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IONE kat AvOOOAOYLKO

* H EAkwdN¢ koAttic (EK) kat n v. Crohn (CD) sival ta 2 kUpLa vooruoto
Twv Wlomabwv pAsypovwdwv voowv tou evtepou (IONE)

* Av Kal Ta voonuata dev sival idla, xapaktnpiloviol amno xpovia
$dAeypovn tou MNEZ

* O aKkpLPNC UNXOVLOUOC ELVOLL AYVWOTOC

* JUYXPOVEC UTtOBEDELC TToU otnpill{ovTol o€ TOAAQ TTELPAMOTLKAL
dedopeva unootnpilouv OTL TTPOKELTAL Yot SUCAVAAOYEC
OLVOOGOAOVYLKEC QTIAVTINOELC EVAVTL

- OUTO-Ag
- Ag amo kowad pkpopia tng puoLoAoyiknc xAwpidog

- 0€ oLVOUOOUO PUE MEPLBAAAOVTOAOYLKOUC TTOPAYOVTEC TIOU OEV EXOUV
aKOMN TauTomoLNnOetl



ErtidnuioAoyika 6edopeva EK & CD

Ulcerative colitis incidence per

_ i Crohn’s disease incidence per
2{1 000 person-years,1990-2016 100 000 person-years, 1990-2016
[] ldhalar_uip.;g ] Unknown
[]1.86-3.09 ] 0.0?-?.32
[3.10-4.97 - []0.81-1.9
[ 4.98-7.71 1 1.95-3.76
B >7.71 [ 3.77-6.38

B >6.38
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IONE kot AvOoOAOYLKO

* MeA€tn avoooAoylkwv odwv (immunological pathways) onuavtikni
* Taautomoinon Ploloyikwv dektwv (biological markers)

- Tnc dpaotnplotntog TnG vOoou

- EWOIKwV BEPATTEUTIKWY OTOXWV

* OLTIEPLOOOTEPEC MEAETEC OXETL(OVTAL UE TNV ETIKTNTN avOooia

- AvwpalAn evepyomnoinon twv CD4/Thl Aspdokuttapwv

- AUénon tnc £kppaonc tou TNF-a

* O anokAelopo¢ autnc tng 0dovu (TNF-a) kateotn n 1" kalt mio
Sdtadedopevn Bepareia twv IONE

o AvakaAun kat AAAwv odwv onwc Twv CD4/Th17 BonOnTtikwv
KUTTAPWV €XOUV 0ONYNOEL KoL O VEEC Bepareiec



Healthy State ', Disease State
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. * Anti-TNF - mab
Intestinal damage Anti-p40 (IL-12/1L-23)

tgj (S) (S) + Anti-p19(1L12) - mab

iL-10 Fibroblast ,
TGFB | Eouvdetépwon
‘™ - Adalimumab* KUTTOPOKLVWV

Certolizumab pegol* (MetaBLBaoctwv pAEYHOVAC)

cD8*
T cell : .
EvéokuttapLa avaoTtoAn

TOU OHMATOC TWV
KUTTOPOKLVWV

MEDI2070
4
@

Ustekinumab

* JAK AvaoctoAeic - pib
e JAK1 AvaotoAeic

Napeumnodion
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Mnxaviopot rmov gurAgkovral atnv nadoyevela twv IONE

 Evtovn avoolakn amavtnon HEcw TNC aneAeuOEpwong npo-
PAEYHOVWOWV KUTTAPOKLVWYV Ao SPAOTLKA KUTTOpOL

- Th1: (IEN)-y
- Th17 Aepdokuttapa: (IL-17A, IL-17F, 1L-22)
- Natural killer T cells: (IL-13)

* EruumtA€ov, n unepekKpPLkon pAeypovwdwyv Kuttapokvwy (ry. C-X-C
Motif Chemokine Ligand 1 [CXCL1], CXCL3, CXCL8) otnv mepLoxn tou
naoyovtoc BAevvoyovou odnyel o oTpatoAoynon Kol VEWV
AEVKOKUTTAPWV



Mnxaviopoi ov eprmAgkovtat otnv nadoyevela twv IONE

* Qudetepodpha (OOPA): Znuoavtkoc podoc otn dtatpnon INg
OMOLOOTOOLOG

2 T | C :ALEPUBVES aplBuoc MH eleyyopevwy, evepyomotnpuevwv OSPA
odnyouv o€

- KAWVLKOL CUMITTWpLOTOL
- xpovia pAeypovn otov eviepLko BAevvoyovo

* H xypovia dAeypovn xapaktnpiletol enitong amo 6tnbnon tou xoplou amo
mAnBuopoug CD4 + T kuT. AOyw TnG avicopportiog petafo T/T

* OL ouvoplAiec (‘crosstalk’) petaél ovdetepodilwv kat T KUTTAPWV TIPETIEL
va rtail{ouv onpavtkd poio otnv naboyevela twv IONE kal tn dtatipnon

NG Xpoviag GAEYHOVAC (rtepimhokol aAANAOGUVEESUEVOL UNXAVIOHOL TNG UGLKNAC
KoL ETIKTNTNCG avooiag)



Awadopéec atnv naboyevela twv IONE
PoAoc ovdetepodhAwV

EAKwWONG KOALTLC N. Crohn
* Ave€EAEYKTN EvEpyomoinon * AucA€LTOUPYLKA OLVOETEPOPIATL
oudetepodiAwv ov odnyeil oe dev umopouv va EPLOPLOOUV
onuowvtikn BAaBn tou TNV €L6BOAN TWV ULKPO-
BAevvoyovou OPYOVIOUWV
* AutO 0bnyel o€ un eAeyxouevn
xpovia pAsypovn

* 1 @rohn Enkpatein Th1/Thl7 andvtnon

e EK: Th2 amavinon (avénon tng ékppaong twv IL-4, IL-5 kat IL-13 otov BAevvoydvo)
H Th2 amavtnon odnyel og anontwon kot aAAayn TS MPWTIEIVIKAG SOUNC TWV OTEPEWV
OUVOECEWV E ATTOTEAECUA TNV dLaomaon Tou emOnAtokov ppaypou



Oeparmevtikol otoxol otic IONE

* EAeyxoc cupmtwpatwy (maAootepa)
* Evbookormikn kot lotoAoykn (;) emovAwon (onuepa)

* H otoAoyikn dpaotnprotnta (activity: neutrophil-associated inflammation) givai
EVOLG ATO TOUG TILO ONKAVTLIKOUG TTPOPBAEMTIKOUG MOLPAYOVTEG TNG
dpaotnplotnTac TS VOoOU

° H ouvexn%napougta oubetepodilwv oto BAevvoyovo
QTOTEAEL OUOUEVI TIPOYVWOTLKO TtapAyovta

- MeyaAUtepn avAaykn 0 KOPTLKOOTEPOELDN
- Mpoodog vooou
- YIOTPOTEC

2KETTLIKO: H armopakpuveon twv ovdetepodilwv Ba pnopouvoce
va arnoteAel OepameuTtiko otoxo otnv EK




