





| The
UVAR XTS
instrument
draws blood
from the
patient

The photoactivated white blood cells
are returned to the patient

-

Blood is separated

by centrifugation
and red blood calls — Fhﬂmﬂmwatmnf

are returned e with UVA l'ghg
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VWhite blood cells are treated with

psoralen and exposed to UVA light
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Tessuti periferici e sangue

24 - 48 h maturazione

@

DCs Immature Maturazione intermedia DCs Mature
High endocytic activity High endocytic activity Low endocytic activity
Low MHC I/l High MHC I/l synthesis Low MHC I/l synthesis

synthesis :
MHC in cytoplasm & MHC only on cell surface

MHC in cytoplasm cell surface _
High T cell co stimulation

Low T co stimulation
Ag engulfment & process T cell & NK stimulation







DC1
immature pTh

g© "

‘Regulator CD4 & CD8

DC1
mature




Short activation of DCs, secrétion of I'lL-12

DC1
mature

Ageing of DCs
- Long activation of DCs Loss of IL-12
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DC1 immature

Monocyte
LPS, CD40L

IL-4 + GM-CSF >

—

IL-10, TGF

PGE2, Ster0|des{xA o

pDC2
IL-3
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Virus
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ECP In vivo elimination of Sezary cells

Leukapheresis UVA/8-MOP .
Apoptosis

ezary cell Sezary cell

@

Apoptosis

NEWERES

Monocyte Immature DC1 Phagocytosis  mature DC1

@ _

Environement Pro inflammatory TAA/MHC I TAA/MHC |
Changes cytokines Presentation to T4 helpers Presentation tonaive T8
& CD40-CD40L & co-stimulation

: TAA : tumor associated antigene
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(1) Recipient conditioning
lssue Damage

i tl's's'ue's 5/ Z U lntesﬁne _
IL-6 @w’/
TNF-«
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Donor
activation G v e ST Effector




Allogeneic Attack on host
donor T céell fiIssues
Host APC

\_—

Presentation O/fozf bl Host
host alloantigens
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Alloreactive NK cell HSCT:Ablation of recipient

targets

Kill recipient APCs =
protect from GvHD.

Donor alloreactive NK %
cells N

Kill recipient T cells =
Improve engraftment rate.

Kill leukemia =
GVL effect

Ruggeri et al. Science 2002
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Corticosteroidi 1-10 mg/kg b.w.
Ciclosporina-A
Tacrolimus
Fotoaferesi

"J

Globulina anti-timociti (ATG)

MMF

MoAb (CD2, CD25, CD5, TNFa, IL2R...)
Pentostatina
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Plasma

Cobe Spectra MCS 3 Plus Stratificazione secondo gradiente di

Haemonetics densita’ dei componenti del sangue
nelle camere di separazione
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UVA PIT....
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ECP in Italy
VE: ;

@ On-line
| Off-line




[] fotoaferesi

2005 2006  nov.
2007




Procedura FCE Therakos

@ WBC basali
m Vol. Proc
OWBC-BC

Bowl 1256 Bowl 1259 Bowl 2253 Bowl 2254
cicli cicli cicli cicli




Procedura FCE Therakos

O Bowl 125 6 cicli
W Bowl 125 9 cicli
O Bowl 225 3 cicli
O Bowl 225 4 cicli

1 Ik (] ]

peso Durata Vol.BC  WBC- MNC-
EFF EFF
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Grazie per la vostra attenzione




