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Angiotensin II (BUF, AT I %#Hw/iHE{%¥#EE (induced hypertension chemotherapy, LA
TIHC) OBEERN T 2HNT, 7 v b OFFEETICIEANTE AHI100B 2B L T, UTOXRBR%
o/, AT ORE LD, VHENRMIEIZAIS5% FA L, KBARA 7 YT 7 v AKIC & 580
TREHIE T, BRI E1356.2+16.4ml/min/100g % $88.7+35.3ml/min/100g ~ & HE 2 H
mu7e (p<0.05), ZEIRFCEBIRIICRS & Nz Adriamycin (LT, ADM) OEEHBNIBE
12, IHCHETid ADM BMEB 5RO 4 FOEEE R L, (LEREHETE 9 HEOSRATR T,
IHC# (n=6) @ 1 I CHEEROMABIGE &N, 1 EBESR, [HCH1.317+£1.007g TH D,
SAVERES.02720.362g W L, AECEEHEOMFERIRIED Shiz (p<0.05). BAbk Dy, BE
bR, HEEREICN L THRINWICEREOTEA L RS ¥, Ak 5 59

BEMEDITRIR X 1Tz,
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PLgH | % BB GBI B R ¥ 5 2 ki, &
BHEBNOTEABE 2EY, JEEMREED S Z
LR, USR8 ARIER2ZEBRT 5701
LVEELREENDHL, ZOXILBEA»S, EE R
BB CER P BRNICEE S 2 2 LR ERL T
Frani-EROREHE, ¥4b b drug delivery sys-
tem (LAF, DDS X BE0) K& ZBELBFELNT
w3, Z@DDS O—&Th % FHIEbEEE (Induced
hypertension chemotherapy : LLF, IHC & B&ED) i,
RS L D ERI NI B OTEHIRE HEThH
D, BEEIME D AngiotensinII (LLF, ATII & B&ED)
T A RICOBEEFIA L C, BEEERICERNIC
FEEOTEAN2IZEIRLHETHS, T kbbb,
KD DDS BRI EC A5 L5, FEL
THEF OB SREBICEKET 201 LT, THC i3 jE
BEE 5 Ok % targeting OXR E L T 5 Sk E
ZEMTHY, EHI IO IHCoESEHRICER
L, Sl aRE 2T MEsH2 b0 LFZ 7.

<1996% 5 H 8 HRE>FIRIFERL @ B

T112 HEHXHEREHA 3 —28—6 HEK¥E

FERE 3 4

Z O IHC o B 5% B R L 2 v T 1 B I Suzuki
53, [ &Y DR 03 ® 203, HEESRCD
VT ORI LR v, F - EEREN O
HRETRHEEEENRELTBYY, HbEEE
HMELIET VBT ARETS 5ZIZZ LY,

T ITEEE, JVERRGLCHRRESE T VT
B HCOE#H L AZMELML I E2HNELT,
HEBE2BE L ET VEERE L CUTOERE2T-
7.

I, 5 &

EE 1. Angiotensin I FFEFE T T OMBIITE &
FHBNPUEAERE DR

(1) ##

BEEER & Ui, HACREINEGE M erEfate
iRk & D5 & n AR AH100B 2 EREN T
WAL TERAL:., NREMIEENr Y2y 5y b
(5~ 6:8%s, F¥MEFEH180g, Charles River #f) %
Av, EESEE (HE7Vv7) LRGP E2ERIEBIS
# 72, i & #| i Doxorubicin hydrochloride
(Adriamycin, %BfIFEEE(BR), LT, ADM LB&§ %)
#ZHuwiz, &t MBI Angiotensin IT (TY-10721, +—7
A F—(8k), BT, ATII LB8¥ 5) 50ug % 4:HHY
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AHEA25m] THEMEL, 0.002xg/ml ICTHEL THV
72.

(2) BRI

BB iE A > 7 b — L R EERRS (20mg/kg) L,
BHT -7 VRAEBML .

