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Establ.

The 4 pillars of the Cell Therapy Program

Director Prof. A. Spyridonidis

We recruit donors

WWW.Xarisezoi.gr
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Establ. 2010

We innovate

www.ictpatras.gr

INSTITUTE OF
CELL THERAPY

UNIVERSITY RESEARCH CENTER
UNIVERSITY OF PATRAS

G Iekd  Nea  GMPFacliy ‘Epewva

INZTITOYTO "
KYTTAPIKOMN
OEPATTEICQON.

nnnnnnnnnnnnnnnnnnnnnnnnnnn

INZTITOYTO KYTTAPIKQN ©EPATIEION

Establ. 2021

We shape scientists

www.mastercgt.com

MSc
Cell&Gene

% Therapies

MSc Cell and Gene Therapies

From Bench to Bedside:
Cell & Gene Therapies
and Good Manufacturing
Practices

Training graduate scientists of life science in the fields

of production, distribution, clinical evaluation and clinical
implementation of CGTs, study both the biological substrate

of CGTs and the regulatory framework for
their production and their application.

Innovative and
breakthrough topic

Start of
courses the
Prospects of

industrial application
Theory and practice
Worldwide class speakers
Application
End
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January
2022
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Where we are

6t" Health Region
2 Million (2011)
29 Hospitals

2 Univ Hospitals and
Hematology Depts
4 Hosp. with hematologists (&)

Patras

* 3rd biggest city in Greece
* Approx. 350.000

* 2 General Hospitals
University Hospital Patras

e Build 1988

* 700 beds

* All specialities

loannina

Alexandrou
poli

(Crete)

Greece

« 10.7 Mio (2020)

* 4VUD /15sib BMT Units @@
e 1 paediatric BMT

* Approx 200 allo/ y

I
ITA AIMATOAOTIKA NOTHMATA

AUBROBA
referrals HOStel MAZI ENANTIA

2019-2021
referals referals

autologous allogeneic

83




History

1988
1997
1997-2005
2006
2008
2010
2015
2021
2022
2022
2022
05/2023
06/2023

University Hospital of Patras

BMT Unit (provisional legislation for autologous) (Head Prof Zoumbos)
77 autologous, 20 sibling allo

first VUD allo-HCT, first SOPs (Head Prof. Spyridonidis)

BMT license for auto and allo- HCT

Donor Center (CBMDP) [2022: 100.000 donors, approx. 300 grafts]
BMT Unit renovation (Latsis Foundation)

Institute of Cell Therapy, GMP Lab “Dimitris Lois” (Choose Life)
MSc “Cell and Gene Therapy: from benchside to clinical practice
first CART therapy

Apartment for NMT recipients (Aurora)

ISO 9001:2015 design, development and conduct of clinical trials

381 allo-HCT, 236 auto-HCT, 8 CART, 100.000 donors, 250 grafts worldwide




Administration
Executive Director/ Board
Medical Director

A 4

Nursing Director
Technicians Director
Ethic Committee

Support
Pharmacy

Technical Dpt
Infectious Committee
Waste/ Cleaning Dept
Social affairs

GG 4957/2012 University Hospital Patras
UofPatras [~ (National Health System,
6th Regional Health Authority)
Supporting Dpts/ Labs
Surgery/ Orthopedics / Gynecology P
ICU / Anesthesia / OP/ Radiology/ )l
University center Labs / Neurology/ Psychiatry/ others
for Research and v
Innovation ..
Dept Internal Medicine
all Specialties / Divsions
\ 4 A 4
Hematology Diy. BMT Unit
on 'T”ty hematologists | ———————— Dir. Prof. A. Spyridonidis
npatient clinic
—————— > Secretary (Tzirou G.
e MoU _ v )
il GG 4957/2012, #59 TRANSPLANT COORDINATOR < p Local QM/ Data Manager
(Christopoulou N, Nurse) (Sagiadinou E, Biologist, QP)
Institute of Cell Therapy 1
—>| Dir. Prof. A. Spyridonidis
A 4
CBMDP Secretary BMT Nurses FACS/ Lab Collection
(Tsima M.) ward BMT BMT Unit BMT

(donor center)

Registry Manager (Smaili,
Biologist, QP)
Recruitment (Aggelaki, QP)

Msc Cell and
Gene Therapy

ATMP-P: Advanced Therapy Medicinal
Product-Production

QA: Quality assurance

QP: Qualified person

QC: Quality Control

QM: Quality Management

ICT: Institute of Cell Therapy

UoP: University of Patras

UHP: University Hospital Patras

External QM
(Gounopoulos S, Stafylidis V)

Spyridonidis A

Liga M
Tsokanas D
Resident

e Lekka V (Head)
*  Manousi A

¢ LlantavouV

*  Dimitropoulos A
* Pianou E

e Katsalirou E

* Vasilopoulou Z
e Zisimopoulou U
e VlachouS

*  Paraskevopoulou A
*  Maratou M

* _SklifamM

Botsakis K (Technologist)

Kalogianni F (Technologist, QP)

Feleskoura G (Technician)

\ 4

Blood Center

Blood Donation/ Processing,

Stem Cell Lab
Dir. Dr. E. Triantafyllou

Collection
Unit BB

Liga M (physician)
Christopoulou N (nurse)
Birkou N. (nurse)

