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HSCT - rates in Europe 2013
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Causes of Death after HLA Match
Sibling Transplants done in 2011-2012

® Primary Disease
® [nfection
m Organ Failure

m Second Malignancy
m Other
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Causes of Death after Unrelated Donor '
Transplants done in 2011-2012

® Primary Disease
m [nfection
m Organ Failure

m Second Malignancy
m Other
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ORIGINAL ARTICLE =~ ARCHIVE

Treatment of Cutaneous T-Cell Lymphoma by Extracorporeal
Photochemotherapy

Richard Edelson, M.D., Carole Berger, Ph.D., Francis Gasparro, Ph.D., Brian Jegasothy, M.D., Peter Heald, M.D.,
Bruce Wintroub, M.D., Eric Vonderheid, M.D., Robert Knobler, M.D., Klaus Wolff, M.D., Gerhard Plewig, M.D., Glynis
McKieman, R.N., Inger Christiansen, R.N., Martin Oster, M.D., Hubert Honigsmann, M.D., Hubert Wilford, M.D., Eva
Kokoschka, M.D., Thomas Rehle, M.D., Maritza Perez, M.D., George Stingl, M.D., and Liliane Laroche, M.D.

N Engl J Med 1987; 316:297-303 | February 5, 1987 | DOI: 10.1056/NEJM198702053160603




* Orjinal form ECP;

Lokoferez e
Uriine 8-MOP (oral dozun 25%'i) enjekte edilir

UVA’ ya maruz birakilir

Urin tekrar hastaya verilir
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Mononukleer lokositlerin (ozellikle sitotoksik T lenfositler)

apoptozu




Mononukleer lokositlerin (ozellikle sitotoksik T lenfositler)
apoptozu

Apoptotik lenfositlerin APC tarafindan fagositozu




Mononukleer lokositlerin (ozellikle sitotoksik T lenfositler)

apoptozu

Apoptotik lenfositlerin APC tarafindan fagositozu

APC aktivitesinde proi-nflamatuvar sitokinlerin azalip, anti-
inflamatuvar sitokinlerin aktive olmasi lehinde degisiklikler
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Iam ydanit orani 5 50%

# llk secenek tedaviler cogunlukla prospektif

randomize ¢calismalara dayaniyor

kon’rrolsuz 7 faz Il gqllgmqldra veyd retrospekhf
analizlere dayaniyor

Bu nedenle;

« Kortikosteroid refrakter/bagimh akut GvHD de
ikinci basamak tedavi i¢cin net kabul gormus bir
algoritma bulunmamaktadir




Therapeutic Apheresis
6(4):296-304, Blackwell Publishing, Inc.
© 2002 International Society for Apheresis

Extracorporeal Photochemotherapy for the Treatment of
Graft-Versus-Host Disease

*R. Dall’Amico and TC. Messina

*Division of Pediatrics, ULSS 4 “Alto Vicentino,” Thiene; and FPediatric OncoHematology, University of Padua,
Padua, Italy

« 76 Akut GVHD, 204 kronik GvHD hastasiniiceren, 31 calismanin
metaanalizi



Bone Marrow Transplantation (2008) 42, 609-617
© 2008 Macmillan Publishers Limited Al rights reserved 0268-3369/08 $32.00

www.nature.com/bmt

ORIGINAL ARTICLE

Extracorporeal photopheresis for the treatment of steroid refractory acute
GVHD

« Steroid refrakter Akut GvHD - 23 hasta
« Ortanca ECP tedavisi suresi— 7 ay (1-33)
« Hasta basina orfanca ECP seans sayisi — 10

« ECP uygulama takvimi;
. |k ay haftada bir 2 ardisik gin
« 2 ay 2 haftada bir 2 ardisik gun
« Tam yanita veya stabilizasyona kadar ayda bir 2

ardisik gun



Bone Marrow Transplantation (2008) 42, 609-617
© 2008 Macmillan Publishers Limited All rights reserved 0268-3369/08 $32.00

www.nature.com/bmt

. ORIGINAL ARTICLE

Extracorporeal photopheresis for the treatment of steroid refractory acute
GVHD

« Akut GVHD derecesi-2.8" den 1.4 ‘e (p=0.08)
« Steroid dozu - 2.17  den 0.2 mg/kg/gUn (p=0.004)

. Tam yanit orani — 52% » Organ spesifik yanit;

