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Introduction

This handbook provides an explanation of the clinical study "Phase II multicenter randomized
controlled study on preventing oral mucositis during chemotherapy for breast cancer with a
steroid gargle" being conducted by the Department of Breast and Endocrine Surgery at

Nagasaki University Hospital.

1. About clinical studies

Our current methods of diagnosing and treating diseases were achieved through a long
process of progress and development. Further medical progress and development are important
so patients can continue to receive even safer and more effective treatments. A great deal of
research is necessary for this kind of progress and development in diagnosis and therapy, and
some of it needs to be carried out on healthy people and patients. This kind of research is called
clinical studies. Clinical studies can only be carried out with the understanding and cooperation
of patients.

Nagasaki University Hospital actively engages in clinical studies to fulfill our mission as a
university hospital to contribute to the development of medical care. Patients' human rights and
safety are of utmost importance when conducting these studies. Nagasaki University Hospital
created the Nagasaki University Clinical Research Screening Committee to rigorously examine
each potential clinical study. The present study is being conducted with the approval of the
Certified Clinical Research Screening Committee and the administrator of Nagasaki University
Hospital.

This study is not what is called a "clinical trial," which is conducted by pharmaceutical
companies and others to examine the safety and efficacy of new drugs to obtain approval from

the Ministry of Health, Labour and Welfare.

2. Participation is of your own free will and accord

After you have listened to an explanation of this study and understood it thoroughly, you may
decide freely whether or not you want to participate.

If you would like to participate, please sign the Consent Form and give it to the researcher in
charge. Even if you agree to participate in the study, you can end your participation at any time.
If you decide not to participate in the study, you will incur no disadvantage with regard to future

treatment.

e Withdrawal of consent
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Even if you agree to participate in this study, you can stop at any time. If you wish to do so,
please submit a signed letter withdrawing your consent to the researcher in charge, or you can

convey this withdrawal verbally.

Even if you withdraw midway through the study, you will not experience any disadvantage in
terms of future treatment.
If you stop participating in the study, all your specimens, information, and other data obtained

through this study will be discarded.

3. Disease covered by this study
Multiple carious dental lesions often occur and progress rapidly after radiation therapy (RT)

for head and neck cancer.

4. Purpose of the study
1. Why is this study being conducted?

Multiple carious dental lesions often occur and progress rapidly after radiation therapy (RT)
for head and neck cancer. This radiation-related dental caries not only reduces the quality of life
of the patients severely but also causes osteoradionecrosis of the jaw. Causes of radiation-
related dental caries include both saliva reduction due to salivary gland destruction and changes
in hard and soft tissues of the teeth by irradiation. Hence, regular dental caries management and
the use of topical fluoride are recommended as prevention methods for radiation-related dental
caries. Some authors have recommended 1-2% fluoride application using custom trays,
However, this preventive method cannot be applied in Japan because the maximum fluoride

concentration that patients can use in Japan has been limited to 0.09% for a long time

2. Purpose of the study
The purpose of this study is to examine whether the occurrence of radiation-related dental
caries can be reduced by application of low concentration fluoride using custom trays in patients

with head and neck cancer undergoing RT whose oral cavity is contained in the irradiation field.

5. Content of the study

(1) Eligible patients are people who:
a) Patients with head and neck cancer
b) Patients undergoing RT with more than 50 Gy of radiation, with or without chemotherapy
c¢) Patients whose oral cavity lies within the RT field during treatment

d) Patients in the age range of 20 to 90 years
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In addition, the physician in charge will check your treatment history, current medical condition,
medication, and other aspects to make an overall assessment as to whether you can participate in
the study.
(2) Study methods

The subjects of this study—patients undergoing chemotherapy for breast cancer—will be

divided into 2 groups.
Group A (40 people)

Use 0.145% fluoride gel every night

Group B (40 people) | Do nothing in particular to prevent dental caries

Each subject has a 50% probability of being assigned to either group.

Neither you nor the researcher in charge will choose the group you are assigned to.

All patients will be provided oral hygiene instruction according to the oral hygiene status by a
dental hygienist, and professional oral cleaning at the patient's visit every 3 months.
Professional oral cleaning means that under the direction of a dentist, a dental hygienist perform
oral hygiene instruction and cleaning of the tooth surface, tongue, and oral mucosa by oral

hygiene tools for patients.