Adalpeon kuttapwv - Cytapheresis

* Mn dappakoAoyikn mpooeyyion Oepaneiac twv IONE

e OTIOU YiveTol eKAEKTIKN adaipeon amno tnv KukAodopia
EVEPYOTIOLNUEVWV AEUKOKUTTAPWYV TNC HUEAOELOOUC OELPAC

e Ta ortola amoteAouv Ny PAEYHOVWO WV KUTTAPOKLVWV

Myeloid
progenitor cell

|

| ! ! | ! !
e« 5 a®» P -
Megakaryocyte Eosinophil Basophil Erythrocytes Monocyte Neutrophil
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Platelets

Dendritic cell Macrophage



Types of Apheresis Systems

* H adaipeon dStaAutwy ovoLwv armo To aipa (oo apxeg 20°0 awwva)
dev BonBnoe otic IONE

* H ekAektikn adaipeon Kot enetepyaoia kuttapwyv (Cytapheresis)
EVEPYOTIOLNHEVWV AEUKOKUTTAPWV TNE LUEAOELOOUC OELPAC Oa
umopouoe va BonOnoeL otnv cwoth «enavevapén - reset’”’ tou
ovoooAoyikoU cuotnuatocg nn/kat va Bondnost o kaAutepn dpdon
TWV GoPUAKWV

e 2 ueBodol kuttadaipeonc

- granulocyte/monocyte apheresis (GMA) using Adacolumn (Japan
Immunoresearch Laboratories, Takasaki, Japan)

- leukocytapheresis (LCAP) using the Cellsorba E column (Asahi
Medical, Tokyo, Japan)




Adacolumn

* To L0 CUXVA XPNOLLOTIOLOUEVO CUOTNUA ATTOPPOPNTLKAG
Kuttadoailpeonc

o Adarpel EKAEKTIKA TOUC KOKKLOKUTTAPLKOUC/LOVOKUTTAPLKOUC
nAnBuopouc amnod to nepldhePLko aipa (GMA)

- Meiwon tn¢ evtepknNc PAEYUOVAC
- Evioyuon twv pnxoavicpwyv nov snidpEpouv UPeon TG VOCOU
- Msiwon avayknc GappAKwY HE SUVNTIKEC EMUTAOKEC

Hibi T et al. Dig Liver Dis. 2009;41:587Y7.
HabermalzB, Sauerland S. Dig Dis Sci. 2010;5544428.



Adacolumn

* 2TAAN 335-mm Mov MEPLEXEL KOKKiOL
e€ELOLKEUMEVNC AKETO-KUTTAPIVNG
(cellulose acetate) nmov npocdpEpouv
anoppodntikn dpaon

Antoppodouv

* Avoocoodarpivn G kaul
OLVOOOCUUTAEYLOTA OTTO TO MAAGLOL

e * Anuovupywvtog Becelc ouvdeong yLa Tov

vrtodoyxea FcyR (fragment crystallizable
—_— gamma receptors) touv Bploketal emi
= TWV LUEAOKUTTAPWYV KOBWC Kol o€
LIKpouc urtontAnBuopoucg B, T kat NK
KUTTAPWV




Adacolumn®

Tpomnoc dpaonc

To Adacolumn® amoppodd EKAEKTLKA TOL EVEPYOTIOLNUEVO KOKKLOKUTTOPQ,
pnovokuttapa/pakpodpaya pEow tou umodoxea Fey Kal uTtoSoxEwv Tou
CUMMTANPWHATOC

Meplmou 65% TwWV KOKKLOKUTTAPWYV Kol 55% Twv HOVOKUTTAPWVY TOU aiaToq
rou SLEpyovtal amo th otAAN anoppodwvtal.

O ouVOALKOG aplBuoc Twv Kuttapwv AEN peloUtol KATw Tov GucLOAOYLKOU
aplOpou SLOTL Ta ayLOEVEVO EVEPYOTIOLNUEVA KUTTOPO avTLKaBiotavtol
TOXEWG LEOW TNE KlvnTtomoinong avevepywyv, CD-10 apvntlkwv
AEUKOKUTTAPWVY OTtO TOV HUEAO



GMA - Tpomoc dpaonc

] "6} ) elihksWlUne 89dcys3
0} U 290RUU; U UsUdyuids

] " UaUgdygB@adoeccgsyUl 3
IL -1ra, STNFaR

HAF,) Uo h 3 Un



GMA -

Tpormoc dpaonc

] g3Y3Us @ Uypsdehd Ux¥3 -Tregde o0 Uc

%%oo

UUUs 6 UpbdoBdeBdaygrs ag
UUYep3vese d d

y3d ~ Uy Uo ¥ oseg UWbUloccasas3rilsl 3
IL-8, TNF-a



Monocytes expressing
high density HLA-DR

Dendritic antigen-presenting cell
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Adacolumn®

75 7 75

H ekAekTIK apaipeonTwvea e 99968 a g Utz eagBIUU) satL 3
TTANBUOPWYV ATTO TO TTEPIPEPIKO aipa (GMA) oxetiletal

- Me pakpac SLAPKELOC KATAOTOAN KUTTOPOKLVWY TTOU EMAYOUV Th
$dAeypovny (TNF-a, IL-1B, IL-6 & IL-8) mou ameAguBepwvovtal amno ta
QLLULOTLKA AEUKOKUTTOPO KABWC Kall

- Me peilwon tng 6paonc tng L-ogAektivng Kal tnS EKbpaong Tou
urtodoxEa CXCR3 rntov Stapecolafel otn LETOWVAOTELON TWV
AEUKOKUTTAPWV TIPOC TOV TOTIO TNE PAEYLOVN

Ref: Saniabadi A, Hanai H, Lofberg R et al. Adacolumn, an adsorptive carrier based granulocyte and monocyte apheresis device

for the treatment of inflammatory and refractory diseases associated with leucocytes. J of Clinical Apheresis 2005; 20: 171-184



Immune effects of adsorptive granulocyte and monocyte apheresis

Blood
vessel
Altered leukocyte function

Soluble TNF receptors, IL-IRa, HGF.. T
Leukocyte surface L-selectin |
Adherence to vascular endothelium J

Chemotaxis |
Infiltration

by inflammatory .
cells Inflammatory cytokines J

Anti-inflammatory cytokines T
CDI0 leukocytes T
Proinflammatory leukocytes |
Regulatory T cells 1

Effector T cells

Suppressor myeloid celis T
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Cytapheresis Inside
the column

Selective adsorption
of myeloid lineage
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Apheresis: blood inflow Apheresis: blood outflow & Bone

marrow




Circuit Diagram
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Leukocytapheresis (LCAP)

