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Table Host factors of disseminated nontuberculous
mycobacteriosis

Mendelian susceptibility to mycobacterial disease
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Immunosuppressant use
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Fig. 1 Anti-interferon-y autoantibody detection rates (ref-
erence 7, revised)
In a population with no clear background of immunodeficiency,
81% of Group A (patients with disseminated nontuberculous
mycobacteriosis [NTM] infection), 96% of Group B (patients
with other opportunistic infections = NTM infection), 11%
of Group C (disseminated tuberculosis patients), 2% of Group
D (pulmonary tuberculosis patients), and 2% of Group E
(healthy controls) were autoantibody positive. Dotted line: 99
percentile of Groups D and E.
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Fig. 2 Method of detecting neutralizing capacity of anti-interferon- y autoantibodies (qualitative method) (reference 8, revised)
Qualitative evaluation of neutralizing capacity: After stimulating the leukocytes in a whole blood sample with interferon (IFN)-y
at various concentrations, the phosphorylated STAT1 in myeloid leukocytes is stained using fluorescent antibodies. Flow cytometry
is used for detection. (a) In healthy controls (@), the intensity of STAT1 phosphorylation (STAT1 phosphorylation index: STAT1-PI)
increased as the concentration increased, but in cases of disseminated nontuberculous mycobacteriosis (ANTM) infection that
were positive for IFN- ¥ antibodies (O), phosphorylation was not detected. (b) Compared with pulmonary NTM infections (pNTM,
n=35) and healthy controls (HC, n=7), phosphorylation was not detected in dNTM infections (n=4), indicating the presence of

substances that are able to neutralize IFN-y in the blood.
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Fig. 3 Relative quantitative method for neutralizing anti-
interferon- y (IFN- y) autoantibodies (reference 8, revised)

Serum or plasma is added to a plate coated with human IFN-
y. Measurements are performed with an enzyme-linked
immunosorbent assay using anti-human immunoglobulin
G antibodies as the secondary antibody. Elevated antibody
levels were observed in all four measured cases of dissem-
inated nontuberculous mycobacteriosis (NTM) infection but
not in cases of pulmonary NTM infection or healthy controls.
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DISSEMINATED NONTUBERCULOUS MYCOBACTERIOSIS THAT IS POSITIVE
FOR NEUTRALIZING ANTI-INTERFERON-GAMMA AUTOANTIBODIES:
A NEW DISEASE CONCEPT BASED ON HOST FACTORS

Takuro SAKAGAMI

Abstract Disseminated nontuberculous mycobacteriosis
(NTM infection) is a disease that causes multiple organ
lesions and occurs against an immunodeficiency background.
Several host factors for this disease have been identified.
Recently, neutralizing anti-interferon-y autoantibodies (IFN-
y Ab) have been detected in some cases of disseminated
NTM infection that had no previously known immuno-
deficiency, garnering attention as a new form of acquired
immunodeficiency. We previously reported on methods for
detecting IFN-y Ab in clinical specimens as part of the
diagnostic process that are being used to evaluate suspected
cases at various institutions. Overseas reports of positive
results were achieved by administration of the anti-CD20
antibody rituximab in addition to antibacterial chemotherapy
in cases of intractable disseminated NTM infection that tested
positive for IFN-y Ab. This highlights the importance of
diagnosis as well. Clinicians should consider the existence
of this pathology. Although many host factors for NTM

infection have yet to be identified, IFN-y Ab positivity
should be investigated further as a new disease concept,
not only for its pathological dimensions but also from the
standpoint of treatment strategies. In the future, more cases
need to be examined and analyzed to obtain further epide-
miological and pathological findings.
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