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Der mogliche MDS
Patient

Dx RCMD, 46XY, Ek-abh., PLT60, EPO 480

S ——————



I PSS (international prognostic scoring system)

Score
Variable 0 0.5 1.0 1.5 2.0
KM Blasten (%o) <5 5-10 11-20 21-30
Karyotyp Good | Intermediate Poor
Zytopenien 0/1 2/3
Medianes Uberleben
Score IPSS Gruppe (Jahre)
0 Low 5.7
\JL Low R
0.5-1.0 Int-1 3.5
1.5-2. Int-2 1.2 :
°=2.0 nt } High R
>= 25 High 0.4

Greenberg et al. Blood 1997



WHO-basiertes Prognostic
Scoring System (WPSS)

Variable 0 1 2 3
WHO RA, RARS, del5g- RCMD RAEB-1 RAEB-2
Karyotyp Good Intermediate Poor —
Eks nein ja — —

* Karyotype: good: normal, -Y, del(5q), del(20q); poor: complex (= 3 abnormalities, chr 7 anomalies); and intermediate:
other abnormalities.

Median OS (Mon) Median OS (Mon)

Score WPSS -

Italienische Gruppe Deutsche Gruppe
0 Very low 103 141
1 Low 72 66 Low R
2 Intermediate 40 48
3-4 High 21 26 } High R
5—-6 Very high 12 9

Malcovati L, et al. J Clin Oncol. 2007;25:3503-10.


Vorführender
Präsentationsnotizen
In 2007, the WHO classification system and IPSS were combined to form a dynamic prognostic scoring system that can be used to provide an accurate prediction of survival and risk in patients with MDS, at any time during the course of the disease.
The previous prognostic system was based on prognosis at the time of diagnosis. However, disease prognosis may change significantly with the natural progression of the disease.
Development of this new model was based on the study of two cohorts of patients:
A learning cohort of 426 MDS patients diagnosed at San Matteo Hospital, Pavia, Italy between 1992 and 2004
A validation cohort of 739 MDS patients diagnosed at Heinrich Heine University Hospital, Dusseldorf, Germany between 1982 and 2003
All patients were reclassified according to WHO criteria. Univariable and multivariable analyses using Cox models were performed.
Under the WPSS model, patients are stratified into five distinct risk groups: very low (score 0) – very high (score 5–6) according to different predictions for survival and risk of AML. The model shown to predict survival and leukemia progression at any time during follow-up (P<0.001) and the prognostic value was confirmed in a validation cohort.
According to the model, a patient is classified into a risk group at diagnosis and stays in the same group as long as this score does not change. If there is disease progression, the patient will change risk category and will be followed up in the new group.
The model is considered to be useful in supporting clinical decision-making, particularly for Low-risk MDS, which can be indolent and where the ability to assess the impact of treatments after diagnosis is important.1
Reference
1. Malcovati L et al. J Clin Oncol 2007;23:3503–3510.


Welche Therapieziele

e \Verbesserung Blutbild : :
e \/erbesserung Lebensqualitété } N|edm9 R

\

e \/erz0gerung Progression
e Verbesserung Uberleben } Hoch R



Welche
Zielstrukturen ?



Gibt es das ., MDS bcr-abl“ ?

