""'f\m\g

[ - L3 r w "
: 1 I
e o
"-{:‘."' S
o '.',;;‘ )
: o,\l«"‘ ¥ ¥R
e WA '
‘ v Wty . -q
S I;
AT 1o '.\"i‘ L —
"y <
LNum ot
A e e s
") L LMY
N\ L IR .
i
= t‘t:’ j )
O Y e
«v ." /:.‘\.A":'
s “.Q " ", ,\ h

HAYVANLARDA XENOGREFT/TRANSPLANTASYON
MODELLERI

Mahir Kirnap

Baskent Universitesi Tip Fakiiltesi

Genel Cerrahi ABD [Transplantasyon BD



laminda nétral cinsiyette )

Insan an

Aslan

Lion Man ( Almanca Lowenmensch












(M.O. 400) - ilk anatomik  kitap
* - ilk fizyolojik  ¢aligmalar
il




Ik Belgeli Deneysel Calisma

John Hunter (1728-1793)

Glasgow, Scotland



Sohd-Organ Transplantasyonun

1902 US A Development of vascular anastomosis, Carrel A (Nobel Prize 1912)
1933 Russia First deceased kidney transplantation, Voroney JP

1934 US A First succesfull renal transplantation, Murray JE (Nobel Prize 1990)
1955 US A Auxiliary liver transplantation in dog, Welch E

1966 US A First pancreas transplantation, RC Lillehei & WD Kelly
1967 US A First successful human liver transplanttaion, Starzl TE
1967 US A First intestinal transplantation, RC Lillehei & WD Kelly
1967 South Africa First heart transplantation, Bernaard C

A Carrel JE Murray RC Lillehei TE Starzl C Bernaard
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1977 Us Clinical usage of Cyclosporine, Eorsl J, D,
1951 USA First successful heart-lung transplant, Reiiz 2
198% Canada First successful single lung transplant, Cooper J

1985 Turkey Dzcaasad ddnzy transplaniation with long cold isehamia timsa (ovar 100
hours), Haberal M

1985 USA University of Wisconsin solution for long term preservation, Belzer F

1959 USA FK 506 immunosupression, Starzl TE

1989 Brazil First living related liver transplantation in pediatric patients, Raia S

1990 Turigy First living ralaizd liver transplaniiion in adult paiiznis, Haberal M

1992 Turikzy Muliiorgan (liverriddnzy) living ralaizd transplantaijon, Haberal W
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~ Turkiyede deneysel organ
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Falure of angiotensin 11 inhibitor to modify
hyperacute rejection

Mober A Maboss, MIP, Monforn M Fagosrser, MO Kby M. Mofassdd, WD
Booghin | Caumabatn SLO. Rarbasbin A Panbe. MIL sod Chaden W. Patnes, VIR,
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Colorado Genersl Hospital
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Ortotopik Karaciger . o
Homotransplantasyonu
B Mbnes Botnes’ Ba Purane S0 Vo Vo e
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Mehmet A. Haberal, M.D., Mordecai M. Popovtzer, M.D,, Keith M. McDonald, M.D.,
Stephen J. Guggenheim, M.D., Reginaldo S. Picache, M.D., and Charles W. Putnam, M.D,,
Denver, Colo.




Transplantasyon Tipleri

* Autograft
X Allograft Autograft
* ISograft Within an

individual |\~ o
* Xenograft and
Xenotransplantion

* Split transplants
* Domino transplants




Transplantasyon modelleri
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EU; 2010: Deneysel ¢galismalarda 12.1 milyon omurgali hayvan “ AB Komisyon Raporu-2007”.

ABD, 2010; 1.2 milyon omurgali hayvan, fare sican bu rakama dahil degil, “ziraat Bakanhg verileri”



Transplantayon modelleri

Teknik olarak —
eknik olarak zor

Ekipman gerekli

Hayvan Anatomisi ve fizyolojisi
Mikrocerrahi bilgi ve deneyimi
Deneyimli veteriner ve tekniker

Mali destek




Transplantasyon modelleri

* Akciger nakli
* BObrek nakli
* Kalp nakli

* Karaciger nakli

* Ince barsak nakli

* Adacik hicre nakili

* Pancreas nakli

* Kompozid organ nakli
* Deri nakli

* Kan nakli






karaciger transplantasyon modeli
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* Mikrocerrahi egitimi gerektirir
* Kanama

* Radyolojik degerlendirme????
* Teknik destek

* Perflizyon solusyonu

* Karacigerde siroz modeli



karaciger transplantasyon modeli

right lateral

lobe sol Imeral loy

gall bladder (mouse only)



karaciger transplantasyon modeli




karaciger transplantasyon modeli




Bir organin veya dokunun farkl tirler arasinda ki nakli



Xenotransplantasyon Tarihi
1682
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e Onlarin DNA dizilimi bizden
sadece % 2 farkli
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*Organlar1 buytik bir yetiskin
Insan hayatini yeterince
destekleyecek kadar buiyiik
degildir
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Domuz

eSasirtic1 derecede benzer
anatomi ve fizyoloji
 Organlar1 korumak kolay ve
ucuzdur

 Bliylik yetiskin insanlar i¢in
organlar yeterlidir




Disease

Pig liver

Ex vivo perfusion

Bioreactor with
pig liver cells

Parkinson,
Huntington

Heart failure
Diabetes

Liver failure
Kidney failure

Burns
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* |ki tlr arasindaki mikroplarin olasi transteri

* nakledilen organizmalar rutin laboratuvar
testleri ile tanimlanamayabilir

* Bulasict mikrop biyolojik davranislarda veya
mutasyonel adaptasyonda degisiklige
ugrayabilir

* Rejeksiyon

* Etik sorunlar



2 = CNS stermn colls
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Blood vossod
Fat cell

Cardlac muscio

Glial cell



1881-1930

Saygryla Anvyoruz




