TXKFE T 46

A3 W ST M L &I Bt T T D6 M 5 < JIR6 . A 28) DR
B FHRETALBENINEE STy N W=D

WRWrgEHE 4 W A R (BYL DR IR E R G I gE e 2 —)
JERWFZEE 4 LB EA (EMEFURERT A =R A IRt 7 —)
SRR E 2 (UL AR HT MR R S DR gE e 2 —)
U P 38 B GRUEE) 1 & F REEAETRRBEF R BUIR)
FE S (WHO BEREHR B FPE BRI R FE 5 —)

EEBIEBOOESTHLEMIEX, BEARLEL M2 R LSRRl OEE
RIERIR T THHZ LML E LT DOIRFRC T I 2B AWF RN BRI TS,
BAEET, BREEHRTIZLICE> TRILEDOT LR MNIT b TE=N, 5%,
RSN (F IR HE) BETORECHEEMAL, BizLREELata—
N BZERARICZNIES ETU LOBMET IR R LD LB X5, AU
Z2 G, T Ul JE SO I 48 B R e T VB & T TR e e R R R SR P BAR T O T HE
VRT3 2L E B INEL TR I RoTn, RWFRITE N THRELZBIMIILL T 2
IETHD, (1) BEEIIEIIEEZZU, 100%DTE LTI ZE R (I H 1, I4ATT2E) 258
JET DM B JEAE & M £ B 4R 38 SE 7 » b ( Stroke-Prone Spontaneously
Hypertension Rats; SHRSP), (2) MR Z W E THY I FILRIEDME TH
b7 vFNa) A ACwT 55 KO P TH B IR LA 0 )i 1035 298 575 VR R AT
FHLTOBEMESNTNBLANN AR T B FNVa) S /E (V757 5, M5R) &
BFERETLEAPREEN D TRBEE2T R (MR, L E 2 fEORRE Y
PR, B AKA~OWEITPE AT KR 5 XA E D ZEL (KR B 5 W1, ISR L -
ARG . U TR KIS 1% oo R TE B I B O M L I R &) o
NE=IT o7,

SHRSP, M5R™ = 2\ IR 2T e M R HY . B AKBETUC LI E D L5 53

Hbiz, 12 WD SHRSP 33 X ONWKY D Ji & 2% B8 L7 At £, WKY (80.2%3.5
pm) &L T, SHRSP(55.3 4.1 1 m) @ KM E) IR LT OB RIS W THEIC
MW LTz, FoRER IS, WA <=7 RE LT MR~ A H1 K it @)
kLT O MBENIRIZ B O TH B I E R 3R LTz,
ARTFFEM A Lo T= T AMAE BRI E S AT DAEAEL , WARIITIMEE P2 RAET 5
IMZR PSR é | B AR T B2 LI IR IR S L CTD MBR =7 AD i H DA
RS M v A T & I A BRI S D PR AR R AT LN TEIZ, A% \lLEE EL T
& BB A 36 29 SHRSP &, IE 7 LTS3k il & BEE 2 82§ MBR v
AD T H DOFFHEE SHIZFERNT IR FTU | A MRR B2 1 /& M= & )96 8 9% 78 o> B4R % i
LT,
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BRESE 0239

RIS RIMILE & MERBIE (MM - M ER) O
—BEFHE~ VA LBEEHMETZ v bR AW —

BEFEEL Fozp (BLFAEABAERSEARLEY Y —)
AFFEESL LBER (BELEFEABMSEREFRLY Y —)
ARESL (BLEFREABAEREFAELY ¥ —)
BEELE (RENLTFRFEZRARFIHER)
FHES (WHORRBRATHEBRARAARE LYY —)

