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Abstract

SRZILINFIAARZEMEEAT, MR, BIEICHE TANaBRIRZN L TRERZHOMELSR
ICBEETRENH<ASHSNTVS, MRIF, BEICSEVTEEREZROS N,
ZTOFMBHEECODVTRARATHY), AARTE, BELEBENMRREYIAMNT,
BEMRKO)Z#EH L, T DRBEBENT 21T > 12, BBMRKOTK,

DOCA/saltBffICK W FRE B ME EFFNFEh, —7,

REDERT Tlekcontrole LU TERABERMEZZEL 2 EH S,

HERICH TBNaBRROBHF ICHEMRIEELKEZRLZLTVSD ZENHS D & &2 Jz(Nakamura
et al. J Am Heart Assoc, in press). RALESE R EM4% O KRB HKARTOME ) AV EEIC
BTAVMRENEOERMN RENEERZZ T, EFLFOMRBEEIEIENEESDH,
AHROKRE,
BEMREVSHFHEEBEIASOOEVAVEEOHRZEEITERICKDZEEATVS,

K2 FonET,

MREMRENF BV ERISMEMFEEE "MREESHE, EVWS5HFHLLVESE L TRIBL,
ZTORECH TAIMRRIEMTTED D FHFOBAZIITLTEEL TREH,
CORICBVTESHEETOVLAN G2 1co BRBICHVIMREESMEZEIDHFELT
, PKCEZEE N5 %8 5 A (I L (Hayashi et al. Int Heart J, 2017),

FIEPKCEEBDBESARES U ) THBDEGFRERKEEOMREMAHTNOFHLEBESE,
FHIn VitroT B RO IR ZIILIONFIAA REMEDIn vivoETILZAVTRL,

# & L 7= (Mitsuishi et al. Mol Cell Endocrinol,

2018) LA FHAEICRHL LI NS OMREEFH KB,
FEMRBEICEREZXEEZREFLBZENOTHV,
DHMEVAVEBIISETP2BEMROERZERNTZ LT, FRECEELHAREEZA TV,

We generated intestinal epithelial cell-specific mineralocorticoid receptor knockout mice (IEC-
MRKO) and analyzed the phenotype of this model. IEC-MRKO exhibited the attenuation in blood
pressure increase under DOCA/salt treatment. IEC-MRKO also exhibited marked hypotension due
to salt wasting in gut. These findings indicated that intestinal MR would have a pivotal role in the
regulation in salt storage and the blood pressure control.

As for the underlying molecular mechanism in "MR-associated hypertension", which we proposed
recently as a disease status where MR antagonists are beneficial to gain favorable clinical
outcomes, we newly identified two membrane receptor signals which could alter MR sensitivity in
certain contexts. One is PKC pathway and another is EGF/ERK pathway. These signals could be
ubiquitously valid therefore supposedly important in the regulation of intestinal MR activity as well
as renal MR activity.
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Role of intestinal mineralocorticoid receptor in cardiovasculer morbidity.

1. HIREBRFROBE

SRIIIANFAAMRZERAERLUT.MR) (X, BligIZHIT5 Na BRIRENLTCEBERZHEOME LRICHEETHIENTIMNSHDL
NTLS.MRIZ BEICEVWTEERBAERDH DD, ZOFMAEHEEIC OV TIEIRMTHY . AME T, FELRFEM MR X8
TIALUT. B MRKO)Z/EH L. TN RIBEETEIT o=, I5 MRKO Tld. DOCA/salt BfFICKYFZHRINSMTE EFHINEHE S
h, =K. BIEDER T TIE control ELELTERLGEMEZZELE2EMND., FRIZHITS Na FIEDREIZKH MR ANEELEEE
BELTWABIEMNBASMELST- (Nakamura et al. J Am Heart Assoc, in press) . RALES FREF7EE 4 D KIREFERAE TLME")
AVEBIZEITA MRIEREDERENTREIN-EREZIT.EFLED MR #EEEISEENEFTLSH. AAEDOREE. HE MR &
WSHFHE-HEEMDME) RV EEOREFBIETRAIZHDEEZTINS,

HERIFCNETC MRIERENE DM E RIS NEEFEZIMREAESME IEVLSEHLMESELTIRIBL, ZOREICEITS
MR BZMITEDD FHEFOHEBAZLETLTREELTELEN. COBIZEVWTESEETOAST LA H o=, HERKBIZH LT MR B
EEMEEE2T2#FEELT, PKC BBROBEEBESHMIZL (Hayashi et al. Int Heart J, 2017) . £7- PKC EELZESREL T FIL
T#H% EGFR/ERK 28D MR FMEAEH ~DFH=GEEH. M7 in vitro BITELVIRIILALFIASAREMED in vivo ET ILE
FULTIRL., #;jE L7z (Mitsuishi et al. Mol Cell Endocrinol, 2018) , 2 W Fifz[CRHELI-Ch 50D MR EMHEFEHE L. 5T MR #aE
ICHRELEEZRIZFLBDIIOTHY . DIMEVRAVEBIZEITSHEE MRDEZERFTTHI LT, FEICEELMREEEZITL
5,

2. MIRERRAEEOBE GER)

We generated intestinal epithelial cell-specific mineralocorticoid receptor knockout mice IEC-MRKO) and analyzed the phenotype of
this model. IEC-MRKO exhibited the attenuation in blood pressure increase under DOCA/salt treatment. IEC-MRKO also exhibited
marked hypotension due to salt wasting in gut. These findings indicated that intestinal MR would have a pivotal role in the regulation
in salt storage and the blood pressure control.

As for the underlying molecular mechanism in “MR-associated hypertension”, which we proposed recently as a disease status where
MR antagonists are beneficial to gain favorable clinical outcomes, we newly identified two membrane receptor signals which could
alter MR sensitivity in certain contexts. One is PKG pathway and another is EGF/ERK pathway. These signals could be ubiquitously
valid therefore supposedly important in the regulation of intestinal MR activity as well as renal MR activity.
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