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MR R OBEE (J3T) : In basic science, I showed that nitroglycerin (GTN) significantly reduced
HIF-1 alpha, P-glycoprotein, VEGF, P-Akt, and P-CREB in tumor tissues in vivo, resulting in enhancing
chemosensitivity of cancer cells to anti-cancer drugs including cisplatin and docetaxel. I started and
have been performing three clinical trials regarding combinational chemotherapy with GTN for the next
phase III trials, as following: 1) Randomized multicenter phase II trial comparing paclitaxel and
carboplatin with GTN with paclitaxel and carboplatin alone in patients with previously untreated
advanced non-small cell lung cancer (NSCLC); 2) Single arm phase II trial of amrubicin and GTN in
patients with previously treated advanced NSCLC as third regimen; 3) Single arm phase II trial of
docetaxel and GTN in elderly patients with previously untreated advanced NSCLC.

AT R FERR
(BN - 1)
RS RIEESEEE i
2007 4B 9,100,000 2,730,000 11,830,000
2008 4F 6,200,000 1,860,000 8,060,000
2009 4 £ 5,400,000 1,620,000 7,020,000
FEE
I
o 20,700,000 6,210,000 26,910,000

WFIE 3B« R R

B E O3 - FIEH - WRSRERIRET: - MERZRNFE

X—U— N IR, (KBRS SRS AR A T, (KRR IR 1. EENHUN
PEER. —MRfbEEHE, = b7 Uk U Lk L proof of concept i bR iAER

1. WHEBAR S MO 5

HEFT [ T TR AR | BT AR TR R TE D PHFE 23
EATHWDHBMEIZBW TS 2, BEICL-T
IR R~ RETIT 220, B

o b il SO DOTE RS 1T AEE TH
%o B O HC b BRI IR g L e o
R75% % 5O, SLHEEOIFKROEN % 5T
WD, i OB il e R IE 5



AL TR, SEEIERAREIRTE T b %
MBHRLCIVEI TR R SN D Z LBAEW, S
FERE DA AR 22 I E BN o6 LT, PRAF
BB 715 T o 265, BURBERE, %
PERRE, REMERDNGRRIRE 225, HUmHl
DBAFE, AN LV ALFERE ORI AR L)
U, AFEMFOERIZERRL TV D, L
L. vinorelbine, paclitaxel, docetaxel,
gemcitabine72 & O IR DOFEANIZ 7 F F
FHIFN 2 OF L 7oA HERYE T b 241 DF L
FHIETI 2, BMARRICLY HORED
AR DR D D b DO RIGHREITIE N
fe it (LU FNSCLC) JER D SOGEIA 1330%
AR, VEAEAFRIT26%0 536%, AEFHIH
RAES-13 4 A LIBFAHRITME TE 5 b DT
2RV, T, EMIICRERICRBIL TV D
HEFR IR T2 D Hiik 2 ARk LA oo 1Y
SE 2 I 9 D HUARIESS, Ml 7L
(RIS A, eI TE - LB 7
FAEFLEA 7 & D2y FHERISE (trastuzumab,
rituximab, gefitinib, elrotinib, imatinib7¢ &) @
BERBHRE DA > TETND, WThO
DTG SR TH Y | E PRSI A
WBEED T2 DIZHEE L DD dH 5 AT
T, ETOEITRIEGNTR LT, PREREFEFHN
TIEFIBRIZZ 4L D O a7 oy AR 3E A4 B
My L <IEPFRbFRIEZIT O Z LT THE
EERTRETH D, BTN EENEIETH
o ERRRFAIC b PRBRIE I IR 2
& G & 40TV 2 HER2/NEU RGP 14 FLAEE
BN %9 5 trastuzumab D FERFE I IS T HY
R EE (ICER) 1% 39,982
dollars/QALY L it SN TV | 7 FHHERYZK
IREPONICEBETH LD TE 5, it
> T, FF/NHIEIEZ X U & HHETEE
a2 S FHY TR T RMED E
ERBIE DML BERE L 7> TV D,

