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ILK BILIMSEL ORNEKLER

- [Ik Basarili Kok Hicre Nakili
Dr Donald Thomas 1955




IMMUNOLOJIK HASTALIKLARIN
SINIFLAMASI




IMMUNOLOJIK HASTALIKLARIN
SINIFLAMASI

Otoimmunite

1950’li yillara kadar Tipta ¢ok
tartisiilmayan bu tablo, ozellikle
1960’1 yillardan sonra ¢ok¢a
tartisiimaya baslandi




IMMUNOLOJIK HASTALIKLARIN
SINIFLAMASI

Disease Gene Mechanism
Otoimmunite —
APS-1 AIRE sef.anigens in he thymus,
(Autoimmune polyglandular resulting is a defect in
syndrome type 1) negative selection
Ve kl SEleEl inveln IPEX FOXP3 Decreased generation of
Tregs
tO l €rans (Immunodysregulation,
= polyendocrinopathy, enteropathy,
yetmezligi olarak o
ESEn ALPS FAS, FASL | ety o
(autoimmune lymphoproliferative
syndrome )




IMMUNOLOJIK HASTALIKLARIN
SINIFLAMASI

AUTOINFLAMMATORY

RARE MONOGENIC
AUTOINFLAMMATORY

FME TRAPE MIDS PARA
Slas wyrdrome fsvetis|

Cootn dseams, doatdive CONTS
OeQene3ig Cuaasis €5 SHetoTns

Joter crystal arthicpathves
Scere categones of react ve a Brits and Psoslasis psoratic a thots (no MHC assocatiors]
Sel! smtng Nfommanry FPnts Noudng disoases cinicaly presenang as RA
Sworge derascnToagon Ly CiSeases Wih ass0cted tasue rilarmmaton
Noa-arthody sesacated vasculis nchsting goet ool and Takay@su arfents
dogathic uveits
Aore and acrmlom sssnsaed deeases
Somo NeurDi oSl CEEESIE, 9§ 3CVN JESIMINGINg OF Cath MRS
Enythema nodosum 3ssacialnd dssane inciudng satodoss

Aehrosng spordyits
Feactve artens
Pucriasispeodaic v tis
Buhoit Syrdiore

Usets [HLA-B27 associated)

AUTOIMMUNE
DOI: 10.137V/joumnmal.pmed.0030297.g001

ALPS, IPEX, APECED
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TIP I DIYABETIN PATOGENEZ]

- Genetik yatkinhigin oldugu
kronik otoimmun bir hastalik

- >%85 olguda islet cellere kars
antikor s6z konusudur ve bu
antikorlarin cogu da
pankreatik beta hicreleri
icerisinde bulunan glutamik

Regulatory
T cells

asit dekarboksilaza
karsidir(GAD)

Cell numbers

* Bir cok hastada da insulin
antikorlarida soz konusudur.

p-cell proliferation

van Belle TL, et al. Physiol Rev. 2011;91:79-118.



BU GIDIS DEGISTIREBILIR MI?

-lmmuin yeniden
yapilanma

*Rejenerasyon
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T
IP | DIYABETIN TEDAVISIVE KOK HUCRELER

Hematopoetik
Kok Hicreler

Great News: FDA Nod For

ViaCyte IND of Diabetes
Stem Cell-Based Product



OTOIMMUN HASTALIKLARDA NEDEN KOK

HUCRE NAKLI?

Otoreaktif hicrelerin yUksek doz kemoterapi ile yok edilmesi
Yeni olusacak naivimmun sistem hicrelerin self toleran olmalari

Kok hicre nakliile rejenerasyonun desteklenmesi

Ju’lio C. Voltarelli, et al. Kidney International Supplements (2011) 1, 94—98



IMMUN YENIDEN YAPILANMA
OTOLOG KOK HUCRE NAKLI

BUyume faktor destegi

S jﬁl Antimikrobiyal Tedavi

Nakil Gunu

| Kok Hicrenin Toplanmasi  HezilkTedavisi  Giin 0

/ \ 12-18 giin. Engraftman

Myeloablatif Non Myeloablatif
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HAZIRLAMA REJIMLERI

