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Dear colleagues,

More than 18 months have passed since the successful start 
of our European LeukemiaNet (ELN), a network of excel-
lence within the 6th Framework Programme, in January 
2004. Through organizational and research work performed 
by all participants and associated scientists, this network has 
developed into a well functioning tool for research and pa-
tient care integrating 78 leading leukemia trial groups, their 
83 interdisciplinary partner groups (diagnostics, treatment, 
research, registry, guidelines), industry and SMEs across 
Europe. The integration and interdisciplinary cooperation 
brings together 117 participants and approximately 900 
researchers from 22 countries. Within the first 12 months 
nearly 60 workpackage-meetings were held, several studies 
were initiated on an European level and 80 publications 
including guidelines for diagnostics and therapy were pub-
lished or submitted. Regular meetings of all network mem-
bers have supported communication and cooperation of the 
different workpackages. The European LeukemiaNet was 
presented at international meetings such as EHA, ASH and 
DGHO/ÖGHO/SGH. New participants and associated mem-
bers have been integrated due to widespread acceptance 
of the ELN. We are proud to say that the network has the 
expertise and critical mass for European added value and 
international leadership to achieve research and treatment 
goals that cannot be achieved by single groups or countries. 
It will structure European research durably and spread sci-
entific excellence in the field of leukemias. We thank all par-
ticipants, associated scientists and associated members for 
their cooperation in the ELN. This will only be the start of 
even more successful progress, more exciting scientific re-
sults and inspiring networking during the next 18 months.

Prof. Dr. Rüdiger Hehlmann
Network Coordinator



Periodic report to the Commission 
(Activity report, Management report)

After each 12 months, the network has 
to deliver a management and activity 
report to the EC to document the pro-
ceeding and to state the expenditures. 
Deadline for this first report was Feb-
ruary 15, 2005 (45 days after ending 
of the first reporting period), but due 
to the partially tenacious return of the 
forms concerning the management 
report (which had to be filled out by 
all 117 participants) the first annual 
report could only be delivered by the 
end of May. According to the contract, 
the commission has a time period of 45 
days to proceed the reports. The defer-
ment on our part will lead to a delay 
in the allocation of the EC contribu-
tion for the next funding period. For 
the next report, which is due February 
15, we should try to avoid this by ob-
serving the deadline. Even in the follo-
wing reporting periods each of the 117 
participants has to fill out the financial 
form C, irrespectively whether they re-
ceive funding or not.
The good news is that the Commission 
has composed a special clause regar-
ding the periodic audit certificates. 
According to this clause contractors 
requesting a Community financial con-
tribution for one or more reporting 
periods of less than H 150,000 need 
not submit an audit certificate, until 
the cumulative financial contribution 
is equal to or exceeds H 150,000. In all 
cases an audit certificate shall be sub-
mitted at the latest 45 days after the 
final reporting period. This final audit 
certificate shall cover all periods for 
which an audit certificate has not been 
previously submitted.
This special clause would save a lot of 
time and money for most of the parti-
cipants of the ELN. We asked to amend 
the contract immediately after the an-
nouncement in May 2005 and should 
receive an answer from the Commissi-
on very soon. 

WP 1 - NMC
News from the Network Management Center 
(NMC)

B. Seyfarth, U. Berger
III. Medizinische Universitätsklinik,
Ruprecht-Karls-University Heidelberg, Mannheim, Germany

Online Registration

An online registration to the ELN as as-
sociated member or associate is possib-
le via the website
www.leukemia-net.org
(link “The project”, “How to join“) by 
now. In Table 1 the different types of 
membership are described. As an asso-
ciated member you have access to all re-
levant information regarding the ELN. 
Please keep in mind, that the number 
of active network members has to be 
restricted and is bound to active scien-
tific work in one of the workpackages. 
To become an active member you have 
to contact the according workpackage 
leader. With the recommendation of a 
WP-leader your institution has to fill 
out the CPF forms to become a con-
tract partner of the EC. In the end of 
the procedure, the Network Governing 
Board has to confirm the new partici-
pant. 
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The NMC as the administrative center 
of the European Leukemia Network is 
responsible for the financial affairs of 
the entire network, legal affairs and 
the contract. Chief tasks include the 
entire spectrum of activities concer-
ning spread of information, communi-
cation and knowledge among partners 
in- and outside of the network by cre-
ating a spirit of mutual trust and coo-
peration.

