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Apaon XNUEIOOEPATTEUTIKWV

‘complete remission”
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2TOX0C XNUEI0BeparTeiac
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OMA pg KUTTOPOYEVETIKOUG OEIKTEG KAANG TTpOyvwonG (t 8;21)

Aidyvwon OMA
good risk

MAnpng Yepeon
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Neopulsokuttapik) OMA (M3) pe KUTTORPOYEVETIKOUC BEIKTEC KAANC
mpoyvweng (t 15:17)
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ATRA ka1 Apoeviko otnv O&cia NMpopuAeokuTTapikn Asuxaipia t 15;17

OMA (t 15;17)> ouyxwveuan Tou yovidiou Tou UTTODOXEQ O TOU PETIVOIKOU
0¢€oc (RAR-a) o1o XpwHoéowua 17 ue 10 yovidlo PML o010 XpwHoéowua 15.

To yovidIOo TTOU TTPOEPXETAI ATTO TN
OUYXWVEUON KWOIKOTTOIEI Evav
AvVWPAAO UTTOOOXEQ PETIVOIKOU
0¢£0¢ 0 oT1T0ioG avaoTEAAEl (block)
TN dl1aPOoPOTTIoIiNCN TWV
MUEAOEIOWYV KUTTAPWYV

all-trans- peTIVOIKO OgU
(ATRA),

Alagpopo
TToinon

TP10&EI0IO TOU OPOEVIKOU
(ATO)




OMA pe KUTTAOPOYEVETIKOUG OEIKTEG KOKAG TTPpOYyVwons (Movoowpia 7)
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OMA pe kuTTapoyeveTIKoUC Otikiee standard risk (QuaitoloyikoC KAPUOTUTIOC)
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Metopocysvon
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Iotopiki) avadpoun: AlpomoinTiko XvoTno.

1868: Muvelog Tov Octov= Tomog arpomoinong

E. Neumann (I'epuavia), G. Bizazzero(ItaAio)
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1950°’s: BM can be transplanted and results to
“secondary disease” and cure of leukemia

Graft versus Host Disease

Isologous Homologous

No cells
donor donor

|
e@B iﬁﬁiﬁ:}’“@?

Secondary Death

Death - 7 days: survival

Primary disease disease

- 14 days

Barnes, et al. BMJ (1956); Billingham et al. , Phil. Trans. R. Soc. Lond. B (1959)

Graft versus leukemia effect

Isologous mar Homologous marrow

leukemia
leukemia

Death d 14
no leukemia!!

Death Secondary

from leukemia disease



1950°s: The first transplantations in humans:
Graft versus Host Disease (GVHD)

The first human transplants

Transplantation today (Europe)

— HLA identical sibling/twin

Number of reported cases

— Haplo-identical family

- Unrelated

— T T T T ~ Cord blood
1958 1960 1962 1964 1966

Time (years)

90 92 94 96 98 00 02 04 06 08 10 12 14

Georges Mathé E Donnall Thomas JJ van Rood Year

Jean Dausset Robert Good Paul Terasaki
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Allogeneic
- Related Donor
- Unrelated Donor
, Syngeneic (id. Twin)
Autologous
(Pat. own cells)
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I'wo 10 A0YO0 YiveTon ] GALOYEVIIGS HETONOGYEVON?

Eykotdotaon evog Katvovplov, VYLovg,
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Ipotepnuota arrhoysvovg MAK

Allogene HSZT
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Graft versus
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IHpoppata arrloysvovg MAK

Allogene HSZT
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Graft versus
Host Disease

avTiopaocn HOGYEVUATOS
ATEVOVTL GTOV CEVIOTI




GVvHD and GvL effect are linked: T cells

Chemotherapy 3 ~ Stem cell
Irradiation
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GVHD non-targets 78 y Graft vs Tumor
10 Effect
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Acute Graft versus host Disease (GVHD)
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Graft versus Leukemia Effect

TWINS (N=70)

r A T\iNS

T DEPLETION (N=401)

e

NO GVHD (N=433)

[ AGvHD ONLY (N=738) HLA id sibs

CGVHD ONLY (N=127) + GVHD

AGVHD + CGVHD (N=485)

T

12

T

24

36 48 60 72
Horowitz, Blood 1990

Horowitz et al, Blood 1990,75:555.




