#zX C-7-2

LRSS

HizRiER - AR HE B)
BT EAR : 2007~2010
AEES 1 19390409
WERFRES (F130)
B FAROBE
MRFRES (FEX)

Rk 224 4 H 23 HEIE

54 ThIA A —SUH (2 & B RBUIMERSIESHE ORI & FREER U

Analysis of cerebral microcirculatory regulation in relation to

anesthetics and gene therapy using the |ive—cell imaging

MERKRE
AT &z (KINOSHITA HIROYUKI)
MILRIERKE - EFAR - HHIR
HREES : 70291490

WA ORI R - ERRET
FEIRE 4 - A : AP TR 2 -
F—U— R

i -

1. #FICEHE O

AWFTEIE, 1) O BLETEENAE S MSEE
NI/ IMBER DI RICHB T2 7 A ha A
FoBEDS B, TA oA FEEBID
TR N L SR AR AR D 1 )L 7 W D i
VT AT ¥R, —BILEREREEES
Rho— % —ViEM X EE 2R E &2 B 1=
M, 2) BEB/NMAEAE I IR, vy AB K
VOV LT v b, —BILERARIERES
Rho—%F—BIEMHOELBBE G L TV B %
. 3) FRIFRER I I 2 b i A e e A E A LI
R CHEND Y . 2T I T LAH
HUVNEIA Y T AF X 2ATEE, —BILEES
EEETEME, Rho-F F—F DX —4F 4 7
FEAE LT ST 9 RRIRREAE FH DaE N 2 Ok LTy
HEDN,  4) Rho-FF—EBDX—7T ¢
KSR 2 IR B EBAL 2 i 5 siRNA o <
HIE TR GIE, < BT I E T LE O K
M RS & 118 S B, AR L O
EMTRELGET 20BN E VD 4 DOGH
T RHETEOIE), MlNOA 85
VNETEMEAL > 7 L OB ENSCIREN D2 %
VTNEALTELZDTATAA—T LT
B, SHIZIREBET LG LR TFEY
FHAWTHLNZIT2HDTH D,

2. WFZEDHEHR

I h—2FHWT, Ty MlAT A
ZFEA (JEEHK 150 pm) Z/ER LIz, W
T, PSS (4 U /S ZIX71-23DIC) TR
TARAEARANOMEENEIR (R
15-20 um, PNEKI5-10 um) ZEIZ LT,
FIROEG ZIRADCCDH AT T L, =
VB 2 —ZIZRYIAALT, BIREOELE
arv¥ta—4% ECmERUMEHD Y 7 b

RS

7 VTN Lz, i pm O
concentric bipolar AR (FHS#-HY) %
W, IMAT A ZZ&400 1 AT20F0 . Il
ZEiE (DPS-07) THELKANH L7, ERMPK
WD ISR i DR RS A R A
LM E SRRSO bz, b
BRI &L B & IR & ORI RS 1.
Fha FFX£2 0 (10° mol/L) THRAITH
Hil S iz, PEERAOSNIE. — B b =R A Rk
FHEHK TH HL-NAME(3X 10" mol/L) T5&
BTSN, Lo T, ZOWER
SR, R & A D i B N R A T
AR ENT—ILEZNEET 20 L%
2 BN, & BIT20-HETEA fk B2 55 PH # 38
HET0016 (107° mol/L) %7 & HI ¥ H D I e
s Z il U 7z, A RIPE O 20-HETE (10757
510° mol/L) & [RAIERICHN 2 E N MEh R %
WA S A7z, BLA O 3 SBEAERFV300 T A
—R—=FF T FOREDT=D, AT A A
bt FoxoF 2 (2x10° mol/L) (2204
M58 L7-%. 20-HETE (10° mol/L) % f¢
MUzl A, RHEGFEHICA—"—FF
RN FEEA L, ZOFEAIT, NADPH A%
H—V %K gp9lds—tat (10° mol/L) TH
HMEn-, bR, 20-HETEIX,
SEENBUNME T, A—"—FF T V&
FEEL, ZTNOOMmMEEZIGESEL Z &N
BN ole, SHIZZDA—I/N—FF
v ROBEAEIZ  NADPHA &% o X —F D508
R ST, RWT, BLEMT I/ FENMDA
(107-107° mol/L) Z R4 A 7 A AN L 7=
& Z AMEBUINMAE OYRIRFOS BB S Tz,
Z OPRIREOS X, MR — R 2 3R A AR
FNHIFESMTC (10° mol /L) THIH S 4, B
KA HBEEO 70 R 7+ — (3X



