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WFZER R OMEEE (330) :We elucidated the molecular mechanisms of upregulating angiotensin
IT type 1 receptor and angiotensin II-dependent angiogenesis after CDDP treatments in
bladder cancer. We further elucidated the upregulation of angiogenic aggressiveness
thorough angiotensin II pathway in acquired platinum-resistant bladder cancer.

AT R TERR
(AL« 1)
[ERPSES [ECTES & &t
2010 4FHE 1, 600, 000 480, 000 2, 080, 000
2011 4F 1, 400, 000 420, 000 1, 820, 000
&t 3, 000, 000 900, 000 3,900, 000

WFFEor 8« RS

B OFE - H  AMELRBRIRIE S  WAIRERFIE:

F—U— R EHE - AT TF - GRS

1. WH7ERA S W DT

I E TYHETIX, Angiotensin 11 (Ang
I1) Type I Z2Z¥ (ATIR) A (&8 E & BE5-
TORLY . WIREGFHEIZEIT S ATIR ©
FEHIL Ang 11-ATIR > 7 F VDR %4T > T
o, EBEME~ U AR TIEEET VICER
VT Ang II receptor blocker (ARB) & Hij

7l (CDDP) @ ff B IZ DWW THRRFF 21T
CDDP {£{E T C D M T A FHE & 41 L 72 ARB D
E R I B 0 R DR A L7z, CDDP %
Hls & 3 D HUE A 512 5 VEGF 3BT
ERLATL 0 s S TR Y | AOFHEED
ER U RO AAEM & LT CDDP
Be 5AZE S ATIR-VEGE FHFHE O [ felE % 5
277



2. WFFEOEBY

R I B L2 B L i B AL IR IE O
LY AUHRES | KEK CDDP A Hl & L7ciR
RN —INTH D, ARB ITBEICRETIRIE &
L TG ST 2 350 72 0 CHE AR IS FH 23
Ko Thb, AREFHZ LY, ZOHHMENHH
RENNITHERICHEDRIERL O A &7
v 95,

3. WMo HikE

2010 47« it MRk A2 -V 2 In vitro (2
¥31F % CDDP « ARB fif FMRIEIC X 2 HUlESE 20 1
Je OVELISA ¥ % VM= CDDP (2 & % VEGF 3%
Bl ES-& ARBIZ X 2 Ml RO 21T o 72,
ATIR DOFRBIELDORFHIIZA L 7 my b
Ea iz, RICE TR E 7 /L~ CDDP
B 5 L ESIICIS T D ATIR ORBIELIC
DNTORFEATV, ETINRHEFHRIEETT
VN, OB AR A REAT L 7o BEDE AR
BRI Z DT AR IE# O ATIR FEBIZE(LD
Bt EAT o7,

2011 4% : & MEEDEEEMAQRE 5637, T24 12 In
vitro T CDDP % Fifseflc # L (6 7 HR) .
CDDP M MERR DRINL 2 ATV, [RIER D 7 k% v
C CDDP ffifH: F T o> ATIR FEHIZE (L KON ARB
PUREBI RN R O 21T 2 72,

CDDP(0.1-3pM)

Following
6 months

4. WFFERE

2010 45 : & NRIEVERE RS T24 % H
VN CDDP D 5.4 @ ATIR DRI E DAL % e
W& A, CDDP & GHETIIR 2 f50 L 57

iR 7=, ELISA [ZH W T ATIR BELE FHEI L
T Ang 1T {&1FMEOD VEGF EF-235880 bz,
RIZ CDDP #5124 5 1EMERR R L 5% Free
radical scavenger |Z CHIH| L ATIR FEEH DL
fbEME Lz 2 A, CDDP #HG12fE9 ATIR
E5F1Z Free radical scavenger #5121V
AEICHH STz, BLEX 0L FERIES M
T & 5 I MERE b R 123U T CDDP & ARB
DOPFRZATH 2 LI E e IR R OH
HALD FTREMEA R S, E ORI EAER O A
F =X LE LT CDDP G PE S IHEERE k-
FS Ang 11 RAFEO M HT A TTHEICE S L
TWs LB,

F 72 CDDP + ARB f}FHIRIED In vivo IZH1F
5 PUEE RO BERRIE T24 Ml &2 AV 72~
Z&T@%%?WK%MT% Z DA ZHIED
fes8 S 4L (Figure 1, 2) . EERMARZ A2
ﬁﬁ%ﬁﬁﬁﬁ%ﬁzﬁmfﬁ>1bﬂ$&mﬁ
#% O AR Z B T ATIR B O VEGE 388, |-
ADRRBD BT,

