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E-SIOP Neuroblastoma Group -Annual Meeting
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Prague, November 8-9, 2002

Meeting Agenda

Friday, November 8, morning (from 9:00 to 12:30)

Sub-committee meetings

Friday, November 8, afternoon (from 2:00 to 7:00)

2:00 
Welcome and logistic directions




local organizers

2:10   
Opening conference. 

Evolution of the definition of DNA subtypes of neuroblastoma
 
M Lawstowska

3:00 - 7.00
E-SIOP Neuroblastoma protocols.
3:00  
Final report on LNESG 1 
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V Mosseri and J Michon

Surgical risk report




K Holmes

Pathology group report




E D'Amore or M Peuchmaur

Biology group report




P Ambros

 4 : 15 – 4: 45





Break 

4:45 
Update on Infant protocols. Outlines and Study.

M Gerrard

99.1 H Rubie, 

99.2 M Gerrard, 

99.3 B De Bernardi, 

99.4 A Canete, 

Biology 
J Couturier


5:45
Report on Unresectable neuroblastoma (J Kohler + Statistician from Genova?)

6: 00 

Presentation of LNESG2 protocol

(M Nenadov-Beck, K Holmes, Patologist, Biologist, Radiologist)

8:00   
DINNER

Saturday, November 9, morning (from 8:30 to 1:00 )

8:30 
Update on UK-CCSG COJEC results 



A Pearson

9:00 
Update on HR-NBL-1





R Ladenstein

Specific initial national experience with HR-NBL-1 

R Luksch, V Castel

R2 randomization and related issues 

Data base development and outlook on network activation 
G Schreier

10.30 mIBG Therapy protocols (Meller, Riccardi)

11: 00
Other protocols 

· Phase II experience with Topotecan

· Italy 




A Garaventa

· Spain 




V Castel

· A Pearson and G Vassal for NAG-SFOP

· German phase II protocols?

12.00 Administrative issues : 

Elections of new Board, Relations with SIOP-Europe, COG, etc

Saturday, November 9, afternoon (from 2:00 to 6:00)

2.00 - 5.00
Reports from the Sub-Committees

5.00

Closing remarks

Sunday, November 10

Additional meeting on the European Grant Programme (National Co-ordinators and members of subcommittees)

9 :00 to 12: 00
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New Members
At our last Meeting in Paris, June 16th, 2002, the representatives of two new participating countries, Czech Republic and Israel, were cordially welcomed.

Quality Assessment
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At this meeting, it was decided that representative FISH images (fluorescence in situ hybridisation of MYCN probe) will be circulated by e-mail. At least 3 images should be available for each case. The pictures should be sent as JPG or in a similar format. No patient name should be given but a 3 + 2 letter code and the birth date instead. In case of unclear images, an examination of the FISH slides is required. Presently, this procedure should be undertaken for all patients enrolled within the Infant Study and the Unresectable Study. 

Tumour Sampling
At this meeting, it was stated by different members of the group that only very little tumour material or even no tumour material was made available to the labs. In addition, the biology lab is frequently not or only very late informed about a new patient enrolled in a study. However, both aspects, together with the information from the pathologist, are crucial in order to make an adequate genetic analysis. The Biology Group is very much looking forward to starting a virtual tumour bank, which hopefully will improve the situation on the availability of tumour samples for adequate biological/genetic analyses.
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Study Reports
The data from the Infant Study were summarized by Jerome Couturier. Unfortunately, no updated list of the patients enrolled in the study was made available to JC and the group. Gian Paolo Tonini reported on the Unresectable Study where only few patients are enrolled so far. An update of the centrally reviewed genetic data from the LNESG I was presented. Relapse free interval in 95 patients showed a statistically significant result for patients with 1p aberrations (1p deletion and 1p imbalance).

Peter F. Ambros
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Unknown
Not eligible
99.1
99.2
99.3
99.4
Study
All Trials


No.
No.
No.
No.
No.
No.
No.
No.



