
Signed Informed Consent Form(s) or Document(s)   

 

 I, Piyatida Chuengsaman, M.D. confirmed that the signed informed consent of all patients 

participating in this study were obtained before the start of the study. The study was conducted in 

accordance with International Conference on Harmonization–Good Clinical Practice guideline and the 

Declaration of Helsinki.  

 Attachments are the blank study information and informed consent forms (ICF) approved by each 

institutional review board /independent ethics committee (IRB/IEC) and used by each study site (Banphaeo 

Hospital, Udon Thani Hospital, and Siriraj Hospital) in Thai Language and the Master ICF in English.   

  In order to protect patient confidentiality and prevent confidentiality breaches, the IRB/IECs have 

not permitted to share the signed informed consent of the individual patients.   

 

 
Piyatida Chuengsaman, M.D 

 Principal Investigator/Corresponding author  
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PATIENT INFORMATION AND INFORMED CONSENT  
FOR RESEARCH PARTICIPANTS 

 
 
 

Protocol Number APXF001-01 

Protocol Title An open-label prospective study to evaluate the efficacy 
and safety of a recombinant human Erythropoietin 
(Hema-Plus) for the management of anemia in patients 
on peritoneal dialysis 

Study Drug Hema-Plus 

Clinical Phase: Phase IV 

Sponsor:  Apexcela Company Limited 

Version/Date Final version 4.0 dated 20 September 2016 

 

Principal Investigator’s Name 

 
 
XXX 

 

Site Address: 

 

 
 
XXX 
 

Tel: XXX 
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Informed Consent Form 

You are invited to participate in the research study because you are a chronic renal disease 
patient with anemia who will receive peritoneal dialysis. 

Before you agree to participate in this study, you need to know the risks and benefits in order 
to make decision. This process is called an "informed consent" process. This consent 
document will provide information for you about the study that you may wish to join. Please 
read the information carefully and discuss with any person as you want, which may include 
friends or relatives. If you have any questions, please ask the study doctor or research staff 
to answer them. 
 
 
Participation in the Study 

Once you know about the study and the tests that will be done, you will be asked to sign this 
form to join this study before any study specific procedure or test is performed. Your decision 
to take part in this study is voluntary. That means you are free to decide to join this study or 
not join this study. You are under no obligation to join the study, and refusal to join will not 
affect your medical care. You are also free to leave the study at any time and without any 
reason. The Study Doctor will discuss with you about other treatment options.  

 

Why this study is being conducted?  

Anemia is a common condition among patients with Chronic Kidney Disease that is almost 

inevitable, especially in the end-stage of renal disease because the kidneys play an important 

role in the production of erythropoietin hormone which supports the process by which red blood 

cells are produced. Renal anemia usually occurs in early stages of Chronic Kidney Disease 

and worsens as it progresses. When anemia is left untreated, the consequences can be severe 

which includes cardiovascular disease, reduced cognitive function and mental acuity. These 

abnormalities reduce the quality of life, interfere with rehabilitation and decrease survival in 

patients with Chronic Kidney Disease.    

The treatment of anemia in patients with Chronic Kidney Disease has provided beneficial 
effects such as a reduced requirement for blood transfusions and the associated 
complications, improvement of heart failure symptoms and regression of left ventricular 
hypertrophy, improved quality of life, decreased hospitalizations and reduced the overall 
healthcare cost.  

This study will be conducting to evaluate the efficacy and safety of Hema-Plus, which is a 
recombinant human erythropoietin, when using in the real practice setting in terms of the 
erythropoietin dosage strength used, dosage adjustment approach, and patient visit interval 
for the management of anemia in patients with chronic renal disease Stage V on peritoneal 
dialysis. 

  

 
Study Objectives and Procedures 

This is the clinical research study sponsored by the pharmaceutical company named 
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Apexcela. If you agree to join this study, you will receive Hema-Plus to manage your anemia.  

