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Cukrzycatypu 1.
do dzis nie rozwigzany problem medycyny

Smiertelna choroba
Kosztowne leczenie
Stabilizowanie zew. insuling do konca zycia ~#

Zmiana stylu zycia chorego i otoczenia




Zachorowalnosc¢ na cukrzyce typu 1 wzrasta o 3% rocznie

A\ 120,000
50,000

1,9 86 000 3%
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AFR EUR MEMNA

Liczba dzieci na Swiecie Liczba nowo Roczny wzrost Szacowana liczba dzieci chorujgcych na
diagonozowanych co roku zachorowan na cukrzyce typu 1 na swiecie (wg regionow)
przypadkow wsrod dzieci Swiecie
na swiecie

Source of data: IDF Diabetes Atlas, 7th Edition, 2015
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Autologiczna szczepionka limfocytow T-regulatorowych
Zwalczamy przyczyny, tagodzimy skutki

Rezultat zastosowania:
Redukcja zapotrzebowania na insuline
Ochrona naturalnej funkcji trzustki

Zmniejszenie ryzyka wystgpienia powiktan
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Terapia umozliwia zmniejszenie podazy insuliny

Produkcja preparatu z krwi dziecka

Terapia przetestowana klinicznie
ponad 30 przeprowadzonych terapii

Brak efektow ubocznych
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Hurdles in therapy with regulatory T cells
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Improper activation of the immune system
ludi d allergic i

wellassnlldarganandlmnemanow

ne approach

therapy

(T,,, have decided to use magnetic sorting
devices, which are approved in Europe (Fig,
2A). One advantage of this approach is that
s almost  closed system, and the neces-
sary CE-labeled reagents and validated pro-
tocols are available. Data already available
s in which (T, were pu-
system and used as GYHD
prophylaxis are very promising (10, 12).
Nonetheless, optimal purification is difficult
0 perform with this bull separation tech-
nique because T conventional cells (T..,)
express low levels of CD25 receptor used
© sort €D25** (T,,,. Although titration
of bead ion or antibody loading

with regulatory T cells (T..). Efforts to manufa I heve o

facturing practice-compliant protocols,and T,., products are entering early clinical
trials. Here, we report the stance of the European Union Cooperation in Science and
Technology Action BM1305, “Action to Focus and Accelerate Cell-based Tolerance-
induding Therapies—A FACTT," which identifies T di 1] il
tions in Europe and provides possible solutions.

INTRODUCTION
Dysregulated immune activation can lead
10 autoimmune diseases or allergies. For-
tunately, the immune system self-regulates,
and these regulaory mechanisms can be
exploited for different types of immuno-
therapy (1). CD4' regulatory T cells (T,.,),
a critical component of immune regula-
tion, are the front-runners in the race for
therapeutic immunoregulation (2). T,
have been shown to effectively prevent
autoimmane conditions and rejection of
transplanted allografts (3). Two subsets of
these cells, naturally occurring or thymus-
derived T, cells (T, , CD4CD25" FoxP3')
and T regulatory fype 1 (Tr1) cells, have
already been tested in the dinic as cellular
therapeutics (hereafter referred fo as Tor
based therapies when aspects are common
to both) (4). Smallscale clinical studies
have been conducted in patients with type
1 diabetes (T1D) (5-8), graft-versus-host
disease (GVHD) after stem cell transplanta-

on bead s allows for some discrimination of

expression intensity between CD25% (T,

and €D25™ ..., magnetic systems still re-
"

tion (9-14), allogeneic solid organ graft re-

jection (15), and refractory Crohns disease
(Fig. 1) (16). In line with these carly expe-

riences, the first problems and solutions of
applying T.,, (herein used when aspects are
common to both types of cellular therapy)
in the dinical setting have also appeared.
This Perspective highlights the particular
properties or challenges of tT,, or Trl cell
therapy as reported by the European Union
(EU) Cooperation in Science and Technol-
ogy (COST) Action BM1305 “Action to
Focus and Accelerate Cell-based Tolerance-
inducing Therapies—A FACTT

Tazcs AS A CELLULAR THERAPEUTIC
AGENT

Identification/isolation of T,,.. There are
no perfectmar

or antigen-reactive tT,,,, which means that
isolation methods depend on a pragmatic
compromise between what is desirable and
what is possible. Most groups evaluating

n P
with CD25# T, Therefore, they excel in
debulking unwanted cells from crude start-
ing cell sources but are not optimal when
aiming for highly pure T,,, product. Nev-
ertheless, debulking is still ritical to reduce
the time and cost associated with second-
step flow cytometry sorting

low cptometry- based purifiction of-
fers the advantage that {1, an be isolated
0 high purity based on the combined stain-
ing intensities of multiple surface markers,
including CD127, CD25, CD62L, CD45RA,
and CD27. Gating allows isolation on the
basis of different patterns of CD25 recep-
tor expression and so enhances the purity
and functional properties of isolated (T,
(17, 18). On the downside, this method pre-
sentsa considerable regulatory challenge in
most EU countries because EU regulations
(Directive 2003/94/EC and its Annex 2)
require compliance to good manufacturing
practice (GMP) for cellular product manu-
facturing These conditions are particularly
demanding for traditional flow cytometry
droplet-sorters, in which the sorting process
imvolvesa fluid stream traveling freely in the

wiwwScienceTransiationalMedicine.org 9 September 2015 Vol 7 lssue 304 304ps18 1
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Trzonkowski P, Hurdles in therapy with regulatory T
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Katarzyna Michalak-Magda
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Fundraising&authorization
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Prof. dr. hab. med.
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Horyzont 2020

Pierwszy topic: PHC-12-2015-1 - Clinical research for the validation of biomarkers and/or diagnostic medical
devices

Drugi topic: SMEInst-05-2016-2017: Supporting innovative SMEs in the healthcare biotechnology sector

Commercialization of TREG cells sorting and proliferation in vitro for the production of vaccines for the treatment of
type 1 diabetes.

