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Apaon XNUEIOOEPATTEUTIKWV

‘complete remission”
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2TOX0G XNuUEI0BepaATTEING

Aidyvwon OMA

, [1AR Yopeo
XnueloBeparreia ngng ¢ : N ’
£POdOU BAGoTeg < 5% aTov pueAO
(QUOIOAQVIKN VEV. AIUATOG
XnueloBepartreia
grabeporoncn AVTIHETWTTION EAGXIOTNG

BepaTreia UTTOAAEITTOPEVNC VOOOU
gvioxuon ---> laon

v l = ANPNG UPEaN Yid > 5 Xpovia

Xnpeio- AANoyevig

fepatreia? METApOOXEUON?



OMA pe KUTTOPOYEVETIKOUG OEiKTEG KOARGS TTPOYyvVwonNng (t 8;21)

Aidyvwon OMA M2

XnueloBeparreia

£QOSOU MAnpng Yeeon

>90%

XnueloBeparreia
oTafepoTroinong

BeparTreia evioxuo laon
P XUOTS >70%
[
i I
Xnuelo- AANRQYEVAG
fepatreia? METO{IGTXEUON?




OMA M3 pe KUTTOPOYEVETIKOUG OEiKTEG KAOANG TTPOYyvwonNng (t 15;17)

OUYXWVEUON Tou yovidiou Tou uttodoxéa a Tou PETIVOIKOU 0&éo¢ (RAR-a) 01O XpwHoowua 17
ME TO yovidio PML o1o Xpwpoéowpua 15. To yovidio TTou TTpoEpXETal ATTO T CUYXWVEUOT
KWOIKOTTOIEI £vav avwPalo uttTodoxEa PETIVOIKOU 0E£0C 0 oTToiog avaaTEAAEl (block) Tn
d1aPOPOTIoINaN TWV NUEAOEIdWY KUTTAPWYV

Xopnynon uynAwyv d6ccwv all-
trans- peTivoikou o¢€og (ATRA), evog
avaAdyou Tng Bitapivng A,

--> dl10@OPOTTOIiNCN TWV

VEOTTAQO HATIKWV
TTPOMUEAOKUTTAPWY OE
oudEeTEPOPIAQ

p | Zielgene |




OMA M3 g KUTTOPOYEVETIKOUC BEiKTESC KAANS TROYVWENS (t 15;17)

Aidyvwon OMA M3

XnueloBeparreia I'IAOr']png Ypeon
£pAdOU + ATRA 90%

XnueloBepartreia oTabEp.
+ ATRA

XnueloBepartreia evioxuong

laon
! '
Xnueio- AANRayEvRG
Oepatreia? METOIGTYXEUON?
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OMA pe KUTTOPOYEVETIKOUG OEIKTEG KOKNAG TTPpOyvwong (Movoowyia 7)

Aidyvwon OMA

unfavorable
XnueloBeparreia I'IAr]p?g Yopeon E:
£pPOdoU 60-70% %
:E
&
XnueloBeparreia
oTaBepoTTOinONG T
—> eapq'n'siq? years from start of therapy
laon <15%
100
Bepartreia evioxuong . o
°\. 1% HLA-Identical sibling, CR1 (N = 886)
E 60 \"-.\__ Unrelated, CR1 (N = 314)
g =
, 3 1 T e, Sl seeresssieny, S woviveees e S '
A)\)\OYEVI']Q S HLA-identical sibling, CR2+ (N = 336) j
—— peTapéoyeuon? ¢ o Uy, 53 e
0 T T T T v
- - - 0)

YEARS



OMA pg& KUTTapOYEVETIKOUC OEiKTEC intermediate TIpOYVwWong
(PUOIOAOYIKOC KOPUOTUTIOC)

Aidyvwon OMA

l

XnueloBeparreia MAnpng Yeeon
g(pééou 60-70%

XnueloBeparreia
oTaBepoTTOinONG

Xnpuelo-
— OepaTtreia?
laon 30-45%

£
5
e
3
A

Bepartreia evioxuong

AAAoyevig
— JETApOOY)EUON?
laon 50-75%




Metapnooysvon Ipoyovik@v
AlporomtikOv Kuttapov



Metapocysvon

Metauooyevon = AVTIKOTAGTAGT €VOG KATEGTPALUUEVOL

0PYAVOL OO £V VYLEC OPYOVO

- Kapoud

- IIvebuoveg
- ITayxpeac
- Hrap

- Negpog

- Alpomomntiko Opyavo
(Mvelog tov Octmv)

-

OLYYEVEIC OOTEG

CovTavol 00TES

ovyyevelc + eBelovtég 00teg




Iotopiki) avadpoun: AlpomoinTiko XvoTnno.