The purpose of this study is to evaluate the efficacy and safety of Hema-Plus for the 
management of anemia in patients with chronic renal disease Stage V on peritoneal dialysis 
and will also assess the quality of life of the patients at the beginning of the treatment compare 
with the quality of life at the end of the study. There will be approximately 30 patients enrolled 
in this study. Therefore, peritoneal dialysis patients from “CAPD Center – Patthanakan 
Banphaeo Hospital (Public Organization)”, “Udon Thani Hospital” and “Siriraj Hospital” will be 
pariticipated the study.  This study will be conducted in Thailand only. 

 
 
Study Treatment 

Hema-Plus is the recombinant human erythropoietin or Epoetin alfa. The study drug, Hema-
plus, will be provided in the form of sterile solution for injection in vials or pre-filled syringes of 
4000 IU/ml.  

The study drug administration will be conducted according to the normal practice at this 
research site. You will receive Hema-Plus at 4000 IU/dose administered subcutaneously once 
or twice weekly at the investigator’s discretion.  

The treatment target is to achieve hemoglobin level of 11-12 g/dL. Blood test will be performed 
at every visit to evaluate response to study drug. The dosage adjustment is at the study doctor 
discretion based on the hemoglobin level, the observed rate of increase in hemoglobin level, 
and clinical circumstances. The shortest interval between dose adjustments is 2 weeks during 
the beginning of the study. The study doctor will inform you the drug dosage and frequency to 
be used and ask you to use the study drug as instructed by the study staff. The study team will 
ask you to complete the study drug self-administration information and any abnormalities that 
may occur in the patient diary and bring it to the investigational site at every visit for treatment 
compliance confirmation. 

You will receive the study drug for self-administration between the clinic visits. You must return 
the used vials or pre-filled syringes of study drug to the site staff at the subsequent visits as 
part for monitoring the treatment compliance and treatment outcome.  

Study drug storage and managements: 
- You must store the study drug which is kept in the containers in 2-8 ° Celsius (in the 

refrigerator) at all time and protected from light.  
- Do not shake or freeze the study drug 
- If you forgot any dose, you should administer the drug at the earliest possible 

opportunity. 

- Study staff will instruct you on the subcutaneous administration. 

You should use the study drug as instructed by the Study Doctor only. At the end of the study 
or when you leave the study, you should return any study drugs that are remaining in your 
possession to the study doctor. 
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Visit schedule and study assessments are as follows:  
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Treatment 
End of study 
assessment 

Visit 1 2 3 4 5 6 

Week within -2 wk 0 2 4 8 12 

Procedures       

Written informed consent  X      

Review eligibility  X X     

Medical history X      

Physical Exam X X X X X X 

Vital sign X X X X X X 

Hematology  X X X X X X 

Serum Transferrin saturation, Ferritin X   X X X 

Parathyroid Hormone X      

Blood chemistry X   X X X 

Chest X-ray X      

ECG X      

Urine Pregnancy test  X   X X X 

Dialysis Adequacy    X  

C-reactive protein, HBs Ag, HCV Ab X      

Stool occult blood X      

Quality of life assessment X     X 

Dispense study treatment  X X X X X 

Counseling  X X X X X 

Study drug compliance check   X X X X 

Adverse Events and Serious Adverse 
Events 

X X X X X X 

Concomitant medications X X X X X X 
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The amount of blood collected in Visit 1, 4, 5 and 6 are 14.5 milliliters (about 3 teaspoons) and 
the amount of blood collected in Visit 2 and 3 are 2.5 milliliters (half a teaspoon). The total 
amount of blood collected in the study will be approximately 63 milliliters (approximately 12 
and a half teaspoon).  

At Visit 1, you will be informed about the study and if you are willing to participate, you will sign 
the informed consent document for research participants. The study doctor will ask questions 
about your health history and medications you are using. You will have a blood collection for 
laboratory tests, physical examination, vital signs measurement, X-ray, ECG, pregnancy test 
(if you are a woman of childbearing potential), and stool occult blood. These tests are 
performed to evaluate your health and disease status and see if you are eligible to participate 
in the study or not. You will be interviewed for Quality of Life Questionnaire as well.  

Based on tests from Visit 1, if you are qualified the eligibility criteria for the study. The study 
doctor will inform you in Visit 2 within two weeks of Visit 1 and perform a physical examination, 
vital signs measurement, blood collection for laboratory tests to check the level of hemoglobin 
and other safety tests and receive the study medication.  