* MeBoboc Bepameutikne adaipeonc e TN xpnon oTtTAANG
Cellsorba E column

* Amoteleital amo MOAVECSTEPLKO Un udpaoHEvo (nonwoven)
UALKO O€ QIOCTELPWMEVO TIOAUKApBoOVLIKO Soxelo TTou

,43’//‘;’/}/; / adoLpel ta AevKokUTTOPO (CUUTIEPIAAUPAVOUEVWV KOL TWV
£~ 3 Aepdokuttdpwv)
g y * Adatpouvtal to 90-100% twv KOKKlokutTtapwv, 30-60% Ttwv

AepdoKuTTAPWYV KL LLLKPO % OLLUOTIETOALWY

* META ATTO QVTUTNKTLIKA Qywyn TO Al ELOEPYETAL OTTO EVal
«mpo-PpiAtpo» mpLv eloeABeL 0TO KUpPLWCE PiATpO

* H LCAP pe Cellsorba mpaypatomnoteital anag eBdopadiaiwg
yla 5 cuvexeic eBOOMASEC



Leukocytapheresis (LCAP)

e Awapkela: Mepimov 60 min
* Pon: 30-50 mL/min

* 210 lamwviko EGViIkO cuotnua vyeiag mepthapBavetat oTLG AnodeKTEG Beparneieg
ywa tnv EK mou cuvelodpepel otn BeAtiwon tng mototntag {wng Twv aoBevwy

* Hmnapodikn Aepdornevia nou napatnpeital pe tn Bepaneia pe LCAP (Cellsorba)
Oa pnopovoe va anoteAEcel mPOBAnHA

* ExeL avadepBel 0TL N Aepudomevia YUMOPEL val EMAYEL TRV AuToOVOoOoia

King C et al. Cell. 2004;117:28%7.



[ In GMA therapy ]/

[ InLCAP therapy |

/In peripheral blood:
-¥ Granulocytes and monocytes.
¥ Lymphocytes and platelets.
-¥ Th1/Th2 ratio.

— - ¥ CD14+CD16+DR++

-¥ MPA and LPA.

-¥ TNF-q, IL-2, IL-8, and IFNy.

-¥ CRP and ESR.

‘1 IL-4,

‘In intestinal mucosa:
.. % coxa.
-t HES1.

l In peripheral blood J

[ Cells:
-¥% of neutrophils and monocytes.
-¥ CD14*CD16* Monocytes.
-¥ CD10* neutrophils.

= -4 Lymphocytes.

- 4 CD4*CD25Ma™/FoxP3 phenotype
Treg cells.

-4 CD10 neutrophils.

\
N

4

=
[ Cellular elements:

-¥ Pro-inflammatory cytokines: TNF-a, IL- |

1B, IL-6, IL-8, and IFNy.

-¥ Cell-surface elements: TLR2, L-
| selectin, CXCR3.

N -¥ CRP, HGF (in vitro).

-4 Anti-inflammatory cytokines: IL-10 and |
IL-1ra (first doses), sTNF-a Rl and RIl.

-4 Cell-surface expression of MIP-18 and

\Mac-1 :

)

|

7

[ Inintestinal mucosa |

—

'Cells:
-¥ IFNy-positive T-cell.
- ¥ TNF-a-positive T-cell.

Cellular elements:

-¥ Pro-inflammatory cytokines: TNF-
a, IL-1B, IL-6, IL-8, and IFNy.

-4 IL-1ra/IL-1B ratio.

GMA vs LCAP

e TOoo pe to Adacolumn 0co Kal LLE TO
Cellsorba n eKAEKTIKA OITOUAKPUVGOH TWV
AgvKokuTTAPWV TILIBAVWC SEV aITOTEAEL TOV
LLOVO UNXOVLIOMO VLol TNV EPUNVELA TOU
KALVLKOU QTTOTEAEOUATOC

* MBavwc kat aAAoL avocoAoyLKol
HNXOWVIOMOL EMTTAEKOVTOL OTNV KAWLKNA
QTTOTEAECUATIKOTNTA TOUC



Avoootpororowntikn 6paon twv GMA vs LCAP otnv EK

Depletion of proinflammatory CD14™ CDI6T DR™ monocytes
Mobilization of bone marrow CDI{  neutrophils

Depletion of proinflammatory cytokines (TNF-o, IL-16, IL-6, IL-
&)
Liberation of inflammatory mediators such as soluble cytokine

receptors (sTNFR) I and 1L, IL-10), IL-1ra and hepatocyte growth
factor (HGF)

Rise in regulatory CD4" CD257 T cells

Downregulation of the expression of Toll-like receptor 2 (TLR2)
on granulocytes

Induction of granulocyte apoptosis. Upregulation of MAC-1 after
Adacolumn treatment has been found. Its known to promote
apoptosis of granulocytes.

Lower circulating levels of L-selectin and increased levels of
CDI11b/CDI18 (Mac-1), followed by reduced leukocyte rolling on

the vascular endothelium and reduced migration of granulocytes
to sites of inflammation

Increased circulating levels of transcription factor forkhead box P3
(FoxP3)

Depletion of proinflammatory CD147 CD16™ DRT monocytes

The CD4/CDS8 ratio does not change after Cellsorba, while TH1/
TH2 ratio seems to significantly decrease

Depletion of proinflammatory cytokines (TNF-a, IL-2, IL-8 and
IFN-7v)

Increase in levels of anti-inflammatory cytokine, IL-10

As far as the number of CD4 ™ and CDS8" T cells and the number
of CD45RO™ CD4™ memory T cells are concerned, the average

number of lymphocytes, both T and B cells, significantly
decreases after Cellsorba

Flow cytometry revealed the ability of Cellsorba to remove
activated cells and adhesion molecule-positive cells

Filter-passed lymphocytes also showed greater production of IL-4
with respect to pre-apheresis values

The expression of caudal type homeobox 2 (CDX2) and a hairy-
related protein | (HES1) markedly increased after LCAP. The

CDX2 expression induced by LCAP might be associated with
mucosal healing in UC

Cellsorba remove activated platelets and monocyte-platelet
agreggates (MPA) or leukocyte-platelet aggregates (LPA) which

are known to be a main ]':rninﬂnmmnrnr:,' anil immnnnlngi:‘:n]

s0urce



Adacolumn

KAwika Asedopeva



Patients (%)

A Randomized, Double-Blind, Sham-Controlled Study of

Granulocyte/Monocyte Apheresis for Active Ulcerative Colitis
Sands BE et al. Gastro 2008; 135:4d09

44 [] Adacolumn (n=112) * Active moderate-to-severe UC (Mayo
39 | MM Sham (n=56) score 6 —11)

* |n this study, granulocyte/monocyte
apheresis was well tolerated but did

y 2 not demonstrate efficacy for

—I induction of clinical remission or

17 17 16

response in patients with moderate-
. . . to-severe ulcerative colitis.

