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Management Recommendations in CML 
5 

 
• One of the 50 most cited papers of JCO 
• 20.000 pocket cards distributed 

 



Improvement of survival of CML by therapy 
1983 – 2011 

German CML Study Group 

Year after diagnosis 
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n = 3615 

Imatinib, 2002 – 2011 (CML IV) 
5-year survival 90% 
8-year survival 88% 

IFN or SCT, 1997 – 2003  
(CML IIIA) 5-year survival 71% 

IFN or SCT, 1995 – 2001 (CML III) 
5-year survival 63% 

IFN, 1986 – 1994  
5-year survival 53% 

Hydroxyurea, 1983 – 1994, 5 yr surv. 44% 

Busulfan, 1983 – 1994 5-year survival 38% 

(CML I, II) 
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BCR-ABL kinase domain mutation analysis in CML patients 
treated with TKI: recommendations from an expert panel of ELN 

Soverini S et al., Blood. 2011 Aug 4;118(5):1208-15. [17]  
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http://www.ncbi.nlm.nih.gov/pubmed/21562040


Multicentre validation of a reproducible flow cytometric score 
for the diagnosis of low-risk MDS 

Della Porta MG et al., Haematologica. 2012 Feb 7. [Epub ahead of print] [19] 
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This score may help establish MDS diagnosis especially when morphology 

and cytogenetics are indeterminate 
 

http://www.ncbi.nlm.nih.gov/pubmed/22315489


Westers TM, et al., Leukemia. 2012 Feb 6. [Epub ahead of print] [20] 
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Recommended minimal requirements to assess dysplasia in MDS by FC 

http://www.ncbi.nlm.nih.gov/pubmed/22307178


Months after start of therapy 
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Standard treatment arm, 5-year survival probability: 44.3 [37.7; 50.7] 

Study A: 5-year survival probability: 41.4 [36.9; 45.8] 

Study C: 5-year survival probability: 47.5 [40.1.; 54.6] 

Study D: 5-year survival probability: 43.6 [39.6; 47.6] 

Study B: 5-year survival probability: 46.6 [41.1; 51.8] 

Study E: 5-year survival probability: 46.4 [41.0; 51.7] 

n = 3106 patients, 1542 events  
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AML Intergroup study - Overall survival (n = 3106)  



Model for interconnecting AML registries 

Population-based 
Swedish Registry 

Trial-based  
AMLSG 

Trial-based  
AMLCG/SAL 

Trial-based  
HOVON/SAKK 

Trial-based  
MRC 

Core-data 

Registry 

Tool 

Automatized 
Core Data Transfer 

Population-based 
Swedish Registry 

Trial-based  
AMLSG 

Trial-based  
AMLCG/SAL 

Trial-based  
HOVON/SAKK 

Trial-based  
MRC 

Permitted  
Data Access 



NPM1+, CEBPAwt

NPM1wt, CEBPA+

Marker 

NPM1wt, CEBPAwt

NPM1 wild type 

Ellipsoid 

NPM1 mutated 

CEBPA mutated 

Kohlmann et al., Leukemia; 24(6):1216-20, 2010 [29] 

Signatures and molecular markers in AML-NK 

http://www.ncbi.nlm.nih.gov/pubmed/20428199
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Signatures and molecular markers in AML-NK 

Kohlmann et al., Leukemia; 24(6):1216-20, 2010 [29] 

http://www.ncbi.nlm.nih.gov/pubmed/20428199


Complete study database uploaded to GEO repository 
 

All CEL files available (n = 3248) 

GSE13204 

Individual rows of 

gene expression 

values: 
 

114,888,960 

MILE Study: Data set 

T. Haferlach et al.,  JCO, 28(15), 2529-2537, 2010 [26] 

http://www.ncbi.nlm.nih.gov/pubmed/20406941


Myelofibrosis 

JAK Inhibition with Ruxolitinib versus Best Available Therapy - Changes in Spleen Volume 
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Figure 1. Changes in Spleen Volume and Spleen Length, According to Treatment Group. Panel A shows the percentage of patients in the efficacy-analysis population (all patients who 

underwent randomization and had both a baseline measurement and at least one subsequent assessment) who had a reduction in spleen volume of at least 35% from the baseline volume, 

as assessed by magnetic resonance imaging (MRI) or computed tomography (CT) at 48 weeks. Panel B shows the best percentage change from baseline in spleen volume, as assessed by 

MRI or CT, at any time within the first 48 weeks of treatment, among patients with a baseline assessment and at least one subsequent assessment. Data are shown for individual patients. 

Panel C shows the median length of time that a reduction of at least 35% in spleen volume, as assessed by MRI or CT, was maintained, among patients who were continuously receiving 

ruxolitinib. Patients were considered to have had a loss of response (event) if the spleen volume was no longer reduced by at least 35% from the baseline volume and was increased by 25% 

or more from the nadir. Data from patients who did not have an assessment subsequent to the baseline assessment, or who were still having a response at the time of cutoff of the data, were 

censored. Panel D shows the mean percentage change from baseline in palpable spleen length over time. I bars represent standard errors. BAT denotes best available therapy. 

 

http://www.ncbi.nlm.nih.gov/pubmed/22375970


Critical concepts and management recommendations on 
Philadelphia-negative classical MPNs 

Barbui T, Barosi G, Birgegard G, Cervantes F, Finazzi G, Griesshammer M, Harrison C, Hasselbalch HC, Hehlmann R, Hoffman R, Kiladjian JJ, Kröger N, 
Mesa R, McMullin MF, Pardanani A, Passamonti F, Vannucchi AM, Reiter A, Silver RT, Verstovsek S, Tefferi A; European LeukemiaNet. J Clin Oncol. 2011 
Feb 20;29(6):761-70. [23] 
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Continuous ruxolitinib therapy, as compared with the best available 
therapy, was associated with marked and durable reductions in 
splenomegaly and disease-related symptoms, improvements in role 
functioning and quality of life, and modest toxic effects. An influence 
on overall survival has not yet been shown. 

 With the introduction of JAK2 inhibitors study design with relevant 
endpoints is critical 

 The WP works on outcome definition and related issues  

 

http://www.ncbi.nlm.nih.gov/pubmed/21205761


Development of standardized approaches to reporting of MRD 
data using a reporting software package 

Østergaard M, Nyvold CG, Jovanovic JV, Andersen MT, Kairisto V, Morgan YG, Tobal K, Pallisgaard N, Ozbek U, Pfeifer H, Schnittger S, Grubach L, Larsen 
JK, Grimwade D, Hokland P. Leukemia. 2011 Jul;25(7):1168-73 [24] 
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• Differences in data analysis and presentation complicate multicenter clinical trials 

• A highly flexible MRD-reporting software program was designed 

• Data from various qPCR platforms can be imported, processed, and presented in a uniform 
manner The software was tested in a two-step quality control study 

http://www.ncbi.nlm.nih.gov/pubmed/21494256


Summary 
 

• The ELN combines 108 national leukemia study groups and 105 partner 
groups within 38 countries buidling a network of more than 1000 
scientists and physicians 

• 184 studies are listed within the ELTR of which 93 are active  

• More than 40 guidelines and treatment recommendations have been 
published with major impact on diagnostics and treatment of leukemia 
patients 

• Multiple projects of this network received additional funding (e.g. 
EUTOS, ESF support, COST program); in total >40 Mio Euro 

 


