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Patienten information and informed consent form for adults  

Study title: A Multi-Centre, Phase II, Randomized, Double-Blind, Placebo-Controlled Study to 

Explore Efficacy and Safety of sevuparin Infusion for the Management of Acute Vaso-Occlusive Crisis 

(VOC) in Subjects with Sickle-Cell Disease (SCD). 

 

Dear Sir/Madam, 

 

We kindly ask you to participate in the above mentioned scientific clinical study. This study is 

conducted on behalf of Dilaforette AB, a Swedisch pharmaceutical company. You are asked to 

participate, because you have sickle cell disease. If you decide to participate, it is important that you 

understand why this study is conducted and what it means for you. That is why we give you this 

written information and the general brochure regarding scientific clinical study. You can read this 

information somewhere quiet and discuss it with your partner, friends or family. Take as much time as 

you need to decide if you wish to participate in this study.  

If you still have questions after reading this information, than please contact you study investigator or 

someone else from the study team. You can also speak to an independent person who knows a lot 

regarding this study. In appendix D you can find their contact details.  

What is the purpose of this study? 

You have an illness called Sickle Cell Disease (SCD). SCD is a genetic disease (that means that you 

are born with it), that causes the body to make abnormally shaped red blood cells. Instead of the 

normal coin shape, these red blood cells can take on a half-moon or sickle shape, thus the name sickle 

cell. Sickle cells live much shorter than normally shaped red blood cells. This can develop to a 

decrease in red blood cells. This is also called anaemia and because of that you can have symptoms 

like feeling tired and lack of energy. Sickle cells also tend to stick together more easily. This is called 

a vaso-occlusive crisis (VOC), because of the development of blood clots in the blood vessels. This 

can lead to severe pain.  

This study is conducted to see if a new investigational drug, named sevuparine, can decrease the 

duration of a vaso-occlusive crisis. Also the safety of sevuparine is tested in this study. Approximately 

77 to 154 patients from 5 countries (The Netherlands, Bahrain, Lebanon, Turkey and Oman) will 

participate in this study. The total time of your participation in this study will last maximally 7 

months.  

Which drug is being investigated? 

Sevuparin is an investigational drug made from anti-coagulant Heparin. Sevuparine is not yet 

approved by the national health authorities in The Netherlands to be used as a medicine. Therefore it is 

only allowed to use it in scientific clinical studies such as this one. Previous studies have shown that 

heparin-like substances have a beneficial effect in vaso-occlusive crisis. We expect that sevuparine 

should also have a similar beneficial effect. Heparin is known to have a strong effect on the bloods 

ability to clot and because of that bleeding can occur. That is why the use of heparin in sickle cell 

disease is limited. Sevuparin is developed in a way that it does have much less effect on the blood’s 

availability to clot. 

How will the study be conducted? 

After you have signed the informed consent, assessments will be done to determine if you are eligible 

to participate in this study.  These assessments are often part of the standard care for your disease and 

would also have been done if you did not participate in this study. In this way we would like to 

investigate your disease status as completely as possible. Besides that additional assessments will be 

done for the study purposes.  

 

Treatment: 
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When your eligibility for study treatment is confirmed by all assessments, you will be randomly 

assigned (like flipping a coin) to a treatment as placebo or sevuparine. A placebo is a substance that 

looks like sevuparine, but does not contain active ingredient. You have equal chance to be treated with 

sevuparine as with placebo. You and the study team do not know which treatment you receive.   

The study drug will be dispensed by infusion during your hospital admittance. The treatment starts 

within 24 hours after the screening and lasts for at least 48 hours up to a maximum of 7 days. This 

depends on how fast your vaso-occlusive crisis is resolved. During the entire study standard treatment 

is dispensed, including pain relief treatment. Shortly after your hospital admission you will receive 

strong pain relief medication (opioids) via infusion. That is called patient-controlled analgesia (PCA). 

This means that you are able to dispense opioids, depending on what you need, yourself by pushing a 

button.  

What assessments are additional for the study? 

During the study treatment physical examination will be done and your vital signs, like blood pressure 

and temperature are regularly checked. Also blood (12.5 ml per blood draw) and urine samples are 

taken to follow your health status. Besides that approximately 2.5 ml blood is drawn to check for the 

ability of coagulation. This is done to check if sevuparin leads to a slower clotting of your blood.     