At Visit 3, within two weeks of Visit 2, you will receive a physical examination, vital signs 
measurement, blood collection for laboratory tests to check the level of hemoglobin and other 
safety tests and receive the study drug and return empty bottles or pre-filled syringes of used 
study medication.  

Visit 4 will be performed within two weeks of Visit 3. You will receive a physical examination, 
vital signs measurement, blood collection for laboratory tests to check the level of hemoglobin 
and other safety tests, pregnancy test (if you are a woman of childbearing potential) and 
receive the study drug and return empty bottles or pre-filled syringes of used study medication.  

Visit 5 and Visit 6 will be performed within one month from the previous visit. You will receive 
a physical examination, vital signs measurement, blood collection for laboratory tests to check 
the level of hemoglobin and other safety tests, pregnancy test (if you are a woman of 
childbearing potential) and receive the study drug and return empty bottles or pre-filled 
syringes of used study medication. Visit 6 is the last visit, therefore you will not receive any 
study medication further and you will be interviewed for Quality of Life Questionnaire again.   

Dialysis adequacy will be evaluated at Visit 4 or 5. The study team will ask you to collect 
dialysis fluid for analytical test, which the study doctor will inform you. 

At every visit, the study doctor will ask you about any adverse events that you may have, any 
concomitant medications that you may receive and your study drug compliance. Please 
provide complete information to the study doctor for the benefits of the treatment and research.  

If you have low levels of iron in the blood, the study doctor may consider giving iron 
supplements intravenously or orally.  

 

Unscheduled Visits that are not in the study protocol 

If you feel unwell or the study doctor feels that you should come back to the hospital, you may 
come back to the hospital or asked by the study doctor to come back for examination besides 
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the planned visits that are in the study protocol.  The study doctor will evaluate your health and 
give you medical treatment according to the normal practice at his/her indiscretion. 
 

Quality of Life Assessment 

Quality of life will be assessed using the Kidney Disease Quality of Life –SF in Thai language. 
You will be asked to complete the questionnaire at the first visit and End of study visit (week 
12).  

 

Anti-EPO Antibody Test  

Anti-EPO antibody test may be performed in this study if anti-EPO antibody mediated Pure 

Red Cell Aplasia is suspected. The condition is rare especially in the patients who receive the 

drug for a short period of time. A bone marrow examination may be performed if necessary. 

The study doctor will discuss with you if it is considered that you may need to get these tests.  

 
 
Duration of the Study 

After you agree to participate in the study and pass the screening to receive the study drug, 
you will be in this study for 12 weeks.  

 

 

At the end of the Study 

At the end of the study, you will continue to receive the medical care and Erythropoiesis 
stimulating agent according to the normal practice at the study doctor’s discretion and 
according to your healthcare scheme.  If you do not have any access to healthcare scheme, 
the Sponsor will provide you with the continued treatment with the Erythropoiesis stimulating 
agent Hema-Plus.  The duration of support will be as appropriate on case by case basis. 
 

 

Premature Withdrawal/Termination  

You have the right to withdraw the consent from the study at any time and for any reason 
without affecting the patient’s right to treatment by the study doctor. The study doctor also has 
the right to withdraw you from the study in the event of intercurrent illnesses, any adverse 
events or treatment failure. The sponsor reserves the right to request the withdrawal of you 
from the study due to protocol violation, administrative or other reasons and ethical reasons.   
 
 
Premature Study Drug Withdrawal 

You may be withdrawn from the study drug treatment if any of the below mentioned event 

occurs.  

- Significant/Major protocol deviation (e.g. noncompliance to study drug) 
- You withdraw consent to receive the study drug  

- You have an opportunity for renal transplantation  

- Any adverse events or medical conditions or other reasons which, at the study doctor 
discretion, make the premature study drug withdrawal the best solution for you.    
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For safety reasons, the study doctor may follow up for adverse events or safety information 
even after the study drug withdrawal as appropriate.  
 
