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Scientists study every single medicine for a long fime before it is given to the general public.
The first studies moke sure that the medicine 1s not harmful for the body, while subsequent
ones ensure that it does what it is expected to do, with no side effects.

These studies are called “trials” andl are carried out under carefully controlled conditions, with
oll medicines being administered under the supervision of a network of medical experts from

many different countries.

The DEEP-2 tridl il moke sure that deferiprone is both effective andl sofe. Deferiprore is o
medicine that removes iron overload in kids suffering from diseases such as tholassoermia,
sickle cell anoemia and other transfusion-dependent ancemias. This trial is part of a project
calledl DEEP (short for Deferiprone Evaluation in Poediatrics, in other wordss finding out how
deferiprone works in kids) ond it has set itself a very important goal. Deferiprone has not been
studied much in poediatrics, but if the results of the DEEP-2 trial are positive, all kids like

you will be able to be use it safely

How blood and red blood cells work
what transfusion-dependent anaemias are

Why fron builds up in the body of patients with
transfusSion-dependent anaemia

what treatments remove iron overload from the body
what the DEEP-2 trial is for

About the various Steps in the DEEP-2 trial and any tests that are
required

After reading fhe information in this booklet, youwill be able to decide for yourself virether
fo foke part in the triol. Your doctor con explain even better what happens in each phase of

the trial ondl, together with your parents, will help you think obout your choice.
Goodl luck!



Blood is one of the vmost wonderful fodls in our body I's often called the “river of life”,
because it performs so many functions that are essential fo our existence: it carries
substances thraughout our arganism to nourish andt defend the body, it removes waste, it

keeps us warm ond provides substances which help us grow ond affect how we behave.

Blood is made up of millions of tiny cells swmming in aliguid colled plasma

what are the componentsS of blood?
Blood contains lots of substances, such as sugars, fats, vitamins and mirerols, and fransports

millions of cells (e. red blood cells, white blood cells and platelets) around our bodies.
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Red blood cell Platelet

Red blood cells (or erythrocytes) account for up to 45% of blood volume, under normal
conditions. The bright red colour which gives thew their name is due fo the presence of
haemoglabin, a protein with an iron atom ot its heart. \When blood passes through the lungs
as it fravels round the body, each iron atom inside the red blood cells tokes up an oxygen
molecule. With this precious cargo, the red blood cells then resurme their journey, carmying
oxygen round the body ond releasing it where it is needed Once it has been released,

oxygen becomes our fuel and provides the energy we reed for our moverments, our thoughts

and all our bodily functions, from the simplest to the most complex

By contrast, less than 1% of the bloodt is made up of white blood cells (or leukocytes). These
cells have a very different, but equally important, function: they protect the body agginst
infections and diseases that get into the body, by destroying any bocteria and viruses that get

in from outside.

Lastly, a tiny proportion of the blood is made up of platelets These cells help the blood fo clot,

one of the mechanisms which the body uses fo repair itself when it is injured



what arc
anaemlas

Arcemias are a large family of diseases, dll of which affect the blood They have different causes

and mechanisms, but oll have the sarme effect they reduce the number of red blood cells cousing

o hoemaglobin deficiency

When red blood cells or haermaglobin stop working properly, they can no longer bind oxygen and
50 connot fransport it around the body And when there isn't enough oxugen, the fissues can be

davnaged ond cease fo function

From birth, patients with certain inherited
diseases such os betortholassoevmia major
sickle-cell and other forms of ancevnia, have
abnorvmal red blood cells, which are unable 1o

edward

corry out their tasks because of their unusual
shape. These patients are of great risk ond it is
very important fo help them as early as
possible.

The wmain treatment for these diseases is blood
transfusion, in which fresh blood packed with healthy

redl blood cells capable of doing their job is infused into a

patient's own blood. For fhis reason, onoevnias which
require blood fransfusions are known as a

what are the Side effects
of blood transfusSions”?

Red blood cells cannot live for ever and are regularly eliminated to moke room for rew red blood
cells. In patients with fransfusion-dependent anaemias, redl blood cells have on even shorter
life expectancy That explains why a fransfusion of healthy blood is needed every 15-20
days. Only recently-transfused blood can fransport oxygen and thus enable the patient to

enjoy a similor lifestyle to his/her peers.

Transfusion, however, produces a significont side effect The body is unable 1o remove the

iron atoms contained in the new transfusedl blood This iron slowly builds up inside a molecule
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This so-called “iron overload” can cause several disorders, but the ain problems arise in the

heart, the engine that pumps the blood round the body, and in the liver, the regulator of s6 mony
mechanisms needed for a healthy body As fime passes, these disorders become serious and

dongerous and ynust absolutely be prevented

fransfusion-dependent anoemias g
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How do we eliminate iron overload?

