#R= C-19
HEREMHBIEHERRBESE

LRk 23 4F 3 A 31 HHI/E

HREEES 15201

MzeiER - ZEBmE (0)

HZEHARS - 2008~2010

REES : 20500374

HRFEL (X)) ECHNENEETILOBREE 2E~4F30 01 =9I IMERKICLDEHA#
FEEERE® (FEX) Reconstruction of a genetic model rat of hypertension: Construction
of double to four-fold congenic strains

MERERE
# =i (Cui ZH)
BRKE - ERE - B
HZEEZES : 50379690

DHERCROBEE (Fn30) « BASRSIILEET VOBME : 2H-4HA L V=2=v 7 T v MEK

DA

WIER OB (3530) : Reconstruction of a genetic model rat of hypertension: Construction

of double to four-fold congenic strains

SEATIRTEHA
(BREHAT - 1)
[ERESE kRS & @k
2008 4 1,500,000 450,000 1,950,000
2009 4 1,300,000 390,000 1,690,000
2010 £ 700,000 210,000 910,000
FIE
FE
o Fk 3,500,000 1,050,000 4,550,000

WF7Eo B - FEREN T
B O3 F - ME - FZEREW

F—U— K FBRET NV a2y T Ty b

1. WFEBAR U R D =

WL O OBEIEIMEET VT v &
AW BITIC LT, v N7 A
2% < O B R T AFEREIR DN E
INTWD, BIfE, 2ok 5 7efEk (I
EQTL) #@MEET LT v bDF ) A
MHERELCTEFMET v FHKOFRE
WMAEANEZT-a Y=y 7 REEE
HZ LT, TOMREMRT D ENIA
<ATbBILTWA(1), LavL, #IZESR
MEZ v bDF ) MEMLEET VHE
OIE QTL ZEA LT, E7 /& [HS%
DO B e E i 2 2R LTz & 9 el
(s A 1 = R 01| DE X i I N e €
BOBISTOMHAEAERPLERT-D ] &

F SN TWD R, ENEREHT 58
FRURRILIZZ L,

Ferid, ZoOMBEIZEY izl
%, Bl FHEMEEEROS 2% & i EE
R ERIET D 2 E RN LB % |
T TIZFER LTV 25 1 YR m i)+
BIETHEkEZAET I Vo= T T
> F(WKYpch1.0, 3C#k2)L SHRSP
AL L CIB BT 24TV, T8 1 26
AeEnhTEEFEEEERAEZT S0
EEEF] OFEREE % RE L7z CR%
T —H), RFRTIIZOREICS &
SWT, EFMET >~ b &R EkE
DI+ QTL D Z7% SHRSP IZH K9 %
aryvxz=v 77y MeERlkL, £



SBP, mmHg

& OBAR TR DR EAEH C B
SHRSP DVERK 2 7772,

2. WMHEOBEM

ko Z <, ZvETo QTL fif#hT, =
V=7 Ty MEHTORREIZES W
THEEOYAMRICE 1D QTL A4
AbOEE2E~M4Ea Y=y Ty b
OYERLZ B L C, SHRSP @ [H#EE) %
ITHoZENHBWTH D,

3. WHEDTTIE

ZIVETO QTL g TH 6 28272 > Ty
72501, 9, 13 Yok koo iin & B EfE ik
Z FfRE LT, 24T SHRSP % (2 WKY
HRDOY R EZEANLTary Yy s T
v N TCIEDH S RIR T 288 L8
3, A Rz Nz T 1 et fh % Jhiil
CINEMAEDEDET2EHaA L Vx
=v 77y MAET 5, BARAIIZIE WKY
e _— RTH 1 Yk % SHRSP |2 X
z7-22 Y == 7 WKYphl. 0 % SHRSP &
RLREL, Bla~v—l—%F=F—L_L
RN, 3R ERANT I D
kolcLTtong 57 6 AR R4
ZETHE =Ty MEROBINA~T 1 TH

1 Yefa KL SHRSP AR TR, fth oD fEIK
IIWKY REHESIRE DT v MEAERR L,
BRI 2N E R AR L C 2 Ea v Y
= 7Ty NefED, ZTOXOREREL
REZNERFEAERD Z EIL->TED
3B AEa L 2=y T Ty MR
T5, Boni-ary=v 277y MZ
tail—cuff I XV MEZBE L. BRH
T D WKY & OMICHE R MLE F5 %2
HNE D DR D,

EADES

(1) QTL fi#ghrA~—AIZ, 1, 9, 13 Y
k% % —47 > MIERR LTz 3 /it D 2 5,
SEHEaV Y=y 7 T MED EFHITHS
niginotz (FX).,