1868: Muvelog Tov Ootov= Tomog arpomoinong

E. Neumann (I'eppavia), G. Bizazzero(Itaiia) S——

medicinischen Wissensch

Mveghog Tov OctOV

"Epl)ﬂp(l"

"Awoneraia

"Agvka"

i - Ew01ka K0tTopa 1oV

Alpa OVOGOTOUTIKOV GUGTILATOS
(Aep@oxkvTtTOpQ)
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LIoTopiKN OVOOPOUT] HETUNOGYEVGEMV

1951  Metaudoyevon kuttdpwov poerlov oe movtikio (Lorenz et al)

U

1959-1968 [phreg peTapdcyevoelg oe avipmmoug |
..... OPYIKT GTOYONTEVCT "

1960-1968 O poioc tov HLA (cvotnua tetocuuPatdtntod)

1970 Ol TPOTEC LETOUGOGYEVOELC oTo Seattle/ USA
1990 Donnall Thomas, Nobel Prize




Im'ouc' avo.0 po EII

WORLDWIDE
1970-2002

AurdAoyec

AAAoyeviic

| | |
1975 1980 1985 1990 1995 2000

EBMT 2004: Total 26.532
allo HCT 8.941 (33%)
autologous HCT 17.591(67%o)




Kévrtpa METApROGYEVGEMY

Steywy 2002
b ¢ '
Ulal Inams

par 10 million

0.0r no rapon
015

- RAR

M 0.2

EBMT 2002
- 586 transplant teams
57% allo+auto L |
39% auto ' oy
1% allo e
- 25% teams <10 HCT/year, ;i

' an densiles m park ' European coun 2002,
- 6% teams >100 HCT/y Flgure 7 Team densites m parkiapaling Europesn countres m 2




Apyés Tng MAK

Apheresis
Instrument Cell Pricessing Lab
- Cyropreservation

HPS -Storage
ll l - Cell Selection
’ - Purging

- Expansion
- Differentiation
- Gene Transfer

.

@ Chemotherapy
Treatment

Recovery ¢ *=
® Reconstitution @ Reinfusion of HPSC

Mobilize PBPCs  Leukapheresis




Epompoata otny MAK

AdTNG
Moo xeupa

OKEVAOTIK

oxnua / Ytrorp
™

GvHD: graft versus Host Disease,
avTIiOpacl HOGYEVUATOS ATTEVAVTL OTOY CEVIOTH



Eion MAK

A

Allogeneic
- Related Donor
- Unrelated Donor
ﬁ Syngeneic (id. Twin)
Autologous
(Pat. own cells)




' 0 Aoyo yivetor n ovtoioyn MAK?

Apyég opaong ¢ ynuetodepaneiog og Kakon0n voonpota

‘complete remission”

N\ ¥ “
TN monhdcgkctendion el 7 | L Standard Dose
Xnuewlepameiog

} Meyain Adon
Xnuewbepaneiog

(High Dose Chemotherapy

y myeloablative Chemotherapy)
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"Mvehoa@ovioTikn Xnuerwodepoameio'

Apxéyovo

eAappa XO

standard XO©

"MugAoa@avioTiKi XO"




' 110 A0YO YIVETOL 1) VTOAOYT HETONOGYEVON?