 
Possible Risks and Discomforts 

During this study, you may have risks to various side effects as indicated below. You should 
discuss these risks with your study doctor and inform the study doctor about any adverse 
reactions that have occurred at all visits or as soon as possible via telephone if it is an 
emergency. The study doctor and team will monitor adverse events closely for appropriate 
treatment.  
 
 
Study Drug-Related Side Effects 

The common adverse events or side effects reported from Epoetin alfa include high blood 
pressure, seizures, thrombosis, headache, increased heart rate, nausea, vomiting, diarrhea, 
high potassium level, low blood pressure, injection site pain, allergic reaction, rash, cough, flu-
like symptoms including headache, joint pain, muscle pain, fever and chills.  

PRCA from antibody is a condition when bone marrow fails to produce red blood cell 
permanently, which is a rare condition that occurred after a long-term use of Epoetin 
subcutaneously in the patients with chronic renal disease. This condition is caused by Anti-
EPO antibody and could occur with any Epoetin drugs. In case of non-responding to the 
anemia therapy in the patients with chronic renal disease, the study doctor will investigate the 
causes of non-response and provide proper treatment.  

General precaution: Parenteral administration of any biological products may cause 
anaphylactic reaction which is rare but possible. The symptoms include rash, edema, short 
breathing, hypotension and dizzy. If this occurs, please inform the study team or seek for 
medical care immediately.  

 

Side Effects from Blood Sampling  

In this study, blood samples will be collected at every study visit. Potential risks that may occur 
from blood draw are you may have some pain or bleeding, bruising, which are normally found 
from blood draw and do not pose any serious side effect at all. Generally, these symptoms will 
be resolved in approximately 7 - 10 days. Infection at the needle site may be occurred in some 
cases, which is very rare.  

 

Unknown Risks and New Information 

Although Epoetin alfa has been used for a long period of time, but there is a possibility that 
side effect that has never been reported before may occur. The study doctor will inform you 
promptly if there is new information about the safety of the drug, which could affect your 
decision to continue in the study. At the same time, the study team will monitor these 
symptoms closely and if you feel that there are other side effects occur, you should contact 
your physician and/or the study team immediately.  

Additionally, please inform your study doctor if you think you may have allergic reactions to 
anything or any drugs that you receive concurrently during the trial. Side effects are different 
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for each individual.  
 
 
 
Potential Benefits of Participating in the Study  

Your hemoglobin level may be increased from receiving the study drug that is a red blood cell 
production stimulating agent along with medical care, which will help improve your anemia. 
However, you may not receive any direct benefit from being in this study and you have other 
treatment options. However, your participation may provide the information that might help 
the management of anemia in other patients with chronic renal disease Stage V on peritoneal 
dialysis in the future.  

 

 
Other Treatment Options 

You do not need to take part in this research study to receive the treatment. If you do not take 
part in the study, you are still able to receive a treatment with other red blood cell production 
stimulating agents or other methods of treatments, which the study doctor will discuss with 
you.   

 
 
Costs and Compensation for Participation in This Study  

There will be no monetary costs to you for participating in this study. You will not be charged 
for the study drugs (Hema-Plus) or any of the tests and procedures performed solely for 
research purposes. You will receive XXX Baht for expense for travelling from your home to 
hospital for each visit as planned in the protocol. For any unscheduled visits where you come 
in to see the study doctor at the hospital and if there are any tests and procedures performed 
for research purposes, you will receive XXX Baht per visit for expense for travelling from your 
home to hospital. 

 
 
Compensation for Injury Resulting from the Study  

It is important that you follow carefully all the instructions given by the Study Doctor and 
his/her staff regarding this study. 

If you follow all instructions given from the study team and become ill or are injured as a 
result of participation in this study, the Study Doctor will provide you the medical care or 
refer you for necessary and reasonable treatment. The costs of such r e a s o n a b l e  
treatment will be covered by the Sponsor. There will be no any other compensation.   

In no way does signing this consent form waive your legal rights nor does it relieve the study 
doctors, sponsor or involved institutions from their legal and professional responsibilities.   