(3) EBREFNOMES

JEA & DB L 2 B MR AHL00B % 5 v » O
BETCBEL, 10~14HA%ERA L 7285 % HX
Uiz, HBRU @B, SBProhuwhEROEET S
P I CHANCHYIL, Hlmm AOEEA L L, £
FNETBETy M EIEETHEL, Ridge 590
BUCHE U CHT /N S S, B T EE R %
WU, BEOESE MU 258, HEY 28
WEARE L7, EEBHEBUAHICERET LV E LTH
HU7.

(4) BEAZEEBIRMEE =5 —DHE

F v N OERBERE D RY xF LV 8BS T7F—F 0
(Intramedic #, #4%0.96mm) ®iEA L, MERAEH
7Y AF 2—¥%— (Gould Statham instruments
Inc) A LT, =% —%E (Recti-Horiz, 8K21)
W L, R I BRI 2 ®IE L, AT I
3, BSIRCHE LA T —T VD oMBEARY Y
(Harvard Apparatus Co.) 2T, #FFAICEAL
7o, ATIIiE, #5BA% 2 5 LANIC140~150mmHg
WERET AL RAEE LT, W s ED LE
iR Z2 AR5 HEAEE #0.15~0.30xg/kg/min @
HIPHCRREI L 72,

(5) FHMRMMIRF D BIE

MM BT R OBITE 1k Stosseck”, FHS & D FHEIZHE
W, BERXNKEZLSRA 2V T 7 RAi (RBF-1,
Biomedical Co.) 2T To/z. FRIEMILEERK
Tz, KA A FAERRITHES R OB i #956mm
DESZERZTHRIAL T, BFEFRMIZ20mA X258
WERE LTz, BRI X D RELIOKESARER, [
—BEBADE I XY ERICHIEE R, Fo5h
e KBEHADZ )T AME eSS 71
vy L, EHESOFREEE > S HBnRE (F) %
BHLU BN 707y b FOERE, &
AT 7 — & A28 (BDA-2, Biomedical
Co.) ZRHWTIT- 7,

(6) EBF:

@ FEBm 5 O FIE

AEL b ADM#5%21758 (=6, LT, IHC
HLiET 2) CTit, AT I OFSEEARREL THFY
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Fig. 1 Monitoring and infusion system in the
experimental model
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Tissue blood flow was measured by the electrolytic hydrogen gas clearance method
Mean arterial blood pressure was monitored from the femoral artery.
Angiotensin [ and adriamycin were administered separately from the tail vein .

Fig. 2 Experimental design
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TBF : tissue blood flow

Angiotensin Il was administered in concentrations from 0.15 te 0.25 x g/Kg/min , until
the mean arterial blood pressure reached 140-150 mmHg.
Tissue blood flow of the tumor was measured before and during induced hypertension.

BBk IME 23140~150mmHg w3 L 7=k A ¢, ADMA
mg/kg) # 15> TERRD» SEEL, 5124
SRAEE 2 Lz gic, ATIIEAZHIEL:, AT
[ EAKRTH, FRBIRINESEET OBECE LR
HTT vy hREIRESE (Fig. 1), #HBMBEEILX,
FERT &, RES CRYEIRIME23140~150mmHg 2 &
UzBs) w2, FFoBEER g Tcenehille
L7 (Fig. 2). AE2Tb T g 285328
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(n=5, LA, non-ITHC B EMET 3) Ti3, BEIR» S
ADM (Img/kg) % 153/» 3 THEL, 20D 45%
R BT,

@ #H#M ADM O HIE

THC %, non-THC ED 7 v b 5 BIER I DO lEE
B, O, BIROSMEBERINL, EHI—40°CTH
BREFEL, SEWE s o~ /5 7 4 — (High per-
formance liquid chromatography : LAF, HPLC gk &
BE3 %) i2&b, ZhoDiHBN ADM BE 2HIZEL
729,

KER 2, BERHE T VT 2 EERE OB

KBTI 2BEDT Y FEAWTER L ERIBCL
THEE 7TV EFRL, BE2BEL% 908
WWABBEL TEBSHEBLERELL. 203504
i, ARMICEEOEEIHEETE T, dHhs
ERotUdz, BEESEE L2 190L (EE K82 .6%) % THC
B (n=6), non-IHCE (n=7), IEHILELITOE
W control f (n=6) WEEAWIKRD 7, THC#
D AT DR5HE R, ROEBRERH» oHECHE
BHFTE 20.30ug/kg/min K—BICBREL. BF
OMEFFHFRTIZ ADM 854 5 53R & L7z, THC ¥,
non-IHC#D ADM #5&131mg/kg & L7z, R
b ZhDBREPER RS, Ao il
B2, HEERISHHEEEY LY, ERE{To7.