Warto pamietac:
Dobrze rozeznaj rynek — regulacje
Zidentyfikuj problem i umie$é go w szerszej perspektywie
Przewaga wzgledem konkurencji — nowa jakos¢
Nie skupiaj sie na technologii
Zapoznaj sie doktadnie z dokumentacjg (catg!)

Wyjasnij w czym pomoze Faza |

10 %@ POLTREG N



Skrzynka odbiorcza — p.michalak@poltreg.com - Outlook T EH - g X

N N i i ¥ ie§r - Wyszukaj 0sob '
< L—’I E(lSpotkanie MITEF - p.mich... Przenies f=] Nieprzeczytane/przeczytane : _{ = y :ljl
e -> =) Do kierownika -| {=7Reguly~ EE Ksigzka adresowa L
viedz Przeslij E@ Wiecej - - . — > i - S . Wyslij/Odbierz dla
ece] El Wiadomosce-... | =| [* Flaga monitujaca . .

tkim  dalej _r)\';} OneNote T Filtryj poczte e-mail wszystkich folderow
Ipowiadanie Szybkie kroki & Przenoszenie Znaczniki Znajdowanie Wysylanie/odbieranie i
[ £ Odpowiedz 3 Odpowiedz wszystkim (3 Przeslij dalej

-

pt. 02.04.2016 11:24
Furopean Commission <EC-NO-REPLY-GRANT-MANAGEMENT@nomail.ec.europ
Your EU proposal 729891 - TREGS4DMT; evaluation results and start of grant preparation

Do [Przemyslaw] - [MICHALAK]

o Ta wiadomosc zostata wystana z waznoscia: Wysoki.
W przypadku problemow ze sposobem wyswietlania tej wiadomosci kliknij tutaj, aby wyswietlic ja w przegladarce sieci web.

Europa / Research / Participant Portal notification

Dear Coordinator,

Congratulations. Your proposal has reached the stage of Grant Agreement preparation. To view
the evaluation results and the instructions on how to provide additional information and data
required for the preparation of your grant agreement, log on to the Participant Portal, go to My
Area > My Project(s) and click the Manage Project (MP) button. You will receive a separate
notification when additional information for the Grant Agreement is required.

Regards,
Participant Portal Grant Management Service

Please do not reply to this message

This message has been automatically generated by the Grant Management System of the
European Commission. For security reasons if does not contain any attachments or direct URL
links.

o Zobacz wiecej informagji o uzytkowniku European Commission. ~

wySLU/ODBIERZ I POLACZONO B -— 1+ 100%
00:08
24.06.2016
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iiedz Przeslij E@ Wiecei * . .. _ [ P - . Wyslij/Odbierz dla
ecej =1 wWiad - T | Flaga monitujaca - -
kim dalej ladomosc € -r)‘ﬁ OneNote Y Filtruj poczte e-mail wszystkich folderdw
Ipowiadanie Szybkie kroki G Przenoszenie Znaczniki Znajdowanie Wysytanie/odbieranie -
T Lq_l Odpowiedz [@; Odpowiedz wszystkim tﬁ Przeslij dale)
- pt. 15.04.2016 11:57

SME Instrument Grant Agreement Preparation - Phase 1 project
Do Undisclosed recipients:

o Odpowiedz na te wiadomosc wystano w dniu 16.04.2016 21:21.
Ta wiadomosc zostata wystana z waznoscia: Wysoki. N

Wiadomos¢ ﬂ%’ SME Instrument Grant preparation checklist_Phase 1.docx (915 KB) 2 instructions - Description Of Action (part B).pdf (139 KB)

Dear project coordinator,
Let me first congratulate you for being selected for the SME Instrument Phase 1.

In the first attachment | am providing you with the grant preparation checklist and the roles and tasks for signature
of documents. Before you start anything else, please take 10 minutes of your time and read this document, it will
make your life easier. | would advise you to print it out or save it on your hard drive in order to have it available
throughout the grant preparation process.

In order to speed up the grant preparation procedure, | would also like to remind you of the following:

1) Please provide as soon as possible the requested information to the Research Executive Agency (REA) —
Validation Service - legal and financial documents in case you have not yet done so;

2) To upload and provide information about Description of Action (Part B), deliverables and work packages you do
not need your LEAR validated so you can already insert them as of now;

Grant Agreement Data

Deliverables

0 Zobacz wiecej informacji o uzytkowniku Beatrice. DEGREZ@ec.europa.eu. ~

w$L1)y0DBIERZ I PO EH -—F—+ 100%

E 00:04
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