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The analysis of pathogensis and therapy deveolpment of kidney involvement of
monoclonal kappa chain-induced crystal-storing histiocytosis
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We identified the pathogenic kappa light chain causing crystal-storing
histiocytosis and succeeded in producing huge amount of the protein. We confirmed that this
pathogenic kappa light chain was endocytosed and crystalized in mice macrophages, podocytes, and
proximal tubular cells in vitro. However, we did not determine how the light chain has its toxicity
for those cells and the mechanism of kappa light chain integration into those cells. We created
transgenic mice which secrete the pathogenic kappa light chain. The transgenic mice formed
macrophages containing kappa crystals in spleen, but did not show any kidney involvements of
crystal-storing histiocytosis due to small amount of pathogenic kappa light chain secretion.



(Kyle et al. N Engl J Med, 2006) M

AL —
CSH)
CSH
CSH
10
LCPT
VK
Decourt et al. Blood, 1999 VK
Blood, 2006
VK 1
Herlitz et al. Kidney Int, 2009
1)
RT-PCR VL
(2) CSH
1
CD68 CSH

(LCPT)
(Bridoux et al. Kidney Int, 2015)

LCPT
\%
Sirac et al.
CSH
LCPT
CSH
RNA
HE PAS PAM

CSH



(3-1) CSH

podocin kappa
— megalin/cubilin — (aquaporin, PI3K,
cytochalasin) kappa
(3-2)
1)
1gG3-antilgG2a-

RF Gyotoku , J Immunol, 1987 Fc

IgG2a RF
2) 3-1)

3)

4)
RNA
realtime RT-PCR
(4) VL VL 2
2 1) CDR2
2) CDR1

(5) CSH

CSH
NEP25

In vitro
RNA
PCR

lipofectamine3000 CHO HEK?293



CHO 10p g/ml HEK293 1-5p g/ml K
HK-2

Invivo CSH K

15

In vitro RAW264.7 LPS

In vitro
24hr
5-10%

CSH



1 1 0 0

20.1to K*, Hara S*, Yamada K, Zoshima T, Mizushima I, Fujii H, Miyazaki R, Kawai Y, Yachie A, 98
Nagata M, lzui S, Yamagichi M, Kawano M.(*equally contribution)

A Case Report of Crystalline Light Chain Inclusion-Associated Kidney Disease Affecting 2019
Podocytes but Without Fanconi Syndrome: A Clonal Analysis of Pathological Monoclonal Light

Chain.

Medicine (Baltimore) e13915

DOl
10.1097/MD.0000000000013915.