The "Holy Grail®" of transplantation

Causes of Death

Relapse
GVHD (23%)

(15%) -
toxicity

ALLO 15%

Infection
(21%)

Relapse Toxicity(7%)

AUTO

Infection (5%)

Other (7%)
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Apheresis
Instrument Cell Pricessing Lab
- Cyropreservation

HPS -Storage
ll ' - Cell Selection
’ - Purging

- Expansion
- Differentiation

- : - Gene Transfer
Mobilize PBPCs  Leukapheresis

@ Chemotherapy
Treatment

R < <
ecovery
® Reconstitution @ Reinfusion of HPSC




The three phases of BMT

Inpatient Outpatient Home Cure

Day 30 D30- D100 D100-D365 >D365
Conditioning toxicity Acute GvHD Chronic GvHD
Infections Infections Relapse
Engraftment Early relapse Infections

B |
| > [
GvL, Inf. GvHD

GvHD GuvL, Inf.

V..

GVHD&

AGVL, Inf.



Epompota otny MAK
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Moo xeupa
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GvHD: graft versus Host Disease,
avTIiOpacl HOGYEVUATOS ATTEVAVTL OTOV CEVIGTH



H ailoyeviic MAK amotelel Ty povooikn 0epamreia toong
Y10 OPLGUEVO VOGT LOLTOL

OMA pe KOTTOPOYEVETIKT] KOUKNG TPOYVOGTIKNG GNUAGLOG
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AVTIOPO.OT HOGYEVNATOS UTEVUVTL GTOV EEVIGTT)

Oé&eto GVHD Xpovia GVHD




AonmEes

Timing of Likely Infections Among Allogeneic Stem CellBone Marrow Recipients
Receiving Antimicrobial Prophylaxis

Herpes simple:=
- ol L W = h
L Respiratory wiruses ™
-

-
Cwstormegalowirus®, Hurman E'raE'SViFLISE'S = -

Yaricella zoster wirus,
Epstein Barr wirus, BE S JC wiruses

Gram positives,
Grarm negatives? Encapsulated bacteria -

Bacterial

Candida =pp.

d=zpergillus Spp.{:}

Toxoplasmia gondii
-

Freurmocwstis carinii
& -

Parasitic -

FMuco=sitis Acute grati—wersus—host disease Chraonic GYWHD and therapyw for this

Organ (GWHD) and therapy for this condition
dyr=function condition FHMucocutaneous damage CGEYHE)

Meutropenia Fucocutaneous damage [GYHD) Cellular and humoral immnuanes
and other Cellular immmune dysfunction dy=function

immune Imnmmunorodulating wiruses Hypo=splenism , decrease in apsonization
defects Decrease in reticulosendothelial function

- -

- i v

il

Preengrafiment Immediate postengrafiment Late postengrafiment

Fespiratory wiruses are wery common; morbidity as=sociated with these infections is not fully defined.
Early incidence decreased wwith preemptive therapy ;) late CHY infections occur in patients with deficient

CH%—=pecific T—cell imnmnanits: .
Fseudomonas asruginoe=sa accounts for <1 percent of infections ; pneumonia associated with GWHD occurs at a

median timme of 10 ponths post transplantation.




IHowog yperaletor arroyevi petopocyevon?

Agvyouto Ko aAles Kakon0es madnosic Tov aipatog....
2uyyevels TadNoeis Tov dipaTos / avoGoTOTIKOV
GVOTINNOTOGS (TT.). NEGOYELOKES UVULULES, GUYYEVIS

VOO UVETAPKELES)

060 noOaivovue TEPLGGOTEP. Y10, TNV OVVUUT] TOV
OVOGOTTOUTIKOU GUOTINOTOS KO HELOVOVUE TIS EMITAOKES
NS 0ALOYEVOVS HETUNOGYEVGIS AVEAVOVY KOl 0L EVOEIEELS
Y0 0AAOYEVI] LETOUOGYEVGT] HVEAOV. . ceeerreenees

Y. OALOYEVIS NETANOGYEVGT] GE KOPKIVOVS GUUTOY MV
OYK®V



Epotinota otny MAK: 60tN¢

NMpoTtrc
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- 2uyyeving, cuuPatdc
- EOchovthc, Mn cuyyevig
- [Thakovvtewo aipo

- 2VYyYeving ATAOTOVTOGTLOG




ITowog etvor 0 KOTAAANA0S 00TNG?

HLA ovpupatog 60tng

" o 1 "-.
Fitart vhie bkl Tme L witeiked ol

Paree § eafipin ety ol vt ey by epainst sk o,

Mimri vhie b 12l Denciwrrtw iikend 1l
Wl g neend & am i e bl nthi cze 1) olb vl need

« HLA-A 303 oudoec

« HLA-B 559 oudoec

« HLA-DRB1 363 ondoeg

[TiBavoi A-B-DRB1 cuvovacpol
3x1016=30.000.000.000.000.000=

30 TETPOKIC EKOTOULVPLO GLVOVOCLOT

Y napyovv enionc:
HLA-C,
HLA-DQB1,
HLA DP



HLA ovupatog 60tng?