BIRRES I 3k s L VIR 2 BE L T, EEOE
FRRREBEL, Z20RCHOBESSEH2MHEL T,
EEORAZELBERZFHEIL . EEOIRE,
MEEEEs & G S WD, B, 8, FEEEER
g0 &E#E210% V=) VITEIZEL, ~7 b+
Vyxd o v ROuEREEE L. BEIRATE
BAREC U MFR S N IAER 2 02 SR Tl L,
A1 D\ TUI RIS RBER BT 0 SR8 2y 5eh 58 )
ERBICHE, BREDRERE L. 2510, O
B, B, HEERORERBENFRRESET
HmEt U7z,

AL | EERRE R OMEIL, Py - EREREE
TRUT, ez oW Tk, Mz L7 2 B
DYt Mann-Whitney test T, IS0 H 2 2 BEREO
E#Ix Wilcoxon signed ranks test THRE 1T 7-.
SEEC B BRI, SHOT CEBELRILL T
Bz, % BB KR E (Fisher's protected least
significant difference) %77z, ¥ X T p<0.05%
boTHEL L,

t & Angiotensin 11 358 B b5k 0 SRR

HiEs= 29% 105

I, g #&

1, EB1 :
FF~OEBESHEEZI4HEORBERTR T, S&Rel
FIED 7y FOFICB T 3 RAEEEOFES IR
18.7+4.2mm Th - 7z,

(1) AT I &5 & % FH8RINE D %L
[HCEDOZ v b (n=6) TIX, HFERTOFHIERIM
Ei396.7£8."7mmHg TH -7, BEROHEBITE
ZHIE L%, AT 2EAMEE. 154g/kg/min TH
AL, BT 6 Bl 3 #1130.20kg/kg/min T,
1 60130.25ug/kg/min ¢, 2 fi20.30ug/kg/min T
N NEHFIRMESEEY Vi EE Lz, 2
LUc BEE v~V OB B IE 12150 £ 7. ImmHg T
HY, FEFL KT 2 LEERMERRERD SN
7z (p<0.01, Fig. 3). BEMEL _NVIZET L ET
DFHIRERIZ, 130£31.68ThH -7z, HEMEL <
WELER, 1T FHIMmELS170mmHg ¢ LR
L7 AT HORESEEZB U5, Lo 550z
160mmHg DUF TREL 7272, AT Il O 5HE T
—ERR>7%, AT HO®RE%2H13 % L60H» 590
BT, AEATOMmMEEL .

(2) AT I #5 X 2 HGINEEEOEL

IHCED 7 v b (n=6) DELLROMEMMIiTE I,
FLERTTC56.2+16.6ml/min/100g TH -7z, ATII#
B3R ERCELA THBAMKE BN,
88.7+35.3ml/min/100g i3 U 7>, M E Oy
DOFEINEIL159+56% TH - 12, HarFEENCIE, LA
CRAERTREEOHBNFERICEEOESED S
7z (p=0.028, Fig. 4),

Fig. 3 Mean aterial blood pressure, before and
during induced hypertension.

mimHg

160—

mean arterial i
blood pressure 100—

pre IHC :dunng HC

Mean arterial blood pressure was increased 150%
by continuous infusion of AT 1TI. p<0.01
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Fig. 4 Tissue blood flow of the implanted liver
tumor.

mdfming100g o< 0.05
160— ,7|
140 — Va

pre IHC during [H

During IHC, the tissue blood flow was increased about
160% compared with that in normotension ( p<0.05)
TBF : tissue blood flow

Fig. 5 Tissue blood flow of the non-tumorous

liver.
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90— o
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There was a slight decrease in the mean value of the
tissue blood flow during IHC . However no significant
change was observed between normotension and
induced hypertension groups.

