INFORMATION FOR STUDY PARTICIPANTS
For the multicenter trial to reduce the number
of unbeneficial surgeries for thyroid nodules
with inconclusive fine needle aspirations
(EfFECTS study)

EfFECTS
Nijmegen, 30 May 2018
Dear sir/madam,
You were invited to voluntarily participate in the medical research trial to improve the diagnosis
of thyroid nodules. In this letter you will find additional information about this trial, the EfFECTS
study. You can also read this information (in Dutch only) on our website www.effects-study.nl.

Introduction
In the Netherlands approximately 1 in 20 adults have a palpable lump (‘nodule’) in their thyroid
gland. There is a very small risk that such a nodule is malignant (thyroid cancer). To investigate
this, an ultrasound investigation and fine needle aspiration (biopsy of the nodule) are used. A
pathologist microscopically investigates the cells of this biopsy. This way a majority of all
patients can be diagnosed, mostly with a benign nodule.
Unfortunately, sometimes the biopsy cannot clearly distinguish a benign from a malignant
nodule. Doctors call this result ‘inconclusive’ or ‘indeterminate’ and classify it as ‘Bethesda
class 3’ or ‘Bethesda class 4’. One or multiple biopsies have been performed from your thyroid
nodule, too, and no clear distinction could be made. In this case, a definite diagnosis is only
possible through a surgery that removes the half of the thyroid gland that contains the nodule.
Approximately 1 in 4 of these patients turn out to have thyroid cancer. In that case, a second
surgery is necessary to remove the other half of the thyroid gland as well. After the surgery,
thyroid cancer patients are treated with radioactive iodine. This course of treatment can usually
cure thyroid cancer. Patients are periodically followed up by their endocrinologist. These
patients also have to take tablets with thyroid hormone for the rest of their lives, to substitute
this in absence of the thyroid gland.
However, in a large majority (3 in 4 patients) the surgery shows that the nodule was benign.
Looking back, the surgery was not necessary for them. With the surgery, a scar was created
in the neck. Besides that, there is always a risk of surgical complications. Even though the risk
of complications is very small for thyroid surgery, there are risks of for example bleeding,
infection or hoarseness of the voice. Lifelong substitution of thyroid hormone with tablets is
also necessary in some patients.

What is the aim of the EfFECTS study?
The EfFECTS study investigates the possibility to reduce the number of unbeneficial thyroid
surgeries (‘unbeneficial’, because the thyroid nodule proved to be benign after the surgery).
Recent research showed that a “PET/CT scan” is a very suitable test to point out the patients
with a benign thyroid nodule before the surgery. The risk that their thyroid nodule is still
malignant is smaller than 2%. These patients would not have to undergo surgery. However, at
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this moment there is not enough evidence yet to advise a PET/CT scan as the standard care
for patients like you.
In the EfFECTS study we do not only investigate whether a PET/CT scan is indeed able to
differentiate between a benign and a malignant nodule. We also investigate whether the quality
of life of patients improves with this treatment strategy, whether these patients spend fewer
days in the hospital and are able to resume their daily activities faster. Finally, we also calculate
the impact on the health care costs of these extra PET/CT scans opposite less thyroid
surgeries.

