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WFZeR R OME (i) « AW T, FiBlmie~<7F K W,B(NPW, NPB), ZDZRFETH 5
NeuropeptideB/Wreceptor (NPBWR1) ™, A k L' A T A AAFRFERETR I 351 A& ENZ OV,
NPBWR1 KB~ 7 A & AN THEAT L 7=, NPBWR1 K~ 7 2 (3B AR <o 2 L i LT, [RPH T
T— LT S RN TV, AR R LA R TO NPW-NPBWR1 RO EI 2R 5720, A
FLUARAMETAEER L, TLA =3 27 A& AWT, Dk, 1TEE, KRR8I
7273 5 NPBWR1 K¥E~ w7 A | B A< 7 2|2 intruder (f AF. C57/BL6J ~ 7 R) % 30 4> [k
S, WHWSRDKR AT AN L ADHELE T T2k, TNH DT A —X OEAb% g U=
B, BPAEAL L Ll LT NPBWRL KB~ 7 A 1T, DO EFIRBE~DORIENIEFITE N E VD &
EMPHIBH L7z, F£72. NPBWRL K~ 7 A TIRODIERBRENTTE L T\, SLIZT7vod 7Ty
YU HIZ LD DB RIREET VEER Lo S A28V Th, NPBIRL R~ 7 A1, B4
Bl A Ll U CHBISDIER AL LT,

WFGER R O EE (HE30) -

(NPBWR1), in autonomic functional regulation under stress, using NPB/MWR1 deficient (Npbwr-/-) mice.

In this study, we analyzed of the neuropeptide W (NPW) its receptor
The urinary catecholamines amount of Npbwr-/- mice was increased. To elucidate the role of
NPW-NPBWR1 on acute stress, we created a stress model after having contact with the intruder,
C57/BL6J mice for 30 minutes. We monitored heart rate, activity, and body temperature using a
telemetry system. In Npbwrl-/- mice, recovery to the steady state of the heart rate after contact with the
intruder was very slow compared with wild type mice. In Npbwr-/- mice, cardiac hypertrophy was
increased in comparison with wild-type mice. After administration of angiotensin Il to Npbwr-/- mice, the

cardiac hypertrophy deteriorated significantly as compared with wild-type mice.
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NPBWR1 K TR NPBWR2 |&, X7 L AF RL~L
T 0%, 7 JEEL~ULT 64%D FR[EIME & £
D, MSZFEROME S FRITEEFEOKME T
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Edinger-Westphal #%. [EMIEEr, W MlkE
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NPW D52 45K Td % NPBWRL (. bk ks
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W20 oohb 5, IHIZ, B MTH NPBWRL
& NPBWR2 DHE % —H FE 2 O AR 1-FRAT
ZiE U Cotr L, THETE AR & OB %
HOEMNZT B2 DN EAL TS, B b
NPBWR1 21, A404T &\ 95 7 3/ & #a
(Y135F) % SNP 23, & bk NPBWRZ2 IZi%7 2
J RE L (Q206R) A5 SNP(A6176G) MFALE
T 5, TNHDOT Y —LE~T o THOWR
ZZ. NPBWRI TH#J—%|, NPBWR2 C | & ¥
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EHREL, LER~v—HI—THbHIA T VE
YT X A TRBIEE) & B PCRICTHARD,
NPBWR1 R~ 7 A WAEMZNZEN DO~ T A
TO, RPHT a— LT I OEELZTD,

