REF1FIIR
MEIREF DAEK OEIT B EREET )

iR E I+ (Pregnancy-Associated Hypertensive: PAH) ~ &7 A%, iE4R% H
(2 100% @ MLEZFERET D, Fox DL L7 R THIO TOBIB T HE~Y T ATH
0. HERNIIRER O DER E Z X7 [ROMBLIABIE SIS, PAH ~ 7 ADEE
IRBEADEMEDIIEILT VAT v 11 ZRE (AT1) Z2hLTN5DZ LR,
NEARAEIE DI PERCIRE R b L R & DB, RET L~ U A THIEE I DRk
BEENL=-T o VFT vy (RA) RERIC L > TSNS 2 &, £k
IRFEEZ LTS Z L b POSERICEEI L 2 BRIEN I R EE I T
&7z, LU, iR fER: O DIEO BARTE RO ZGIZ DWW TIIAH Th 72,

OB K ITANR & M EEEREDO EE /2 ) A7 7 7 7 X —Th H0, RPN
JERDEATIIAA TH D, £ 2 THL I, DIEROETIZEEG T 5K+ 42 8 57T
T 572D, PAH ¥V ADLIEIZ BT 2 B FREOZ b & fEERICHT L, =
Yhur— v XL LT, ZORER, PAH YV AOLETIX a-1A 7 RLF U
YRR (Adrala) @O mRNA ERNEEICED LTWL Z EHA L, EHI,
Adrala Z R L7- PAH ~ 7 A Tld, PAH ¥~ 7 2 L D H EHED LI KZ "9 Z L3
O o T, D2 20D, Adrala OB EIIIEIROE TR 5T
YIOFT v IR THIEIS AL TER Y . Adrala OFBLEOZE(LD PAH < 7
ADEATHODIERIZE G LT\ A Z &R Sz,

Pregnancy-associated Hypertensive (PAH) mice are the genetically
engineered mice that we have established to develop 100% hypertension in late
gestation, with maternal cardiomegaly and the appearance of proteinuria
observed before delivery. Unexpected findings have accumulated, including that
the onset of hypertension in PAH mice in late pregnancy is mediated by the
angiotensin II receptor (AT1), that it is associated with fragile placental
structures and oxidative stress, and that the tissue damages observed in this
mouse model is reduced by renin-angiotensin (RA) system inhibitors, and is
accompanied by sleep disturbances. However, changes in genetics information
in the heart during gestational hypertension were unknown.

Althgough cardiac hypertrophy is an important risk factor for gestational
hypertension, how cardiac hypertrophy is progressed during pregnancy is still
open question. Therefore, we comprehensively analyzed changes in gene
expression in the hearts of PAH mice and compared them to control mice in
order to identify factors involved in the progression of cardiac hypertrophy. The
results showed that a-1A adrenergic receptor (Adrala) mRNA levels were
significantly reduced in the hearts of PAH mice. Furthermore, PAH mice lacking
Adrala exhibit more severe cardiac hypertrophy than PAH mice. This suggests
that Adrala expression is regulated by angiotensin II, which increases with
progression of pregnancy, and that changes in Adrala expression are responsible
for the progressive cardiac hypertrophy in PAH mice.
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2005 FLARTIZAENR P 30E & FEEAL T 2 IR g% & i = fE R (Hypertensive Disorder of
pregnancy: HDP) X, #EFED 20 A2 1 ADRFEIET D RHAE - Il - FiAE A~ Ic K&
RV AT ERDIFRDO—D>Th 5, BUEIL, ERTICE 2 2 @l EAERER & LT, EiRe
IMJESE AR i B, N EE R AR e 1 BE S i UL & HE 72 SI2a STV b, 4
Wpl & HBIZTNDBRENHET D2 &0 b, ] OFEDES B> Tnd &S, it
W 5 0 EAE OO R A C IR B i 6 eSO T RE & W o T IE F AR AR I U ZH D FR A FERE AN AE L
TS LEALND, L LR bREORIE « R A U =X 503, fEA, BAFEICA#T
DIEFICNEETHDL Z ENLRERHTH S,

