PAGE  
5

Minutes of the RegiSCAR-Meeting in Freiburg, March 6 to 8, 2003
Participants:

Dr. Maja Mockenhaupt, Germany

Dr. Martine Grosber, Germany

Jürgen Schlingmann, Germany

Oliver Pfeiffer, Germany

Prof. Dr. Schumacher, data center, Germany

Dr. Erika Graf, data center, Germany

Ina Gäbler, data center,  Germany

Christoph Weiss, data center, Germany

Dr. Alexis Sidoroff, Austria

Prof. Jean-Claude Roujeau, France

Ariane Dunant, France

Dr. Jean Paul Fagot, France

Dr. Bruno Sassolas, France

Dr. Christine Lonjou, INSERM Toulouse, France

Dr. Claudia de Toma, CEPH Paris, France

Prof. Sima Halevy, Israel

Dr. Batya Davidovici, Israel

Dr. Luigi Naldi, Italy

Dr. Elena Benedetti-Placchesi, Italy

Dr. Jan Nico Bouwes Bavinck, The Netherlands

Dr. Esther Lai A Fat, The Netherlands

Report on the current status of the RegiSCAR-project in each participating country:
Germany:
Inclusion of cases was started in the beginning of January, 2003. 

France:

Inclusion of cases was started in the middle of February; 2003, 8 cases have been ascertained within the last month. 

Austria:

Based on legal and ethical issues the RegiSCAR-project could start in Austria; however, an appropriate interviewer has not yet been found. 

The Netherlands:
Case ascertainment could start at the university of Leiden, but due to a new law in The Netherlands, ascertaining of cases in other hospitals is not yet possible. 

Israel:
The study can soon start in Beer-Sheva, hopefully also in other hospital in the near future. The problem is still obtaining and shipment of blood samples. 
Italy:
The first cases have been ascertained in February, 2003. So far, two or three cases have been interviewed by GISED (Gruppo Italiano Studi Epidemiologici in Dermatologia) collaborators. 

Case notification from clinical centers to data center:
In order to notify a potential case to the data center, the first two pages of the questionnaire should be faxed from the clinical centers to the data center. The data center will send a reminder after six weeks, if no further data have been entered into the data entry system. Beside that the data center will provide a list on the current status of the data entry to clinical teams every two weeks. 

Subgroup on HSS/DRESS (Sima Halevy, Martine Grosber, Luigi Naldi, Jean-Claude Roujeau) :

· So far, no clear criteria have been developed for the inclusion of hypersensitivity syndrome (HSS)/Drug reaction with eosinophilia and systemic symptoms (DRESS). Therefore, the aims of the RegiSCAR-project in terms of HSS/DRESS are: A better definition of the disease, including eosinophilia and/or atypical lymphocytes, acute eruption, visceral involvement etc., a clear boundary to SJS and TEN, evaluation of severity of the disease, drug causality or other cause of the reaction. 
· It was decided to develop specific pages for ascertaining HSS/DRESS, which shall be included in the RegiSCAR-questionnaire. 

· Although the subgroup has already developed a strategy on how to address HSS/DRESS, the subgroup has to continue the work on follow-up of HSS/DRESS as well as the determination of an index-day of the disorder.

AGEP:

· Slide changes have been suggested in the specific AGEP-pages of the RegiSCAR-questionnaire, e.g. concerning the resolution of the disorder (cured before interview).

· There shall be a question on detachment of more than 5 cm in diameter. If yes, the percentage should be provided and a question on the presence of Nikolski phenomenon should be added.

· In terms of follow-up on AGEP, a number of questions shall be comprised and answered by the treating physician at the date of resolution and/or the date of discharge. In case all questions are addressed and answered in the discharge letter, it is not necessary to specifically complete the short follow-up questionnaire on AGEP (Austrian and German team).
Drug exposure of SCAR-cases:
· All data concerning drug intake in the time period of two months before hospital admission or two months before the first blister or erosion for those cases that developed during hospitalization shall be entered into the data entry system (MACRO). 