 
 
Confidentiality and Authorization to collect, use and disclose Personal Medical 
Information  

Unless required by law, your name will not be disclosed outside the research clinic. Your 
name and information will be available only to the following people or agencies: the Study 
Doctor and staff; and authorized representatives of the Study Doctor; ethics committees, 
health authority inspectors, such as the Thai Food & Drug Administration; Apexcela study 
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monitors and auditors; and Authorized Contract Research Organization representatives. The 
above mentioned individuals will use the personal information collected as part of this study, 
including your medical records (“Study Information”) to check that the study is conducted 
correctly and to ensure the accuracy of the Study Information. These people are all 
obligated to maintain confidentiality by the nature of their work, or are bound by 
confidentiality agreements. If required, the Study Doctor may contact your personal 
physician to collect additional medical information and your past medical history.  

In order to collect the data in this study, the Study Doctor will replace your name with a special 
code that identifies you. This code, along with your Study Information, will be used by the 
study sponsor, Apexcela and their representatives or the authorized Contract Research 
Organization (the “Sponsor”), for the study purposes mentioned above. Apexcela may share 
your coded information, as necessary, with other members of the Apexcela worldwide group 
of related companies, people and companies who work with Apexcela and who work within 
the scope of this consent.  

Study Information and your study code collected as part of this study will be included in 
Apexcela secure electronic trial systems. Apexcela will keep any information it receives to the 
same standard of confidentiality as far as permitted by applicable local law.  

The Study Information will be kept confidential within the limits of the law and used only for 
research purposes mentioned above. If the results of this study are published or presented 
in a meeting, you will not be named and nobody will be able to tell that you were in the 
study from the publication or presentation.  

Your participation in this study is voluntary and you may cancel this consent at any time and 
without any reason. If you wish to do so, your participation in the study will end and the 
study staff will stop collecting information from you. However, the sponsor will continue to 
retain and use any research results that have already been collected to verify the scientific 
integrity of the study. Please inform your Study Doctor if you wish to leave the study. 

If you choose to withdraw or your doctor withdraws you from the Study, the study doctor may 
request your permission to conduct follow-up visits or calls for the purpose of obtaining your 
safety information. 

You have the right to review your Study Information and medical records and request changes 
to the Study Information if it is not correct. If you have any questions about the collection and 
use of information about you, or would like to exercise rights that you may have regarding this 
information, you should ask your Study Doctor.  

 
Contacts 

If you have questions about the research, please contact:   
XXX 
 
 
If you have questions related to your rights as a research subject, please contact: 
XXX 
 
 
 
In the event of a research-related injury, please contact: 
XXX
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WRITTEN INFORMED CONSENT FORM  
 

 
Protocol Number: APXF 001-01 

Protocol Title: An open-label prospective study to evaluate the efficacy and safety of a 
recombinant human Erythropoietin (Hema-Plus) for the management of anemia in patients on 
peritoneal dialysis 

By signing below, I confirm that: 

1. I have read this form, and the study has been explained to me. 

2. I have discussed the study and asked questions. I am satisfied with the answers. 

3. I have had time to make my decision. 

4. I freely agree to take part in the study described in this form. 

5. I have been given names of study staff whom I can call. 

6. I agree for my medical information to be checked, transferred and processed as 
described in this form 

7. I agree that Apexcela, study staff, and others may have access to my medical and 
personal information, as described in this form.  

8. I agree that the study doctor may tell my doctor that I am taking part in this study. 

9. I understand that if I become ill or injured due to an adverse event resulting from use of 
the study medication or a study procedure, the sponsor will pay for reasonable and 
necessary medical expenses to treat the injury. 

10. I acknowledge my participation in this research project is voluntary and I may refuse or 
withdraw from participation at any time without penalty or loss of benefits to which I am 
otherwise entitled.  

11. I will receive a fully signed and dated copy of this patient information and consent form.  
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Subject’s Signature        Date 

 

Subject’s Name (Print) 

 

 

 

Witness’s Signature [if applicable]      Date 

 

Witness’s Name (Print) 
 

 

 

Witness’s Signature [if applicable]      Date 

 

Witness’s Name (Print) 

 

 

 

 

Signature of the Investigator       Date 

Administering Informed Consent       

 

Printed name of Investigator 
 






