HLA ZupBatég adeA@dg HLA ZupyBarég cuyyevig

<1% mBavotnTa copfatod cvyyevi

25% mOavotTnTa coufotTov adEAPOV




BONE MARROW
DONORS WORLDWIDE

35.000 o0tec
TOYKOG UMC

O Anthony Nolan kot 1 untépa Tov
Shirley to 1974
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KENTPO ENHMEPQ2HZ KAI MPOZEAKYZHZ EOEAONTQN AOTQN MYEAOY TQON OZTQN
NMANEMIZTHMIOY NATPQN (KEAMOI)

WWWw.Xxarisezoi.gr



o
XOAPI10E

KENTPO ENHMEPQIHE KAI NPOZEAKYEHE
EOENONTON AOTON

MYEAOY TQN OXTON
MANENIETHMIOY NMATPQN (keamon)

Www.xarisezoi.gr
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Kévrpo Evyuépwons & llpocélxvong EOcioviav Aotwv Mvelov twv Octmv

GREECE:
GERMANY:
ITALY:
USA:
FRANCE:
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SERBIA:
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POLAND:
UK:
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Hoavemornyuiov latpawv (KEAMOII)
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EQENONTON AOTON

MYEAOY TON OZTON
MANENIZTHMIOY MATPON (KEamon)
‘Www.Xarisezoi.gr

v 18-40 yxpovwv
v Evnuépwon

v AfAwon eyypaeng

v Aiyo odAio

Kévrpo Evijuépwaons & Ilpocéixvons EOciovrav Aoty Moeiov twv Octawv Hlavemaotyuiov [atpwov

(KEAMOIT)



Tv ompiler 0 00TNGS?

CD34 IIpoyovikd opomomtikd KOTTopo




AQPEA IMTPOI'ONIKQN AIMOITIOIHTIKQN KYTTAPQN

2VAA0YY] HVEAOD TOV 0GTOV




Kwntomoinen 7poyovik®v dipomotTIKOV KVTTAP®V

LVEAOC TV OGTMV

steady state

7O Stress

G-CSF

TEPLPEPTKO ALiLLOL
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@ <1 CD34+/ ul

10215 CD34+/ ul



IIoc0o TPOYOVIKA KOTTOPO TPETEL VO, EYEL TO pOGYELHA?

3x10e6/kg BX CD34+ kvtrapo =
240 x10e6 CD34+ kvtTopa

B e
/({ 200-400 ml "Kwnromomuévo" mepipepikod oipo

7

'1\ 10-40 ml emheypéva CD34+ kbtrapa
[




XAPICE

I(EM'[PO NHMEPQOEHE KA NPOZEAKVEHE
EGENONTON AOTON

MYEAOY TON OZTON
MANENIZTHMIOY MATPON (KEamon)
WWw.Xarisezoi.gr

L)

v Nigyepon Tou pugAoU (AuEnTIKOS TTaPAyovTac)
v ZuAN\oyn Twv TTOAUTIHWY KUTTapwyv atrd 1o AIMA
v 3 WpES

v EmoTtpo@r] dueca oTnv £pyaacia

v" H ouAloyn yivetal atnv ABriva, ©saagalovikn, MNartpa, KpATtn

v' H diadikaagia gival akivduvn kail avwduvn

v O 861n¢ dwpilel eAdyioTa (yia autdv), aAAd TTOAAG Kal
owTtnpla (yia Tov acBevny) rpoyovikd KUTTapa aipartog (200
ml aipa)

v' Mia avwduvn Tpagn aAtpouiouou TTou Xapilel EATTiIOa
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ECe101KevnéveS KUTTUPIKES Oepameies

Blood is collected
from cancer patient B T cells are separated
~ o 5 and removed

Remaining blood is
returned to patient

CAR T cells are T cells are genetically
then delivered —~__ altered to have
to patient = special receptors called
chimeric antigen receptors

Patient receives
chemotherapy
prior to CART

Millions of CAR T cells
are grown




Institute of Cellular Therapy
University of Patras
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Grade B GMP Lab Miltenyi / Prodigy Glove Box




TRANSCELL: Innovative approaches for T cell immunotherapy post BMT
CLINICAL SCALE PRODUCTION AND CLINICAL STUDY

* Program “Epsguvw Kalvotopw»
* Funding ITET T2EAK-02437
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