. Grade Il GVHD - 70% SRy

. Grade Il GVHD - 42% SRaecigetedze
. Grade IV GVHD - 0% * G5 -40%



Bone Marrow Transplantation (2008) 42, 609-617
© 2008 Macmillan Publishers Limited All rights reserved 0268-3369/08 $32.00

www.nature.com/bmt

ORIGINAL ARTICLE

Extracorporeal photopheresis for the treatment of steroid refractory acute
GVHD
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Figure 4 Actuarial survival of patients with acute GVHD grade III-IV
treated without (A) or with extracorporeal photopheresis (B). A trend for
improved outcome with ECP treatment is noted. aGVHD, acute GVHD;
ECP, extracorporeal photopheresis.

Figure 3 Actuarial survival of patients with acute GVHD
treated without (A) or with extracorporeal photopheresis
difference in outcome.




Stem Cell Transplantation ® Brief Report

The effect of intensified extracorporeal
photochemotherapy on long-term survival in patients
with severe acute graft-versus-host disease

Hildegard T. Greinix Acute graft-versus-host disease (GVHD) is a major cause of mortality after allogeneic
Robert M. Knobler hematopoietic stem cell transplantation. We performed a phase Il study on patients
Nina Worel with acute steroid-refractory GVHD grades Il to IV given extracorporeal photochemother-
Barbara Schneider apy (ECP) weekly and analyzed response and long-term survival. Complete resolution
Achim Schneeberger of GVHD was achieved in 82% of patients with cutaneous involvement, 61% with liver
Paul Hoecker involvement, and 61% with gut involvement. The probability of survival was 59% among
Margit Mitterbauer patients who responded completely to ECP compared to 11% in patients not respond-
Werner Rabitsch ing completely. We conclude that intensified ECP is highly effective in acute GVHD and
Axel Schulenburg that sustained responses are associated with over 50% long-term survival.

Peter Kalhs Key words: acute graft-versus-host disease, extracorporeal photochemotherapy.

Haematologica 2006; 91:405-408

« Posttransplant Akut GvHD gelisen, steroid refrakter 59 hasta

« ECP - 21 hasta igin; Klinik yanit alinana kadar 1-2 haftada bir 2
ardisik gun, takiben maksimal yanita kadar 2-4 haftada bir 2
ardisik gun, takiben hasta bazl 1-25 ay icinde azaltilarak kesiliyor

« ECP - 38 hasta igin; haftada bir 2 ardisik gun ve maksimal
yanitta aniden kesiliyor

« TUm hastalar ECP tedavisi baslarken steroid ve CsA aliyor

21
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Organ spesifik tam yanit oranlar

« Cilt-—82%
« Karaciger — 60%
« Gastrointestinal — 65%



CR to ECP
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4 5
Years after HSCT

Daha Koti Yasam Suresi ile ilintili Faktorler ;

« Akut GvHD' nin derecesi

« ECP baslarken daha yUksek steroid ihtiyaci
« ECP baslarken daha fazla organ tutulumu

« ECP' nin 3. ayinda tam yanit alinamamasi



ART'C LES Stem Cell Transplantation

Extracorporeal photopheresis as second-line treatment for
acute graft-versus-host disease: impact on six-month freedom

from treatment failure

Emma Das-Gupta,** Hildegard Greinix,>* Ryan Jacobs,® Li Zhou,® Bipin N. Savani,?® Brian G. Engelhardt,®
Adetola Kassim,® Nina Worel,2 Robert Knobler,2 Nigel Russell,* and Madan Jagasia®*

Nottingham University Hospitals NHS Trust, UK; 2Medical University of Vienna, Austria; and *Department of Medicine, Vanderbilt
University Medical Center, Nashville, TN, USA

*ED-G, HG and MJ contributed equally to this work. haematolog ica | 201 4; 99(1 1 )

« Ortanca ECP baslama zamani - +42. gun (17-121)
« Ortanca ECP tedavi suresi — 60 gun (2-324)

« Ortanca ECP seansi— 11 seans (2-42)

