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DIYABET VE KOK HUCRE MOBiEOPATiSi:
DIYABETTE KEMIK iLIGI TRAFIGI NASIL
ETKILENIYOR?
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Hematopoietik kok/Progenitor hicre (HKPH)
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HKPH VE EPH ler diyabetik bireylerde 7% 30-50‘

Ozellikle vaskiiler komplikasyon mevcutsa...

Fadini GP, Stem cells 2017



Hematopoietic stem / progenitor cells (HSPCs)
Endothelial progenitor cells (EPCs)

Fadini et al. Diabetes Care 2010
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Endothelial progenitor cells in diabetic vascular disease
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Endothelial progenitor cells in diabetic vascular aisease

Circulation Research d

Volume 120, Issue 8, 14 April 2017, Pages 1326-1340
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CLINICAL TRACK

Autologous Cell Therapy for Peripheral Arterial Disease

|
Systematic Review and Meta-Analysis of Randomized, Nonrandomized, and I
Noncontrolled Studies [

\

Editorial, see p 1227
In This Issue, see p 1213

Mauro Rigato, Matteo Monami, and Gian Paolo Fadini

Fadini et al. JACC 2004
Fadini et al ATVB 2006



Tip 1 ve Tip 2 Diyabetik bireylerde
lKék hiicre/progenitor hiicre

**Hiperglisemi kok hiicre trafigi ve seviyesinin en

onemli belirteci

Glukoz diizeyi ve HBAIC I 1 HKPH ve EPH



ORIGINAL

ARTICLE

Circulating Progenitor Cell Count Predicts

Microvascular Outcomes in Type 2 Diabetic Patients

Mauro Rigato, Cristina Bittante, Mattia Albiero, Angelo Avogaro,
and Gian Paolo Fadini
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Rigato et al. JCEM 2015
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HKPH say:isi

Nisleri olugturan hiicreler, sayilari,yerlesimleri
sinyaller ve yiizey etkilesimleri

OB delesyonu- HKPH MOBILIZASYONU

***G-CSF OB sayi ve aktivitesini AZALTIR
CXCL12 (SDF-lalpha) AZALTIR

MOBILIZASYONU SAGLAR
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Fadini et al. Stem Cells 2017
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Iskemi ile indiiklenmis kok hiicre Akist
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Ling et al. PLoS One 2012




NEW ENGLAND JOURNAL of MEDICINE

“ CLINICAL IMPLICATIONS OF BASIC RESEARCH

Diabetic Stem-Cell “Mobilopathy”

lohn F. DiPersio, M.D.. Ph.D.
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PLERIXAFOR (CXCR4 inh)
Diyabetiklerde kok hiicre mobilizasyonunu saglanmigtir




PLERIXAFOR-Iskemik Diyabetik Yara
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PLERIXAFOR-Iskemik Diyabetik Yara
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Bonora et al. Stem Cells TM 2020



;FARMAKOLOJ]'ZK @)’
AJANLAR -
» HHPH I

- Diyabetik komplikasyonlar




Glisemik Kontrol

DPP-4 INHIBITORU

GLITAZONLAR

SGLT-2 INHIBITORLERI
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« DPP-4 -birgok peptidi par¢alamakta ve
inaktive etmekte

* Bunlarin bir kismi immun-inflamasyon ve kok

hiicre biyolojisini diizenlemektedir



DPP-4
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Fadini et al. Diabetes Care 2010
Fadini et al. Basic Res Cardiol 2013
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Poncina et al. Cardiovasc Diabetol 2014
Aso et al. Endocrine 2015
Fadini et al. JCEM 2016

Ussher & Drucker, Endocr Rev 2012 Dei Cas et al. Cardiovasc Diabetol 2017




DPP-4 INH. DOLASIMDAKI PROGENITOR HUCRE ARTIRIR
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Sitagliptin > Tedavi almayan, Glimeprid
Vildagliptin > Glibenklamid
Etki kisa siirede ortaya ¢ikmaktadir

CXCL 12 konsantrasyonu ile koreledir

Fadini GP, Diabetes Care 2010, Aso Y, Endocrine 2015,
Dei Cas A Cardiovasc Diabetol 2017,
Fadini GP, C Clin Endocrinol Metab 2016




PPAR Gama , OSM ve CXCL12 yolag:

OSM- M1 makr‘ofajlar'ca dretilir Albiero ve ark, Diabetes 2015
PPAR Gama MOQZ >MOQ1 Bouhlel ve ark, Cell Metab 2007
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Pioglitazon, HHPH sayisini artirir
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* Pioglitazon > Metformin

* Glisemik kontrolden bagimsiz etki
« DPP-4 e gore, daha uzun siirede etki gosterir
Hiperglisemi ---Miyelopoezi aktive eder ve PMNLs birikimi ARTAR

* PPAR-Gamma aktivasyonu kemik iliginde makrofajlar: yeniden
programlayarak antiinflamatuar fenotipe Yénlendirir

« CXCL12 konsantrasyonu azalir ve HKPK perifere gikar

Esposito K, Diabetes Obes Metab 2011, Wang CH, Am Heart J 2006, Albiero M,Diabetes 2015



SGLT-2 INHIBITORLERI VE PROGENITOR HUCRELER
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No direct effect of dapa or empa on HSPCs

and EPCs in T2D

Bonora et al. JCEM 2018
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PPAR ALFA ? FENOFIBRAT ??
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Myelopoeisis

CXCL12 dysregulation
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Current Opinion in Pharmacology




SONUC OLARAK Q

Dlyabe’nk hastada kok hiicre mobilopatisi
* Diyabetik komplikasyon????

Diyabetik hastada kemik iligi kok hiicre trafigi bozulmus
HKPH /EPH sayisi azalmis

Antidiyabetik tedaviler ile hiicre sayisi artiyor
Kardiyovaskiiler sonlanim??

GLP-1?? SGLT-2 ??
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