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Abstract 906, Oral Communication

Prognostic impact of additional
chromosomal aberrations to 5g-
in patients with primary
myelodysplastic syndromes

M. Mallo, J. Cetvera, J. Schanz, B. Espinet, E. Such, E. Lufie, C. Steidl, ML. Martin,
U. Germing, |. Granada, M. Pfeilstdcker, JM. Haernandez, T. Noesslinger,
MJ. Calasanz, P. Valent, R. Collado, C. Fonatsch, E. Bureo, M. Lbbert, R. Rios,

R. Stauder, E. Arranz, B. Hildebrandt, JC. Cigudosa, C. Pedro, M. Salido, L. Arenillas,

GF. Sanz, MA. Sanz, A. Valencia, L. Florensa, D. Haase, F. Solé

Spanish Haematological Cytogenetics Working Group
German-Austrian MDS Study Group
International Working Group on MDS Cytogenetics
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PATIENTS AND METHODS

Spanish Haematological
Cytogenetics Working Group

Solé et al,, 2005

. 5q-
1004 patients
Database
German-Austrian MDS 305 patients
Study Group (9.8%)

Haase et al., 2007

2124 patients
PATIENTS AND METHODS

5q- patients
n=305

Follow-up data in 273 patients (89.5%)

Group A (n=204, 67%): isolated 5g-
Group B (n=101, 33%). 5g- combined

— number of aberrations (1 to =5)

—» type of the additional cytogenetic aberration

Chr. 1, 3,-7,7g-, +8, +11, +13, 12p-, chr. 17,
-18/18q-, 20g-, +21, -X/-Y and unrelated clones




» FAB diagnoses (n=294)

RESULTS

RESULTS

» WHO diagnoses (n=217)
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« Distribution according to the type of aberration (n=101)
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RESULTS RESULTS
« Survival curves: Additional cytogenetic abnormalities « Survival curves: Additional cytogenetic abnormalities (n=273)
Cytogenetic group n Median survival time 10
50- 179 69 months =
8
=
50- + 1 45 55 months = 5q-
(3]
50- + 2 10 8 months 2 ° — 5q- 41
o
5q- + 3 6 6 months g 5q- + =2
-
5- + 4 7 8 months ° tl;
-+=5 26 7 months I
5a- + 0 P<0.0001
0 100 200 300 400
Global MS time (n=305): 48 months Months
RESULTS RESULTS
. » Overall survival (multivariate analysis) (n=76)
o . Overall Leukemic
Univariate analysis survival transformation ;
Variables Age
Age groups P=0.0009 P=0.7550 Sex: maleffernale
Sex P=0.0008 F=0.0035 Number of Cytopenias
BM blasts groups (%) P=0.009 P=0.0001 FAB/WHO diagnoses
FAB diagnoses groups P<0.0001 P<0.0001 Bone marrow (BM) blasts (5% / 10%)
WHO diagnoses groups P<0.0001 Not evaluated High and low risk (FAB)
Cytogenetic complexity P<0.0001 P<0.0001 Karyotype complexity
Type of additional aberration | Not evaluated Not evaluated Karyotype complexity Cytopenias Age
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INFLUENCE OF HISTOLOGICAL BONE MARROW FINDINGS ON
OUTCOME IN 1175 PATIENTS SUFFERING FROM
MYELODYSPLASTIC SYNDROME

. patients with MDS (mean age 69 years, range 14-96), from the
registries in Dusseldorf and Lausanne collected between 1975 and 2007

e BM was hypocellular in , hormocellular in , hypercellular in

e Hypocellular MDS showed significantly and
neutrophil counts and ts

e There was in hemoglobin level, BM blasts, risk of
transformation to AML or distribution to FAB and WHO classification,
IPSS or WPSS

J was as compared to
hypocellular (9%) and normocellular BM (6%) (p=0.003)
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Cumulative Survival

hypercell
19 ms

. normoce|

ﬂj: e hypocell

41 ms

p=0.0005

34 ms

—

e OS remained significant when
analysed for FAB, WHO, IPSS and
WPSS, and also if CMML was
withdrawn
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150 initial BM biopsies: with fibrosis