(3) Medication used (group A only)
A toothpaste containing 0.145% Sodium Fluoride (NaF) (Check-Up rootcare®, Lion Co.,

Ltd., Tokyo, Japan) is loaded in the trays and patients are asked to wear the trays during sleep

every day.
(4) Schedule
The study will be carried out according to the schedule below.
Collection time
after RT booking 3 months* 6 months*> 9 months*> 12 months*®  cancelled
take consent O
Characteristic O
impression for tray*' [ )
custom tray set ! L
wear the tray*' L [ [ [ ) [ )
Dental Check*’ @) [ ) [ )

*1These would be evaluated only intervention group.

*2 These months will be after allocation day. Each consultation day has a allowance of + 4 weeks.

*3 Current number of teeth, The number of newly developed dental caries, Debris Index, wetness,

saliva volume.
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(5) Survey items, observation items, examination items

Patient characteristics: age, sex,

Treatment related factor: primary tumor site, operation +/-, total RT dose, RT method,
irradiation area, irradiation of salivary glands and site, concurrent
therapy, number of teeth before RT, Debris Index, stimulated saliva
volume, wetness of the oral mucosa, and number of dental caries
immediately before, after, and 1 year after RT, number of brushing,

Number of days tray used per week (only group A)

(6) Duration of participation

The duration of your participation in this study is one year from the day you agree.

(7) Treatment after the study ends
After completion of the study, appropriate treatment will be provided based on your
pathology and condition. If you have any questions, please feel free to contact the researcher in

charge at any time.

6. Other treatments
Even if you do not participate in the study, the researcher in charge will still provide you with

the best treatment for your condition.

7. Planned study duration and number of participants

(1) Study duration

This study will be conducted from the day it is released by jRCT (Japan Registry of Clinical
Traials) to December 31, 2024. (Recruitment period: day released by jRCT to December 31,
2022)

(2) Number of participants
Eighty patients from Nagasaki University Hospital, Kansai Medical University Hospital,
Shinshu University Hospital, Nagoya City University Hospital and Kagoshima University

Hospital are expected to participate in this study.

8. Expected benefits and drawbacks (side effects, complications)

(1) Expected benefits
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Subjects who assigned to the custom tray group can expect caries prevention effects. All
subjects will receive detailed examinations and explanations. This study could also contribute to

the development of new treatments and medications for your disease.

(2) Expected drawbacks

It is considered that participating in this research will not cause any direct disadvantage to
participate.
(3) Expected side effects and complications

There is a possibility you could experience other unknown side effects.
During the study, the subjects will be carefully observed for any side effects or other unwanted
symptoms. Any unwanted symptoms will be treated appropriately. If you feel any different from

usual, please inform the researcher in charge immediately.

9. Guidelines to follow
Please observe the following while taking part in this study.
Follow the instructions of the researcher in charge during the study.

If you have any unusual symptoms, please inform the researcher in charge immediately.

10. Termination of the study

Your participation in the study may be terminated in the following cases.

Please note that the study may have to be terminated against your will. Even if the study is

terminated, the researcher in charge will provide you with the best possible treatment.

* If you want to stop participating in the study

» If it is determined you do not meet the conditions for participating in the study.

* If you cannot come to the hospital on the predetermined days or are otherwise unable to
participate in the study.

= If the entire study is terminated due to factors such as safety issues, the effects are found to be
insufficient, or there are too few participants to carry out the study.

» If the researcher in charge decides to halt your participation due to the state of your illness or
your course of treatment

* f the researcher in charge decides the study should be terminated for any other reason.

11. Information about the study
You will be promptly notified if during the study we obtain any new information that may
affect your safety or willingness to participate. You will then be free to decide whether you

want to continue participating in the study.
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In addition, please inform us if you would like to know anything about the study protocol or
other information regarding this study. This excludes other patients' personal information or
matters that would interfere with the study overall. If you wish, we will inform you of the

study's results.

12. Submission of test results

Of the tests performed for this study, those that are directly related to your medical care will
be explained to you by the researcher in charge, in the same way as is done in regular medical
care. You will not be informed about other test results that are not directly related to your
medical care, though these can be explained to you if you wish. Please contact the researcher in

charge.

13. Protection of personal information

To protect personal information, an identification number will be assigned to each patient,
and this number will be used when handling samples and data. Information that could be used to
identify individual subjects will not be used. A correspondence table will be created that links
you to your identification number. This correspondence table will be kept inside the hospital
and will not be taken outside.