NMC: B. Seyfarth, U. Berger, M. Schatz, S. Saußele

http://www.leukemia-net.org


Amendment to the Consortium 
Agreement

The Consortium Agreement (CA), 
which has been signed by all 117 par-
ticipants, required a list of changes, as 
demonstrated in the last Network Go-
verning Board during the ELN meeting 
in February 2005 in Heidelberg. With 
the solution of some juridical problems 
an amendment to the CA was com-
posed and recently sent to all parti-
cipants. For a time period of 4 weeks 
we will collect appeals and objections. 
A revised version of  the amendment 
will be mailed again by the beginning 
of September and the according legal 
representative of each participating 
institution is then asked to sign the 
amendment. One important point in 
the amendment will prevent the ne-
cessity to confirm the agreement every 
year again by the signatures of all par-
ticipants.
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Fourth Call for Proposal of an integra-
ted project-LSH-2005-2.2.0-1

In the context of limited funding of 
the European LeukemiaNet it has been 
proposed that we file an application 
for an integrated project to broaden 
the financial basis of our activities. This 
integrated project could address the 
topic LSH-2005-2.2.0-1: “Broadening 
the knowledge base on the molecular 
mechanisms underlying chemotherapy 
resistance, therapeutic escape, effica-
cy and toxicity”. This is of relevance for 
the clinical trials of the network and 
meets the interest and expertise of 
many of us. At least 15%  of the budget 
has to be reserved for SME participati-
on. The deadline for submission of the 
proposal is November 9, 2005, which 
means that we have about 3 months 
time to prepare the proposal. The lead 
participants of all workpackages have 
already been asked for their interest in 

Type of membership Description Access to: Registration:

Network member
(=associated scientists)

Physicians, researcher or scientists, 
actively working within one of the 18 
Projects, and whose institution has 
signed the contract with the European 
Community

• Internet & Internal WP communication 
• Newsletter 
• Discussion Forums 
• Access to member database (addresses) 
• Invitation for meetings 
• Travel cost funding by the network

Only scientists who belong to institutions 
which are a contract partner of the ELN 
can become an official member of the ELN 
(associated scientists). If so, scientists will be 
registered upon the recommendation of the 
relevant Workpackage leader.
If not, the corresponding institution has to 
ask for accession to the contract. According 
to the rules of the European Commission, 
each institution - willing to become a con-
tractor - has to provide form B (request for 
accession) and the contract preparation form 
(CPF). The Network governing board has to 
agree the accession of a new institution.

Associated member with 
confirmed registration

Physicians, researchers, scientists • Internet 
• Newsletter 
• Discussion forums 
• Access to member database (addresses) 
• Invitation for meetings

Registration has to be confirmed by a person 
and/or institution, who is already registered 
in the network (signature and/or stamp is 
required)

Associates without 
confirmed registration

All other groups e.g. nurses, patients, 
press&media, laymen etc.

• Internet 
• Newsletter

Only online registration

Table 1. Types of membership in the ELN

Dates/Meetings

47th Annual Meeting of the American 
Society of Hematology (ASH)
December 10 - 13, 2005
Atlanta, Georgia

Annual Meeting of the Competence 
Network “Acute and chronic
leukemias“ and the European
LeukemiaNet in Heidelberg (DKFZ)
January 31 - February 2, 2006
Heidelberg, Germany

Acute Leukemias XI Prognostic
Factors and Treatment Strategies
February 18 - 22, 2006
Munich, Germany



WP 2 - ELIC

N. Gökbuget, A. Hellenbrecht
Department of Hematology,
Johann Wolfgang Goethe University, Frankfurt, Germany

As one of the central network projects, 
ELIC is responsible for the internal in-
formation exchange between network 
projects and their members. ELIC ge-
nerates information for different user 
groups such as patients & relatives and 
ELIC is responsible for the structured 
presentation of all information contents 
on the website
www.leukemia-net.org
To achieve this aim, a close cooperati-
on with the two other central projects 

“Network Management Center (NMC)” 
and “Central Information & Communi-
cation Structures (CICS)” is necessary. 
ELIC cooperates with NMC concerning 
public relations, presentation at con-
gresses and preparation of meetings 
and with CICS regarding the technical 
part of the website
http://www.leukemia-net.org/...

