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to the tumor tissue, which is then destroyed. A highly precise localization of the radioactivity ensures that healthy tissue 
in the surroundings of the targeted tumor is minimally affected. The special characteristic of no-carrier-added  
Lutetium-177 is its high purity.

**  The gastroenteric tract includes stomach and bowel

1. Neuroendocrine Tumors (NETs)  2

2. What are Clinical Trials?  3

3. Targeted Radionuclide Therapy in this Clinical Trial  6

4. Key Facts about the COMPETE Clinical Trial  8

5. Key Benefits of Participating in the COMPETE Clinical Trial 10

6. Who can take part in the COMPETE Clinical Trial?  11

 6.1 Inclusion Criteria  11

 6.2 Exclusion Criteria  12

7. COMPETE Treatment & Assessments  14

 7.1 Pre-Treatment & Follow-up Tests  15

 7.2 Treatment Cycles with n.c.a. Lutetium-177-Edotreotide 16

 7.3 Standard Therapy with Everolimus  17

 7.4 Hospital Visits during COMPETE Clinical Trial  17

 7.5  How does n.c.a. Lutetium-177-Edotreotide  
Therapy affect You on a Day-to-Day Basis? 18

8. Potential Side Effects 19

9. Participating Sites 20

COMPETE Phase III Clinical Trial

Introduction 

Dear patient,

This brochure will give you an overview of neuroendocrine tumors (NETs) 
and introduce a new treatment option that is being investigated in the 
COMPETE clinical trial.

This Phase III clinical trial is aimed at evaluating the efficacy and safety  
of Targeted Radionuclide Therapy with n.c.a. Lutetium-177-Edotreotide*  
in patients with neuroendocrine tumors of gastroenteric** or pancreatic 
origin (GEP-NET). It is intended specifically for patients who have  
pro gressive NETs which have spread to other parts of the body 
(metastatic) or that cannot be removed with surgery.

If you are interested in taking part in the study, please ask your attending 
physician whether you comply with the inclusion criteria. 

You will find further information on this form of treatment, including  
a list of trial centers, in the following chapters.

Your COMPETE Team



1. Neuroendocrine Tumors (NETs)

Neuroendocrine tumors (NETs) are a rare form of cancer that originates 
in neuroendocrine cells and often develop slowly over several years. 
Neuroendocrine cells are part of both the endocrine and the nervous 
system. These cells release neurotransmitters, cell messengers or 
hormones, which control how our body works.

75 % of all neuroendocrine tumors derive from gastroenteric or pancreatic 
origins. They are called gastroenteric pancreatic neuroendocrine tumors 
(GEP-NET) and are found throughout the digestive system or related parts 
of the body.

Surgery is the main treatment for NETs. This is often the only treatment 
you need. Sometimes, though, NETs can spread to other parts of the body, 
or your doctor may not be able to completely remove the cancer during 
surgery. There are other treatments available if this happens, such as 
chemotherapy or targeted drugs.

2. What are Clinical Trials?

Clinical trials play an important role in the development of new treatment 
opportunities. Patients can decide voluntarily to take part in them. The 
studies are subject to a strict quality control plan in order to guarantee 
the safety of the participants. 

To obtain approval for a clinical trial of the European Medicines Agency 
(EMA) or the Food and Drug Administration (FDA), the results from 
the preclinical phase have to be known. Therefore, the scrutinizing 
substance is tested for possible dangerous effects in labs. After the 
drug is considered to be safe, it receives the permission for clinical trials. 
These are divided into three phases, where efficacy and safety of the 
investigating substance is evaluated in a large number of patients  
(more than 100 or 1.000). 
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One targeted therapy that has 
been developed for the treatment 
of NETs in the pancreas and small 
bowel is Everolimus, which is 
currently defined as the standard 
of care. Various other treatment 
options for neuroendocrine tumors 
such as Targeted Radionuclide 
Therapy are being investigated.

•  Testing of drug on heallhy volunteers  
for dose-ranging

•  determines whether drug is  
safe to check for efficacy

•  Testing of drug on patients to assess 
efficacy and side effects

•  determines whether drug can have any 
efficacy; at this point, lhe drug is not 
presumed to have any lherapeutic effect 
whatsoever

20 – 100 normal healthy 
volunteers (or for cancer 
drugs, cancer patients) 

100 – 300 patients  
with specific diseases 

200 – 3.000 patients  
with specific diseases 

anyone seeking treatment  
from their physician 

•  Testing of drug on patients to assess 
efficacy, effectiveness and safety

•  determines a therapeutic effect;  
at this point, the drug is presumed to 
have some effect 

•  Postmarketing surveillance – watching 
drug use in public

•  watch drug’s long-term effects

Phase Typical number of participants Primary goal

I

II

III

IV75 % of all neuroendocrine 
tumors derive from gastroenteric 
or pancreatic origins.