* Myeloablatif Rejim: ST

redUksiyonu

Ozellikle kanser tedavisinde tercih edilen Allogeneik Nakillerde

kék hicreyide yok eden yiksek rejeksiyon olasiligini

: : : . ! azaltir
sitotoksiteye sahip rejimlerdir. .
Dusik NTRM

 Nonmyeloablatif Rejimler: Daha az Sitotoksite

. : o . : Daha kisa sirede
Stem hicrenin korundugu rejimlerdir. engraftman

(NMA, RIC,Mini Transplant)

Disik TRM

Yuksek Ilag Toksitesi

Artmis GVHD,

YUksek TRM

YUksek relaps riski

Yiksek NTRM



POST TRANSPLANT SORUNLAR

Engraftman
yetmezligi

llag toksiteler

=
=
=
E
£

= == Innate immunity
Immunoglobulins

= Thymic-independent T cells

—— Thymic-dependent T cells

Enfeksiyonlar,

Relaps 6 8 10 12

Time after transplant (months)




POST TRANSPLANT SORUNLAR

a. Artmis engarftman yetmezl|igi

b. Uzamis enfeksiyona egilim ve
ozellikle tehlikeli viral enfeksiyon
ataklari

Autologous T cell depleted haematopoietic stem cell
transplantation in children with severe juvenile idiopathic
arthritis in the UK (2000-2007).




OTOIMMUN HASTALIKLARDA OKIT
VERILERI

Uygulanan Hastaliklar:
SS,MS, Crohn, SLE, RA,RJIA; CIDP

Kok Hucre toplama rejimi

Cyclofosfamid 1-4 gr/m2 + G-CSF
Cevap Oran

Hedef Kok Hicre L |

2-4 x 108/kg CD34 3 yillik kalici cevap orani

Toplam mortalite

Indiksiyon rejimi Transplant ile iligkili mortalite
Cyclofosfsamid/BEAM+ATG + CD34 selekt.

Hastalik progresyonuna bagl mortalite

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF

Biol Blood Marrow Transplant. 2010 January ; 16(1 Suppl): S48-S56.



ACIBADEM KOZ YATAGI OKIT DENEYIMI

Uygulanan Hastaliklar:
NHL,MM, ALL,AML, Testis ca

Kok Hucre toplama rejimi
Cyclofosfamid 1-4 gr/m2 + G-CSF Hasta sayisi
Hedef Kok Hicre e

2-4 x 10%/kg CD34 Toplam 1 yillik mortalite

Transplant ile iliskili mortalite

IndUksiyon rejimi Hastalik progresyonuna bagli mortalite
BEAM/ HD Melphelan

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF




OKIT VERILERI

Cevap Orani Hasta sayisi
3 yillik kalici cevap orani Yas

Toplam mortalite Toplam 1 yillik mortalite

Transplant ile iligkili mortalite | Transplant ile iliskili mortalite

Hastalik progresyonuna bagli mortalite 5 Hastalik progresyonuna bagl mortalite

Daha yasli hasta grubunda yapilmasina ragmen TRM'nin
bizde daha az olmasinin nedeni hastalarda end-organ
hasarinin dusuk ve ATG kullanilmasina baglanmistir.




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Hastalar: C-Peptide Levels and Insulin Independence = en

GAD Ab pozitif 6 haftalik tan Following :_Aufcologous Nonmyeloablatlye i
Hematopoietic Stem Cell Transplantation =5

Sonra5| 23 hasta NDKA - » a - | R Malmegrim, PhD
in Newly Diagnosed Type 1 Diabetes Mellitus [uxcroro. wr

Belinda P Simaes, MIL PhD

Kék Hicre toplama rejimi AR Al L 2000 ol oL e e e o

Richard K. Bure, MD

CyC lofosfamid 1-4 90 r/m 2 + G-CSF Jalio . Voltarelli, MD. PhD

Hedef Kok Hicre
3 x 10%/kg CD34

Hastalar 58 hafta izleniyor

Tum grupta hbA1C<% 7, Cpep 225ng/ml dan 785 ng/ml’ a
yukseliyor

200mg/kg Cyc, 4 mg/kg ATG 12 hasta insulin free kaliyor

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Hastalar:
GAD Ab pozitif 6 haftalik tani
sonrasl 8 hasta NDKA

Kok Hucre toplama rejimi
Cyclofosfamid 1-4 gr/m2 + G-CSF

Hastalar 1 yil izleniyor
Hedef Kok Hiicre Tum grupta hbA1C<%a12.3denilk 3ayda 5.6 ve 6 ayda

3x10°/kg CD34 %6.2 ye iniyor, C pep yUkseliyor
7 hasta acarbose destegi ile instlin free kaliyor

