form, questionnaire, test results, study data, data revision history, analysis results, and all documents that support data used for the study, such as experimental notebooks. 
【Multicenter study】

Documents of the ethics committee and documents related to data used for the study, including copies of submitted documents and a correspondence table, shall be also retained at the investigational site for 5 years after study completion. Storage forms and locations must comply with regulations at each site.
8-2. Sample and data disposal
· * Careful attention must be paid to the handling of personal information if study samples or data are to be discarded. 
· Study samples and data shall be discarded according to appropriate methods based on regulations at the investigational site.
· Papers to be discarded should be shredded.
· DVD-R shall be discarded after rendering them to an unreadable condition. All data files in a computer must be deleted in a way so that the files cannot be duplicated. 
· All blood and cerebrospinal fluid samples shall be used in analyses. All containers used for these samples are to be discarded as medical waste.
8-3. Records about the provision of samples and data 
A study physician or other study staff at the investigational site will record data obtained from this study in a case report form (paper) and make a copy of the report. The original case report form is to be submitted to School of Health Sciences, Faculty of Medicine, Nagasaki University via mail. The copy will be retained at the investigational site. Study samples are not provided to any other third parties.
8-4. Records about provision of samples and data
1) Study with samples and data provided from other institutions 
(Names of all institutions that provide samples and data must be recorded with the name of the investigator) 
The study protocol is categorized as a “Record about the provision of samples and data.” The study manager shall retain the protocol according to “11.2. Storage duration and location for samples and data.”
Records are prepared and stored by the Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences, which will receive these samples and data from the institution that provided them. These procedures must be properly carried out according to the regulations of the institution that provided samples and data, if applicable. 
	Name of the institution that receives samples and data
	Nagasaki University Hospital

	Name of the investigator at institution that receives samples and data
	Katsuya Satoh, hospital researcher

	Name of the institution that provided samples and data and name of the investigator
	A separate sheet can be attached if samples and data are or will be provided from several institutions 

	Type of samples and data
	Blood, cerebrospinal fluid, and medical records
Please refer to “4.5. Schedule and observation or test items.”

	Process of obtaining samples and data
	Remaining samples obtained during routine clinical practice at participating universities or hospitals or newly obtained samples at these institutions according to the study protocol


* Provision of samples and data from patients who gave informed consent 
This study is conducted after obtaining informed consent from patients. A written informed consent form with the name and signature of the patient, or their proxy, or a record of obtaining consent from the patient with his or her name if informed consent was orally obtained, shall be retained by the institution that provided the patient’s samples and data. The correspondence table shall be kept by the Satoh Laboratory, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences for 5 years in an appropriate manner (see “11.2. Storage duration and location for samples and data”). Samples obtained from patients are to be stored in a locked freezer in Biology Room 801/802, 8th floor, Faculty of Medicine, Nagasaki University. All samples must be used in analyses.
9. Funding Source, Conflicts of Interest, and Personal Profits at Investigational Sites and Researchers’ Conflicts of Interest
9-1. Funding source
　　* Funds for this study were provided in 2018 by the Practical Research Project for Rare/Intractable Diseases, a program of the Japan Agency for Medical Research and Development (AMED): “Evidence-based interventions at the population level for the prevention and management” (19ek0109362h0002). The research title of this study is the “Establishment of new evidence in order to prepare earlier diagnostic criteria for prion disease and clinical investigation of patients without hereditary prion disease using a collection of images or biomaterials.”　
9-2. Conflicts of interest
We have no possible conflicts of interest to declare related to planning, implementation, and reporting of the study that may interfere with study results or interpretation of study results.
Researchers involved in this study shall report necessary information according to regulations in the guidelines on conflict of interest management for clinical studies specified at each investigational site. This information must be assessed and approved by the conflict of interest review committee at each site. 
10. Study Information Disclosure and Possession of Study Results
　　・　Registration of study summary and results
　　　　Since this is a non-interventional study, a summary of the study and results will be registered in the University Medical Information Network (UMIN) prior to the beginning of the study.
・　Methods for disseminating study results, the dissemination policy, and possession of these results
　　Study results will be shared at an academic meeting and published in a scientific journal. We will provide an explanation to the patients or their family members during and after completion of the study if they have any questions about the results before dissemination of any information pertaining to the patient.
11. Contact Information for Patients and Their Family Members 
Katsuya Satoh, Professor
Division of Neurology, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences
Address: 1-7-1, Sakamoto, Nagasaki City, Nagasaki, 852-8501, Japan (5th floor of the School of Health Sciences building) 
Telephone number: +81-95-819-7991
12. Reimbursement of Expenses and Payments for Patients
Not applicable.
In this study, payments by patients will not be increased during the course of the study because all tests and examinations, except for cerebrospinal fluid examination, are to be carried out under general health insurance coverage. Expenses related to cerebrospinal fluid examination are not covered by general health insurance, but no increase in medical costs to patients is expected because these expenses will be covered by the research fund for evidence-based interventions at the population level for the prevention and management from AMED’s Practical Research Project for Rare/Intractable Diseases. No incentives or transportation costs shall be paid to the patients during the course of this study.
13. Methods to Address Serious Adverse Events Due to Invasive Study Procedures, Excluding Moderately Invasive Procedures
Not applicable.
14. Compensation for Health Injuries Caused by Invasive Study Procedures to Patients and Details of Injury
Procedures to be carried out in this study might be slightly invasive. They are unlikely to result in health injury to patients. Cerebrospinal fluid examination might be the most invasive study procedure. Possible adverse responses to this examination include bleeding, pain, and headache.
15. Monitoring and Auditing Methods
【Multicenter study】

≪Investigator≫
Katsuya Satoh, Professor

Division of Neurology, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences
Address: 1-7-1, Sakamoto, Nagasaki City, Nagasaki, 852-8501, Japan (5th floor of the School of Health Sciences building)

Telephone number: +81-95-819-7991
Fax number: +81-95-819-7991
≪Contact information≫
Katsuya Satoh, Professor

Division of Neurology, Department of Health Sciences, Nagasaki University Graduate School of Biomedical Sciences
Address: 1-7-1, Sakamoto, Nagasaki City, Nagasaki, 852-8501, Japan (5th floor of the School of Health Sciences building)

Telephone number: +81-95-819-7991
―――――――――――――【The following should be prepared, if applicable】――――――――――――

16. References
17. Medical Treatments Provided to Patients after Study Completion, If Any Study Procedures Other Than Procedures Performed in Routine Clinical Practice Were Carried Out
　　This study does not include any medical procedures other than those performed in routine clinical practice.
18. Methods for Handling Important Study Findings That May Affect Patients’ Health or Genetic Characteristics Possibly Transmitted to Their Descendants, including Incidental Medical Findings
　　This section is not applicable to this study because we will not carry out any genetic testing. 
19. Auditing of Contractor Compliance with Study Procedures, If Any Study Operations Were Outsourced to Third Parties
　　・We will consign operations related to sample transportation in this study to SRL, Inc..
　

20. Flowchart
Not applicable.
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