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File

Human body (mTrial/cResearch) Coding KMUH/IRB/AF/08E-03/000

Subject consent SOP
Edition

The 11™ edition

We invite you to participate in this human experimental trial. This consent form
provides you with relevant information about this study. The project host or
researcher will explain and answer relevant questions in detail for you.

Project name: A cross-over trial to evaluate the efficacy and safety between increasing the dose of

iron and original iron dosage in patients with maintenance hemodialysis

IRB Number KMUHIRB-F(I)-20190110 | Project Number

Research execution .
. From the date of IRB adoption to December 31, 2022 '+~
deadline

Trial institution:

Department of
Internal Medicine, Entrusted unit/pharmaceutical factory:
Kaohsiung no

Municipal Ta-Tung
Hospital, KMUH

mDrugs oMedical equipment oNew medical technology CcHuman body research oOthers:

Place of collection: o K aohsiung Medical University oKaohsiung Medical University Hospital
oXiaogang Hospital, KMUH mKaohsiung Municipal Ta-Tung Hospital, KMUH oQijin Hospital,
KMUH

oOthers:

Project host: Dr. Hugo Y.-H. Lin Unit: Department of Internal Medicine, Kaohsiung
Municipal Ta-Tung Hospital, KMUH Telephone: +886-7-2911101 ext 8736

Co-host: Dr. Sheng-Wen Niu Unit: Department of Internal Medicine, Kaohsiung Municipal
Ta-Tung Hospital, KMUH Tel: +886-7-2911101 ext 8736

Co-host: Dr. I-Ching Kuo Unit: Department of Internal Medicine, Kaohsiung Municipal
Ta-Tung Hospital, KMUH Tel: +886-7-2911101 ext 8736

24-hour emergency contact: Dr. Hugo Y.-H. Lin, Mobile phone number: +886-975356145

1. Brief introduction of the global market status of pharmaceuticals/medical devices: oNot
applicable
Sucrofer injection has been listed globally

2. Research background/test purpose:

Intravenous iron is the standard treatment for patients undergoing hemodialysis. In January, 2019,

Edition : Edition Date : 2019 year 7 month 29 Day
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the New England Journal NEJM 2019 Jan 31; 380(5): 447-458 (Proactive IV Iron Therapy in
Haemodialysis Patients, PIVOTAL, hemodialysis patients Active venous iron therapy) clinical trial,
this study found that iron therapy higher than traditional doses can improve cardiovascular
prognosis, blood transfusion times, and erythropoietin use in dialysis patients. The hemodialysis
room of Ta-Tung Hospital follows the (Kidney Disease Improving Global Outcomes, KDIGO,
Kidney Disease Improvement Global Prognosis) guidelines. The current iron treatment guidelines
are iron therapy until Ferritin (ferritin)>500ng/ml, or (transferin saturation, TSAT, transferrin
saturation Degree)>20%. Therefore, we revise the iron treatment guidelines according to the NEJM
recommendation and increase the iron treatment dose in the dialysis room of Datong Hospital.

This trial is a Phase IV (Taiwan Single Center) clinical trial. It is expected to accommodate 200
people in Taiwan. The purpose of this trial is to evaluate the effect of treating end-stage renal
disease anemia, and to increase the therapeutic effect and safety of iron dose.

There are risks in any treatment, and clinical trials are no exception. Please decide whether to

participate in this trial after careful consideration.

3. The main inclusion and exclusion conditions of the experiment:

3.1 Inclusion conditions (people who meet the following conditions are suitable to participate in this
study)

* You must be at least 20-year-old.
* You must not have donated more than 500cc of blood within the past 3 months.
* You must be able to get dialysis in the dialysis room of our hospital within 24 months of the trial.

3.2 Exclusion conditions (If you have the following conditions, you can not participate in this
study)

* You have malignant tumor receiving chemotherapy.
* You have not received iron treatment in the past.

* You have been allergic to iron.

* Your liver function test is abnormal.

* You are in infection status.