Median survival: with fibrosis, without fibrosis
(p<0.000005), not related to AML-transformation

Cytogenetic aberrations: (abnormal non
complex karyotype 60 vs. 45% (p=0.03), complex karyotype 27 vs.
13% (p=0.002)

remained significantly different in IPSS cytogenetic
low and intermediate risk groups, but

In a multivariate testing, chromosomal risk group, medullary blast
count as well as were for survival
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A PHASE 11 STUDY OF OUTPATIENT ADMINISTRATION OF DECITABINE FOR 5 DAYS EVERY 4
WEEKS TO ADULTS WITH MYELODYSPLASTIC SYNDROMES MYELODYSPLASTIC SYNDROMES
Steensma et al, abstract 225 (poster)

Confirmatory US Phase |l study: decitabine, '

administered on a 5-day schedule in MDS
Objective

# Evaluation of IV dosing of decitabine over 1 hour once daily for 5 days
Patients

# Median age 72 years; 72% male; 89% de novo MDS, median time from
diagnosis 154 days, and 27% received prior therapy

= Low 19%; Int-1 539%,; Int-2 23%; High 23%
Results: (ITT: 99 patients; 87 patients evaluable for efficacy; 99 for safety)

mCR: marrow CR

Median of 5 cycles of decitabine (range 1-20), 38% of patients receiving 28 cycles
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82% of improvement was
demonstrated by cycle 2

e Median survival was 19.6 months and the 1-year survival rate
was 66%

e Most frequent grade 3 or higher adverse events: neutropenia

(31%), thrombocytopenia (18%), febrile neutropenia (14%),
anemia (12%), pneumonia (11%), and fatigue (5%)

Median time to initial improvement (CR+mCR+PR+HI) was 1.7 months




PROLONGED SURVIVAL IN HIGHER-RISK MYELODYSPLASTIC SYNDROME PATIENTS
WITH -7/del 7q TREATED WITH AZACITIDINE Mufti et al, abstract 928 (oral
communication)
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RBC Transfusion Independence in MDS Patients with -7/del(7q)
AZA vs CCR (AZA-001)
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MAZA BCCR

Difference:
57.1% (95% Cl: 34.4, 75.8)
P<0.0001

0

Difference:
40.3% (95% Cl: -10.5, 73.4)
P=0.153

12/21 0/19

Baseline Dependent

7/9 3/8

Baseline Independent




Overall OS in MDS Patients with -7/del(7q)
AZA vs CCR (AZA-001)

HR=0.33(95% CI: 0.16, 0.68)
log-rank p-value: 0.002

13.1 months
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# at risk
AZA 30 20 9
CCR 27 5 4

Mielodisplasie- Copyright FSE



EFFECT OF AZACITIDINE (AZA) VERSUS LOW.DOSE ARA-C (LDAC) ON OVERALL SURVIVAL, HEMATOLOGIC RESPONSE, TRANSFUSION
INDEPENDENCE, AND SAFETY IN PATIENTS WITH HIGHER-RISK MYELODYSPLASTIC SYNDROMES (MDS)

P. Fenaux," N, Gaftermann 2 . Seymour* E. Hellstam-Lindber  G. Mufi U. Dughrsen £ 5. Gore” F Ramos® 0. Beyne-Ratizy* H. Dombret A List" D. McKenzie, ). Backstrom, A, Alen 2 C L. Beath®
gl Avicanne, S, Frane: et Hene-Uvesty, i, Gemany 3 Pte Ml CancrCenie:E Meboune, st 4 arieka Unversity Hostal, Stockom, Sweder 5 ing's Colge Londo, Londo, Uit Ko
Uiy Hosa Esen, s, Gemany, 7, Sine il Compehensie e Cera o kv, Bliare, D, USH: . ot e, Len, a8 Chu Pupe, ok France
10 o San Lo (APAP), P, France 1. Wi Cacer e, Tanga, FL USA; 12 Celene oo, St M, USA

Poster n. 224

Figure 2. Hematelogic Response and Hematologic Improvement
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Figure 3. Transfusion Independence
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ITT population