20omg/kg Cyc, 4 mg/kg ATG

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Autologous Hematopoietic Stem Cell Transplantation
Hastalar: Modulates Immunocompetent Cells and Improves
. B-Cell Function in Chinese Patients with New Onset of
GAD Ab pozitif 6 haftalik tani Type 1 Diabetes
sonrasl 13 hasta NDKA

I Cin Endoorinel Setab, May 20017, BTEE175%-1736

lrong L, Shanmei Shen,* lian Ouyang, Yon Hu, Limén Huo, SWeijuan Cui,
Kok Hucre toplama rejimi MNeng Jhang, Yu-zheng Thege, Bing Chen, lingyen Xo, and Dalong Zhiu

Cyclofosfamid 1-4 gr/m2 + G-CSF

Hedef Kok Hicre

3x 105/kq CD34 Hastalar 54 ay izleniyor

11 hastada hbAa Cazaliyor, C pep yUkseliyor

3 hasta insUlin free kaliyor
20omg/kg Cyc, 4 mg/kg ATG

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Diabetic Ketoacidosis at Diagnosis
e Influences Complete Remission After
GAD Ab pozitif 6 haftalik tani Treatment With Hemafopoietic Stem Cell
Transplantation in Adolescents With
Type 1 Diabetes

WaaqionG Gu, |Diabetes Care 35:1413-1419, 2012

sonrasl 28 hasta

Kok Hucre toplama rejimi
Cyclofosfamid 1-4 gr/m2 + G-CSF

Hedef Kok Hicre

3 x 10%/kg CD34

LnGAD(U/mL)

20omg/kg Cyc, 4 mg/kg ATG

Post Transplan Tedavi r r . .
Profilaktik antibiotik ve G-CSF . 6 12 18 24
. after transplantation (mo)




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Hastalar:
GAD Ab pozitif 6 haftalik tani
sonrasl 65 hasta

Kok Hucre toplama rejimi
Cyclofosfamid 2 gr/m2 + G-CSF

Hedef Kok Hicre6
5.8 x 10°/kg CD34

C-peptide increase at 12 months (ng/mi)
e e © o o

s/

v

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF

N
™

ﬁrﬂ of treatment after diagnosis (wuh
[=] pr] “




TIP I DIYABETTE YAPILAN NMA-OTOLOG
TRANSPLANT VERILERI

Hastalar:
GAD Ab pozitif 6 haftalik tani
sonrasl 65 hasta

Kok Hucre toplama rejimi
Cyclofosfamid 2 gr/m2 + G-CSF

Ancak calismanin dnemli bir diger bulgusuda %52
oraninda 6nemli komplikasyon gelismesive %2
oraninda sepsise bagli hasta kaybi

Hedef Kok Hicre6
5.8 x 10°/kg CD34

20omg/kg Cyc, 3 mg/kg ATG

Post Transplan Tedavi
Profilaktik antibiotik ve G-CSF




TIP I DIABETTE OKIT VERILERININ BIZE
OGRETTIKLERI

OKIT erken donemde ve 6zellikle DKA gelismeden yapildiginda % 70 CR
%30 CCR saglayabilmektedir

%52 oraninda morbidite %1-2 oraninda mortaliteye sahip gozukmektedir.

Sonuclarin dizeltilebilmesi

a. IndUksiyon rejimlerinin toksitesinin azaltilmasina, | ?
b. Daha yuksek CD 34 inflzyonuna, U

c. Daha kisa engraftman ve immun yapilanma ile ? >
d. Toksiteyi artirmadan saglanabilecek immusn supresyon ile
mUmkun gibi gozukmektedir.




TIP | DIYABETIN TEDAVISI- IMMUNYENIDEN

YAPILANMA VE KOK HUCRELER

Mezenkimal Kok
Hucreler

Great News: FDA Nod For

[ jabetes
ViaCyte IND of Dia
Stem Cell-Based Product



MEZENKIMAL KOK HUCRELERIN
BIYOLOJIK/KLINIK OZELLIKLERI

**Diferansiasyon

“*Rejenerasyon destegi
o IDO : indoleamine 2,3-dioxygenase

L )4

L)

