DTER 2016
24 April 2015,. Kyoto)

i VJJ r)f]_)
01 Organ Faprication,
A\

~ Keio Urnver_u, School ofiMedicine
S— :




Pro/essor ' | Ngfagl\/a

The)lSt Presi 'é‘ t of ISEM

Professor Shirjj
Kyoto University Sc

&moto
ool of Medicine




2 Introduction of International Society /1
for Experimental Microsurgery (ISEM) K

covered world-wide area
as a powerful tool for

/m / Immunology
| Transplantation — | Pharmacology

X

Experimental Microsurgery—— | Microsurgical
Devises

Ischemia/
Reperfusion

—— | Tissue/Organ Engineering

Minimum Invasive
Surgery




Y ISEM Educational Committee
@ President: Antonio Di Cataldo (Italy)

Yelena Akelina (USA)
Michael Axelsson (Sweden)
Mihal lonac (Romania)

Eljl Kobayashi (Japan)
Edna F. S. Montero (Brazil)
Mihal Oltean (Sweden)
Stefano Puleo (Italy)

Rene H. Tolba (Germany)

(The Board of the Society 2014-2016)



ISEN EAST CAAPTER 2014
(The 10% Meeting, 25 March 2015, Tokyo)

Fmﬂ:ﬁﬂ:’: e ———— - — ﬁ

=)l Kooayasni, VMID,PnD
Deozarirnent of Orgzn Faoricatior),
Kegio University Scnool of Mecdicing, Jagar)




A Proposal Concept of Two Way Approach

Human Trail Veterinary Medicine
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Vechanisms of Soningornoids on
fymonocytes forming and immunoragulation
Sphingosine

l Sphingosine kinase
Sphingosin-1-Phosphate ™} o ’
| o=F S
0
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{ Sequestration of circulating lymphocytes Science 296°346 2002

>0 secondary lymphoid tissues

Inhinittion of lymphocyte infiltration
into grafts and inflammatory sites

Nature 427:355,2004

Immunosuppression



(1996) Suzuki S, et al. Transplantation 61:200

(1996) Suzuki S, et al. Transplant Immunol 4:253

(1996) Suzuki S, et al. Immunology 89:518

(1996) Suzuki S, et al. Clin Exp Immunol 106:559

(1996) Enosawa S, Suzuki S, et al. Immunopharmacology 34:171
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FTY720 ; First Phase 2A Study in de novo Renal Transplantation

FTY720 (mg/day) MMF

0.25 05 10 25 (29/d
Efficacy endpoints at 3 and 6 months (N=43) (N=43) (N=40) (N=41) ((N%M?y)

Primary endpoints at 3 mo, n (%)
First biopsy-confirmed rejection, death, or graft loss 11(25.6) 15(34.9) 7(17.5) 6(14.6) 8(19.5)

Secondary endpoints at 3 mo, n (%)
Death 0 0 0 1(2.4) 0

Primary endpoints at 6 mo, n (%)
First biopsy-confirmed rejection, death, or graft loss 12(27.9) 17(39.5) 9(22.5) 7(17.1) 10(24.4)

( Tedesco-Silva H, et al. Transplantation 2005 )



Comoarison of Vlolecular structure of KRP-203 with FTY720

KRP-203
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Lists of publication of a novel Sphingosin-1-phosphate receptor agonist, KRP-203

1. Shimizu H, et al. Circulation 111;222,2005
2. Takahashi M, et al. Transplant Proc 37;143,2005

3. Suzuki C, et al. J Heart Lung Transplant 25;302,2006
4. Fujishiro J, et al. J Heart Lung Transplant 25;825,2006

5. Fujishiro J, et al. Transplantation 82;804, 2006

6. Kaneko T, et al. Biochem Biophys Res Commun 345;85,2006

7. Ogawa R, et al. Biochem Biophys Res Commun 361;621,2007
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KRP-203, a novel synthetic immunosuporessant, orolonys graft survival
and attenuates nronic rejection in rat neart allografits

(%)

Graft Survival
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(0]
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20

---------- Control  (n=8)
= == KRP (0.1) (n=5)
——— KRP (1) (n=8)

20 40 60 80 100
Days after transplantation

Contral KRP (0.) KRP (1)