TBF : tissue blood flow

FEEE ORI BT, RERIOEBMTS
1363.2+18.5ml/min/100g TH Y, AT HREIC L 3
BE LY, 3FERMFEI ML, 3HIZET
Lz, @il UMM EIE55.2£17. 1ml/min/
100g T, HHEDOHT & LLEk3 % & F91.3+31.2% 10K
T UKD, SN BB 2=l B o i s - Iz (Fig.
5), EE:HoME8mnmEoltE ¢, RETTIREE
ZBBRBREZRShARdh o288, RERTIREET
OB R IAEE L v SE2RTERSR S 1
(p=0.0547, Fig. 6),

(3) #H#kN ADM B

HPLC #%:iz & %2 ADM #EE o#lzE Tz, IHC #HoE
B HH $82,030+680ng/g 1 %t U T, non-THC E£550+
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Fig. 6 Tissue blood flow of the tumor and non-
tumorous liver during THC.
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It was suggested that the tissue blood flow of the
tumor was higher than that of the liver ( p=0.054).
TBF : tissue blood flow

Fig. 7 Tissue ADM concentrations of the tumor.
p<0.01

ADM

HC non-IHC

Tissue ADM concentrations were revealed to be
four times higher in the IHC group than in the
non-IHC group. ADM : adrimycin

162ng/g TH Y, BIZF R EEREHER R L2 (p<0.01,
Fig. 7). THC B0 EEHAZ B 1?2 A ERrOMERZ M
BE LM ADM BE OB 2 4 % &, HEREK
r=0.815THbhH, MHEMRIMFE L HZN ADM BIE D
CIEOCHBEBELET S OREENTRB I N (p=
0.093, Fig. 8). BELUSNOES TR 2 &, LHEBHNO
ADM ¥ B 1%, THC ££3,434+244ng/g, non-THC §
3,197+ 144ng/g, BHIEMHBEAN DO ADM #E1x, THC B
6,316 +988, non-IHC ££7,052 +874ng/g TH Y, »§
NOBHRIZBEWTH [HCE L nonlHCEHTHEELRE
BR T,

2. FEER2 .

EE*BHELZ I HEORERR TR, BENESE
Lz 19D BB R AIRII5.0+1.6mm Th- e, [BEE
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Fig. 8 Correlation between tissue blood flow and
tissue ADM concentrations of the tumor in the
[HC group.
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#t was suggested that a significant correlation existed
between tissue blood flow and tissue ADM concentration
(r=0.815, p=0.093).

ADM : tissue adriamycin concentration

%180 B (IHC £, non-IHC BTk ADM 5.9
HE) OHIFORTRIZLITO®@EY Th -7,

(1) RRMZEOHERRE

control BT 6 HiHh 2 B (33.3%) wHEBHERE & M
HEAROIELHY, 48] (66.7%) HNER LIE
BERENIZEDsh, S5 14 (16.7%) THEHKED
fEER S & M7z, nonTHCEETIE 7 Gl o 11
(14.3%) wHEEHE L IEEAXRED 51, 46
(67.1%) I PSS L HEREBn R o hiz, —7, THC
BT, 66Iho 241 (33.3%) HAERRSD,
3B (50%) TIXBEREAIOEEE BRI L Tz
53, BALEFE L7 b DR S hied -7z (Table 1),

(2) EERLEEES

MAE L 7235 O @B I T h b BRI s A ST 2 T
L THBY, ABEDOIEEFEE 5K 5 MRS
HEETH o7z, Iho OEBEHOBAREE, THCH

t M &I Angiotensin 11 358 8 E(b¥E RO AR

HiHst=iE 29% 105

Fig. 9 Changes in the maximun tumor size
between Day 9 and Day 18 after implantation
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in the one case in the IHC group (3%) , tumor size remained almost
unchanged. In all of the other case , tumor were increased in size .

