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with Autosomal Dominant Polycystic

Kidney Disease JASN 2005
SHIZUKO NAGAO, MASATOMO KUSAKA, KAZUHIRO NISHII, Cy AR
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oo ‘Castration/Ovariectomy or Sham operation‘
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v
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(active type of testosterone)
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Table 2. Renal response to gonadectomy” BEELH SUN({iE

No. Surgery Treatment Genotype Gender N K/B (/100 g) SUN (mg/dl)
1 Sham Vehicle +/+ M 7 0.70 + 001 26+06

2 Castration Vehicle +/+ M 3 062+ 001NS 241+02NS
3 Castration DHT +/+ M 3 081=001° 220 £ 05°

4 Sham Vehicle Cy/+ M 6

. [ Vohice™ e s R

6 Castration DHT Cy/+ M 6

7 Sham Vehicle +/+ F ) 069 +002 20120

8 Ovariectomy  Vehicle +/+ F 3 0.58 = 0.01 NS 28 £ 03NS
9 Ovariectomy ~ DHT +/+ F 3 085 =001 NS 241+ 05N8
10 Sham Vehicle Cy/+ F [ 108 £002 249 +23

1 Ovariectomy  Vehicle Cy/+ F 5 121 +003° 260+ 1.INS
12 Ovatiectomy ~ DHT Cy/+ F 5 1.67 = 005 251+ 08NS

Castration|Z&>T., BHFELESUNEL AL, CyTvhD
HEEDETITHIHIEShT=,
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Table 2. Renal response to gonadectomy” %WEH: SU N{E
No. Surgery Treatment Genotype Gender N K/B (g/100 g) SUN (mg/dl)
1 Sham Vehicle +/r M 7 070 =001 226+ 0.6
2 Castration Vehicle +/+ M 3 0.62 = 001NS 241 +02NS
3 Castration DHT +/+ M 3 081=001° 220 £ 0.5°
4 Sham Vehicle Cy/+ M 6 215+ 004 1
E reatooooes Gehiola T PR R & Taragie e
6 Castration DHT Cy/+ M 6 212 O.OSKN@ 322+ 1.5ﬂ5>
7 Sham Vehicle +/+ F 3 0690 +002 220+ 20
8 Ovariectomy  Vehicle +/+ F 3 0.58 = 001 NS 228 £ 03NS
9 Ovariectomy ~ DHT +/+ F 3 085+ 001 NS 241+ 0.5NS
10 Sham Vehicle Cy/+ F 6 108 =002 24923
11 Ovariectomy ~ Vehicle Cy/+ F 5 1.21 +003° 260 = 1INS
12 Ovariectomy ~ DHT Cy/+ F 5 167 + 005 251+ 0.8 NS
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BYAE L ESUN(EIEshamDLARILETEST=,

hild, ZorOas (7R 7O0) N ERE OREIZE
E432L%FT,
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_____________________________ >
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2 g !
NH —C—CHCH, ‘ Western blot/RT-PCR ‘
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CFy # :Flutamide (antagonist of testosterone)
NO,
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Table 4. Effect of flutamide on kidney weight and SUN in sham-operated rats"

Mo, Treatment Cenotype Cender N K/B (g/100 g) SUN (mg/dl}
1 Vehicle e M 7 0.70 = 0.01 226+ 06
2 FLT +/+ M 3 0.66 = 002 NS 263 £ 25N
3 Yehicle, Cnis M, & 2155004 1 810
1 FLT Cy/+ M 1 171 = 0048 ¥V 338 = 1.3
5 Vehicle e F 3 069 = 002 4923
[ FLT +/+ F 1 0.62 = 001 NS 230 04N
7 Vehicle Cy/+ F [ 108 = 002 49 23
& FLT Cy/+ F 3 114 = 002 NS 260 = 18NS
* Data are mean = SE. Age 10wk FLT, flutamide,
¥ 1 versus 2, 3 versus 4, 5 versus 6, 7 versus 8; P = 001
“1 persus 2, 3 oersus 4, 5 verans 6, ¥ versus B P < 003,

FLTR7ZROS VU H]) O 5I2&->T, BHRELESUNIE

BBAL. CyT v DIREDET TS h =,

X, ZoRO75N(FRAXTOV) N ERBOIREICEES

IBEETRT,

Effect of flutamide on AR, B-Raf and P-ERK expression.