-->ANyYn Kot amodNKEVe HVELOD TOV 0GTOV 0T0 TOV 06OeVT)

-->Xo0pNynon HEYIANS 000NS YNUELOOEPUTELNS VIO KAAVTEPT

OVTIUETOTLG] OLUPOPOV KAKONO®V voonuatmy

KOl GTNV GUVEYELN

->@VTIKOTAGTOGT TOV KOTEGTPUUUEVOD ULLOTOUTIKOV LOTOV UE

LETUROGYEVGT] TOV aTOoONKELUEVOV HVEAOD



Evosicelg avtoroync MAK

Aspowua

10000 ,
MoAAarrAouv MuéAwpua

2000 - Kapkivog Opxewg
2 APKWHO
G000 - - [1 OMA
H ANa

4000

2000

1990 1992 1994 1995 1998 2000 2002
= Lymphoma - [ eukemia

w= Solid tumor Non malignant



Hpofpota avtoroync MAK

100 ]

1. To&wdtnto E ue

(Transplant related Mortality) 80 | = 41-50yrs

51-60 yrs

60 >60 yrs

- KOAOTEPEC LITOGTNPIKTIKEC Oeparmeiec 40 1
- TRM 1-5% j
- TAEOV Kal 6€ NAkieg > 60 ypoOvaV |
0

1990-1993 1994-1997 1998-2002

2. Andtepeg eMTAOKES WATTTUSH VUEACOL
mos yrs
227 + + 2.0
7 267 + = 6.9
= OTEIPOOTM . 140 - + 113
f , 23 - - 87
- EVOOKPIVOLOYIKA TTpOoPBALOTOL

- LEWOUEVT] avATTTLEN

- MOLUDEELS

- AVATTUEN LLELOOVGTTAAGTIKOD GLVOPOLOV




Amnoteléopoto avtoroyns MAK

“My name is Lance and I'm
a testicular cancer survivor.”



Amnoteléopoto avtoroyns MAK

Lymphoma, Parma Study

P = 0.001 s |
i High Dose
: + auto HCT

Transplantation

=R
=
=
=
=
(15
=
| T
o
=
S

Standard Chemo

)
(471

‘Conventional treatment

30 a5 G0
Attal et al. 1996

KoAvtepog EAeyyoc TN VOGOL GE GYE0T UE TNV KAOGOIKT) XO
OUG......... TO LEYOAVTEPO TPOPAN L

¢ avtoroync MAK mapapéEvel n vmotponr TG vOGou

ypewaletar Oepameia TnNEC eAdyiotnc vwoirewmduevne vosov (MRD)



INoti ovpPaiver n vrotponn TS vooov petd v avtoioyn MAK?

1. To uooysvua stvorl "LoALGUEVO" LE KOPKIVIKA KUTTAPO

1116ovn Abon

1. poplokdg EAEYYOC LOGYEDUOTOC Y10, TOPOVGTN
KOPKIVIKOV KLTAPWOV KoL AYN LOGYEVLOTOC
LOVO OTOV VTLAPYEL LOPLOKT] VPEGT

PR —— 2. "kabapiopdc" pooyevuatog (purging)

3. AALOYEVIC LETAUOGYELO

Negative (57, 4 relapses)
" rn 4
KaBapo" pudécyevpa

P<0.00001
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Positive (57; 26 relapses)

2 4

Years after Transplantation

2. AvBekTikdnTo KATo1mV KAOVOV 6TnVv ueyadepaneio
1116ovn Aoy
1. devépyeta 2 peyabepameldv Kot 2 aVTOAOY®V UETAUOCYEDGEWMV
T.%. moAamAovv puélouo (Attal et al. 2002)
7 ypovia emPioon petd and 1 avtoroyn MAK: 21%
7 ypovia emPioon petd and 2 avtoroyec MAK: 42%
2. AvacoBepameio eEAY1GTNG VTOAAEITOUEVIS VOGOL
3. AALOYEVIG LETOUOGYELOT




I'wo 10 A0YO0 YiveTon ] GALOYEVIIGS HETONOGYEVON?