24



Acute GVHD grade/stage at onset of ECP

Skin
< stage 2 101 (79) 61 (78) 40 (80)
Stage 3-4 27 (21) 17 (22) 10 (20)
Gastrointestinal
< stage 2 81 (63) 44 (56) 37 (74)
Stage 3-4 47 (37) 34 (44) 13 (26)
Liver
= stage 2 108 (84) 61 (78) 47 (94)
- Stage 34 20 (16) 17 (22) 3 (6)
Overall grade
Grade 2 90 (70) o4 (69) 36 (72)
Grades 34 38 (30) 24 (31) 14 (28)
Number of organs involved
< 3 organs involved 101 (79) 61 (78) 40 (80)
3 organs involved 27 (21) 17 (22) 10 (20)
Steroid dose (mg/kg) at onset of ECP
<1mg/kg 27 (21) 10 (13) 18 (36)
>1 mg/kg 100 (78) 68 (87) 32 (64)
Days of steroid prior to onset 19 (2-91) 13 (4-82) 24 (2-91)
of ECP, median (range)
Response to ECP
No response 29 (23) 22 (28) 7(14)
Overall response (CR+PR) 99 (77 26 (72) 43 (86)
Complete response 86 (87) 48 (86) 38 (88)
Partial response 13 (13) 8 (14) 5 (12)

CR: complete response; PR: partial response; RIC: reduced intensity conditioning; NMA: non-rmye-
oablative; HLA: human leukocyte antigen; ATG: anti-thymocyte globulin; DLI: donor lymphocyte
infusion.
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Extracorporeal Photopheresis versus Anticytokine Therapy
as a Second-Line Treatment for Steroid-Refractory Acute
GVHD: A Multicenter Comparative Analysis
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Figure 2. Overall survival (OS) stratified by treatment group. Survival is
measured from onset of ECP or non-ECP intervention.

M. Jagasia et al. / Biol Blood Marrow Iransplant 19 (2013) 1124—1135




Bone Marrow Transplantation (2014) 49, 317-318
© 2014 Macmillan Publishers Limited All rights reserved 0268-3369/14

www.nature.com/bmt

Table 2. Main clinical characteristics of patients treated by ECP

pt1e pt2 Pt3 Pt4 Pts Pt 6 Pt7 |
Diagnosis HL HL HL Ewing HL NHL NHL
Day diagnosis aGVHD +48 +66 +39 ) +30 +71
Grade aGVHD 4 2 2
Delay GVHD-ECP start (day) 2 ’ 30 4
Steroids Yes ORR - 100% Yes Yes
Full-dose steroids (day) 12 -~ 7 3
Total number of ECP 44 ke CR-90% 9 12
Response (R PR (R
Clinical response after ECP (day) 56 57 3
CMV reactivation + + / / / / -
EBV reactivation / + + / / / /
cGVHD No No Yes No No No No

Abbreviations: ¢GVHD =acute GVHD; cGVHD = chronic GVHD; ECP = extracorporeal photochemotherapy; HL=Hodgkin's lymphoma, NHL=nonHodgkin's
lymphoma, “Patient 1, with grade 4 aGVHD, was treated with steroids conventional dose and ECP concurrently,




Bone Marrow Transplantation (2010) 45, 1068-1076
© 2010 Macmillan Publishers Limited Al rights reserved 0268-3369/10 $32.00

www.nature.com/bmt

ORIGINAL ARTICLE

Extracorporeal photopheresis for the prevention of acute GVHD in patients
undergoing standard myeloablative conditioning and allogeneic
hematopoietic stem cell transplantation

Cok merkezli, Faz Il calisma

62 hasta vs CIBMTR 347 match kontrol hastasi

Hazirlama rejimi CY+TBI

GVHD proflaksi — CsA + Mtx

ECP — Hazirlik rejimi oncesi 4 gun icinde 2 ardisik gun

29



— Controls (N=347)
— ECP (N=62)
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Figure 8 Adjusted probability of survival.

Bone Marrow Transplantation (2010) 45, 1068-1076
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Diagnosis and management of acute graft-versus-host disease

Fiona L. Dignan,"* Andrew Clark,’> Persis Amrolia,* Jacqueline Cornish,” Graham Jackson,® Prem Mahendra,’
Julia J. Scarisbrick,® Peter C. Taylor,9 Nedim Hadzic,'° Bronwen E. Shaw"!' and Michael N. Potter' on behalf of the
Haemato-oncology Task Force of the British Committee for Standards in Haematology and the British Society for Blood

and Marrow Transplantation British Journal of Haematology, 2012, 158, 30-45

COMMITTEE REPORT

Extracorporeal photopheresis for the treatment of acute and
chronic graft-versus-host disease in adults and children: best
practice recommendations from an Italian Society of
Hemapheresis and Cell Manipulation (SIdEM) and Italian Group
for Bone Marrow Transplantation (GITMQO) consensus process

