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Kimyasal-farmakolojik ajanlar

Fiziksel ajanlar
Cerrahi Islemler
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Hlcre Tedavileri
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Cicek Asisi- Dr Timonius 1713/Istanbul

Ik Basarili Kan Nakli- Dr Blundell 1818

Ik Bagarili Kok Hiicre Nakli Dr Donald Thomas
1955

Ulkemizde Ilk Hiicre Tedavisinin Uygulanmasi
Dr.Sureyya Tahsin Aygun. 1973
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Examples of cells involved in various

diseases

Neurological disorders: stroke, Parkinson’s disease,
SPINAl COTA INJUTY .ceeeeeeeeerrrere e e e e e e e e e Neurons
Cardiovascular disorders: myocardial infarction,
congestive heart failure...........cccccveeeeeiiiiiiiiiiiie, Cardiomyocytes,

stem cell}é
Insulin dependent diabetes
100151 1 0 0TSSR Islet cells
Osteoarthritis.....ccciieeeeciiiieeee e Cartilage cells
Immune and hematological disorders.........ccccccceeeur e Blood cells,BMSC
Burns and wounds..........cccccoiiiiieiiieccccceee e, Skin cells
Disorders of the liver: cirrhosis, hepatitis..........cc..... cuu.....e. Hepatocytes
O STEOPOTOSIS. . .uuuuennrnrrrrnrrrrrrrrrrrrrereerrerrereeeeeeeeeeeeeseeeeees sessssenns Bone cells
Muscular dystrophy..........coooieeeieieeieeeeeeeeecccee Myocytes
Macular degeneration.......ccccceeeecuvviieeeeeeeeeseciiireeeeees cvvveeeee Retinal cells

JainPharmaBiotech



Undifferansiye

Kok Hucreler

Kok hiucre nakli

Organ rejenerasyon
calismalari

Yeni organ taslaklari

Fibroblast/

Keratinosit

Kondrosit,

Kemik htcreleri

Immiinoterapi
Urtnleri

Diferensiye

Hulcreler

Dermal papilla
hicreleri

Hepatositler
Myositler
Retinal hicreler
vb
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A- Embriyonik Kok hicreler
B- Non Embriyonik kok hiicreler

1- Erigkin Kok Hucreler(Somatik Kok htcreler)
- Hematopoetik kok hiicre
Kemik iligi kaynakl kok hicreler
Periferik kan kaynakli kok hticreler
- Stromal Kok hicre
MKH: Mezenkimal hkok hicre
MAPC: Multipotent eriskin kdk hiicresi
MIAMI: Eriskin kemik iligi kaynakli indiiklenebilir multilineage hiicre
hBMSC:insan kemik iligi kaynakl kok hiicresi
VSEL’s:embriyonik hiicre benzeri kiigiik kok hiicreler
- Organ spesifik Kok Hicreler

2- Fetus Kok Hucreleri
3- Kadavradan elde edilen kok hiicreler
4- GoObek kordonu veya plasental kok hticreler

5- Partonod hiicreler

5- Dedifferansiasyon ile herhangi bir hiicre(Reversin etkisi)?




Undifferansiye

Kok Hucreler

4 N\

Genetik — Organ rejenerasyon
manuplasyon calismalari
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Hamano et al
Strauer et al
Assmus et al
Menasche et al
Stamm et al

Pagani et al
Tse et al
Perin et al
Wollert
Brehm et al
Smits et al
Ozbaran M
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Laurent Roybon - Nicolaj 8. Christophersen -
Patrik Brundin - Fia-Yi Li

Stem cell therapy for Parkinson’s disease: where do we stand?

Received: 4 May 2004 | Accepted: 25 June 2004 / Published online: 11 August 2004

i Springer-Verlag 2004

Abstract A major newropathological feature of Parkin-
son’s disease (PD) 1s the loss of nigrostniatal dopammergic
ncuron.  Patients exhibit motor symploms, ncluding
bradykinesia, ngidity, and tremor Neural grafting has
been reported Lo restore stiiatial dopaminergic neurotrans-
mission ad induce symptomatic reliel. The major limi-
tation of cell replacement therapy for PD is the shorlage of
suitable donor tissue, The present review describes the
possible sources of cells, meluding embryonic stem cells
and somatic adull stem cells. both of which potentially
could be used in cell therapy for PI, and discusses the
advantages and disadvantages of each cell type

Keywords Parkinson's disease « Newral grafting -
Embryonic stem cells - Somatic adult stem cells

Dopamin Sentezleyen Sinir Hlicresi Nakli

Once Sonra

Sekil 8.3 : Bir parkinson hastasinin beyninden nakil oncesinde ve hiicre
naklinden 12 ay sonra alinan PET (pezitron emisyon tomografisi) goriintii
leri.