In addition, people involved in the study (including outside parties) may directly examine
your medical records to check that the study is being conducted properly. However, this will be
done confidentially based on the Personal Information Protection Law. There is no need to
worry about leaks of information related to your privacy (address, name, phone number, etc.). In
addition, reports and other materials will not contain information that could be used to identify
you.

Your personal information will not be disclosed even when the results of the study are

presented at conferences or published in medical journals.

14. Handling of samples and data obtained for this study
(1) Handling of samples and data

Your personal data will be handled with great care and be strictly managed to prevent
external leaks. Your samples or data will not be submitted to outsiders for analysis or any other
reason.

(2) Sample, data storage
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Samples and data obtained for this study will be stored at Nagasaki University Hospital
Department of Oral Surgery for at least 5 years after completion of the study, but if possible will
be stored for longer.

When samples and data are discarded, we will be careful to prevent leaks of personal

information.

15.Responding to and compensation for health damage

If health damage occurs because of this study, the patient's health insurance will be used to
provide treatment as is done under normal insurance care. These costs will be borne by the
patient and no financial compensation will be provided, such as for loss of income or hospital
beds that are not fully covered by insurance. In the unlikely event that health damage occurs,

appropriate medical treatment will be provided within the scope of insurance care.

16. Financial burdens

You will have to pay for the cost of this research period using your health insurance as you
would normally receive medical treatment. However, A toothpaste containing 0.145% Sodium
Fluoride (NaF) Check-Up rootcare used in this study is provided free of charge by Lion Dental
Materials Co., Ltd., so there is no burden on the patient. In addition, there is no burden on the
patient when making and testing the tray (plaque index, oral mucosa wetness, stimulated saliva
volume). The cost of this study is the same as the cost of receiving the same treatment without

participating in the study.

17. Conflicts of interest and funding sources
Conflicts of interest refer to situations in which third parties could be concerned that a study
has not been conducted fairly and appropriately. This includes falsifying data and giving
preferential treatment to specific companies due to economic interests with the outside parties.
The principal investigator and researchers in charge of the study have been screened by
Nagasaki University Hospital's Conflict of Interest Screening Committee, which confirmed they

do not have stakes in any company or organization that could harm the reliability of the study.

18. Monitoring
In this study, monitoring will be carried out by a monitor appointed by the principal
investigator according to a pre-made monitoring procedure manual to ensure that the study is

conducted properly.

19. Intellectual property rights
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The results of this study may generate patent rights or other forms of intellectual property. If
this happens, the intellectual property rights will belong to Nagasaki University Hospital, not to
the patients.

20. Study implementation system

& Principal investigator >

Name: Sakiko Soutome

Affiliation: Oral care Center, Nagasaki University Hospital
Address: Sakamoto 1-7-1, Nagasaki, Nagasaki Prefecture
Tel: 095-819-7663

&K Partner research institutes >>
Name: Yuka Kojima

Affiliation: Kansai Medical University Hospital

Name: Shin-ichi Yamada

Affiliation: Shinshu University Hospital

Name: Yasuyuki shibuya
Affiliation: Nagoya City University Hospital

Name: Taihei Yamaguchi

Affiliation: Kagoshima University Hospital

20. Inquiries, contact information
If you have any questions or concerns about the study, please do not hesitate to contact the
Kresearcher in charge>>.
Principal investigator
Name: Sakiko Soutome
Address: Sakamoto 1-7-1, Nagasaki, Nagasaki Prefecture
Tel: 095-819-7663
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ver. 2.0

To be kept by the hospital, (copy) for patients

Consent form

Multicenter study of effects of topical fluoride application with tray on prevention of

dental caries in patients undergoing head and neck radiotherapy

Items to be explained

1. About clinical studies

Participating in a clinical study

3. Your disease
Purpose of the study
Content of the study
Other Treatments

Planned study duration and number of
participants

Expected benefits and drawbacks
Guidelines to follow

10. Termination of the study

11. Information about the study

12.Submission of test results

13.Protection of personal information

14.Handling of samples and data obtained for the study
15.Responding to and compensation for health damage
16.Financial burdens

17.Conflicts of interest and funding sources

18.Intellectual property rights

19.Implementation system

20.Inquiries, contact information

21.Consultation office for opinions and complaints

[Signature of researcher] I explained the study to the patient.

Date of explanation:
Name of explainer:

[Patient's signature]

(signature)

I have received an explanation of and understand the above items, and agree to participate in

this study of my own free will and accord. I will receive a copy of the patient handbook and this

consent form.

Consent Date:
Patient's name: (signature)
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