Eykotadotaon evog Katvovplov, VYLovg,
OVOGOTOTIKOV GUGTI L TOS
o610V 0.00svi] TOL TAGYEL 0TTO KOKO01ON VOG0



AVTOAOYN VS GALOYEVIIS NETUUOGYEVOT

AutoAovn MAK

Aomoinon
C
® o
® 2

3%
°%0

® o
o @ -

Aomc = AocBevnig

ﬁ

AAANovevic MAK
Aotng  #  Acbevic

ﬁ

I

Xipaipa



Ipotepnuota arroysvovg MAK

Allogene HSZT

&
w  Addo-
: YEVNG
AOTNG

s

Ny :l Vorlaufer
* zellen

Graft versus
TLeukemia Effect

Erythro
7yten

----> KOAUTEPOS EAEYYOS VOGOV HEGM TOV (LVOGOTOUTKOV GUGTILOTOS
----> MYODTEPES VTOTPOTES




H alloyevic MAK amotelel TV povaoikn Oepameio taong
Y10 OPLGUEVO VOGT LOLTOL

OMA pe KOTTOPOYEVETIKT] KOUKNG TPOYVOGTIKNG GNUAGLOG

X6 novo S OAAOYEVIIC NETONOGYEVOT)

unfavorable

3
:
e
:
;

years from start of therapy Time in years




IHpofpata arrloysvovg MAK

Allogene HSZT

{r. 64—
IIpoyovika

/ Kvttapo
I
S & Daue

Graft versus
Host Disease

avTiopaocn HOGYEVUATOS
ATEVOVTL GTOV CEVIOTI




AVTIOPO.OT HOGYEVNATOS UTEVUVTL GTOV EEVIGTT)

Oé&eta GVHD Xpovia GVHD
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AWQopES aVTOAOYN S KoL aAroyevovg MAK

Avtoroyn

Y motpomnt) vOGOU

Tolwomta e XO
AANOYEVIG AVOGOKUTAGTUATIKG QapROKO,
| | D [
"kaBapo” "amdppryn” GvHD
HOoYELHA HOGYEVUATOG Aowwmégig ---> TRM

(Ymotponn)




Standard AvocokaTaoToA

Kivouvog utroTpoTrng
(Graft v. Leukemia)

Kivouvog GvHD Nolpwéeic




Yynin AvoGoKaTOGTOAN

Kivouvog
UTTOTPOTTNG

Kivduvog GVvHD l T
Aolpwieig

Graft l
Versus
Leukemia




XounAn AvoGOKOTAGTOAN

Kivbuvog l
Kivduvog T UTTOTPOTTNG
GvHD

Nol1pwieig l
Graft

vVersus T
Leukemia



Timing of Likely Infections Among Allogeneic Stem CellBone Marrow Recipients
Receiving Antimicrebial Prophy laxis

Herpes simple=
L -Lh Fespiratory wiruses»
-

P
Court lan i A H i =
WTomegdalow IFus=, urman E'I’&E'SVIFLISE'S a -__

YMaricella zoster wirus,
Epstein Barr wirus, BKSJAC wiruses

Gram positives,
Gram negatives? Encapsulated bacteria -

Bacterial

Candida =spp.

dzpergillus Epp.{}

Tox=oplasma gondii
P

Freumocy=tis carinii
-

Farasitic -

FHuco=siti=s Acute gratt—versus—host disease Chroniz GYHD and therapy for this

Bick Organ (G%HD) and therapy for this condition
¥ ISt dy=function condition FMucocutaneous damage [GWYHD)
AEtors Meutropenia FMucocutaneoaus darmmage (GWHD) Cellular and humaral immuns

and other Cellular immnune dysfunction dy=stfunction
imune Imrnunernodulating viruses Hyposplenism , decrease in opsonization
defect=s Lecrease in Freticuloendothelial function

- - - o -

=il

Freengraftment Immediate postengrafiment Late postengrafiment

Fespiratory wiruzes are wery common morbidity associated with these infection=s is not fully defined.
Early incidence decreased with preemptive therapy ; late CHY infections occur in patients with deficient

CHW—=specific T—cell immmunity .
Fzeudormonas asrugino=a account=s for <1 percent of infection=s; pneurmonia as=sociated with GVYHD occurs at a

median time of 10 ponths post transplantation.