aggregates known as Lewy bodies (Giasson and Lee
2003), Despite major advances over the past decade, the
etiology of PD remains unclear. Cecurting most com-
monly as the sporadic idiopathic form, PD has been
hypothesized Lo be atibutable o genetic predispositions
to cither endogenous toxms or environmental factors such
as pesticides, herbicides, and industiial chemcals. The
neurodepenerative process in PD has been associaled with
mereased protein misfolding, oxidative stress. mitochon-
drial dyshunction, and excitotoxicilty (Olanow and Tatton
1999; Ciechanover and Brundim 2003). The recent iden-
tification of genetic mutations i rare familial cases of PD
has provided important insights mto the molecular patho-
penesis of this disease. At present, four identified penes
have been clearly linked lo PD: alpha-synuclein, parkin,
ubiguitin C-terminal hydrolase L1 {UCH-L1) and DJ-1

(LARES

T RET |

G000

Hontrol

Normal EKH transplante






e 2004 yilindan bu yana EGE
tniversitesi blnyesinde 6
ALS’olgusunda ALS uygulamalari icin

hucre uretimi

— Sonuc:Hastallk progresyonun a gecici
gerileme ve progresyon yavaslamasi
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Fibroblast/

Keratinosit

Kondrosit,

Kemik hicreleri

Immiinoterapi
Urtnleri

Diferensiye

Hucreler

Dermal papilla
hiicreleri

Hepatositler
Myositler
Retinal hticreler
vb
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Fibroblast/

Keratinosit

Kondrosit,

Kemik htcreleri

Immiinoterapi
Urtnleri

Diferensiye

Hucreler

Dermal papilla
hiicreleri

Hepatositler
Myositler
Retinal hticreler
vb
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Hucre kultard

TEKNOLOJI
izolasyonu
P PR a I__— -
Saglikh yerden / | Yama altina Kondrosit | |
biyopsi paketlenmesi ,f: |

Hasarli alan ™ Tibiadan periostal N

(|ezyon) 1 f : yama ! [




Tibial periosteum

implant yerinin hazirlanmasi




Fibroblast/

Keratinosit

Kondrosit,

Kemik hicreleri

Immiinoterapi
Urlnleri

Diferensiye

Hucreler

Dermal papilla
hiicreleri

Hepatositler
Myositler
Retinal hticreler
vb
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Immiinoterapi trinleri
. Dendritik htcreler

. NK hicreleri.
. T lenfositler
DLI:
TIL/LAK:
ASH:
Treg (Reqgulatuar T lenfositler)

Granulositler: Agir notropenik ateste yillardir kullanilan

hicrelerdir.
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Renal cell karsinom

e 236 hasta 148 Otolog tumor lizat asilamasi 5
yillik progresyon free survival ve overall survival

T3NOMO grubunda

e kontrol grubunda % 25,
e asl grubunda % 77,5.

Repmann R ve ark. Anticancer Res. 2003 Mar-Apr;23(2A):969-74.
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I Exp. Clin. Cancer Bes 26,2 2007

Active Inmunotherapy for Cancer Patients Using Tumor Lysate
Pulsed Dendritic Cell Vaccine: a Safety Study

E Ovali', T. Dikmen’, M. Sovomez, M. Tilmaz, 4. Usal’, T Dalbast’, K Ewzeyii®, M. Erno¥’, 5B, Omay’

'Earzderiz Technical Universiry, Deparmmen: of Haematology, “Erciyes University, Deparmuent of Oucalogy; “Egs University, Departmen:
of Nenrosurgery; *Harsdeniz Tachnical University, Deparmusrt of Mewosurgery, "Karadeniz Techmical University, Deparmusut of
Microbinlogy; Trabzon - Tarkey

Cancer vaccme therapy represents a promising therapeutical option. Consistently, with these new treatment
strategies, the use of dendnitic cell vaccines is becoming increasmgly widespread and currently i the forefront
for cancer treatment. The purpose of this study was to evaluate the feasibility and safety of tumor lysate-pulsed
dendritic cell (DC) vaccing in patients with advanced cancers. For this purpose, eighteen patients with relapsad
or refractory cancer were vaccinated with peripheral monocyte-derived DCs Eenerated with GM-CSF and IL-4,
and pulsed consequently with 100 pg/ml of tumor lysate before maturation in culture in the presence of IL-1,
PGE, and TNF o for two days. The first two vaccimations were given iniradermally every two weeks while fur-
ther ijCtlﬂ]li were given monthly.