GMP Lab
Dir. Prof. Alexandros Spyridonidis

v

Triantafyllou E (physician)
Papageorgiou (Head Nurse)
Maniati S (Nurse, QP)
Tzourtzou A (Nurse, QP)

. ualified Person for ATMP-P
(Ew8ikeupévo Mpdowno, QP)
Alexandros Spyridonidis, MD, PhD

v

*  Quality Assurance for ATMP-P
(YnevBuvoc Awaoddiiong MNowdtntag, QA)

Alexandros Spyridonidis, MD, PhD

N

Processing Facility
Up to 6/2022

4

A

[

[ ATMP Production (ATMP-P) }
\

GMP Supervisor/Local QM (YreBuvog

Napaywyng
Zacharioudaki V (Biologist)

Source: Master File 1.A. Organogram BMT-ICT Updated 06/23

v

Production Scientists

Zacharioudaki V (Head) (Biologist)

Kefala D (Biochemist-Biotechnologist)
Savvopoulos N (Biologist)

Balaska M (Biologist)

Giannopoulos P (Biochemist-Biotechnologist)

]

' Qc I
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Microbiology Lab
(UHP)

Sterility assa;

Processing Director
Triantafyllou E (Physician)

Processing Supervisor
Zacharioudaki V (Biologist)

Laboratory of

Public Health (UoP)

(Endotoxin assay)

ICT (in situ)
(Cell number/Viability/

Processing Scientists

. Zacharioudaki V (Head) (Biologist)
. Botsakis K (Technologist)

. Parastatidou S (Biologist)

Mycoplasma
assay/Immunophenotype)

[ Processing Facility ]4 ------

'~ e e
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Standards, Inter/national Connection
m

Greek Ministry of Health

EU TE Code

EBMT

CIBMTR

Hellenic Transplant Organization
Hellenic Society Haematology
Eurocode IBLS e.V.

Gilead

Novartis

WMDA

FDA

HSH external QA scheme
FACT - JACIE

ISO 9001:2015

Gov. Gaz. 2988/B/20-7-2020

GR009782

CiC 281

11075
PGNP-BMT
PGNP-BMT
217/5.2.2020
Kymriah/Tecartus
Yescarta

WO 1041

FEI 3011414496
PGNP-BMT

ID1098
1-030-02-100-01601

BMT

BMT

BMT

BMT

BMT

Processing/ GMP
BMT

BMT

CBMDP

Collection
FACS Lab (QC)
BMT Program
BMT

Operating license of BMT Unit

Registered through HTO/ Ministry of Health
Annual reporting since 2006, External Audit 2008
Data transmission since 2008

Annual reporting

Annual reporting

Labeling system

Accredited since 2021/2023

Accredited since 2022

Initial as independent registry, since 2018 as associate
member and operation through HTO

Registered
Annual QA
Clinical Program, QM, Apheresis, Processing

QM implementation in design, development and conduct
of clinical trials

Source: Master File 0.RM1 Updated 06/23



The Facilities



University Hospital and Medical School

General Hospital University of Patras

UNIVERISITY HOSPITAL
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Hematology Inpatient Unit : - }
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Blood Center
(Collection)
_ 2" Floor_
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GMP_Lab_
(New Processing Lab)
Medical School

%> INSTITUTE OF
. CELL THERAPY

* 47 m2 + Cryostorage room
* Grade D, C, B, A (Glove box)
* Electronic Environment MS
* Particle counters

Cryostorage room

n ,9x2,0m (interlock)

RT. | RH. | Pres.
(°C) | (%) | (Pa)

23 <60 +15

/. y. W4 4 / yd y -
Mépra 0,9x2,0m (interiock
LabB ( )
e Grade B Particle | |
13.7 m? / H=2.40m counter
RT. | RH. | Pres.
(C) | (%) | (Pa)
LSS
'// / / Pass Box
1 =]
Electric / MNapdBupo 60x80cm
Automation Y /
board Néyxoc epyaoiag”
Grade C
Népra 0,9x2,1m 18.5 m?/ H=2.40m
— RT. | RH. | Pres.
— (°C) (%) (Pa)
23 | <60 | +25
r:l
Eppdpio amobrikevong / Lockers | /
Airlock D Pass Box
Grade D
7.8 m*/ H=2.40m

Cryostorage




The QM



QMS team

Clinical
e Vladimiros Stafylidis QM (external)
 Eleftheria Sagiadinou QM/QA (internal/local)

Apheresis/Processing

e Savvas Gounopoulos QM (external)

* Dr Evi Triantafyllou (head & quality, internal/local)
V. Zacharioudaki (NEW, local QM/QA)




Overview of QM Plan

Reporting J

1 -

Local QM/ DM Monitoring, Issues
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E-Tools/ Issue Management/ Interaction

I T T

Papyros (Modus) Intranet
Medilabi LIMS Clinical Intranet
G-Blood LIMS cell products  Intranet

BMT server archive Intranet
Google Calendar web
www.bmtpatra.gr Info, education web
transplant@upatras.gr Tx coordination email
gcppatras@gmail.com Clinical trials email
mmak@upatras.gr Patient’s secretary Email
Slack (channels, direct Internal Web
messages) communication
: il

& cl-ho-sop-12-npoypappaTionds-npoeToLnagia- iETapo oxXEvong v i\ 10
En tf'y Of Issues 2 + Add a bookmark