Austria
1
0
6
9
1
3
18
38

Belgium
0
0
4
3
1
0
17
25

Denmark
0
0
0
0
0
0
1
1

Eire
0
0
0
0
0
2
0
2

France
2
3
20
10
9
3
54
101

Italy
0
0
25
18
4
5
57
109

Norway
1
1
0
2
0
0
0
4

Spain
2
3
7
5
1
3
31
52

Sweden
1
0
0
0
0
0
3
4

UK 
6
0
8
11
5
4
20
54

Total
13
7
70
58
21
20
201
390
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Phase II study incorporating mIBG for primary resistant HR neuroblastoma

Andy Pearson wrote in Newsletter #2 about therapy concept proposals that were in development for HR neuroblastoma patients failing to reach adequate remission status after induction chemotherapy. A small group of interested oncologists gathered in Genova in July (see photo) to update the mIBG/topotecan protocol, which had been originally conceived in Lausanne in September 2000 at a consensus meeting of nuclear medicine specialists and oncologists.

The group meeting in Genova included Simon Meller, Mark Gaze, Genevieve Laureys, Dirk Schwabe, Riccardo Riccardi, Alberto Garaventa and Bruno De Bernardi (our host). Nuclear medicine interests were defended by Boudewijn Brans (Gent) and Giampiero Villavecchia (Genova), physics was represented by Glenn Flux (chairman of nuclear medicine and physics subcommittee of ESIOP-NBL) and radiobiology by Rob Mairs (Glasgow). 

Rob Mairs, who previously had shown that topotecan up-regulates the activity of the NAT transporter gene, presented unpublished xenograft data on the mIBG/topotecan combination. These show that topotecan does act as a radiosensitiser and is more effective when the topotecan is administered concurrently or after the mIBG, when compared to animals receiving topotecan prior to mIBG. The optimum clinical scheduling of topotecan in relation to mIBG remains uncertain and it was felt that it might be valuable to have a clinical pharmacologist as a member of the group.

Simon Meller ran through the Lausanne proposal and then showed the clinical and nuclear medicine data (kindly provided by Ruth Ladenstein and Alexander Becherer) on the first pilot patient treated on the provisional protocol. The feasibility, lack of toxicity and clinical response of this first patient in Vienna were distinctly encouraging, but ‘one swallow does not make a summer’. There were anxieties expressed about the relatively high doses of radioiodine proposed in this protocol and the radiation protection regulations across different European countries. Riccardo Riccardi presented the experience from Rome of a protocol that had been developed in Professor Mastrangelo’s department, comprising cisplatin, cyclophosphamide and mIBG at a single empirical fixed dose 200 mCi given 10 days after chemotherapy. The Rome protocol has the advantage of a temporal separation of the mIBG therapy from the chemotherapy, so that they may be given in different institutions if necessary. A major logistic problem with the Lausanne protocol is perceived to be the concurrent administration of the two agents.

Boudewijn Brans and Glenn Flux led a discussion on the fundamental principles of dosimetry. The case was put that targeted radiotherapy with mIBG should, as far as possible, be subject to the same precision as external beam radiotherapy – and indeed this is an EU directive. The same administered radioactivity will result in a wide range of absorbed whole body and tumour doses actually received by individual patients. Response, in theory at least, should depend on a tumour dose-response relationship – so the inescapable conclusion is that doses should be individually tailored to our patients. If logistic constraints make it impossible to individualise the radioactivity given to each child and all patients receive a standard dose per body weight, then the imperative is to measure the whole body and tumour dose received after the therapy has been given. At present there is no multi-centre targeted radiotherapy programme in adults or children that adopts a dosimetry-based approach, and it was proposed that this should be the core concept that would be likely to attract an EU grant.