DNA Schaden

Apoptose Angiogenese

il

Epigenetik

Al




Aktuelle Optionen bei MDS

Risikostratifikation nach IPSS/WPSS

Niedrigrisiko




Aktuelle Optionen bel MDS

=T Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko

Epo HDAC-1  Revlimid



Aktuelle Optionen bel MDS

=T Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko

Epo HDAC-I Romiplostim



LEMONS Studie

IPSS LOW/INT-1

< 5% Blasten
Alleinige del(50)
Ek-abhangig

Bisher kein Revlimid

Studienleitung: U. Germing, Dt. MDS SG


Vorführender
Präsentationsnotizen
Slide D27. Considerations in Allogeneic-SCT for MDS
SCT is potentially curative for MDS, but many factors influencing outcome have not been fully resolved. Best strategy has not been determined
Pretransplant comorbidities significantly impact outcome
Best response seen in Low/Int-1-Risk MDS with <5% blasts (RA, RARS, RCMD, RCMD-RS)
Reduced intensity/nonmyeloablative conditioning regimens reduce TRM and are suitable for older patients and patients with comorbidities, but there are concern regarding higher posttransplant relapse. Reduced intensity conditioning regimens have produced lasting remissions when used in the second transplant setting following relapse from a first conventional SCT
Pretransplant chemotherapy
Use of BM stem cells is associated with lower GVHD, but use of PBSC has lower relapse
TRM remains an issue especially with lower-risk patients whereas relapse remains an issue with higher-risk patients
GVHD remains most frequent complication post-SCT

Deeg HJ. Hematology. 2005:167
Guardiola P et al. Blood. 2002;99:4370
Sierra J et al. Blood. 2002;100:1997
Runde V et al. Bone Marrow Transplant. 1998;21:255
Scott BL et al. Blood. 2004;104:638a [abstract 2320]


Aktuelle Optionen bel MDS

Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko

Epo HDAC-I Revlimid  Romiplostim



Lenalidomid und Valproat

e MDS LOW/INT-1
e non del(5q)
e Ek-abhangig

e Rev +/- VPA


Vorführender
Präsentationsnotizen
Slide E26. Phase II/III Trials of Decitabine: Response
A total of 271 patients were treated with DAC in the 3 phase II and single phase III studies
Although the 4 studies did not record the same baseline characteristics, baseline characteristics were similar where they were recorded in more than 1 study
For trial 97-19, prior MDS therapy data were only specific to DAC. Also for 97-19, because IPSS classification was done retrospectively, there were no data for 13 patients who had no baseline cytogenetic data
FAB AML classification was 7% and 3%, respectively, for trials 91-01 and 97-19. �AML was assessed separately for 95-11 and D-0007

Saba HI et al. Blood. 2005;106:706a [abstract 2515]
Saba HI, Wijermans PW. Semin Hematol. 2005;42:S23
Wijermans P et al. J Clin Oncol. 2000;18:956
Wijermans PW et al. Leukemia. 1997;11:1



GErman PAnobinostat low Risk MDS
GEPARD Studie

HDAC-
Inhibitor

MDS

Monat 4

Ansprechen

IPSS
LOW/INT-1

Progression

1 Jahr

Gruppe
A

1 Jahr

Random
+/- EPO

Studienleitung: U. Platzbecker, Novartis/Dt. MDS SG



Der mogliche MDS
Patient

RCMD RAEB-2, 46 XY, 26 Eks

e ——————



Aktuelle Optionen beil MDS

=T Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko Hochrisiko

Epo HDAC-I Revlimid  Romiplostim DAC Clofarabin



S
Genetische prognostische Faktoren

Mmit 5-aza
Karyotype Patient Median OS Median OS
number AZA CCR
(AZA/CCR) (months) (months)
Del 5/5q
— Not complex | 5/10 /25°\ 7.3 043
_ Complex 29/30 \ 99 / 49 0.55
"
T17g-
—Notcomplex | 16/11 245\ 8.1 033
_ Complex 14/16 \ 53 ) 3.0 0.45
e’
+8
— Not complex 16/12 26.3 8.7 0.20
— Complex 9/9 173 4.9 0.43

Mufti et al. ASH 2009


Vorführender
Präsentationsnotizen
Slide D27. Considerations in Allogeneic-SCT for MDS
SCT is potentially curative for MDS, but many factors influencing outcome have not been fully resolved. Best strategy has not been determined
Pretransplant comorbidities significantly impact outcome
Best response seen in Low/Int-1-Risk MDS with <5% blasts (RA, RARS, RCMD, RCMD-RS)
Reduced intensity/nonmyeloablative conditioning regimens reduce TRM and are suitable for older patients and patients with comorbidities, but there are concern regarding higher posttransplant relapse. Reduced intensity conditioning regimens have produced lasting remissions when used in the second transplant setting following relapse from a first conventional SCT
Pretransplant chemotherapy
Use of BM stem cells is associated with lower GVHD, but use of PBSC has lower relapse
TRM remains an issue especially with lower-risk patients whereas relapse remains an issue with higher-risk patients
GVHD remains most frequent complication post-SCT