1. TR EE
EFBEROVLOTH 2 EhER, BELLE, MEFPUHRET L OEELRE

BEFTH2 CLALbERENERDPFHIC ORI IHENEERINAT NS, ¥/ 4
HEICIVEABELAEBAEETFAEINAT VRN ROBERINFRAAERFERINAT VS
RFE, BREFRERLBWIRT7T VA Ty /=&l LHET2RERIHERETD
FEFABRAICHDATWE, REI T, RERFBRTI3ILIRIS>TEAEDTH PER
RiFbhTEEN, 2%, RERSHE (FARB3AREMNE) BEEFTORELH 2 ZHA L.
HErEEF I PO — LT3 AT RIEAAESEITREOEaETFTH BRI S5 DH
h3a %23,
AFETE, SECREREEETT VSV ERAVCIHALRERSHRETOTHNE
PR TEILEBHLLTBIN =,
AFEICBOVTHELLEHYEIRTO 2E8ETH 5.
(1) BEWIIEAER® 2L, 100%0 I TRES (Bih, BEE) 2HET D
RETSRESAEBREE S v & (Stroke-Prone Spontaneously Hypertension
Rats; SHRSP)
(2) 2 ENHREEYETHY FRRFDYETHHITEFLI)YIIRT D
SEROE TCHEIRNBORGEPESICHENKER LTI LREINT VS
LADY VY HTEFNLAY V25K ($7947 5;M6R) #EFrEFIFENF
FERAOWTREIEETY R (MSRT)
ME 2 BOERSGYERA L, REK~OFFHE, REARFRIZaEO0RL (KEREK
EMRM. KEE - BREIEEL), TLTIALEARBIROWRIHULRER (Ra¥,
21T

BaRKE) ORE > 7=,
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2. ER% &%

2.1 ER&Y

FERLESYEINTO2EHTH > 7=,

211. BEFHGREFRTBEARRBE S v b
(stroke-prone spontaneously hypertensive rats; SHRSP)
(B#) BEEYINELELEL, I00%XORITRFT (MEh, MEE) 2HET
5 —DERGVYL L THABEFAAFORZELICI W ERI N = (Figure 1), L&A
BYLTLE¥HE Wistar Kyoto Rat .(WKY) zAw i,

212 LZ2A)V BT EFNVAY) &FHKR (75475, M5R) #EFRET TR
(M5 muscarinic acetylcholine reveptor knockout mice; M5R™")
(¥8) MSR i, XBLUHREEWHTHVaERKEGVWHTCEHE T EFNL Y
YIHRTERFRO— DU LTRAAE SN -EEZTFTH2, RREMITEHRAUE
DRaTPFEHICHENICRALTVWILHELE I T VWL, TOTYRIE., £RAHE
FTh2LBELHIKIY MR REF2H#EFI¥NFEETACTIRBEIRE ICL
DIER S i=,
T, MBR7 T 7 Z2IBWTTEF LA )y ILLI2aBhB@sRELAYI A, &
BRATUALAFTIFERTZ2OIIHLT, RAaBFTOLT7EF N v Itk 2 aFnki
DBIT IR EHF-STWDI I b oTWNE,

2.2. ERF &

2.2.1. RERICHT B HHF %

REKICHTIEHIHROERI 2 D0 KBEAV, —FICIAEK (KREETEES
RE)., 3)—FICHRERE NN TEE:, ERHYICAHGERILEELERNET S
ick UM ERAL ML,

222. MBRTIZB W 3 B AR SITL 3 aE DKL
HEFTIPWIIRAEBRELEELAY Y2 (MSR) KBLWTAEARERICL 28R
DRALZAELZ, REETBEAIC—EOHBTITY., REMLE, RERMPLE, QK.
HEEZRRICAELEZ REREKILIIAE~NORREDBOEALMIT E L EH
Z. RERKOBREEIRNTO2 Y-V 28R L,

(1) R EERMM (0.9%EEREKE 4 HAM)

(2) ERE -2RERXRIRY (B.O%EERKE KL 09%4AERLKEZSBHT>28)
223 REARBRLBOWBREHLNER (Wa®d, MahE) OoRE
rtROFAETAHCEHY (SHRSP, MSR”) #AW3, REK~NOFHFEL REARITL
ZHmENR{ERE L%, BERYELRET L, v P2HEL LEMBERATE
BUMALTOWEY, YUVRARHE L LEBERNELEN LN o mEbIl, 2B OH
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REBRICLY TV ARBERRAELEE L Y VT v 7 T3 ULNTER, RTiICHBER
AT 3,

2231 IUYARERAMNETEE
FREICLIURILABERANE S AT LIINTOEY TH 3 (Figure 2.).

N AKREBE (TK-4. BRC) *AVWTAVIZNVLYREEFT W, MY ELEE R
E (SR6N, F V%) iKgHrtBEL, BELtV Y- 2494 —-FA—-¥%— (BAT-12,
BRC) Y & #WRAEBRAFEEE (BTW-100. BRC) KL WHEBEE—FITRD, A%V =
2a—LEBEANLTAHEHXYF L —F — (SAR-830/AP. BRC) ITL 3 AZFEZT W,
KBR#MA=Z2b—Yarict), EbI Y XF2—% (MLT0698, BRC) 2w &
BFEILIZOMAENE=Y )V /ERBERGEFRMOME B L TT I (ML117-BP
Amp. BRC).

