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Development of diagnosis and treatment approaches for Familial Mediterranean
Fever using iPS cells

Tanaka, Takayuki
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Through experiments with patient-derived samples, we revealed that monocytes
and macrophages derived from Familial Mediterranean Fever (FMF) patients show distinctive
phenotypes. While colchicine failed to inhibit IL-1b secretion from patients® monocytes, it
inhibited IL-1b secretion from patients® macrophages. In addition, patients® macrophages secreted
higher levels of IL-1b than controls. We next obtained macrophages from patient-derived iPS cells,
and found that they recapitulated the characteristices of peripheral blood-derived macrophages.
Finally, we established genetically-engineered macrophages that expressed MEFV variants with
undetemined pathogenecity, and evaluated the presence or absence of IL-1b hypersecretion. By this
approach, we established the platform to evaluate various MEFV variants.
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18TH BIENNIAL MEETING OF THE EUROPEAN SOCIETY FOR IMMUNODEFICIENCIES
DISEASE-ASSOCIATED MONOCYTE/MACROPHAGE SPECIFIC CYTOKINE SECRETION PATTERNS IN FMF
PATIENTS

T. Shibal, T. Tanakal, H. Shibatal, K. lzawal, T. Yasumil, R. Nshikomoril, M. Saito2,
H. Ida3, T. Heike4
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10th Biannual Meeting of the International Society of Systemic Auto-Inflammatory Diseases

Differential activation of the pyrin inflammasome in monocytes and macrophages predicts
the pathological significance of MEFV variants in familial Mediterranean fever (FMF)
patients

2019
Takeshi Shibal, T. Tanakal, H. 1da2, M. Watanabel, H. Nakaseko4, M. Osawa5, H. Shibatal,
K. lzawal, T. Yasumil, Y. Kawasaki5, M. K.Saito5, J. Takital, T. Heike6, R. Nishikomoril
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