The Website www.leukemia-net.org
The website is of utmost importance for 
all projects of the network as confirmed 
by several questionnaires
http://www.leukemia-net.org/... 

Based on feedback from the projects, 
ELIC has developed a general websi-
te structure which provides a separate 
area for each project. 
The aim for this year is to complete at 
least the following topics:
• general information about project-
 related activities
• scientific results
• dates and meetings, including
 meeting reports
• study protocols (see below) 
• consensus documents and
 other scientific results
• interim / progress reports
This work should be done by the pro-
jects, as well as the preparation of ad-
ditional contents, which indicate indi-
vidual needs and aims. Each network 
participant has the opportunity to add 
documents and other contents for this 
purpose. 
In a next step, all network members 
are invited to prepare general informa-
tion about leukemias for other websi-
te-users (physicians, patients, public 
and media). 

The European Leukemia Study registry
A further central part of the website is 
the upcoming registry for ongoing cli-
nical leukemia trials in Europe. This on-
line registry will contain short-versi-
ons of all main study-protocols (e.g. de 
novo studies). 
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Screenshot: http://www.leukemia-net.org/B291104048F643D98025AB7B1E77B9CE.htm

Services provided by the European 
Leukemia Information Center

To present the protocols in a structu-
red and consistent form, a template 
was developed, which is available on 
the website
http://www.leukemia-net.org/...
or which can be obtained directly from 
ELIC. 
First short-protocols were already pu-
blished by project 8 (MDS) and 6 (ALL). 
The study database is of utmost impor-
tance to provide an overview on clinical 
leukemia research in Europe.

Practical procedure
For the moment, ELIC offers an additi-
onal service: Website contents (Word, 
PDF and all other formats) should be 
send to ELIC who will prepare the do-
cuments for online presentation. In 
the near future, each project will have 
the possibility to supply, add and mo-
dify contents independently online via 
a Content-Management-System (CMS). 
This will be realized by the “web-editor”, 
who should be named by each project. 
The web-editor will get access to the 
CMS and is the primary contact person 
for ELIC. Of course ELIC supports also 
all other network participants regar-
ding questions and problems of web-
publishing. 

The E-mail Newsletter
An e-mail newsletter - sent out every 3 
months to the network members - will 
inform about new topics of the websi-
te, e.g. new studies or actual dates and 
meetings. All projects are invited to use 
the newsletter for distribution of infor-
mation which is relevant for the who-
le network.

The Online Information Letter
In cooperation with the Network Ma-
nagement Center (NMC) an Informa-
tion Letter (IL) will be published bian-
nually. Main focus are scientific results 
and research activities of the network 
projects. Due to limited financial re-
sources, the IL will not be published as 
printed version, but is available as onli-
ne journal (PDF).

ELIC supports all projects in their tasks 
regarding visibility, spread of excellence 
and vertical and horizontal networking. 
The project leader Nicola Gökbuget and 
the webmaster Anja Hellenbrecht cor-
dially invite the projects to contribute 
ideas and projects for web-publishing.

http://www.leukemia-net.org
http://www.leukemia-net.org/B291104048F643D98025AB7B1E77B9CE.htm
http://www.leukemia-net.org/261FC9FE986944A28133E038664178A5.htm
http://www.leukemia-net.org/B291104048F643D98025AB7B1E77B9CE.htm
http://www.leukemia-net.org/44DE2E4F9B44E3BAD5C9C826069BFD5.htm
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WP 4 - CML
Actual state of WP 4 (CML)