Staff briefing W Saturday, 26 March ~

E nnec fi
 More Internal communication

Friday, 8 April ¥
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P Director (AS)
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Interaction /TX Plan (circulation through slack)

WEEKLY JOB PLAN

TRASNSPLANT PLAN

TRANSPLANT PLAN 2013 Physician - Microsoft Excel
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Job Responsible back-up 1 back-up 2
Patient secretary Patient Secretary Administrative Secr Coordinator
Blood work Lab Technician Transplant Coordinator Physisian
Coordination Transplant Coordinator Lead Physisian

BMT clinical unit Attending Physisian Lead Physisian Physisian

Donors

Collection / Processing

Lead Physisian

Leukapheresis

Collection / Processing

Lead Physisian

Coordinator

BM collection

Lead Physisian

Attending Physisian

Physisian

BM Processing

Processing Biologist

Processing/Lab Techn

GMP Processing

GMP Lab Manager

Processing/ Lab Techn

Research Techn

Cell Processing

Collection / Processing

Processing Biologist

Processing/ Lab

Chimerism

Processing/ Lab Tech

BMT Lab Technician

CD34+ FACS

FACS Lab Technician

BMT Lab Technician

Processing/ Lab

Clinical trials

DM/QM/CR

Transplant Coordinator

QM/ Data manager

DM/QM/CR

Transplant Coordinator

Administration

Administrative Secretary

Patient Secretary




nteraction / Communication
PATIENT REPORT

1 1 1
wn=n wn=n wn=n
ENHMEPLTING THMEISIMA ATBENOYE ENHMEPLTING THMEISIMA ATBENOYE ENHMEPLTING THMEISIMA ATBENOYE
PATIENT REPORT PATIENT REPORT PATIENT REPORT
VIABDACH BCH KAINIKH |SMEDRL THWIOY 1AL'ON
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' Qwarahgaed Tutug NFHD : SRR A, : DAl Hoae
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I ek scake scone: 4} HCT-Cl scane: 1 (psychiatric disturbance], DRL high, EBMT sk scorne: 4
bl OTALEIE S AEVD MpoTeparkouoTd TXAR0: FubelTT, Fludarating TOO120 malgg, id -7
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\' - LRI Lmd Ty popel ookl AR AR, T \ .
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BT M0 S aCyKEPOATISOas |l CTBINT ;:. opuTEa, + [T T unoq:puur,
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Einpio AE YRERRARTHAN,AG: khaTod Mippupa Hodgkin, Timoy aflsboug oxkipuag 1212047 2.5¢ pooalaied EEACOF (J IONMIZ01E d-206, 17 prophylaciio DL 0.6x10%Kg
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5.5 ok ME T G4 ok, Fakhamhel VS SRRl 4 i SANFUINE  d+353, B9 prophyisstio DL 0.8x10%Kg
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EZIE PR, Gok) VTS o SeaoBaRiRG. AT Oy modk (0T Beaasit -, LS !
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QMS documentation structure

CO (Collection): Donor management, product LIST of SOPs =] —
collection (apheresis) — -------------- =
PR  (Processing):  Product  processing / o[BS i wl“
cryopreservation / recall & disposal R e i - =
CL (Clinical): Patient evaluation, donor selection / =SEF
evaluation, bm collection, conditioning, infusion,
hospitalization, nursing, adverse reactions, follow-up
CF (Cross-Functional): Labeling, transportation and
shipping, validation, contingency plans

RM (Resource Management): Personnel Training,
cleaning, environmental monitoring, infrastructure
management, supplies, third party services

QM (Quality Management): Document management,
internal audits, issue & deviation management,
management reviews

GM (GMP Lab): Cell therapy production, Quality | ’ l, || === =

Il |

| wons
TR
oM
WCCBORATION

IH

21 ecuPmamT|

Control, Core Procedures T T




i IStructuresou vu o el Tuius”

e Papyros features (DMS)

J 1578, T e, .. poTEfmmors TO ooy Ty carThreT] K BN, . “:E‘-':‘]: —a: I.:‘::'-| __‘:l:l_l
= 2xdho- Evisponn - = e e |
CREI N T e Canromesee
—— . s (0] [ nescbpn - E « . .
' ' FuIIy dlgltallzed x CF CHOSS FURCTTONA
[P e p— o fid, | WD DRSS
= . PR PROCSEETRG DEFANTIMERT
Py e 2 [ Access through all workstations B P ———
LN 1
W

