





$ %

()



% relapse

No GvHD

Acute
GvHD

Chronic
GvHD

A+C GvHD Syngeneic

Allogeneic
T cell
depleted

* ) +”_




Yott















((












%

1. Alloreactive

D

2. Tumour-specific

v

T cell respons:

T cell response

Tumour cell



HLA Class |

/\/f‘\ I\b\




HLA Class |

/\/f‘\ I\b\



















%

0@
0

%7 (#2778
4






%









& 0+, A




100%

—O— Female Donor/2+ Pregnancies (n = 921)
@ | —%— Female Donor/l Pregnancy (n = 295) |
2 80% ' o Female Donor/No Pregnancies (n = 779)
= —o— Male Donor (n = 2802)
L
E 60% [
v
i
= 40%
=
=
=
O 20%
. P value < 0.0001
'“':“ri L " Ll L] i " T
0 1 2

Years After Transplant



&+

2:/2>/2 +B
—

00



Laiinml

L1l

m 1 _ 2 : -.. .l.. .'I.'-..

\

) 3 ’[;r}z .

@420

[

#.D



> H#HS



— A

'93-:



-4+(C -4--@C -4-2C -4-2C

*
00)
v



H # :

Cytotoxicity of fetal specific T cell clones
isolated during or after pregnancy

Percent cytotoxicity

100 - N
. F Y
e
U —
90 E A
F Y
H
L] |
80 -
70 .

]
Pregnancy Following pregnancy






#






1. Alloreactive

D

2. Tumour-specific

v

T cell respons:

T cell response

Tumour cell






Frabakility o Halspes

Bibiing:
Trin:

PFrababiliy &1 Lévkemia-Fres Suevwasl

Hibling-
Twin:

Ll L L

ldbprtical Twin [He3d)

@k i |

I_f'“
. o
oo

I_IJ HLAJdeontigal  Siking (a4
o ﬁ
El % a8 T3 6
oaibn
13449 195} {1171 [ 2) Y
i3d5 135k R F4] (& i)

i S ] |

ldepriee] Twia [Hadd)

9.3
(L —— —
a EE | ap TR a4
Meanoha
[ To T 1145} {117y (%3 [2d)

{3dy [26]) i1E] L&) 13}

Outcome of
transplants for chronic
myelogenous
leukemia

Actuarial probability of relapse (top) and
leukemia-free survival (bottom) after
identical-twin and HLA-identical sibling
bone marrow transplantation for chronic
myelogenous leukemia in chronic phase

0+,@



5)






. Yy

g
CIENCERGENTT







[# 0+1223,



Copyright @ 2005 Nature Publishing Group

Nature Reviews | Cancer



Van Baren 1999



PRE

POST

PBMCs only

29.4% 0.0%

o MW-3 UMS ONLY FRE &-fuz-04

0.01%
e 0%

TO6% IFhdy 0.0%
0.0% 0.0%

o MW-8 TMS ONLY POST &-huz-04

o

=

=) 0.00008

. .
o =
= 2
b

102 102 104

99. PRy 0.5%

PBMCs + RVRF

27 5% 0.0%
T, MW-8 RVRF PRE &-fing-04
0.05%
w0 " :-
=]
(&) .
10 1o 10t
725% IFldy 0.0%
0.5% 1.4%
& MW-8 RVEF POST & faz04
m
[}
r
o =
=2
(3]
=
_
[
104

0.3%









Negative control

P
0.01%
or
9%
32
-
('
10° 10° 10
FLZ LOG
=
=)
or
Se]
J2
-
[T
=]
o
=i T — T
108 10! 102 10° 10+
FL2LOG

v

MAGE-A2 315 550

102 10+
FL2 LOG
o
o)
or
S5
J2
|
[T
=]
o
=] T - — T
s 10! 102 10% 10*

FL2 LOG



$" o6 I # # 7

$ ! # # #3 #

The mean frequency was 0.045%



002576 - - E

—-=— EGDC —=— SPSS

0.020+ —+— ALKD/EGDC

0.0504

nwoT oo
wo oo~

0.0154

235PM 189PM

0.0104 0.0254

0.005+

O-d>@
O-ra

% 0.000 ; ' : . % 0.000 y ' r .
0 25 50 75 100 0 25 50 75 100 125

Weeks post-transplant Time post-transplant (weeks)

0.0006+

—a— ALKD / EADP
0.0005+

woT o0 T~

0.0004+

0.0003+

138PM

0.0002+

O -d>ra

0.0001+

% 0.0000

L] L) L] L] L] L]
75 100 125 150 175 200 225
Weeks post-transplant



Increased numbers of CTAg-specific CD8+
T cells are seen in bone marrow
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ot NKG2D- activating receptor expressed
on NK cells and T cells.

«—— ¢ Ligands (NKG2DL) includeMIC-A,-B
andULBP/RAET lprotein families
— MICA and MICB not associated with [32-
microglobulin or peptide

— 6 ULBPsS/RAET are related to MHC class |
In their 1 and 2 domains, but lack3
domain
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