B. Simonsson, Dept. Hematology, University Hospital, Uppsala, Sweden

Many of the participating investiga-
tors of WP4 have experienced a near-
ly 10 year fruitful collaboration in the 
European Intergroup for CML (EICML). 
Within the WP4 this collaboration is ex-
panding with new participants creating 
a solid platform within Europe. WP4 
(CML) currently includes 26 participants, 
representing 17 countries.
The WP management structure was ge-
nerated with 5 lead participants: M. Bac-
carani, Italy, F. Guilhot, France, R Hehl-
mann, Germany, A. Hochhaus, Germa-
ny and B. Simonsson, Sweden.
Regular WP meetings were organized, 
to which all interested CML investiga-
tors have been invited. The latest one 
took place in Stockholm June 1, and the 
next one will be held in New Orleans 
(during ASH) Sunday December 4 very 
early in the morning.

Progress report of the deliverables (first 
12 months)

 1. Common uniform datasets for
  newly activated clinical trials are
  defined. This work is coordi-
  nated by J. Hasford in Munich.
  All participants of WP 4 agreed to
  add these common datasets to
  their clinical study protocols in all
  larger clinical trials. The forms will
  be published soon and can be
  ordered already from J. Hasford.

 2. A European registry for CML trial
  patients is under preparation.
  J. Hasford chairs a data manage-
  ment and statistician network for
  core dataset and SOP for data
  handling. A comprehensive
  protocol with research plan,
  methodological description and
  specific subproject protocols has
  been approved by Munich Ethics
  Committee.
  The activated specific substudy
  protocols are: “Imatinib failure”
  (Guilhot et al.), “Additional
  cytogenetic abnormalities”
  (Fischer, O’Dwyer and Baccarani),
  “Complete cytogenetic responders
  to imatinib” (Martinelli and
  Barbany) and “Discontinuation
  of imatinib in CCgR”
  (Hochhaus et al.).

 3. An Italian registry for prognosis
  of imatinib treated patients has
  been activated.

 4. A manuscript dealing with gender
  aspects in the treatment of CML
  has been completed and published 
  Berger et al).

 5. Two large multicenter-studies
  (German and French) dealing with
  imatinib in different dosages
  given as single drug or in combi-
  nation with IFN or ara-C are
  recruiting patients at a rapid pace.  
  No interim analysis has been
  performed so far.

 6. One paper dealing with a phase II
  study of imatinib and peg-intron
  has been published
  (Baccarani et al).

 7. An Italian-Nordic-Turkish study
  comparing 800 with 400 mg
  imatinib in high risk patients wa
   initiated and is recruiting patients
  rapidly.

 8. In coordination with WP12,
  standardisation concerning
  the definition and determination
  of minimal residual disease in CML
  on an European level is in progress.
  Thirtyfive European laboratories
  are engaged. Main tasks are to
  establish control rounds for
  BCR/ABL mRNA quantification and
  standardization in calculation
  of expression levels of minimal
  residual disease.

 9. A number of Phase I-II studies with
  at least 5 new drugs alone or
  in combination with imatinib have
  been initiated.

 10. A very important work
  comprising definitions and
  standardisation of relevant
  diagnostic and therapeutic
  procedures in CML is under
  progress.
  Deadline for submitting
  a manuscript for publication
  is december 2005.

WP4 - EICML Group. Meeting in Oxford, April 2005
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WP 5 - AML
Experiences from a Network of AML Trials
using General Up-Front Randomization and
a Common Standard Treatment Arm

Th. Büchner, H. Döhner, G. Ehninger, A. Ganser, R. Hehlmann, D. Hoelzer, D. Niederwieser, M. Pfirrmann,
J. Hasford for the German AML Intergroup.
Universities of Münster, Ulm, Dresden, Hannover, Heidelberg, Frankfurt, Leipzig, Munich, Germany

Improved comparability of therapeutic 
strategies among different multicenter 
AML trials could help identifying supe-
rior treatments. In 2002 five AML trial 
groups in Germany decided to share a 
common standard treatment arm and to 
randomize 10% of the patients in each 
trial to the common arm before any 
treatment starts. Derived from CALGB 
(NEJM 1994;331:896) and restricted to 
patients under 60 years of age the stan-
dard induction treatment is to contain 
two courses of 7+3 with araC 100mg/m² 
per day continuous i.v. infusion on day 
1-7 and DNR 60mg/m² per day by two-
hour i.v. infusion on days 3,4,and 5. Pa-
tients in CR are to receive 3 courses of 
araC 3g/m² q12 hours by 3-hour i.v. in-
fusion on days 1,3,and 5. The alterna-
tive regimens in the five trials basically 
consist of high-dose araC combinations 
and autologous stem cell transplantati-
on (SCT) either risk adapted or rando-
mized, and priority allogeneic SCT eit-
her according to family donor availabi-
lity or according to a special risk.