\/
0’0

\/
0’0

<&

IL-10 TGF beta sekresyonu T/B/APC inhibisyonu

\/

%

N
g Arginaz sekresyonu IL-2 sentez blogu

“ HLA-G Aneriji indUksiyonu

\/
*

<*immuinmoduilasyon-
antinflamasyon

Murn et ol J. Exp. Med, 1999
Morn o7 of, Tmemunity, 2005
Fallarino et ol. Cell death and differentiarion. 20028




MEZENKIMAL KOK HUCRELERIN

BIYOLOJIK/KLINIK OZELLIKLERI

**Diferansiasyon

“*Rejenerasyon destegi

NS

L)

Hedef
Hicre

\/
0’0

\/
0’0

Co-stimulatuar
molekdul

b

%

Inflamasyon inflamasyon
sinyali sinyali

b

%

<*imminmoduilasyon- PD-1L

antinflamasyon

()



MEZENKIMAL KOK HUCRELERIN
BiYOLOJIK/KLINIK OZELLIKLERI

**Diferansiasyon

“*Rejenerasyon destegi

b

L (4
L (4

L (4

L (4

<*immuinmoduilasyon-
antinflamasyon

“*Fibrozisin geriletilmesi

**FuUzyon ve/veya
mikrozomlarla genetik
materyal/Mitokondri transferi

T e N P, TR

STEm CELLS
TRANSLATIONAL MEDICINE TISSUE-SPECIFIC PROGENITOR AND STEM CELLS
—9

Autologous Bone Marrow-Derived Mesenchymal
Stromal Cells for the Treatment of Allograft
Rejection After Renal Transplantation: Results of a
Phase | Study

STEM CELLS TRANSIATIONAL MEDICINE 2013;2:107-111'




TIP I DIYABETIN TEDAVISI- il\/!_I\/IUNYENIDEN
YAPILANMA VE KOK HUCRELER

Immune Regulatory Properties of Allogeneic
Adipose-Derived Mesenchymal Stem Cells in the
Treatment of Experimental Autoimmune Diabetes

Enio J. Bassi,! Pedro M.M. Moraes-Vieira,! Carla S.R. Moreira-S4a,! Danilo C. Almeida,>
Leonardo M. Vieira,! Cliudia S. Cunha,! Meire I. Hiyane,' Alexandre S. Basso,?
Alvaro Pacheco-Silva,” and Niels 0.S. Camara'
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o o o =
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1 i 1 1

Blood glucose (mg/dL)

Untreated ADMSC-treated
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L34 » ‘.,: MY 2 3 A \ 1
AR Untreated ADMSC-treated
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% insulin positive area/px®
[\A]

Insulin 1~

0 T —— T

Normeglycemic Untreated ADMSC-treated
(control)




TIP I DIYABETIN TEDAVISI- il\/!_l\/IUNYENIDEN
YAPILANMA VE KOK HUCRELER

Third-party Mesenchymal Stem Cells Improved

Human Islet Transplantation in a Humanized
Diabetic Mouse Model

Hao Wu', Di Wen' and Ram | Mahato'

Molecular Therapy vol. 21 no. 9 sep. 2013

improved human islet transplant
by BMSC-mediated immune

Inhibit alloreactive Promote Tregs Prevent the primary

nonfunction




TIP I DIYABETIN TEDAVISI- iI\/!_I\/IUNYENIDEN
YAPILANMA VE KOK HUCRELER

Early immunotherapy using autologous adult
stem cells reversed the effect of anti-pancreatic
islets in recently diagnosed type 1 diabetes
mellitus: Preliminary results

Alejandro Mesples
Nasir Majeed § 14
un Zhang g 12
iang Hu g i

ed Sci Monit, 2013; 19: B52-857 0.8

0.6

0.4

0.2

0.0
Patient 1 Patient 2 Patient 3 Patient 1 Patient 2 Patient 3

Follow up — months Follow up — months

Figure 1. Follow up antibody pancreatic islets after immunologic Figure 2. Follow up c-peptide after immunologic treatment.
treatment.




