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Activity Report 

of the 

European Network on the Epidemiology, Pathophysiology 
and Treatment of Severe Chronic Neutropenia 

SI2.323638 (2001CVG4 – 804) 
 

30th December 2001 through 30th December 2004 

 

INTRODUCTION 

The European Network was established to combine and enhance European efforts 

on the epidemiology, pathophysiology and treatment of severe chronic neutropenia. It 

was the central aim of this project to build a comprehensive European information 

network for the purpose of gaining substantial knowledge on severe chronic 

neutropenia (SCN) and all aspects related to its pathophysiology and therapy.  

Patients with SCN may suffer from different types of neutropenia. The main subtypes 

are: Congenital neutropenia, cyclic neutropenia and idiopathic neutropenia. 

Congenital neutropenia is a general term used to describe a group of serious but 

rare inherited hematological disorders, which cause neutropenia with less than 500 

neutrophils/µL peripheral blood on a continuing basis for many months or years. 

Neutropenia either occurs isolated as in severe congenital neutropenia (formerly 

referred to as “Kostmann syndrome”) and Myelokathexis or in context with other, e.g. 

familial syndromes or Barth’s syndrome.  Furthermore, patients with congenital 

metabolic diseases such as Shwachman-Diamond-syndrome and Glycogen storage 

disease type 1b may present with severe neutropenia.  

In cyclic neutropenia neutrophil counts show a cyclic pattern with a typical cycle 

length of 21 days. These cycles vary from patient to patient with some individuals 

macrade
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being neutropenic during the whole cycle and others who have low neutrophil counts 

for only a few days and normal blood counts during the rest of the cycle.  

describes a group of acquired neutropenia including virus- induced neutropenia, 

neutropenia due to anti-granulocyte antibodies and neutropenias of unknown origin. 

In patients with congenital neutropenia severe bacterial infections frequently occur 

during the first year of life. The outcome of these fulminant infections is often lethal 

due to lack of neutrophil defense. In cyclic and idiopathic neutropenia patients the 

infections may be less severe, but frequent recurrence of infections decreases the 

quality of life significantly. Most patients suffer from frequent aphthous stomatitis and 

gingiva hyperplasia leading to an early loss of permanent teeth. 

Bone marrow transplantation is the only truly curative treatment option for severe 

congenital neutropenia patients with HLA-compatible donors in the past. However, 

the availability of recombinant human granulocyte colony-stimulating factor (rHuG-

CSF) in 1987 dramatically changed both the prognosis of congenital neutropenia and 

the quality of life of patients with congenital neutropenia and other types of 

neutropenia. In clinical trials more than 90% of these patients responded to rHuG-

CSF treatment with an increase in ANC to more than 1.0 x 10
9
/L. Importantly, all 

responding patients required significantly less antibiotics and fewer days of 

hospitalizations. 

Hematopoietic stem cell transplantation (HSCT) remains the only currently available 

treatment for those patients refractory to rHuG-CSF treatment, who continue to suffer 

from severe and life-threatening bacterial infections. Data from the Severe Chronic 

Neutropenia International Registry (SCNIR), Hannover and Seattle, also demonstrate 

that from all congenital neutropenia patients, approximately 10 % will develop 

leukemia regardless of their treatment response. In congenital neutropenia patients, 

who developed leukemia, previously acquired G-CSF receptor point mutations 

leading to a stop codon of the mRNA and thereby affecting the cytoplasmic domain 

are present in most patients tested so far, suggestive of an important role of these 

mutations in the leukemogenesis. The G-CSF receptor mutations so far have never 

been detectable from birth, indicating that these mutations are not the cause of the 

neutropenia, but have developed through the course of life in a small subgroup of 

patients. 
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The core facility of this network is a common, Internet-accessible database on 

severe chronic neutropenia, which was established during this project and which is 

available to all partners of the European network. The European data fraction of the 

database of the Severe Chronic Neutropenia International Registry was adopted as 

basis for this new database system. 