TYRABEREVRAL, FESOARBBZEEFLZ F)MICLI ) ERBICH 2, P ABMEB®KNRT
DEMHJRPABEETEIBZIIINLIBEEETTEHE(NY, HELR, IXITINVAALANOETICL
HEOFERML2ED, BRI aFTORELIIHICTS., RAMNOFELRFAZEF DRAKOR
B2 45, E—F—TA—DAFIATHEEH 7+ — D XAEHEHEHKHE (MZAPO, 71
H) TIKHHEHBH L, 3CCD #5—EFFH A5 (DXC-390, V=—) 2AVT&ERK
aEH 2 Ea2—% (PowerMac G4/800 dual, 7 v 7)V) 1Ko F BE% % B YA B,
TFT R&E=F — (M7928J/A. 7T v 7)) LTHREBELOMEMRPLBERO LE OB
LE2HEL, MaBTRBROREERTI, -, RHBOAMEEICHEIN 3 F R BE KN
TowEBMRODAELICKNAaRAERNERAND o —7 (ALF 7u—7 C, TERVR) #2828
L. L—=¥—=Fy9 75— (ALF-21R, 7 KRV ) 2AVWTHAAB L RaRAEE O
RIE 2T I,

MERSDERNENRICIARIR Y 2 - LIV ELZTW, 288 pDH/ R T A S5H
EE (N4 )V M248G, A T V) FHWTEHKaTOBEIE. —BILE AL E. DH
FREL, T—0EEREEEHS, /-, RERRNELTRICEBERDK LY o %47
W, mEPOEMEREETI L LHIC, aRBHA (FaRK, gk, o bhRwREK,
NI MYy ME, NESUEVBERY) 2179,
FAREFEZANCTHELEYTVABKRE LO# & E OF A % Figure 3SR T,

2232 Sy VRBERMERE
REMREBLTHROIy PEAV, 27— IVEBEKRET (60me/kg) TRE V= 2—
VEXNICIWVAZFR 2T o7, 7y PABREERPRBICER bmm 0FEEZHBAL. A
IMFEMAEFTEAICERL (FEWNE ; 3~5mmHeg). CCD # A5 2AVWIRALAF %
EFAE=y—-—ETHEL ., (Figure 4.)
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3. ERKER

3.1. REAICHT 5 HFME

3.1.1. KEEWMEF 7 v + (SHRSP)

B2 % Figure 5. IKfRT. E¥aETy P LB LT, REWRMEF T v b IIHKITFW
FEICEBEREAKEFOLILFAL I E R o /2,

3.1.2. LAYV &FEHKKRKTY X (M5R)

2 % Figure 6. 1257 T, 0.9%. 2.0%. 4.0%D 3EMORKE CTHAREIT > =R, M5R
”u\MM&E*T%##W%%K&E*%%&:X#b#ohc

3.2. MSRVICHBH 2 4B AEKICHT 3 oE 0K (Figure 7.)

3.2.1. REEMM (0.9%£EREA%E 42 AH)

00%4E ERBABENOERY L RBHAEINIFER YA LR L THERITRLD
NG d o, TEALEKKSFRABE EITIH MBRT. AT Y R ¥ & I0IRAE & E N
BYTrHEarabhEs, RESBERE MSRTY TV RAIKBVWTAENHEER LFH
ARohi, BES5BENBIRENLRELLAT S >k, MSRIX, REBZBRICAE
AERT BN bAoTE,

322 KEE BREXERS (BO%EBREAKYL 09%:EREKE5BHT>28)
EREREKERS LAY IS, MBR7THIAKRBRSIHILAEDOFEL LR AL W=D,
HART YA THAELFOREN &L >, EHMOBREREKRKATOKR, S5BHMO
EEABAKAFICVYBI LIS, BER IV AUEE RS ThBEMIAD LK,
MER7 T AT EBAEIEENET TAIET. AAFEWAHAETIIZVaETEEZTL
. BUBEERBERKEZABLAEZLIS, MR O E@IE XS ER LAY, HER<
VADGELAOEFBI VB LRABETH > 7=,

