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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

e 700 beds

* All specialities
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Greece

« 10.7 Mio (2020)

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

1988
1997-2005

2006
2008
2010
2015
2021
2022
2022
1/06/2022

University Hospital of Patras

BMT Unit (provisional license) (Head Prof Zoumbos),

77 autologous (first 1997); 20 sibling allo HCT(first 1999)

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

BMT (permanent) license

Donor Center (CBMDP) [2022: 80.000 donors, approx. 200 grafts]
BMT Unit renovation

Institute of Cell Therapy, GMP Labs

MSc “Cell and Gene Therapy: from benchside to clinical practice
first CART therapy

362 allo-HCT, 223 auto- HCT




The Cell Therapy Program in U of Patras
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Establ. 1997/2006

Spyridonidis
European BMT, Co-Leader RIC Committee Acute Leukemia WP

Hellenic Representative in European Union, Section "Tissues and Cells”
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www.ictpatras.gr
Establ. 2021

MSc
-y Cell&Gene

o 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
Start of breakthrough topic
courses the
Prospects of

industrial application

Theory and practice

Worldwide class speakers

theraCell

www.mastercgt.com
Establ. 2022
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OPERATIONAL ORGANIZATION OF THE BMT PROGRAM

Figure 2
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(Inter)-national Registration and Connection

m

EU TE Code

EBMT

CIBMTR

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

Gilead

Novartis

WMDA

FDA
HSH external QA scheme

GR0O09782

CIC 281

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

WO 1041

FEI 3011414496
PGNP-BMT

BMT

BMT

BMT

BMT
Processing
BMT

BMT
CBMDP

Collection
FACS Lab

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

Accredited since 2022

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

Registered
Annual QA



The Facilities



University Hospital and Medical School

General Hospital University of Patras

UNIVERISITY HOSPITAL

o
o
\g
Q0
\\Q
&
12
s.' A%
.
.
L)
.
L)
.
.
.$
%, BMT Unit,
5t floor
&
& 9
& Yna(8pio Auoxeznwco
\\QQ Tpdpatog latpikAg
Z0
Clinical Flow
VE? Cytometry Lab
¢ GMP Facilly
atpw ZxoAq

HOSPITAL

Marpag-Patras Medical

% INSTITUTE OF
: CELL THERAPY

BMT Research Lab,

B41-B39,2nd floor

¢
)
save a%

Pre-ClinicalBuilding

Cenrie
o

Clinical Building

MEDICAL SCHOOL

Ground Floor

A
Emergency Dept D
; R
/\K

Blood Center
(processing and collection facilities)
15t Floor

'
4

PARKING

15t Floor

BMT Outpatient o
p %
)

Hematology -
4t Floor

ICU
3rd Floor

BMT UNIT
5t Floor

¥

MAPOYSIAZH : NIKOZ ATPAMIAHS APXITEKTQN




.

ooy,

A
e C
> Yol R ‘;‘o-//—u W—\ o &

\ Hematology Lab

Thalassemla Unit (Outpatlent clinic, transfusnons)

)(QPQE"‘HMF’F’AZ i o ASod -
A , I ... _  ~% ENTRANCE
5 o i 7 N % e THALASSAEMIA
( . AS.OGA ) 9—;— ™ T ——— =
o d ; n.0. = =]
. o — - s ATEAgEN " s || Nurses Locker room
012 Q n ! Pt A3 = ‘l X O ) g ¢ ‘
; 523 164 i w'e Rss 5 415 - S " L 80 . 35 OHPAMELAF 395 1C 2 150 [
' o (ﬁf R L @_saoo cy . =
' : | == Nurses . ] Archive
| | i v Offices _ =] A T
e B 2 Fe ; = . === = K AB APTO e
- - O e E
l 2 \\ Physician 4 am /DM Storage Dirty
1 1] V.o ae — ; . -
/ £ | E hsre B | Offices i office room
[ H —_— “ - - - |
; : , % . = T R | D i
!.’l & = ,lr, :H —-‘ _Yu A g e = (\—F
! ) - . ; g : <& Z >
==/ l =1| | BMT WARD (HEPA-Rooms =" o~ ENTRANCE WARD < > ENTRANCE
e & l EEewiil . - - - - -
! \\ g .3'\%!' i \ —‘;T Asoe | ASlo JT—\ =9 al ].I ___ B ar— .
—“ V i " - F ‘i 2 ol D 17 A 137 io 13A7 i L t E |:16 : ‘?’; !l P i
| " £ : ? 810 [ by | 137 IE. B #i - ; < '\.—7_/ = 3 at|ent
= v P el SO el \_\! A el & el | Secretary
.‘B \-’Asfﬂ f\,sra‘- N D A5 .. '
i - a%tn a = f | Administr ;
- . - |
clinic | Secretary '
e I 1x bed—lﬁ I 2x bed I 1-2x ,
1 _— T 350 5 bed 10 3’@50 N p 570 sy o
~ ‘I | | beds .~ Inter assss BMT Unit
= \o N - ‘; ﬁLZAINO ” IO{.]\TPQN “ ‘Q;;]rpnu i |ch T’-‘PD.N mlons
e Y S T TS LA e g pu— o — — !
- 5 L 1 — |