Luca Pierelli, Paolo Perseghin, Monia Marchetti, Chiara Messina, Cesare Perotti,
Alessandro Mazzoni, Andrea Bacigalupo, Franco Locatelli, Paolo Carlier, and Alberto Bosi for
Societa Italiana di Emaferesi and Manipolazione Cellulare (SIdEM) and Gruppo Italiano
Trapianto Midollo Osseo (GITMO) TRANSFUSION 2013;53:2340-2352.



Bone Marrow Transplantation (2014) 49, 1251-1258
© 2014 Macmillan Publishers Limited Al rights reserved 0268-3369/14

www.nature.com/bmt

REVIEW
Extracorporeal photopheresis for treatment of adults and

children with acute GVHD: UK consensus statement and
review of published literature

E Das-Gupta'®, F Dignan®®, B Shaw?®, K Raj*°, R Malladi®®, A Gennery®®, D Bonney’?, P Taylor®'® and J Scarisbrick>"’

ASBMT

Amserican Seciety for Bload

REVIEW Biol Blood Marrow Transplame 18: 1150-1163 (2012) and Marrew Tranepiantation

First- and Second-Line Systemic Treatment of Acute
Graft-versus-Host Disease: Recommendations
of the American Society of Blood and
Marrow Transplantation

Paul J. Martin,' |. Douglas Rizzo,” John R. Wingard,” Karen Ballen,* Peter T. Curtin,”
Corey Cutler,® Mark R. Litzow,” Yago Nieto,® Bipin N. Savani,” |effrey R. Schriber,'®
Paul J. Shaughnessy,'' Donna A. Wall,'? Paul A. Carpenter’




DOI: 10.1111/jdv.12311

European Dermatology Forum
ORIGINAL ARTICLE

Guidelines on the use of extracorporeal photopheresis

R. Knobler,"* G. Berlin,2 P. Calzavara-Pinton,® H. Greinix,* P. Jaksch,’ L. Laroche,® J. Ludvigsson,’

P. Quaglino,® W. Reinisch,® J. Scarisbrick, ' T. Schwarz,' P. Wolf,'2 P. Arenberger,'® C. Assaf,'*

M. Bagot,'® M. Barr,'® A. Bohbot,'” L. Bruckner-Tuderman,'® B. Dreno,® A. Enk,2° L. French,?’'

R. Gniadecki,?? H. Gollnick,?® M. Hertl,?* C. Jantschitsch," A. Jung,?® U. Just,’ C.-D. Klemke,?®

U. Lippert,%® T. Luger,?” E. Papadavid,?® H. Pehamberger,’ A. Ranki,2® R. Stadler,® W. Sterry,3' I.H. Wolf,2
M. Worm,*? J. Zic,3® C.C. Zouboulis,?® U. Hillen®*

VOLUME 28, SUPPLEMENT 1, JANUARY 2014
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Akut GVHD
#® BCSH ve BSBMT,;
- Steroid direncli/bagimli hastalarda 2. segcenek tedavide
Iyi bir alternatif
- Standart bir uygulama semasi yok.
- 8 hafta sureyle haftalik 2 siklus sonrasi maksimal yanita
ya da tam remisyona kadar devam ediliyor

- YUksek guvenlik profili, enfeksiyon ve relapsi
artirmamasi tercih nedeni

- Hem ¢ocuk hem de eriskin steroid direnc¢li hastalarda

yuksek yanit oranlari (52-100%) ve yuksek tam yanit
oranlari

- Grade IV hastalarda etkinligi dusuk
- Yanit alinana kadar haftada 2 gun, takiben kesilene



& SIdEM ve GITMO;

- Enfeksiyon varligi nedeniyle immunsupresyonn
kacinilmasi gerekli vakalarda steroid doz azaltici tedavi
olarak

- Maksimum yanita kadar haftada bir 2 ardisik gun,
takiben klinik yanita gore seanslar azaltiliyor