Figure 1. Adjusted Overall Survival Curves From Cox Model
10 —AZA —LDAC
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AZA significantly prolonged OS with a 62% reduced risk of death versus LDAC.
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RAPID ONSET OF EFFECTIVENESS WITH THREE ALTERNATIVE AZACITIDINE (AZA) DOSING REGIMENS
IN PATIENTS WITH MYELODYSPLASTIC SYNDROMES (MDS)

R Lyons,! T. Cosgriff,? 5. Modi,* H. Mcintyre * |. Fernando,* .J. Backstrom * C L. Beach®
9. Cancer Care Centers of South TexasfUS Oncology, San Antonio, TX, USA 2. Hematolegy and Oneology Specialists, Metairie, LA, USA;
3. Joliet Oncology-Hematolegy Azsockaies, Joiet, L, USA, 4. Celgens Corperation, Summit M, USA

Poster n. 232

Figure 1. Study Design
Phaze |I, prospective, multicenter, randomized, open-label, 3-arm frial

Screening Cycle 1-6

75 mg/m?2 SC

Day -21 to -1
q 28 or 42 days

75 mgim?* SC
Initial Repeat cycle Maintenance
Randomization every 28 days
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Figure 2. IWG 2000 Hematologic Improvement
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Figure 4. Transfusion Independence
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Figure 5. Onset of RBC Transfusion Independence by Cycle
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5-Azacytidine for the Treatment of Low/Intermediate-1 IPSS Risk
Myelodysplastic Syndromes: Results in 82 Patients from the Italian Patient

Named Program
Musto et al, abstract 925 (oral communication)

» Retrospective, multicenter study started on
Sept. 2007, to evaluate patients with MDS or
AML treated with AZA outside of clinical trials

e 31 Italian Institutions

e 218 patients registered since 2005

e 82 patients were Low/Int-1 IPSS risk MDS
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TREATMENT RELATED TOXICITY

Myelosuppression

Local erythema

Gastrointestinal

Infection

Rash/joint pain

Atrial fibrillation
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ANALYSIS OF RESPONSE ACCORDING TO IWG CRITERIA
(2006)
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All patients (n. 82)

> 4 courses (n. 63)

Complete/Marrow
remission

B Partial remission

B Hematological
Improvement
Stable disease

Progression

Failure

Total response
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CORRELATIONS WITH RESPONSE
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Response rate including CR, MR, PR and HIi

B Transfusions
No transfusions

Pre-treated
Untreated
Aza 100 mg

B Aza 75 mg/sgm
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N°77 patients
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Percent Responding

Mielodisplasie - Copyright FSE

Lenalidomidein del5q MDS

Transfusion-independence duration MDS001 and MDS003 studies

00—
90-
80- Median duration Tl =2.2 years
-0 Median F/U: 2.8 yr
60+
50-
40- °
30- min, max = 0.2, 4.8+ years
73 T response = 1 years
201 47 T response = 2 years
104 90 ongoing responders
U I I 1 1 1
0 1 2 3 4 5

Unpublished data, courtesy of Alan List
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Survival correlates to cytogenetic
response to lenalidomide

100 -
L PR cytogen, N=35, Median OS notreached
90 -L———I
80 - - CR cytogen, N=55,
- 70 Median OS notreached
= 60
E P<0.0001
wosgsg .. B
@ =0 |
=
E 40
= 30 -
5 ! —— MR cytogen/Not evaluable, N=78, 05=28 months
20
L.
10 = 1-\"1__,_.
0 T T T T I_I T T T T |
24 43 72 96 120 144 168 192 216 240
Months

Mielodisplasie - Copyright FSE

Unpublished data, courtesy of Alan List
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ANMIL evolution correlates to
cytogeneticresponse to lenalidomide

N=168
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Unpublished data, courtesy of Alan List
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Risk Factors for Acute Myeloid Laukemia Transformation and Mortality In
Transfusion-dependent Deletion 5q Myelodysplastic Syndromes

S Liai!, Arissetslen Olagountie, Moy Brrdsnbang’, Ko Wikde', Sod Olsarvsch sr), Uiih Sermingh

Argearsiyal Soain Boabds H. L ol Coscwr Cerser o Fmsardh et s, Terpa, FL LSS 3. Joharees Horpd | Dushaen Garrany: «Celgers Coapealice, Sararest, MU UPSG
el GErnary G ook, Garneny; Heiarkh Hers Uniersfp, Coemlcior?, Garnary

Table. Baseline patient characteristics.