From a very young oge, patients with fransfusion-dependent anaemias also toke medicines to
rermove excess iron from the body These medicines act like the claws of a crob: they trap the
iron and foke it awiay with therm when they are excreted in the urine. This crab-like freatvent
using this medicine is kinown as ironchelation therapy

Iron-chelation therapies use three different drugs that all have the some effect, but work
differently in the body

what are theSe iron-chelation therapies”?

mayy Deferoxamine

® - This medicine is slowly injected into the patient using on electronic

pump.

DeferasSirox
This medicine is token once a day in the form of a toblet dissolved in

waorter.

Deferiprone

> This wedicine is token three fimes a day in the form of tablets or syrup
Among the medicines in this group, this is the one that is best af
reynoving iron overload in the heart, but it has not uet been thoroughly
stucliedt in children and adolescents

which iron-chelation therapy
iS the best one?

There is no such thing as the perfect reatment. Each patient reacts differently o medication,
50 if 15 vital 1o have different freatments available. That is tre only way for every patient fo gt
fhe vmost suitable therapy for him/her

The DEEP-2 clinical trial

Deferiprone has been studied primanly in adult patients with thalassoermia This medicine
has demonsirated good efficacy in removing iron overload in the heart, and doctors would like

to use it in all transfusion-dependent anaernias, from the earliest possible age

[t vmust, however, be remembered that the body of a child or adolescent behaves differently
from that of an adult Before we go ahead and administer this drug widely to children ond

odolescents, it is vital that we carefully study all its effects on them This fype of research is
called a clinical trial or clinical shudy




1S participation in this
trial mandatory?
No, toking port in the DEEP-2 tridl is not vrandatory, Each

The DEEP-2 clinical trial which we are asking you
to take part in is baSed on a Simple mechaniSm

314 patients from different countries will be
divided randomly info two groups of equal size. The
process by which patients are rondomly drovin out
of ahat and assigned 1o one of the two groups is
called randomisation The docfors will assign o
different medicine to each group and compore the
effects This will enable us to establish with some
degree of certainty whether the new deferiprone
syup is os effective as the deferasirox toblets.

O the basis of this study method, following the randomisation step, patients in the first group
will = for a ear — toke anew deferiprone syrup, which tastes nicer than the current one, while
the second group of patients will foke the same medicine in the form of soluble tablets
(deferasiros), ogain for o year. The doctors will carefully follow all of the parficipants on the trial
and will check that the medicine has no adverse effects. At the end of the trial, the doctors will
compore the two groups and check whether both drugs have worked as expected

The DEEP-2 clinical triol is designed for children and young people under the age of 1%,
originating from ltaly, Greece, Cyprus, Egupt, Tunisia and Albania Their participation will help

doctors o make sure that the new rmedicine works perfectly for all ages and in all countries.

young patient can decide freely whether or not to porticipate in
the tril. Parents will need to approve their child’s decision,
Every patient who decides not o participate in the friol wil
continue fo be treated in the same way os before and wil st
receive the full aftention of his/her doctors.

Can I leave the trial
once it has begun?

Any patient who wishes o do so may leave the trial ot any
fivne, without having to give any explanation. He/she will be
reatecl with the chelation therapy best suited to him/her and
will continue 1o receive the full attention of doctors.

IS deferiprone treatment
Safe?

Like any therapy, deferiprone also has side effects that are usuolly mild

| ond well known to the doctors running the trial. In order to ensure
ng

¢

maximum safefy, however, doctors will confinually vmonitor ol trial

parficipants and could, if necessary, discontinue treatment

Furthermore, the effects of these medicines on unborn babies have not uet been studied
Pregnancy should therefore be avoided If a patient does become pregnant, the doctor should

be informed immediotely
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The DEEP-2 trial itself lasts a fotal of T4 vonths, but the treatvment will last 12 months
The ynonth before storting freatment. the doctors will select fre parficipants.

In the b days before starfing treatwent, parficipants will be asked fo discontinue the
ron-chelation freatment that they were following up until that point

“Thot wou, the booly will e rid of all fraces of the previous yredicire, so that it can't affect
how the study medicine works.

During the first day of treatment. the 341 patients will be assigned to the deferiprone group

(syrup) or to the deferasirox group (soluble tablets)

From that ynoment onwards, patients assigned to the deferiprone group will take the syrup
three fimes daily after meals, while patients assigned to the deferasirox group will toke the
fablets once a day on an empty sfomach

In addition, some patients will fill cut questionnaires, will have a bloodl sample token, and wil
have an electrocardiogram ECG)

At the end of the twelfth month of reatment. patients will discontinue freafiment and will
have. the findl tests (Blood sample, in-depth check-up, electrocardiogram, heart ond liver
magnetic resonance imoging).