- Steroid refrakter hastalarda 2. se¢genek tedavi
alternatifi




KRONIK GRAFT

VS
HOST HASTALIGI

37



3 | i (avVHID) AN _ LN/
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1-2.5 mg/kg dozunda kortikosteroid
Ortanca 2-3 yil kullaniliyor (yan etkiler 1!1I)
Yanit orani 20-50%

Ikinci secenek tedaviler cogunlukla retrospektif
analizlere dayaniyor

Calismalarnn ¢cogunda ECP steroid direncli ya da
steroid bagimh hastalarda kullaniimis



T fusion Medicine Hew 29 (2015 E2-T0

Comtents lists available at ScienceDirect

Transfusion Medicine Reviews

jourmal homepage: woww Tnrewi ews. com

Mational Institutes of Health State of the Science Symposium in @ , .
Therapeutic Apheresis: Scientific Opportunities in
Extracorporeal Photopheresis

Nora Ratdiffe “™*, Nancy M. Dunbar ", Jill Adamski ©, Daniel Couriel 9, Richard Edelson *, Carrie L. Kitko "
John E. Levine ', Shanna Morgan £, Jennifer Schneiderman ", Steve Sloan ', Yanyun Wu 4,
Zbigniew M. Szczepiorkowski ¥, Laura Cooling * for the American Society for Apheresis

Table 2
Selection of larger studies for the use of ECP in cGVHD

Study type No. of % Overall Overall
patients response survival

Retrospective 102 53 78% (1Y)
Retrospective 82 79 69% (3y)
Retrospective i 61 53% (1y)
Retrospective 58 65 44% (6.6y)
Retrospective 43 65 70% (1Y)
Crossover 29 57 NR
Retrospective 27 45" NR
Phase Il 23 70 78% (4y)

ECP: 48 67 NR
No ECP: 49

Abbreviation: NR, not reported.
* Response of cutaneous disease.




£ Kronik GVHD  30-60%

Ik secenek tedavi;
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Ortanca 2-3 yil kullaniliyor (yan etkiler 111}
Yanit orani 20-50%6

% Ikinci secenek tedaviler cogunlukla retrospektif analizlere

dayaniyor

® ECP’ nin cGVHD kullanimi ile ilgili daha ¢ok veri var

Yine de;

Kortikosteroid refrakter/bagiml kronik GvHD de
ikinci basamak tedavi i¢cin net kabul gormus bir
algoritma bulunmamakitadir




Table 5 Summary of studies using extracorporeal photopheresis
in adult patients with chronic graft-versus-host disease.

Patients CR/ OR
iver|
(n) PRIi

Greinix 15 80% 70% 100% NK
et al.®®

Apisarnthanarax 32 59% 0% NK 56%
et al.’°®

Seaton 28 48% 32% 21% 36%
et al.'®

Foss 25 64% 0% 46% 64%
et al.'°?

Rubegni 32 81% 77% 92% 69%
et al.1%3

Couriel 71 57% 71% 78% 61%
et al.'%*

Greinix 47 93% 84% 95% 83%
et al.1%%

Flowers 48 40% 29% 53%
et al.'%®

Dignan 82 92% NK 91% 74%
et al.'%”

Greinix 29 31% 50% 70% NK
et al.'%8

CR, complete response; NK,
response.




Table 4 Summary of studies using extracorporeal photopheresis in paediatric patients with chronic grat-versus-host disease.
Patients (f ~ CR/PRskin  CRPRIver ~ CRPRoral  Comment

Rossetti et al ¥ 7 33% (2/6) 100% (1) - 50% (2/4) ing CR
| Dall'Amicostal™ 4 67% (2/3) - - 67% (23) lung improved o
| Salvaneschiet o1 14 830 (1042)  67%(6A) 67%(812)  79%08
Halle gt ol : 88% (7/8) §79% (45 . 100% 08
Persaghinet al” g 88% (7/8) 100%@22  67% (29 .
Peruteliet &l | - - - 43% (3/7) CR: 57% (4/7) improved
Messnaet al 44 56% (0/%)  60% (12200 - 7% 08
Duzovai ef al ™ | - - - 43% (3/7) improved: 43% (3/7) died
Kanold et a/.* 15 750 (942 BX%G(OA1)  86% (7 679% (10/15) alive
Perseghin st &l 2 670 (4 870 (456) 8% (7/9) 76% (19/25) alive
Gorzales-Vicentetal¥’ 3 100%02  100%R0 - 100% (3/3) alive
Perotti et al * 2 06% (223 100% (4 B0% 45 83% (19/23) alive at 5 years