comment Access control FM RESOURCE MANAGEMENT

6 AENTILJEACIET - e a0t — .
Interim approval, -~ EY Y0 QMG - Eviepun .
= s (Staff briefing) * - 2 ey | e Stypesy Gpou ya To el Tinog"
o H = S Mo o = Document identity
i ~ e =H . Enalece: Meprypaqn Tpos
Mo m AR ary M EHy ke it B | Borpupnm g S Ko ||:| Sy dTa Vindass Hhompowed] MopdBuin | B
' ; : winEomyut  AvTepap MO0 . Fusfeohc MeEpeoapn) Taod
&) Ehypsueen () Mn Erogiuevs () Efarepni e Epg, CL00E00 74 coding | Hiem; A pif g FRM____ _FORME .
Controlled, non controlled, external 2 : ..""|:I ™5 TR T IO
ralle *
Impmong 273E021 R Entpom dvcBoionmn 2T62053 [R] Eeiom 4 Aoy, mmepapuy . / w» L bAALEd
P Version history T T NS version - e = o i
oekoyis ||~ oo~ || o | 15 e . " e FET PROTCO0L
e = Title Tir| | 9 ey sce E —
4 Agpnal ixdesn Moseriinaso -1 =m 5OF
[eprypond . = Bl -
i PR — 5 TRE | PATIENT EVALUATION Aok [PR] L - PREFARATION | B e FRELAT
t-o;mr:ézm ;}f e"\'.-r.‘:i - |—|‘ﬂ E H TEMPLATE
Snpoupinez cnd  ALAXEIPIITHE IYITHMATOZ B -
n,vu Jey s, 3 oo 2015 12:3208 .1.|.-'.'-1 ul !-5
aadi o ik Eanlaniia i) By, ] (-I"L g [
4 txBoon 1 Hx L=
neproesd T Cheigal L TEE T 3 = =
sl P 2 Mo ' Process Code
::;:o:‘n\srfm Zlg:;;:: ;(?r-w.\m: = o=l Authors = =
Mo Smssuprriog 1 Cefposopiou 020 54452 -
o E4K ITETATTC Epapaqic D
4 'txBoon 2 =
Nepryacen
Aexoo
b:o:c«.;:::v:-l.w ; 4G 204D HOSPITALISATION|
e T ARTHICKT
Erefzoventa
Hx i) i g T.
“; Losttpa, S Oxrafiviou 020 5:320€
Eupiam Eapdvm aro incods Erelegeaty




QMS Documents

wnxn
IXEAIAIMO £ © Abelatme km EnetesmantiEc KicHouy
A SOPs 34
JANTIKEIMEND Ed nAHPO]
KENTPO IY ANOTHE Ak
Avtisipzvo e Biadikamiag g Ttz TAARNAE EVARTHE KEMTID MMIATOE woNn M an u aIS 5
(Eyypagns A nhexTpovieds) BuuiiBarnn: DANEN. TEN. NOTEOMERD MATPAET I, EARARA ENTYNO YNOBOAHE NAPANONGN

cgapudler 1o Tpdypauud Mp opososie: neclonTos
Kurrapiecy Sepamoioy (IKE) y|

R N Instructions 34
2 monor - _

z
=
H . "
[esp—_ o ] - - P
Iwomdg g Gnbmaciag sivar n 2 mlur: M"“M_UI . ; Iaidimra napamavedpcvaw: | O AoBevhic O Zuyyeviic aodevolc O Ahan: roto CO I S 5 0
pE TIg amETeEg Tou mpaT ey o~ AiciBuvan, TK, MéAY, Tak

'”PE“”"‘ﬁg- e i B e Mzpiypapd Napandvou:
Mpdypappa I'_v'lemuncr:.;euong ] st
apeoa ouvBeouevn pz To Mpoyy prr— e 0 r S

Witk

AHNTHE

Emmhiov okomwag g Srofmao [T T

= TG OpOICHOPPIOG TWY TR i

w1
= Touw O Ta EyRupa fyypapa T Le afl ets 7

= g Eyraipng Mjyng yvivong : T
Rous varh s ofe] |- om0 oo o Templates 39

Apipie sy C0534 v mow InwiBneay @nd wo K
3. NEAID EC@APMOIHE

AOTHE

[ B oratoi g paf
H Saafwacia spapudictal yia 7 Funbont M
oTo Ddompa feaysipiong Tng Hi

GMP povada tou IKS km Ta o Gipa Tapponaued Eukkowis |GMT+2)

i 0oa AGENG | 7T dosg ira oy culiow) IlﬂpﬂlllM nnpnn&\mﬁ and: T
' Section NoO

I Katnyopia napandvou: Nopayd epoevridiog O Evaptpwan O EEunnpémaon O Bkha:

i i T— 2022 QMS audit 4 full man-days Audit

»  Eyxaipifio Tow ZugTiuarog

=  Eyxzipific Opydvieang g

= fuaBwaoizc.

= Mpwrdrohia. By, G T K T Ansn (a6

ETONCEL NFOIONTOE

AR e ; Sections: Clinical, Collection,
w  Emkirteg Cosse BN et

o3 1 —

. 0 S nopend Processing
" e Mposronacios Validations studies 12

= [Mopomwepmmka Kk pry i

= Mpéruma.

» EEwTzpid Eyypaga =1

:iulﬁf-ﬁ':;{::;g;\; EW:EE&-EEI ; “':a“o‘ M“M:; — lull — | Evrjpzpislnse ¢ nopanovoipevod; NAT O 0X1 O Me noov Tadno: I SS u eS h an d | ed 202 1 CI I n ICaI : 10
(rr.x.‘l' yia EYYP'EEPG .ngw exd Mapdboon mpolévios otav ptagopda: | Huspd Ovoparen@vupo/a Ynoypopffég: .
Napammpdosi [ov undpgouy): Ap h e re S I S . 48
Processing: 35
Ehompba £ivTpaL OURADYT G