AITIA OGANATOY META THN METAMOXXEYXH

AUTO

Relapse (78%)

rgan toxicity
(7%)

IPn (3%)

Infection (5%)

Other (7%)

ALLO

Relapse (23%)

rgan toxicity
15%)

Other

IPn (9%
(17%) R

Infection (21%)



IHowog yperaletor aAroyevi] petopocyevon?

e Asgvyopuio Kol alleg Kokon0eic madnoeg Tov alpatog....
e Asgvyoipio youniov Kivoovov (<10% tov nepurt@ce®y)
el ne X0 >70%

e Agvyoipio vYniov Kivovvov (90% tov teprtOeE®V)
elon) ne X0 < 10%

2uyyevels Tadnoes Tov GipaTos / avoGoTOTIKOV
GUGTNUATOS (T.Y. LEGOYELUKES UVULULES, GUYYEVIG
OVOGOVETAPKELES)

060 nofatvovpue TEPLGGOTEPO YLO TV OVVUUT] TOV

OVOGOTTOU TIKOU GUGTIHOTOS KO HELOVOVUE TIS EMTAOKES TNG
0AAOYEVOVS LETUNOGYEVONS GVEAVOVY KO Ol EVOEIEELS YL
OALOYEV] LETOUOGYEVGT] HVEAOV....eeereeeees

Y. GALOYEVIIC HETUUOGYEVOT GE KAPKIVOVS CUUTAYMDV OYKOV



Epompata otny MAK: 00TNG

NMpoTtr¢
OKEUAOTIK
oxnu/ Y1roTp

mn

Avtoroyn

AALLOYEVIC

- 20YyYevinGs, GuuPatdc
- EOehovtic, Mn cuyyevig
- [Thakovvteo aipo,

- 20YYeviG ATAOTOVTOGTLOG




ITowog etvor 0 KOTAAANA0S 00TNG?

HLA ovupatog 60tng

" o 1 "-.
Fiart ekl Dovr'y witm liond ol

Paree & eaipin matdy: ol et sy i by epainst sk o,

Bimri vhio bt 22l o' write bond
Wi & nsend & amai Ao bl ] nrh crn T ol will e

« 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 ZupyBartdg ocuyyevig

<1% mBavotnTa copfatod cvyyevi

i/

25% mOavoTnTe copufotov aoErPov




Tpamelec €0chovTOV 00TMOV HVELOD TOV 0GTOV

MMoc Eskivnoay 0L ... Mo eéelyTnKavy.....

H adeien tng Mechtild Harf,

acOevovg e Aevyoupuia, Topdinoe v
KOPLEPQ TG MG OLOPNUoTPIO KO EQTIOEE
uo tpdmela dotwv 10 1990 oto Tiibingen
['eppaviag

O Anthony Nolan kot 1 untépa Tov m

Shirley to 1974 JEDER EINZELNE ZAHLT

The ANTHONY Mg,

1.5 exotoppidplo 00te
NOLAN Trust ’i\ Tuking back lives from leukaemia HERP °

Kk0e xpovo mpocOEtovtal 120.00 00TeC
800.000 5dtec uéxpt topa 9.200 66tec tov DKMS
10 2004: 465 d0tec "ydproov ermidn "xaproov eAmion”



Hoykoopa tpaneCo €0eAovTOV 00TOV HVEAOD TOV 0GTOV

BONE MARROW
DONORS WORLDWIDE

Figure 8a. Distribution of stem cell donors in the world ) o )
B S TR P Figure 8b. Distribution of stem cell donors in Europe

Indla, Mexico China (Hong Kong), lsrae Australia (Incluging New [ <25.000 conors [B2s 000 - 100,000 conors Il 100.000 conors
South Africa Zealand), Canada, Japan
TawanR.O.C. USA

Croatia, Denmars, Finland, Austria, Belgum, Cyprus,
Greece, Hungary, Ireland, Czech Republic, Netneriands
Norway, Poland, Portugal, Turkey, Spain, Sweden
Russla, Republic San Marino,

Slovak Republic, Siovenia,

Swhizeriand

France, Germany, italy,
UK

EoNIKOEZ OPraNizMor METAMOZIXEYZECGN

LI WG leSl SRS TG CeaRps PG Soaky L
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BONE MARROW
DONORS WORLDWIDE