www.bmtpatra.gr

Renovated 2015

BMT_UNIT_5th_Floor
(136,32 m2 / 381,71 m3)




Ya POPPCOH {Tyn) ~.

: 1 e - -
— Tz .37 : == . == === s e sl ~___-_ ; L] I' Qg . H
N o b o 8. | BMT outpatient clinic_ | ;
5 ‘ - -4 q ’
A ‘_\'/ﬂérpfn:z,oz,- s B lolZpEelo i AlMAT/xo BMT BMT an FlOOr ' . -2
D | s, Outoati P - i
5 204 ¢ 203 1 |- utpati s
412 £1.44 : EMo A P : :.;
: ent 2 {
| fIe [t C !
A AbEdA b A L F“A l i
) b Il
: . @ 0 ) i LD], A __YAPOPPOH (1Y) - ) o N
: b o : : : | — : ’ % z — o s L e SN e S W— ;
#1094 H0.89 410 147 104 147 104 89 104 94 O 94 4o 89 40 147 10y 1147 10y 8910y 9L 10y 94410 89_y10 137 ¢ ’—i-ﬂ : = ZB , Lhs -
' ' . P c lé I ' B
. 2k Arpaconovis .4 Blood Ml ooeamnero < M
£l.28 Outpati ;i o y : syt N P |
E 2 Bioe b work H "Eloa @ Pl
; ent3 |k : : s £
1 ! : T, i [ ' o
. — . __Jlieh | & S . ‘
3 : N ’lL D -] " Gk * : T =]
; } - O Y anoa: 9; G i é i
| ®APMAKETD - A0 OH-KH HT[C D i i ' [
. £{.2¢ E1.29 4l A ) s ‘ é OOOAAMOAON KO S r /@
E . c i Zgr{té%o i i E (.03 k5
| " C 10, 99’ 270 ol "o 130 igo 50 xs;-s D) :o 10, 110 = T S— " f@ !
s Y HA. 0. o 3 @ = = - F B == ' = E ’]
3 T : T B = HBY
h Anoe o o ! 118 @S NG (34 JI\ q & i HIRT
i no HK:‘ng APMAKQN ‘ AI"I‘OEHKH : AHOQH::)): KENON cl " @ | ;;?:Pm A outpatlent M &l‘g 2 QTOFAINCAAP i ]' :
- & | = B z 7 o
E Ei26 (ﬁ | Etas Ei24 J I : =] (& Secretary |- 2 B = A A
Lo (4 i : ] B425 q:) | 04 0 o E S A I@ : :|
 ped b & | ; | sl E4.22 | ] ig EI £1.35 = =1 ;s : G
2 . : * i t . . o . e AINOBHKH. C - ) ) = : Lt o i
20— —a0es 3N D /el so Hho ..v,i\\\%é,,,___‘_%.: 220 H0 Tof e _39s E1354 NJ= 10 3 — | 640 [ 1ol HrT ;
2 . L= Qv 0 e S = e /.r ~ 3 IAKOYOMETP. lﬂ . 1
} . ) - 2 ) & . : . 4 @TO FINOAAP o ,
E, 40x 30 P A PG A OB D0 ; £/ 2 g [Pafe I @ k 3
” Ql AANE AD . . Bl.d , & - [CN\EtoL l { #
= e - ‘ r r S r + = i
34 o} . H \ ¢ “\ . = ‘
= 340 j L B0 170 10 345 10 10\ 19 a0 2 10 330 25 s =N 305 _ %10 ;!
. 4 i AMOBHKH & : NAPAAABH 1 . :' '
¢AP:?\$<lc?ﬁolov l ' ,—éN HAPAZKE ¥13 ( f ki3 ] = : ] 8 !
) c <t £
A ELIs L POE4aT 148 _ =T} i
; i - ; il o ATS i
Fo — . ... . R R - i e '
<% Tﬁr' —— = ANOETEIPQEH" KAl BANOX D == s
: Ei20 gl El.20 D 5 -
125 ’ 3
N [ - _Ef_“ S o O
- T T L
= S ) )




