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LCH STUDY PROGRESS REPORT

PROGRESS OF THE LCH III STUDY

The official start of the LCH III Study was April 1, 2001. Due to extensive national requirements the start of the study was delayed in France, Spain and U.K.  446 patients have been enrolled in the study by the end of March 2004. 184 patients were multisystem patients and 262 were single system patients. 96 of these patients were “RISK” patients, and 88  patients were “LOW RISK” patients. 262  patients were single system patients, of these 83  patients were multifocal bone patients and 77 patients had single system disease with special site involvement, defined as lesions in the craniofacial bones or skull base with intracranial tumor extension or vertebral lesion with intraspinal extension.

The study center forced its activities to increase and to improve the compliance of the participating clinics and subcenters with respect to randomization and especially follow up reporting since last autumn. An interim-study analysis is planned for April / May 2004.

REACTIVATIONS IN MULTI-SYSTEM LCH

Among multisystem-LCH (MS-LCH) patients treated on the clinical trials DALHX, LCH I and II survival reaches about 80%. Disease reactivation, however, in survivors may cause considerable morbidity. In a retrospective analysis the course of 563 MS- patients enrolled on the 3 clinical trials were analysed with respect to frequency and pattern of disease reactivation. The probability for complete disease resolution after first-line therapy (non-active disease = NAD1) was lower in patients who had risk organ (RO) involvement at diagnosis (p 0.65 at 5 years) than in patients without RO involvement (p 0.93 at 5 years). This difference was due to the high mortality rate in patients with RO involvement at diagnosis. However, the median time from diagnosis to NAD1 was 6 months (88% of all NAD1’s were observed within 2 years) independent of RO involvement at diagnosis.

In the 335 patients who achieved NAD1 the overall risk for reactivation at 5 years after diagnosis was 46%.  Single system reactivation (SS-R) in the bone was the most frequent pattern (16% risk at 5 years), followed by non-bony (mostly cutaneous) SS-R and multisystem reactivation without involvement of RO (MS-R RO-), each with 11% risk at 5 years. Reactivation in RO (MS-R RO+) was a rare event (5% risk at 5 years) and only seen in patients with RO involvement at diagnosis. The probability of a second disease resolution after reactivation (NAD2) at 5 years after the first reactivation was 96% for patients with SS-R and 89% for patients with MS-R. The time interval from the first reactivation to NAD2 was similar to that from diagnosis to NAD1. Only 2 fatalities due to disease progression were reported within the context of first reactivation. 

The probability for a second reactivation at 5 years after NAD2 was 51% in patients who had multisystem first reactivation and 43% in patients with single system disease at first reactivation. The probability for reactivation in RO was only 2% at the second reactivation. The overall probability for multiple reactivations is very low with 3% for a third reactivation, and under 1% for fifth reactivation.  

Based upon the result of this data analysis, the LCH- study group concluded in February 2004 that a randomized study to test the best therapy for LCH patients with reactivations is not feasible. The drop out rate of patients with missing follow ups is about 50% at 5 years after diagnosis in the analysed cohorts. Therefore, the study group decided to design a therapy protocol for reactivation patients, which proposes treatment strategies for patients, with distinct patterns of disease reactivation. This protocol will be presented to the Histiocyte Society at the coming Histiocyte Society meeting in Stockholm in September 2004.

.

LCH CNS 2003 STUDY

In June 2003 the LCH CNS 2003 protocol was released. This protocol constitutes a continuation of the LCH CNS 2000 study in a condensed version. It is the goal of the study to implement a uniform diagnostic program, to collect information on the natural history and pathophysiology of the disease, and on the outcome of patients treated with various therapeutic approaches. The diagnostic program includes guidelines and intervals for the performance of magnetic resonance imaging (MRI), motor efficiency tests, psychometric tests, neurophysiological tests (brain stem evoked potential, visual and event related potentials), endocrine evaluation, cerebrospinal fluid studies, etc.

No guidelines for specific therapy are included in the protocol at this point.

It is the aim of the study group to frame uniform therapeutic recommendations for the different groups of LCH CNS disease, i.e. hypothalamic pituitary disease, extraaxial tumorous lesions and intraparenchymal neurodegenerative disease. 

The data collected in the LCH CNS Study will form the basis for future therapeutic approaches. Therefore, complete reporting of patients with LCH CNS is essential.

RESEARCH PROJECTS
The LCH-study center initiated following ongoing research projects to improve future treatment strategies and to improve the understanding of the origin of the disease.

· Therapy strategies for patients with disease reactivation(s)

· Permanent Consequences in Patients with Langerhans Cell Histiocytosis with focus on Neuropsychological Findings

· Fatalities in LCH

· Orbital / Mastoid involvement and LCH and it´s impact on permanent consequences

· Endotoxin responsiveness and phagocytosis by dendritic cells in Langerhans cell histiocytosis (LCH) and Hemophagocytic lymphohistiocytosis (HLH)

· Search for a novel antineuronal antibody in LCH 

PUBLICATIONS
Please find below a list of publications the LCH-study center coworkers submitted during the last year. 

· Central Diabetes Insipidus – is it Langerhans cell histiocytosis of the Pituitary Stalk? A diagnostic pitfall, Pediatric Blood & Cancer. Finally accepted.

· Course and clinical impact of Magnetic Resonance Imaging Findings in Diabetes Insipidus associated with Langerhans cell histiocytosis, Pediatric Blood & Cancer. Finally accepted.

· Pineal gland abnormalities in Langerhans cell histiocytosis, Pediatric Blood and Cancer. Finally accepted.

· Central Diabetes insipidus as presenting symptom of Langerhans cell histiocytosis, Pediatric Blood and Cancer. Finally accepted.

· Is unifocal Langerhans cell histiocytosis of the Orbit a “CNS-risk” lesion? By G.J. Harris and K. I. Woo. Letter to the Editor. Finally accepted.

· Neuropathology of Central Nervous System disease in LCH. In preparation.

· Modern imaging methods for the assessment of Langerhans cell histiocytosis associated neurodegenerative syndrome – a case report, Journal of Child Neurology. Submitted.
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