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RETINITIS PIGMENTOSA
TAVUK KARASI-GECE KORLUGU

Oncelikle gece gérmeyi saglayan rod hiicrelerini

Daha sonrada gundlz gormeyi saglayan kon
nlcrelerini ve RPE’yi etkileyen

llerleyici, dejeneratif, genetik gecisli bir retina
nastaligidir.

Gorulme sikhgi farkli calismalarda 1/3000-4000
olarak bildirilmektedir.

Farkh kalitsal gecislerle kendini gosterebilir.
GUnumuzde bilinen etkin bir tedavisi henlz yoktur.



SEYIR

* Baslangic yasi erken cocukluktan eriskin olarak
daha ileri yaslara kadar degisir.

* RP gece korltgu, géorme alaninda ilerleyen
daralma, tunel icinden gorus ve son asamada
da total korlukle sonuclanir.




BULGULAR

* Soluk optik disk
* Dar retina damarlari
* Retinadaki pigment degisiklikleri,
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AMAC

* |leri evre retinitis pigmentozal (RP) iki olgunun
subretinal mezenkimal kok hiicre (MKH)
implantasyonu sonrasinda 4 vyillik takip
sonuclarini sunmak amaclanmistir.

* Faz |l guivenilirlik calismasi

* Tek doz, subretinal, adipoz doku derive
allojenik MKH uygulamasi



ONAY ASAMALARI

* Etik Onay
* Saglk Bakanligi Doku ve Kok Hucre Nakli Birimi

* Proje Onayi



HASTALAR VE METOD

Gonulltlerin arastirmaya dahil edilme kriterleri:

1-Oftalmolojik olarak ve elektrofizyolojik olarak RP
tanisinin dogrulanmis olmasi.

2- 18 yasinin Uzerinde olmasi
3-Gorme duzeyinin 0.05 ve altinda olmasi

4- Olgunun ek oftalmolojik ve sistemik probleminin
olmamasi



TESTLER

Hastanin tek g6zl (daha az goren gozi) calismaya
alindi.

Tedavi 6ncesinde yapilan testler rutin oftalmolojik
testler

Fundus floresein anjiografi (FFA)
Optik kohorens tomografi (OKT)
Periferik gorme alani testi (PGA)
Elektroretinografi (ERG) testleri yapildi.



UYGULAMA

MKH’ler Erciyes Universitesi biinyesinde bulunan
GENKOK merkezinden elde edilmis.

Hlcrelerin MKH oldugu; MKH belirtecleri ile
dogrulanmistir.

Gonderilecek son Urtunidnden kalite kontrol testleri
vapildiktan sonra hasta uygulamasi icin gonderilmistir.

0.1 ml 'de tek doz 3.pasajda, 20X10° adipoz doku
kaynakli MKH uygulamasi yapilmistir.

23 gauge ile total vitrektomi sonrasi 2.milyon
subretinal MKH enjekte edildi.



vitreous gel X, cannula

pigmant layer iy
salera '

optic nerve X



ADMKH ler uluslar arasit GMP standartlarinda uretildi




BULGULAR

e 2 olgunun da 4 yillik takipleri
tamamlanmistir.

e |ki olguda da sistemik ve okuler
complikasyon goérilmemistir.

* |ki olguda da FFA testlerinde patolojiye
rastlanmamistir.



SONUCLAR

e 2 olguda belirgin gébrme artisi olmus, bu artis
4. yilda da devam etmistir.

 Gorme artisi olan bu olgular preop gormesi iyi
olan olgulardir.

* Bir olguda EIDGK 0.01’den 0.05’e diger olguda
ise 1 mps den 2 mps duzeyine ylkselmistir.



6. Ay fundus gorintusu 4 yil fundus gorintisu

1 ay, 1. yil ve 4. yilda enjeksiyon alaninda OCT gérinimu
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RP’DA MKH ILK CALISMA-RETICELL

Prospektif bir faz | calismada
3 RP olgusu ve 2 kon-rod distrofi olgusu
Tek doz intravitreal otolog kemik iligi kaynakli MKH uygulanmis

10 aylik takip sonuclarinda retinada belirgin yapisal ve fonksiyonel
toksisite izlenmemistir.

Olgularin 4’iinde enjeksiyondan 1 hafta sonra en iyi duzeltilmis
gdrme keskinliginde (EIDGK) 1 sira artis olmus ve bu artis
takiplerde korunmustur.