Between February 2002 and June 2005 
a total of 1846 patients have been ran-
domized with 185 patients allocated to 
the common standard arm. The overall 
CR rate is 73%, the rate of persistent 
leukemias is 19% and the rate of early 
and hypoplastic death is 8%. The pro-
bability of overall survival at 2 years is 
0.48 (95% CI 0.43 – 0.53) and of relap-
se-free survival is 0.43 (0.36 – 0.51). The-
re were no imbalances in the represen-
tation of prognostic factors between 
the standard arm and any of the trial 
populations. Defined stopping criteria 
considering response, mortality, sur-
vival and relapse-free survival did not 
demand discontinuation of any speci-
fic trial or of the common standard arm. 
When the different trial results will be 
unblinded, later-updates will allow va-
lidations in comparison with the stan-
dard arm, and on the same basis cross-
trial comparisons by which the network 
can contribute to the therapeutic pro-
gress in patients with AML. 

References
1. Büchner T, Döhner H, Ehninger G et 
al. Up-front randomization and com-
mon standard arm: a proposal for com-
paring AML treatment strategies bet-
ween different studies. Leukemia Re-
search 26:1073-1075; 2002
2. Hills RK, Richards SM, Wheatley K. 
Corner cutting compromises clinical tri-
als: the inherent problems with up-front 
randomisation and a common standard 
arm. Leukemia Research 27:1071-1073; 
2003
3. Büchner T, Döhner H, Ehninger G 
et al. Cross-trial networking in AML: a 
step forward rather than corner-cutting. 
Leukemia Research 28:649-650; 2004
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WP 11 - Cytogenetics
Consensus protocols for cytogenetic
diagnostics in leukemia

C. Schoch, Münchner Leukämie Labor GmbH, Munich, Germany,
H. Rieder, Institut für Humangenetik und Anthropologie, Universitätsklinikum Düsseldorf, Düsseldorf, Germany,
C. Fonatsch, Abteilung für Humangenetik, Medizinische Universität Wien, Vienna, Austria
for the WP 11: cytogenetics

Cytogenetic diagnostics in leuke-
mia is mandatory. The results of 
cytogenetic analyses are necessa-
ry for the classification of leuke-
mia according to the WHO-classi-
fication. In addition, they provide 
very important information on pa-
tients prognosis. Furthermore, with 
respect to a a growing number of 
specific, targeted treatment ap-
proaches the genetic findings are 
guiding the therapy, because cer-
tain drugs are only efficient in cer-
tain subtypes of leukemia carrying 
a specific genetic abnormality. 

The description of the results of 
chromosome banding and fluore-
scence in situ hybridization (FISH) 
analyses has already been standar-
dized and has to be reported accor-
ding to the International Systems 
of Nomenclature (ISCN). All publis-
hed aberrant karyotypes in leuke-
mia can be found in the Mitelman 
database (http://cgap.nci.nih.gov/
Chromosomes/Mitelman). Further-
more partial karyotypes and the 
most important data on the most 
frequent chromosome abnorma-
lities in leukemia can be found in 
the internet (Atlas of chromosomes 
in Cancer, www.infobiogen.fr/ser-
vices/chromcancer/). 

With respect to protocols how to 
perform cytogenetic diagnostics 
in leukemia some efforts on stan-
dardization have been undertaken 
by centers responsible for quali-
ty control in local regions. Howe-
ver, consensus guidelines are mis-
sing so far. The workpackage “Cy-
togenetics” of the European Leu-
kemiaNet collected protocols from 
all participating countries, evalua-
ted and condensed these to a con-
sensus in order to provide a com-
prehensive protocol for cytogene-
ticists and clinicians working in the 
field of leukemia.