The drug-development process will normally proceed through four phases 
over many years. If the drug successfully passes through the phases I, II 
and III it will usually be approved by the national regulatory authority for 
use in the general population.

A new treatment option for neuroendocrine tumors is being investigated 
in the COMPETE clinical trial. COMPETE is a phase III study, which means 
that the Targeted Radionuclide Therapy option being investigated has 
already proven itself in prior phases. 

Please find further information about ongoing studies on  
www.clinical-trials.gov, ask your attending doctor or a patient 
organization in your country/nearby.
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  The main objective of the phase III clinical trial COMPETE is now 
to find out whether Targeted Radionuclide Therapy has a greater 
efficacy for people with NETs than the standard therapy with 
Everolimus. 

COMPETE Phase III Clinical Trial
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3.  Targeted Radionuclide  
Therapy in this Clinical Trial

COMPETE is led as an international, prospective, randomized, controlled, 
open-label, multicenter phase III study. This means, that during the study 
new data will be collected (prospective), that results in patients receiving 
the new treatment are compared to a control group receiving the standard 
therapy (controlled) and that patients are randomly allocated to receive 
either n.c.a. Lutetium-177-Edotreotide or the current standard of care 
(randomized). Additionally, patients and physicians know what drug is 
being administered (open-label) and the study is conducted at multiple 
sites in multiple countries simultaneously (multicenter). 

The trial will evaluate the efficacy and safety of the targeted  
radio  phar ma ceutical n.c.a. Lutetium-177-Edotreotide compared with  
the standard therapy Everolimus in patients with NETs. Targeted 
Radionuclide Therapy (TRT) or Peptide Receptor Radionuclide Therapy 
(PRRT) is the treatment option for NETs being investigated in this trial.  
It is not to be confused with traditional radiation therapy, which irradiates 
tumors from outside of the body.

Targeted Radionuclide Therapy uses a very small amount of a medical 
radioactive substance combined with a targeting biomolecule  
(radio pharmaceutical). In this study the radiopharmaceutical is called 
n.c.a. Lutetium-177-Edotreotide. It consists of two parts: the medical 
radioisotope n.c.a. Lutetium-177 which is responsible for destroying  
the tumor cells, and the biomolecule Edotreotide, a synthetic form of 
somatostatin, a peptide hormone.

Healthy neuroendocrine cells have so called somatostatin receptors on 
their surface. Somatostatin regulates the endocrine system by binding 
to these receptors according to a lock and key principle. This mechanism 
is used in treating neuroendocrine tumors by Targeted Radionuclide 
Therapy. This therapy utilizes the fact that neuroendocrine tumor cells 
overexpress somatostatin receptors on their surface. Just like the real 
hormone somatostatin, n.c.a. Lutetium-177-Edotreotide binds to these 
receptors allowing the medical radioactivity to be delivered directly into 
the unhealthy neuroendocrine cells thus destroying the tumor. The highly 
precise localization ensures that healthy tissue surrounding the targeted 
tumor is minimally affected.
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4.  Key Facts about the  
COMPETE Clinical Trial

COMPETE is led as an international, prospective, randomized, controlled, 
open-label, multicenter phase III clinical trial.

Investigational Medicinal Product
Targeted Radionuclide Therapy with n.c.a. Lutetium-177-Edotreotide

Reference Product
Standard therapy: targeted therapy with Everolimus 

Primary Objective
Prolong progression-free survival

Indication 
Neuroendocrine tumors of gastroenteric or pancreatic origin (GEP-NETs)
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Study Entirety
300 GEP-NET patients will be randomized 2:1. Neither you nor your  
doctor will be able to decide which group you are in. You are two times 
more likely to receive a Targeted Radionuclide Therapy with n.c.a.  
Lutetium-177-Edotreotide than the standard therapy with Everolimus.

  200 Patients: Targeted Radionuclide Therapy with Lutetium-177-
Edotreotide with a maximum of 4 cycles, administered as an infusion 
at 3-month intervals

 100 Patients: Everolimus, 10 mg daily, administered orally as a tablet

Study Duration
24 months / patient

Study Conduction
Europe, North America, South Africa and Australia,  
min.12 countries and 43 sites

Targeted Radionuclide 
Therapy with Lutetium-
177-Edotreotide

Targeted 
Therapy with 
Everolimus



COMPETE Phase III Clinical Trial

5.  Key Benefits of Participating in the 
COMPETE Clinical Trial

  Maximum therapeutic properties meet minimum possible side effects 
through special kidney protection

  All treatment costs will be fully covered

  Travel expenses will be covered*

   Patients randomized for standard therapy with Everolimus will be 
offered fully covered n.c.a. Lutetium-177-Edotreotide treatment after 
the 24 month study-period is completed 

6.  Who can take part in the  
COMPETE Clinical Trial?

The following list shows the entry conditions for this trial. Talk to your 
doctor or the trial team if you are unsure about any of these. They will be 
able to advise you. 