The European database collects both, general and specific information, e. g. on 

malignant transformation, bone marrow transplantation and outcome etc. All 

information arising from the database of the European Branch of the Severe Chronic 

Neutropenia International Registry is disseminated among the members of the 

network, to the so-called “Local Liaison Physicians” or LLP, in order to provide an 

update of the professional skills of the European network partners, which in turn will 

be passed on to other physicians in the participating countries. Analysis of the 

European data also contributed to a number of international scientific publications 

and presentations at national, European and International scientific congresses.  

Transnational cooperation was promoted and, thus, a continuously increasing 

number of European countries could be integrated into this network. Furthermore, 

laboratories of expertise were identified where crucial investigations like the search 

for anti-neutrophil antibodies or the development of genetic aberrations in SCN 

patients are performed in a centralized way. Another major goal of this project was 

the implementation of standardized diagnostic and therapeutic regimens for SCN 

patients all over Europe. 

 

ACHIEVEMENTS 

1 Web Page and Database 

It was a central goal of this project to create and establish a web page available to 

anybody interested in severe congenital neutropenia. According to the grant 

application this web page was planned as an interactive web page. However, as 

already lined out in the interims report, when starting the project it turned out that 

there was a significantly higher benefit from establishing an internet-accessible 

database system (see below). Therefore, and due to financial constraints, it was 

decided to develop a comprehensive conventional web page covering all 

significant aspects of SCN and related issues and spent the most part of the 
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granted amount in establishing an internet-accessible database system. Since the 

European SCN Registry established the web page as part of the home page of 

the Medical School Hannover, this part of the project was achieved free of cost. 

The web page provides a variety of information for patients, physicians and 

researchers including e-mail addresses and phone numbers, as most patients 

seem to prefer getting specific information and advice via direct telephone 

contacts rather than by Internet or e-mail. 

 

1.1 Web Page 

The web page of the SCN registry was created as a sub page of the home page of 

the Medical School Hannover. Since submission of the Interims Report in July 

2003 two domain names have been acquired: www.severe-chronic-

neutropenia.org and www.schwere-chronische-neutropenie.de. Furthermore the 

web page has been re-structured and was substantially supplemented. 

The start page provides three buttons offering a selection of a German and an 

English version and a portal to the European partners of the network (button 

“Local Liaison Physicians”). The general contents of the German and the English 

version are identical and provide information on the aim and organization of the 

registry. Furthermore, links to all subsections are displayed on the side of the 

screen. 

The section on neutropenia provides information on the different subtypes of 

neutropenia and on therapy options. The contact section gives the address and 

phone and fax numbers of the registry and provides direct e-mail links. 

Furthermore, all registration and follow-up forms are provided for download. The 

registration and other forms are displayed in German and English, as well as the 

patient handbook, which is also available in other languages (see below). The 

section on patient information leads on to the patient handbook (see below), and 

the continuously updated section publications provides the most current list of 

publications on SCN to interested physicians and scientists. The last section 

support groups offers information on these groups and provides contact 

addresses. 

http://www.severe-chronic-neutropenia.org/
http://www.severe-chronic-neutropenia.org/
http://www.schwere-chronische-neutropenie.de/
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The button “Local Liaison Physicians” leads to a page displaying the flags of all 

European countries involved in the activities of the SCNIR. Each individual flag 

leads to the comprehensive contact information of the Local Liaison Physicians of 

that particular country. Further links lead from there either to local homepages 

(e.g. the clinic homepage of the LLP) or to a page providing information on SCN in 

the respective national language. The national pages were established to improve 

the information especially for those patients, who do not speak English or German. 

 

1.2 Internet-accessible Database 

The major goal of this network was to substantially enforce the interaction and 

cooperation of all European partners involved in severe congenital neutropenia in 

order to expand and disseminate the knowledge on this rare disorder all over 

Europe. 

A significant step towards this goal was achieved by establishing an Internet-

accessible database on severe chronic neutropenia that is available to all partners 

of the European network. The European data fraction of the database of the 

Severe Chronic Neutropenia International Registry was used as basis for this new 

database. Therefore, all data were transferred from the former Medlog database 

into the new ProMISe database, which is now continuously updated.  