@ :controlgroup @ : non-HC group A : IHC group

14.7+4.4mm, non-ITHC #20.3+4.2mm, control #
19.3£1.5mm TH Y, ITHCBIfhD 2 BB ~REE
WAREZR L7 (p<0.05), Lo LUAdshiEalgs
RO IR IHC #5.2+1.2mm, nonTHC #
5.0£1.6mm TH D, control HEZEHLwWThizs
W T b FIRRERE ST O HER B AR I PR A SRS &
D HERIEAL TWwiz (p<0.05). BL2 OFIZ DV
TH5E, nonlHC E L control TR+ TOFIT
FEHEZEEEAL Twied, THCHEO 1 FITEEER
ADM #5855 & 12IZTETH -z (Fig. 9). EBEEH
& T#HA % & IHC#1.317+1.007g, non-IHC &
2.186+1.380g, control #3.027£0.362TH Y, H&E
HEHE T THCE# & control OB EE hZE
D BT H (p<0.05), IHC# & non-IHC &, non-
IHC## L control HE OMICIAEEEZERE s hiho
7z (Table 2, Fig. 10),

(3) R AR

Table 1 Tumor progression at 18 days after implantation

intrahepatic abdominal peritoneal - distant

metastasis wall invasion | dissemination metastasis
control (n=6) |  4(67%) | 467%) |  203%) | 1017%) (%)
nondHC o | 461%) 4(57%) 1(14%) 0( 0%)
[HC (n=6) 2(33%) 3(50%) 0( 0%) 0( 0%)

(3%)  multiple lung metastasis
There was no peritoneal dissemination or distant metastasis in the IHC group, but
no significant difference in tumor progression was observed among the three
groups.
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Table 2 Results of the treatment

[HC(n=6)

206.6+5.2
5.2£1.2

body weight (g}
Day 9 . ;
tumor size  {(mm) |

|

body weight (g) | 237.5+11.5
14.7+4 .4*
1.317+1.007** | 2.186%1.380

Day 18 | tumor size (mm)
| tumor weight (g)

I non-JHC(n=7) control(n==6)

218.1+7.8 215.0+15.4
5.0£1.6 5.3£1.5
248.24+15.9 | 254.6+33.1
20.3+4.2 19.3%+1.5
3.027£0.362

* I p<0.05 vs non-IHC and control
** 1 p<0.05 vs control

There were no significant differences in body weight of the rats and tumor size of
liver before the treatment at Day 9. At Day 18, tumor size un the IHC group was
significantly lower than those in the non-THC group and control group (p<0.05),
and tumor weight in the IHC group was lower than that in the control group (p<

0.05)

Fig. 10 Tumor weight in the three groups

tumor weight
2

Tumor weight in the IHC group was lower than
that in the control group  (p<<0.05) .

control BEORFIz4:% L 7- AH100B OiREERH
FRTE, EEMldekcBiReEcisiL, K
BB L UEOXNTRRESBEND, REOBVELRET
DHBASRE L Tz, BEORREE T ESREm L
<, BEOIGH b EROBEFERIFZ CHED S
7, IHCEEB L U non IHC Fic BT b, FEFCH
RE Bl & U7 BB OFEIFREHL TR & i, Bk
) HIEEE D) »51b) ST 3HRTH - 2
H, FEEEFEROEN Y OFE T control # & D
CEERERR>N o, FRFIZREH L7200,
B, BRI, JEEEIMORERS T, REEREN
FFRIC SHEHMTERR Do, oTz,