We also ask you to complete some questionnaires to indicate your degree of pain and to have an 

impression  of your health status. If you are out of pain medication for 8 hours,we ask you every 4 

hours if you are ready to go home. This is done within the frame of the study. If you do not participate 

you will be discharged from the hospital after your pain medication is discontinued. 

An ECG is performed on a daily basis during the study treatment.  

In the first 25 patients additional blood is drawn to determine the amount of sevuparine in your blood. 

Then additional blood draws are done before study treatment, and 1, 2 and 24 hours after starting 

treatment (10 ml in total). Then additional blood (2ml per blood draw) is taken, once daily, on day 3 to 

8 and at the end of the treatment. The study team will tell you if you are part of this patient population. 

Before the start of the treatment your blood is checked for a specific protein (HIT). HIT is an 

abbreviation for Heparin Induced Thrombocytopenia. If the HIT test show that you have these proteins 

in your blood than this can cause your platelets to clot if you are treated with heparin-like substances 

(like sevuparine). This can lead to a blood clot (thrombosis) in your veins. If the HIT test is positive, 

than the test will be repeated after 3 and 6 months after you are released from the hospital.    

During your participation testing on biomarkers will be performed. Biomarkers are substances in 

blood by which the action of sevuparine on sickle cell disease can be viewed. For this blood (35 ml) is 

drawn before the start of the study, at the moment the dispense of sevuparine will be stopped and 7 

days after stopping sevuparine. If you are admitted to the hospital for more than 3 days, also on the 

third day a blood sample will be taken.  

 

Pregnancy test for women of child bearing potential: Pregnant women are not allowed to participate in 

this study. A pregnancy test will therefore be done in women of childbearing potential before start of 

the study.  

Follow up 

If you are released from the hospital, you will have follow up control visits after 1 week and 1, 3 and 6 

month(s). In appendix A you will find an overview of all visits and assessments in this study.  

What do we expect from you? 

It is important that you follow the instruction from the study team during this study and perform all 

study assessments and that you show for the out clinic follow up visits. If you do not feel well, you 

should inform your study team. If you do not understand something you can ask the study team for 

clarification. During your participation in this study you are not allowed to participate in other clinical 

studies.   
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While you participate in the study you are not allowed to take some medications. This is only valid in 

the period that you receive study drug. Your study team will discuss these mediations with you. If you 

need to continue with for the study forbidden medication during your admission, than you are not 

eligible for this study. You must inform your study team immediately  (e.g.  by telephone) if you 

experience severe side effects. It is also important to share the medical complaints or discomforts you 

experience, even if it does not bother you that much. It is important for your own safety that you give 

complete and honest answers regarding questions on your medical history and all medication and 

health products (supplements, vitamins, herbal medicine) you take at this moment. If you forget to 

mention anything important, than tell the study team at the moment you remember it. It is important 

for your own safety to give complete and honest answers regarding your medical history and all 

medication and health products (food supplements, vitamins, herbals) you currently take.    

If you are a woman, you are not allowed to become pregnant or breastfeed as long as you receive the 

study drug until one month after the study treatment has ended. The study drug can have unforeseen 

risks for your unborn child. If you are a sexually active woman of child bearing potential, you must 

use reliable methods of contraception. You can find these in appendix B. Your study investigator can 

tell you more about this.  

Are there any other treatment options? 

At this moment there are no treatments available for painful vaso-occlusive crises. The pain is usually 

managed with strong pain killers (opioids) or other supportive measures. These treatments can also be 

given during this study. Your study investigator can tell you more about the risks and advantages.   

What side effects can be expected? 

Possible side effects of sevuparine 

Like all medicines sevuparin can cause side effects, although not everybody gets them. You can also 

experience side effects which are not reported before. Your health status will be well monitored during 

your hospital admission, to discover possible side effects.    

 

Sevuparine is already dispensed to more than 50 patients without appearance of severe side effects. 

Minor changes can be expected to occur in the blood clotting time during your treatment with 

sevuparin. It is possible that this leads to a prolonged time to stop a possible bleeding; e.g. when a 

needle is brought into your skin. Changes in blood test results (minor to moderate changes in liver 

values) are reported while using sevuparin. If these changes occur, than they will not be long lasting 

(approximately one week) and no physical complaints are likely to occur. During your treatment you 

will be monitored on a regular basis and medical intervention will take place whenever necessary. 