THE NUMBER OF STEM CELL DONORS PER 10,000 INHABITANTS SORTED BY HLA-A -B, -DR

Number of
inhabitants

Country

Total
number of
donors

ABDR Total

: Cyprus 20,993 79,860 262
Registry
686
2,127,656
744,106
167,530
398,303
91,336
18,456
39,696
14,149
82,712
13,648
18,475
14,643
140,404
18,483
30,813
15,368
16,173
84,676
160,170
6,416
24,134
2,595
309
4,598
7163
613
1,859
2,826
65
12,647
146.0 1,055
65.7 415
5.4 0
1,014.0 0

690
3,784,384
1,880,458

224,305
524,803
158,918
20,885
51,231
14,413
221,862
14,053
18,663
144,748
293,637
39,951
32,021
48,713
38,659
111,890
161,448
8,389
42,391
10,413
343
19,080
115251l
3:931
27,333
2,869
94
39,114
13,418
25,928
285
1,205

229
99.0
89.9
TR
66.9
47.6
41.0
39.2
32
26.4
26.2
258
252
24.4
20.8
19.4
19.0

16,228
Germany, Ulm 2,179,546

8723544

2005: 10.3 ekatop. 00TES
2006: 11.1 exaTop. 00TES

GIEE‘CE Germany
Taiwan

UK

Australia
Norway
Belgium
Ireland

Canada
Finland
Switzerland
Israel

Italy

Sweden

The Netherlands
Austria

Czech Republic
France

w

=
N O — — o

S

4.5
0.2
3.8
153
52
1.3
58
1.6
8.9
i)
8.1
0.3
S
6.5
5:3
0.0
0.6
1i:9
8.6
0.0

3
]

Portugal
Hungary

South Africa
Mexico

Croatia

China

Russia

Turkey

Slovak Republic
India

_.
=
O wo
wh =

4.3
1,261.8
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o
o
=
= U1 0 O W N W O W

S OO0 & O e

o
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* Data extracted from www. photius.com/wfb2000/countries (July 2000).
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IIOovoTnTO cvpeoNnc 00TN

100%0 -

- Caucasian

- American
Indian/AN

Mult/Oth/
Unk/Dec,
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Eyel vmoAoylotel pe 6TOTIGTIKA
LOVTEAD OTL oL YO PO
10.000.000 kotoikwv Oa
umopovoe vo eEacPalicel i
80% mBavoTNTa €DPEGNG
cuuPatov 00t Yo Evay
acOevn av dEbete mepi ToLg

150-170.000 Tvwomomuévoug
O0TEC

(H. Miiller, Director of German
National Resgistry, personal
communication).

EALGOa: 16.500 60TeC



I'latt vTapPovVY HOVO TOGOL ALYOL O0TES HVEAOD TOV 0GTOV?

- gehhewyn evnuépmongs (ayvorwa yua T avaykn, eopog)

- 0 EOM gival 6uvTovieTIKO 0pYovo, HalEVEL 0A0VS TOVS O0TES
07TO TIS TOTKES TPATECES O0TAOV

TpaneCo 00TOV HVEALOD TOV 0GTOV
1. Xperwaleton 101k e€étaon (HLA) o€ €101k6 gpyaoTiipro
2. eivan axpipn (to 1974 agp. 670 Euro, topo 50-70 Euro)

YPNMUATOOOTN G £POAVOL, UTTO TOVS LOLOVS TOVGS OOTES,
EPEVVNTIKA KOVOOALL



Hwg umopet kamoiog va, mpayuatomoijoel Ty extbouia Tov
va onimlel g ootng "uvelov twv octav;"

Ilowoi:

ebelovtiKn dwped

18-55 etov,

OEV £YOLV 1GTOPIKO UETOOOTIKDOV VOCT|LATOV

Ilog
ONAmG) Tov Yo emtBopia eyypaeng tov oto apyeio dotwv Tov EOM
oetypa aipoarog yioo HLA tomomoinon (2 IN'evikég)

evnuépmon ke Iéuntn ota €. latpeio opatoloytkon

Ta armoteAéouara, pall pe to 6ToryElR TOV OOTH, KOTOYOPOVVTOL GTOV
EOQviko Opyovicud Metapooyevcemv kot amo ekel otnv Iaykdouo,
Tpdmela dotmOV