 

1.2.1 General Description 

The abbreviation ProMISe stands for “Project Manager Internet Server” and 

represents a database system that was originally established at the University 

Leiden, The Netherlands, for the European Bone Marrow Transplant Group 

(EBMT) for medical data entry and retrieval over a secure Internet connection. All 

data are stored on a server at the University of Leiden, The Netherlands. The 

technical requirements to access the system include a processor of at least 266 

MHz, ISDN Internet connection, Internet Explorer 5.0 and at least 128 MB 

memory. 

All ProMISe users access the same copy of the entire project online with the 

option of downloading a personal MS Access or MS Excel database for reference 



European Network on the Epidemiology, Pathophysiology 
and Treatment of Severe Chronic Neutropenia 

SI2.323638 (2001CVG4 – 804) 

Summary Report  
page 6 of 21 

 

purposes. In addition to a statistical overview of the complete SCNIR database, 

users may view and analyze their individual data. 

Practically, each user of the SCNIR-ProMISe system holds an individual password 

required to access the SCNIR database. The rights associated with this password 

depend on whether a center wants to enter their own data locally, or to analyze 

data, exclusively. Until now, all participating centers preferred to send their clinical 

data to the office of the SCNIR in Hannover, Germany, for data entry. However, 

the system will be switched to the second version of ProMISe (ProMISe2) within 

the next two months, which is supposed to be even more user-friendly and flexible. 

Therefore, it was agreed that all centers will start entering the data of their patients 

directly after the switch to ProMISe2, only. Independently of who actually enters 

the data, centers have access to all individual information on their own patients. 

For the SCNIR-ProMISe database the term “center” actually refers to a country. 

For the most part of participating countries, more than one user, mostly one 

hematologist and one pediatric hematologist have access to the system. 

Therefore, either one of them may overview all data on any patient from their 

particular country. 

For data protection reasons, the patients’ data are kept in an anonymized way. 

The only identifiers used are the date of birth and the patient’s gender. 

Nevertheless, it may become important to be able to re-identify certain patients. 

This may be the case when e.g. certain investigations performed in context with 

the network activities indicate that the patient develops a malignant transformation. 

To overcome this dilemma, the European participants are keeping lists of their 

own patients separately from the database by which individual patients can be re-

identified. 

Each user may perform descriptive statistical analyses using the entire database 

as ProMISe provides complex features for descriptive statistics. The analyses are 

displayed graphically and by tables. Analytical statistics may be performed on 

downloads from national data, only, by using further statistical programs like 

SPSS, SAS and others. 

The ProMISe database enables all users participating in this network to get an 

overview of the current stage of the project. Furthermore, the variety of individual 
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analyses performed by the users may lead to new aspects worth being 

investigated. 
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1.2.2 Excerpt of Database Analysis  

An analysis of the European SCN database is in progress. The report will include 

information on general topics like demographic and epidemiologic data, 

hematology, family history, pregnancy and therapy. Special attention will be paid 

to the occurrence of late sequelae with malignancy being the most significant. A 

preliminary excerpt of the report is given below. 

DEMOGRAPHICS AND EPIDEMIOLOGY 

By August 31st 2004, 375 patients were enrolled in the European SCN Registry. 

One third of the patients originated from Germany followed by patients from the 

UK and Italy (table 1). 

 

Table 1.  Demographic analysis of patients enrolled in the European SCN Registry. 

Country Pts. Country Pts. 

Austria 12 Morocco 1 

Belgium 24 The Netherlands 11 

Czech Republic 3 Norway 13 

France 6* Poland 4 

Germany 126 Portugal 1 

United Kingdom 62 Russia 1 

Greece 10 Serbia-Montenegro 2 

Ireland 10 Spain 19 

Israel 11 Sweden 26 

Italy 35 Switzerland 5 

Luxembourg 2 Turkey 5 

 

The majority of patients belong to the group of congenital neutropenia, followed by 

idiopathic and cyclic neutropenias (table 2). The number of enrolled autoimmune 

neutropenias is still relatively low although the incidence of autoimmune 

neutropenia is 100-fold higher than that of any of the other diseases. This is mainly  
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Table 2.  Distribution of enrolled patients by sub diagnosis. 

