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Abstract

BeE, SIEEOMRICEVT, Villin-CreXTAEMRAoxYN TV ADREIZKY), BELRIEFRN
MRRENTA (BFEMRKO ) ZEHL ., TOXRBAEBHZBEL T, KBICHTAMRO LK MNa
FvXJ) (ENaC) ZN UL EMEFABOKEZRESHICL, TORBERIXERE L 1= ( Nakamura
etal. JAHA, 2018 ) , <5 DHKRFI Tk, DOCA/saltBRIB LV REFEFTEFILZRAVT, BE
MROMEEZREIL 2. SEER. ChSsONVAILBEBHRAR (HFD ) 8LUVERHSRIE
8% (HFSD ) 217V, TOXRBAHIZDOERFTZIT2 /2. HFDTIF. controlBECH VW THEDEM
CHEVIED EENROSs N, BEMRKOE TlkcontrolBEICLLL THEICERFBZEVEDOD,
BILMEEEAMEEATVE, HFSDTRR, COMEZENESICHEARTRZEEZFELTVE
A, REEKRVC &IC, HFSDTE, HFDIZEEL THEEFMA controlB, BBEMRKOBEE £I(CF
BlioMElzhTdyY), MEEAFICEEZRHEN 2z, £z, HFDIZKZBEAHBEOEL 2 ERB
ERABZAVTFMEL & 25, controlB TR, NOTOAFAR- 7LARTSEHNEMER,
ZOMNNFILRABF R ERZRL. BEMRKOTRR NS OEAMEE M TVBSERICH >
foo Ksp1-CreX T AEMR-floxN T ADREIC & WEH L EBRASEHFEAMRIIBY VA ( BMR
KO) . Uo7 XOBRICHEELTEY, YO TN THVRE, LiEKRET ZcontrolE
. BEMRKO, EMRKONIFLRTHO TITI<KFETH S,
We previously generated intestinal epithelial cell-specific MR knockout mice (IEC-MRKO) through
crossbreeding of Villin-Cre mice and MR-flox mice. We demonstrated that IEC-MR is involved in
the Na-handling through colonic ENaC and blood pressure regulation by two models, which are
DOCA/salt loading and low salt diet, and published this result (Nakamura et al. J AHA, 2018). In
the present study we employed high fat diet (HFD) and high fat and high salt diet (HFSD) to
compare the phenotype of control and IEC-MRKO. In HFD models, body weight (BW)
chronologically increased in both control and IEC-MRKO. Blood pressure (BP) was elevated
accordingly in control while BP elevation was significantly attenuated in IEC-MRKO. In HFSD
models, BW increase was abolished in both control and IEC-MRKO and there was no difference of
BP in two groups. We also analyzed the gut flora by using rectally-collected feces. Bacteroides and
Prevotella species tended to be increased and Lactbacillus species tended to be decreased in
control. These changes were attenuated in IEC-MRKO. We also generated renal tubule-specific
MR knockout mice (kidney-MRKO) through crossbreeding of Ksp1-Cre mice and MR-flox mice.
Now we will schedule comparison of 3 groups (control, IEC-MRKO, Kidney-MRKQO) under HFD.
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Role of intestinal mineralocorticoid receptor on cardiovascuar morbidity

1. HIREBRFROBE

2, BIEEDOMEIZH LT, Villin—Cre ¥ A& MR—-flox YIADREIZLY . BELEREFEEN MR RIEYYX (BE MRKO) %
EHEL. FORRVBIFEBLCT. KBBIZBITA MR DO LEEM Na FvRJL(ENaC) N L-MERAZEDOMEEZBHASA,ICL. TOHRE
Z M CER & L7= (Nakamura et al. J AHA, 2018) , Ch o DHRET Tl DOCA/salt BRIBSIMEESBARETILZAVT.BE MRD
HEEERLENS. SEER. ChoDYORICEEFEAR HFD) LU EEHEBIE AR (HFSD) 21T . ZOXRBR(COER
§t%&1Tot=. HFD Tl&. control HIZBWLWTHREDEMIZEWLED EFABHON-H. [5%E MRKO E Tl& control BEIZLELTIX
BIZEFBWVLOD. AEICOEEFEHAMFIESN T =, HFSD Tl COMEEMNSSICHERTH2EEZFTEL TV =AY, KT ELR
R &S, HFSD TIX. HFD IZHEL TR EEMAS control £, BFE MRKO BEBICHEICHRISNTHY ., MELHEHICEFRDE
Motz Ff=. HFD IZ& 2 BERHME O EIL#ERERAEZANTEEELI=LZA. control B TIE, N\ITOATRE - TLRTIEMIE
IER ., SORNAFILRABAFAMERZRL., BE MRKO TIEIASDESINFISH TLBIERIZ&HD1=, Ksp1-Cre ¥ 7 X & MR-
flox TORDKERIZKYEHLE-BERMAEHEN MR RIET IR (B MRKO) (X, Yo T IL YA XDBERICHELTEY., YT ILE
MNEFABNRE . LEE#5TE control . I5%E MRKO., B MRKO O 3 #ILE THEOH TIT<F ETHS,

2. REREEBEOWE (FER)

We previously generated intestinal epithelial cell-specific MR knockout mice (IEC-MRKO) through crossbreeding of Villin—-Cre mice
and MR-flox mice. We demonstrated that IEC-MR is involved in the Na—handling through colonic ENaC and blood pressure regulation
by two models, which are DOCA/salt loading and low salt diet, and published this result (Nakamura et al. J AHA, 2018). In the present
study we employed high fat diet (HFD) and high fat and high salt diet (HFSD) to compare the phenotype of control and IEC-MRKO. In
HFD models, body weight (BW) chronologically increased in both control and IEC-MRKO. Blood pressure (BP) was elevated
accordingly in control while BP elevation was significantly attenuated in [IEC-MRKO. In HFSD models, BW increase was abolished in
both control and IEC-MRKO and there was no difference of BP in two groups. We also analyzed the gut flora by using rectally—-
collected feces. Bacteroides and Prevotella species tended to be increased and Lactbacillus species tended to be decreased in
control. These changes were attenuated in IEC-MRKO. We also generated renal tubule—specific MR knockout mice (kidney—-MRKO)
through crossbreeding of Ksp1-Cre mice and MR—flox mice. Now we will schedule comparison of 3 groups (control, IEC-MRKO,
Kidney—-MRKO) under HFD.
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