Z ORERITHIE R SUER T TH D,

150

1304

1104

Chr1 Chr1+9

WKY Chr1+413  Chr1+9+13

(2) SHRSP Z#HEHIT/ER LTz=2> Y 2
v 77y MZEBWTHL N2 MERT %
AU S, ARE@IRICONWT, 2EHa
Vx=mw J BEMR LT, FERSRED
7 v b THEOFEAmAS R TV RN A3,
BVCD T v N CHIE LZIRY CTiifEo
R EFIZA ST,
PLEMNS, ZRETICHRAT LR Y Tk
A R D Ye o AR FEIE DI~ E > T SHRSP
BT 5 Z EITIEARE LTV ey, WKY
BRI LEINLETOBRT TIT
baseline OMJEIZENELS L A R LA
FOSHERTTHE L TWD Z &N o TH
D, SRIZ2EIEaA L Vx=v I Ty
MZEBWTH L0 FE 72 RBUEE O MG
BMFEEEZ D,
ZOBEWRNLHEL OEHEICZ LD
vy bEFEHLTLL YD, ERLZ
a Y= RZHIET T National
BioResource Project—Rat (24T 5 F
ETHD,

5. zﬁ%ﬁ%ié
(H RFEH.
ZIX TR

Feoy . R O 42

(MEsGEm ) (Bt 8 1)

(DXiao B, Harada Y, Kawakami K, Nabika T.
A 1.8-Mbp fragment on chromosome 1 affects
sympathetic response to stress: evaluation in
reciprocal congenic strains between
stroke-prone spontaneously hypertensive rat
and Wistar-Kyoto rat. J Hypertens.
2011;29(2):257-65.

@Yao H, Nabika T. Characterizing
photothrombotic distal middle cerebral artery
occlusion and YAG laser-induced reperfusion
model in the Izumo strain of spontaneously
hypertensive rats. Cell Mol Neurobiol.
2011;31(1):57-63.

(®Sakurai-Yamashita Y, Nabika T, Niwa M.
Blood pressure-independent factors determine
the susceptibility to delayed neuronal death in
the stroke-prone spontaneously hypertensive
rats. Cell Mol Neurobiol. 2010;30(2):283-7.

@Daisu M, Hatta T, Sakurai-Yamashita Y,
Nabika T, Moritake K. Quantitative analysis
of delayed neuronal death in the hippocampal
subfields of SHRSP and SHR. Cell Mol
Neurobiol. 2009;29(4):557-62.



(®ligaya K, Kumagai H, Nabika T, Harada
Y, Onimaru H, Oshima N, Takimoto C,
Kamayachi T, Saruta T, Itoh H. Relation of
blood pressure quantitative trait locus on rat
chromosome 1 to hyperactivity of rostral
ventrolateral medulla. Hypertension.
2009;53(1):42-8.

®Ishikawa N, Harada Y, Maruyama R,
Masuda J, Nabika T. Genetic effects of
blood pressure quantitative trait loci on
hypertension-related organ damage:
evaluation using multiple congenic strains.
Hypertens Res. 2008;31(9):1773-9.

(DWang T, Takabatake T, Kobayashi Y,
Nabika T. Sympathetic regulation of renal
function in stroke-prone spontaneously
hypertensive rats congenic for chromosome
1 blood pressure quantitative trait loci. Clin
Exp Pharmacol Physiol.
2008;35(11):1365-70.

(®Wang T, Nabika T, Notsu Y, Takabatake
T. Sympathetic regulation of the renal
functions in rats reciprocally congenic for
chromosome 1 blood pressure quantitative
trait locus. Hypertens Res.
2008;31(3):561-8.

(Fa%R] G190

@O CuiZH, Ozawa T, Gandolgor T-A, Xiao B,
Kawakami K, Nabika T: Synergic effect of
two QTLs on chromosome 1 and 18
accounts  for  the difference  of
stroke—susceptibility between SHR and
SHRSP; A study on a double—congenic
strain. The X VII th International
Workshop on Genetic Systems in the Rat.
November 30-December 3, 2010. Kyoto,
Japan.

@ Xiao B, Nabika T: Effect of a 1.8-Mbp
genomic fragment on chromosome 1 on
sympathetic response to stressors:
Evalution in reciprocal congenic strains
between SHRSP and WKY. The XVIth
International Workshop on  Genetic
Systems in the Rat. November
30-December 3, 2010. Kyoto, Japan.

@ Wi i FvbhE 1 etk Eo
1.5Mbp O gk A SHRSP D AR AR it
PRS- 5. &5 33 [B] A A S ILE2#
ofmgx fE, 20104 10 H 15~17 H.

@ Xiao B, Nabika T: Effect of a small
genomic fragment on chromosome 1 on
sympathetic  response to stressors:
Evaluation in reciprocal congenic
strains between SHRSP and WKY. 6%
International ISP Congress and 14"
International SHR  Sympsium.
September 22-25, 2010. Montreal,
Canada.