· These data shall be transferred to a histogram providing information on acute drug use as well as earlier use of the medication and previous infection.

· The histogram will be used for quality checks, e.g. the data center will send the histograms to the National Supervisors, who will check, perhaps correct and then return them to the data center. 

· These histograms could also be used for pharmacovigilance purposes, especially when the final clinical diagnosis is added to the information on potential causes of the disease. 

· In Germany, all histograms are evaluated by an independent expert committee using an algorithm to determine the causality between drug use and severe skin reaction. After review and causality assessment by the expert committee, the histograms are forwarded to the Federal Institute for Drugs and Medical Devices (Bundesinstitut für Arzneimittel und Medizinprodukte ; BfArM), the drug regulatory agency in Germany. 

· In France, information on hospital and town or city will be added and the histograms will be forwarded to the local pharmacovigilance institution. 

Pathogenetic approaches:
· In order to investigate activated lymphocytes and blister fluid, every interviewer should try to collect blister fluid of more than 5 ml per patient. In addition, blood samples should be taken in order to look for blood lymphocytes. 

· For HSS/DRESS a second sample will be needed in order to perform the “immunoscope-test”. 

· For SJS and TEN a lymphocyte rechallenge/cytotoxicity-test is scheduled. 

· For AGEP lymphocytes can be investigated in one sampling. In terms of blister fluid, all investigators are advised to try to obtain as much blister fluid as possible. 

Genetic study:
· In total, approximately 600 controls should be ascertained. They should be matched roughly by age, gender and national center (< 50 years and ≥50 years).

· Individual ethnicity should not be considered. It is assumed that control patients should represent the general population without asking for too many restrictions in the beginning. 

· It was decided that the first analysis should be done without looking on drugs, whereas later on the focus may be on two or three drugs with well-defined metabolic pathways (e.g. allopurinol, cotrimoxazole, carbamazepine). 

· Control interviews should be assigned a seven digit number similar as the interview numbers assigned for cases. However, the fourth digit shall be “5” for controls instead of “0” for cases (_ _ _  5 0 0 1 for the first control and _ _ _  0 0 0 1 for the first case patient). The control record form will be updated (in parallel to the case record form). 
· The data center will provide information for each clinical team on how many controls in which age group and of what gender are enrolled and on the numbers of control patients further needed. 

Separate study on genetics:
It was discussed that DNA-samples from previous studies, e.g. the EuroSCAR-study, could be obtained by going back to the ethical committee and asking retrospectively for the permission to contact patients with SCAR enrolled in previous studies and ask them, whether they are willing to provide blood samples. Patients associations might be helpful to contact patients who have had severe skin reactions before. Each clinical team should try to explore the feasibility of such a retrospective genetic study. 
Website of RegiSCAR: 

· The booklet prepared for the EC, which was sent as a paper version to each National Supervisor or team leader, should be provided as an electronic version to Alexis Sidoroff. 

· Parts of the “Dokumentationszentrum schwerer Hautreaktionen” (dZh)- and EuroSCAR-website could be copied. 

· PDF-files of the literature published by the EuroSCAR-group could be added to the RegiSCAR-website. 

· If colleagues from the previous EuroSCAR-study agree, e.g. Antoine Flahault from the data center in France, the EuroSCAR-logo could be used for the RegiSCAR-project as well. Alexis Sidoroff will clarify this. 

· Every National Supervisor/team leader should provide a contact address of each center in each country to be included in the website. 

· Information on the diseases and contact addresses should be included in the RegiSCAR-website for information of physicians as well as patients. 

· In the future, there should be a specific part of the website only accessible for members of the RegiSCAR-group including questionnaires, manuals and guidelines to use the questionnaires, minutes of the meeting, correspondence within the RegiSCAR-group etc. 

Specific topics of the data center:
· Whereas the specific pages on SJS and TEN as well AGEP have been finalized and are already used for case ascertainment, the specific pages on HSS/DRESS need to be modified, before the final version is forwarded to the data center. 

· In terms of medication history, the exact dosage for antiepileptic and antiretroviral drugs shall be obtained and entered into the MACRO-system.