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, cytokine stimulation)

AML

FISH

M3/M3v                 PML-RARA
M4eo CBFB
monocytic MLL

less than 10 evaluable metaphases with normal karyotype:
PML-RARA, RUNX1-CBFA2T1 (AML1-ETO), CBFB, MLL, 5q31, 

normal karyotype or
no subtype specific abn detected or

insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, cytokine stimulation)

AML

FISH

M3/M3v                 PML-RARA
M4eo CBFB
monocytic MLL

less than 10 evaluable metaphases with normal karyotype:
PML-RARA, RUNX1-CBFA2T1 (AML1-ETO), CBFB, MLL, 5q31, 
7q31, p53

normal karyotype or
no subtype specific abn detected or

insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, direct preparation)

ALL

FISH

Pro-B-ALL MLL
B-cell precursor ALL BCR-ABL
childhood precursor B-ALL ETV6-RUNX1
childhood B-cell ALL CEP X,4,6,8,10,14,17,18,21
mature B-ALL MYC breakapart
Optional, but recommended:
in all subtypes BCR-ABL, MLL, MYC breakapart, 

ETV6-RUNX1, CEP X,4,6,8,10,14,
17,18,21

in T-ALL p16, SIL-TAL 
CD10 neg B-lineage/pre-T MLL 
mature B-ALL IGH/CMYC

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, direct preparation)

ALL

FISH

Pro-B-ALL MLL
B-cell precursor ALL BCR-ABL
childhood precursor B-ALL ETV6-RUNX1
childhood B-cell ALL CEP X,4,6,8,10,14,17,18,21
mature B-ALL MYC breakapart
Optional, but recommended:
in all subtypes BCR-ABL, MLL, MYC breakapart, 

ETV6-RUNX1, CEP X,4,6,8,10,14,
17,18,21

in T-ALL p16, SIL-TAL 
CD10 neg B-lineage/pre-T MLL 
mature B-ALL IGH/CMYC

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, cytokine stimulation)

MDS

FISH
Optional: 
all subtypes 5q31, CEP#7, 7q31, CEP#8, p53

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h, cytokine stimulation)

MDS

FISH
Optional: 
all subtypes 5q31, CEP#7, 7q31, CEP#8, p53

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h)

CML

FISH: BCR-ABL

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Optional: FISH BCR-ABL to 
detect deletions

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h)

CML

FISH: BCR-ABL

normal karyotype or
insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Optional: FISH BCR-ABL to 
detect deletions

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h)

MPS

FISH
Optional but recommended: BCR-ABL

normal karyotype or
no specific abnormalities or

insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures (24h, 48h) better 4 (i.e. 72h)

MPS

FISH
Optional but recommended: BCR-ABL

normal karyotype or
no specific abnormalities or

insufficient metaphases

Analyse at least 10 (-20) metaphases if aberrant or
20 (-25) if normal

Aberrant karyotype

Report according to ISCN

Cytogenetics: at least 2 cultures
(24h, 72h) better 4 (i.e. 48h, 96h)

if B-cell: TPA+Il-2+TNFalpha, PWM 
if T-PLL: PHA 

CLL

Analyse at least 10 (-20) 
metaphases if aberrant or 20 (-25) if

normal

Report according to ISCN

FISH
11q22.3: ATM 
CEP#12 
13q14: D13S319, D13S25, D13S272 
17p13: p53 
Optional but recommended:
13q34: LAMP1
If diagnostic uncertainty: IGH-CCND1, IGH-BCL2
Optional: 6q23: MYB, 12q15: MDM2, 14q32: IGH

Cytogenetics: at least 2 cultures
(24h, 72h) better 4 (i.e. 48h, 96h)

if B-cell: TPA+Il-2+TNFalpha, PWM 
if T-PLL: PHA 

CLL

Analyse at least 10 (-20) 
metaphases if aberrant or 20 (-25) if

normal

Report according to ISCN

FISH
11q22.3: ATM 
CEP#12 
13q14: D13S319, D13S25, D13S272 
17p13: p53 
Optional but recommended:
13q34: LAMP1
If diagnostic uncertainty: IGH-CCND1, IGH-BCL2
Optional: 6q23: MYB, 12q15: MDM2, 14q32: IGH

