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Alport syndrome (AS) is an intractable kidney disease caused by genetic
mutations in collagen type IV (COL4A3/COL4A4/COL4A5), a component of the renal glomerular basement
membrane. Using this NanoLuc reporter, we performed high throughput screening (HTS) of original
natural product extract library in Kumamoto University, and revealed that Cyclosporin A (CsA) and
Alisporivir (ALV) promotes trimer secretion of mutant type IV collagen. Overall, this study provides

a novel therapeutic candidate for AS with an innovative mechanism of action, and reveals an aspect
of the intracellular regulatory mechanism of type IV collagen that has remained largely unexplored.

HTS



¥ X C—19. F—19—1, Z—19 (@)

1. WFFERRME S P DT 5

B1. 77)LiR— NERBE DR SR AL S & FHTFTOamEN
WATHEE IR 28 TH D T ViR — MEMGRE (AS) 1,
EOREKIRELIEE (GBM) 3 % Type IV collagen
(COL4A3/COL4A4/COLA4AS ; 03/ad/a5(IV)) DIiEf=1-28 5
WX VRIET D (K1), /NECHAE L, EREFITIE 10 {8 X
‘0D 20 RTRWBRE~OBITZRERS SND  FE) Y (w6
ZEhD, FAESBEORTERIC bR SN A EER | (SYwR ) | -(emes s Ee]
KB THS, CRET, Loy v RS LR e
(RAS) FEEIC & 2 B EFREO LI TOR TV S, B

TEDIRIE TIIR I AR E~DOBATZFHLIE TE 720 (Gross, et al., Kidney Int., 2012).

AS R Y X7 FDType IV collagen 1%, a3/4/5 = E2.As RigmEBS~BLREAX /<7 EHEFERR
AOFMRAT 0 ZRIKETFH L, M~ WS D oY @ u(;@f;‘—z*
Z & TESREAEERE (GBM) ATBRT 5. ZhE T NN JELYAY
PERFZ212 35U )T COL4AS (a5(IV)) 75 GBM (2772 b s i
ELHFET HHEITRIETH D Z & (Hashimura, et al., Tupe IV collagen a3’ trmer g] sw:,:t::::ou:c
Kidney Int. 2014), F:EERFSEIZ 3V T COL4A3 (a3(IV)) X S ‘*’W‘g 3 SAAED 2 Trimerzation O
B~ U ADAKIC COLAAS ZRBFRESE 2 L/ER .

a4 a o — Trimerization X

W95 Z & (Lin X, etal., ] Am Soc Nephrol. 2014) 738 s ooy 7 & S,
EMTENTVD. ZO & D BRI D, HEEH I @ anee T
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