4. Test method and related inspection:

If you decide to join this study and sign this consent form, we will conduct a physical examination
for you. The physical examination items include blood and urine examination, height and weight,
and heartbeat blood pressure measurement. If your conditions are met, you will start to give iron
according to the hemoglobin value during the dialysis treatment, and follow up the hemoglobin
regularly according to the test process. If the hemoglobin meets the standard, it will be reduced or
the iron administration will be suspended.

You will compare your clinical status before entering the trial with your clinical status after

entering.

Test drug
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Sucrofer injection (iron sucrose), each vial of water injection contains 100mg of iron (SmL).

Test procedure

Screening period (days -7 to -1)

Test drug within one week before the first course of treatment, the test staff will explain the test
content to you and ask you to sign the subject's consent form. If you agree to participate in this trial,
the trial staff will need to obtain the following information and evaluation results:

Height, weight, age, sex, hemoglobin, white blood cells, platelets, serum iron, ferritin, transferrin
saturation.

Treatment period: after enrollment until 2022.

During this return visit, you need to undergo the following procedures:

Hemoglobin detection.

5. How the data/sample will be processed, where and how long it will be stored, who can use your
sample:

1. Preservation and use of specimens and remaining specimens

(1) Preservation and use of specimens (including their derivatives)

For the purpose of research, our specimens collected by us will be used in accordance with
this research plan. The specimens will be stored in the common laboratory on the ground floor of
Ta-Tung Hospital. Until the expiration date of 2032, we will destroy them according to law. In
order to protect your personal privacy, we will replace your name and related personal data with a
test number to confirm that your specimen and related data are completely confidential. If you have
doubts about the use of the specimen, or you have any need to destroy the specimen, please contact
us immediately (contact person: Dr. Hugo Y.-H. Lin, telephone: +886-7-2911101 ext. 8736), we
will destruct immediately. You can also contact (Kaohsiung Medical University Hospital
Intituional Review Board, KMUIRB) to assist you in resolving any disputes regarding the research

use of the specimen.

(2) Reuse of remaining samples (including derivatives)

All new research plans must be reviewed and approved by the KMUIRB. If the KMUIRB
determines that the new research is beyond the scope of your consent, it will require us to obtain
your consent again.

Do you agree that the remaining samples will be reserved for future research by Dr. Lin, and
authorize the KMUIRB to review whether you need to obtain your consent again (choose one)

0 I do not agree to save my remaining samples, please destroy them after the test is over.
o I agree to save my remaining specimens in a non-disconnected manner. If the scope of the
original consent is exceeded, my consent must be obtained again to use my specimens for new

research.

2. Some types of specimens and remaining specimens

General biochemical and blood test specimens

Edition : Edition Date : 2019 year 7 month 29 Day
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Biomarker specimens/genetics specimens

During the trial period, your specimen will be sent to the joint laboratory on the ground floor
of Kaohsiung Municipal Ta-Tung Hospital, KMUH of Dr. Hugo Y.-H. Lin for disposal, processing
and further analysis. The address of this institution is No. 68, Zhonghua 3rd Road, Kaohsiung City.
The central laboratory will not provide laboratory results to the test center after analysis. After the
test is completed, if there are any remaining specimens, they will be stored on the ground floor of
Kaohsiung Municipal Ta-Tung Hospital, KMUH for up to 10 years.

Personal information

During the trial period, we will collect chart records, medical records, scales, questionnaires and
other data and information related to you based on the type of trial plan and the content authorized
by you, and use a trial number to replace your name and related personal data. If the
aforementioned data and information are in paper form, they will be stored in a locker on the test
facility separately from this consent form; if they are stored electronically or filed for statistics and
analysis, they will be stored in a password. In a dedicated computer with appropriate anti-virus
software. All data and information will be preserved for at least two years. If the research and
development of an experimental drug is terminated, it will be preserved for at least two years after
the trial is officially stopped and destroy. If the above data and information are transferred to
foreign countries for analysis and statistics, you will still be protected in compliance with the laws
and regulations of your country. The project host and related teams will try their best to ensure that

your personal information is properly protected.