Diagnosis Pts. 

Congenital 218 

•  Severe congenital neutropenia 160 

•  Shwachman-Diamond-syndrome 18 

•  Gycogen storage disease Ib 18 

•  Other (e.g. auto. dom., hyper IgM, Barth syndrome) 22 

Cyclic neutropenia 51 

Idiopathic neutropenia 79 

Autoimmune neutropenia 38 

Others (LGL) 3 

 

due to the fact that autoimmune neutropenia patients have become eligible for 

enrollment after 2001, only. 

 

CYTOKINE TREATMENT 

Since the discovery of Granulocyte-Colony Stimulating Factor (G-CSF) as THE 

major stimulator of neutrophil production, the substance was successfully used in 

the treatment of patients suffering from neutropenia. Especially patients with 

severe congenital or cyclic neutropenia benefit from G-CSF therapy. Of all 375 

patients enrolled as of 31st August 2004, 313 were receiving G-CSF treatment or 

had received G-CSF at some time during the observation period (table 3).  

G-CSF treatment

62 16,5 16,5 16,5
313 83,5 83,5 100,0
375 100,0 100,0

no
yes
Total

Valid
Frequency Percent Valid Percent

Cumulative
Percent

 

The duration of treatment varied depending on the sub diagnosis (table 4) with 

roughly 7 years for congenital and cyclic patients. 

Table 3. G-CSF Treatment
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Duration of G-CSF Treatment (years)

Duration of GCSF treatment (years)

153 7,0000 4,07701 ,05 14,64 14,58
6 4,5630 4,48417 ,78 13,15 12,37

16 5,9370 3,32123 ,45 11,19 10,73
18 6,3356 4,45265 ,11 15,40 15,29
41 6,9890 3,07391 1,45 12,52 11,07
76 2,9342 3,33976 ,05 12,71 12,66

3 8,2164 4,41859 4,52 13,32 8,80
313 6,0000 3,96575 ,05 15,40 15,35

Neutropenia group
Severe congenital
Shwachman-Diamond
Glycogenosis
congenital / other
Cyclic
Idiopathic
other
Total

N Median Std. Deviation Minimum Maximum Range

 

Furthermore, also dose and frequency of G-CSF administration changes with the 

sub diagnoses of the patients. Whereas most patients suffering from severe 

congenital neutropenia receive daily injections of G-CSF (median dose: 5 µg/kg), 

patients with idiopathic neutropenia are treated with significantly lower doses 

(table 5) and receive the drug in many cases less frequently. 

 

The high range between minimum und maximum of G-CSF doses in congenital 

neutropenia patients is caused by the fact that some patients respond poorly to an 

application of G-CSF, only, or do not respond to G-CSF at all. For very few of 

these poor- or non-responders an alternate treatment with either another growth 

factor such as Granulocyte-Macrophage-Colony Stimulating Factor (GM-CSF) or a 

combination therapy with G-CSF and Stem Cell Factor (SCF) may be considered. 

However, in the case that neither of these treatments leads to satisfactory 

neutrophil counts, stem cell transplantation remains the only option. 

 

G-CSF dose (mcg/kg/qd)

G-CSF dose [mcg/kg/qd]

136 5,0000 20,77848 ,17 180,00 179,83
5 4,6100 2,53482 ,44 7,50 7,06

15 3,7500 2,35521 1,90 11,25 9,35
16 4,1300 1,90574 ,60 5,75 5,15
39 2,0700 3,28066 ,13 18,05 17,92
57 1,3700 2,09817 ,13 9,50 9,37

3 1,3200 1,10699 ,10 2,31 2,21
271 3,1300 15,55674 ,10 180,00 179,90

Neutropenia group
Severe congenital
Shwachman-Diamond
Glycogenosis
congenital / other
Cyclic
Idiopathic
other
Total

N Median Std. Deviation Minimum Maximum Range

*median doses were not reported for all patients. 

* 

Table 5. Median G-CSF dose [µg/kg/d]. 