Clinical Clinical Endoscopic Endoscopic
remission response remission response



Adacolumn

apheresis
n=112

Intent-to-treat
n=168

Follow-up
week 24

&

Sham
apheresis
n=>56

Primary evaluation (see ref 7)

y

Post hoc analyses

Y

Histology: active

ulcers, erosions
n=63

Histology: mild, no
ulcers, erosions

n=102

=

CRP

>

Post hoc evaluation

<+

Post-hoc analysis
KruisW et al. Digestion 2015;92.8%

Histological findings at baseline for
the ITT population

* Only 38% (63 of 165) of the
patients had microscopic erosions
or ulcerations (group P)

* while the remaining 62% (102 of
165) of patients did not show
microscopic erosions/ulcerations
or had only mild inflammation
(group A)



CRP (mg/)

12

10 H

LN

- O- Adacolumn (n = 58)
— @ - Sham (n = 20)

. _p = 05521 p = 0.1650*
~. * —
. -
‘. s
~. _
~ -
o L
“‘m__% p =04212%*
EHMDE
p = 0.0999* ~ .
-..D ]
p=0.0013*
| 1
Baseline Week 12 Week 24

Post-hoc analysis
KruisW et al. Digestion 2015;92:894

*|ZNUOVTLKN MElWON TWV
erunédwv CRP otnv opada mou
ekavav Adacolumn

(tou mapakoAovONnBRKkav pEXPL TNV
efoopada 24)

- apheresis (n = 58)
- sham control (n = 20)

*|H CRP £meoe akoun
TLEPLOCGOTEPO TNV 24" efdopada
(MeTd TN o061 OKO
Adacolumm - Carry over effect

|




Adacolumn - KAWVIKEC LEAETEC

V > 300 dnpooilevoelg

V 15 RC T otnv EK

V 2 peTaVOAUGCELC & 3 CUGTNUOTLKEC OLVOLOKOTINOELG

V Agdopeva KUPLWC yLoL TNV KOPTLKO-EEOLPTWHEVN Kol

v un eAeyxopevn EK (refractory UC)



NpodA aoBevwy — To Lo «KAQLOLKO»

1st authors n patients Trial endpoint Evidenced patient profile
: Safety & Efficacy 2 A
Sh , o
,T;?,ﬁma RCT open label / EVEpVOC VoGog
Nakamura, open eval.
BresciMaiden, VS. steroids; PR y ~ N Y
s | oTs | emission at  'HUia 0 Métpia vUotpoly uUo
600 UC week 12 5-ASA
Habermalz patients
thl?ggh Metaanalyses
* Koptwkoe€aptwpeévn N
Thanaraj 2010 Systematic review KOpTlKOQVGEKTlKl"] EK




KAQOOLKO TIPOPLA

Leukocytapheresis Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI Year M-H, Fixed, 95% CI
1.1.1 Clinical remission after 6 weeks
Shimoyama et al. 1999 11 53 7 52 12.7% 1.54[0.65, 3.67] 1999 = >
Hanai et al. 2004 24 46 14 23 33.5% 0.86 [0.56, 1.32] 2004 — &
Bresci et al. 2007 14 20 12 20 21.5% 1.17[0.74, 1.85] 2007 -
Hanai et al. 2008 19 35 18 35 32.3% 1.06 [0.68, 1.64] 2008 f
Subtotal (95% CI) 154 130 100.0% 1.07 [0.83, 1.39]
Total events 68 51

Heterogeneity: Chiz = 1.86, df = 3 (P = 0.60); 12 = 0%
Test for overall effect: Z = 0.56 (P = 0.58)

1.1.2 Clinical remission after 12 weeks

Hanai et al. 2004 38 46 15 23 41.7% 1.27[0.91, 1.76] 2004 T
Sands et al. 2008 24 143 9 72  25.0% 1.34[0.66, 2.74] 2008 =

Hanai et al. 2008 26 35 16 35 33.4% 1.63[1.08, 2.45] 2008 — &
Subtotal (95% CI) 224 130 100.0% 1.41[1.08, 1.83] e
Total events 88 40

Heterogeneity: Chiz2 = 0.89, df = 2 (P = 0.64); 12 = 0%
Test for overall effect: Z = 2.55 (P = 0.01)

05 07 1 15 2
Favours control Favours apheresis




Itk kotaypadn (real-life) - o1y

Journal of Clinical Kph:['tak 36:335- 337 (301N

The Italian Registry of Therapeutic Apheresis:
Granulocyte—-Monocyte Apheresis in the Treatment
of Inflammatory Bowel Disease. A Multicentric Study

Stefano Passalacqua,’’ Pletro Manuel Ferraro,'! Glampaolo Bresel,” Valeria D'Ovidio,”

Marco Astegiano,' Mariabeatrice Principi,® Roberto Testa,® Renata D'Inca,” Daniela Valpiani,®
Alessandro Armuzzi,® Renato Sablich,™ Flaminia Cavallare,” Francesco Costa,"® Vincenza Di Leo,"
Elisabetta Colombo,’ Alessia Santini,'® Annalisa Aratari,"® Pierenrico Lecis,’” Valeria Saladino,™
Gabriele Riegler,'® Marino Marco,” Francesca Calella,®" Chiara Ricei,™ Maria Luisa Guid, ™
Giuseppe Repaci,”® and Michele Silla®®
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'PADS 5. Mania deghl Angell, Pordanone, italy
"RCCS Policlinico, San Donato Mitanese, ialy
2 Azienda Ospedaliera Universitaria, Clsanelio, Haly
LSS 13 Dolo, ftaly
“0spedale Casa Solievo della Sofferenza, San Giovann Rotondo, Haly
"AUC Careggl, Firenze, ialy
6 5an Fiippo Nevi, Aoma, taly
" Ospedale San Martine, Beliung, italy
"IRCCS Poficlinico, Mitano, Haly
94 0., Policiinico-SUIN, Napoll, ifaly
M azienda Ospedaliora Liniversitara, Uokne, ftaly
FALSL 11, Empol, Raly
2 anedal Civil, Brescia, laly
“Gasl‘roanlem@y Division, Universith Catfolica del Sacro Cuore, Roma, italy
Azienda Ospedaiiera Lagnano, Magenta, Haly
F Dspadale Viasto, italy

si (dal 1994 ad oggi)

Rettocolite Ulcerosa

Steroido dipendente 70.2%
Steroido refrattario 22.4%
Intollerante a immunosoppressore 17.6%
Non responsivo a immunosoppressore 23.5%
Fistole 0
Manifes Follow up a 12 mesi - Valutazione clinica per Re
Articola 0.6%
Cute 2%
Altro D.4%
Selezionare I'anno: lm
Durata «
< 1 mes ul
1-3 mes
> 3 mes Valutaz. ca
Cronica pre afere:
Gruppi
mige [l o« Lml
37 102 146 137

wvalutazione o non valutate)

CLINICAL ACTIVITY INDEX (CAI)
- Remissione clinica: quando il CAl & =0 < 4
- Risposta clinica: guando il CAI diminuisca almeno di 3 punti

Clinical remission at week 12 :

