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Cielom projektu HIT-CF Europe je spristupnit nové mozZnosti liecby fudom s cystickou fibrézou (CF) a velmi
zriedkavym genetickym profilom. Projekt zhodnoti efektivnost a bezpeénost potencialnych liediv
dodavanych spolupracujucimi farmaceutickymi spolo¢nostami u pacientov vybranych prostrednictvom
predbeznych testov v laboratériu na ich ,,mini ¢revach” — tzv. organoidoch.
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Prihlasovanie do skusania CHOICES je v plnom prude

Dufame, Ze ste si v lete vSetci oddychli v spolo¢nosti svojich blizkych. Tim Stddie CHOICES a pracovnici zariadeni
Gcéastnych na $tudii v lete dalej nednavne pracovali. Do tejto chvile je do skisania CHOICES zaradenych jedenast osob.
To znamena4, Ze uZivaju aktivny liek alebo placebo. Dal$i piati absolvovali skrining. To znamend, ze absolvovali vietky
potrebné vysetrenia a Ucastnici su pripraveni zacat skusanie. Kolacovy graf vliavo predstavuje vsetkych patdesiatdva
0s6b, ktoré je potrebné do skdsania CHOICES zaradit. Modra farba znazornuje tych, ktori uz zaradeni su, oranzova tych,
ktori absolvovali skrining pred zac¢atim skudsania, a siva znazorfiuje pocet ucastnikov, ktorych este ocakdvame. Skusanie
CHOICES teraz prebieha v desiatich zariadeniach v siedmich krajinach: Belgicko, Franctzsko, Holandsko, Nemecko,
Spojené kralovstvo, Svédsko a Taliansko. V grafe vpravo vidite podla krajin, kol'ki G¢astnici st zaradeni (odtiene modrej)
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Do pozornosti vsetkym ucastnikom HIT-CF: novy suhlas s biobankou organoidov

Na zaciatku projektu HIT-CF ste podstupili rektalnu biopsiu. Zarovern ste dali stihlas alebo povolenie na kultivaciu
organoidov z odobranej biopsie a na uchovanie a pouZitie organoidov pocas trvania projektu. Na organoidoch sa
vyskusalo niekolko lieciv, a to ndm pomohlo spustit $tudiu CHOICES study. Na celom svete pribudajd ludia s CF, ktori
sa mozu liedit novymi liekmi. No stdle ostdva nemalo takych ludi s CF, pre ktorych zatial lie¢ivo neexistuje. Preto
vyskumnici a farmaceutické spoloc¢nosti na celom svete robia dalsie Studie. Vase organoidy m6Zu v buducnosti
vyrazne poméct pri testovani novych spdsobov liecby.

Vas suhlas viak plati len na dobu trvania projektu HIT-CF. Projekt HIT-CF sa vSak vo svojej aktudlnej forme na konci
roka 2024 skondi. To znamena, Ze ak nebudu podniknuté dalSie kroky, budeme musiet vase organoidy zni¢it.

Ak sa chcete dozvediet o projekte HIT-CF viac, navstivte www.hitcf.org alebo poslite e-mail na HITCF@umcutrecht.nl
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The HIT-CF Europe project aims to provide new treatment options to people with cystic fibrosis (CF) and
ultra-rare genetic profiles. The project will evaluate the efficacy and safety of drug candidates provided by

collaborating pharmaceutical companies in patients selected through preliminary tests in the laboratory
on their mini-intestines — also called organoids.

Fortunately, we have found a way to keep your organoids available for future studies by storing them in a new
European Cystic Fibrosis Stem Cell Biobank. This does mean that you will need to sign a new informed
consent; otherwise, your organoids will still be destroyed.

How do | reconsent? By simply sending an email to HITCF@umcutrecht.nl with either the message:
- Yes, | am interested in keeping my organoids available, or
- No, I am not interested, please destroy my organoids.

If you indicate you are interested, we will send you a letter with all necessary information, and a new consent
form. After we have received your new consent form, we will store your organoids in the new biobank.
Otherwise, we will destroy your organoids according to your wishes. If you feel you first need more information
to be able to make an informed decision, please write down your questions and send them to
HITCF@umcutrecht.nl.

You might have received this information from your CF doctor as well. Please feel free to discuss this with him
or her too.

Good news: ReCode mRNA trial is recruiting!

As we mentioned in the February newsletter, HIT-CF participants that were not selected for CHOICES, will have the
opportunity to participate in another study. ReCode Therapeutics has developed an investigational inhaled therapy
based on mRNA for people with CF with rare mutations, including nonsense/stop mutations. mRNA stands for
messenger ribonucleic acid and contains instructions to tell our cells how to make a protein, such as the CFTR
channel. mRNA is not able to alter or modify a person's genetic makeup (DNA). In people with CF, the CFTR protein is
not functioning well or isn’t there at all. By delivering correct copies of CFTR mRNA to the lung cells, this problem
can be bypassed, and the cells can once again start making functional CFTR channels.

The innovative inhaled mRNA therapy, which is called RCT2100 for now, is currently being tested in people with CF
for the first time. This process is also known as a phase 1 study. A phase 1 study focuses primarily on finding the
right dose of the drug and evaluating the safety. Participants to a phase 1 study may or may not have personal
benefits from the treatment, but it is not the primary goal at that point. Moreover, it cannot be guaranteed that
participants will automatically be able to take part in later phases of the study that do focus on investigating
effectiveness. Nevertheless, this is a very important, if not the most important phase of the clinical research.
Without sufficient safety data, the experimental drug cannot progress to the next phase. Therefore, it is very
important to find enough participants.

During this study, the researchers want to determine how much RCT2100 can be administered, to find out whether
RCT2100 is well tolerated, as well as how the body uses RCT2100 and how RCT2100 affects the body. To do so, the
safety of several different doses of RCT2100 will be tested. Each participant is guaranteed to receive the
experimental therapy; in this part of the study, there is no control group receiving a placebo or dummy drug.
This summer, ReCode obtained approval to perform the study in Europe, and they are now looking for participants.
Participating in this study means that you will have to visit the study centre about 17 times and requires blood
draws, lung function testing and/or other measurements. The study will run in the Netherlands (Utrecht), France
(Paris Necker, Toulouse and Montpellier) and the UK (Leeds, London King’s College Hospital, Nottingham,
Southampton, Cambridge and Birmingham). If you don’t live in one of these countries, you can still participate if
you are able and willing to travel to one of the study sites. For more information, you or your CF doctor can contact
the HIT-CF team via HIT-CF@umcutrecht.nl.

To learn more about the HIT-CF project, visit www.hitcf.org or send an e-mail to HITCF@umcutrecht.nl
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