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#

TR (chronic kidney disease: CKD) &1, O & 27 B RERE S0 EE T %, @GFR < 60 mL/min/1.73m?
Thsb, O, @owgThdy, WGB3 ERRT 2IRELEHRIN TS, CKD OFERERE L TIIHR
FRPEERE, MRk, BRLESR A 5. CKD OREFIIGHEHE T3 —&%2l->Tws, CKD BEOFH%
1, EREREERPREHORENSRKEIWVIIEEL, FREEAKOEAICIZ I DIEILLA, MOMEREOEGHICE S
CEDBHOLNE RS TWAS, BHEREORBEBILRNEZ HIF T IEHRITEZE TH 5 %, A5 EER OB H & O B
DORINFE - HEHRPEETH L. SIEIZHR 4000 HTAREELTED, CKD OFREERE LTRDE <, BHILESR
REMVEEE XS ERNT 5 & FHREND. (toT, BIEDO T - FHZ A -G8 CKD HEICB W TRDEETH
5.

R AR CWRE T WL, A TIEEIME ) BEEEIR (ol3d, B2, HWE, BHE) (20 L CRRZH#E T T
FHTHIENTRETH L. RUFIZINF T, BEFRESIET v &2V EZRICBWTEREEIYET5 2
RV, WA R S FEREN ST BREET v P EHWERICB W TARZRENREE TS 2 LGS iz0%2,
ZOWFIZOWTIEH STl Wi d o7z, RIFgeE, WK T 5 OBRMEERRE, 55 EELE O T IHR R0 F
L ZORF AT L2 HWIC, BRBIESIEET VT v 2 HWTIThih:.

B &

7R OAERE (AFE - 405 - 1E - WIS - S0 - ) 22N EIARIEBEMA I DEEA Lz A% 0 N5 &
E oo IR SR HiI=4 4 :3:3:3:3:20ETEALY, 4AEHE 100 g2 500 mL DKEK
Mz, 50 FHMBGERZIT, AR ZIEEM%E, SR X VB EBRICHA T2 =X XA 2 ER L 7.

S EEN D HEE D HARFIESIME S » + (Spontaneously Hypertensive Rat: SHR) % 24 JEEA L, 2B O @EISHT
D%, FEEEAE CHIUT 2 HANIS U CTEESIC4BC0), ERFAFZ 8HM 18 Ml E T) 1To72. REBTIX
angiotensin receptor blocker T& 4 telmisartan % B PExf g & L7z, @3~ b o — )V # (SHR-Control), @R #E
(045 g/kg/day) LB T 5# (SHR-HD-SKT), O (0.15 mg/kg/day) LW T i%# (SHR-LD-SKT) @7 )V 2 ¥ v
% (001g/kg/day) # (SHR-Telmi), 7z, SHR v F®O&IET v b & LT Wister-Kyoto (WKY) v b % WKY #
L LTHTF L7z (n=6/group) . FH|FXL5-# 1212 Carboxymethyl Cellulose Sodium Salt T L2 ERE2 HE LD
PG L, 2 bo— VBB X WKY #1213 Carboxymethyl Cellulose Sodium Salt D& & #5- L7z, 2fHF R
B R 2 PG L, BRI oK OB EZWE Lz, MEEET v MIOWT 28BEICHE L, R
BG4 EEE SHEBIRH#r — V2 HOT—HERY V7V 2RI L 72, ERFIH R T2 Pentobarbital Sodium
Salt % BN S U Cile T CR5IE S8, MY > 7V E B 2 5RIL 72, $EHE D 51380 00 2B R B MR % 37
L, WETTOMN, -80C THRE L.

B L 72> 7V E ), 7V 73, blood urea nitrogen (BUN), 7 L7 F=Uli%, RIvFIVEh—H7
VTIvE, JVTFvERWEL, JVTFr )T I ARG L.
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YIRS Ty MEIZED, REAEZRY) v MEOREE & T % nephrin & podocin DFEHE &, IARMEICE
FA57NVT I VEBIICES T 5EMATH 5 cubilin, megalin & EMRMEMEO T2 B — 2 NOBRMEACIZES-
LEHATH S CICH DFEHEE Z N ENFHM L 7-.

m R

FEERIAR A CHRHEI R XSO TAEARBIE SN T, EBAFTHRTHETO% SHR HHOKE L AKEH2D
OEERICIAELIBE SN o/, WMEWETEHRSHE TV IV Y CHEHRBEAFTHGB6 HB LI 2~ |
O— VXD LEFICMESMETL, FUIFNVY UHEELYWRTHRRSHLEOMICIAEEEIBEIN o2
(Fig. 1).
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Fig. 1. Systolic blood pressure.

Effect of SKT on the systolic blood pressure (SBP) in all groups. Blood pressure was measured using a tail-
cuff method, and the line graph depicts longitudinal measurements of the SBP. SHR-control : control group,
SHR-HD-SKT : high dose-shichimotsukokato group, SHR-LD-SKT : low dose-shichimotsukokato group, SHR-
Telmi : telmisartan group. Values are expressed as means = SEM. (n = 6). Statistically significant
differences are indicated as *P < 0.05 versus SHR-control, *P < 0.01 versus SHR-Control, *P <0.05 versus
SHR-Telmi, ¥*P < 0.01 versus SHR-Telmi. One-way analysis of variance (ANOVA) with post hoc Tukey-
Kramer tests.