Gharacteristic Quantity
MDS-0023 Registry
Patients, n 116 34 . .
Median age, years (range) 71 (37-95) 66 (13-83) Figure 2. C.!:x proportional hazards model for AML transformation
Male, % 2 29 and mortality.
Median MDS duration, years (range) 250.4-207) M/
Median RBC units/8 weeks (range) 5(1-18) 410 Favorable Mot favorable
Patients receiving = 2 REC units/manth, n (%) 85 (73) 20(59) B o
Hemoglobin at bassfine (/dL), median (range) 78 (36-11.8) 7.8 (3.0-11.6) el IR AL il e R
IPSS tisk category, n (%) REC units par & waaks)* - 1.4 §1.01-128) 0.0a
Lo 53 (46) 16 (48) HE rrinimum fig'dL) — 0.81 (0.62-1.04) oo
Intermeciiate-1 63 (54) 17(52) Moitality
FAB RARARS, 1 (%) o1 (78) 32(%4) s : RAD <0t
Bander —— 080 0.43-1.12) 014
Figure 1. The 4-year cumulative incidence of AML transformation RBC units (per & wosk) - 1100101118 0.0z
and mortality. Hb minimurm (L) 4 076 (0.63-0.92) 0.004
FAE catagory —_— 1,56 (0.88-2.700 013
Cytoganetic compleaity S I 1.40(0.81-248) 01z
T T T T T 1
E 4 1
s a0 0.1 02 05 2 5 10
< HR (25% CI)
E 30
g-l 20 21 i *Raflects 14% incraased AML trareformetion rate and 10f% increesad mortality rate with each additional urit
AML transformation of blood transfused par B weaks at basaline,
10 4 Il Mortality €, confidence intereal; Hb, hamoglobin
0
MDS-003 Diisseldorf
Registry
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Ramirez et al, abstract 908 (oral communication)

* Eighty-eight transfusion dependent patients were randomized to receive ATG+CSA
(15mg/kg of horse ATG (Lymphoglobuline, Genzyme) for 5 days and oral CSA for 180
days) or best supportive care (BSC),

e Stratification by treatment center and IPSS risk score between November 2000
and October 2006.

ATG+CSA BSC
Patients: n 45 43
Age: median years (range) 62 (23-73) 65 24-76)
Sex: nmale (% 25 (36) 35 81)
IPSS score: n (low/int-1/int-2'high/na) (824/7/1/4) (8/25/3/0/3)
MDS type: n RARAS/RAEB-IRAEB-I hypoplastic) (21/6'9/0/9) (18'8/11/2/9)
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e At 6 months hematologic response (CR + PR) occurred in
in the ATG+CSA arm, compared to in the BSC arm

e Response duration in the ATG arm was

e Transformation-free survival probability estimates at 2 years
were for ATG+CSA and for BSC

e Overall survival probability estimates at 2 years were for
ATG+CSA and for BSC

e There were 23 SAEs (mainly infectious and inflammatory
complications): 16 in the ATG+CSA arm and 7 in the BSC arm
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ANEMIA WITH RING SIDEROBLASTS ASSOCIATED WITH THROMBOCYTOSIS:
CLINICAL AND ANALYTICAL FEATURES ACCORDING TO THE PRESENCE OR
ABSENCE OF THE JAK2 V617F MUTATION

Raya et al, abstract 716 (poster)