Hematology Inpatient Unit : - }
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Blood Center | : - S
(Collection and Processing)
_ 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



Overview of QM Plan
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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)




QMS structure

CO (Collection): Donor management, product UsTofsops |
collection (apheresis) — "’““‘ _______________________

PR (Processing): Product processing / L r:.m-@: | ||,m
cryopreservation / recall & disposal = =

CL (Clinical): Patient evaluation, donor ”—”"’”“’”
selection / evaluation, bm collection, m
conditioning, infusion, hospitalization, nursing, — SE
adverse reactions, follow-up
CF (Cross-Functional): Labeling, transportation '_1 ==
and shipping, validation, contingency plans el
RM (Resource Management): Personnel sz
Training, cleaning, environmental monitoring, 1
infrastructure management, supplies, third —- i —

n =-| ||~=-m

sasen *
BACEMENT OF

CONTRAL e
VENCUS L

ss
i

party services ! o - [=] — -»
QM  (Quality Management): Document — -L-.: j::«{ E = ===l
management, internal audits, issue & deviation l =
management, management reviews == ‘




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

egappoler To Mpdypappa M AAHPO®ORIET NPOlONTOX

+ -
Sk I — o Instructions 34
2. IKONOX L T | mroigela napanovobyeveu:

z
=
H . "
[esp—_ o ] - - P S
Iwomdg g Gnbmaciag sivar n 2 mlur: M"“M_UI . ; Iaidimra napamavedpcvaw: | O AoBevhic O Zuyyeviic aodevolc O Ahan: roto COI 5 O
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

I Leaflet 7

= Touw O Ta EyRupa fyypapa s ea e S
= g Eyraipng Mjyng yvivong R
T e 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: -
' Section No

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
(n._xl'll yia EYYP'EEPG .ngw £ Napaborn npalévios atov prragopda: | Hpspd Ovoparen@vupo/a Ynoypopffég: A . 4
Napammpdosi [ov undpgouy): p h e res I S . 8
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