% / Pazienti
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1stauthors

Endpoints

Patient profile

Muratov 2006,
Lindberg 2009,
Dignass 2010,
Cabriada 2012
Imperiali 2014,

> 400

Efficacy, Remission
and Response
week 712, +
follow up, Safety

‘HUa 8 Métpla vooog (CAI 5 - 12)

Koptikogéaptwpévn N
koptikoovOektikn EK

KAI aUotuxia j pn avoyn oe
alaBeroUpivn/6-MP




lortawvikn kataypadn (real-life)
[TLo cofapn voooc

J Gastroenterol
DOT 10,1007 /s00535-01 1-0499-2

ORIGINAL ARTICLE—ALIMENTARY TRACT

Leukocytapheresis for steroid-dependent ulcerative colitis
in clinical practice: results of a nationwide Spanish registry

J. L. Cabriada + E. Domeénech - N, Ibargoyen -
V. Hernandez -+ J. Clofent - D. Ginard -
I. Gutiérrez-Ibarluzea « J. Hinojosa

68% achieved at |least a clinical Response at week 8
37% already obtaining steroid-free clinical remission at that time.

significant decrease in CRP levels at week 3 was found only among initial
responders




100 1

80 1

60 1

40 A1

20 1

lomtavikn kataypadn (real-life)
Lo coPapry voooc

CabriadallL et al. J Gastroenterol (2012) 473585
100 1

B apheresis maintenance [J no additional apheresis mMS IMS discontinued |

80 1
‘Ydeon o€ 600UG eiyav apxiki anavinon ‘Ydeon o 6coug Stékopav AZA/6MP

60 1

40 1

51%
(36/71) 20 -

29%
4271)

64% 56% 44%

(16/25) (22/39) (11/25)

6 months 12 months & months ' 12 months

* KAwwko 0deloc og Kamolo % acOevwv pe KoptikoeEaptwpevn EK akoun kat ent anotuyioc AZA/6MP

* Y& QUTOUC ME MPWLMN KAWVIKA Kat BroAoyikn artavinon (CRP) to oxnua pe 5-10 ocuvedpieg npémnel va
oAokAnpwvovtol

* Hyxpnon AZA/6MP uropel vot cUVEXLGOEL Tapa TNV ApyLKr arotuyia

* Juvebpiec ouvtipnonc (1/uAva) cuvictwvtol o€ autouc ue Sucavefia — arotvyia o AZA/6MP



un eAeyyopevn voooc (Refractory)

1st authors n patients End poi nts Patient profile

e Métpla Upoc Bapid EK
* KoptikoeéoptwHEVN
_ Efficacy, Remission ’
Dignass et l o | andResponse KOp'th\OdVGEK'thn EK
lvjf,eskagt’; follow 1 o KA albtuyia fi pn avoxn ot
alaBsoUpivn/6-MP kau/n
BloAoyikouc Unpayovtec




Original Article

Safety and Efficacy of Granulocyte/Monocyte
Apheresis in Steroid-Dependent Active
Ulcerative Colitis with Insufficient Response
or Intolerance to Immunosuppressants and/
or Biologics [the ART Trial]: 12-week Interim
Results

Axel Dignass,? Ayesha Akbar," Ailsa Hart,* Sreedhar Subramanian,®
Gilles Bommelaer,? Daniel C. Baumgart,® Jean-Charles Grimaud,’
Guillaume Cadiot,? Richard Makins," Syed Hoque,' Guillaume Bouguen,’
Bruno Bonaz¥




Week 0

SCREENING

Consent
Inclusion/exclusion
criteria
Demographics
History

Pregnancy test
Physical examination
CAI

EAI

Haematology
hsCRP
Coagulation

Vital signs
Concomitant
medications

Weeks 1-5

f Adacolumn \

treatment period

Q1W 60 min apheresis
30 mL/min flow rate

Q1W assessments:
CAI haematology,
coagulation, vital signs,
concomitant medications,
AEs

Weeks 1/3/5: hsCRP

Y

\ Weeks 1/5: Qol j

"-------------------.‘.‘

Weeks 6-10

Optional Adacolumn
treatment period

Q1W 60 min apheresis
30 mL/min flow rate

Q1W assessments:
CAI, haematology, hsCRP,
coagulation, vital signs,
concomitant medications,
AEs

-

Week 12

Weeks
24-96

ASSESSMENTS

Physical examination
CAI

EAI

hsCRP

Vital signs

Qol

Concomitant

medications
AEs

wcHZmHZvounmen e




Total population

Excluded (n=1):
AE-inability to cannulate

Y

[ Received =1 Adacolumn treatment
E{

Safety population (n=85)

Enrolled at the data cut-off
(n=86)

Excluded (n=1):
AE-syncope during cannulation;
withdrawn by investigator after 3

Y repeated attempts
eceived 21 Adacolumn treatment and provided >1 valid
ITT population post-baseline CAI measurement
(n=84) 4 Excluded due major protocol )
violations (n=20):
Corticosteroid increase (n=8),
<5 Adacolumn treatments (n=2),
premature termination before end
Y of full treatment period (n=1),
Patients from the ITT population who received =5 violation of exclusion criteria (n=2),
PP population Adacolumn treatments or who were discontinued due to \Violation of inclusion criteria {11:3]y
pop lack of efficacy or an AE possibly related to treatment
(n=64)




Proportion without event, %

Time to remission for the ITT population

100 - Aldpecoc

oC D
o O
I 1

43

4

~]
-
l

Remission: achieving a CAl score of £ 4

3
x
x

—_ o W R N
o o © o o o o
I ] I I ] ]

| |

20 40

-

Number of patients at risk
82 65 38

! !
60 80 100 120
Time, days

26 8 2 0



100~

Proportion without event, %
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Time to response for the ITT population

24

A 4

Response: reduction in CAl of > 3;

I [FEY)
LAl

=

Number of patients at risk

84

10

61

20

49

30

30

40

26

50 60
Time, days
19 15

|
70 80 90 100

14 7 1 1

1
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Proportion without event, %

Time to steroid-free remission for the ITT population

1004

b O =] oo O
o o o o O
1 ] I ] 1

At any time point, 28/84 [33.3%] of

40- . . . .