TIP I DIYABETIN TEDAVISI- il\/!_l\/IUNYENIDEN
YAPILANMA VE KOK HUCRELER

P re ser ve d B - C el I Fu n cti o n i n Table 1—Characteristics of the patients at diagnosis

Control MSC

Typ e 1 Di ab et es by Characteristic (hn=9) treated (n=9)

Sex (male/female) 5/4 8N

MesenChymal Stro mal Ce“S Age (years) 27 + 2 24 + 2

Body weight (kg) 68 = 4 78 £ 3

 Per-Ola Carlsson, 2 Erik Schwarcz,? Olle Korsgren, and Katarina Le Bland Diabetes 2015-64:587-592 BMI (kg/m?) HEERR SSa=1

GADG65 antibodies (no. of all) 8/9 6/9
IA2 antibodies (no. of all) 4/9 6/9

Both GAD65 and 1A2
antibodies (no. of all) 4/9 3/9

Diabetes-associated HLA alleles
DR4 (no. of all) 8/9 7/9
DR3 (no. of all) 0/9 0/9
Neither DR3 nor DR4 (no. of all) 2/9
DQ@8 (no. of all) 7/9
DQ2 (no. of all) 4/9
DQ2/8 (no. of all) 2/9
Neither DQ2 nor DQ8 (no. of all) 0/9
DR4-DQ8 (no. of all) 7/9

Diabetic ketoacidosis (no. of all) 19
Polyuria and weight loss (no. of all) 9/9

M
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TIP I DIYABETIN TEDAVISI- il\/!_I\/IUNYENIDEN
YAPILANMA VE KOK HUCRELER

Endocrine Jowrnal 2013, 60 (3). 347-357

ORIGINAL

Long term effects of the implantation of Wharton’s jelly-derived
mesenchymal stem cells from the umbilical cord for newly-onset
type 1 diabetes mellitus

Jianxia Hu!", Xiaolong Yu® *. Zhongchao Wang®', Fang Wang?. Li Wang'), Hong Gao'). Ying Chen®,
Wenjuan Zhao®, Zhaotong Jia>), Shengli Yan® and Yangang Wang"

Dosage of Insulin daily

Insulin (U)

—{— group Il

1 1 i

baseline 3mon 6mon  9mon 12mon  15mon I18mon 2Imon 24mon

Time

57 patients screened

|

36 patients fitted

v

——— | 7 patients rejected

29 patients enrolled

!

Basal treatment: intensive insulin therapy

1

Randomization
=" | Double blind study

v

.

Group I (15 patients)

Group II (14 patients)

v

+

Basal treatment +
WI-MSC's implantation
(twice. 4 weeks interval)

Basal treatment + normal
saline therapy (twice, 4
weeks interval)

Follow up

Fig.1 The treatment procedure for this trial




YA.., NMA-OKIT, MKH ILE BERABER
KULLANILIRSA?

:' . s..xd
Nakil Gunu
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YA.., NMA-OKIT, MKH ILE BERABER
KULLANILIRSA?

Immunol. 1994 Mar 15;152(6):3119-27.

Requirement of donor-derived stromal cells in the bone marrow for

Enaraftman kolavlasir v successful allogeneic bone marrow transplantation. Complete prevention of
- 9 a I Bl dzllf ve recurrence of autoimmune diseases in MRL/MP-Ipr/lpr mice by

suresi kisalir transplantation of bone marrow plus bones (stromal cells) from the same

donor.

Ishida T, Inaba M, Hisha H, Sugiura K, Adachi Y, Nagata N, Ogawa R, Good RA, lkehara S.

J Clin Oncol. 2000 Jan;18(2):307-16.
Rapid hematopoietic recovery after coinfusion of autologous-blood
stem cells and culture-expanded marrow mesenchymal stem cells in
advanced breast cancer patients receiving high-dose chemotherapy.
Kog¢ ON, Gerson SL, Cooper BW, Dyhouse SM, Haynesworth SE, Caplan Al,
Lazarus HM.



YA.., NMA-OKIT, MKH ILE BERABER
KULLANILIRSA?

Zhou et al. Stem Cell Research & Therapy 2013, 4:34

http://stemcellres.com/content/4/2/34 - S t e n;tg e l l
research erapy

Kemoterapi toksitesi RESER RcH Open A

azalir Exosomes released by human umbilical cord
mesenchymal stem cells protect against
cisplatin-induced renal oxidative stress and
apoptosis in vivo and in vitro

Ying Zhou'?', Huitao Xu'?", Wenrong Xu'?*", Bingying Wang', Huiyi Wu?, Yang Tao®, Bin Zhang', Mei Wang’,
Fei Mao', Yongmin Yan', Shuo Gao', Hongbing Gu®, Wei Zhu' and Hui Qian'”

JClin Oncol. 2000 Jan;18(2):307-16.
Rapid hematopoietic recovery after coinfusion of autologous-blood
stem cells and culture-expanded marrow mesenchymal stem cells in
advanced breast cancer patients receiving high-dose chemotherapy.
Kog ON, Gerson SL, Cooper BW, Dyhouse SM, Haynesworth SE, CaplanAl,
Lazarus HM.