What would it mean for you to participate in the EfFECTS study?
Following the result of the biopsy from your thyroid nodule, your treating physician has advised
you to undergo thyroid surgery. If the following two statements apply to you, participation in
the EfFECTS study might be the right choice for you:
1. If it is necessary, you will undergo the advised thyroid surgery.
2. But, if an extra test could show that the nodule is most likely benign, you don’t mind to
leave the nodule in place, and you don’t want to undergo the surgery.
Before you are allowed to participate in the trial, the tissue of your thyroid biopsy is sent to the
Radboud university medical center in Nijmegen. There it is reexamined under the microscope
to confirm that you are a suitable participant. This screening process takes approximately two
weeks. If the doctors in the Radboudumc agree with the doctors in your own hospital and they
are also unable to differentiate between a benign and a malignant nodule, you are allowed to
participate in the EfFECTS study. Your treating physician will contact you about this. We will
explain study participation to you step by step, using the figure on page 5.
Step 1: randomization
First, the computer performs the randomization that determines your group. It is balanced in a
2:1 fashion. This mean that you have a two times higher chance to be randomized to study
group B. As such, 2 out of 3 people are allocated to study group B, and 1 out of 3 to control
group A. The result of this randomization is kept secret to you and your treating physician. The
main researchers are aware of the randomization, but cannot influence it. Keeping such results
secret is very common in medical research, and is called ‘blinding’. It makes sure that the
different study groups can be investigated without prejudice and can be carefully compared
without influence of the randomization.
Step 2: PET/CT scan
Second, you will get one PET/CT scan of the neck. On page 3 and 4 we explain how the scan
works exactly. The scan is subsequently assessed by the investigators, but the exact result is
kept secret for you and your treating physician again.
Step 3: Treatment advice
The result of your PET/CT scan plus the results of your randomization together lead to one
single treatment advice. This advice is either “continue with advised thyroid surgery” or “thyroid
surgery is not necessary”. The treatment advice is known two weeks after your scan. Your
treating physician will discuss it with you.
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Control group A
Patients who are randomized to control group A receive a PET/CT scan, but the result of this
scan is not used to makes decisions about their treatment. Group A will always be advised to
“continue with the surgery”: everyone in this group is subsequently referred to a surgeon and
operated on (step 3+4).
Study group B
Patients who are randomized to study group B receive a PET/CT scan and its result is used to
make decisions about their following treatment. There are two options:
- If the thyroid nodule is visible on the PET/CT scan (step 2), the chance is
approximately 40% (2 out of 5 people) that the nodule is malignant. The PET/CT scan
cannot confirm a malignant nature, and thyroid surgery is still necessary. The treatment
advice for these patients is also “continue with thyroid surgery” (step 3+4).
- However, if the nodule is not visible on the PET/CT scan (step 2), the remaining risk
of thyroid cancer is very small. The treatment advice for these patients is “thyroid
surgery is not necessary” (step 3). They do not undergo surgery. To confirm the benign
nature of the thyroid nodule, a follow-up ultrasound is performed after one year (step
4).
In previously performed research, approximately 1 in 3 thyroid nodules were not visible on the
PET/CT scan (step 2). Together with the balanced randomization this means that:
- Approximately 3 in 4 study participants are advised to “continue with advised thyroid
surgery” (step 3). They are unaware of their group. It could be control group A (with a
nodule that is either visible or invisible on the scan) or study group B with a nodule that
is visible on the scan. If you receive this treatment advice, nothing has actually changed
about your treatment: the thyroid surgery you will undergo is the same as when you
had not participated in the EfFECTS study. You only received an additional PET/CT
scan for medical research purposes.
- Approximately 1 out of 4 study participants receives the advice “thyroid surgery is not
necessary”. If you get this advice, you know you are in group B and your thyroid nodule
was not visible on the scan (step 3).

PET/CT scan
A PET/CT scan has been a much-used scanning technique for years. It is usually performed
to search for infections or cancer. For this type of scan, the pharmaceutical ‘FDG’ is used as a
marker. FDG is sugar that emits a radioactive signal and that is taken up in abnormal cells in
the body. Your appointment for the PET/CT scan is in the department of nuclear medicine of
your hospital. The waiting list for the scan depends on your hospital, but is usually no longer
than 1-2 weeks.
How does a PET/CT scan work?
One hour before the actual scan, the FDG is administered to you through an intravenous
infusion (iv). This administration is not more painful than the withdrawal of blood, and the
infusion line is removed immediately after the administration. After the administration of FDG,
you have to lie as still as possible on a bed for 60 minutes. After this hour you will be placed in
the scanner on your back. Subsequently, the scanner records the necessary images of the
neck in two or three steps. This takes 15-20 minutes. Thus, including the preparations the
PET/CT scan takes about one and a half hour. Afterwards you can go home on your own.
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Which preparations do I have to take before the PET/CT scan?
- You are not allowed to eat or drink during the 6 hours before the PET/CT scan. Only
(tap) water is allowed. Other drinks (also “sugar free”) are not allowed. Right before to
the PET/CT scan you will drink half a liter of water in the department of nuclear
medicine.
- If you are pregnant or breast feeding, it is important to notify us beforehand. You will
not be able to participate in the EfFECTS study.
- If you have diabetes, it is important to notify us beforehand. You should discuss with
the department of nuclear medicine whether you can continue the medication for your
diabetes (for example insulin or metformin). However, if your blood sugar levels are not
well regulated, you will not be able to participate in the EfFECTS study.
- If you use other medication, you can take these at the regular times.
- It is best if you leave any jewelry at home. These can only disturb the scan.
- If you get nervous or anxious in small spaces (claustrophobia), it is important to notify
us beforehand. We might be able to assist you.
What do I do if I cannot be present during the PET/CT scan?
The FDG is only active for a short period of time, is made especially for you and is very costly.
Therefore it is of great importance that you arrive in time for the PET/CT scan. If you cannot
be present at the arranged time, contact the department of nuclear medicine of your hospital
as soon as possible.
Is the administration of FDG harmful?
During the PET/CT scan radioactivity (“radiation”) is used. You don’t have to worry about
possible risks. Radioactivity is everywhere: in our body, food, soil and air. Only a very high
dose of radiation is harmful to the health of humans and animals. The amount of radioactivity
of the FDG used for a PET/CT scan is limited: it is completely harmless to you. Also, there are
no side effects.

