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The goal of this project is to establish a practical guideline of adult chronic neutropenia (CN). To
accumulate fundamental data including frequency, diagnosis, treatment, and prognosis of adult
CN, we started a nation-wide follow-up study and an epidemiological investigation.

1. Nation-wide follow-up study

Clinical data of 125 adult CN patients were collected from 68 institutes using a pre-prepared
question sheet. The classification and severity of CN and patient characteristics were examined
based on the given information . The onset of CN was at 20 years old or older in 98 and at
childhood in 24 out of 125 patients. Median age of onset in the adult-onset patients was 50 years
old. Female was predominant. Among these, chronic idiopathic neutropenia was the most
prevalent, followed by autoimmune neutropenia and acquired cyclic neutropenia. Among the
adult CN, severe (absolute neutrophil count < 500 /uL), moderate (< 1,000 /pL), and mild (< 1,500
/uL) neutropenia cases were found at approximately 60%, 30%, and 10%. However, anti-
neutrophil autoantibodies were not measured in approximately 70% of the patients reported as
idiopathic neutropenia or neutropenia of unknown cause, and thus, autoimmune neutropenia is
likely to be underestimated. In addition, bone marrow aspiration had not been performed in
substantial proportions of severe and moderate CN. These facts indicate that inspection system
1s not sufficient for the diagnosis of CN in Japan. Mild and moderate cases had very few
experiences of fever in the last 3 years, thus prophylactic therapy is not recommended in these
patients. Nearly half of the severe cases needed hospitalization due to infectious episodes, but
none of them died of infection. Granulocyte-colony stimulating factor (G-CSF) was used in all
patients who received any treatments, and most of them responded to G-CSF. From these findings,
it was postulated that the treatment is required only at the infectious events even in severe CN
cases.

2. Epidemiological study

The prevalence of neutropenia is variable depending on the race. Neutropenia is often defined as
neutrophil count less than 1,500 /pL in diagnosis of bone marrow failure such as CN or aplastic
anemia, but 1,800 /pL is used in diagnosis of myelodysplastic syndrome. Thus it is important to
elucidate the distribution of neutrophil count in Japanese for the diagnosis of not only CN but
any other bone marrow failures. However, we found difficulty in collecting the data of the cases
with mild neutropenia in the nation-wide follow-up study. These backgrounds encouraged us to
start the epidemiological study. Data of approximately 75,000 medical-checks for 33,000 adults
were collected. The analysis of single measurement of absolute neutrophil count (ANC) revealed
that the subjects with ANC < 1,800 /uL were 7% and those with ANC < 1,500 /puL: were 3% of the
entire cohort. After exclusion of the cases with known causes of neutropenia and those with
anemia and/or thrombocytopenia in order to analyze isolated neutropenic cases, about 4% in
29,000 cases had neutropenia. Most of them had mild neutropenia. Risk factors of neutropenia
were female, drinking habit and so on. Among the 18,000 subjects who received at least 2 medical-
checks, chronic neutropenia was seen in about 2%.

Being based on these results and referring the previous reports from other countries, the first

practical guideline of adult CN in Japan will be established in the next year.
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