 

Less reported side effects while using sevuparin are: diarrhoea, reduced sense of touch, change of 

taste, sleepiness, dizziness, and pain in limb. All these side effects were mild to moderate in severity.  

 

As sevuparin looks like heparin, there is a very small risk, for patients using sevuparine, that the 

number of platelets decrease temporarily. Platelets are blood cells responsible for blood to clot. This 

side effect is observed in patients who received sevuparin in previous studies. Regular blood tests will 

be done to ensure timely medical intervention whenever necessary.   

What are the possible advantages and disadvantages of participation in this study? 

You may or may not benefit from participation in this study. If you decide to participate than we ask 

you to come to the hospital more often for follow up controls. Also a higher amount of blood will be 

drawn from you compared to standard care. It is possible that sevuparin decreases the time of your 

vaso-occlusive crisis. Because of that you experience less pain and your hospital admission could be 

reduced. But we cannot guarantee this. Your stay at the hospital will not last longer if you participate 

in this study. The results of this study can help to develop better treatments in the future for you and 

others with sickle cell disease.   

What happens if you decide not to participate in this study? 
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You decide if you wish to participate in this study. Your participation is completely voluntary. If you 

decide not to participate, than you do not have to do anything. You also do need not give a reason for 

not participating. Whatever your decision is, it will not influence your further treatment or care for you 

and your family. You will receive the standard treatment as usual. If you decide to participate, you can 

always withdraw without giving a reason for withdrawal. Your investigator will discuss what the best 

treatment options are for you. If you wish to stop during the study, please inform your study 

investigator about it. The study treatment will then be discontinued. If you decide to stop with the 

study, we possibly ask you to come to the hospital for a final visit for your own safety.   

 

What happens if the study is discontinued? 

The study team or the sponsor could discontinue your participation in this study if you do not follow 

the instructions of the study team or do not show at out clinic visits. The study can also be 

discontinued by the study team, the sponsor, or regulatory authorities if it damages your health, if you 

become pregnant or because of reasons which do not concern you. Also you can decide, for whatever 

reason, that you no longer wish to participate in the study. If you leave the study or if you are 

withdrawn from the study, we will ask you to come to the hospital for a final visit for your own safety.    

Will you be insured if you take part in the study? 

Everyone participating in this study will be covered by insurance. This insurance covers damage 

resulting from participation in this study. This applies to damage occurring during the study or within 

four year after the end of the study.  

In appendix C you will find information about the amounts, the exceptions and the contact details of 

the insurance company. 

Will you be informed if relevant information becomes available during the study?  

The study will be conducted in accordance with the study protocol. Your investigator can adjust your 

treatment in an early stage or stop the treatment for medical reasons like side effects. It is possible that 

new information regarding your disease or study treatment becomes available. This usually concerns 

health risks which can be prevented or reduced with medical treatment. The chance that from this 

study from your blood such a result comes forward is very small. If this is detected, than your 

investigator will inform you in a timely manner. You can then decide if you wish to continue with the 

study. We immediately stop the study if your safety or wellbeing is jeopardized. With your consent 

also your family doctor will be informed. If you do not wish to be informed about these kind of 

results, than you cannot participate in this study 

 

What will happen to your data? 

By signing this informed consent form, you approve that the sponsor is allowed to use your body 

material (blood and urine) and information on your health. The study team will collect medical data, 

like physical examination, blood test results, medical history and other health information from you 

medical file. All information collected during the study period will be treated confidential, in 

accordance with the applicable laws and regulations. To protect your privacy all study data an body 

materials collected are foreseen from a unique code which does not reveal your personal data. Also in 

possible publications your personal data will remain confidential. Only your investigator and 

authorized persons have access to the key connecting the code to your name. This list, as well as the 

study data, will kept save for 15 years. Your coded data will be sent to the sponsor and by the sponsor 

authorized parties, like laboratories in Sweden, Italy and Bahrain, for study related activities. At the 

laboratories the concentration of sevuparin in blood (first 25 patients) and the presence of specific 

markers is determined and the HIT test is performed. After testing the blood samples are destroyed. 

All study data will be saved for 15 years after closure of the study. 

There are individuals who could have access to your medical data besides the study team. These are 

e.g. members of the medical ethics committee, qualified employees of the Health Inspectorate or other 

regulatory bodies The Netherlands and other countries, and sponsor employees and representatives. 

