Internal irradiation of neuroendocrine tumors with Yttrium-90-DOTATOC,
a radiolabeled somatostatin analogue

Patient information file

Ladies and Gentlemen

You are diagnosed with a neuroendocrine tumor and scheduled for one or two cycles of Y-
DOTATOC treatment at our institute.

What is a neuroendocrine tumor?

Every human has neuroendocrine cells. Neuroendocrine cells are widely spread over the
whole body, but occur mainly in the bowel, in the pancreas and in the lungs. The job of neu-
roendocrine cells is the production of hormones (signal substances).

Probably years ago during the rebuilding process of a neuroendocrine cell (where a mother
cell divides into daughter cells), an information translation failure happened. Now the new
daughter cells do not know when to die, how many new cells to build and how to behave
while coming in contact with normal cells. This leads to an overproduction of neuroendocrine
cells which displace normal tissue. Luckily neuroendocrine cells normally grow slowly.
Neuroendocrine tumor cells often produce too many hormones which lead to several symp-
toms. These symptoms are called malignant carcinoid syndrome. Probably you know these
symptoms as flushes, diarrhoea, alcoholic intolerance, wheezing or skin problems.

How does the Yttrium-90-DOTATOC-treatment works?

Neuroendocrine cells carry somatostatin receptors. No other tissue has them in such a high
density. The peptide DOTATOC is the key to the somatostatin receptor. The DOTATOC has
a high affinity to the somatostatin receptor and is linked to a therapeutic, B-emitting radioiso-
tope. The radiation emitted from a radiolabeled peptide bound to a tumor cell kills the tumor
and neighbouring cells. Yttrium-90-DOTATOC is injected intravenously and links to the tu-
mor within a few minutes.

Is this therapy dangerous for me and will | experience any discomfort?

Normally the treatment is well tolerated. Beta-emitting particles radiate within a diameter of 5
mm. Therefore most of the radiation exists only in the tumor and does not interact with your
body.

One of the few side effects is the kidney uptake of the radiopeptide. *°Y-DOTATOC can
damage the kidney. Therefore we block the kidney by infusing amino-acids. The infusion of
amino-acids does not cause any adverse effects.

Despite the kidney blockade, you have a minimal risk of developing a renal insufficiency. In
rare cases haemodialysis may be needed.

While injecting *°Y-DOTATOC, 20% of patients maoy suffer from nausea. Nausea can last for
only minutes or several days. The injection of *°Y-DOTATOC is normally well tolerated.
However, some patients may feel like they have a hangover for up to one week.



After the treatment, a slight decrease of white and red blood cell count, of thrombocytes and
lymphocytes is likely to occur. Within 7 weeks, most parameters will return to normal.

In case of widespread liver metastases, stenosis of the gall bladder duct might be an ad-
verse effect of *°Y-DOTATOC. This situation would be cleared up by implantation of a stent.

What will happen to me during my stay in Basel?

One therapy session lasts 3 - 4 days. Either we perform 2 - 3 treatments with only Y-
DOTATOC or a combination of treatments with *°Y-DOTATOC and *"’Lu-DOTATOC in an
interval of about 10 weeks. The dose we are going to inject is adjusted to your body size and
weight.

Before starting the treatment you will speak with our treating Nuclear Medicine Physician.
Afterwards, he will place an intravenous cannula. Before injection of *>Y-DOTATOC chemis-
try panel and complete blood count will be measured. Then 250 ml of an aminoacid solution
will be infused followed by the *°Y-DOTATOC injection. After *°Y-DOTATOC injection the
rest of aminoacid solution will be infused over 4 hours. While you are staying the following 2
days at the ward, scintigraphic images will be obtained to check the distribution of the radio-
pharmaceutical.

What can | expect after being treated with DOTATOC? What are the results of re-
search?

The results of a recent study:

Patients and Methods

39 patients (mean age 55y) with progressive neuroendocrine gastro-enteropancreatic and
bronchial tumors were included. The treatment consisted of 4 equal intravenous injections of
a total of 7.4 GBg/m?2 QOY-DOTATOC, administered at intervals of 6 weeks. After each treat-
ment cycle, a life quality assessment was performed.

Results

The objective response rate was 21%. For endocrine pancreatic tumor (13 pts) it was 38%.
Complete remissions (CR) were found in 5% (2/39), partial remission (PR) in disease (SD) in
49% (19/39) and progressive disease (PD) in 13% (5/29). These responses have been
maintained for up to a median of 6 months (median duration of follow up, range 2 months to
12 months). A significant reduction of clinical features could be assessed in 83% of patients
with diarrhoea, in 46% of patients with flushes, in 63% of patients with wheezing and in 75%
of patients with pellagra. The overall clinical response was 63%. Side effects were grad Il/1V
(NCIGC) lymphocytopenia in 23%, anaemia grad Il in 3% and renal insufficiency grade Il in
3%.

Conclusion

High dose targeted radiotherapy with 7.4 GBq *°Y-DOTATOC/m? is a well tolerated treat-
ment for neuroendocrine tumors. It has a remarkable objective response rate and very good
palliative effects.
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Legalities and costs

The treatment conforms to Swiss laws as set forth by both the national and cantonal authori-
ties. The protocol concerning the therapy was accepted by the ethic commission of the can-
ton Basel-Stadt. The expenses of the Swiss patients are covered by their health insurance.
The majority of foreign health insurance schemes also cover the costs of the therapy. A
guarantee for this however cannot be made by our institute. Please inform yourself about the
services that are covered by your health insurance before the therapy is scheduled.

You have the right at any time to withdraw from the therapy without giving any reason.



Legal authority

Please give us your permission to perform this treatment named above with your subscrip-
tion. That means that this treatment was sufficiently explained to you and all your questions
were sufficiently answered.

| agree that any of my medical notes and data collection during the PRRT, may be used for
anonymised scientific evaluation.
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