Mogokopsiow Marpuv).
opile Distribution: 13

THMEMITEDE

Kerrenp€rs ssipon, suw eomtipu, e o aiidd soug L pilalvg
ot e o

Belypara: W mi ze EDTA oml

Issues handled 2022 Clinical: 22

Apheresis: 20
Processing: 15
Distribution: 8




Labelling, Distribution

University General Hospital of PATRAS, RIO 26500, GREECE
Blood Center - Collection and Processing Department
1el.+302613603667, fax +302613603902 email trianted@ penp.gr

SEC using Eurocode Validated transfer boxes Dry shipper

Label for graft distribution-EN VERS.2.0

RECIPIENTSs ID DOMORSs 1D

GR P{by donor's registry)

() GRD 7

Trans. Center: (CBMDP-00) 2

Hospital ID UGHPs: :

BIRTH DATE: BIRTH DATE: 3

Gender: Male/Female Gender - Male/Female

ABO/Rh: ABO/Rh: B

PRODUCT PBSCs / BM / DLI A Datalloggef forduy
Date of harvest: 0/0,2020 ;': temperature monitoring
time finished: : (GMT+2) 7 during cell product transfer ‘,. :
Expiration date: 0/0/2020 R /
Time:: (GMT+2)

Volume: mil Storage temperature: 2-6° C

ACD: ml Ht%: Heparine: iu

SEC:

HBAgs (-} WARNING!!!

e For use by INTENDED recipient ONLY

HIV 111 (-} Leukoreduction filters

s SHOULD NOT BE USED

DO NOT IRRADIATE
Clearance:

Date|dd/mm/yy) /Name /Signature
00/00/2020 Dr. Triantafyllou Evi




Educational Program

MSc
2x week

Integration and Internal Retreat
continuous education (1x week) (1 x year)
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Source: DMS MODUS
Updated 06/23

http://www.bmtpatra.gr/?section=19
97&language=el_GR
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ABIvO, Fveals
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http://www.bmtpatra.gr/?section=1
976&Ilanguage=el_GR&itemid1541=2
6418&detail1541=1

Syllabus

The syllabus is formulated per semester as follows:

SEMESTER CODE TITLE

ECTS POINTS

CGT10 B

st CGT102 8

ICT Educational Seminars

and Lab Meetings

EMpopewTIKG ZepIvapia

— n
%_EJ
e

Tpitn 28 Mapriov 2023, kaw wpa 15:00 - 15:45p.p.

This website uses cookies to improve your web experience.

Leg. 2572/16.06.2021 Enrolling
since 2022
Lectures by renowned national &
international speakers
https://mastercgt.com/

https://ictpatras.gr/en/pages/educa
tional-seminars/

Regularly
Participation in

EBMT
Hellenic Soc Hem
EHA,

ASH,

TCT,

ISCT
EU-CART
Seminars
SITC
Others (Biotech)



Clinical studies

Pharma sponsored, phase llI-lll, Phase lli,
phase IV

* Completed >25

e Currently open for recruitment 6,

* Feasibility check 7, 2 CART

Prospective, interventional, institutional

e Completed 10

* Penta- Virus Specific T-cells, Phase Il (Co-Pl)
Eudract 2020-004725-23 (open)

* iG-Tregs for GVHD, Phase I-1l (Pl)

Eudract 2021-006367-26 (open)

Participation in multiple retrospective studies
e EBMT

* HHS BMT-WP

- Certificat -

" cato - Zertifikat

© APPROVAL

SUISS

Objectively True

NIZTOMOIHTIKO
Swiss Approval International

Mwotomnoteitat 6t n
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MANEMIZTHMIAKO FENIKO NOZOKOMEIO NATPQN
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ISO 9001:2015

ue nedio edappoyic:

IXEAIAZMOZ KAI ANANTY=H KAINIKQN
NMPOQTOKOAAQN

AIEZATQrH KAINIKQON MEAETQN

xwbixo IAF 38

Huepounvia éxSoong: 2023-06-01

Kwdwdg muoronounuxol: 1-030-02-100-01601
lox0g and 2023-06-01 £w 2026-05-31

Huepopnvia apyirig motonolnang: 2023-06-01

By ACCREDITED

http://www.bmtpatra.gr/?section=2485




pAERE  iG-Tregs: AT cell immunotherapy against
R GvHD from the bench to the bedside

RESEARCH - — PRECLINICAL IND CLINICAL
(Drug discovery) | @ cNgilrﬁE;A_opy (Drug Development) ('";:i:igiﬂ:)"a' (Phase | study)
- application )

EPEYNQ AHMIOYPIQ KAINOTOMQ II EPEYNQ AHMIOYPIrQ KAINOTOMQ II

2020 2022 2023

EU Clinical Trials Register

Clinical sites
U H Patras

G. Papanicolaou
H.

Easy,
consistent &
robust
production

EudraCT Number: 2021-006367-26 Sponsor Protocol Number: IGTRegs Start Date*: 2023-01-03

Sponsor Name: MNavemiotruwo Natpuwwv

Full Title: Phase |/ 1l study of HLA-G + induced T-regulatory cells (iG-Tregs) in patients after allogeneic

hematopoietic stem cell transplantation from HLA compatible sibling / donor.