Possible side effects, incidence and treatment methods:
1. Risks associated with the trial drug (side effects of the drug used in this trial)
All experimental drugs may cause side effects, and you may or may not experience the

following side effects.

side effect:

A side effect (incidence rate <1%)

Drug leakage, treatment method: The iron leaks to the local tissues of the infusion site. After the
leakage, it can cause pain, inflammation, local browning, and necrosis in severe cases. Usually no

special treatment is required, and surgical treatment is necessary in severe cases.

B side effects (incidence rate <1%)
Hypotension may sometimes occur during iron infusion, which may be related to the rapid infusion
and preventive use of antihistamines. It usually does not require special treatment. If the blood

pressure riser is administered improperly, it may cause abnormal hemodynamics.

C side effects (incidence rate <1%)

Hydroxyl free radicals produced by intravenous iron can also damage the liver. To avoid iron
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overload, iron overload is a factor that continues to aggravate liver damage. This study excluded

people with abnormal liver function

D side effects (incidence rate <1%)
There is more free iron in the bloodstream during intravenous iron supplementation, which helps

bacteria grow. Therefore, this study excluded people with infection.

E side effects (incidence rate <1%)

For patients with a history of multiple drug allergies, atopic allergies, and systemic
inflammatory diseases such as systemic lupus erythematosus and rheumatoid arthritis, we will be
extra cautious when using intravenous iron, because the chance of allergic reactions is greater. Even
if the iron test is negative, it does not mean that there is no hypersensitivity reaction. Even if some
iron test does not need to test, we will have to monitor it closely for at least 30 minutes every time
we use iron. The light ones do not need to be dealt with, and the severe ones may be life-threatening
if they are not dealt with in time. Common reactions include:

(1) Mild conditions include skin itching, flushing, fever, tight chest, urticaria, back pain, and high

blood pressure.

(2) In addition to mild symptoms, moderate can also include cough, nausea, dyspnea, tachycardia,
and hypotension.

(3) In severe cases, the symptoms are severe, frequent and sudden, including wheezing, periorbital
edema, cyanosis, loss of consciousness, and cardiac or respiratory arrest.

F side effects (incidence rate <1%)

Increasing the iron dose will cause damage to other organs due to iron overload. The most
common overload is in the liver. We will closely monitor the TSAT, and we will also closely track
the liver index (GOT, GPT). If it is suspected, the iron will be stopped immediately. And arrange
nuclear magnetic resonance, if necessary, further arrange liver biopsy to confirm the diagnosis.

When side effects occur: Stop the injection immediately, monitor vital signs closely, and give
anti-allergic drugs if necessary.

This trial may have other side effects, but it is not yet clear. During the trial period, the trial
physician and other trial personnel will regularly monitor you for side effects. If necessary, you will
be arranged for additional visits and tests. If you experience side effects, please inform your trial
physician and other trial personnel, and the trial physician will decide on appropriate treatment

based on your situation.

Risks associated with the test process
During the trial, you may feel uncomfortable, and certain tests may be dangerous, such as: blood
sample collection, electrocardiogram test, liver biopsy... etc.

Collect blood samples: Taking blood from the arm may cause pain, bruising, and dizziness, and
infection may occur at a very low rate. The treatment method is to press the blood sampling site for

at least 5 minutes after the blood draw; bruises can be relieved by hot compress; dizziness requires
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sitting or lying down. If the blood sampling site is infected, please contact Dr. Hugo Y.-H. Lin, the

host of this study immediately, and the hospital will provide you with the necessary medical care

If you experience any of the above serious or dangerous side effects, you should as soon as
possible:

1. Call the 24-hour emergency contact person.

Go to the nearest emergency room as needed.

Psychological aspect-the subject may have psychological effects when participating in this trial,
such as feeling pressure to receive additional treatment for dialysis due to anemia.

Social aspects-the possible impact of subjects and their relatives or ethnic groups, such as pressure

to join a clinical trial.