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
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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
AR L0 KL IMHMA NOFEIA-BEFANEIES - BMWIME  AAhoyrvig PEC prropdagouan, HLA cunBars owyev Somm @
' Qwarahgaed Tutug NFHD : SRR A, : DAl Hoae
e MLILAETLHL NYEALY FLIN L1 1LN ph 4 Hodgkin Afpgeapa, mﬂ|:ﬂ|‘::ﬂqw“ R ® ;:ﬂ::n ;ﬁﬁhﬁ;ﬁ;ﬂm: [ -‘MHWW" 'nm{ R vBoag fb
[ M FUEABVD ABOC I PTG KEUNTT . Lo T T o Boatind Adppapa Hodakio, Q
TraLioves MMMU : Av. Kol & Xmumeusises 1MTI203 PR, PET-CT: [=} Op bvav Docowbass. AT 1.4 m (SUY max: 2.5, Deauvilk: Harnedeky, Toe TN peTapdoyzuen: 100%, I8 %4 kg, ¥ 171 am &
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
hil: DSk i i s i CEMU2MA  CRA. PET.CT: (-1 OT Tpapihou-Blbpakag-aoiNag: (-] B.+5,4,+3), Thinlepa TD 20 mgkg (4-7, <6} Meiphalan 110 mg/gg,(d-3) \2\
OSAOS2014  CRA. OT Toapfhou-Bhpakacanibiag (-] FoOmER ATE: Gameats 10 mg g2, d-1]
23011)2020 ZOMTN2014  CR-. CT 1papfhcu-Bbnorns GREOEhODHE WS am o pooyakaiog ybncg GvHD-TpoRplsaln: Gid, Gaguwmain 10 mg
b BEYTT) BpeTpe 1.8 i, A TRaMAKS TRy dug 1 o Paripharal blood: CO34:3, 351 0° celsfn CD3* Nis, (2 agkel)
- - F0URNE R OT tpayfihou-Blunnro g apetafinan LI EVIVE SRMARRRIENER Ao posUTT iy Boan (DLI)
SupuperETuike:  [RAMTEMRAEY NavrawTa Toy Mikohaow C4MQZE  CRA, CT Todyhou-Blpkng-koh kG wio: TG & b 4 \ Opdta olyoTog: A A Ri- Aéme: AB R+
AT o o T TOYLWWD fLed & i AT £ -G |- L, TS = ms: +
B CopngauE, ZMDENBEE A oIS AT To B ik AT E1 ’b CMV.sEahs AT L
& SRR ApoTaggs 20, Ao Nopotdiag, Ndgga OSOEEDIE =2 years, Lafe Relapsa-i, (Tooynaal ygar Toso-cinbuc: AT = Ao =
Q b SET4E1ETAN, 2810624071, BATIOTEEDE [abohgag MTDAG) e 18 ¥ 2.2 o, FET-CT: (+] A HEW: ARTITG: BAR-. Stk sotkiBe: A0 bodhacpoltRe+, JalikiBe:
. (Z, AR Brapec: Npdvome - . . Eppiteuon: WBCz1000: d+11 (17M0E018], Meulophis 25000 @11
N\ A M. MK 4EEDBE TRAYTAIRDD TRVLHOL IR, NOTOAIOLC O o "E {17208}, PLT=20.000: de4 {1510/2018). FLT250 000 d+ 10{16M L2043]
\' - LRI Lmd Ty popel ookl AR AR, T \ .
: EmimAoks; (g g+100):
Ib AMKA: 20UEEE00AZE FOMOSIME 19 ! %
« g8, cpmipern g B max 37.8°C, CRP max 1780, ko olpareg oo [} 2 e
BT M0 S aCyKEPOATISOas |l CTBINT ;:. opuTEa, + [T T unoq:puur,
N cpripeto, MR oykiodhou: gr . -E- & 17 Bdan) TG <d+d. G AR O s x @
Aot qudtichpe, emiguornyg, NI K147 {1 ° i<} KA (-, POR-CMY. acuts BYHD [fwg d=100): Q o
g CUEPQNTLLE Yi TV o oode EBVHEY 1 HEVEWZVIC J{, 4 days MY resptivation [sug d100): (J
. FZMWIME g+ 16, thodog, WEC 3480mme, Hb 5,06 gridl, PLT 251 000mme, KI: 100% X0
! ALIPIE MACaL o ; ) ) IME0IS  d=117, PR OT: todynAoc-urcaBupin {«), AKKO: mrpamipe prkean (misn