What happens during the ultrasound investigation after 12 months?
If you are in study group B and do not have to undergo surgery, you will receive a follow-up
ultrasound of the thyroid after 12 months. We use this ultrasound to confirm that your thyroid
nodule is not behaving like cancer would. It is an extra investigation for your safety. The
ultrasound investigation itself is similar to the one you had before the biopsy from your thyroid
nodule. It takes about half an hour and is not painful or harmful. There are no specific
preparations. If this follow-up ultrasound unexpectedly shows any indications that the nodule
could be malignant (for example growth or changed characteristics), further investigation is
needed and possibly treatment, too. Because thyroid cancer grows very slowly and the
prognosis after treatment is very good, there is reason enough to assume that possible
treatment delay due to your participation in the EfFECTS study has no adverse consequences
for your health.
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Questionnaires about ‘Quality of Life’
In the EfFECTS study we also investigate your wellbeing in relation to undergoing thyroid
surgery or not. For this purpose, we ask you to fill in questionnaires about ‘quality of life’ at four
moments during one year: at the start of your participation in the EfFECTS study
(approximately on the day of your PET/CT scan), and at 3, 6 and 12 months after this. Among
other things, the questionnaires are about the health you experience and influence of your
treatment on your daily life. Filling in these questionnaires takes 30-50 minutes each time. The
researchers send the questionnaires to you by email or mail.

What happens after participation in the EfFECTS study?
In the context of the EfFECTS study, the researchers follow your course of treatment for one
year (counting from the day of the PET/CT scan). When you have completed the final
questionnaire after 12 months, your participation in the EfFECTS study is completed. The
researchers will not contact you anymore after this. It is possible that your treating physician
arranges regular follow-ups with you. This will depend on whether or not you had surgery, and
whether the nodule was benign or malignant. Your treating physician will discuss this with you.

How does this investigation handle personal data?
For the purpose of this research, your personal data (name, date of birth, address), part of
your medical data (reports for ultrasounds, biopsies, PET/CT scan, thyroid surgery and tissue
diagnosis, course of treatment in the first year), thyroid tissue and your questionnaires will be
collected. The collection, storage and use of your data and tissue is needed to answer the
research questions and publish the results of this study. We ask your permission to use these
data and your thyroid tissue.
Your data will be handled confidentially. They are reported on special forms, and your data
and tissue are coded to protect your privacy. Your name and other directly identifying data are
omitted. Only with the ‘key’ to the code the research data could be traced back to you. Solely
the study coordinator has access to this key file, which is stored safely at the research facility.
She will use your name and address to send you the questionnaires about ‘quality of life’. Also,
your name, date of birth and the tissue identification number are used to collect the correct
tissue samples from your own hospital and send them to the Radboudumc for reexamination.
Other data sent to the researchers at the Radboudumc only contain the code, not your name
or other directly identifying personal data. Moreover, in reports or publications of this study, it
is not possible to trace data back to you as a person. Your data are not used for other purposes
than this research project. They are not shared with other research groups or third parties in
this or other countries.
The key file with your personal data (name, date of birth, address) is destroyed after the
EfFECTS study is completed, after which research data can never be traced back to you. As
researchers we are obliged to save the anonymous research data for 15 years.
To secure the quality of scientific research, it is necessary to check the correctness of the
collected research data from time to time. For this purpose, qualified outsiders (e.g. not
otherwise involved in this research project) compare the collected research data to the relevant
files of your medical files. These outsiders can be ‘monitors’ or ‘auditors’, employees of the
Health Care Inspectorate (IGZ) or members of the institutional medical-ethical review
committee. When you give your informed consent for participation in this study, you also
consent to the confidential access to your medical files.
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Your treating physician usually reports his or her findings and course of treatment to your family
doctor. If you don’t want your family doctor to know that you are participating in the EfFECTS
study, you should explicitly indicate this on the consent form.