Production sites
GMP Unit G.
Papanicolaou

Safe product
in vitro & in vivo

§ © {GMP UnitICT/ UoP)
g Medical condition: Adopt immunotherapy in adult patients undergoing hematopoietic stem cell (HSCT)
i Il-characterized
Eprzdir;w?tr::e transplantation from a fully compatible donor sibling for the prevention and treatment of GvHD.
prominent
regulatory Trial protocol: GR (ongoing)

signatures

Population Age: Adults, Elderly Gender: Male, Female




P> INSTITUTE OF UNIVERSITY OF
D CELLTHERAPY Research PATRAS

e Currently 3 PhDs, 2 MSc’s & 1 BSc student, 2 '_
interns
* Fully equipped Labs (including sorter, NGS)

Currently 3 funded projects |

* EPICELL (Start April 2020) “Ex vivo generation of |
innovative cellular immunotherapies by
pharmacological epigenetic modulation (iG-Tregs)”

 TRANSCELL (Start July 2020) “Innovative approaches
for T cell immunotherapy post allogeneic
hematopoietic cell transplantation” (Phase I-Il
clinical trials)

* Lck Nb- switch off (Start July 2020) “INNOVATIVE
BLOCKING NANOBODIES FOR LCK INHIBITION AND
THEIR VALIDATION AS “SAFETY SWITCHES” IN T-CELL
IMMUNOTHERAPY”

EDUCATION AND LIFELONG LEARNING

Co- financed b y Greece and the Euranean Union

NSRF ESRE IAPYMA ITAYPOZ NIAPXOZT

European Union =~ :
Eurnpel?an SetialFund =mo—TT— e S Tt STAVROS NIARCHOS FOUNDATION




Activity



Collection and Processing Activity
in Blood Center (up to 2021)

2000-2018 2019-2021 Total to 2021
Procedures /bags | Procedures /bags | Procedures /bags
Collection 727 108 835
autologous PBSC 461 40 501
autologous BM 1 0 1
related PBSC 163 32 195
related BM 30 13 43
related DLI 24 0 24
HELLENIC-VUD PBSC 40 22 62
HELLLENIC-VUD BM 5 1 6
HELLLENIC-VUD DLI 3 0] 3
Import from other centers 148 64 212
PBSC 137 62 199
BM 8 0 8
DLI 3 1 4
Processing |: cryopreservation 2873 825 3698
autologous PBSC 818 132 950
autologous BM 5 0 5
related PBSC 28 0 28
related DLI 808 184 992
VUD PBSC 22 87 109
VUD DLI 1192 422 1614
Processing ll: others
Plasma / red cell depletion 12 4 16




Collection Activity
in Blood Center and BMT Unit (stands to June 2023)

Procedures/bags Procedures/bags
Collections 59 24
Autologous PBSC 33 11
Autologous DLI 6 7
Allo-related PBSC 6 4
Allo-related BM 4

HELLENIC VUD PBSC 10 2



Activity in GMP Lab (up to

RECEPTION OF TOTAL (number
"une 2023) FROZEN FINAL

of final products
PRODUCTS IN LN2 and patients)

Cell Processing (Tissues and

Cells Act Standards) - ULl Al ORI 1 0 1
Cryopreservation

YESCARTA GILEADKITE 3 4 7
Autologous PBSCs 68 8 76
Allo PBSCs 23 18 41 TECARTUS GILEAD KITE 0 3 3
Allo DLIs 52 22 74 T 1 0 1
Auto for CAR-T 4 0 4
TOTAL 195 TRIVIRES 1 0 1
NUMBER OF PATIENTS 18 5 23 IG-TREGs 0 1 1

You Tube link to a demonstration of handling of a real leukapheresis product (as Grade C)
https://www.youtube.com/watch?v=52r9ze00ocE

ATMP-PRODUCTION (ATMP
Standards)

Media Fill 1 1
GMP Validation 0 1



HCT and TC infusions

2006-2023 ) N o
HCT 630
allogeneic 390 62%
autologous 240 38%
TC INFUSION 356
DLIs 330 93%
CD34 boost 7 2%
MSC 4 1%
VST 4 1%
CAR-T 11 3%

* 1 year off due to renovation, sabbatical leave



Autologous HCT 2006-2023, N=240

Diagnosis
APL, T-ALL;
400%; 3%

Age (y) median (min-max) 52 (17-71)

Auto- HCT 1st 128 91,4%
2nd 12 8,6%

Graft PBSCT 137 97,9%
BM 1 0,7%

PBSC+BM 2 1,4%
Sex M 82 58,6%
Graft failure 1* 0,7%
TRM d+100 Jxx 2,1%

*CD34+ 4.59 x 106 /kg bw, Probably HHV-6 infection related
** GF, infections



Allogeneic HCT 2006-2023, N=390

Nr of allo-HCT Graft Type of donor
2nd; 27; 8% CB; 1; 0% = haplo; ® CB; 1;0%
32;
1
O 52 years (17-71)
O male 230 (59%) .
m MPN; ., .
13; Dlagnosis Status at HCT DRI
a%

= SAASPNH; 6; 2% = untreated; 23; 7%

= HL/MHL; 28; B% = RELfRefr/
active ; 53;
m MDS; 29; 9% . o

m missng 31; %%

® Low : 20; 6% l‘

W Y



Outcomes



The Patras “core” Program
low dose alemtuzumab + prophylactic DLI

Prospective, single center, Phase |l, De-escalation alemtuzumab dose finding study
(EC/ IRB : 344/04.08.2006 and 525/07.09.2006)