Iv, % %

BRI X VEEBE NI THC I3, BEELEO AT

1123 2 INKERE D R AN % R F U 72 s O HUB AR &

HETHY, BEEHEMHODDS t LTEEEATY
2. A g, HREIEEE CESRENRD v
~OVTCRERHRZ - EFEABRA QM2 S 5 55,

AT [I BB 53N 5 L IEHMBE BT 2 R RBIRIZ
W3 5—1C, Zh SR D 3 EEmME
AT I 233 2 RIG 2K L o8, FHH I My s
5 L BRSO MRESEMNT 2, L 8hTwna,
¥ RN CRMEOCE T 2 BB 2 X
e, ZOEIRBREFSRIITERLENT
H2ELTWws, Sitzmann &' FFEFEMEB L VS
PEFFBRIE 12 D> AT 11 receptor binding assay %17
vy, FEEEEO KT 2 L wThoEB BT
H AT I receptor BB L TCWwB I L%RL, 2D
DEF T AT e 5 IHEESBET 5L T
Wa, 2Ok siBEERC s 5 AT REROE
BB O E 2RI AL T, BEEESCEINCER
BEOPEH 2 EMS 2 I L 2BRLZOBTHC T
5, TTCRIHC BENIBREKELTRINTNS
HIONT RS AR 1 s T D FEBRARET I, 12
L& WDIRE 2Bk X LLENZ LV, FE 13 THC OEE
BMEMIZEHL, HLSBOBERERRIITT 2HR
B LTORRERES 2 L2 ERE LTS EIOKER
E2To 7, EECIBAFEREEE L7 €7V % Ridge
SODFEI L OEREL, FREMBREKREET, »2
sampling 7> & B #E & T ORI THBNBRE OBE
D4 ADM 2FEH & L TR, SEfT- 7%
BTilE 7 VOREHBRME G AT I ORSHE
SBICRIGLTLERL, ER5FEEP—ER TSI
LT, BELURLMEZHESCE L. BEMERERRE
THEMA RIS & 8 5150mmHg EE L7210
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23, ZOROEEMBINTEL, FEE Bl T
1602380 L 72, 887K 5191%, AH100A O T 7
WVTORMETI0% D MR DMMEERE L THBHH
BOBRMEERH DD, FRFNORESHET 2 &
W& OREHOMFRILEML T 555, BERMOME
183K 5 T1X16.4+5.7ml/min/100g &1& <, Z D7
DEMEL L CRIBRCKEREE RS- bD L'
265, WTFRIKLTH, Z0E D REEEE~D
BERNZIMREOEMITRAOHEE2ED 5710
WIRREFICIER T 2 aRetEs H 22020 ER 12 AT 11
#RET 5 L EBHABAOEABIE H 5 IS REEE
Hix, AT 2HA LA WSEICHEL T2 505 4
EREERMT 2 LHMEIN T 320, SEOERT
IZEEBN ADM 1349 4 OIS D Sh, EROBK
BOLPTOEWERZRL:, ZOSCEELT, %
#5293 BT R & 5-Fluorouracil (X#EY
» 3% F-dUMP O#MBHNEEOHE2 4 EBT, B
FrofMInstiE, EFROBEN & ERFCEREAE I b 3
5322 hHLL. T2be, ATUHRSICLS
AET CRHERARELUEOREMRSMENE T S 18
i3, BB > OEFOHRSEINL, BRI
REBENEFABENE S LIRS H 2, EHG
AAF 520 DEREIRET IRV, FEFRSHEZO R
FEMERREREL % 5 P FEICRRE L7228, Z D7z 121053/
DB EHEFFRFE & U7z Sasaki 5P OKE L D SWE
BRAEFRESB SN TR D D, B EE%
R ORERBERES L3EBEIRSHEIoh
e

%E, SEOERTE, BEASMEE - BB
BFBREOMICIEDHESH 5 2 LSRR S i,
BEMRE LB CRA—BERCBWIIORE %
HEL, MEOHBEREEETHL-REERESh
Twizv, %72 ADM ORIERA ORISR TH 2 0
&, ADM OHREIES TH 2 Bl OMEEA ADM A
PHIE LUI2H, BWRANCIZIHC B L non THC BCH
BEERDoNL -7, THC 3 EEEIRN 4 P
HIEBIRL B2 Z L5, OISR TIRYUERIEE
PMET 95 L osiFaniss, PiERsEsEL
TS OMBNTUEFIEE D ZE L L LS BR
THotz, 122U, BEEHEBNCERE OIS %
FEa¥3Hid, IHC TREE5T 2HES 247
T3 LEARETH D, ZOEETIF THC BEWER®
BREODOBERTOEHEVWZ LD, 2B, Kt o2
IHC 2175 &, BlIEOIHE Iz & 0 EHOPEoMET