The DC injections were well-tolerated in all patients with no mere than grade 1 injection-related toxicity. Local
mﬂammatnn, Tesponse myuly erythematous which subsided m 48 hIs l:ime No Eud organ toxicity or au-

The results showed let
sponses against cancer.

aefive immumotherapy 15 feasible, safe, and may be capable of eliciting e re-

Eey Words: Inmumotherapy, Dendnitic cell vaceine, Cancer
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18 son donem (no-hope) degisik tirden kanser
hastalarinda dendritic hlicre bazli asi uygulamasi
sonrasil

1CR

1 NCR

2 PR

4 Primer tumor regresyonu
Toplam %22 objektif % 44 klinik yanit
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Fibroblast/

Keratinosit

Kondrosit,

Kemik hicreleri

Immiinoterapi
Urtnleri

Diferensiye

Hucreler

Dermal papilla
hicreleri

Hepatositler
Myositler
Retinal hticreler
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Bu gun kok hicre nakli yapan 24 Universite ve
O0zel hastane mevcuttur.

Kayith 4 kordon kani bankasi ve

Bircok Tup bebek merkezi vardir

Hemen tum universitelerde hicresel tedaviler
calisiimaktadir.

Ancak Tam anlami ile hucre tedavi trtnlerini
Klinik kullanim i¢in gerekli olan GMP
standartlarinda treten merkez yoktur.
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Bu anlamda llk Girisim:

Ulkemizin ilk GMP kosullarina uygun, Huicre
tedavi Laboratuarini

4 milyon Euro’luk Tesisini tamamlamis ve 28
mayista ulusal denetimden Tam not alarak
cikmistir.
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KOk hicre izolasyon, purging, ekspansiyon ve saklama islemleri

T-Hicre tedavileri ve immunoterapi programlari

DH dretimi ve Tumor asilar (ATA-1,2,3)

Organ spesifik kok hiicre ve MPAC,MIAMI,hnBMSC izolasyonu ve lretimi
ATI-Mezenkimal

ATI-Fibro.

ATI-Fibroplazmajel

ATI-Keratinosit

Ulusal doku veri bankasi ve Kordon Kani Bankacilgi

Htcre tedavileri anlaminda tim tlkeye proje desteqi

Yakin Gelecek
« ATi-dp
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— Otolog Kok Htcre islemleri:
o KOK hicrenin ek islem yapilmaksizin dondurulmasi ve saklanmasi
» KOk hiicreden CD34 pozitif seleksiyon
» KOK hiicreden exvivo ekspansiyon*

Allogeneik kok htcre islemleri:
« KOK hicrenin ek islem yapilmaksizin dondurulmasi ve saklanmasi
» KOK hiicreden CD34 pozitif seleksiyon
» KOK hiicreden CD3 deplesyonu*
» KOk hiicreden CD8 deplesyonu*
« KOk hiicreden exvivo expansiyon*

—_

e DLI icin NK hiicre seleksiyonu* q
* DLIicin CD8 deplesyonu*

a MNANN\/ enncifil, NI 1%
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Lizat asilar*

DNA asilari*

Protein-Peptit asilar*:

— g Idiotip agilart

— TUumor spesifik proteinler

— Viral protein spesifik asilar

e Dendritik hticre asilari™*:

Otolog dentritik hiicrelerin tretimini takiben

— Tumor lizatlari ile yiklenmis DH asilari

— TUmor spesifik peptitlerle yiklenmigs DH ¢ . a

— Tumor spesifik RNA,DNA ile yiklenmis [
asllari.

— Viral peptitlerle yuklenmis DH asilari

TEKNOLOJI



Tumor spesifik T hucre Gretimi*
Virus protein spesifik T hlcre tretimi*

Agir notropenik ateste kullaniimak tGzere icin T
cell hicreleri azaltilmis 1sinlanmis allogeneik
granulosit Gretimi™.

—_

A
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» Tedavi Amach Urlinler*:
— Otolog cilt dokusu
— Otolog kikirdak dokusu(diz cerrahisi icin)

 Arastirma amacl Urlnler*
— Kardiyak rejenerasyon icin otolog MKH dretimi
— ALS olgulari icin otolog MKH Uretimi
— Hepatik rejenerasyon icin MKH (retimi
— Sinir sistemi tumor cerrahisi sonrasi icin MKH dretimi
— Sipinal Kord ve periferik ndron tamiri icin MKH Uretimi

— Calisma kapsaminda tanimlanan her tur organ rejenerasyo %
icin MKH Uretimi é
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Kordon Kani ve kok Hucre
Bankaciligl

10 yillik hticre dondurma deneyimi
5 yilhk kOk hiicre dondurma deneyimi
2 yilhk kordon kani saklama deneyimi

Uluslar arasi CellGenix deneyimi ile klasik
kordon kani bankaciligi

Thermogenesis lisansi ile otomatize
Bioarchive sistemi ile kordon kani
bankacilig!




 Bu gin icin KTU-ATI Teknoloji
— Multiple myeloma, Lenfoma
— LOosemi
— Renal hicreli kanser
— Kolon kanseri
— Karaciger kanseri
— Mide kanseri
— Akciger kanseri

— Cilt kanseri *
— ve diger bircok kanser icin asi Uretebilmektedi ‘6
g
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