33. MaFOHRERR

3.3.1. ¥+ 7 v’} (SHRSP)

1 288 ® SHRSP 8L U WKY OBMaZ#2HEL xR, WKY (80.2+3.54m) ¥
B L C. SHRSP (55.3+4.1yum) OFRABB RN TOMB RIS THEICATRED
By L TWi,

3.3.2. M5R" v 7 X

1 2BROHFERTYABIYU MSRYVAORABTBRI?HALLEER, FERI TR
YHELT MBR T VAT AMBKRNTOMBRICBE N THEICLAEFENEI LTV,
(Figure 8-A. 8-B)

34. BaRENEA
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3.4.1. ¥+ 5 v + (SHRSP)

WKY (70.2+5.5nL/sec) ¥ t# L T, SHRSP (45.7+6.2nL/sec) Tl A& i E XK
HEHHFEICAI LTV,

3.4.2. MBR" v 7 2

Fa R v AL hBELT, MBRY VA TUMHAFHEEREIIRARE» AL T,
(Figure 8-C)

4, FE
PRIAEEOAEDRICI > TV ARBARMEY AT LAEBEL, REWITHE
bR RETOIMET Iy b, REFREK L M FHRSLHH L TS MR
T ADEEDREEZ RS AED L UBEAREL >V TORNET >, ZOR
% . SHRSP. MSR7 T 7 A v bl M@ ERAH I LTWEC L AMEX N, MER
BEEXN, RERZRIISAERETEILERL L L Lo 1,
EEDEAENMERAY ELIEE LI INETHEMIATE 22, MBR Y Y
ZIEBWTI, BEOLEEIEE L, EFaELH/R>T WS, D%, MBR" ¥
CAREERETCHYRFORERBELRETIETVHH L LT, BEFHAK
BECAWLNEILAZEIZLNG, T/, COTYRADEFEVL I A, BER
E¥RERHEHELTVIICHr 2 HLT, 2EAERKOBERYLRMR ST L. EHH
PDEREREARBRIICLI->TAEN LR L, —ELALEAEREF@EICRYITL
WIXYTH3B,
RERSUREAEDAI ALY LTI INITHEIRBEINTETWS N, 4H,
MR %W AZRAWERHEICL>T MR M6 20M5 2T 38FHO—D2LLT
ZZB3UNTEELRI,

AEABSILI VAR T AELAE AL, MEPE2HET 2 SHRSP ORB L O
PEWY LT, AEOFEICHWT SHRSP ¥ WKY OERHT > 7%=, MBRT ¥ 7 X
YRRICREEEEE AL, REBRSZHICERELZELE, ARATRICHRET IO
EREPFICLINI->TRLEBRZHESAEY MSROMBEAL NITL TV E 20,

5. 528 ORA

PRIAEFEORAREREZZY T, HEBEBE (1) »5 (3) LELT, FALSHF
EEUMRTOIINHEAT R EERGICED THE L,

5.1, #$EWEaEPLAH )Y &5H (MGR) #EFUYRERAZEDRR

[AE] Mzxd+oy b (SHRSP) 12817 3 MSR#EETOHRR. BB

[#%)] REBETICBVWT SHRSP 7 v P REWR L., ABRHE. 5. RE, IRF
5@ L. TRIzol %It V) total RNA # #%#%. cDNA ¥ #E T 3. Z2HMICTSY
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% M5R mRNA # = F &R % £E8M RT-PCR ZICIWVRET 3, WEHRBIT VA X
¥ —Fav 5w b (Wistar Kyoto rat; WKY) *AW3, /. FAHOFAICS
W39 R KERET2AI YT Uy T A 7FICIVRNET S, REAHAKCEZAF
T3 vy inlf, SHRSP BicB1} 3 MGR A ELE 2T, MSR 0B # %
L I A N