Siqueira RC, Messias A, Voltarelli JC, Scott U, Jorge R. Intravitreal injection of autologous bone
marrow-derived mononuclear cells for hereditary retinal dystrophy: a phase | trial. Retina.
2011;31:1207-14. doi: 10.1097/IAE.0b013e3181f9c242.



RETICELL-DEVAM CALISMASI

20 olguya intravitreal MKH uygulamasi yapilmis
1 yillik takipleri sonuclanmistir

3. ayda gorme ile iliskili hayat kalitesi skorunda
istatistiksel anlamli iyilesme olurken

12. Ayda bu skorlarin baslangic degerlerine
dondugui belirtilmistir.
Siqueira RC, Messias A, Messias K, Arcieri RS, Ruiz MA, Souza NF, Martins LC, Jorge R. Reticell

2014. Quality of life in patients with retinitis pigmentosa submitted to intravitreal use of bone
marrow-derived stem cells (Reticell -clinical trial) Stem Cell Research & Therapy 2015; 6:29 DOI

10.1186/s13287-015-0020-6.



Clinical Trials

Intravitreal Autologous Bone Marrow CD34+ Cell Therapy

for Ischemic and Degenerative Retinal Disorders:
Preliminary Phase 1 Clinical Trial Findings

Susanna S. Park,! Gerhard Bauer,2 Mehrdad Abedi,* Suzanne Pontow,” Athanasios Panorgias,’
Ravi Jonnal," Robert J. Zawadzki," John S. Werner,! and Jan Nolta?

"Department of Ophthalmology and Vision Science, University of California-Davis Eye Center, Sacramento, California, United States
Institute for Regenerative Cures, University of California-Davis School of Medicine, Sacramento, California, United States
IDivision of Hematology and Oncology, University of California-Davis Cancer Center, Sacramento, California, United States

IOVS- January 2015



Park ve ark. geri donlisumsuz gorme kaybi olan 6
goze (retinal vaskuler hastaliklar, herediter ya da
nonekstdatif YBMD, RP)

3.4 milyon intravitreal kemik iligi kaynakli MKH
enjekte edilmistir.

Bu tedavi iyi tolere edilmis, intraokuler
inflamasyon ya da proliferasyona rastlanmamis

6 aylik takip sonrasinda ERG ve EIDGK'de
herhangi bir bozulma gorilmemistir.

Park SS, Bauer G, Abedi M, Pontow S, Panorgias A, Jonnal R, Zawadzki RJ, Werner JS, Nolta J.
Intravitreal autologous bone marrow CD34+ cell therapy for ischemic and degenerative retinal
disorders: preliminary phase 1 clinical trial findings. Invest Ophthalmol Vis Sci. 2014;56:81-89.
DOI:10.1167/iovs. 14-15415
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Original Article

Intravitreal Injection of Bone Marrow Mesenchymal
Stem Cells in Patients with Advanced Retinitis
Pigmentosa; a Safety Study

Leila Satarian', PhD; Ramin Nourinia®, MD; Sare Safi’, MS; Mozhgan Rezaei Kanavi’, MD
Neda Jarughi*, MS; Narsis Daftarian’, MD; Leila Arab*, MD; Nasser Aghdami®, MD, PhD; Hamid Ahmadieh?, MD
Hossein Baharvand*®, PhD

J Ophthalmic Vis Res 2017; 12(1): 58-64
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Oner et al. Stern Cel Research & Therapy (2016) 7:178

DOI 10.1186/513287-016 0432y Stefn Ce“ Research & T},,eraw
RESEARCH
Subretinal adipose tissue-derived @

mesenchymal stem cell implantation in
advanced stage retinitis pigmentosa:
a phase | clinical safety study

Ayse Oner'’, Z. Burcin Gonen™, Neslihan Sinim', Mustafa Cetin®™* and Yusuf Ozkul™

1 olguda KNVM, 5 olguda fibroz proliferasyon



EURETINA 2015 Subretinal Adipose Tissue Derived
Meszenchymal Stem Cell Implaniztion Shows Promize for
Redinitis Pigmentoza