More information on your rights regarding data processing
For general information on your rights regarding the use of your personal data, you may visit
the website of the ‘Autoriteit Persoonsgegevens’ that monitors the practice of the General Data
Protection Regulation (GDPR) (Dutch: Algemene verordening gegevensbescherming (AVG)).
With questions or complaints regarding the processing of your data, you may contact the
person responsible for the processing of your data. For the EfFECTS study, this is drs. L. de
Koster, national coordinator for the EfFECTS study (contact information below). You may also
contact the Data Protection Officer at your own hospital or the Autoriteit Persoonsgegevens.

What happens to the thyroid tissue that is removed?
The thyroid tissue that is removed during the biopsy and/or surgery is always stored in your
own hospital. For the EfFECTS study, all tissues will additionally be collected and examined
once in the Radboudumc in Nijmegen. Afterwards, the tissues are sent back to your own
hospital. Moreover, for research purposes we would also like to investigate the performance
of a couple of new additional tests on these tissues. These are specific dyes or ‘tumor markers’
that could possibly also differentiate between benign and malignant thyroid nodules. These
tests could show specific changes in the genetic material of the thyroid tissue - changes that
possibly lead to the development of thyroid cancer. When you give your informed consent for
participation in this study, you also consent to this tissue analysis in the Radboudumc.

What happens with the results of the EfFECTS study?
After all study participants have completed their participation in the EfFECTS-study, all
research data are thoroughly investigated and analyzed. The investigators will use the results
to write and publish a scientific research article. This way, other physicians and care givers
can use the results of the EfFECTS study to improve the care for their own patients with thyroid
nodules We expect the first results from the EfFECTS study in 2019.
In the very unlikely situation that it becomes clear during or after the EfFECTS study that a
PET/CT scan cannot exclude thyroid cancer with enough certainty, all patients from study
group B that did not undergo surgery will be contacted by their treating physician that surgery
for their thyroid nodule is yet necessary.

Trial registration
Information regarding the EfFECTS study is also available in an international trial register:
https://clinicaltrials.gov. This register does not contain data that are traceable to you. You can
find the EfFECTS study under registration number: NCT02208544.

Are you compensated for participation in the EfFECTS study?
When you travel to your hospital specifically for the PET/CT scan or the follow-up ultrasound
after 12 months, you receive a compensation of €0,19 per kilometer for your travel expenses.
You will receive a claim form for these expenses with the consent form for the study.
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Are your health care costs covered?
The costs of the PET/CT scan and potential follow-up ultrasound are covered by the EfFECTS
study. Other health care costs are part of regular health care. The hospital will charge these
costs to your own (obligatory) health insurance as usual. These include costs for e.g. clinical
consults, diagnostics and treatment (surgery). This is particularly important if you were referred
to another hospital specifically for participation in the EfFECTS study and if your health
insurance policy limits your choice of health care providers (i.e. ‘budget policy’). In case of
doubt, please contact your health insurer prior to your first visit to the hospital to inform about
the compensations.

Do you have insurance when you participate in this trial?
Your hospital took out insurance specifically for participants in medical research trials. An
explanation of this insurance is enclosed at the end of this letter (only available in Dutch).

Which medical ethical research committee approved this trial?
CMO regio Arnhem-Nijmegen, the medical ethical research committee that independently
judged the research proposal, on 10 November 2014 approved the conduction of this research
by the researchers of the Radboudumc.