Table 4. Duration of G-CSF treatment in years.
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HEMATOLOGY 

The major goal of treating neutropenia patients with G-CSF is to increase the 

number of neutrophilic granulocytes in the peripheral blood (PB) (figure 1) in order 

to ensure the patients’ defense against bacterial infections. An absolute neutrophil 

 

Figure 1.   Changes of neutrophil counts by years of G-CSF therapy. 

count of more than 1,000/µl peripheral blood is targeted. With ANCs above this 

cut-off level the majority of patients are safely protected from bacterial infections. 

The high fluctuations in the neutrophil counts of cyclic and idiopathic patients after 

7 or more years of treatment are due to the low number of patients observed for 

such a long time. 

In addition to an increase of the neutrophil count, treatment with G-CSF also leads 

to an increase of the hemoglobin level and the number of erythrocytes (figure 2) 

within the first two to four years of treatment. 

 

Figure 2.  Effects of G-CSF therapy on hemoglobin level, erythrocyte and platelet count. 
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In contrast, especially in congenital neutropenia patients long term therapy with G-

CSF results in a drop of leukocyte and platelet counts as is shown in figure 3.  

 

Figure 3. Effect of long-term G-CSF administration on number of leukocytes (WBC – white 
blood cell count) and platelets. 
 
However, the decrease of both cell types is mainly due to an age effect: As 

newborns and infants have naturally higher platelet and leukocyte counts than 

older children or adults, the G-CSF induced decrease is superposed by the 

naturally occurring drop of leukocyte and platelet counts during aging (figure 4) 

and the fact that newborn and infants represent a high proportion of the congenital 

neutropenia patients in this analysis. 

 Figure 4. 
Differential devel-
opment of platelet 
and leukocyte 
counts in patients, 
who started G-
CSF therapy in 
their first year of 
life (upper panel) 
and patients, who 
started G-CSF 
treatment after the 
age of 10 years 
(lower panel). 
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It must be emphasized that the drop of leukocyte counts during G-CSF therapy is 

always preceded by an initial increase during the first year of treatment. In 

addition, in the case of the observed overall drop of the platelet counts, the latter 

do not fall below the lower limit of the normal range. Thus, even a long-term G-

CSF application for ten years or more (data not shown) does not affect other blood 

components. 

 

2 Patient Handbook 

In November 2000, the SCNIR published a handbook for neutropenia patients 

and their families. This handbook provides crucial information on the diagnosis 

and treatment of neutropenia as well as on aspects of the long-term management 

and psychosocial effects of this rare disorder. 

During the period of this grant and in cooperation with the European partners of 

this network, the patient handbook was successfully translated into Greek, 

German, Hungarian, Spanish, and Italian. The handbook is available as printed 

booklet (in English, German, Spanish, or Greek) or may be downloaded from the 

registry web page (www.severe-chronic-neutropenia.org: “Patient Information”). 

 

3 Bibliography 

A continuously updated bibliography on severe chronic neutropenia and related 

issues was established and is provided on the registry web page (www.severe-

chronic-neutropenia.org: “Bibliography”). Printed versions of the bibliography and 

reprints of specific publications are provided upon request. 

 

4 Physician Handbook 

During the grant period, a handbook for physicians has been drafted. The aim of 

this handbook is to improve the knowledge on differential diagnosis and current 

treatment strategies for neutropenic patients. The handbook will provide overall 

information for general practitioners treating neutropenic patients, e. g. on 

necessary routine examinations and monitoring of treatment response, but also 

for hematologists, for example new scientific insights in the pathophysiology of 

http://www.severe-chronic-neutropenia.org/
http://www.severe-chronic-neutropenia.org/
http://www.severe-chronic-neutropenia.org/
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the disease. The final draft is currently being discussed by the network partners. 

Once ready for publication it will be provided on the web page of the network. 