Bl -harrr

Mcrslisisis Dol |

:::E-m-u ! £ Hisoormrren: ! Lad-" 1" ! I Gl Trogae Mbwita |

21, AE—1 Scmbma—8 Ty bbweu ol or =
leaa s durfaad masncivme dm ol sogossts b resbmsnl mey amgrues vausd ety Dol d e nod el
[0 D slondy wem premseniay been al D =5 Congreeos of e Sonpasn: Socisly

v il Spmecisin by (ELSIE TINMA] whsch ook piecs Bom Seplamtser 21 ko Sephamber T4

I'ers s cunsndy oo kosiniis L] il Tial beads b folsl
bWl O s L W of b fu, b1 el o aphees
e bwciorn or ceme! e, Mawsrndipmsl chem csite heve been et fed s gooe conciabiss for this Beregy
st o e abifly o ¢ farectic Aalron, ek E | At
srwbon 1 reesrolgtmne. Predcus sloies e Thal i wharm owla wr b wlis by

F ] F1 1 uhiflsrar vt of re el degerEraSon s el i O Terenlie
Nk el cails. WS Tl rerEH R e

Ay D, WL, ol B dnrssrsdp o0 By of Meadicies, Savsan, lorkey prassnisal o ot ches

P with abacu nalinds i Ban=w thareial
alar sl W For 1 s wler Bw Frior o [
sk, o pelints hed ol v Ul Sefiecs, ami 1§ ony beed g Fhes bmal
whaloed sy s LS00 A8 e
iy e oo of bha wo ey o asch padsn| ws Ihe ol
il 2 e, b by of ' o i ik
Fiowm 1 B Ty e hmt! ey poviE coapdcsinn .
s padril e W wtich ws isade wilh mhevines sl vEG
T i & W Hms m wih
re b’ ol lhs y. 1hae == 5 Sills B rroedbe, 1
u braas i bnamd n el Moo bnws aas Mo sl
12 menite.

Tz caila. 4 peiSeles beres sepsrber s vauef sty mpecysmssnl

o lhsss S o L inwl g !

gk bon F i Tnaes oaerned messsnchrmel dhem cslla. [ siso highichis e poleniel oo
oo, s sugeeeing hs rsbeenl shoecd U defesnad wilh caainm

“Fo o ol y mred b ths slfcts of this Ueerspry on ol souily ard e
ity o W O Ewces pelni. s e sl s sty of Cass will e receasary, ey conchars
(L et

“Uhe podariis b siam o e in e aps w very sociing o Senk sbecl ™ Flees Shab, B, of e Aluanic
Habrm B nit o £l JocEE i E e whuady, “Thas cf Tl pasd
il b R T s s NlErey ood He e whichoomens wih sem cebs Pel pagosnl
spiindien profifsesbon e roShas] ol s slem oell o b 8 2oess by prolibslbn
vineElrepsty nemo ety | stech man doom dinsl procstuess. 520 posk raas o b Lekan Mnom e
Eoprach m we ks b e orased.” CEL Shah was el ipsohesd in B oy,
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advanced stage retinitis pigmentosa: A Phase | clinical safety study. Stem Cell Research and Therapy, 2016;7:178.



- . Stem Cell

Stem Cell Ophthalmology Treatment Study: bone marrow derived
stem cells in the treatment of Retinitis Pigmentosa

Jeffrey N. Weiss', Steven Levy”
2018-Haziran

Results: Following therapy in SCOTS or SCOTS 2, 11 patents (64.7%) showed improved bingcular

—
vigion averaging 10.23 lines of Snellen acuity per eve over pre-treatment acuity; 5 patients (35.3%) remaining
stable gver the follow up period; no patients experiencing loss of overall acuity. In 33 treated eyes, 15 eyes

(45.5%) improved an average of 7.9 lineg of Snellen acuity, 15 eves (45.5%) remained stable, and 3 eyes

acuity improvement ranged from 23% to 90% with an average of 40.9% visual acuity improvement gver
baseline vision. Evaluation of 2ll patients and eyes capable of LogMAR vision showed an average of 31%
improvement in vision over baseline. Findings were of statistical significance (P=0.016). There were no
surgical complications.



Gelecekte...

* Retinitis pigmentosali olgularda MKH
uygulamasi hastaligin ilerlemesini 6nlemede

etkili bir tedavi secenegi olabilir.

* Bu konuda daha cok sayida olgu iceren
calismalara ihtiyac vardir.