CR, complete response: O, overall sunval; PR 60-1007% S 67:867%



CLINICAL TRIALS AND OBSERVATIONS

A multicenter prospective phase 2 randomized study of extracorporeal
photopheresis for treatment of chronic graft-versus-host disease

*Mary E. D. Flowers,' Jane F. Apperley,? Koen van Besien,® Ahmet EImaagacli,* Andrew Grigg,® Vijay Reddy,®

Andrea Bacigalupo,” Hans-Jochem Kolb,8 Luis Bouzas,® Mauricette Michallet,’® H. Miles Prince, Robert Knobler, 2
Dennis Parenti,'® Jose Gallo,'® and *Hildegard T. Greinix'4

1Division of Clinical Research, Fred Hutchinson Cancer Research Center, University of Washington School of Medicine, Seattle; 2Division of Investigative
Science, Royal Hammersmith Hospital, Imperial College of London, London, United Kingdom; 3Section of Hematology/Oncology, University of Chicago Pritzker
School of Medicine, IL; *Klinik und Poliklinik fur Knochenmarktransplantation, Universitéts-Klinikum Essen, Essen, Germany; 5Clinical Haematology and Medical
Oncology, Royal Melbourne Hospital, Parkville, Australia; ®Division of Hematology Oncology, University of Florida, Gainesville; "Ospedale S Martino, Genova,
Italy; 8University of Munich, Munich, Germany; eNational Cancer Institute (CEMO), Rio de Janeiro, Brazil; '°University of Lyon, Lyon, France; '"Peter MacCallum
Cancer Centre, Melbourne, Australia; '?Department of Dermatology, Medical University of Vienna, Vienna, Austria; '*Therakos, Exton, PA; and '*Department of
Internal Medicine |, Bone Marrow Transplant Unit, Medical University of Vienna, Vienna, Austria

BLOOD, 1 OCTOBER 2008 - VOLUME 112, NUMBER 7

. llk hafta haftada 3 gin

« 2-12 haftalar arasi haftada 2 gun

« 12-24 haftalar arasi 4 haftada bir 2 gun (yanit veren
hastalarda)

« < 12. haftadan dnce progresyon halinde ECP tedavisi

> 12. haftadan sonra yetersiz yanit halinde ECP tedavisi
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Figure 2. Improvement in Total Skin Score (TSS) and reduction in steroid dose
through week 12. (A) Absolute median change in the TSS through week 12.
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Figure 2. Improvement in Total Skin Score (TSS) and reduction in steroid dose

through week 12. (A) Absolute median change in the TSS through week 12.
(B) Median percentage change in steroid dose through week 12,
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Figure 4. Cumulative incidence of complete or partial skin response.




Trial record 1 of 1 for:  NCT01380535
Previous Study | Returnto List | Next Study

- A Safety and Efficacy Study of Uvadex and Extracorporeal Photopheresis (ECP) in Chronic Graft Versus Host Disease _'

This study is ongoing, but not recruiting participants. ClinicalTrials.gov Identifier:
NCT01380535

Sponsor:

Therakos First received: June 22, 2011
Last updated: September 2, 2014

Collaborator: Last verified: September 2014

Parexel History of Changes

Information provided by (Responsible Party):
Therakos

Full Text View Tabular View No Study Results Posted Disclaimer [ How to Read a Study Record

P Purpose

The purpose of this study is to evaluate the safety and effectiveness of extracorporeal photopheresis therapy when added to standard drug therapies administered to patients with
moderate to severe chronic grafi-versus-host disease.

Condition Intervention Phase

Chronic Graft Versus Host Disease Drug: ECP(Methoxsalen)+Corticosteroids+Cyclosporine or Tacrolimus Phase 2
Drug: Corticosteroids/Cyclosporine/Tacrolimus ‘ ‘

Study Type: Interventional
Study Design:  Allocation: Randomized

Endpoint Classification: Safety/Efficacy Study

Intervention Model: Parallel Assignment

Masking: Single Blind (Qutcomes Assessor)

Primary Purpose: Treatment

Official Title: A Randomized Controlled Study of Extracorporeal Photopheresis (ECP) Therapy With UWVADEX for the Treatment of Patients With Moderate to Severe Chronic
Graft-versus-Host Disease (cGvHD)




Kronik GVHD' de ECP’ e hangi hastalarin
yanit verecegi tahmin edilebilir mi ?