O Rationale:
= Campath: potent GVHD prophylaxis, Faster PLT engratft, fewer EBV react (vs Thymo)
» High doses usually used were very immunosuppressive (UK: 100> 50 mg)
= 20 mg Campath: Spyridonidis et al. Biol Blood Marrow Transplant. 2009:1563-70
dDesign:
= De-escalation, low dose Campath (20mg - 15 mg - 10 mg)
= Cyclosporin mono, Fast tapering

= Prophylactic DLI in high-risk disease (non escalating, low dose 1 Mi T cells/ kg bw)



Pharmacokinetics and clinical activity of very low-dose alemtuzumab
in transplantation for acute leukemia

A Spyridonidis, M Liga. E Triantafyllou, M Themeli, M Marangos. M Karakantza and N Zoumbos

Department of Internal Medicine, Hematology Division, BMT Unit, University Hospital of Patras, RiolPatras, Greece

Engraftment ) | b IEDD1 T cell reconstitution MUD tra nspla ntations
WBC= 1000 10" cells/ L. 14 (10-19) 14 (11-21) 14 (10-21) || Freeeeerreeevseeee prrreereeeee i — 100
plt =20 x 107 cells/L 11819 12727 12(1-27) || 2 %004 . %o L ® == _'-l'lj_ﬂ_L._._L
plt =30 x 107 cells/L 12(10-95)  13(10-27) 13 (10-95) || & 004 . ] ¥ o “E:I" _“__I__L
E 0’ 80 -
T-cell mixed chimerism 17 7 5 || 5 i, ’ oo g“ﬁ a I S T ]
in % . ' O
{III } 0 '||:||:|_ ..Un =§ {% : a l: E Eﬂ | L GS
CsA discontinuation Dhiu_. 0 .D o = -r- EFS
Median day (range) 150 (70-250) 109 (30-202) 126 (30-230) d430 de100 de180 de?70 de3RE .'E 4'] 1
o
¢ —_—
- :]Dﬂ_ m
Table 1 Continued _.'E Alemtuzumab .E Eﬂ - HE L
Campath-20/15 Campeath-10 All @ 250 pharmakOkinetiCS E
group group c [ T | 1 TN L1 L1 ]
3 = 0
Acute GvHD _ : 2004 W ! ! ' ' ' ' '
No. of evaluable pts 18 18 36 ; ﬂ 1Bﬂ Eﬁﬂ 54{] ?2{] 'g{]ﬂ 108{] 125{]
0 12 (67%) 1 (61%) 23 (64%) || £ 150
1 6 (33%) 3(17%) 9 (25%) -
1 0 2 (11%) 2 (5%) E 100 Da"i"rs
111V 0 2 (11%) 2 (5%) 1 7 ___%\
Chronic GvHD E L I T
No. of evaluable pts ; 35 N O Y R T . .
No et wos 1sssm S0 |8 t | > sibling / WMUD: alemtuzumab 10 mg, CSA mono
Limited 4 (22%) 1 (6%) 5 (14%) Sl ' ' ' ' ' '
Extensive 0 1(6%)  1(3%) 2-10 5w B0 % N -~ MMUD: alemtuzumab 20 mg, CsA mono

Day after HCT

Bone Marrow Transplant. 2011 Oct;46(10):1363-8.



High Alloreactivity of Low-Dose Prophylactic Donor
Lymphocyte Infusion in Patients with Acute Leukemia
Undergoing Allogeneic Hematopoietic Cell Transplantation

with an Alemtuzumab-Containing Conditioning Regimen

Maria Liga, Evangelia Triantafyllou, Maria Tiniakou, Polyxeni Lambropoulou,
Marina Karakantza, Nicholas C. Zoumbos, Alexandros Spyridonidis™

Hematology Division, BMT Unit, University Hospital of Patras, Rio, Greece

Allo-HCT with low
dose alemtuzumab
N=56

Not eligible

AA:3, CML:1, NHL:1, Ph+: 3
» AML SR and no MC: 6

| N=42 (100%)

Not eligible

N=14

GvHD:9, ED/REL: 8, other: 3

5

2

N=22(52%) |

N=20 (48%)

Not received | NA: 4, No Consent: 3

I “IN=7 (17%)
pDLI recipients,
N=15 (36%)
! ! }
AMLHR AMLSR ALL
N=6 (MC:5)* N=2 (MC:2)* N=7 (MC:1)*

A
100- —~ TRM 100- -k REL with pDLI
Y -+ GYHD © - REL no pDLI
£ 804 £ 80~
3 3
£ 60 S 60
m fmm————— T pa—— ;
% 4u- I-Iu-ll-ll i ii il ii j -‘E 40-
E |- E P=0.004
5 20+ I!“ E 20+
o 0
E r ' ; | | " 0 -—T—--I--I-II-I-I-I-——I-————I-——I-———-I—-I-——-I
0 365 730 1095 1460 1825 0 365 730 1005 1460 1825
Days after First pDLI days after HCT

Figure 2. Toxicity in pDL redpients. Cumulative incidence rates of pOLL-
related CVHD and TEM measured from the time of first pDLL

>pDLI start after day 150

Biol Blood Marrow Transplant. 2013 Jan;19(1):75-81



Probability

Low-dose alemtuzumab for GvHD prevention followed
by prophylactic donor lymphocyte infusions in high-risk
leukemia