ANATIIC 128 CT: Tpognhwol ME ZE o, b Q RRMEEARR 3B Z o, Goung fmrarog 3.1 ok Ewren 3.5 o, GRARITEADTORE 18 ou fvaen 2.8 x)
. i L HE CEANIME  de151, PR FET: |+] Srboalobeol e oy TRAsessehals K1iipa kal ata O
1. Hodgkln Afppwpa, Tou TiTou odwioug orAgpeeonc, AL 0ID&2042 ICD10: 22016 1%coalxted EEACORR = K AE 10U GAAAGEHHR DF 5
Indfio apxikd: 1A (T WE pdymsn, Mok BLaniering 012018 oaphE KAVIER BEATIW Q LAoTidBeeg, amoSpopn TN auvnriog 03042019 19— 38 mdkho
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
CT swpakog-rowsdag: T maksomiol YoTaBupmeing. V0. UEoehEiums. AT un Topd Tov CRBIT CR-Z FET-CT (1L uplg VDS Cyiar) QR aen 3'3-:5'_2:“5 #mmmm .
Bupariif) (27 i), Sy S0pou ofdaa (Pl SaEcrnng 24 yh) CEMAZ0IT 4% bacelins EEACOPP ;1;;:1“;5 zi;iﬂi prophylaotis DL BEx1 D4%g
FET-CT: [+] AT L0 JREnAGGE AF, JRHaIRRs TRaRirRimae AF & &F OSE017 AVETITUAL KRmTomaingm |3-C2F + Plarxaton) 1ZATIA0IE 265, 3% proghylaots DL 8809w
TRt £ HOOTR OO0 SR, TRRRANHARR L THOTRaTRisd oezlT SER-2, CT tpayfibou-Bdpadc: 2641 4k FETEIE B4 mdKAD
OME: [-) 061 MY TapakahodEnan OEMORIZ018  @-304, 49 prophylsctio DLI 0.8 104Ky
ek faptore: Kard Haspoeisshlien o 1202017 ZRKEL-.P.. syuopiaas 3 OT: Ty NRaC-HICOBWEAnT || VoL MG Kouuds max 3 LRI 80 mdKAG
ubuivbyie , . ' CHAOWI01E  de333, B9 prophytsstio DL 082104
ward GHEG: intermediate {stage 1A, TRE 105 mmih) HBE FET: UEhof SOO0RWGAAGE B [K, UTAGK MDMDKGY WD 4347 &, OT: LG pppet ) wmma'mm ° ra
5.5 ok ME T G4 ok, Fakhamhel VS SRRl 4 i SANFUINE  d+353, B9 prophyisstio DL 0.8x10%Kg
Ewphie mosnoog ] : : h = 1SNWE0R0 20 iAo Ageadrls,
2. Aypeyyciupa fmareg (ST T4rZ048 Qamzac-baveloing a2 wlwhoug rJu:'fL.- iFTanKod  [yRegakoTaBnag IAQIE T propeyisots DLI
3. TuvomBngarsl SEropmr (Urd escialopram 10 myg, Tk} MO ROTITEnE v Py Konmma] ant-FD1 ) CR-1 |FET-CT]
EZIE PR, Gok) VTS o SeaoBaRiRG. AT Oy modk (0T Beaasit -, LS !
oA T 8 5 ta. G AR 2.5 tr, D 1) 19/11/2020 2% propeyisotis DLI
! B L 1ZUEIE B mdKAD
Ahhoyzvg PEIC pzropsaxosam, HLA cupBare ool Som, B0 CEOTEDE 15 30 JREW lzinanin g mwm | Q
TIOT20E PR, CT: Tolpnbespraodundnn (1, TIpamip poiuom WS koo [mikn Emikpamn 0HE Bulasiuls
ERrTrmg e BATG wOCDU : T chimuery, PET-CT fmarag 3.9 0k, RAAAECRHARHAR, 2 8 ox] H OvoprpSEsn QTR DofpEn o poealo preaptoyouamg oo NN, worr v wmoEAndacl
15-'-"-:2U15 5""95"'_ ) . Or EAAOVENY POTOPOORILTT QROTOnNEDy EUTTARWY Oma PUEhl TL ooTay ome HLA
Faz018 ::DPE T [ h M TRAAHAARMEG DD, AL, Taye pearsy sopaki & misn SupPard mugeced Bath. Komd e oooywst) BoowdTay O okl yevie) sardomoon. H
[r— o IrTopma: Shedfpe b GLANGRRIDIE. T Wm0y oviBals pepwl 0O0E, WUGGEGETHRAR Aippupa Hodgkln, Meta