Ohre onth after the end of treatment. patients will be oiven a final in-depth check-up

M decrease dllm.r»g the trial

During the monthly visits, e doctor vall moke sure that participants are feeling veell

The blood samples will be used to check that the participants are in good health and that their
kidneys and fiver are in goodt condifion. As blood counts will be confinuously monitarea, the trial

[l - il el Al : .
wil be completely safe. The blood samples will also be used to check:

the amount of feritin, which corresponds fo the

| amount of iron in he body; during fhe trial this

¥

quontity must either decrease (f it is too highy or

stay constant (f it 1s already at an acceptable level)

the amount of white blood cells, these cells are very

- wnportont for defending the body and ymusst not



Electrocardiogram ECG) is a short and sivmple test used fo record the heart’s electrical

activity and make sure it is working properly

Heart ond liver mognetic resonance imaging (MR) ore. tnio very importont tests They encble
computer fo recreate an image of the heart and liver, so that the doctor can check whether the
medicine is working or whether there is any iron overload. At the beginning of the exarmination,
fhe patient will lie down on a bed which will then slide into a fube-shaped machine. The
machine will then explore the patient’s organs using a magretic field and radio waves and will
then send all the data back to the central computer. Like all of the examinations in the
DEEP-2 trial, MRl is reither painful nor dangerous. It only tokes a bit of patience: the patient

P A P .
has to stay inside the machine for about 20 minutes following the doctor’s instructions.
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UndeSirable effects

\ [l 4 | 1 L[ p o8 | |
Al the wedicines that we foke for their bereficial effects can sometimes also act on other

A Lo | - | | | B ey
ports of our body ond produce side effects. Even the two medicines used in the DEEP-2 tridl

can produce some of these effects, but they are not generally dangerous

During treatment, fhe patient may experience a reduction in white blood cells, a reduction in
platelets, ond liver or kidney disorders The doctors will toke o blood sample every week to
check that these effects do not occur

There are other lesSs significant Side effects:

o gostrointestinal disturbances (hausea, vomi fing diorrhoeq)
o 00N i arms or legs

e ifching

o skin irrifation

o change in urine colour

Rexmermber thot these effects are ot
usually dangerous, but it is important o tel
your doctor ivnvmediately (f ou et ony
dhsorder. Your doctor will decide whether
fo corry on with the treatment or whether

it needs 1o be discontinued



Frequently ASked QueStionS

Do 1 have to take part in the DEEP-2 trial?
No, taking part in the DEEP-2 trial is ot mandatory and you must not feel ot ll
forced into taking part. Everyone will respect your decision and your doctor will

what are theSe iron-chelation therapies?

These are medicine-based treatvrents thot reduce the iron overload in patients
who have frequent transfusions, such as people suffering from ancemia Iron
overload is very dongerous for your health and you must prevent it

continue to treat you just like before.

Can I leave the DEEP-2 trial?

If you o longer wish to participate in the trial, all you need to do is inform your
doctor. You wall start taking the old freatment agoin and your doctor will continue
fo treat you just like before.

what iron-chelation therapies are available?
Current treatvrents use deferoxamine (injected into the patient using an electronic
pump), deferasirox (fablets 1o dissalve in water) and deferprone (fablets or syrup).

what is the perfect iron-chelation therapy?
There is ot such thing as a perfect therapy, becouse each of us responds
differently fo medicines. Soit's important to have several freatments availoble.

what happens if I miSS a doSe of Syrup or a

tablet?

Moke sure uou foke oll the doses on schedule. However, if you do miss one, don’t

worry Rermermber to let your doctor know as soon as possible and keep taking

what is the DEEP-2 trial for? fhe surup or toblets as usual

Deferiprone is very goodl at removing iron overloadl from the heart andlis an

effective iron-chelation treatment The DEEP-2 trial will examire the effects of
deferiprone in the youngest thalassaermia patients and in all young patients with

other types of fransfusion-dependent anoermia, in which the effects of deferiprone

are sfill poorly understood

what will happen if I get any undesSirable
effects?
Alert your doctor immediately Undesirable effects are generally not dangerous,
but your doctor wall decide if you can continue o toke part in the tral or if you
need to go back to your old treatvent
1s the DEEP-2 trial safe?
During the DEEP-2 trial, each participant will be closely followed by his/her doctor
and their health will always be monitored

what makes the DEEP-2 trial important?
Deferiprone con be a very effective drug and useful for all young people with

fransfusion-dependent ancemias. By porticipating in the DEEP-2 trial, you wil
be helping doctors to decide whether this medicine can also be used for them
And by doing s6, you will be. helping many other young peaple like you




-
L
b

Protection of
privacy and
perSonal data

The personal data of frial participants will be treated with the strictest confidentiality ond
shall ot be disclosed 1o anyone outside of the doctors and close family members.

By law Europeon Directive 19495/46/EC on data confidentiality), all thase involved in the
triol have an obligation 1o use all the means at their dispasal to ensure that ony information
about you andl your condition is kept confidential ond that nobody can frace you through the
information that is collected about you, except your doctor ond the people he/she has
enfrusted fo toke care of you

All persons involved in the trial are bound by professional secrecy

The data will be used ananymously to inform the Ethics Committees and the dovmestic and
European health authorities.

You are entitled o know the results of the tridl, both generol anes and those thot directly
CONCern you

Orece the frial is completed, the results will be made availoble o the public, published ina
medical journal or presented at a scientific conference. In any case, any information will be
disclosed anonymously and no participants in the frial will be identifiable.
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