A Male Vehicle/_mm,

++  Cyi+ Cyl+ ++ +H CyhH (31/+ Cy/+

AR s
B-Raf e e e s sy m——
PERK — Sl — i

FLTO#EEIZEST, ARDRBIZTFEEICETL=,
—7 . B-Raf &P-ERKMD [, CastrationEDHTIRE D
HELEZ TR OITHoT=,

ZZ T, ERKEARD 2O NIFHRIZERDEARERARS=0IZ,
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A SharlEYH PCNA/AR

C. DHT CY/+ PCNA/AR

E. Cast male Cy PCNA/AR

B. Sham CY/+ PERK <= D DHTCY/+ P-ERy F. Cast male Cy P-ERK

Green arrows, AR alone
yellow-orange arrows, AR, PCNA and P-ERK.

PCNA. P-ERKEARD=ERBE{TOT,

Fujita He

Red arrows, PCNA and P-ERK

43

Table 6. Co-localization of AR and P-ERK in Cy/+ renal cells (% of PCNA expressing cells)®

Gendar Disense Severity [pERx]  [ar TERY PCNA Only

Low androgen effect

sham F + 0 o o 10
castration F + 0 73 0 prd
FLT F } 0 83 o 17
castration M } 4] o 0 21
FLT M + 0 |78 | 0 22
mean 0 e (] 19.4
High androgen effect o
sham M bt 16 2 46 5
LHT M o+ + 4 158 23 51 8
DHT F +++ 4 | 54 | 38 1
mean 127 364 45 57

*PCNA, proliferating cell nuclear antigen.

R EIEDFEIETHAPCNAL B ETH LMD
P-ERKEARDFEBIZFEFBLI-FER.

PCNASE TP-ERKIZ 4 D #i3 (ERKHIfRIEHRIEER) (TNZ
PCNABEH TARG M D #liE (ARMIRZIEHRIZER) &
SHICHEERZICBSLTOAERIEERN, BHoNT-,
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Increased Water Intake Decreases
Progression of Polycystic
Kidney Disease in the PCK Rat

Shizuko Nagao,*t Kazuhiro Nishii,* Makoto Katsuyama,$
Hiroki Kurahashi, § Tohru Marunouchi, Hisahide Takahashi,*
and Darren P. Wallacet

J Am Soc Nephrol 17: 2220-2227, 2006.

JASN 2006
Editorial PCK HWI
Water for ADPKD? Probably, Yes ~ 4———————— Editorial
Vicente E. Torres Impact factor = 7.240
Disision of Nephroiogy aed Hyperension, Mirgo Clinic, Rochester
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ZFCT. BT TEEINDAVPO D BEINHITS
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‘ Kidney weight H SUN H AVP H Urine osmolality ‘

‘ Western blot H Immunohistochemistry ‘
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Male {mL}) (mosmol/kg)  (pe/me creatinine]
PCK CONT 8 18+2 1088+ 96
PCK  LHWL} 10 sgi5" 232+ 47"
+H CONT & — 9+ 1 1498 + 130 160+ 19
14 HWI 8 9Mi26 91410 197 £ 73 88 1 38
Female
PCK CONT 10 (1843 1642 9824 74 435483
PCK 4 HWI: 8 \63x97/ 408" 28450 | 111=59"
e CONT 7 1325 121 1559 + 211 33549
+i+ HWI 10 107+107  80+117 131+£25" 31+47

Statistical differences between HWI and control (CONT) rats (either +/+ or PCK) were determined by one-way analysis of
variance *P < 0.05, ** P < 0.01.

JKZETEBRYIZBRA 1= (High water intake :HWI) PCKSwkT
&, AVPO R M IEI SN = (FREL DI TREAENIEER
F1=8). creatininefE CHHIELT=. )
(RHPAVPE(FIMPAVPEZERMT S EMHESNTIVS, )
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» Analysis was performed on tissue sections collected from all regions of the kidney
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