t & Angiotensin 11 58 8 (L FE O EEEE RS

H#steE 20% 105

TAAHEMIC DV TERLTW S, 5508 FH
R L L EEORS TR, aidL LB Y ks
~OBRETEROERZ AN Eh o,

RIZEBE?2 TR, BB 00X > 2 AETIHC
fTo - BE&OWEBHRICOWTRN L., 7 DOEE,
PUigRIR 5% 9 HEOHMBR CIRIBWATR L LT
BB ADOEEPERBBANOERI SR, o
ROBRKEREETIMho 2 8Ic L TEECEEL T
Uiz, BEEETHS L, nonIHC B X control iz
BENL IO LT, THC BT control Bz
XU TCHEBEMERLTEY, IHC OEKN R EH
MR aNz, L Lass, EEBIHEEL18HH
DEEE A2 OB THE L TR % &, IHC CHEES
FEEHIEIL 2 7 L EHEL 5 20k 1BlOATHD, &
BB D B VIIHE LI R HIETHEL T
LB S DICEBREEAL Tw, INNESYD Y&
DETBHEET N EHOLERORS TR, 28%T
2 THC BHICEA & R BEF/IIRBED 6o Tw 3
23, FEH PSR 2L C\w3 2 EBSHEDE L
LU THNAREREE 2 5 h 5, SEOEBRTIE IHC
BEEHEMEOBRERIISIL, TOEREERE T2 2
ERTERD, FHRIETT 27y bOHERET L
LT, EEEIIR L WO BRTRSHEOESR
FHA TR AFTHoI-TRER L E 2 S h, 5%
BHUERIDER, FieAIRS &, THC BEfTHEEL 2
TRBBBEEEZ SHT-,

HiMEH| D DDS i3, FUEEIER O & BIfEA OB
BEVOHEETHD TS LERNH L0, BEENS
EE D BT IHC ZEEMEOREM2ENL Ts
D, DDS D h THRELFRER L T3, B,
SRR MERT RS WA & LT v 2 B sk 1 B A ot
T3 EBERINIRIZEL N TH B, AEHROEER
EVIBRTIIEMHET 2R 533930, =iz,
HEREC XY RATOEB RN TH, HSh e EE
U7 ER e FIRRA DR L, BRI Zh o OfF
SHERBEI & D AFHMERE S W AINERI h,
BRERBIKTFELI-DDS DRFREbFEZ SN, &
E DR bR I T 2318 O A R Tw 388, THC
DIEEREMID L2208 5 B8 OBEN R ER
HARRICCZEIHVEES N WENH 2, L
D30 T, BRI A RICIRR S RS 72 SRt AT R
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The Effects of Human Angiotensin II Induced Hypertension Chemotherapyy
for Liver Metastasis in the Rats

Shigeru Sakai
Third Department of Surgery, Faculty of Medicine, University of Tokyo

To determine the efficacy of angiogensin II induced hypertension chemotherapy (IHC), AH100B
tumor tissue was implanted on the surface of the rat liver. Angiogensin II induced a 55% increase in the
mean arterial blood pressure compared to the basal values, and the tissue blood flow of the liver tumor
was increased from 56.2 * 16.4 ml/min/100 g to 88.7 + 35.3 ml/min/100 g as measured by an
electrolytic hydrogen gas clearance method (p<0.05). The mean tissue adriamycin concentrations of the
tumor in the IHC group was four times higher than that in the normotension group. Nine days after the
treatment, one case in the IHC group (n=6) showed an obvious tumor suppression effect based on the
maximum size and the mean weight of the liver tumors in the IHC group was significantly decreased
compared with the control group (1.317 £ 1.007 ng/g vs 3./027 = 0.362 ng/g, p<0.05). In conclusion,
induced hypertension chemotherapy, which demonstrated accumulation of an anticancer drug selectively
in tumor tissue, is considered to an effective drug delivery system for metastatic liver tumors.
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