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2007: Hematopoietik KHN, 50. Yili

i The Nobel Prize in Physiology or
Medicine 1990

“for their discoveries concerning organ and cell transplantation in
the treatment of human disease"

Joseph E. Murray

@ 1/2 of the prize
usa
Brigham and Women's

Hospital
Boston, MA, USA

E. Donnall Thomas
@ 1/2 of the prize

usa

Fred Hutchinson Cancer

Research Center
Seattle, Wa, USA

[] 1:MEnallMed. 1957 Sep 12;257(11):491-6.

Intravenous infusion of bone marrow in patients receiving radiation and chemotherapy.

THOMAS ED, LOCHTE HL Jr, LU WC, FERREBEE IW.

PMIC: 134649565 [PubMed - indexed for MEDLIME]



‘ Josep Carreras Our fight will endure

LEUKAEMIA FOUNDATION UNTIL THERE'S A CURE

ABOUTUS | MEDIA | CO

DONATE NOW

A total of 1 million stem cell transplants
have been performed worldwide



Transplant Recipients in the US, by
Transplant and Donor Type
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Cumulative Plot of Transplant Recipients in the
US by Transplant Type

Transplants
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2013 EBMT Avrupa HKHT Etkinlik Raporu
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Bone Marrow Transplantation (2015), 1-7



Ulusal HKHT Etkinligi: YILLAR
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TRANSPLANT BASARIMIZ ARTIYOR MU?
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Transplants, %
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Marrow Transplantation

EB&TQ Aktif ik 15 Avrupa Ulkesi: Verici Secimi
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European Society for Blood and Marrow Transplantation

2013 Activity Survey




(eBy Avrupa 2013 HKHT Etkinligi

European Society for Blood and 2
Marrow Transplantation *

Verici Tipi: Tum Olgular
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European Society for Blood and Marrow Transplantation
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Avrupa 1990-2013 HKHT Etkinligi
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L2 Avrupa 1990-2013 HKHT Etkinligi
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Avrupa 1997-2013 HKHT Etkinligi
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EBIT Avrupa 1997-2013 HKHT Etkinligi
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Avrupa 1997-2013 HKHT Etkinligi
Kordon Kani HKHT tum olgular

6.7 % of all allo HSCT

900 \l,

600 T
H 4.5 % of all allo HSCT
S
C
T
0
97 99 01 03 05 07 09 11 13
Year

European Society for Blood and Marrow Transplantation

2013 Activity Survey



Ulusal Etkinlik: 2014
Eriskin Merkezler: 47
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Sisli FNG HHKTU Verici Kullanimi
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Guncel Basarida Unsurlar

Adjusting post fransplant I/S
Optimize stem cell to minimize GVHD and preserve GVL

dose and source

BMT? PBSCT?

survival

Select

god risk % relapse
patients! '

New conditioning regimens

Controlled ll I || II

regimen intensity

Better Supportive care



Basariyi Nasil Olcliyoruz?

Marrow

APC recovery Biological endpoints

NK recovery

T cell recovery

clinical endpoints

statistical endpoints




Survival function estimate

1.00

0.75

0.50

0.25

LS Female

LS Male

1 (LT
Famnky

15

Years since HCT

20

25

Blood. 2008 Feb 1;111(3):1740-



Risk
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Basari Oykuleri: Devami Gelecek mi?
AD Allo HHT: Sagkalim




Basarisizliklarimiz

NO CHANGE IN RELAPSE AFTER HLA-IDENTICAL SIBLING
MYELOABLATIVE TRANSPLANTS FOR EARLY LEUKEMIA*
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Basarisizliklarimiz

NO CHANGE IN RELAPSE AFTER HLA-IDENTICAL SIBLING
MYELOABLATIVE TRANSPLANTS FOR ADVANCED LEUKEMIA*

IBMTR, 1975-2002
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Basarimizi Sinirlayanlar

* RELAPS

* GVHH

* INFEKSIYONLAR

* REJIME BASLI TOKSISITE
* HASTALIK KONTROLU



GVHH Korunma
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Hucresel Tedaviye Bakis:2015

Transplant CD34 cells unmanipulated / T cell depleted

engraftment

>90% survival

Sources: Allogeneic
Marrow
Blood
Cord blood

Relapse DLI, T cells and NK cells
Infection Virus specific T cells
Organ toxicity MSC
GVHD | msc/ Tregs



Hlcresel Tedaviler: Basitten Karmasiga

minimal
manipulation

Level 1

Marrow
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minimal
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Level 2

CD34 selection
CD4 selection
Memory cell selection
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NK selection

culture expansion
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selection
feeder cells

Level 3

Selective immunodepletion
Virus specific T cells
Tumor-specific T cells

TIL, MIL
NK cells
MSC
DC

gene insertion

Level 4

CAR cells
TCR insertion
Suicide genes

TGFb resistance
Cytokine secreting



Hiicresel Tedaviler: Uygulamada Neredeyiz?
; Clinical trials ~ Acceptance Commercialization

CD34 cell products
Dendritic cells

Gene modified T cell




Hedeflerimiz

* Herkese trasplant yapabilelim
— Donor havuzu arttiralim
— Yasli hastalara daha glvenli bir sekilde islem
yapabilelelim
 Tum olgularda nakil 6ncesi hastalik kontrolu
saglayalim
— Hedeflenmis tedaviler

— Gelismis hazirlik rejimleri
* Monoklonal antikorlar
* Radyoimmunoterapi
* Yolak inhibitorleri



Herkese Verici Bulalim

* Kordon kani bankalar
— Ekspansiyon
— Unit sayisinda artma
* Haploidentik nakiller
— Post inflizyon endoksan CAGI
* Saglga erisim/geri 6deme
— Sosyoekonomik durum

— Transplant merkezi sayisi
— Yetismis insan gucu



Small molecules
Combination
chemotherapy
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High dose chemotherapy
and marrow rescue

Cell therapy
Cytokines
New drugs




Sonuc/Tartisma

Kanser biyolojisi

— Yolak inihibitorleri

— Immun sistemin toparlanmasi; imatinib dgretileri
Epigenetik (NGS, WGS)

— Farmakogenetik

— Tumor Genetigi

Immun yeniden yapilanma
— Otolog

— Allojeneik

Hucresel tedaviler
Multidisipliner yaklasim