REFE SHAREO—HRE, RbhF Y vaR, MET7VTI VM, BUNE 7L 7F=U1E, Z2L7F=
Y7 VT T v AE4% SHR BB CIIAEEZIIBE SN b o 72 (Table 1).



Table 1. The effect shichimotsukokato on urine output and renal function parameters

Groim Urine output s-Alb BUN s-Cr Ccr u-Na" Vv
(mL/day/kg BW) (g/dL) (mg/dL) (mg/dL) (mL/min/kg BW) (mEq/day/kg BW)

SHR-control 313+£2.9 2.1+£0.03 212+1.5 0.527+0.054 33+03" 455+3.0

SHR-HD-SKT  30.5+25 20+0.04 239+25" 0492+0.034" 2.9+02 424+38

SHR-LD-SKT 30.7+24 21+£0.07 19.0=13 0503+0.020" 32+03" 42.7+4.1

SHR-Telmi 345+32 22+001 20113 0.560+0.021 2.7+03 36.4+34

WKY 269+19 22+0.02 158+0.6 0.653+0.025 2.0+0.1 38.1+19

Measurements on levels of urine output, blood urea nitrogen (BUN), serum creatinine (s-Cr), creatinine clearance
(Ccer) and urinary excretion of sodium (u-Na* V) of every groups. Urine output, Ccr, and u-Na* V values are
expressed per kg BW. BW indicates body weight. Values represent mean = SEM. (n = 6). TP < 0.05 versus WKY
group. One-way analysis of variance (ANOVA) with post hoc Tukey-Kramer tests.

RET7IVT I U RIZARBFAE G 4 8%, SHEBOMNIIBWTY, HAHRGIIa Y b a— VB X Y b A5 IEE
BRL7:AS, BHKRGHEOB CIIATEIIBE SN o7 (Fig. 2).
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Fig. 2. Effect of SKT on the urinary albumin excretion.
Effect of SKT on the urinary albumin excretion after experimental treatment of 4 weeks (A) and 8 weeks
(B). Values are expresses as mean = SEM. (n = 6). *P < 0.05, *P < 0.01 versus SHR-control group, TP <
0.05 versus WKY group. One-way analysis of variance (ANOVA) with post hoc Tukey-Kramer tests.

SHRERIR Y v NEOREEH T 4 nephrin & podocin I3 FEEOETIEWEARBEIMET T 5285, 5D EE
B CIEary bu— VL WKY # L OB TIIFEARRBIZ SN kh o7, L2 L podocin IZ2W T, M-LWkET %
HEEwIhdary be— VX D FRICEVWEOEBEZR L (Fig 3).
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Fig. 3. Relative protein abundance of nephrin and podocin.
Graphical representation of the relative protein abundance of (A) nephrin and (B) podocin normalized to S -
actin, in the kidney cortex. Data represent mean * SEM (n = 6). *P < 0.05 versus SHR-control group. TP
< 0.05 versus WKY group. *P < 0.05 versus SHR-telmi group. One-way analysis of variance (ANOV A) with
post hoc Tukey-Kramer tests.

AR IR 12383 L T 5 cubilin & megalin &EFZEHERZ, 2> e —L#EE WKY # LR TIIAEE
EIIBIZ I N h 27285 cubilin IZOWTIZEYWBETHEICBW T P o— VLD EZEICEHITTHEL TV
(Fig. 4).
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Fig. 4. Relative protein abundance of cubilin and megalin in the kidney cortex.
Graphical representation of the relative protein abundance of (A) cubilin and (B) megalin normalized to S -
actin, in the kidney cortex. Data represent mean + SEM (n = 6). *P < 0.05, **P < 0.01 versus SHR-control
group, ¥ ¥P < 0.01 versus SHR-Telmi group, P < 0.05, TP < 0.01 versus WKY group. One-way analysis of
variance (ANOVA) with post hoc Tukey-Kramer tests.



CICHSEHEHDHEHIIBWT, oy Ma— VI WKYH LD IEREIRETH - 72, FEHRGHITVWINRb I bo—
VEBEIDOAEBEIIEWEBEZRL, FUVIVLY UBEIELYRTHERL Y IAZTITHVWEBIE 2R L7 (Fig. H).
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Fig. 5. Relative protein abundance of CIC-5 in the kidney cortex.
Graphical representation of the relative protein abundance of CIC-5 normalized to f-actin, in the kidney
cortex. Data represent mean = SEM (n = 6). *P < 0.05, *P < 0.01 versus SHR-control group, *P < 0.05
versus SHR-telmi group, TP < 005 TP < 001 versus WKY group. One-way analysis of variance
(ANOVA) with post hoc Tukey-Kramer tests.
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TR EL, ERMEMIZICE T2 CICS OFBIUK T EZHET LI LICL D RP T VT I VHRERZ KT S &7
LEZzohiz. LYWRETHORSICE T, REMERY v MEEATH 5 nephrin B L, M RMEMILICE T2 T
VT3 VRIS 52 EIATH 5 cubilin OFEAFBHS TV IF LY XD QHRICEMHE o722 hb, LY
BT ¥%51d nephrin & Cubilin ®FEFE T2 CE VI TV IHN NG L EIXRL 2R Z2RETLWEEYND 5.
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