. patients were in steroid-free remission

20-

10-

U | | | | | | | | | 1 |
0 10 20 30 40 50 60 70 80 90 100 110
Time, days

Number of patients at risk
84 81 77 64 62 56 51 45 15 4 3 0



Proportion without event, %

Time to steroid-free response for the ITT population

1007

L O~ 00 D
o o o o O
1 ] ] 1 1

At any time point, 36/84 [42.9%] of

x

40+ : : :

0 patients were in steroid-free response

20- )

10-

0 ! | 1 T 1 1 1 1 | T |
0 10 20 30 40 50 60 70 80 90 100 110
Time, days

Number of patients at risk
84 72 66 54 52 48 43 38 14 3 2 0



To 1/3 twv a.oBevwv pe avOekTikn EAKwWON KoAltida ETUXE KALWVLKN Udeon n omola Statnpndnke otLg

48 eBooLadEC

ART trial (@70 I Allpatients (n=94) | IS/TNF-a failures (n = 30)
Table 1. S f patient d hics and baseline characteristi i
able 1. Summary of patient demographics an seline characteristics ro
(safety population). 50 - r K}\WlKﬂ U¢80ﬂ
Characteristic N=95 & T
Age, years -3 40 1
Mean (SD) 445 (13.7) =
Weight, kg K~} i
Mean (SD) 75.6 (18.4)° 3 301
Sex, n (%) g
Male 57 (60.0) @ 20- 1
Female 38 (40.0)
UC severity, n (%) 10 4
Mild 7 (7.4)
Moderate 69 (72.6) 0 ] 333
Severe 19 (20.0) J ) N
Localisation of diseass, i (%) Week 5 Week 12 Week 24 Week 48
Left-sided 42 (44.2)
Proctitis 2(2.1)
Pancolitis 45 (47.4) b) 70 - - 15 7 -
Sl 5l (b) I All patients (n=94) | IS/TNF-a failures (n = 30)
Number of previous hospital admissions related to UC, n (%) 1 A d
g 51 108 60 - : KAwwkn avtamokplon
1 22 (23.2)
2 13 (13.7) a.-g. 50 1
3 8 (8.4) =
>4 21 (22.1) % 40 -
Number of UC episodes in the past 12 months, n (%) -
0 12 (12.6) § 30 4
1 11 (11.6) a2 4
2 H-(116) 8 ) -
Chronic active 51 (53.7) & 201
Time since first diagnosis, months 1
Mean (SD) 105.6 (105.2) 10 1 R
Median 72.0 Tt
Incidence of insufficient response® or intolerance® to medications, n (%) 0 300 - 433 - 400 . 83 -
Any insufficient response or intolerance 94 (98.9) Week 5 Week 12 Week 24 Week 48
Immunosuppressant medication 86 (90.5)
—TNF inhibitors B VAT) E— . ' ' ' . o
Immunosuppressants and TNF inhibitors 30 (31.9) u ZUXVOU']TO( KO}\EKTOHHC ota 2 €n: 23%
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SAFETY

© No patient died
© No life-threatening opportunistic infections occurred
© 380 (84.2 %) experienced at least 1 AE through week 48.

© Headache was the most common adverse event (23.2 %)
beyond typical gastrointestinal AEs (active study disease)

O Twenty-two (23.2 %) of the 95 patients in Safety
experienced SAEs through week 48; none was considered
related to study treatment.

© 26 (27.4 %) subjects withdrew from the study because of
AEs
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SUSTAINED REMISSION OR RESPONSE

Week 12 AND 24 AND 48; ITT (PP similar)

 18.09% | | 26.60% l - 27.66 % .

Sustained Sustained Sustained remission
remission (%) response (%) or response (%)

() Response: Reduction in CAl score of >3




- \
SURVEY, RETROSPECTIVE:
CUMLATIVE COLECTOMY RATE UP TO W96

© Colectomy documented on phone survey: Phone survey was supposed to collect information after study completion until
Week 96, but the same colectomy event already documented as AE may have again reported in the phone survey.

N Lost to Had No Colectomy
follow-up | colectomy, N | colectomy, N rate [%]
56 16 16 40

22.22 %

O PP Population




Leukapheresis for inflammatory bowel disease
NICE - Guidance

« 1.1 Current evidence suggests that there areno major safety
concerns for the use of leukapheresis for inflammatory bowel

disease.

* 1.2 Leukapheresismay be beneficial in carefully selected
patients with ulcerative colitis, but the evidence on efficacy Is
not yet adequate to support its use in these patients without
special arrangementsfor consent and for audit or research as

set out in 1.4.

« 1.3 There is inadequate evidence to draw any conclusions about
the efficacy of leukapheresis in patients with Crohn's disease
and it should only be used in accordance with special
arrangements for consent and audit as set out in 1.4.




Leukapheresis for inflammatory bowel disease
NICE - Guidance

1.4 Clinicians wishing to undertake leukapheresis for inflammatory
bowel disease should take the following actions.

- Inform the clinical governance leads in their Trusts.

- Ensure that patients understand the uncertainty about the
procedure's efficacy and provide them with clear written information .
Use of the Institute's information for the public IS recommended.

- Audit and review clinical outcomes of all patients having
leukapheresis.

1.5 Publication of current and future research studies will be useful.
The Institute may review the procedure upon publication of further
evidence.



https://www.nice.org.uk/guidance/ipg126/informationforpublic

H amoteAeopatikotnta TS Asukadaipeonc oxeT(eTolL LE TN CUXVOTNTO TWV CUVESPLWV

GMA (Aevkadaipeon)

Amnopakpuvon (LEow tpoopodproewc)
“evepyomolnpuévwy” oudetepodiAwv —HOVOKUTTTAP WY
HEOW €EWOWMATLKNAG KUKAOOpLag

Drip chamber

Patient with an
impaired immune
system

Blood outflow line
(cleared blood)

Venous blood '

Venous return
blood
outflow

Blood inflow line

U 1 ouvebpla / efdopada yia 5-10 efdopadec

Evtatikomnoinuévo oxnua (2 popég / eBdopada)

100 4 Log-rank test x statistics = 30.2955, P<0.0001
90 -
§ 804 Intensive GMA ’-l
= s
| TR HORSR )
= H
© 60
8 50 | Weekly GMA
C: ecelll e
g 9 flslicd
£ 30+
o 20 4
10 4
o 1 T T T I I
0 10 20 30 40 50 60 70

Follow-up period (days)

AYPnAdtepa mocootd emiteuéng Udeong
(71% vs 54%) (p=0.029)

AMkpOTEPO XPOVLKO SLACTNA €WC TNV EMiTELEN UdeoNC (15
Vs 28 NUEPEG) (P<0.0001)

Domeénech E et al. World J Gastroenterol. 2021




Y& a00eveic ue KOPTLKO-£EQPTWEVN VOO0, N MPooBnkn Asvkadaipeong kabuotepel TNV eUdAVION UTIOTPOTING

ll Weeks
24

Primary end point:
Steroid-free remission

ATTICA STUDY

Apheresis plus Prednisone

prednisone[n = 62] alone[n = 61]
Age [years] 44 = 11.5 43 +12.7
Male gender 61% 65%
Active smokers 16% 7%
Body mass index 24.6 + 3.6 247 + 3.4
Extensive colitis 45% 46%
Disease duration [years] 6.4+5.2 7.9+ 7.6
Total Mayo score 73=1.7 72+ 1.6
On steroids at screening 55% 56%
Concomitant thiopurines 27% 26%
Never exposed to thiopurines 37% 41%
Ever exposed to anti-TNF 15% 25%