amd ENIPEDLTT) W0 TOuS EVBIROL TN BOPORGORIUTT, N ooBod EBucD Ty yRamn
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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 Datallegsef forguuy
Date of harvest: 0/0,2020 2 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

Internal every Tuesday

MOVa0T METaO0YEuon;
Ak Mughod Tuwv Oarcv Ndrpag )
urnm Navemornyiaxad v, Nooor. Matpur ﬂ,ﬂ!’},}}{

Aueubuving Kol Adefavboos Tnupdumbng

m Eknaibeutikd npoypdpcta

¥ Apyen ZehiEa

¥ Egy. MeTayoayeuong

¥ Egy. Kumapoperpiag

¥ Epeumusd Epyaoripto

¥ Kevtpo Aoy (KEAMOM)
¥ Mpogumiea

# Mhnpopopisc yia aofssei;

F hyagowigesg/Exnuibevtika
T g

} Aol

) Exmasbeured npoypaypeTn
¥ hupnree
b Emanwia
b Sitemzp

Flagin

2022-W11; Elements of a QA system
Katapupndnee: Nepnry 24 Map 2022
Dy Vincent ven Dam Zugpeveyovtes; Ked, & Erupibunisng, Atjka Mapla, Toowavag Anprnpng, Zayiaéivos EkeuBeple. Zayapioubiaxn Buhn, Kegaha

fuawuoia Fra rhaiona tou Mexanruyiaxod Maoypayyarae <Cel and Gene Therapies: from bench to bedside and Gaod Manufacturing
Practies» mpaypatananfnes Tihebiaoegn s Titha Elements of a OA..

2022-W10:Site Iniiation Visi for SNDK-6352-0504
Katapuaprifinee: Terdpen 16 Mdo 2072
Presenter. Evangelia Arampatzi, CRA Participants: Prof. Spyndanidis, D Liga, Dr Teokanas, Sagiadinou £, Panagi Z. Today, on 16 Merch 2022 training about study

protocol AGAVE-201, A Phase 2, Open-ebe, Randomized, Muficenter, Study to Evaluate Effcacy, Safety and Tolerebilty of Avatiimab &t 3...

2022-W08: Immune effector cell-associated newatoxiciy (ICANS): Establishing standards of care

Karagugnlige. Toirn 08 dp 2022

Presenter. Gikis George Participants: Prof Spyridonidis, Or Lige, Dr Taokanas, E. Sagizdinou, A. Christopoulou An abstzct on benelf of 28th SCHMS congress,
preserted by Medicz| student George Gekiz. Chimeni entigen receptor |CAR) Tcells have revalutionized the standands of care for patients with hematolagic

malignenciss...
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Others

* Lab Meeting every 2" Wend

* MSc every Wend and Thurs

* Grand rounds Internal Medicine

Regularly Participation in

« EBMT,

e HSH annual Meeting

* HSH seminars

* EHA, EHA educational

* ASH,

 TCT,

e Others (ISCT, COSTEM, EUCART)



Clinical studies

Pharma sponsored, phase lI-lll, Phase lll, phase IV
e Completed >18

e Currently open for recruitment 7,

* Feasibility check 5, 1 CART

Prospective, interventional, institutional
 Completed 7

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

* [G-Tregs for GvHD, Phase I-1l (Pl)

Eudract 2021-006367-26 (submitted)

Participation in multiple retrospective studies
* EBMT
* HHS BMT-WP
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> INSTITUTE OF
) CELL THERAPY

Research

* Currently 3 PhDs, 3 Msc r‘
* 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 |-l
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”

