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CGD 1is a primary immunodeficiency disease, leading to frequent severe infections and non-
infectious colitis (CGD colitis). Although the treatment with corticosteroid and
immunomodulator have therapeutic effect in CGD colitis, these drugs cause increasing
susceptibility to infection in CGD patients. Recently, thalidomide has been reported as a type of
immunomodulator that selectively exhibits anti-inflammatory property in response to
inflammatory cytokines. In this study, we performed the young animal study to assess the safety
of thalidomide in children. We also established a risk management program to prevent the fetal

exposure to thalidomide, and drafted a protocol of the clinical trial.

Non-clinical animal study

The non-clinical young animal study to assess the safety of thalidomide in children has been
complied with Good Laboratory Practice (GLP). The study design of animal study was determined
based on consultation of Pharmaceuticals and Medical Devices Agency (PMDA). The animal
study demonstrated that the safe concerns in young animal were already-known as those in adult
animal. We reported the results of the animal study and confirmed that additional animal study

was not recommended for assessment of the safety in consultation of PMDA on clinical trial.

Thalidomide risk management system

Since thalidomide caused birth defects across more than 40 countries and affected over 10,000
babies in 1950s-1960s, we established a risk management program to prevent the fetal exposure
in consultation with patients association of thalidomide. The risk management program was
reflected in the protocol, informed consent form, and informed assent forms of the clinical trial.
According to the risk management program, we prepared the explanatory materials including a
packaging sheet for medicine management, patient compliance instruction, and medication

record for the clinical trial.

Protocol of the clinical trial

The study design of clinical trial had been changed due to suggestion of PMDA, and the revised
protocol was discussed in consultation of PMDA again at this fiscal year. Simultaneously, the
part of duties for clinical trials (data management, monitoring, and inspection) is contracted to
Contract Research Organization (CRO). The Standard Operating Procedures of the occupations
were prepared at the end of this fiscal year. We also established the executive office to facilitate
the preparation of clinical trial in other facilities including Hokkaido University, Kanazawa

University, Hiroshima University, and Miyazaki University.

Current dosage form of thalidomide is only capsule formulation that children can hardly take,
therefore, the pharmaceutical company developed an oral dispersing tablet of thalidomide for the

clinical trial and performed bioequivalence study.
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