These can look into your file to monitor the collected data in this study, to monitor how the study is 
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conducted and to guard the safety of the patients. It is possible that data on your health is sent to 

countries with different levels of security of personal data. The sponsor will take all reasonable 

measures to safeguard your privacy. Data with which you can be identified (your name or contact 

details) will not be revealed outside the hospital. If reports or articles are written, no data will be 

recorded by which you could be identified. 

 

Data on race and ethnicity will be collected because people with different ethnicity could respond in 

another way on the study drug. By using this data less patients have to participate in this international 

study. Your consent to record ethnicity is optional and is indicated on the consent form. You can 

choose not to consent for registration of your ethnicity and still participate in the study.  

Will my family doctor be informed about my participation? 

We will inform your family doctor about your participation in this study in writing. This is in the 

interest of your safety. You have to consent by signing this consent form. If you do not consent, than 

you cannot participate in this study.    

Will there be additional costs if you participate in this study? 

There will be no additional costs if you take part in this study and you will not be paid. Travel costs 

will be reimbursed if you participate in this study. The study team can tell you more about this. 

Which Medical Ethics Review Committee has approved this study? 

The Medical Ethics Review Committee (METC) of the Academic Medical Center (AMC) in 

Amsterdam approved this study.  

Do you have any further questions? 

Of course you need time to consider your participation in this study. It is likely that you wish to talk 

with other people about it. Of course you will be given this opportunity.    

 

If you have further questions, than you ask these to the study team of this hospital.  

 

If you have questions, before are during the study, which you prefer not to ask your investigator, than 

you can contact the independent physician, who is not personally involved in this study (see appendix 

D).    

 

If you are not satisfied regarding the study or the treatment than you can report a complaint.  

In appendix D you will find all contact details and you will find where complaints can be reported.  

 

Appendices: 

Appendix A: Assessments performed during the  study 

Appendix B: Contraceptive methods 

Appendix C: Information regarding insurance 

Appendix D: Contact details 

Appendix E: Informed Consent 
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Appendix A: Assessments performed during the study 

 Screening Hospital admission Out clinic control 
Follow up after 

3 months 
Follow up after 6 

months 

Assessment Day 1 Day 1 Day 2 Day 3-8 
Last dose + 7 

days  

Last dose + 28 

days 

Last dose + 3 

months  

Last dose + 6 

months  

Vital signs (e.g. temperature, 

heartrate,  blood pressure)  
x x x x x    

ECG x  x x x    

Pregnancy test x        

- central lab (1e 25 patients) 

(2ml per blood draw) 
 x---------------x---------------x      

- Control blood values (12.5 ml 

per blood draw) 
x   x x x   

- hemostasis (2,5 ml per blood 

draw) 
x x x 

x 

 
x    

- additional blood for research (35 

ml per blood draw) 
x   x x    

- HIT test (15 ml per blood draw) x      x x x 

Urine test x   x x    

Questionnaires  x x x     

Dispense IMP  x x x     

Occurance of new VOC     x x x x 

Informing  investigator regarding 

change in medication 
x x x x x    
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Appendix B CONTRACEPTIVE METHODS 

If you are a sexually active female of childbearing potential, you should use two methods of 

contraception, of which one barrier contraceptive (condom for men of women, or a 

diaphragm) and one of the contraceptive methods below. 

 Birth control pill or other hormonal substance like hormone patch, hormone injections 

or implantable device. 

 An intra-uterine device (IUD) or vaginal ring (NuvaRing). 

 Surgical sterilisation (ligation or vasectomy partner). 

 Double barrier methods containing a spermicide or used in that combination with a 

spermicide.  

 Sexually abstinent (not having sex). If  you indicate to be sexually abstinent, you must 

agree that a second acceptable method of contraception needs to be documented in 

case you become sexually active during the course of the study.  

There is a possibility that you become pregnant, even if you use contraception during the 

course of the study.  
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Appendix C: Information regarding insurance 

For each patient participating in this study, the sponsor Dilaforette has taken out an insurance. 

This insurance covers damage resulting from participation in this study. This applies to 

damage occurring during the study or within four years after the end of the study. You have to 

report the damage to the insurance company within these four years. 