4. WFFERE

NPBWR1 K~ RIZHIT D, 24 FFEZ RS
AT a—LT I, EFRIRETOMmE, O
W, KIRZWE L7z, NPBWR1 K~ AD
24 FER DR 2 VT R LU AlE, BpAER
< U AR THEIZHED -7 (325 ng/24h
vs. 222 ng /24h) (Fig.1), F7-. NPBWRL X
H~ 7 AT, BT L Bl U C U e A
PLoRMIm e, SEHImE, AT IR =T e )
7=, —J7. NPBWR1 K~ v RL, $RA A
WZRBWT, BRI L s U CEEE IR O
AR BN D E BT (27. Tg vs. 28.9g; 12
W), ELEEBEOHEMAEBRINT-
(114mg vs. 132mg) (TABLE. 1), X 5z,
NPBWR1 K~ 7 A L BpAR <~ 7 A DM EE
Z T a— TR L7 fE R, AR SRR IR,
FEEIERIAEE, EEBER, BHEEIC
B 7132 o 7= (TABLE. 1),
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LR &\ o T2 S 2 TN B AR
DGR EFEODT D, IR b i, TR
T ~DH /1% (CRHZ 72 &) 12%F LT . NPBWR1
DI OB E 2 > TS LHERI S D,
2 N L AT TONPW-NPBWR1Z D& E| % fiE
HT 5720, A MV RAAFET VEER L,
TLUA RN =V AT AERWT, DL 1T
., (KIEZBIZ L7222 HNPBWRI K~ 7 A
. BRI 2 Zintruder (F AF . C57/BL6J
~ 7 A) &304y Rk X, NWR DR A 4
AL ADIFLEAT T2k, TNH DT R
— A OEAbZ il U= AR, BRI L il L
TNPBWRIKRAE~ 7 A%, DD E FRAE~
DOEENREEIZENE WD Z AR LT,
(intruder & OFEM2MER#E OB O
H o WT:112.9+ 70. 7%, N=5, NPBWRIK#E~ 7
Z 1125, 1+ 69. 5%, N=6, p<0.05, intruder &
DHEAR3RFEIZ O LB OHEANER ; WT:104. 5+
24. 7%, N=5, NPBWRIK#H~ 7 Z:114.6+

58. 8%, N=6, p<0.05) (Fig.2), X HITT L A
U —IZ X 2 MO E A & R [ R D & 3
BURHT 21T > 1255 F . NPBWR1KHE~ 7 2 TIER
W R N BV ME ) 23BLES S AL, R AR IR
HIRAEIRBICH D Z ENHA L, £
. BREE T T~ U R OB IAE SO A AR A
HARE LT, ARG ED & BN E T D ik
A WEST L7225, NPBWRIRHE~ U 2% FW 7=
METIETE R, 5%, ZO~TAD
RFEARILE 2 JE L T FETH D,
F7- NPBWR1 K~ 2 L Bp/LTl < 2|2,
ToOF Ty Il B A AA T 2=
3T HT LTI, ARG E LAE A L

it L7z eT VEERR L, IfE, Dz HE
L 7#& 5. NPBWRL K~ 7 AT, A& 72 UUHE
M E, 2.0 EE OB (TABLE. 2) 2332
Hille, B2, LIER~—HI—ThbsbHI A
UEEY T X A B E) & E R PCRIZT
TR HE T, NPWR1 KRAE~ 7 A CIBLHEMN
L TCWABHHBENRALNTZ, 2D ENG,
NPBWR1 KAE~ 7 A JXEFAER & bl L C, 1B
REECHEMBROTLENBE SN, DI
T Ty 1T AMIZED ., DIERS
BT HEMmNALND I ENHBA L
(TABLE. 2) , &%, HAARRRITHEIZ L D0
fER & DREEMIZOWT, FELSHERILTWY
S TFETHD,
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TABLE 1. Gravimetric Data and In Vivo Cardiac Function of NPB/WR1KO

Mice at Basal Condiation

WT NPB/WR1KO
BW, (a)
Systric BP (mmHg) 1256731+ g?] 289-02%
Diastric BP (mmHg) 728236 1029235
Mean BP (mmHg) 819232 e
HR 6350+319 6266319
m}m} M43+34 1319 +60%
(ma) 901523 P
HWIBW (ma/a) 413201 1051247
LYWBW (malc) 32500 b
Echocardiography 293+01 240+07
LVEDD (mm) 1.36+0.1 124+04
LVESD (mm) 5345+26 49.10+ 128
FS (%) 888+17 85.57+22.1
EF (%) 0.85+0.1 0.96+0.2
PWT (mm)

Dista were analyzed by ANOVA Bonferroni test and are reported as mean+ SE {n=8]. EW indicates body weight. BP, biood

pressure; HR, heart rabe. HW, heart weight: LVW, l=&t ventricular weight: LVEDD, left ventricular end-diastolic dimension;

left ventricular fractional shortening; IVS, interventricular septum; and PWT, postenor wall.

LVESD.
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TABLE.2 7o UVAT v ITICED
FEEER D HeR

Left ventricle (um)

WT saline 9.3+0.3(n=7)

KO saline 10.3 +0.21(n=7) *
WT All infusion 10.7 + 0.88 (n=4)
KO All infusion 11.5+0.78 (n=6)

*

P<0.05 vs. WT saline
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