YA.., NMA-OKIT, MKH ILE BERABER
KULLANILIRSA?

Endocrine Jouwrnal 2013, 60 (3). 347-357

‘ ORIGINAL |

Long term effects of the implantation of Wharton’s jelly-derived
mesenchymal stem cells from the umbilical cord for newly-onset

. Immun tO|eranS type 1 diabetes mellitus

- .- - Jianxia Hu')"_ Xiaolong Yu®) *. Zhongchao Wang?). Fang Wang). Li Wang!). Hong Gaol'’. Ying Chen”),
I n U e n I r, Wenjuan Zhao?), Zhaotong Fia®', Shengli Yan®’ and Yangang Wang!’
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ViaCyte IND of Diabetes
Stem Cell-Based Product



TIP | DIYABETIN TEDAVISI VE KOK HUCRELER

Nod For i e ol G
WS stem
Great NT= ¢ piabete®
\ aCyte IND d ProdUCt Genome Eciting: rom Modeling Disease to Novel Therapetics
\\‘Base Presented by Dr.gchad Cowan, Har\?ard University P
ViaCyte's innovative product is based on the w o
differentiation of stem cells into pancreatic beta cell " :
precursors (PEC-01™), with subcutaneous implantation ]
in a retrievable and immune-protective encapsulation Great News: FDA Nod For ViaCyte IND of s
medical device (Encaptra® drug delivery system). Once R collagen
implanted, the precursor cells mature into endocrine H“_m““ forthesame
cells that secrete insulin and other hormones in a :‘Sufge:
regulated manner to control blood glucose levels. il it
ViaCyte's goal is a product that can free patients with B
type 1 and type 2 diabetes from long-term insulin "6 @ © & «f3 13 ox B 9 L3 @ O ST
dependence.
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GRUBUMUZUN DIAYEBET
CALISMALARI

UVENILE DIABETES RESEARCH FOUNDATIO



PANKREAS DOKU MUHENDISLIGI

| WD Mag | Det | Sig| Pressure —100.0pm
20.0 kV|36.4 mm|1000x|LFD|{SE |0.38 Torr| PP MOM HI1



PANKREAS DOKU MUHENDISLIGI

* Bugun icin yapilan ¢calismalar insdlin
sekrete eden hucrelerden 3 boyutlu
dokularin hayvanlarda implantasyonu
diuzeyindedir. Simdilik bu dokular ayrica
son yillarda giderek yayginlasan bir
arastirmada insan pankreaslarinin de-
sellUlarize edildikten sonra re-sellUlarize
edilerek kullanilmasi Gzerinedir

(@)



PANKREAS DOKU MUHENDISLIGI

Desellularize Pankreas

Ovali ve ark-2013
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T lenfosit
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MKH'LERIN GAD SPESIFIK T CELL ‘UZERINE
ETKISI
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T hicre ve IFN
baglayici antikor
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MKH'LERIN GAD SPESIFIK T CELL ‘UZERINE
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T lenfosit [-.— '
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MKH'LERIN GAD SPESIFIK T CELL ‘UZERINE
ETKISI

Seleksiyon Oncesi Seleksiyon Sonrasi

0.15%" 95.10%" .
- Bu calisma su ana kadar erigkin iki

tip | diyabet hastasinda yapilmis
olup bu hastalardan tek islemde
yaklasik 1.2-1.6 milyon hicre elde
edilmis tir

| 0.50% 1| eE Bu hucreler feeder hucreler ve IL-
. R 2/IL-15 yardimi ile 10 giinde
cogaltildiktan sonra 30-41 milyon
hicre elde edilmistir.

y IFN ekspresyonu




MKH'LERIN GAD SPESIFIKT CELL ‘UZERINE
ETKIS

y IFN ile uyariimis MKH Standart MKH

GAD spesifik T lenfositler Non spesifik lenfositler



MKH'LERIN GAD SPESIFIK T CELL ‘UZERINE
ETKISI

PD-L1 PD-L2

PD-1 PD-L1 PD-L2
t

Uyariimis MKH
Standart MKH

Mesenchymal
Stem Cells

Uyariimis MKH | %28/22
Standart MKH 9% 23/23 % 12/08
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