7. Other alternative therapies and instructions:

You do not have to participate in this trial to improve your disease. If you do not participate in this
trial, your disease can also be treated with the original iron riding dose, including drugs that have
been approved or used to treat your disease. Your trial physician can discuss the risks and
advantages of these alternative therapies with you. In addition, you can discuss your options with

your routine care physician.

Expected benefits of the test:

In the past, human experience shows that when the dose of iron is increased, it can improve anemia
and reduce the chance of blood transfusion.

Even with the above information, there is still no guarantee that your condition will get better by
participating in this trial or will bring you other direct benefits.

What are the possible benefits of participating in this trial?

You may not benefit from participating in this trial. Tests are a way for physicians to understand
whether drugs are effective in fighting disease.

The information you get from participating in this trial may help patients on hemodialysis to better
understand the efficacy and safety. It may also benefit other patients with the same disease in the

future.

9. The contraindications, restrictions and cooperation items of subjects during the trial:

During your participation in this trial, for your safety, please cooperate with the following matters:
-Should not participate in other clinical studies.

-Provide your past medical history, medical records and correct information related to your current
condition

-For your safety, please return to the clinic at the agreed time. If you cannot come at the originally
agreed time, please contact the test staff. -Please fill in the log on time and record your condition
truthfully. (According to the plan book)

-For your safety, please inform the trial physician of any uncomfortable symptoms you have.

-Do not take other drugs arbitrarily, including proprietary medicines, Chinese herbal medicines,
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health foods, etc. If you need to use other drugs, please discuss with your trial physician.
(According to the plan book)

-If other physicians prescribe new drugs or change drugs, even for diseases unrelated to the trial,
please inform the trial physician.

-If you have any questions, please do not hesitate to ask directly with your test staff (doctors,
nurses).

-Don't get pregnant or let people get pregnant. If you are still likely to become pregnant or give
birth to pregnancy, please use high-efficiency contraceptive methods during the trial, such as
intrauterine contraceptive devices and hormonal contraceptives. (According to the plan book)

-If you seek temporary medical treatment in other medical institutions, please show to the medical
staff that you are using an experimental drug.

-If you have been hospitalized or your medical condition changes between two visits, or if you wish

to stop using the trial drug (or have stopped the drug), please notify your trial physician.

10. Data/sample processing method after the study:

oAgree to continue to provide Kaohsiung Medical University and affiliated institutions of
Kaohsiung Medical University and other related businesses to conduct other research in a
non-disconnected manner. If it exceeds the scope of my consent to use the sample, I will be referred
by the original attending physician and my consent will be obtained again. Before I can use my
specimen for new research, the consent form and research plan must be reviewed by the KMUIRB
DAgree to donate to Kaohsiung Medical University, Kaohsiung Medical University affiliated
institutions, and related undertakings to save the human body .biological database (after unlinking,
follow-up medical research can be done, and no personal privacy is involved).

0 Destroyed by Kaohsiung Medical University and its affiliates and related undertakings.

oReturn (Since the remaining specimens may be lesion tissues, and their preservation and carrying
may also be dangerous for infection, it is recommended that if there is no special requirement and
preservation equipment, it should be destroyed by Kaohsiung Medical University and Kaohsiung

Medical University affiliates and related businesses).

11. Medical ethics considerations of the experiment:

Researchers are reviewed and approved by the KMUIRB before conducting research, and follow
the three major principles of medical ethics: autonomy, non-harm, and fairness. In terms of the
principle of autonomy, the researcher will assess your physical and mental condition before
accepting the case, and then carefully explain the research theme, purpose, and method of research
to you after meeting the conditions to ensure that you receive sufficient information, and manage to
think in the future. In the case of coercion or manipulation, voluntarily participate in the
experiment, obtain your consent and fill out the consent form before proceeding. During the study
period, you have absolute autonomy and can decide to withdraw from this study at any time, and it
will absolutely not affect the medical treatment or treatment rights and the quality of care.
Regarding the principle of no harm, this research gives priority to respect for human rights and