AwaolKoolo gvpeong A0t

I[TATPA
Aot Tpdamelac [atpac #1

NOXOKOMEIO MEABOYPNHX

Aldryvoon Asvyoupio » "'shock"

avalntnon o0t HEcw
——» TTOYKOG OGS TPATECOLG

0TV
ynueodepameieg > OYYOC
ynuelodepomeisc npdT eATida (o +—— EVTOTIONOG mhavoy 60t
nuelobepamneieg eMaPN pUe Tov 801N, ELEYYOC
ynuelobepameieg

Metapooyevon EAmioa Cong <« AQPEA KYTTAPQN


http://www.me.berkeley.edu/announcements/Patras/images/wg3_JPG.jpg

[Tolo1 o1 KivOuvol Kal TTold €ival Ta 0PEAN ATTO TN
OWPEA "TTPOYOVIKWV AIJOTTOINTIKWY KUTTAPWV";

Kivovuvol 0L

Mvoelo

. , , - check up tov 66t
- TOVOG GTO GIUELO TG TOPAKEVTIONG

- N0K1 Kavomoi
- 6€ >25.000 dmpeic 2 TEPIGTUTIKG, noKn 1 mounon

0GTEOUVEAITIONG

IIEPLPEPIKO KIVTOTOMUEVO QLN
- EMIPPOS TTOVOS G6TO 0GTA KATA TNV
OLAPKELD ANYNG TOV CVENT. TOPAYOVTO,

- 0€ >30.000 owpeég 1 meproTaTIKO
TTVEVUOVIKNG EuPoing Ko 1 epepaypotog

Kopio andtepn eruwloki) 2VVavIno™ 00TOV-0EKTOV
(ueTd amo Eva ypdvo)



Epotynoto otnv ailoyevii MAK: pooyeopa

Muvgroc?

Ieprpepiko aipa?

ITAoxkovvTewo aipa?

GVHD

OKEUAOTIK
oxnua / Ytrorp

mn




KOV KUTTUPOV
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Tv ompiler 0 00TNGS?

CD34 IIpoyovikd opomomtikd KOTTopo




AQPEA ITPOTI'ONIKQN AIMOITOIHTIKQN KYTTAPQN

2VAA0YY] HVEAOD TOV 0GTOV




Kwntomoinon mpoyovik@v oipomoTikQV KVTTAPp®V

LVEAOC TV OGTMV

steady state

TEPLPEPTKO CLLLLOL

7O Stress

G-CSF

<1 CD34+/ ul

10215 CD34+/'ul




AgvKa@Quipeon




I10c0 TPOYOVIKA KOTTOPO TPETEL VO, EYEL TO pOGYELHA?

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

|
|
.

P e
/({ 200-400 ml "Kwnromompuévo" mepipepikod oo

7

]\ 10-40 ml emheypéva CD34+ kottopo
[




[Tapaywyn opOTOMTIKAOV
KUTTAPW®V
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Mooyevpo Kotd TNV HETUROGYEVGT] GLUOTOTIKOV KVTTAPMV

Ieprpepiko
WARTIY)

HVEAOG

Ongeairo
TTAOKOVUVTLO

Epgvtevon GvHD XvAloyn I1ov ypno.
12 d +++++ EVKOAN OLLTOA
aALOY.
20d +++ OVGKOAN OANOY.
OVTOA
35d + Ayo KOTTOpOL WA ,
GE OOl




OpneoroTAoKOOVTIO LI

Eneéepyacia AmoOnkevo

NETCORD

OLLOOAOTTAKOVVTIO L

- TEPLEYEL AULOTONTIKA TPOYOVIKA KOTTTOPO
--> umopet va ypnoponoindel yio MAK
- uovo 40% tv GVALOYDV EIVOL TKOVOTTOINTIKES
- T0, KOTTOPO EVOL Ao, --> petapdoyevon novo yio dtopa peypt 40 kg
- TOL KUTTOPO ELVOIL owpal --> axopa kot ue HLA acvupatotteg Ayo GVHD

