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v Upregulation of inflammatory cytokines

v Synovial cell transformation
v Synovial deposition of iron

v Cartilage damage C Bone resorption
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Ural AU, et al. Med Oncol, 2008 [Epub ahead of print]
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Mesenchymal Stem Cells (MSCs)

v" Nonhematopoietic

v Lack of CD45, CD34

v" Positive for CD105, CD73
v EX Vivo expansion

v In vitro differentiation
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Repair of Cartilage Defects by Using In
vitro_Differentiated MSCs in Rabbits
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Repair of Tibial Segmental Bone Defects by
Using in vitro Differentiated MSCs in Rabbits

Ural AU, et al. Turkish J Hem 2004, 21(Suppl.1), abst.17
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Immunosuppressive effects of MSCs
on GVHD in rats following alloBMT

Nevruz O, et al. Blood 2007, abst. 467
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Study Groups

35 wistar female rat

SG-l
7 rat

SG-li
7 rat

SG-lli
7 rat

ALLO-BMT+
splenocyte
GVHD group
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ALLO-BMT +
splenocyte
MSC after GVHD
dvip.
(12.-25.day)

ALLO-BMT +
splenocyte

CsA+Mtx 24 hr

before

12

SG-IV
7 rat

SG-V
7 rat

ALLO-BMT +
splenocyte
MSC 24 hr later

ALLO-BMT +
splenocyte
CsA+Mtx and MSC
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Kaplan-Meier

GROUPS

7~ N\
. W O RAD CONTROL

‘
P<0,05 and p<0,05 —
0 H. CONTROL
i O CsA+Mix+MSC
| -]
s 2 MSC

O CsA+Mtx

fl " BMT+MSC
- s O BMT CONTROL

0 10 20 30 40 50 60 70 80 90 100

Survival (day)

WORLD FEDERATION OF

HEMOPHILIA
T tatint fox AN

I Hemophilia
13 * | 2008 5

Islmnkel, Tutkoy
barm L, 2000



GROUPS Liver Intestinal Skin
BMT Bile ductus damage Cryptit G I: Focal/diffuz vacuolization of
GVvHD— Periportal inflammation | GI: +; Gll: ++ | basal layer
MSC Glll: + G ll: Subepidermal infiltration of
lymphocytes
CsA+Mtx Mild portal inflammation | Cryptit Gl: Focall/diffuz vacuolization of
Gl: ++; Gll: ++ | basal layer
9[1'4"—\
,, —
MSC (wportal inflamm@‘/Cryptit ((-ﬁ’F(ocalldiffuz vacuolization o
G\I-:- Gll: ++ Wer
CsA+Mtx+ | Mild hepatocyte damage | Cryptit G I: Focall/diffuz vacuolization of
MSC Periportal inflammation | Gl: +++ basal layer
Bile ductus damage Cryptit G I: Focal/diffuz vacuolization of
BMT Stoplazmic vacuolization | GI: +; Gll: ++ | basal layer _
CONTROL | Hepatocyte necrosis Glll: +++ G lI: Spongiose+dyskeratotic
Periportal inflammation | GIV: + keratinocyte, lymphocytic
infiltration
G lll: Subepidermal seperation
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TNF-a and IL-1 MSCs

v" Functional suppression v Mesodermal differentiation

of MSCs v" Inhibition of TNF-a secr.
v Synovial VEGF expr. v Promotion of IL-10 and IL-4
v" OB apoptosis sec.re.t.lon

| | v" Inhibition of T;1 and NK

v Stimulation of OC sign.

Precursors v Promotion of T, and T};2
v’ Cartilage destruction signaling

v Promotion of TGF-31 sign.
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Augello A, et al. Arthritis& Rheumatism 2007, 56:1175-86
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Peritoneum Spleen

Positive contral
{tissue from
GFP-Tg mice)
A, L]
Negative control
(preimmune lissue
from DBAA mice)
Day 3
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Augello A, et al. Arthritis& Rheumatism 2007, 56:1175-86
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MSCs > |L-4, IL-10, TGF-B1

|

TNF-a

Inflammation \
Regeneration

OB apoptosis

ProOC stimulation

WORLD FEDERATION OF

I\ Hemophilia
tEA 20 () D0



Ambiguous effects of MSCs

v Angiogenic effect
v" Cartilage hypertrophy
v Bone formation

v Initiation or progression of
arthritis

v Tumor growth facilitation in mice
v Long-term fate of MSCs?
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