Fig. 3A

(Shimizu, et al. Circulation 111;222,2005)
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In vitro fabrication of functional three-dimensional
tissues with perfusable blood vessels

W
EC cocultured cardiac Triple-layered cardiac bad
cell sheets

T RSN e
D R L

S

Endothelial cells

Tissue culture chamber

Waste fluid

(Sekine H, et al. Nature Communi 2013)



Effects of EC coculture with or without FGF-2 administration

EC (-) FGF(-)

EC (-) FGF(+)

EC (+) FGF(-)

EC (+) FGF(+)

B L i B0 NoR
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= 108 4

EC (+) FGF (+)
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(Sekine H, et al. Nature Communi 2013)



Comparison of tissue formation
between double and single step method

60 min
w

4.0 x 10°
EE 3.0 % 10°
dq
o B
£ 8 20x10°
55
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0 i

25tep 1 5tep

(Sekine H, et al. Nature Communi 2013)



Hypothermic temperature effects on organ survival and restoration
Perfusion circuit

g
Process R S ; Bubble Oroe
controller OOS trap chgriber
Cardiac arrest Pump
warm S Pump 1
ischemia Perfusate | 2 (j

reservoir | ‘ Perfusate
i RARRRESS Heater receiver
90 min
Organ perfusion
7 at hypothermic temperature

— —_— Severe ischemic
damaged organ

(Ishikawa J, et al. Scientific Reports 2015)



Restoration of severe ischemic damaged organ

by hypothermic perfusion

80 min

100 min
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(Ishikawa J, et al. Scientific Reports 2015)



Basic Point : 1

Posture  Attitude

Pose




Who Is the best ?

. )
BE:M MI\TO\ITOS 2011/01714 14%K \

ﬁ‘ll‘llﬂ‘l]@ﬂ

FTTRE AN



Basic Point : 2

Position  E[pow

Wrist
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Technical Point : 1

Inside Out

Outside In



Technical Point : 2
Rotation

Multiple Joints
VS
Fixation







Technical Point : 3

EXxercise

Wrist Exercise

Chopsticks Exercise


http://www.google.co.jp/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&docid=2sk6WXuCYRf7BM&tbnid=ffJOAeArMXXjrM:&ved=0CAUQjRw&url=http%3A%2F%2Fwww18.ocn.ne.jp%2F%7Etakiuchi%2Fsubpage21%2Frizumuunndou.html&ei=zxfPU6X1Bcu3uASo_IKoDw&bvm=bv.71667212,d.c2E&psig=AFQjCNEijE9tsyxumt5OsQc5ZfmvS2UlUw&ust=1406167373285356
http://www.google.co.jp/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&docid=2sk6WXuCYRf7BM&tbnid=ffJOAeArMXXjrM:&ved=0CAUQjRw&url=http%3A%2F%2Fwww18.ocn.ne.jp%2F%7Etakiuchi%2Fsubpage21%2Frizumuunndou.html&ei=zxfPU6X1Bcu3uASo_IKoDw&bvm=bv.71667212,d.c2E&psig=AFQjCNEijE9tsyxumt5OsQc5ZfmvS2UlUw&ust=1406167373285356










| AIhE
N SyMNEGRREFLE







";\\\.\'\‘\.\‘\\'\. W

ST EDY.
\/ 57 K\y-_r'./

i

P

< (/2

-~ .




	スライド番号 1
	スライド番号 2
	スライド番号 3
	スライド番号 4
	スライド番号 5
	スライド番号 6
	スライド番号 7
	スライド番号 8
	スライド番号 9
	スライド番号 10
	スライド番号 11
	スライド番号 12
	スライド番号 13
	スライド番号 14
	スライド番号 15
	スライド番号 16
	スライド番号 17
	スライド番号 18
	スライド番号 19
	スライド番号 20
	スライド番号 21
	スライド番号 22
	スライド番号 23
	スライド番号 24
	スライド番号 25
	スライド番号 26
	スライド番号 27
	スライド番号 28
	スライド番号 29
	スライド番号 30
	スライド番号 31
	スライド番号 32
	スライド番号 33
	スライド番号 34
	スライド番号 35
	スライド番号 36
	スライド番号 37
	スライド番号 38
	スライド番号 39
	スライド番号 40
	スライド番号 41
	スライド番号 42
	スライド番号 43