6.1 Inclusion Criteria
You may be able to join this trial if all of the following apply:

 your NET started in the small bowel, stomach or pancreas

 your NET is growing slowly

  your cancer has spread to other parts of the body (metastatic) or  
doctors think they cannot remove the tumor completely with surgery

  you are willing to have a sample of tissue taken (biopsy) if there isn’t  
a suitable sample available

  you have at least two areas of NETs that can be seen and measured on  
a CT scan or an MRI scan

  you have had a scan in the last three months

  your tumor has somatostatin receptors on its surface (somatostatin 
receptor positive)

  your NET has progressed in the past three years

  you are able to care for yourself but not able to carry on with all your 
activities or do active work (Karnofsky performance status of 70 or more)

  your kidneys are working well

  you have satisfactory blood test results

  you are at least 18 years old

  you are willing to use reliable contraception during treatment and for 
around two months afterwards if there is any possibility that you or your 
partner could become pregnant
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*based on travel distance & country and according to sponsorship regulations
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6.2 Exclusion Criteria
You cannot join this trial if any of these apply:

Cancer related conditions

  your NET has spread to the brain

  you have a large amount of NET in the liver (more than 70 %)

  your NET makes hormones that go into the bloodstream (functioning 
NET). You can take part if you have a functioning NET that started in 
the pancreas

  your doctors don’t know where your NET started (unknown primary)

  you have had another form of cancer in the last five years apart from 
basal cell skin cancer

  you have had treatments for your NET in the past month

  you are going to have other treatments for your NET such as 
chemotherapy, radiotherapy, chemoembolization or immunotherapy

  your doctors think you can have surgery to cure the NET

  you still have moderate or serious side effects from previous NET 
treatments

  you have had treatment with Everolimus or any other similar drug

  you have had Targeted Radionuclide Therapy

Medical conditions

  you have had an investigational treatment in the past month

  you have other serious medical conditions or mental health problems 
that the trial team think could affect you taking part

  you have had a live vaccine in the last month

  you are sensitive to any of the treatments used in this trial or anything 
they contain
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On the following pages we will explain exactly:

  which examinations are performed before and during the  
COMPETE Clinical Trial

  how treatment with Lutetium-177-Edotreotide Targeted Radionuclide 
Therapy works

  how standard therapy works with the reference product Everolimus

  how often hospital visits are required during the COMPETE Clinical Trial

  how Lutetium-177-Edotreotide affects you on a day-to-day basis

7.  COMPETE Treatment & Assessments

The following graphic shows how and at what intervals Lutetium-177-
Edotreotide and the reference product Everolimus are given. Furthermore, 
you will receive a chronological overview of the accompanying 
examinations. 

7.1 Pre-Treatment & Follow-up Tests

You will be closely monitored during the study. Therefore, it is very  
important that your trial team knows everything about your current health 
status. This should include all symptoms you have and all medications you 
are taking, especially if you are taking a somatostatin analogue.

Your trial team will conduct some tests to make sure you are ready for  
the treatment.

The tests might include:

  a physical examination

 blood tests and  an urine test

 a pregnancy test

 a heart trace (ECG)

 a CT scan or a MRI scan

 a radioactive scan

 a kidney scan called renal scintigraphy

The trial team will ask to use a sample of your tumor taken  
at the time of your diagnosis, because doctors need to look  
at the proteins (receptors) on the surface of the tumor cells.  
You only need to have a biopsy if there isn’t a suitable  
sample available.

You will need to complete a quality of life (QoL) questionnaire 
before the start of treatment and at set times during the trial. 
The questionnaire asks about how you have been feeling and 
what side effects, if any, you have been experiencing.

COMPETE treatment and assessment plan

Everolimus Group: 
10 mg Everolimus daily oral administration

Solucin® Group: 
4 infusions every 3 months

Infusion 1
Month 0

Infusion 2
Month 3

Infusion 3
Month 6

Infusion 4
Month 9

Follow up 
0–12 monthly

Screening 
&

Randomization

Hospital visits
with 

Follow up  
12–60:

12–24/ 
3 monthly

24–60/ 
6 monthly



7.2  Treatment Cycles with n.c.a.  
Lutetium-177-Edotreotide

You will be given Targeted Radionuclide Therapy with n.c.a. Lutetium- 
177-Edotreotide once every three months. This continues for nine months 
(up to four doses of treatment). For the treatment a short stay in  
hospital is mandatory. Initially at the hospital, your trial team will do  
the pretreat ment tests. After that, under closely supervised conditions 
you will receive Targeted Radionuclide Therapy.