In conclusion, it was agreed that both the Lausanne protocol and the Rome protocol should be further developed for piloting at limited centres.  There remain several issues to be resolved and there will be further discussion with the wider ESIOP NBL membership in Prague on November 9th.

Simon Meller

October 2002



A preliminary analysis of surgical data derived from the LNESG1 study
The data collected during the LNESG1 study were examined to validate the risk factors for operation based on pre-operative imaging and to estimate the effect of the amount of tumour excised on outcome.

In patients with abdominal disease, complications were more frequent if risk factors were present. In other sites,  although complications were more frequent if risk factors were present, this trend did not reach significance. Table 1. 

Table 1. Operative complications related to presence of risk factors.

Site
Risk factor %
No risk factor %
Significance (Fisher)






Cervical
27.0
18.0
P > 0.34

Thorax
14.3
9.1
P > 0.5

Abdomen
11.1
4.0
P < 0.015

Pelvis
15.4
4.3
P > 0.53

When the whole patient group were considered (all primary tumour sites), there was no difference in overall or relapse free survival between patients whose tumour excision was complete or had microscopic residual disease after attempted resection and those who were left with macroscopic residual disease.   Table 2.

 Table 2.  Overall  (and relapse free) survival relative to volume of tumour remaining after attempted resection, for the entire group (all primary tumour sites). 

Resection
Total
Observed deaths
Expected deaths
Observed / expected

Complete
312  
10    (27)
21.11  (43.0)
0.47  (0.63)

Micro. Residual
100
  8    (14)
  6.88  (13.2)
1.16  (1.06)

Macro. residual
  72
  4    (10)
  5.12    (9.7)
0.78  (1.03) 

Totals
484
22    (51)
33.11  (65.9)
2.41  (2.72)


Overall and event free survival were enhanced in those patients with abdominal disease in whom excision was complete or left only microscopic residual disease.  These patients were compared with patients who were left with macroscopic residual disease after attempted resection. Table 3.

Table 3.  Overall  (and relapse free) survival relative to volume of tumour remaining after attempted resection, for patients with abdominal primary disease.
Resection
Total
Observed deaths
Expected deaths
Observed / expected

Complete
218
  9   (23)
19.98  (30.4)
0.45  (0.76)

Micro. Residual
  50
  4     (4)
  4.54    (6.9) 
0.88  (0.58)

Macro. Residual
  18
  3     (5)
  1.49    (2.7) 
2.02  (2.31)

Totals
286
16   (32)  
26.01  (40.0)
3.35  (3.65)












We sought to determine whether the above benefit of operation in patients with abdominal primary disease was confounded by the use of chemotherapy.   Table 4.

Table 4.  Frequency of chemotherapy related to the extent of surgical excision in patients with abdominal primary disease.
Resection
Total
Chemo (%)



Complete
231 
  3         (1.4) 

Micro. Residual
  50
  4         (8.3)

Macro. residual
  18
  4       (26.7)

Totals
299
11         (3.7)

Although the use of chemotherapy increased as did the volume of disease remaining after attempted excision, the differences did not reach statistical significance.  There was 1 death and 1 relapse out of 4 patients who received chemotherapy, compared with 2 deaths and 4 relapses in 14 who did not.

We examined data on patients with residual disease to determine whether the actual volume of disease remaining after attempted excision had an effect on outcome.  Two end-points were chosen: 9 ml and  20 ml,  the outcome for patients with larger volumes remaining were compared with that for patients with smaller.  No effect on outcome was found.  It  is of note that  the volume of disease remaining after attempted excision was not recorded in more than 30% of patients.

Keith Holmes, Giovanni Cecchetto and Veronique Mosseri
Important publications on neuroblastoma, 
suggested by Peter Ambros
Nuclear Medicine

Flux GD, Guy MJ, Beddows R, Pryor M, Flower MA. Estimation and implications of random errors in whole-body dosimetry for targeted radionuclide therapy. Physics in Medicine andBiology 2002; 47: 3211-3223
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