RARS-T with JAK?2 RARS-T without pvalue
V1 7Fmutation JAK2 VE1TF
Lt A A retrospective study of 47
Age (years) BET, LF32 patients with diagnosis of
:;'i:“:;” - Ed::im 59'1’-"; :':51 RARS-T (platelet count above
elet cou & & =, ) )
WEBC count ( 09L) 92435 B7+22 0.018 400X109/L)' takmg Into
Hemoglodin (/L) 1082166 97.7 £16.0 0.029 account the presence or
MCV (L) 973487 1024464 0,037 absence of the JAK2 V617F
Basophil count (x10%L) 0.108 £ 0.082 0.063 £ 0,060 NS, .
Bone marrow blasts (%) D9+12 12+1.2 M8 mutation.
Type I sideroblasts (%) ME2T A2+ 23 N.E.
Ringed sideroblasts (%) LRl 48+19 NS, There were no differences |n
Liric acid 53424 28418 MN.E. .
Lactate-dehydrogenase (UIL) 429 £191 324 % 106 NE. terms of survival (p=0'38)
Ferritin GS6 =674 560 =984 MN.B.
Vitamin By 5792391 677 £517 NS,
Splenormegaly 414 (29%) 23 (13%) NS, . . )
Karyotype aberrations 215 (13%) 2122 (3%) NS Published with 76 patients
BM Megakaryocytic hyperplasia Ti8 (87 %) 415 (80%,) N.E Int J Hematol. 2008 Sep 27. [Epub ahead of
B reticulin fibrosis &7 (T1%) 2/5 (40%) NS, print]
Transfusional dependence 114 (T%) BI27 (29%) NS
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TREATMENT-RELATED MYELODYSPLASIA AND SECONDARY AML FOLLOWING
FLUDARABINE COMBINATION CHEMOTHERAPY
Carney et al, abstract 233 (poster)

e 146 pts treated with fludarabine in combination (F+) (CLL, FL, WM/MZL, MCL)
e Median f.u. 40 months

e 17 sMDS/AML (11.6%) were diagnosed: (12 RCMD, 2 CMML,
1 RAEB, 2 AML)

e sSMDS/AML occured in , 2.9% of CLL, 21.1% of
WM/MZL (21.1%) at a median time of 46 months following
commencement of F+ treatment

e Karyotypic analysis was typically complex

e MDS-free rate at 6 years was 100% for CLL and MCL, 75% for
WM/MZL,

e The MDS-free rate at 6 years was 54% for
compared to 86% without Mitoxantrone
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IMPROVEMENT OF HEMOGLOBIN LEVEL AND REDUCTION OF TRANSFUSION
REQUIREMENT IN 4 PATIENTS AFFECTED BY MYELODYSPLASTIC SYNDROMES AND
PRIMARY MYELOFIBROSIS RECEIVING DEFERASIRO TREATMENT

Messa et al, abstract 63 (poster)

|

Case Report

%mm &cta Haematol 2008:120:70-74 Received: April 10, 2008
DOl 10.1159/000158631 Accepted after revision: July 3, 2008

Published online: October 1, 2008

Deferasirox Treatment Improved the Hemoglobin
Level and Decreased Transfusion Requirements in
Four Patients with the Myelodysplastic Syndrome

and Primary Myelofibrosis

E.Messa D.Cilloni F Messa F Arruga A.Roetto G.5Saglio

Division of Hematology and Internal Medicine, Department of Clinical and Biclogical Sciences, University of Turin,
Orbassano, ltaly
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EHA 2008: A call for morphology and karyotype standards

EUROPEAN LEUKEMIANET (ELN) PLATFORM (WP10): PRELIMINARY RESULTS OF THE
EUROPEAN MORPHOLOGY CONSENSUS PANEL

A STANDARDIZED APPROACH FOR THE ASSESSMENT OF BONE MARROW DYSPLASIA
IMPROVES THE ACCURACY OF THE WHO CLASSIFICATION IN MYELODYSPLASTIC SYNDROMES.

MAJOR DIFFERENCES WITH SCORING KARYOTYPE RESULTS FOR PATIENTS WITH
MYELODYSPLASTIC SYNDOMES: A CALL FOR INTERNATIONAL STANDARDIZATION.

FISH IMPROVES THE DETECTION OF 5931 DELETION IN MYELODYSPLASTIC SYNDROMES
WITHOUT CITOGENETIC EVIDENCE OF 5g-

PRIMARY MYELODYSPLASTIC SYNDROMES WITH NORMAL CYTOGENETICS: VALUE OF
INTERPHASE FISH FOR THE DETETION OC CRYPTIC CHROMOSOME 7 ABNORMALITIES

REDIFINING MONOSOMY 20 BY MOLECULAR CYTOGNETICS IN 10 MDS/AML PATIENTS
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