BLOOD, 16 JULY 2009 - VOLUME 114, NUMBER 3

To the editor:

Proportions of immature CD19*CD21- B lymphocytes predict the response to extracorporeal
photopheresis in patients with chronic graft-versus-host disease

« 34 cGVvHD hastasl

« ECP tedavisi dncesi ve sonrasi 21 aya kadar periferik kan
CD19*CD21-B lenfosit dUzeyleri dlcUlUyor

« 12 ay sonra ECP yanit — 74%
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Brief report
Circulating B-cell activating factor level predicts clinical response of chronic

graft-versus-host disease to extracorporeal photopheresis
Robert Whittle' and Peter C. Taylor!

"Haematology Department, Rotherham General Hospital, Rotherham, United Kingdom

BLOOD, 8 DECEMBER 2011 - VOLUME 118, NUMBER 24

« B-HUcre akfivasyon faktoru (BAFF)
« ECP tedavisinin 1. ayinda serum BAFF dUzeyi < 4 ng/ml;
« 3.ve 6. ayda kUtandz tutulumun anlaml derecede
azalmasi
« 6. ayda kutanoz tutulumda anlamli derecede fam yanit
artfisl
« Steroid ihtiyacinda anlamli oranda azalma
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COMMITTEE REPORT

Extracorporeal photopheresis for the treatment of acute and
chronic graft-versus-host disease in adults and children: best
practice recommendations from an Italian Society of
Hemapheresis and Cell Manipulation (SIAEM) and Italian Group
for Bone Marrow Transplantation (GITMQO) consensus process

Luca Pierelli, Paolo Perseghin, Monia Marchetti, Chiara Messina, Cesare Perotti,
Alessandro Mazzoni, Andrea Bacigalupo, Franco Locatelli, Paolo Carlier, and Alberto Bosi for
Societa Italiana di Emaferesi and Manipolazione Cellulare (SIAEM) and Gruppo Italiano

Trapianto Midollo Osseo (GITMO) TRANSFUSION 2013:53:2340-2352

Tran=foson Mesdhoines Bewews 29 (2 015] G2-70

Conmtemts hists available at SciencsDirect
Transfusion Medicine Reviews

jourmal homepad e woer e T mireEwse&w s oo m

Mational Institutes of Health State of the Science Symposium in @r_mmﬁ
Therapeutic Apheresis: Scientific Opportunities in
Extracorporeal Photopheresis

Nora Ratdiffe *"*, Nancy M. Dunbar ", Jill Adamski ©, Daniel Couriel ¥, Richard Edelson ®, Carrie L. Kitko ',

John E Levine ', Shanna Morgan %, Jennifer Schneiderman ", Steve Sloan ', Yanyun Wu 4,
Zbigniew M. Szczepiorkowski ", Laura Cooling * for the American Society for Apheresis




- Diseh Arzfebl nt. 2011 Oct 106(43):732-40. doi: 10.3238/arziebl. 2011.0732. Epub 2011 Qct 28,

= : The treatment of chronic graft-versus-host disease: consensus recommendations of experts from Germany, =
Austria, and Switzerland.

Wolff D' Bertz H. Greinix H, Lawitschka A Halter J. Holler E

.
bj h gu ideline Br. Haematol. 2012 Jul:158{1):46-61. doi: 10.1111/.1365-2141.2012.09128 %. Epub 2012 Apr 26.

Diagnosis and management of chronic graft-versus-host
disease

Fiona L. I'Jigmm,l‘1 Persis Amrolia,” Andrew Clark,* Jacqueline Cornish,” Graham Jackson,® Prem Mahendra,”

Julia J. Scarisbrick,® Peter C. Ta}rlur,,g Bronwen E. Shaw"'" and Michael N. Potter' on behalf of the Haemato-oncology Task
Force of the British Committee for Standards in Haematology and the British Society for Blood and Marrow
Transplantation