% of patients in remission

KapumuAn emiBiwong eAeUBepn uTtOTPOTNG

100
90
80
70
60
50
40
30
20
10

7 ~— Adacolumn plus prednisone
N === Prednisone alone

Week 0 Week 4 Week 8 Week 12 Week 16 Week 20 Week 24



Y& a00eveic e KOPTLKO-EEOPTWLEVN VOOO, N IPOOONKN AsuKadpaipeonS LELWVEL TNV AVAYKN KOPTLKOCTEPOELS WV

60 -
% 501 s
< : 1 I 1 1
= i Evtog 4 eBdopadwv amo tnv oAokAnpwon Twv
§ 40 ' ° ouvebplwv Aeukadaipeong (n=10)
B
k5} *P<0.001 o ' ' , i
2 30 - : 21,4% aocBevwv eixav SLakOEL TA KOPTIKOOTEPOELON
£ |
5] i
[>) i
5 201 |
Q i
o
A
10 :
0 | —— 1
Baseline Easl :
assessment time
UC patients, n = 103
* P-value by Wilcoxon signed rank test
Fig. 7 Comparison of median dose of corticosteroid at baseline and at the final assessment time in patients with UC (n= 103) who were on
| corticosteroid at baseline. UC ulcerative colitis )




AnwAela anoteAeopatikotntac Anti-TNF Ab

* Ot povokAwvikot Anti-TNF rapayovteg - i infliximab (IFX) eivat oAU
aroteAeopatikol otn Oepanela Twv «d U O K O A WV » IQNE p @ WV

- BAevvoyoviKkn emovAwon

- ALYOTEPEC ELOOYWYECG OE VOOOKOUELD
- Alyotepa XELpoupyeia

- KaAutepn mowotnta {wng

cEviovtaemagqvioOVy OAOIl o0l o0oo0cBevel ¢
- MpwTtoyevAC 1N avtanokplon (primary non-response to anti-TNF treatment)

- 24 - 46% twv 0.0BevwV avamtuooouVv SEUTEPOYEVE AVTIOXH OTOV
napayovta 1o 1° £€1o¢

* 6-10% gudavi(ouV pn OVEKTEC TTOPEVEPYELEC



Infliximab

—— No immunomodulator

Immunomodulator

HR 0-39 (95% Cl 0-32-0-46), p<0-0001
0

T 1 I | I
Number at risk  © 14 28 42 56 70

Immunomodulator 576 11 367 259 164
No immunomoedulator 349 269 124 65 41

100 ——— —1
2
3
4
*

HR 0-43 (95% Cl 0-30-0-61), p<0-0001

757

antibody (%)
5
1

P
i
1

Survival without development of

=]
un
1

]
i
1

Survival without development of
antibody (%)
L
=
|
{j—'%

0

T T T T 1
0 14 28 42 56 70

Number at risk Time since treatment initiation (weeks)

4 (highest) 136 136 112 88 56
3 118 118 103 67 39
2 120 120 83 56 32
1(lowest) 79 79 49 24 15

Napayovtecg mov ennpealovv TNV
aroteAeopatikotnta twv Anti-TNF

OL TP AYOVTEC OTOUC OTIOLOUC UITOPOUE Val
nopepPoupe eival

* H xatnAR GUYKEVTPWON TOU POaPUAKOU KOl
* H avoooyovikotnta

A) H cuyxopniynon ovooOKOTAOTAATLKWY LELWVEL
NV ribavotnta avamntuéng Ab

B) Tao upnAotepa enineda poppakov tnv 14" B6
LLELWVOUV TNV TBavotnta avantuénc Ab

Kennedy N et al. Lancet GH 2019



granulocyte-monocyte apheresis

An in vitro analysis of the interaction between infliximab and

Rodriguez Lago | et al. GH 2023

* Enwaon oAlkoU aipotoC UE 3 GUYKEVTIPWOELC
IFX 3, 6, kat 9g/ml os Beppokpacio Swpatiou
yta 10 min.

e 2tn ouvexewa 10 ml tng KAOE cUyKEVTPWONG
enmwacOnkav pe 5 ml opatptdiwv Adacolumn®
o€ 200 rom yita 1 h otoug 37 °C (uipunon ko

ouvOnKkwv)

e Aelypa amo kdBs cuykEvTpwon avaAuBnke
Heta tnv enwaon (3 popEC €kaoTov) W TPOC TN
OUYKEVTpwoON tou IFX

[IFX] ug/ml

104

r T
8-
-~ 3 ug/mL
— i
6= -~ 6 pg/mL
/ = 9ug/mL
4~
2-
C 1 | ]
Pre Post

JUVETIWCE O in vitro cuvbuaouoc GMA
Kat IFX 8gv pewwvel ta
KukAodopouvta emnineda IFX

O ocuvduvacouoc Ba prnopovos (lowc)
va BeATIWOEL TO KALVLKO QTOTEAEC AL
HUeELwvovTag TN pAeypovn



Zuvduvaopoc GMA/anti-TNFHueta and anwAsla avtanokpLlonc
otou¢ anti-TNFoe aoBeveic pe EK

Rodriguez Lago | et &cand) Gastroenterol 2019;54: 48®4 —
* AvaSpopiky peAétnz 1 1 DZE LjI nj5 B]':;::: [a B
* 47 aoOeveiue EK( LIE &% *dz2DD7 5 35 | 1 U adimumsb  ifiximas

Golimumab

2 4% p DZ njDA5Diffved-j(59% ddckrapsvn EK)
« 23 (IFX), 18 (ADA), 6 (Golimumab)

* Mpwroyevig LI+ 5 LjI 5 NjUDehj DA +  ( —
- Acutepoyevig5 NjUdzl DS T # A 5 191%p NjUDAMD




HHHHH (| Zuvbuaopég GMA/anti-TNFuetd ané andAsia =
B} [g B avranokpiong ctoug anti-TNFoe acBeveiq pe EK —=

ATToT e Aéopata oBGMAandTNEuvVv Ouvaaouo ?
-2 |1 30 a#|L]pNNE DANINyRyoAtdre
-2 30a% kaBtpduekiivne
- 15534 32%)5 Nj3 Ljl #a5Lj] al NLXOQBY abfponh thedadihk tou

anti-TNF
- 17%NDp + & ¢! + EENIZI DA NLJg
-25a( 4%) pDZEDNIUSL] T # ! | njBjNjb 825 dz0su 1T |

O Zuvduaopoc GMA/anti-TNFueta amd anwAsla avtanoKkplong
glvail acpaAnc Kal anoteAecpatikoc os aocdeveic pe EK kot
TLEPLOPLOUEVEC EVOAAAKTIKEC OEPATTEUTIKECG ETUAOYEC




NHS!