 

This insurance does not cover each damage. Below we have shortly described which damage 

is not covered. These exclusions are mentioned in the Declaration of human subject 

insurance. You can find it on www.ccmo.nl, the website of the Central Committee on research 

involving human subjects (please go to ‘Library’ and then ‘Legal framework’) 

 

In case of damage, please contact the insurance company directly: 

 

The insurance of this study is taken out by: 

Name:  Allianz Global Corporate & Specialty 

Address:  Coolsingel 139 

  3012 AG  Rotterdam 

Telephone number:  010 454 1911 

Policy number: NLL000590 

 

 

The insurance provides for a maximum coverage of € 650,000 per patient and € 5,000,000 for 

the entire study (and € 7.500.000 per year for all other study from the same sponsor).  

 

The insurance policy offers no coverage for: 

- damage from a risk about which you are informed in the patient information form. This does not 

apply if the risk is more severe than anticipated occurs or if the risk was very unlikely; 

- health damage that would also have manifested itself if you had not participated in the study;  

- damage resulting from not or not fully complying with directions or instructions; 

- damage to offspring resulting from an adverse influence of the trial on you or your offspring; 

- for studies into existing treatment methods: damage resulting from one of these treatment 

methods 
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Appendix D: Contactdetails 

 

You can receive more information regarding the study from your investigator or one of the other 

hematologists at the Academic Medical Center: 

 

Dr. B.J. Biemond, Dr. M.J. Kersten, Dr. A.P. Kater, Dr. S.S. Zeerleder, Dr. M.D. Hazenberg, Dr. S.H. 

Tonino. 

 

They can be reached by telephone via the Haematology secretary’s office : 020-5665785. 

 

For logistic questions you can also contact the Trial Office Haematology: 020-5665785 of 020- 

5665950. 

 

Independent physician  
If you have doubt regarding your participation, you can ask consult from an independent physician, 

who is not involved in this study, but who is an expert in the field of this study. Also if you have 

questions before or during the study, which you do not wish to discuss with your investigator, you can 

consult the independent physician: Prof. dr. C. Punt, head of Department Oncology. His telephone 

number is 020-5665955 (Oncology secretary’s office). 

 

Complaints 

If you are not satisfied regarding the study or the treatment you can report this to your investigator. If 

you do not feel comfortable with this, than you can contact the department of Patient Education at the 

Academic Medical Center: 020-5663355. 
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INFORMED CONSENT FORM (research study TVOC01) 

 

A Multi-Centre, Phase II, Randomized, Double-Blind, Placebo-Controlled Study to Explore Efficacy and 

Safety of sevuparin Infusion for the Management of Acute Vaso-Occlusive Crisis (VOC) in Subjects with 

Sickle-Cell Disease (SCD). 

 

 I confirm that I have been fully informed regarding my participation in this study as described in 

the patient information. I have read the patient information and appendices and did have time to ask 

questions. My questions are answered to my satisfaction and I did have enough time to decide if I 

wish to participate in this study. 

 I understand that my participation is entirely voluntary and that I may withdraw from this study at 

any time. I do not need to give a reason for not participating. 

 I consent to my family doctor being informed about my participation in this study. 

 I understand that qualified staff have access to my personal health records. These are members of 

the ethics committee, the Dutch Health Inspectorate or other regulatory authorities in The 

Netherlands or other countries and sponsor representatives.     

 I consent to the use of my personal information for the puposes as desbribed in the patient 

information form. Ik sta het gebruik toe van mijn persoonlijke gegevens voor de doeleinden die zijn 

beschreven in de patiënteninformatie. 

 I understand that, for me to be able to take part in this study, blood and urine samples will be 

collected. 

 I consent to storage of my data for a maximum period of 15 years following completion of this 

study. 

 

I DO / DO NOT consent for the collection of my race and ethnicity for research purposes. 

 

 I agree to take part in this research study. 

Name of Patient:  

Date:  Time:   

Signature of 

patient:     

 

 I confirm I fully informed the patient regarding this study. 

 If during the study information is released which could influence the patient’s consent, than I will 

inform him/her in a timely manner.  

 

Name investigator:  

Date:  Time:  

Signature of 

investigator:    

 

 

Additional information is provided by (if relevant):  

 

Name:   Function:  

Date:  

 

Time:  

Signature:    

 

 

For study sites selecting visually impaired subjects:  
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Name of witness:  

Date:  

 

Time:  

Signature of 

witness:    

 

The patient will receive a copy of the signed informed consent. 