HDP DOJREDFRHH & L ClE, millEE FERETDIEBEHETH D Z L0, RE AT
IR A E T 28, BMEDBBHIRROFRICELSBIET 5 LR ENBET N
Do EHIZ, BIRICBWTH FENBRBERBIELHRE T2 08MbNTEY, EEOS
BIERET & DI ER D, REBOIRREIZAIZIL, GO &N OREE N FEH ST
BY . MAETGHERE M A e O T 7 & RIEIC K D MAE PN ECHERL DO RE R 5 DS AR RE D
JRK EZZ BN TWD, L, AEICIT 2 5EMTICET 2F981%, iEmZ 5 &+
D720 B - BRI EEEZ D 2 &0, BB E~DORIEMZEBE L. A 27223401
IRETEORE L ED, HEATWHWRWORELRTH 5,

2) L=y - 7vFFT> % (Renin-Angiotensin System : RAS) (iHRSME=
7 2 (pregnancy-associated hypertensive mice: PAH)

HDP (25T 2 W AEFIED A & LT, MEFEIC BV TREMRAERTH S RAS O
BERHSPBEEZ LN TE R, RASTIE, FETHLT AT v /=7y (AG) »
RL=r RN) ICX2RRDREZT T VoFT v T (AD BAEKRS L, AL



SHILT U IVFT v EHAREFE (angiotensin converting enzyme @ ACE) (2 X U452
J. 7oA T oo (AL ~EEBESN D, AILIIENRAERLVESTHY | FF
BESZERTHLT AT o VRIS ER (AT1) %4 LT, M PR FIE <7
U D AOIFREER R I 0 ilEE BER S S,

BAFFEE TR L C & eiiRaME (PAH) ~ v X%, t ho HDP LJEL Lg%
LT 5ETFATHY ., HIRFEICBIT 27 V4T v v T OBREPEAICE Y, AT 7
FRTUE L IRER IO Lo E IUECIR R OGS & W o TR BRI D,

3) PAH =7 R g DERIEHRAENT

BAR (WT) iR~ 7 AL PAH ~ 7 ADOHERTBIZBIT 5.00E@D Z 227 U7k
— LEFTZ4TV, PAH ERDIRICE VT alA-7 R LU UZRIK (AR) @ mRNA JEELH
BEFLTWDHZ EZRHLE, EbI2, FJERLVEVELTHLOND T VUAT vy 1T
(Angll) Z#5 L7 WT ik~ 7 A THRERIC, alA-AR mRNA OFEHPMET L TWDH 2
CHERB LTz, £ 2T ZORBUR TR LIERERICED X O el Z Ri- T OnE i+ 5
72002, SAFFEENLIATNCHER L T2 alA-AR KO ~ U A% EHT 5 2 & T, #Hiizic
PAH/a1A-ARKO ~ 7 A &30 LTz, & D5 R PAH/alA-ARKO ~ 7 A X PAH & bhiz LT,
DIUHERERCILE ORI OFRME(L L~ B IFER O De b OO LEEAHINL
DO mEENIERT 2 2 EZH LT oTz, S HIZ, Ang I 85 L7 IETHR al A-
ARKO ¥ 7 AIZBWTH, Angll FHEMO.LIERNPEEET L Z 2oLz, BLED
FERI D, PAH ~ 7 ADDETIE, Angll DHENNZ L > T, alA-AR ODREBEMETF L, 2D
alA-AR EELOK AL KROERICEET 5 Z &N RE 7z, (J. Biol. Chem. 299,
102964, 2023)

4) YOAETINEERLVICEESNERROE M L SEORE

LRI 6 MO BB 2 GRS 2 2 L BB ETH 5 Z L ik ~Tn
Do MR-V T IMERERT Y T =72 X o THEIINLTWD RA REWET 5 Z LI,
EMEREL L& LI BB g LThH, /o, ZRF* Y PU—Z8%EE LT
b CTEEREE TH D, Bl (EAXIIXRE) T%EMEO ] THH . KR
ELTRNTL DRI [Fn] LEZ20N5, ZOXOIRFZATOLE, K0 EMER
TEPRIFIZ I8 1T DI RBMEIAIZ DWW T PAH ~ U A DBURTE AT 2 & 0 FFiciED 5 2 & T
A E TRIBIRZ2FRE T o D IR I 287 MR 2150 2 L 2 HfF L7cw,
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