YOUR INFUSION

Your trial team will conduct some tests to track the  
treatment progress. Before every infusion, you will be 
given an amino acid solution as an infusion to protect your 
kidneys. The amino acid infusion will continue during and 
after you receive n.c.a. Lutetium-177-Edotreotide and  
will last 4–6 hours. During this time, n.c.a. Lutetium- 
177-Edotreotide will be administered for 10–20 minutes

AFTER YOUR INFUSION

Directly after your infusion more tests will be 
conducted including the monitoring of the 
progress of n.c.a. Lutetium-177-Edotreotide 
through your body

AFTER YOUR TREATMENT  

After each treatment you will need to stay in 
hospital for about three days or in accordance 
with local regulations. Your trial team will 
explain how n.c.a. Lutetium-177-Edotreotide 
will affect you on a day to day basis, the 
precautions you need to take at home and  
for how long

COMPETE Phase III Clinical Trial

16 17

7.3 Standard Therapy with Everolimus

The reference treatment Everolimus, used in this study, is the current 
standard of care according to the current guidelines for the treatment  
of NETs. You will take Everolimus in tablet form that is swallowed whole 
every day. This continues for as long as it is helping you and the side  
effects are not severe. It can be taken for up to two years.

The trial team will ask you to keep a diary recording each time you take 
Everolimus. This helps your doctor know how many doses of treatment 
you have had.

After the 24-month study-period is completed or if your NET progresses 
during treatment with Everolimus standard therapy with, you may be 
able to receive Targeted Radionuclide Therapy. Your doctor can tell you 
more about this.

7.4 Hospital Visits during COMPETE Clinical Trial

During treatment, you will be closely monitored and will see the trial team 
every month for blood tests and a physical examination. This continues 
for one year, after that you will see them every three months.

You will have a CT scan or MRI scan every three months and six months 
into the treatment you will receive a kidney scan.

After completing the treatment, you will see the trial team every six 
months, for five years.
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7.5  How does n.c.a. Lutetium-177-Edotreotide  
Therapy affect You on a Day-to-Day Basis?

  You should shower daily for at least the first week after receiving n.c.a. 
Lutetium-177-Edotreotide

  For the first week after you receive n.c.a. Lutetium-177-Edotreotide 
make sure to flush twice and wash your hands every time you use the 
toilet

  If a caregiver helps you in the bathroom, they should wear disposable 
gloves for the first week after you are given n.c.a. Lutetium-177-
Edotreotide

  It is important to drink plenty of fluids on the days before, during, and 
after you receive n.c.a. Lutetium-177-Edotreotide and to urinate often. 
This helps the radionuclides leave your body faster

  For the following weeks after receiving n.c.a. Lutetium-177-Edotreotide, 
dependent on local regulations, you will be advised on the close 
physical contact you can have with others, especially children and 
pregnant women

  You should use effective contraception during n.c.a. Lutetium-177-
Edotreotide treatment and for seven months post-treatment

  Your doctor or nurse will inform you about all the precautions you need 
to take before you go home. Most of the radiation will be gone within 
two weeks

8. Potential Side Effects

The trial team will be monitoring you during treatment and afterwards. 
You will be given a phone number to call them if you are worried about 
anything. The team will tell you about possible side effects before you 
start the trial.

Potential risks caused by n.c.a.  Lutetium-177-Edotreotide may arise 
from radiation exposure and somatostatin-related side effects. Most side 
effects generally subside within two months of treatment completion. 
However, some side effects may continue after treatment is over, as 
it takes time for healthy cells to recover from the effects of radiation 
therapy. Please consult your doctor should you feel sick or are in pain.

The most common side 
effects of Targeted 
Radionuclide Therapy 
with n.c.a. Lutetium-177-
Edotreotide are:

  drop in the number of blood cells 
increasing your risk of infection and 
anemia, which may make you feel 
tired, lacking in energy with reduced 
exercise tolerance

  Feeling or being sick during and after 
treatment, tummy (abdominal) pain, 
loss of appetite, change in bowel 
habit, dizziness

The most common side 
effects of Everolimus are:

 Lung and breathing problems

 infections

 mouth sores

 kidney and liver problems

 change in bowel habit

 loss of appetite

 headache

 pain in arms and legs

 temporary hair loss
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