National Institute for
Health and Clinical Excellence

lssue date: June 2005

Leukapheresis for
inflammatory bowel disease

Understanding NICE guidance -
information for people considering
the procedure, and for the public

Information about NICE Interventional
Procedure Guidance 126

Leukapheresis for inflammatory bowel disease Contants

Contents
About this information 4
About leukapheresis for inflammatory 5

bowel disease

How well the procedure works 6

Risks and possible problems with the procedure 7

What has NICE decided? 8
What the decision means for you 9
Further information 10

Information about NICE Interventional Procedure Guidance 126




Eunepia INA «AAe€avdpa»

* 10 aoBeveic

e HAwia: 35 (22-62) eTwv
* 6 avopec / 4 yuvalkeg

* EAkwdNC kKoAttida: E3
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Steroids, infliximab

Steroids,AZA,
infliximab,
vedolizumab
Steroids,
adalimumab,
infliximab,AZA MTX

Steroids, infliximab,

vedolizumab
Steroids, infliximab

Steroids,
vedolizumab
infliximab

Steroids, infliximab,

tofacitinib
Steroids,
vedolizumab,
infliximab,aza

Steroids, infliximab,

aza

Steroids, aza,
infliximab, MTX,

adalimumab

vedolizumab

tofacitinib

ustekinumab

CSs, steroids,

ustekinumab
vedolizumab

tofacitinib

steroids

tofacitinib

Ustekinumab

Tofacitinib

27

10

45

12

13

13 pnveg

13 pnveg

3 UAVveg

9 unveg
2 prveg

4 unveg

2 prveg

2 UAVEC

1 yvag

évapen

aAAayn Bepartreiag

ugpeon

aAAayn Bepartreiag

KOAEKTOMN

KOAEKTOWI)

KAIVIKF) QvTOTTOKPION

AAAayn BeparTreiag

“Yoeon

KAIVIKF) QvTOTTOKPION
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O ouvduaopadc Tofacitinib kot evtatikomoinpévng Asvkadalpeong Umopet va eivatl xpAoLoG yla TNV emaywyr tThe Vdeonc

o€ aoBeveig pe avBektikn EK

TOF 10mg x 2 (8 eBS) > 5mgx 2
+

GMA 2 bopéc/ B yio GUVOAKE 10 GuVESPLEC _ Mayo score . Evbookomiko Mayo score
(bts) N=7) Y (N=7)
Table 1. Baseline Demographic Data of Seven Cases That 12 * 3 :
Received Combination Therapy With TOF and Intensive GMA [ 1 ! !
for Refractory UC
Demography ¥ 2
Male/female (N) 2/5
Age (years) 53.3 6
Mean disease duration (years) 16.1
Location of lesions (N) 1
Extensive 3 3
Left-sided 4
Severity (N)
Moderate/severe 6/1 0 . 0 .
Concomitant medications for UC (N) baseline 10 weeks baseline 10 weeks
Corticosteroids/budesonide 6
Masalamine ! 211¢ 10 eBdouadeg
Azathioprine 1
Prior use of anti-TNF-a antibodies (N) 4 U K}\I.VI.KI"] L’,(b gon : 71’4%
Full Mayo score at baseline 8.71 i BAEVVOVOVLKIJ] ET[OL'J)\(L)OT] : 42’9%
Endoscopic sub-score at baseline 24 i AlaKOT[r'] KOPTIKOGTEPOEL S0V : 100%
CRP at baseline (mg/dL) 0.71




Adacolumn®

2€ tolou¢ a.oBeveic mpoteiveta to Adacolumn?

AcBeveic pe EAKwOnN koAida OAwv Twv otadiwv aAla n.
OTTOTEAECUOTLKOTNTA ELVOLL KAAUTEPN OE IO MPWLLA oTadLa

[PETEL VO TN OKEMITOUOOTE

. 2 € KOPTLKOEEOPTWHEVN / KOPTLKOAVOEKTIKA VOCO

. Aplotepn KoAlttdba

. Avgavetio / AMWAELO AVTATIOKPLONG OE AVOCOKATOOTOATLKA /
BLoAOYLKOUC TTAPALYOVTEC

. AcBeveic mou epdavilouv napevepyelec / apvolvTal TO XELPOUPYELO

MaAAov va armodevyeTal oTLG KEPAUVOPBOAEC ) TTOAU BapLeg
HOPPES



[MpoBAemnTikol MOPAYOVTEC BEPATTEVTIKOU QITOTEAECATOC
tovu Adocolumn otnv EK & N. Crohn (??7?)

Positive predictors Positive predictors
Steroid-dependent |ulcerative colitis (more efficacy than in steroid- Crohn’s disease with|mild or moderate activity
refractory ulcerative colitis) Steroid-naivel condition

Ulcerative colitis with|mild or moderate activity]. Absence of deep [Short duration of Crohn’s disease
colonic lesions

First episode

Steroid-naive [condition

Number of apheresis sessions (controversial)

Short duration |of ulcerative colitis and low cumulative
prednisolone dose before the first GMA session

Intensive treatment| versus standard treatment|(two sessions per
week vs. one session per week)

First episode pf ulcerative colitis

. . _ Negative predictors
Number of apheresis sessions (controversial)

Deep colonic lesions

Intensive treatment |(more than one weekly session)
A lower white blood cell (WBC) count at first GMA session

Negative predictors

Extensive loss of mucosal tissue

Crohn’s disease with severe activity (controversial)

Deep colonic lesions

Extensive loss of mucosal tissue

Ulcerative colitis with severe activity (controversial)



H Aeukadaipeon £xeL aploto tpodil aodaAeLag

Event type Number of Total number of % of total
events patients with event patients
Complications during GMA 122(2.3%) 57 8.18
procedure?
Other adverse events 124 54 7.75
Types of events: Head ache 40 11 1.58
Fever or chill 20 9 1.29
Chest pain 16 5 0.72
Stagger 10 1 0.14
Nausea/vomit 8 6 0.86
Anaemia 7 7 1.00
AST or ALT elevation 7 7 1.00
Feeling of fever 4 2 0.29
Abdominal pain 4 3 0.43
Diarrhoea 3 1 0.14
Blood pressure decrease 2 2 0.29
Malaise 2 2 0.29
Dyspnea 2 1 0.14
Low back pain 2 1 0.14
WABC count decrease 2 2 0.29
Rash 2 2 0.29
Platelet count decrease 1 1 0.14
Anal periphery abscess 1 1 0.14
Palpitation 1 1 0.14

blood.

¢ Complications included blood withdrawal difficulty, venous pressure elevation,
venous access difficulty, coagulation in apheresis system and difficulty in returning

G 697 aoBeveig
G 5287 cuvedpieg Aeukadaipeong



KaAo rpodiA aopaielog

Mrmopel va cuvbuaoTEL LE PAPUOAKEUTIKEG
Beparmeiec

ATIOTEAECUATIKOTNTA OE EMAVEDOPLOYN TNG LETA
Qo UTTOTPOTTN) TNG VOOOU

Mukpn eumelpia
MNeploplopeva dedopéva
Avaykn dAeBokeVINOEWVY

Edapuoyn o€ voookopeLaKO TteEPLBAAlov
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