Deeg HJ. Hematology. 2005:167
Guardiola P et al. Blood. 2002;99:4370
Sierra J et al. Blood. 2002;100:1997
Runde V et al. Bone Marrow Transplant. 1998;21:255
Scott BL et al. Blood. 2004;104:638a [abstract 2320]


5-AZA + LEN Studie

Hochrisiko MDS und AML mit del(5q)

5-aza 75ma/m2 Taqg 1-5 Lenalidomid 10mqg Taqg 6-1

A

5-aza 75ma/m=2 Tag 1-5 Lenalidomid 15mqg Tag 6-19

A 4

5-aza 75mag/m=2 Taq 1-5 Lenalidomid 20mqg Taq 6-19

A

5-aza 75mqg/m=2 Tag 1-5 Lenalidomid 25mqg Taq 6-19

N _/

Y

CR

Studienleitung: U. Platzbecker, Dt. MDS SG



Aktuelle Optionen beil MDS

=T Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko Hochrisiko

Epo HDAC Revlimid  Romiplostim DAC Clofarabin




Aktuelle Optionen beil MDS

=T Risikostratifikation nach IPSS/WPSS

Aktiv aber

Zulassung

Niedrigrisiko Hochrisiko

Epo HDAC Revlimid  Romiplostim DAC Clofarabin



Allo Tx belt MDS — Wann ?

Indikation: bei Diagnosestellung IPSS INT-2/HIGH
oder INT-1 mit weiteren prognostisch ungunstigen
Variablen (Fibrose, Karyotyp, Panzytopenie)

Fixed Time Points

At AML
At Diagnosis 2 years 4 years & years ¥ years progression

All Patients
Low 651 686 1.47 746 T.49*% T.21
[nt-1 4.61 4.74 4,72 5.02 A6
[nt-2 321 2.94 2.85 2.8 2.84
High 3.207 2.75 2.75 2.75 2.75 2.75

Errechnete Lebenserwartung abh. vom Tx Zeitpunkt

Cutler et al. Blood 2004



Allo Tx bel MDS — Wer ?

e Alter allein keine Assoziation mit OS/TRM n. TX

e Aber Krankheitsstadium, ECOG, HLA-match


Vorführender
Präsentationsnotizen
So sieht das laufende Protokoll aus für Patienten mit de novo AML aus , virtuelle Spendersuche bei ED


Pro und Contra allo Tx



Vorführender
Präsentationsnotizen
So sieht das laufende Protokoll aus für Patienten mit de novo AML aus , virtuelle Spendersuche bei ED


Allo Tx vs. Vidaza beit MDS/AML 55-70 J.

Hochrisiko MDS bis

3090 Blasten

4-6 x Vidaza plus
Spendersuche

\ 4

PD - off study

A 4

Registrierung

SD, CR,

PR

A 4

Kein Spender

Vidaza bis PD

Studienleitung: N. Kréger/Hamburg
Co-PI: U. Platzbecker/Dresden


Vorführender
Präsentationsnotizen
 Steigende Indikation, auch bei älteren Patienten
 Formal, speziell in dieser Altersgruppe, nicht prospektiv random. getestet


Krankheitsspezifische Therapie
UND
allogene SZT beim MDS

Konditionierung

@
A
= | .
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Vorführender
Präsentationsnotizen
So sieht das laufende Protokoll aus für Patienten mit de novo AML aus , virtuelle Spendersuche bei ED


Zusammenfassung

- Mangel an zugelassenen Substanzen und Heterogenitat
der MDS bedingt Suche nach krankheitsspezifischen
molekularen Veranderungen als mgl. therapeutische
Zlelstrukturen

- Problem Niedrigrisiko MDS
- 5-Azacytidin Standard fur Hochrisiko MDS
- Alter per se keine KI far allo Tx

- Pat. In klinische Studien einschliel3en

www.mds-register.de
www.kompetenznetz-leukaemie.de
Studienzentrale der Deutschen MDS-Plattform www.krebs-duisburg.de
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