Figure 1

500 L Control

1 — cDDP
{---- CDDP+Olmesartan (1mglkg)

400

300

200 |

100 |

Tumor Volume {(mm3)

0
14 17 21 24 28 Day

2011 4F : & MO 124 - 5637 0 2 &
Z v, b A CDDP it M Bk T24PR -
5637PR (Platinum Resistance) % #f37. L. CDDP
MitPEAEFS 1% > ATIR OB ARB ORI
Pz T L7c & 2 A, CDDP #kfut G e
\ZH1 D ATIR RBL LA 2 L7z Ang 11 4KAF
PED M HTATTHEDTRD Sivlz, = OIER
Fr& LT, CDDP ffitth F DR 23 ) TIEWN
TEVETEVERESR O B35 2 & 41, CDDP #&HT T



T ARB % IV 7= Ang TI-ATIR 27 F /L Dl CARCINOMA.

T FEFEED R S, CDDP MitE iz i) Br J Cancer 2012; 106: 290-6 &t
% ARB OIEFEBNFIT, T24PR Hifln 2 V7=~
U AR FIEEETF BT, FOa8ME 2. Tanaka N, Kikuchi E, Matsumoto K,
DR ST Figure 2, 3), Hayakawa N, Ide H, Miyajima A,

Nakamura S, Oya M: Prognostic Value of

) Plasma Fibrinogen Levels in Patients
Figure 2

VEGF CD34

AT1R

with Localized Upper Tract Urothelial
T24 T24PR

T24 + olmesartan T24PR * olmesartan Carcinoma

Br J Urol Int in press 2012 ; &t f

3. Tanaka N, Miyajima A, Kosaka T,
Miyazaki Y, Kikuchi E, Oya M: Acquired
Platinum Resistance Enhances Tumor
Angiogenesis through Angiotensin II
Type 1 Receptor in Bladder Cancer.
Br J Cancer 2011; 105: 1331-7 ZF&i

Figure 3 4. Tanaka N, Miyajima A, Kosaka T,

Tumor Volume {mm?)
-888888

Shirotake S, Hasegawa M, Kikuchi E, Oya
M: Cis—dichlorodiammineplatinum
upregulates angiotensin Il type 1
receptors through reactive oxygen

species generation and enhances VEGF

production in bladder cancer.
Mol Cancer Ther 2010; 9: 2982-92 i
H

5. ERREImE (Fps] (Bt 31h)
(Eﬁi§§%§§%§\ WFoE oy K O EEIF 22381 1. Tanaka N, Miyajima A, Kosaka T, et al
EN

Acquired Platinum Resistance Induces
Ueakamsr) B4 1) Angiogenic Aggressiveness

L ) ) Through Upregulation of Angiotensin
1. Tanaka N, Miyajima A, Kikuchi E,
IT Type 1 Receptors in Bladder Cancer.
2012 K EM R GRS, KIEL
2012/5/21

Matsumoto K, Hagiwara M, Ide H, Kosaka
T, Masuda T, Nakamura S, Oya M:
PROGNONSTIC IMPACT OF
RENIN-ANGIOTENSIN SYSTEM BLOCKADE IN
LOCALIZED UPPER TRACT UROTHELIAL




2. Tanaka N, Miyajima A, Kosaka T, et
al.Reactive Oxygen Species Generation
Increased by
Cis—dichlorodiammineplatinum
Enhances VEGF Production through
Upregulating Angiotensin II Type 1
Receptor in Bladder Cancer. 2011 4
EWmRER 2 KIEL 2011/5/16

3. Tanaka N, Miyajima A, Kosaka T.
Cis—dichlorodiammineplatinum
up—regulates angiotensin II type 1
receptor, and enhances vascular
endothelial growth factor production
in bladder cancer. 2010 4F=K[EWLIRES
B2, KE, 2010/5/30

(XEF) GHo )
(PEZETY PEHE)
ORI (G0 )
OBAIRIL (F0 )

(& Dfi]
R B = U
http://www. keio—urology. jp

6. WFFERHRK

(1) WrgefRs

{2 (TANAKA NOBUYUKI)
BEER R T - RS - B
WFEE % B 60445244