ethical considerations. Any data that can identify you will be processed in a coded manner to keep it
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confidential. All data collected in the research is for academic research reference only. Disclosure
with your permission. The research consent form and research results will be kept separately and
kept properly to ensure that the information you provide is not leaked. In terms of the principle of
fairness, the subjects of the case shall not be treated differently due to their socioeconomic status,
personal characteristics, race, gender or health status. During the research, information related to
your health or disease will be provided in real time, and you will be provided with consultation

methods and contact telephone numbers for any research-related issues to achieve fairness.

12. Confidentiality:

Dr. Lin will treat your information as confidential in accordance with the law. During the
research period, the sample/data will replace the subject’s personal data with a code to protect the
subject’s privacy. You also understand that clinical trial monitors, auditors, competent authorities
and the human trial review committee of this hospital have the right to review your research data to
ensure that the clinical trial process or data meets the requirements of relevant laws and regulations,

and will comply with the ethics of confidentiality.

13. Use of research results

1. The research results of this project will be published in academic journals.

2. If the research results of this project are published in academic literature, you agree to donate to
Kaohsiung Medical University/Kaohsiung Medical University Hospital/Kaohsiung City Xiaogang
Hospital/Kaohsiung Municipal Ta-Tung Hospital, KMU for disease diagnosis, prevention,

treatment and research And other medical uses.

14. Subsidies, expenses, damages and insurance

A. Subsidies for participating in the experiment:

1 There is no subsidy for this trial.

B. Financial burden:

1 You do not need to bear any expenses related to this test to participate in this test. If the clinical
trial plan is formulated in accordance with this research institute, the trial execution agency Datong
Hospital shall be liable for compensation and compensation in accordance with the law for damage
caused by adverse reactions. However, the expected adverse reactions recorded in this subject's
consent form will not be compensated.

C. If adverse reactions or damage occur as a result of the clinical trial plan set by this research
institute, our hospital is willing to provide professional medical care and medical consultation.

D. Except for the first two compensation and medical care, this study does not provide other forms
of compensation. If you are unwilling to accept such risks, please do not participate in the trial.

E. You will not lose any legal rights by signing this consent form.

F. Liability insurance is not insured in this study.

15. Subject rights:

A. During the trial, any major findings related to your (you) health or illness that may affect your

(you) willingness to continue the clinical trial will be provided to you (you) immediately.
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B. In order to carry out the research work, you (you) must be under the care of Dr. Hugo Y.-H. Lin
/ Dr. Shengwen Niu/ Dr. I-Ching Kuo. If you (you) have any questions or conditions at present or
during the trial, please feel welcome. You can contact the project host, Dr. Lin (24-hour contact
number: +886-975356145).

This consent form is in duplicate. The researcher has given you (you) a copy of the consent form
and has fully explained the nature and purpose of this research. Researcher Dr. Lin has answered

your questions about drugs/research.

C. If you (you) have questions about the nature of the trial work during the trial, if you have
opinions about your rights as a patient or suspect that you have been harmed by participating in the
research, you can contact the human trial review committee of this hospital for consultation. The
number is: +886-7-3121101 extension 6646 or +886-7-3133525.

This research plan has been reviewed and approved by the Institutional Review Boards (IRB)
before it can be implemented. The KMUIRB is composed of professionals with a medical
background and social justice persons with a non-medical background in accordance with the
regulations of the Ministry of Health and Welfare, Taiwan. It is an independent committee that
performs review, approval and supervision of human research cases to protect the research
subjects. Rights, safety and well-being.

A. The human test review committee reviews research plans, comprehensively evaluates the
appropriateness of research methods and procedures, respects the autonomy of the research
subjects, ensures that the risks and interests of the research are balanced, minimizes the harm to
the research subjects, and takes into account the research burden and results The fair distribution to

protect the rights of research objects.