Voluntary participation and time for consideration
You yourself decide whether you want to participate in the EfFECTS study. Participation is
voluntary. We advise you to take enough time to think about it, and weigh pros and cons. You
might want to discuss it with other people, before you make your decision. Your treating
physician or one of the researchers will contact you after a couple of days to learn your
decision.
If you decide not to participate, you do not have to tell us why. You also always have the right
to end further participation during the course of the investigation and/or withdraw your consent
for the use of your personal data. The anonymous research data that are collected before you
withdraw your consent, will still be used in the study.
Your decision not to participate or to end participation will not have any adverse consequences
for your treatment and the care that you have a right to in your hospital. Your treating physician
may also decide that it is in you best interest to terminate your participation in the study
prematurely, for example if new information arises that could influence the conduct of the study
as a whole or your willingness to participate in it. If this is the case, you will be informed by
your treating physician.

Signing the consent form
When you decide to participate, we kindly ask you to fill the enclosed consent form. By signing
this, you confirm your intention to fully participate in the EfFECTS study. Your treating
physician or the local investigator in your hospital will sign the bottom half of the form to confirm
that he/she informed you about the study, gave you the written study information and is willing
to answer any further questions you may have concerning the EfFECTS study. The original,
fully signed informed consent form is stored in your own hospital; a copy is sent to the
investigators in the Radboudumc. This copy is destroyed after completion of the entire study.
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Would you like more information?
•
•

•

If you have any further questions concerning your own treatment, you should contact
your treating physician or family doctor;
If you have any further questions specifically concerning the EfFECTS study or (doubts
about) your participation, you should contact the local investigator in your hospital or
drs. L. de Koster, national study coordinator (contact information below);
If you would like an independent advice about study participation, you could contact
the independent doctor that has been nationally appointed to this research project: mw.
dr. C.M.L. van Herpen, medical oncologist in het Radboudumc. She is not otherwise
involved in the design and conduct of the EfFECTS study, but has expertise on this
topic. She can be contacted via phone number: 024 - 361 03 53 (secretary medical
oncology).

Attachment
Attached to this information letter and the insurance information, you will find a general flyer
about medical research by the Dutch Ministry of Health, Welfare and Sport. It is available on:
https://www.rijksoverheid.nl/documenten/brochures/2014/09/01/medisch-wetenschappelijkonderzoek-algemene-informatie-voor-de-proefpersoon (only available in Dutch).

Hoping to have provided you with sufficient information.
We look forward to hearing from you.

On behalf of the entire team of investigators of the EfFECTS study,

Lisanne de Koster, MD
junior investigator, Radboudumc
national coordinator EfFECTS study

Dr. Dennis Vriens, MD PhD
nuclear medicine physician, LUMC
principal investigator EfFECTS study

Email: Lisanne.deKoster@radboudumc.nl
Phone: 071 – 529 76 25
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Attachment: participating hospitals and involved local principal investigators

AMC : Amsterdam
Prof. dr. E. Fliers (ENDO)*
Prof. dr. J. Booij (NUGE)
Erasmus MC : Rotterdam
Prof. dr. R.P. Peeters (ENDO)*
Prof. dr. J. Verzijlbergen (NUGE)
Hagaziekenhuis : Den Haag
dr. M.O. van Aken (ENDO)*

Isala Klinieken : Zwolle
Dr. P.L. Jager (NUGE)*
Dr. G.S. Mijnhout (ENDO)

LUMC : Leiden
Prof. dr. A.M. Pereira Arias (ENDO)*
Prof. Dr. L.F. de Geus-Oei (NUGE)

Meander MC : Amersfoort
Dr. L.T. Dijkhorst-Oei (ENDO)*
Dr. J.M.H. de Klerk (NUGE)

MUMC : Maastricht
Dr. B. Havekes (ENDO)
Dr. C. Mitea (NUGE)*

OLVG : Amsterdam
Dr. P.S. van Dam (ENDO)*
Dr. F. Sivro (NUGE)

Radboudumc : Nijmegen
Dr. R.T. Netea-Maier (ENDO)*
Prof. dr. L.F. de Geus-Oei (NUGE)*