P Tsirigotis', M Liga®, K Gkirkas', M Stamouli', E Triantafyllou?, M Marangos®, | Pessach', A Sarantopoulos?, N Spyridis®
and A Spyridonidis*”

1.0 + Donor d Donor
i Progression free survival — MMUD QOverall survival — MMUD 1.0 GVHD-free and relapse-free survival
L ---- MSD MSD
'- e WMUD 0 7T WMUD
P=n.s P=n.s
+ ________ +H_H_._+_.H_%++ ............... e ARREERTE +
S
M""‘%L-F-H ----- s et _ L PRI TR
= - - £ >
H—+ :Faﬂ E
S 3
0.4 o 0.4 - aE_’
0.2 N=158 0.2 0.2 -
MSD wmuD MMUD
(n=296) (n=36) (h=26)
0.0 0.0 | 0.0 -
1 1 1 I ] T 1 1 T 1 T T T T T
0 20 40 60 80 100 0 20 a0 60 80 100 0 20 40 60 80 100
Time - Months
a 1.0 4 Donor b 1.0 4 Donor
' Acute GVHD-grade IlI-IV im”é"’ ’ Moderate/Severe chronic GVHD iHI\S‘IIDL.ID Figure 2. probabinw Of GRFS in a“ 158 patients_
§ 06+ P=0.02 g 0.6
2 £ P=ns
- MMUD: Campath 20 mg, CSA + MMF (= Haplo)
Bone Marrow Transplant. 2017 Mar;52(3):445-451.
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® ® ® TRANSPLANTATION

Comment on Kanakry et al, page 1389

How much immunosuppression do we need?

Alexandros Spyridonidis UNVERSTY OF PATRAS Blood. 2017 Mar 9;129(10):1241-1243.

How | Treat

How I treat measurable (minimal) residual disease in acute
leukemia after allogeneic hematopoietic

cell transplantation
Alexandros Spyrionidis Blood. 2020 May 7;135(19):1639-1649.

Department of Internal Medicine, Bone Marrow Transplantation Unit, University Hospital of Patras, Patras, Greece




Activity

2019-2023
(Up to June 2023)



Autologous HCT and Collections 2019-2023

Autologous 2019-2023

Age (y)
Auto- HCT
Graft

Sex

Diagnosis

TRM d+100
ENGRAFTMENT WBC>1Tsd

* CD34+ 4.59 x 106 /kg bw, Probably HHV-6 infection related

med (min-max)

1t/2"
PBSCT/ BM
M/F
Myeloma
NHL
Hodgkin

PLT>20 Tsd

N=36

57 (27-71)

35/0

35/0

23/ 13
19
14
2

2 (GF, inf)*
12 (10-34)
12 (10-34)

Poor mobilization

/ collection
Allogeneic PBSC 0/43 pts
Allogeneic BM 0/13 pts
8/27 pts
Autologous PBSC (NHL/HD,

chemo-free mobilization)

restart DHAP based mobilization in NHL

database locked 31/6/2022



Allogeneic HCT 2019-2023, N=130 (stand 31/6/23)

HCT-CI

Allogeneic _
2019-2021 N=130
Med 51
Age (v) (min-max) (18-72)
Sex M 80
HCT 15t/2n 123
F-->M vyes 14
Engraftment
WBC>1 Tsd d15 (10-24)
d17 (8-106)
PLT>20 /50 TS d18 (12-134)
no PLT d 100 2
Primary GF 2
Secondary GF 1

%

61%
95%
14%

%
99%
98%

2%

1%
1%

; : Status at HCT
Diagnosis  san/enm; 1; 1%
REL/ Refr
active ; 7;‘.&

untre

MPN; 2; 2%
HL/NH l
; 6%

Conditioning Graft

BM;
14; 14%

PBSCT;

‘ )

Cryopreservation
19; 19%

Type of donor

Redefining and measuring transplant conditioning intensity
in current era: a study in acute myeloid leukemia patients
Mesandros Spymdenads D Bone Marrow Transplant 2020 Jun;55{6):1114-1125

database locked 31/6/2023



Cumulative incidence

Allogeneic HCT 2019-2023, N=130 (stand 31/6/2023)

Causes of TRM d;:f: I;:Z Lo::;
Infection/ MOF 9 4 13
GVHD related 2 o 2
haemorhage 1 0 1
PGF 0 I
Non HCT related 1 0 3
10 - CI-TRM

08 7

06

TRM: med 63y, HCT-CI 3
Early TRM: 65y, HCT-CI 3

0.4

0.2

0.0

Competing risk= REL
T T

T T T T T
0 200 400 600 800

) FU LFS_uniil rel or death.or last contact.
Numberat risk
98 66 40 27 17 11 1

1000 1200

aGVHD N=11 11% cGVHD N=13 13%
I 4 4% mild 2 2%
11 4 4% moderate 8 8% MAZ“? in 40% of
moae/severe
v 3 3% Severe 2 2%
lethal 3 3% lethal inf. 3 3%
OS and LFS GRFS
L00- 100+
A — LFSG 80+
80 T
&
604 S 604
0
40 § 40~
ly 2 years —
0 i % } ) ly 2 years
0f & Speren wmiend @ o0l ows Beew Rmsua
0 T T T T 0 I T T T
0 365 730 1095 1460 0 365 730 1095 1460
Days = Treo based protocols for older pts Days

- PTCY in MMUD
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