 

5 Cell Bank and Research 

The collection of biological materials (i.e. cells, DNA, RNA and serum) is 

extremely important for any research investigation on neutropenia. Different 

projects were established during the past years with a major involvement of 

European groups of scientists and researchers: 

 

a. Leukemogenesis in congenital neutropenia 

b. Molecular basis of neutropenia subtypes 

c. Clinical research on osteoporosis and parodontitis in congenital neutropenia 

d. Pathophysiology of benign idiopathic neutropenia 

 
Research centers are located at the: 

 

• Hôpital Trousseau in Paris, France (Dr. J. Donadieu) 

• Medical School Hannover, Germany (Dr. M. Germeshausen) 

• University of Heraklion, Greece (Dr. H. Papadaki) 

• Erasmus-University of Rotterdam, Netherlands (Dr. I. Touw) 

• Great Ormond Street Hospital in London, UK (Dr. P. Ancliff) 

 
The current results of these projects are presented regularly during a scientific 

session at the LLP meetings (see attached agendas of the LLP meetings). To 

discuss important results with international colleagues, scientists from the US are 

frequently invited to present and discuss their data at these meetings. 

 

6 Expansion of Network 

During the first half of the grant period, the number of partners involved in the 

European Network on the Epidemiology, Pathophysiology and Treatment of 

Severe Chronic Neutropenia could be increased from formerly 12 countries to 

currently 22 countries. In addition to the co-applicants of this network, who 

originate from Belgium, France, Germany, Greece, Ireland, Italy, The 
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Netherlands, Norway, Spain, Sweden, the United Kingdom, and Israel as 

associated non-European partner, experts on neutropenia from the following 

countries could be engaged in the project: Austria, Czech Republic, Hungary, 

Poland, Portugal, Serbia-Montenegro, Switzerland, Turkey, Russia, and 

Luxembourg. 

The second half of the grant period was dominated by efforts to expand the 

database, i.e. to recruit more patients for enrollment and to intensify the follow-up 

on the patients. Furthermore, the analysis of the current set of data (reference 

date 31st August 2004) was initiated and a summary report is currently in 

progress. A preliminary synopsis of the analyses is given above (1.2.2 Synopsis 

of database). 

From December 2001 (start of grant period) through December 2004 (end of 

grant period) the number of patients registered in the database was increased 

from 301 European neutropenia patients adopted from the SCNIR to 385. The 

process of fusing the European SCN Registry with the French Neutropenia 

Registry (409 additional patients) is still in progress as it turned out that the 

adaptation of the different variables used in both systems is more time-

consuming than expected.  

As a result of the activities of the European SCN Registry, the submission of new 

patients from all over Europe is still increasing. In this context, also the 

knowledge on congenital neutropenia, its diagnosis and therapy and the 

treatment of severe late sequelae, such as secondary myelodysplasia or 

leukemia, will be further spread among European pediatricians and 

hematologists. 

 
7 Annual Meetings 

The aim of the annual meetings is to provide the most recent developments in 

diagnosis, treatment and research to the network partners and to provide a forum 

to personally discuss problematic patients with other experts on neutropenia. 

Furthermore, these meetings strengthen the cooperation within the network and 

improve the communication between the partners. Since the meeting held in 

Hannover, Germany (4th July 2001) (a summary was provided with the interims 

report), two more meetings were organized: one meeting on 5th July 2003 
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arranged by Dr. Jean Donadieu in Paris, France, and a second meeting hosted 

by Dr. Fabio Tucci in Florence, Italy (1st October 2004). The agendas of both 

meetings are attached to this report. 

It is planned to retain annual meetings of the network partners even after the end 

of the granted period in order to keep up the good cooperation. Further financial 

support will be sought by future grant application e.g. in context with the Specific-

Support-Action program of the EU commission. 
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8 Appendices 
 
 

8.1 Annual Meetings of the Network 
 
8.1.1 10th Local Liaison Physician Meeting of the Severe Chronic Neutropenia 

International Registry, Hannover, Germany, 4th July 2002 

 

8.1.2 11th Local Liaison Physician Meeting of the Severe Chronic Neutropenia 

International Registry, Paris, France, 5th July 2003 

 

8.1.3 12th Local Liaison Physician Meeting of the Severe Chronic Neutropenia 

International Registry, Florence, Italy, 1st October 2004 

 