———
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Activity



Collection and Processing Activity

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




HCT and TC infusions

2006-2021 N

HCT 472
allogeneic
autologous

TC INFUSION 318
DLIs
CD34 boost
MSC
VST

* 1 year off due to renovation, sabbatical leave

332
140

306

%

70%
30%

96%
2%
1%
1%



Autologous HCT 2006-2021, N=140

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 2006-2021, N=332

Nr of allo-HCT Graft Type of donor
2nd; 27; 8% CB; 1; 0% = haplo; ® CB; 1;0%
32;
1
O 48 years (17-72)
O male 188 (56%) .
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 immmunosuppressive (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 IEDDl T cell reconstitution MUD tra n5p|a ntations
WBC= 1000 10" cells/ L. 14 (10-19) 14 (11-21) 14 (10-21) || Freeeeerreeevseeee preeeereeeee Ly —_ -”]ﬂ
plt =20 x 107 cells/L 11(8-19) 12(7-27) 12(7-27) 3 400+ . Yo , & EE_ _|_I|I_IIJ.L”
plt =30 x 107 cells/L 12(10-95) 13 (10-27) 13 (10-95) = 200- . ' ; o S _|.|_ —
. . . =3 o] : o *% E Bﬂ ] T 1  — 1 Ll 1
T-cell mixed chimerism 17 22 19 + 200 . ) . I Y TN SR N R J
{In l:lrrl) é '||:||:|_ Un ;5: ag #;II l. _m L GS
i ap 87"  60-
CsA discontinuation 0 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
¢ —_
5 300 o
Table 1 Continued _.'E Alemtuzumab _E Eﬂ ] HE L
Campath-20/15 Campeath-10 All @ 5[ pharmakOkinetiCS E
group group E L L1l L1 1 L1 1 1 L1 ]
3 2 0
Acute GvHD . -; 2001 m ! ! ! ! ! ! !
No. of evaluable pts 18 18 36 ; ﬂ 1Bﬂ Eﬁﬂ 54{] ?2{] 'g{]ﬂ 108{] 125{]
0 12 (67%) (61%) 23 (64%) || & 150
1 6 (33%) 3(17%) 9 (25%) :
1 0 2 (11%) 2 (5%) E 100- Da‘i"rs
-1V 0 2 (11%) 2 (5%) 7 ___%\
Chronic GvHD E IR R
No. of evaluable pts 3 35 T T TT—, . H
N o evatuable pe wos 1sssm S0 |8 t > Sibling / WMUD: alemtuzumab 10 mg, CSA mono
Limited 4 (22%) 1 (6%) 5 (14%) o ' ' ' ' ' '
Extensive 0 1(6%)  1(3%) 2-10 5w B0 B 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 p—— ;
% 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
y e WMUD 0 7T WMUD
P=n.s P=n.s
+ ________ +_|+_|+_.__|_._.|+_H_1_|.H_|_++ ............... e ARREERTE +
MH"'H{L*—-H ----- s et _ FH "+H++,_+__ PRI TR
= - - £ >
H—+ :Faﬂ E
S 3
0.4 o 0.4 - aE_’
0.2 N=158 0.2 0.2 -
MSD wmupD MMUD
(n=296) (n=36) (n=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. probab”h—y Of GRFS in a” 158 patfents_
§ 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.




Acknowledgment of Patras Strategy

® ® ® 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
2019-2021



Autologous HCT and Collections 2019-2021

Autologous 2019-2021

Age (y)
Auto- HCT
Graft

Sex

Diagnosis

TRM d+100

med (min-max)
1%t/2"

PBSCT/ BM
M/F

Myeloma

NHL

Hodgkin

APL

ENGRAFTMENT WBC>1Tsd

PLT>20 Tsd

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

N=16

54 (30-71)

16 /0
16 /0
8/8
5
9
1
1
1 (GF)*
14 (10-21)
17 (12-29)

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 1/5/2022



Allogeneic HCT 2019-2021, N=98 (stand 1/5/22)

: : Status at HCT HCT-CI
Diagnosis SAA/PNH; 1; 1% CT-C

MPN; 2; 2% REL/ Refrj\
Allogeneic N=98 % HL/NHL4 active ; 7;...
2019-2021 > & untre
Med 49
Age (y) (min-max) (18-72) |
Sex M 54 55%
HCT 15t/2"d 93 95%
F-->M vyes 14 14%
CMV pos 93 95%
Conditioning Graft Type of donor
Engraftment % o
WBC>1 Tsd d15 (10-24) 99% LLGE L2
d17 (8-106) o —
PLT>20 /50TS d18 (12-134) L 84; 86%
no PLT d 100 2 2%
Primary GF 1 (anti-HLA) 1% ‘
Secondary GF 1 1%

Redefining and measuring transplant conditioning intensity

in current era: a study in acute myeloid leukemia patients
Mlexandros Spyddends @' Bone Marrow Transplant 2020 Jun;55(6):1114-1125 database locked 1/5/2022



Cumulative incidence

Allogeneic HCT 2019-2021, N=98 (stand 1/5/2022)

Causes of TRM dl:jff Il.\:;\:g Litfgl
Infection/ MOF 6 2 8
GVHD related 2 4 6
haemorhage 1 0 1
PGF 1 0 1
Non HCT related 1 2 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%
[l 4 4% mild 2 2%
Il 4 4% moderate 8 8% M'\ZU/D in 40% of
moae/severe
\Y; 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 wmioend @ o0l ows Beeew 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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