107-10° mol/L) TH& < ¥ S iz, BIfEZ
DFABET 5D, E RuoFo
(2x10°° mol/L) %2045 %% L TNMDAIZ
LD A—=N—F X RNBETIHINENE
ML Tnb,

3. BUEE COEME

OBkl RICER L TV

(HH)

B E T, BRI TIEZ VTR
MIEDIERZE 2 < ORERZ/H T, fwsl.
FTRIWCHEKRTE L, —JF T, FRET

(Fluorescent Resonance Energy Transfer)
B L OUINEEN siRNA #5122 T BLE HE(iH
HThh, ORENDRD D,

4. SO OHEET R

MOTEE LTV FRET 38 L UVIMEE N siRNA
BHIZOWTIIBIEHERH Th 525, HEN
WZERNZ B L DR % D F TITILRF
MR DAREENH 5, ETHMEN~DE
AR GIZ LD . WHEONA T A AR D
MBS ED X ST T D E BT
HHELEETDHTETHD,

5. REAZLBFIERCR
(WFFERA . WHIE5HRE M ORI IE4 |2
(=S

UdEssamsa) (B4 1)
1. Haba M, Kinoshita H, Matsuda N, Azma T,
Hama—-Tomioka K, Hatakeyama N, Yamazaki M,
Hatano Y: The beneficial effect of
propofol on arterial adenosine
triphosphate—sensitive K' channel
function impaired by thromboxane
Anesthesiology 2009; 111: 279-286., &t
HY
2. Hama—-Tomioka K, Kinoshita H, Azma T,
Nakahata K, Matsuda N, Hatakeyama N,
Kikuchi H, Hatano Y: The role of
20-hydroxyeicosatetraenoic acid in
cerebral arteriolar constriction and the
inhibitory effect of propofol. Anesth
Analg 2009; 109: 1935-1942, #FHidH D
3. Nakahata K, Kinoshita H, Azma T, Matsuda
N, Hama-Tomioka K, Haba M, Hatano Y:
Propofol restores brain microvascular
function impaired by high glucose via the
decrease in oxidative stress
Anesthesiology 2008; 108: 269-275, &t
HY
4. Nakahata K, Kinoshita H, Hama—-Tomioka
K, Ishida Y, Matsuda N, Hatakeyama N, Haba
M, Kondo T, Hatano Y: Cholinesterase
inhibitor donepezil dilates cerebral
parenchymal arterioles via the activation

of neuronal nitric oxide synthase
Anesthesiology 2008 109:124-129. i d
U]

(%K) GE 51
1. Hama-Tomioka K, Kinoshita H, Hatano H:
The role of NMDA receptors in rat cerebral
microvessel dilation and the inhibitory
effect of propofol, 2010 Annual Meeting of
the International Anesthesia Research
Society, March 20-23, 2010, Honolulu,
Hawaii, USA
2. Kinoshita H, Hatakeyama N, Hatano Y: The
Role of Superoxide in 20-HETE-Induced
Vasoconstriction and the Effect of
Propofol in the Brain, Annual Meeting of
American Society of Anesthesiologist
October 17-21, 2009, New Orleans, LA, USA
3. Hama-Tomioka k, Kinoshita H, Nakahata
K, Hatakeyama N, Hatano Y: The inhibitory
effect of propofol on the cerebral
microvessel function via neurovascular
coupling, Annual Meeting of American
Society of Anesthesiologist, October
18-22, 2008, Orlando, FL, USA
4. Hama-Tomioka K, Kinoshita H, Nakahata
K, Hatakeyama N, Hatano Y: The role of
20-HETE in the cerebral microvessel
function as consequences of neurovascular
coupling, Annual Meeting of American
Society of Anesthesiologist, October
18-22, 2008, Orlando, FL, USA
5. Hama-Tomioka K, Kinoshita H, Nakahata

K, Nakata R, Hatano Y: Constriction
Followed by Dilation of Cerebral
Microvessels as Consequences of

Neurovascular Coupling, Annual Meeting of
American Society of Anesthesiologist

October 13-17, 2007, San Francisco, CA,
USA

(X&) GF 1)

. KTz, waks i, 1 R
FOII-B. DFp & A& e/ - AT
i - 7 LLXF—, 2008, 24-39