8.2 Publications 
 
8.2.1 Donadieu J, Leblanc T, Bader Meunier B, Barkaoui M, Fenneteau O, 

Bertrand Y, Maier-Redelsperger M, Micheau M, Stephan JL, Phillipe N, 

Bordigoni P, Babin-Boilletot A, Bensaid P, Manel AM, Vilmer E, Thuret I, 

Blanche S, Gluckman E, Fischer A, Mechinaud F, Joly B, Lamy T, Hermine O, 

Cassinat B, Bellanne-Chantelot C, Chomienne C (2005) French Severe 

Chronic Neutropenia Study Group. Analysis of risk factors for 

myelodysplasias, leukemias and death from infection among patients with 

congenital neutropenia. Experience of the French Severe Chronic Neutropenia 

Study Group. Haematologica 90(1):45-53 

 

8.2.2 Ferry C, Ouachee M, Leblanc T, Michel G, Notz-Carrere A, Tabrizi R, Flood T, 

Lutz P, Fischer A, Gluckman E, Donadieu J (2005) Hematopoietic stem cell 

transplantation in severe congenital neutropenia: experience of the French 

SCN register. Bone Marrow Transplant. 35(1):45-50 

 

8.2.3 Zeidler C, Schwinzer B, Welte K. (2004) Congenital neutropenias. Rev Clin 

Exp Hematol. 7(1):72-83 Review 
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8.2.4 Cotter M, Gulmann C, Jeffers M, Smith OP (2004) Increased bone marrow 

angiogenesis in children with severe chronic neutropenia treated with 

granulocyte colony-stimulating factor. J Pediatr Hematol Oncol. 26(8):504-6 

 

8.2.5 Papadaki HA, Eliopoulos GD (2003) The role of apoptosis in the 

pathophysiology of chronic neutropenias associated with bone marrow failure. 

Cell Cycle. 2(5):447-51 Review 

 
8.2.6 Dale DC, Cottle TE, Fier CJ, Bolyard AA, Bonilla MA, Boxer LA, Cham B, 

Freedman MH, Kannourakis G, Kinsey SE, Davis R, Scarlata D, Schwinzer B, 
Zeidler C, Welte K (2003) Severe chronic neutropenia: treatment and follow-

up of patients in the Severe Chronic Neutropenia International Registry. Am J 

Hematol 72(2): 82-93 

 
8.2.7 Zeidler C, Welte K (2002) Kostmann Syndrome and Severe Congenital 

Neutropenia. Semin Hematol 39:82-88 

 
 
8.3 Scientific Presentations 
 
 
8.3.1 46th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 4-7 December 2004. Dale D, Bolyard AA, Schwinzer B, Zeidler C, 

Pracht G, Bonilla MA, Boxer L, Cham B, Donadieu J, Freedman M, 

Kannourakis G., Kinsey SE, Winkelstein J, Alter B, Reeves L, Dale D, Welte 
K. The Severe Chronic Neutropenia International Registry – 10 Years of 

Follow-up. 

 

8.3.2 46th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 4-7 December 2004. Skokowa J, Cario G, Wang Z, Zeidler C, Stanulla 

M, Welte K. Defective expression of LEF-1 transcription factor mRNA and – 

protein in patients with severe congenital neutropenia (Kostmann’s syndrome). 

 

8.3.3 46th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 4-7 December 2004. Cario G, Skokowa J, Wang Z, Bucan V, Zeidler 
C, Stanulla M, Schrappe M, Welte K. Administration of Granulocyte Colony-
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Stimulating Factor does not Restore Defective Expression of bcl-2 and bcl-2-

xL in Myeloid Progenitor Cells of Patients with Severe Congenital Neutropenia 

(Kostmann Syndrome). 

 

8.3.4 46th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 4-7 December 2004. Beger C, Koellner I, Zeidler C, Germeshausen 

M, von Neuhoff N, Schlegelberger B, Welte K. Mutations in the Gene of 

Neutrophil Elastase Associated with Congenital Neutropenia Lead to 

Alteration of Intracellular Trafficking and Proteolytic Function of NE Protein. 

 

8.3.5 XIth Meeting of the European Society for Immunodeficiencies ESID, 

Versailles, France, 21-24 October 2004. Welte K, Zeidler C. Severe Chronic 

Neutropenia European Registry (SCNER) – Associate of the Severe Chronic 

Neutropenia International Registry (SCNIR). Oral presentation. 