- TEPLEYEL PAAGTOKDTTAPO TTOV UTOPOVV VO, O10POPOTOINHOVV GE O10LPOPOVE 1IGTOVG
- In Vitro mepapota, oyl TNV KAMVIKN TPAaEn



Public Cord Blood Registries

- 38 Public Cord Blood Registries og 21 ympeg >500,000 pooysvuata

- otnv EAAGSa onuovpyndnke n eBvikn Tpanela (k. ZtavpomoHAov)

- okeg dovievovy pe NETCORD certification

- TOL LOGYEVUOTOL LTTOPOVV VoL YPNOILOTOINO0DV Y10 LETAUOCYEVGT LEGH TNG
o1efvnc tpamelog LETOUOCYEDGEWMV

- 01 YOVEig oev emPBaphvovtor yia TNV UAEN

[owwTikeg TpdmeCec @UAACNG OUPOAAOTAOKOVVTIOD OLUOTOC

I'TATI AEN MITIOPEI NA XPHZIMOIIOIH®EI TO ®YAAI'MENO MOXXEYMA
AN TO XPEIAXTEI TO ITAIAI
- oTNV TodIKY Asvyoupio BpEdnKay Aevyoikd KOTTOPO, 101 GTO TAUKOVVTELO OHLOL
- koo wwwtikn Tpomelo oev exet NETCORD certification (aug@iporov mordotntog)
- 01 1O1OTIKEG TPpAmeLeC drapnuUilovy TNV LEAAOVTIKY) ¥PTOT) TOL OUPAAOTACKOAVVTELOD
ailoTog oy KuTTaplkn Oepaneio o emo10pHwon 16TOV

--> 0ty Ko ov @OacGovE GE AVTO TO OTUELO Oal YPNGLUOTOIOVUE

ex Vivo enginnered kuttapikéc oelpéc



Estimated Charges for Transplants

Estimated Average Charge

USA Europe Greece
Autogolous € 90,000 € 60.000 € 14.000
Allogeneic Related € 150,000 € 120.000 € 14.000
Allogeneic Unrelated € 210,000 € 140.000 € 14.000

Adapted from Haubolt, R., Research report: Cost implications of human organ and tissue
Transplantations, an updated: 1999. Milliman and Robertson, Inc.



Stem Cell Plasticity?

> Pankrea




Myocardial Repair by mobilized stem cells

I.-;I-'-"':" Wyocardial infarction
;I_.ﬁ induced

Stemcells
injected directhy
into the haart

Saline CD34+ HSC

Differentiation into cardiomyocytes
smooth muscle cells, endothelial cells
(68% regenerated infarct).

Possible mechanisms

Stem Cell Plasticity
Myogenesis/Vasculogenesis/Fusion
Paracrine Effects/Remodeling
Angiogenesis/Arteriogenesis

3
]
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g
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LVEF-Recovery
(weeks post MI)

Orlic D et al., Nature 2001



Arloyeviic MAK...mtapelOov, Tapov, nEALOV

1969-1998

1998-tmpa

MéALov

AALOYEVIC LETOUOGYEVOT) UE LVEAOUPAVIOTIKA GYNLATOL
- veapol aoBeveic, Kol KAVIKN KATAGTAON
- LOVO G€ KOKONOEIS opatoroyikéC acOEvetec

AALOYEVTC LETAUOGYEVGT) UE GYNUATO LEIOUEVTC EVIAUGTC
+ nAkiouevol aclevelc, acbeveic pe GuvooEc madnoelg
+ 6€ GLUTTAYELC OYKOVG, GE achevElS e KANpovV. madNoceLg

avVOCO-Kol Kuttapodepameio petd anod ,,ex vivo
KOTEPYUGLO KLTTAPWOV

-->neprocotepo GVL, Aryotepo GVHD-TRM,

--> yio. KaKon0e1g ko un Kakoneig vosoug

--> fgpamneion AmOKATAGTUONG KATEGTPEUUEVOV IGTMOV
(Tissue replacement therapy)
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