· Drug lists should be prepared for each country and the National Supervisors should train interviewers in terms of different ingredients of certain brand names, e.g. Optalidon N, Optalidon NOC etc. For this list, only oral antibiotics should be considered (no intravenously applied antibiotics); if possible for each category all brands that account for 80% of the drug market in each country should be listed.
· In terms of SJS and TEN the following drugs are under investigation: oxicam-NSAIDS, diclofenac, COX-2-inhibitors, leflunomide, nimesulide, sertraline, all anticonvulsants and allopurinol.

· In terms of AGEP the following drugs are under investigation: (hydro)chloroquine, diltiazem, various antibiotics (e.g. pristinamycine in France or minocycline in general) and terbinafine. The lists should be updated and extended by each National Supervisor on a current basis. 
· In terms of  case review, the review sheets comprising information on the final clinical evaluation of a case should be updated. Therefore, Patricia Thion will send an electronic version of the review sheets used in the EuroSCAR-study to the data center and the dZh-group, who will then adjust them for RegiSCAR-purposes. 
CEPH – centralized collection of blood samples:
· Each sample arriving at CEPH will be assigned a sample number (a consecutive number for each sample without differentiating whether there are various samples from one patient or samples from different patient. 
· In terms of samples sent on Thursdays or a day before holiday, an e-mail should be addressed to Claudia de Toma announcing when a specific sample will arrive in Paris. In certain circumstances a TNT-number might be helpful to track a lost sample. 

· It should be taken into account that lymphocytes may be in a good condition within three days after obtaining the sample. Claudia de Toma has slightly modified the biological sample sheet and will forward the latest version to all partners.

· The link between sample number and interview number is only possible for the data center, because CEPH will not enter the interview number in any data entry system. The paper sheets will only be kept for a short while in order to assure that the right sample has been shipped. The paper version will then be returned to each national center (without any sample number!). A list of samples from CEPH should be sent to the data center twice a year in order to check according to the procedures described in “Data management procedures in the RegiSCAR-project” from December 6, 2002. 
· Claudia de Toma will check the quantity of the samples and then perhaps ask for a second sampling for DNA at the occasion of the follow-up visit. If not enough DNA can be extracted, Claudia de Toma will notify the National Coordinator who then should decide whether a new sample of a specific patient can be obtained. 

8 ± 2 week follow-up:

· The 8 ± 2 week follow-up (instead of 6 ± 2 week follow-up) should be performed for all patients with SJS/TEN and HSS/DRESS who survive the severe skin reaction. 

· The questionnaire should be divided in two parts, laboratory findings and treatment on one hand and clinical findings and sequelae (e.g. ophthalmologic examination etc.) on the other hand. 

· Jean-Claude Roujeau will discuss with ophthalmologists in his department and provide additional information, which should be included in the follow-up questionnaire before it will be circulated for final approval. In parallel, a manual (guidelines) for the follow-up interview will be prepared. This shall be done by Martine Grosber from the German team. 
· Questions on quality of life and resuming of normal or usual activity shall be included in the 1-year follow-up questionnaire, which will be sent to the patients directly. 

HSS/DRESS:
· In terms of drug inquiry, the definite index-day for HSS/DRESS cases developing during hospitalization shall be the skin eruption. This is the important day for drug inquiry. 

· In terms of laboratory findings, the worst value available up to the interview shall be obtained. Jean-Claude Roujeau was asked to prepare an update of specific HSS/DRESS questions. 
Dates for further meetings of the RegiSCAR-group:
· Interviewer training/practical course in using the remote data entry (RDE) system (MACRO): in Freiburg, June 2 and 3, 2003. All interviewers are required to participate; in addition, Jean-Claude Roujeau, Sima Halevy and Alexis Sidoroff shall be present in order to allow review of cases ascertained and presented by the interviewers. 

· Next meeting of the total RegiSCAR-Study group: in Val d’Aosta, Italy, September 18 to 20, 2003. The meeting will be organized by Luigi Naldi and shall start already on Thursday evening, September 17, 2003. 