! Section of Haemato-oncology, The Royal Marsden NHS Foundation Trust, London, 28t John's Institute of Dermatology, St Thomas’
Hospital, London, “Department of Bone Marrow Transplantation, Great Ormond Street Hospital, London, *Bone Marrow Transplant
Unit, Beatson Oncology Centre, Gartnavel Hospital, Glasgow, ~Department of Haematology, Bristol Royal Hospital for Children, Bris-
tol, ®Department of Haematology, Freeman Road Hospital, Newcastle, "Department of Haematology, University Hospital Birmingham,
Birmingham, *Department of Dermatology, University Hospital Birmingham, Birmingham, *Department of Haematology, Rotherham
General Hospital, Rotherham, and '*Anthony Nolan, London, UK




Kronik GVHD
% BCSH ve BSBMT;

Cilt, agiz ve karaciger cGvHD; 2 haftada bir 2 ardisik
gun 3 ay sure ile (i ‘«mru S s 2NeK GradelB)
- Diger organ cGVHD; 3. secenek tedavi (Grade 2C)

L\

0
4

kanit duzeyi grade Il (¢ogunluk retrospektif data)

- Cocuk ve eriskinlerde, steroid direnc¢li yada refrakter,
cGVHD derecesi ve yayginligindan bagimsiz olarak 2.
secenek tedavi olarak oneriliyor

- Maksimum yanita kadar haftada bir 2 ardisik gun,
takiben klinik yanita gore seanslar azaltihyor (yanit
degerlendirmesi 8-12 hf bir)




American Society for Apheresis evidence-based categorization of indications for ECP

Disease Condition Category®
Cutaneous T-cell ymphoma  Erythrodermic |
Nonerythrodermic 111
GVHD Skin (chronic) Il
Skin (acute) Il
Nonskin (acute/chronic) I
Cardiac transplantation Rejection prophylaxis Il
Cellular or recurrent rejection Il
Lung allograft rejection Bronchiolitis obliterans syndrome I
Inflammatory bowel disease (D 111
Scleroderma M1
MS Uncategorized
Large vessel vasculitis GCA Uncategorized

Takayasu's arteritis Uncategorized




YUksek yanit oranlari

Diger immmunsupresif
ilaclardan farkli olarak
global immunsupresyon
yapmadan antijen spesifik,
yalnizca aktive klonlari
inhibe ederek
immunmodulasyon

Enfeksiyon (viral, bakteryal,
fungal) riskinde artis yok

GvT etkisi azalmiyor, dolayis
ile hastalik relaps artisi yok

Methoxsalen allerjisi
Gebelik (fetus anomalileri)
Kadinlarda gecici infertilite
Isiga hassasiyet

Cilt kanseri riski

Cilt kanseri ©OykUsu

Plt > 20000 olmali

Pahalica

ECP merkezlerine ulasim



Hipotansiyon (en sik)
* Hb ve PIt dUzeylerinde gecici azalma
« Katater ihtiyaci olabilir
» Enfeksiyon ve tromboz riski
« Afes - gecici, islemden 6-8 saat sonra
« Akut respiratuvar distress sendromu (cok nadir)

» Hipokalsemi - kas spazmi

Not: Calismalarin hic birinde direkt ECP ile iliskili mortalite
bildirilmemistir
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ENDIKASYON

a) Kntaniz T hiicreli

N lenfomalarda, i
— b} Graft Versus Host =

- Hastahi, |4
Flstral a1 fotof ) Bezary Sendromu,

tedarisi ) Ptmﬁ,gu: Vulzaris, x x 3 basamak hastaneler

ﬂ}EutinEtThﬁ:rﬂilmfum;uhmﬂtulu Mikosis Funzopodies, Serary sendromu endikasyonlannda hastanim ilk & ayhk tedavisi
icin Saghk Bakanhi A feres-Fotofere: Danrsma Komisyononun uwygnn sirisine gerek volktur.

{1} Avakta veya vatarak tedavi goren hastalara uygnlanan ber bir seans ekstrakorpereal fotofere: tedavisi, STUT eki EE-8 Listesinde ver alan
704 241 kod nomaraly ve 704 840 koed numaral islemler fizerinden saghk kuorumlarnnca fatouralandirnlir ve bedelleri Knromca Gdenir. SUT eki
EEK-8 Listesi 704 241 kod no'lu “Ekstrakorpereal Fotoferez Tedavisi™ islem puanina, tedavide kuollamilan islem kiti, fistiil iznesi fotoferes
tedavisi endikasyvonu olan metoksipsoralen, TT'V-A lambalary, isotonik serum, heparin, erisim katateri dahildir.