As different leukemia subtypes be-
nefit from different culture conditi-
ons and as different genetic abnor-
malities occur in leukemia subtypes 
which require different probes for 
FISH under certain circumstances, 
separate consensus protocols have 
been established for acute lympho-
blastic leukemia (ALL), acute mye-
loid leukemia (AML), chronic my-
eloid leukemia (CML) and chronic 
lymphocytic leukemia (CLL). In ad-
dition protocols for myelodysplas-
tic syndrome and myeloproliferati-
ve disorders have been established. 
More detailed information and up-
dates can be found at the website 
of the European LeukemiaNet
www.leukemia-net.org

http://www.leukemia-net.org
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WP 9 - CMPD

G. Finazzi, Dept. of Hematology,
Ospedali Riuniti de Bergamo, Italy

The general aim of the work in the first year was to 
establish the basic conditions for conducting colla-
borative clinical and biological studies in the field of 
CMPD in Europe.
Specific objectives included: a) creation of WP ma-
nagement and communication structures and organi-
zation of regular meetings; b) establishment of com-
mon criteria for diagnosing and staging CMPD and for 
creating registries of variant forms and rare complica-
tions; c) standardization of diagnostic and prognostic 
tests; d) definition of priorities for future studies and 
review of the current status of knowledge about pri-
ority issues (e.g. new drugs).
Substantial progress towards objectives has been achie-
ved as follows: a) WP management and communication 
structure have been set up and participants meet re-
gularly; b) written reports on test standardization and 
registries of rare forms have been produced; c) priori-
ties for future collaborative initiatives have been dis-
cussed and current status-of-art regarding new drugs 
for CMPD reviewed.
The following documents have been prepared and 
can be retrieved in the LeukemiaNet webpage or re-
quired at the WP Coordinator Dr. Guido Finazzi, e-
mail address:
gfinazzi@ospedaliriuniti.bergamo.it

Standardization protocols

1. PRV-1 mRNA quantification (Dr. H. Pahl)

2. Circulating CD34+ cell quantification by

 flow cytometry (Dr. Le Bousse-Kerdiles)

3. Bone marrow biopsy reporting in

 Ph- CMPD (Dr. Schmitt-Graeff)

4. Erythropoietin measurements

 (Dr. G. Birgegard)

5. Clonal analysis using X-chromosome

 inactivation patterns (XCIP)

 (Dr. C. Harrison)

Status Reports

1. Imatinib mesylate in Polycythemia Vera

 (Drs. H. Hasselbalch and E. Lengfelder)

2. Thalidomide in Idiopathic Myelofibrosis

 (Drs. H. Hasselbalch and E. Lengfelder)

Registry

1. Registry of ongoing clinical trials in CMPD

 The substantial achievement of the

 general objective established for the first

 year allowed WP participants to plan

 phase II studies of standard and new

 therapies as well as implementation of

 registries of uncommon CMPD variants

 and complications to be carried out in

 the forthcoming period.

.

Progress report Chronic
Myeloproliferative Disorders

WP 10 - Diagnostic platform

Workpackage 10 of the European LeukemiaNet was set up to 
work on Diagnostic procedures. Its major initial aims were to 
facilitate access to existing morphology databases, organi-
se cytology workshops, and establish consensual recommen-
dations about immunophenotyping. A first cytology work-
shop was organized in November 2004, and another is sche-
duled for 2005.
In January, a series of meetings of the EGIL group and of par-
ticipants of WP10 was organized around the general assem-
bly in Heidelberg. This allowed to make backbone proposals 
for diagnostic panels of monoclonal antibodies in the respec-
tive fields of acute leukemia and lymphoproliferative disor-
ders. Expert discussions then were organized around these 
proposals to implement and complete the panels. The wor-
king frame chosen allowed to propose three types of items 
for both clinical conditions:
 - a list of the diseases that should be properly diagnosed
  through immunophenotyping
 - a mandatory panel of diagnostic and
  prognostic markers
 - a complementary panel of markers useful in specific
  conditions to strengthen the diagnosis and/or
  provide for patterns of expression useful for
  patients‘ follow-up and minimal residual
  disease/relapse monitoring.