52. RERZUSAELREREENKA

[AE] MSRAEFREAETVALBYIBERAAEOE R

(] PRIAFEICT o EBERARNTIBROATERHELL L THoE. Z0OF]
All, AFBROBRKRPRBEERAETEZAIdY, BAaFRIrREIRL > TER
TORTFERET I LA TEE, 48, XLIKESORERIHOMaRE(E L
Lidlw, HABKIL—Y—2RAVEF—-FNFIF 757 4— (ARG) k2 KA
LTRER A4V ERAG0aRE*EEWICHELAV., BRICBL T XHEY
HEOBRFOORNPFEORBILYI S ARG BRICL I MBERATUREIT LAY
FbhbhTuwAw, T, AFERAREITERL Iy PP R2a2ACTTHONTELES
BThY, BEFTYY7RALAVERRREFI I A TOAL A, LEL, YV RE
HELLZARGEERAET A ILICI Y. ABREETI MBRY V2024 5 ¥,
FHRERINATOIRBETHXEIVALBY IRAROETBYRELT I L AT
AN, BERLVWIBRADPORMBROBAILODLNZTHESNFILbNE, 48,
HEFAELL L THREBEEIRAFHE L Y —BIFAEARETFRELEICTHENLEE
(CeA TR A >k, ERALEIRAREFARERCTSH Y., BRICTH I 5 %M
PL—Y—FAWE ARG ZOHE—AEFTH 3. 7y b EAVE ARG Hit>0T
DHEHEIHENEEELNL, BRIKCBYE3YYRA2AVE ARG 0B K 217 -
TuwEkwn, RERZHIIKATHRBMEIHAF T2 MSR REVYVRAOMAaRE 2
ARG ZIR X > TEEBT B UDNTHELANWETAEEAFE VWK RER T U THRY
BBEEBI,

5.3 WREHICLILINMBERDEOERILIIRITITREOH T

(ME] TV2AZAVERNBREHLRERSEORSREZOMSE Y MSR R&A T Y
A®AWERE

[F#] RO BY, MBR RAVVRICBUINERGEIIFTICBEL T, &
BOBRICIY XLICNBERGEI T T E VAL LR o, WRFHIFIEC
ZYEICAAMICMARBEOE T E Y X b h T 03N, RERS MO MER
REITTVARNBOVTHWHREH LR ARAETORBRPEFTICBELTORWTHESF
AbNd, T THHENNETTCHUA->TEAIVARBRAEZ LASFICELRE
BFEWIIRAAONBFYFH YTV —CX3FERRIL TS, COFETHRMIC
HZTH T v bPEAVEREFRBERMNEZICATIHAEELILBBHE2DHLTHY., <
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TAERRAVWTRELAEFAIREIAEADTN, L2L, RERLEREL Y —EFHIAFE
BENMLOTHE, THTELE (2) OFMRLEARICOEESILEFTRTH 5,

Table 1 Body weight, systolic blood pressure (SBP), blood gases and blood

biochemical markers in the M5R™ mice and their wild-type littermates

M5 M5~ )
Body weight (g) 39.3+0.7 39.9+0.9
SBP » (mmHg) 109.1+3.4 109.5+ 3.0
PaCoO: (mmHg) 345+1.2 33.1+1.9
PaO:. (mmHg) 123.2+2.5 121.0+1.5
pH 7.25+0.02 7.26+.0.02
Blood Glucose (mg/dL) 132.5+2.1 134.2+1.9
Total Protein (g/dL) 5.2+0.1 4.9+0.2
Albumin (g/dL) 1.88+0.01 1.87+0.01
Blood Urea Nitrogen (mg/dL) 24.2+0.6 23.9+0.5
Creatinine (1 mol/L) 79.6+1.3 80.7+1.4
Total Cholesterol (mg/dL) 108.0+1.4 107.3+1.3
triglyceride (mg/dL) 53.4+2.6 58.0+3.2
Na (mEq/L) 1429+ 0.6 143.0+0.4
K (mEa/L) 4.86+0.16 4.93+£0.12
Cl (mEq/L) 1189+ 0.8 118.4+0.7
Ca (mEq/L) 4.83+0.07 4.91+0.05
No. of mice 12 12

All values are means * S.E.M..
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(a) T )
Figure 1. Pictures of Stroke-Prone Spontaneously Hypertensive Rats (SHRSP)

(a)normotensive Wistar Kyoto Rats. (b)SHRSP.
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Figure 2. Cerebral Measurement System for Mouse.