Reinier de Graaf Gasthuis : Delft
Dr. E.T. te Beek (NUGE)*
Dr. M.C.W. Jebbink (ENDO)

Rijnstate : Arnhem
Dr. G.S. Bleumink (ENDO)
Dr. V.J.R. Schelfhout (NUGE)*

St. Antonius : Nieuwegein
Dr. R.G.M. Keijsers (NUGE)*
Dr. I.M. Wakelkamp (ENDO)

UMCG : Groningen
Prof. dr. T.P. Links (ENDO)*
Dr. A.H. Brouwers (NUGE)*

UMCU : Utrecht
dr. R. van Leeuwaarde (ENDO)
Dr. B. de Keizer (NUGE)*

VUMC : Amsterdam
Dr. E.W.C.M. van Dam (ENDO)*
Dr. P. Raijmakers (NUGE)

*local principal investigator
ENDO: from the department of endocrinology
NUGE: from the department of nuclear medicine

Study information for patients – EfFECTS study - v20180530 (belongs to ICF v20180530)

10

Attachment: Insurance for participants in medical research - Radboudumc:
Voor iedereen die meedoet aan dit onderzoek is een verzekering afgesloten. De verzekering
dekt schade, die het gevolg is van deelname aan het onderzoek. Dit geldt voor schade die
naar boven komt tijdens het onderzoek, of binnen vier jaar na beëindiging van deelname aan
het onderzoek. U moet de schade ook binnen die vier jaar aan de verzekeraar hebben gemeld.
Voor de verzekering geldt een aantal uitsluitingen die u hieronder - kort weergegeven aantreft. De precieze bepalingen zijn neergelegd in het Besluit verplichte verzekering bij
medisch-wetenschappelijk onderzoek met mensen. De tekst daarvan kunt u vinden op de
website van de Centrale Commissie Mensgebonden Onderzoek: www.ccmo.nl.
In geval van schade kunt u zich direct wenden tot de verzekeraar of schaderegelaar.
De verzekeraar van het onderzoek is:
Naam:
Onderlinge Waarborgmaatschappij Centramed B.A.
Adres:
Postbus 191, 2270 AD Voorburg
Telefoonnummer:
070 - 301 70 70
Polisnummer:
626.107.122
De verzekering biedt een maximumdekking van € 450.000,= per proefpersoon en €
3.500.000,= voor het gehele onderzoek. Voor alle onderzoeken van dezelfde opdrachtgever
is de maximumdekking € 5.000.000,= per jaar. De dekking van specifieke schades en kosten
is verder tot bepaalde bedragen beperkt.
De verzekering dekt de volgende schade niet:
• Aanspraken voor schade die het gevolg is van het uitblijven van een vermindering van de
gezondheidsproblemen van de proefpersoon, dan wel het gevolg is van de verdere
verslechtering van de gezondheidsproblemen van de proefpersoon, indien de deelname
van de proefpersoon aan het wetenschappelijk onderzoek geschiedt in het kader van de
behandeling van deze gezondheidsproblemen.
• Aanspraken voor schade door aantasting van de gezondheid van de proefpersoon
waarvan aannemelijk is dat die zich ook zou hebben geopenbaard wanneer de
proefpersoon niet aan het onderzoek had deelgenomen.
• Aanspraken voor schade door aantasting van de gezondheid van de proefpersoon in het
geval deze deelneemt aan een vergelijkend onderzoek als bedoeld in artikel 4 tweede lid
van de Algemene Maatregel van Bestuur en aannemelijk is dat de schade het gevolg is
van de in dat lid bedoelde reeds toegepaste handeling waaraan de proefpersoon wordt
onderworpen.
• Aanspraken voor schade die zich openbaart bij nakomelingen als gevolg van een
nadelige inwerking van medisch-wetenschappelijk onderzoek op de proefpersoon en/of
de nakomeling.
• Aanspraken voor schade waarvan het op grond van de aard van het medischwetenschappelijk onderzoek zeker of nagenoeg zeker is dat deze zich zou voordoen.
• Aanspraken voor schade die het gevolg is van het niet of niet volledig opvolgen van
aanwijzingen en instructies door de proefpersoon, voor zover de proefpersoon daartoe in
staat is.
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