® W fi: DIERBOTT VEMY
SHR and beyond. % 32 [A] H A& If £
ey, KEET, 2009410 A 1 H
—3 H

® Kawamura H, Mitsubayashi H, Saito N,
Nabika T: Circadian Variations in
Systolic Blood Pressure, Heart Rate
and Locomotor Activity in Congenic
Rats. 63 High Blood Pressure
Research Conference 2009,
InterContinental ~ Chicago O’ Hare
Hotel, Chicago, IL, September 23-26,
2009

@ Wk 1, = B, FEE A, Al
F5HI], WA 5k SHRSP,Tzm LW R
o Y=yl Ty hOIEE R L fED
BEfR. 2 45 [A] i B E R e T L
PR, RAEHS, 2009 49 A 4
H—5 H

¥ UK, A6 it A small fragment on
chromosome 1 controls urinary volume
and norepinephrine excretion during
cold stress. &5 45 [F]/E ML+ BEE R &
T VSRS, AR, 2009
£9H4H-5H

(© Kawamura H, Mitsubayashi H, Saito N,
Ishiyama Y, Kadota T, Nabika T:
Circadian  Variations in  Arterial
Pressure, Heart Rate and Locomotor
Activity in Congenic Rats. Proceedings
of the XXXVI International Congress of

Physiological ~ Sciences  (IUPS2009)
Function of Life: Elements and
Integration,  Kyoto, Japan, July

27-August 1, 2009



ORI, g ], PR Bk, I
A4 7= vp B QTL fE 4k o BT 5
microsatellite marker DZAFRZR. 26 56
Bl H AR SEBREV ) i, SUWIE,
200945 A 14 H—16 H

H UK, JREMR, ) B, Y ",
BOSEpE, W M Ship2 Ex %
L7 NIFFERBIZBE 5-L72v . 55 44 [0l
I JE B R R T LR R R A,
2008 4£ 11 H 21 H+22 H, HEH

RSess, NHEERA, (L TR, ]
B, BV = SHRSP I28BT 5155
CAl FEIBGEFSMEAPRRIED & BT, 5
44 0] & i) BER B T VR R
£ 2008 4F 11 A 21 H+22 A, HES

JI BV, FIR RSy, 18 S48, Sultana
Razia, T & %, BFIEN, /IR,
AR g, A E L ARy 7R e
— LEF LTy (SHR/ cp) 125t 245 EE
HIBROZhE. 55 44 A5 i BEEE BT
TR RS, 2008 4F 11 H 21 H+
22 H, HER

B ORE, JRHEMG, R e Mz
Ji%

MR DA Y =y 7Ty NI BT
LERBUIGEMRE. 5 44 [BlE i1 BEEE
BET IVFER NS, 2008411 H 21
H-22 H, HEH

fPARZDY, KEHHE, LEIEE, #H
B, WM, FENE— arve=vy
Z v (WKYpchl.0) (BT 5B MM 70 B
BEAN AATIC LA ME~D 2,
31 [ H A&l Eraiass, FLIE, 2008
F£10H9IH—I11H

AP fif: SHRSP Z#H EIC/ERR L7222
== 7Ty N T & 1T B E T E O
T, 5 31 Bl HAEIMESSRE, FL
%, 2008 4£ 10 H 9 H—11 H

Nabika T, Wang T, Xiao B, Cui ZH,
Kawakami K, Notsu Y, Masuda J:
Evaluation of the Sympathetic Response
to the Cold Stress in a Series of
Reciprocal Congenic Strains for the
Chromosome—-1 QTL. 13" International
SHR Symposium, Prague, June 20-22,
2008

Nabika T: Rat Models—Tools for

Understanding  Genotype as  an
Interface between Environment and
Phenotype. 13" International SHR
Symposium, Prague, June 20-22, 2008

© f)1hh, FEHE, RHEE—, 3
I M8 SHRSP b /B LTz
= 7Ty N T E L B E T
OFEMT. B AREZEEBREMELFHT 2008
(3% 55 [0l H REBRENMW) FHE, 5
42 [a] A R EBRENV H AT E H RS
RSO ERKE), L&, 2008
£5H 15 H—17H

(X&) G o)
(PE &R PEAE]
ORI (G0 )

L5
FHE
MR
FYE -
&
HEEFEH B -
EWNF DR

ORI (G0 )

L5
FEHE
MR
FHAA
&
BASHH B
E NS DR -

(£ Dfh)
AR S

6. AT
(D) Wiz
B SRE (Cui ZH)
AR « RS - BhE
W75 %5 - 50379690
(2) ez
W f§k (Nabika Toru)
EARKEE - [EEER - %
geEF : 50180534

(3) HEEMF IR