B. Any research case has risks, please evaluate carefully!

16. Withdrawal and suspension of the test:

You are free to decide whether to participate in this trial; you can also withdraw your consent at any
time during the trial, and you can withdraw from the trial without any reason, and will not cause any
unpleasantness or affect the medical care of your doctor in the future. Dr. Lin [the trial host or trial
consignor] may also suspend the progress of the trial when necessary. When the trial is aborted or
terminated, Dr. Lin [the trial host or trial consignor] will notify you immediately and ensure that

you have appropriate Treatment and tracking

17. Data/sample processing method after exiting halfway:

DAgree to continue to provide Kaohsiung Medical University and affiliated institutions of
Kaohsiung Medical University and related businesses to conduct other research in a
non-disconnected manner. If it exceeds the scope of my consent to use the sample, I need to get my
consent again before using my sample To conduct new research, the consent form and research plan
must first pass the review of the KMUIRB afiiliated to Kaohsiung Medical University.

DAgree to donate to Kaohsiung Medical University, Kaohsiung Medical University affiliated
institutions, and related undertakings to save the human body biological database (after unlinking,

follow-up medical research can be done, and no personal privacy is involved).
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0 Destroyed by Kaohsiung Medical University and its affiliates and related undertakings.

oReturn (Since the remaining specimens may be lesion tissues, and their preservation and carrying
may also be dangerous for infection, it is recommended that if there is no special requirement and
preservation equipment, the Kaohsiung Medical University and Kaohsiung Medical University

affiliates and related businesses should be destroyed).

18. Research the expected commercial benefits:

This research is not expected to derive patent rights or other commercial benefits.

19. signature

1. The trial host, or co-host or their authorized personnel have explained in detail the nature and
purpose of the above-mentioned research methods in this research project, as well as the possible
risks and benefit.

Signature of test host/co-host: Date: year month day

Signature of other researchers participating in the interpretation and discussion during the process

of obtaining consent: Date: year month day

2. After the explanation, I have understood the above-mentioned research methods and the possible
dangers and benefits in detail, and I have also obtained detailed explanations about the questions
about this test plan. I agree to accept and voluntarily participate in this research, and will hold a
copy of the consent form.

Subject’ s signature: Date: year month day

Date of birth: year month day Tel:

Uniform Number of National ID Card: Gender:

mailing address:

When the subject is an incapacitated person (a minor under the age of seven) or a person declared
under guardianship, the consent of his legal representative or guardian shall be obtained.

0 When the subject is a person with restricted capacity (a minor over seven but under 20) or a
person subject to an auxiliary declaration, the consent of himself and his legal agent or auxiliary
shall be obtained.

oThough the subject is not incapacitated, restricted in capacity, declared under guardianship, or
declared assisted, if the subject is unable to do it on his own due to unconsciousness or insanity, it
shall be done by a person with the right to consent. The order of persons with the right to consent
in the preceding paragraph is (1) spouse (2) adult children (3) parents (4) brothers and sisters (5)
grandparents.

% Legal representative/guardian/auxiliary/person with consent

Signature: Date: Year Month Day

Relationship with the subject: Telephone number:

mailing address:
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A. This is to certify that the project host has fully explained the contents of this study to the
subjects.
Witness Signature: Date: Year Month Day

% 1. When the subject, the legal representative/guardian/auxiliary or the person with the right of
consent cannot read it, the witness should be present to participate in all discussions about the
subject’s consent form. Witnesses should read the subject’s consent form and provide any
other written information of the subject to witness that the trial host or the person designated
by it has accurately conveyed its content to the subject, legal representative or person with
consent Explain and make sure that they fully understand the content of all materials.

2. Subjects, legal representatives/guardians/auxiliary persons or persons with the right of consent
should still sign the subject’s consent form and specify the date. However, fingerprints can
replace signatures.

3. After the witness completes the oral explanation and confirms that the consent of the subject, the
legal representative or the person with the right to consent is entirely out of their free will, they
should sign the subject’s consent form and specify the date.

4. Personnel involved in the test shall not be witnesses.
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