Mice were initially anesthetized with a mixtureof ketamine (200 mg/kg body weight, i.p.) and xylazine

(10 meg/kg body weight, i.p.) and were breathing freely. The animals were fixed ina stereotaxic frame,

with the bone overlying the dorsal surface positioned at the center of the left parietal bone. The
animal in thestereotaxic frame was placed on the stage of a microscope equipped with a long-
working-distance objective, and the cerebral vesselswere monitored with a CCD camera and their
images captured on a personal computer. The branches of the middle cerebral vessels were defined in

the order from Al to A3. A probe with adiameter of 0.5 mm was attached to the point of divergence

of the middle cerebral vessel, and CBF in the parietal lobe was measuredcontinuously using a laser
Doppler flowmeter (ALF 21, Advance Co., Ltd, Tokyo) and that data were analyzed using a PowerLab

system(ADInstruments, CA, USA). After a measuring of CBF and vessel diameter, blood samples (30
1t L) were obtained from the abdominal aorta to measure levels of arterial blood gases(PaO2, PaCO2)

and pH (Blood Gas Analyzer 248, Bayer Medical, Medford, MA, USA).
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(a) (b)

Figure 3. Cerebral microvessels in mouse.

(a)broad area. (b)expansion of artery and venules.
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Figure 4. A schematic illustration of the closed cranial window methods (a).

The head of rat was fixed in a stereotaxic frame, and the skull was exposed by incision. A
craniotomy (5 mm diameter) was performed in the center of the right parietal bone using a hand drill.

Pial arterioles and venules in SHRSP/Izm at the age of 4 weeks (b).

The pial vessels were observed on a video monitor and recorded on videotape by a CCD video camera.
Bar is 100 ¢ m.
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(mg/day/rat)
60 Figure 5. Salt water drinking in SHRSP.
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Figure 6. Salt consumption in M5R™" mouse.
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Figure 7. Salt-sensitive hypertension in M5R”" mouse.
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Figure 8. Cerebral circulation in M5R™" mouse.

A; Picture of microvessels. B; Vessel diameter. C; Cerebral blood flow.
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Salt-Sensitive Hypertension and Cerebral Circulation

in Gene-Mutant .Mouse and Genetically Stroke Rat

Takanori Noguchi, Masahisa Yamada®, Shigeyoshi Itohara’, Katsumi Ikeda, Yukio Yamori®
DBrain Science Institute (BSI), RIKEN, Wako, Japan, ??School of Human Environmental Sciences,
Mukogawa Women's University, Nishinomiya, Japan, ?WHO Collaborating Center for Research

on Primary Prevention of Cardiovascular Diseases, Kyoto, Japan.

Summary
Recently, the availability of transgenic mice has enabled us to examine the involvement of
specific gene products in various pathological and physiological conditions. Furthermore, we
used gene-targeting technology to generate M5 muscarinic acetylcholine receptor-deficient mice
(M5R”" mice). In the present study, we made a measurement system for blood pressure and
cerebral hemodynamics (cerebral blood flow; CBF, vessel diameter; VD) in pial microcirculation
in mouse. Using this system, we measured cerebral hemodynamics in gene mutant mice and
genetically stroke model rat (stroke-prone spontaneously hypertensive rats; SHRSP) under
physiological and pathological condition.
Under anesthetized and automatically ventilated, the animals were fixed in a stereotaxic frame,
with the bone overlying the dorsal surface positioned at the center of the left parietal bone. The
animals in the stereotaxic frame was placed on the stage of a microscope equipped with a long-
working-distance objective, and the cerebral vessels, the branches of the middle cerebral artery,
were monitored with a CCD camera and their images captured on a personal computer. A probe
with a diaméter of 0.5 mm was attached to the point of divergence of the middle cerebral vessel,
and CBF in the parietal lobe was measured continuously using a laser-Doppler flow meter and
that data were analyzed using a PowerLab system. After a measuring of CBF and vessel diameter,
blood samples (30 microL) were obtained from the abdominal aorta to measure levels of arterial
blood gases (PaO,, PaCO,) and pH.
We noticed that M5R” mice showed normal peripheral blood pressure (tail-cuff). We determined
the diameter of cerebral arterioles and CBF by intravital microscopy through a cranial window in
MS5R" mice an& wild-type mice. Male M5R” mice and SHRSP rats showed a small but significant
reduction in the diameter of middle cerebral arterioles (MCA) under resting conditions. M5R™"
mice and SHRSP rats showed significantly low CBF in a resting state of MCA. Consistent with
the observed reduction in the diameter of blood vessels, continuous vasospasm was observed in

the posterior cerebral arterioles close to the circle of Wills.
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