After these meetings, the proposals were edited in a pub-
lishable form, and circulated several times among the parti-
cipants. The aim of this Delphi-like consensus was to docu-
ment each proposal based on referenced data published in 
peer-reviewed international journals. The ELN panels thus 
appear as evidence-based medicine recommendations, sup-
ported by recent literature.
The final document, after approval by WP10 members, was 
posted on the internet sites of EGIL and ELN in mid-April 
2005.

The next planned steps will use the same type of consensual 
implementation and approval, and are twofold:
 - provide pre-analytical guidelines, as the quality
  of samples is mandatory for proper immuno-
  phenotypic analyses
 - propose validated multiparametric panels,
  i.e. marker sets to be tested simultaneously using up
  to 4 different fluorochromes.

As a session of WP10 took place in June in Stockholm, it is 
expected that these two further steps will be completed in 
Autumn 2005.
I would like to take the opportunity of this information let-
ter to gratefully thank all WP10 participants who really im-
plemented positively both discussions and the final product 
now officially available through Internet.

European Immunophenotyping Panels

M.C. Béné, Laboratoire d‘Immunologie
du CHU, Faculte de Medecine,
Universite Henri Poincare Nancy I, France

mailto:gfinazzi@ospedaliriuniti.bergamo.it
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WP 16 - New Drugs

In the post-genome era, molecular aberrations in leuke-
mia are discovered with ever increasing speed. Many of the-
se newly discovered oncogenes represent novel molecular 
drug targets that could be therapeutically exploited. Besi-
des that, our understanding of immune tolerance and re-
jection allows immune-therapeutic approaches of unanti-
cipated sophistication. However, these promising and exci-
ting discoveries have to be met by designing new strategies 
to translate them into preclinical and clinical development. 
The purpose of WP16, the European Leukemia Treatment Re-
search Association (ELTRA) is to provide a framework for sci-
entists who are interested in this translational effort. ELTRA 
helps its participants to enhance scientific discussions, train 
each other in critical methodology and to find partners for 
the conduction of collaborative research. As the individu-
al disease-specific working parties standardize their diag-
nostic criteria, conduct epidemiological studies and harmo-
nize their clinical protocols, ELTRA addresses groups enga-
ged in identifying novel targets and contemporary therapeu-
tic approaches in early stages of development, in pre-clini-
cal trials in animal models or that have just matured to hu-
man clinical trials. To this end, ELTRA has established work 
groups that currently are in the process of gathering infor-
mation on new therapeutic targets for the treatment of spe-
cific diseases, respective compounds in preclinical and early 
clinical development and on specific laboratory and clinical 
methodology for their evaluation. The results of these work 
groups will be available shortly on the ELN website and will 
be regularly updated. Also, we organize site visits of parti-
cipating scientists to enhance the spread of up to date tech-
nology and several members of ELTRA got involved in joint 
publications of review articles on targeted therapy of hema-
tological malignancies. In Stockholm, we invited to a very in-
teresting international symposium where distinguished sci-
entists from Europe and the States reported about exciting 
novel concepts in molecularly targeted therapy. It is the aim 
of ELTRA to provide a forum for discussion and the advance-
ment of translational science for the treatment of leukemia. 
You are very welcome to join us in this effort.

Contact Address:
Hubert Serve, MD
Professor of Medicine
Department of Medicine, Hematology/Oncology
University of Münster, Germany
Albert-Schweitzer-Strasse 33
48149 Münster
.

ELTRA: European Leukemia Treatment
Research Association

H. Serve, W.E. Berdel, Dept of Medicine, Hematology/Oncology 
and Interdisciplinary Center for Clinical Research,
University Münster, Germany
R. A. Padua, Leukaemia Sciences Laboratories,
Department of Haematological Medicine,
King‘s College London, UK
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