 

8.3.6 XIth Meeting of the European Society for Immunodeficiencies ESID, 

Versailles, France, 21-24 October 2004. Zeidler C. Leukemia and BMT in 

Congenital Neutropenias. Oral presentation. 

 

8.3.7 Jahrestagung der Deutschen Gesellschaft für Kinderzahnheilkunde, Mainz, 

Germany, 8/9 October 2004. Schilke R, Zeidler C, Strauß G, Aktas AA, Finke 

CH. Parodontale Erkrankungen bei Patienten mit schwerer chronischer 

Neutropenie. Oral presentation.  

 

8.3.8 100. Jahrestagung der Deutschen Gesellschaft für Kinderheilkunde und 

Jugendmedizin, Berlin, Germany, 9-12 September 2004. Welte K. Diagnostik 

und Differentialdiagnose kindlicher Neutropenien. Oral presentation. 

 

8.3.9 100. Jahrestagung der Deutschen Gesellschaft für Kinderheilkunde und 

Jugendmedizin, Berlin, Germany, 9-12 September 2004. Zeidler C. 

Angeborene Neutropenien. 

 

8.3.10 45th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 6-9 December 2003. Schwinzer B, Zeidler C, Bolyard AA, Pracht G, 
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Bonilla MA, Boxer L, Cham B, Donadieu J, Freedman M, Kannourakis G., 

Kinsey SE, Winkelstein J, Alter B, Reeves L, Dale D, Welte K. Pregnancies in 

patients with severe chronic neutropenia. 
 
8.3.11 45th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 6-9 December 2003. Dale D, Bolyard AA, Aprikyan A, Stein S, Boxer 

L, Schwinzer B, Zeidler C, Karl Welte K. Autosomal-Dominant Severe 

Congenital Neutropenia. 

 

8.3.12 45th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 6-9 December 2003. Bolyard AA, Pracht G, Schwinzer B, Zeidler C, 

Bonilla MA, Boxer L, Cham B, Donadieu J, Fier C, Freedman M, Kannourakis 

G, Kinsey SE, Winkelstein J, Alter BP, Reeves L, Welte K, Dale DC. Severe 

Chronic Idiopathic Neutropenia in Adults: Long-Term Follow-Up of 358 

Patients. 

 

8.3.13 45th Annual Meeting of the American Society of Hematology, San Diego, 

U.S.A., 6-9 December 2003. Zeidler C, Schwinzer B, Pracht G, Dale DC, 

Levine J, Sykora KW, Welte K. HSCT in congenital neutropenias: 

Recommendation for patients refractory to G-CSF treatment and secondary 

MDS or leukemias. 

 

8.3.14 2nd International Symposium on Secondary Leukemia and Leukemogenesis, 

Rome, Italy, 28-29 October 2002. Zeidler C, Welte K, Germeshausen M. Role 

of G-CSF receptor mutations in leukemogenesis in patients with severe 

congenital neutropenia (CN). Oral presentation. 

 

8.3.15 VIIth Meeting of the International Patient Organisation of Primary 

Immunodeficiencies IPOPI, Weimar, Germany, 17-20 October 2002. Zeidler 
C. Severe Chronic Neutropenia. Plenary lecture. 

 

8.3.16 Xth Meeting of the European Society for Immunodeficiencies ESID, Weimar, 

Germany, 17-20 October 2002. Zeidler C. Severe Chronic Neutropenia, 

Pathophysiology and Treatment. Oral presentation. 
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8.3.17 31st Annual Meeting of the International Society for Experimental 

Haematology, Montreal, Canada, 5-9 July 2002. Zeidler C, Welte K, 

Germeshausen M. Update on mutations of the G-CSF receptor gene in 

patients with severe congenital neutropenia (CN). Oral presentation. 

 

8.3.18 7th Congress of the European Haematology Association, Florence, Italy, 6-9 

June 2002. Zeidler C, Bonilla MA, Boxer L et al. The severe chronic 

neutropenia international registry (SCNIR): An Update. Oral presentation. 
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