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WFZERC R OMEEE (Z3L) : We have shown that the kidney stone formations are significantly
suppressed by the administration of CsA. In addition, we have succeeded in suppressing
apoptosis and generation of oxidative stress by preventing mitochondrial collapes by
blocking the mPTP opening. The result of this study showed that the mPTP opening via
cyclophilin D activity induced the renal tubular cell injury through the apoptosis and
oxidative stress in the initial process of kidney stone formations. I thought that this

study can be applied to the development of new therapeutic agents for kdneystone disease.
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(CsA FEPEH- 5 0.994% =+ 0. 287,

CsA2. bmg/kg/day ; 0.018% =+ 0.004,
CsA5. Omg/kg/day &% 5- ; 0.019% = 0.013,
CsA10. Omg/kg/day #5- ; 0.002% = 0.001)

%

1.4
1.2
1.0 "EG
0.8 mEG+CsA2.5
0.6 mEG+CsA5.0
0.4 1 EG+CsA10.0
0.2 - wow g
-0 |

Day 0 Day 7 Day 14

T RY T SEENMR B 7R
JERER R LTz, F£72. CsA IEREHREL Il L
SOD [ FEELHE 0 MDA, 8-0HdG. cleaved caspase
SIFHBNAREIIE T LT\, CsA DIRSE
FHCHE B R ETRO RN o7,

T2 BIE, CsA 5T 25 Z & TH A O RN
Blomilans Z EEALMMNI Lz, £,
mPTP BRI ZPHIE LT har RU T HEES
T4 52 & TRREA L ADREAERST R
b= REMET S LI LI, 2D
DGR B R HEG DO AL T,
cyclophilin D {EPE% 4 L7z mPTP O BR 1 A3%
fEA R L ARLT R F—V ADOER & 720 B
SRANEHIRREH DIRE & 725 Z & R B
272 o Tz, ARBFFEIX, REEHE AR O FHIEHR
HOBBIIGHTE S EE 2 b,

Cybﬂd:ﬁmﬁ }_‘[ CHEDROSSN — (Cell impury)

(1 N -

Renal ] = ;
i “hange o
COM o crystgl]:zatlaon l’lm.-ip]:mlﬁ_\'lserinv
cr}ﬂtxﬂsI Ve (Crystal
1ttachment) STTOTOTOR,
/ NADPH
[:',‘&\NA]’)PH
) SNADP+H*
oy Apoptosis
=0y | O

e T S 4HNE
of | MPTP | lcollapse =l

Celaghils » " o

Mitochondra \
Nueleus /

\ H.0-— OH—H.0, Cazason -

"‘(‘I'(‘]Dspom'n(l_—] % Renal tubular cell

5. ERRERLE
(FFFEAREEE . BFSEs 38 M OVEEERT 225 12
=Y

UdEssam s (B 1)
@ Niimi K, Yasui T, Hirose M, Hamamoto
S, Itoh Y, Okada A, Kubota Y, Kojima
Y, Tozawa K, Sasaki S, Hayashi Y, Kohri
K. Mitochondrial  permeability
transition pore opening induces the
of renal calcium
crystallization. Free Radic Biol Med.
b W 2012, 52:1207-17. doi:

10. 1016/ j. freeradbiomed. 2012. 01. 005.

initial process

(FFRFER] Gr12 1)
@O Niimi

Hirose

Kazuhiro, Yasui Takahiro,
Yasuhiko

Kobayashi Takahiro, Hirose Masahito,

Hamamoto Shuzo,
Okada Atsushi, Itoh Yasunori, Tozawa
Keiichi, Kohri Kenjiro: Activation of
cyclophilin D induces the initial
process of kidney stone formation via
mitochondrial permeability
transition pore opening. & 32 [B][EEE
WIREE 2 (STU), 2012.9.30-10. 4,
e [l T
@ Niimi Takahiro,
Hirose Masahito, Okada Atsushi, Itoh
Kohri

mechanism of

Kazuhiro, Yasui

Yasunori, Tozawa Keiichi,

Kenjiro: Prevention
green tea on renal stone formation. &
32 Al [E B WA R & B & (SIU) |
2012.9.30-10. 4, f&MT

® #ix mE. ZH FE. WO .
IR /. B R, DR PR
A JEE, R B, MB ES,
R AR, P R — BB R RR
PREERE A DB RIARID D I b A
KU T HRED A B = X N EIFF~ DG
A~ FAERTEHEEE NIMB11 DB ~,
H AR AIE R 22 BIZEiTR
2012. 8. 24-25, kAT

@ #HE ME. < FE. Mmoo EE,
P E— Ea R Bk HIRER,
BB (BB 2 PRESHE AT ORI B 1F
% B PRAE M D A T = X 2 fift B
BT IRIBREA~ DI, 55 156 B4
BN RFES A2, 2012.6.19

® #E R REMEAOEHRIZET S



F=> KU 7 cyclophilin D OMEREMEAT,
% 55 [l A RIS S iR e,
2012. 6. 1-3, #E

BE E BRATHROEENS R
A AT AR F o o&E, 5100 B H
ARWRAFF PR, 2012, 4. 21-24, #4
et

B FE. 2 FE. ) M. |
Aofnc. R R, B RE. b

MoOREZ, R JEE. R FAL
M, Ohik A8 P KL T

it R RS A O KIZE T D
Mitochondrial Permeability
Transition Pore B K OIEHBERF & FD
FRIEORESL, 100 [B] H ARWAREFL T
SRS 2012.4.21-24, KEETh
BE R, L FE. HA
BEE A, JEA JEE. R B
M A&, g Ak, PR E
AR AR REEREAICK T DI Fay
R U7 Cyclophilin D OHEREMEIA, %5 21
(AR 57 -« AT e 2012. 2. 11,

o,

FLIR T

Niimi Kazuhiro, Yasui Takahiro,
Taguchi Kazumi, Fujii Yasuhiro,
Hirose Yasuhiko, Kobayashi Takahiro,
Hamamoto Shuzo, Hirose Masahito,
Okada Atsushi, Itoh Yasunori, Tozawa
Keiichi, Kohri Kenjiro: Opening of
mitochondrial permeability

transition pores induces kidney stone
1st Meeting of the EAU
(EULIS),
2011.9.7-10, London (United Kingdom)
HE . L FRA. EH R/,
ANAR BEZL. EAR JENE. IR BT
[ A, R AR, P
B R I har RUTHEEICLD
PR A D R BB o fig B &
Cyclosporine A % FUN7= 5 Al zh &L,
B 054 Al B AR 2 IR A
2011.6.15-17, A=t

BE E, LI FE. BEA O EE.
M 8. hE FREL HEAR B
Pl E— B @R I = RY
TEEIC X DR A O WY o

formation.

Section of Urolithiasis

6.
(1) WFFEREH

OfEFH & Cyclosporine A ZHW -4
LI R, 5 99 [B] B ARWRAEE FA

B, 2011.4.21-24, 4t Ed

BE T, L FE. P O
HA fic, B %, Rl B2,
ABR BEZE. VEAR JEE. RN =
W &, i AR, P B

O I har RUTEHEENRL
ORISR A TR OB & > 7 1
ARY AT X DMHIEM, AR A
RESF2 8 20 [AISAAT8E 22, 2010. 8. 27-28,
PN

W FEAH

#rE  FaE (NIIMI KAZUHIRO)

A d RTINS - REFEBEESER - iF
Ei=

WrseE&s: 70551274