(6] FEZ 308 PR C U HERR P 75 e il i oD M L L
£V EFMAE T b DM NLE O AR Y
AT NSRRI o 5 i 8 4 P 1 3 88—
B & 725, MG MAE D & SR DS UL B
K0 BETE D KHEREHIR I KL% 100um
235 150pum & iRsD TH < | JEEHERR N T
1M 232 AU LA BB T 2 5BAL TIRRER R
W& 7222, HIT, ZOEBIEEIERN O
1 & SIN AR A REd/ € SF 7Y =T s p B
JEAIE DML & S ROEIR R B D = &%
Bofd ST s, EENEMRIZ SO TR
fi 32 IR AE (hypoxia) A% hypoxia-inducible
factor-1o (HIF-10) Dilk#GERY 22 254 & A&k (=
EX T AL EIHIT 5 2 L2 K0 | RS
WNCD HIF-la OFFE L IEHELZR L, 5
b U7z HIF-1a ZEENIZEAT L, BEANICTE S,
BIIZHBL L T\ 5 HIF-1B L #EE LT &K
B L., ENDERER L7200
KRR R BTN T 5 7o OICLE R I E N
S YR IKf- vascular endothelial growth factor

(VEGF)X° P $i# %8 1 P-glycoprotein (P-gp) %5 %
22— F LTV % RNA @ hypoxia response
element |ZfEG L, 415 D RNA G EM: &
EHERERRAMEE SN D, —J7, @EBEHER
HE (normoxia)lZ33V CiX, HIF-lo RNA #55
& HIF-la DG RITIEFANSAT OIS 25, 268
proteosome (= &V keI B F oAb &%
(F %72 HIF-la (ZIERHRNICITIEE AL
BREINR, ZOWF L LTX, BEST
D3 AAAEE N O HIF prolyl hydroxylase (PHD) %
&ML L. HIF-1a @ oxygen-dependent
degradation domain ([ZfF/ET 57 X /7 1

U »(Pro402 & Pro56d) % Kligfb3 %, 20z
L2k, HIF-lo D=2 X F AU HLE
von Hippel-Lindeau £ H (pVHL)72® HIF-1o &
fEa L9 < 720 . VHL E3 ubiquitin ligase (2
&V HIF-1a-pVHL &R D = B3 F Ak
fletesns, —77, BFE5F13 HIF-la O
C-terminal transactivation domain (CTAD)|Z 75
TET27 I/ BTHDLT ANT X R
(Asp803)Z /K21t 9~ % HIF asparaginyl
hygroxylase Z{GMALT 25, 2D LIZXV,
CTAD 7> HIF-1 co-activator C#& % p300/CBD
BHELRHEAET DL E2MEL, HIF-1 &5
IEEREIf SN D, DX ST LT, @EE
FRRE N TIL, HIF-lo J3HEIC 2 % F 1k
S AV E R L7220,

HEATE T 2 31T D HUE Al ~ DMtk
RO & LT, Bk X 5 1T SRk
O HIF-la D FEIZHKE3E T 5 VEGF <° P-gp D
HRIFEHL T 5D, VEGF (3 N A
JE D FEFECE Bl © D A PN R TSR A
endothelial progenitor cell DA ZE L. JEE
MEFELIRET D, ZORR, WL
WrRds A SNt A FE 2 3l 6D 5, P-gp 1
ATP-binding cassette transporters family ©—-2>
T, docetaxel 72 & D & X RFUEH
doxorubicin 72 E DT > TV A 7V L RHL
FEA7R & FE & UGN D B RR A~
BEENAC IR AT 72, Ziu 6 OFMIENIEE
D U BFEA~ OIS AT D,
DIEZEPRER TR L D TRR kT3 2 i
fa DRSS & Ui, watEsE 1
p53 DRI E D pS3 EHADKIENZET b
%, FEARRROIKEEFLIZ O HIF-1o 23 EES
FLRRPN CHERET D & A p53 DR HIN
LIERMBNTND, ZDOZLIZXY, #
AMIE I cisplatin < vinorelbine 72 & ™ p53 AT
PEHIE A~ D MR S B i~ D it AL
T D, BT, (KERFIREE TITimin /4
DMERE L, FUBAIDMER T2 2 L3 TE D
e & oo M 12 9 S i EE R MR TR Ly
PUEAIMPE L2ME S LD, 2O X DI, HE
FHAEPN T 36 1 D ARIE SR 5 M TR R M AL
FE R S HEA T BT (2 ds 1 D IR IR D Ji
D—DLEZHILD,

in vitro HFJEICIVN T, RERRRAEME



doxorubicin M b %~ L7z & M ELEMiaIc
— (k. %2 3 (nitric oxide: NO) f5HITH %
S-nitroso-N-acetyl-D-penicillamine (SNAP) % %
G35z Licky ., mEbmimiao
doxorubicin (2% 9 2 2 MENFEIE I D Z
EBHLNERoT, —T7, NO fGAITH
% isosorbide dinitrite D IS MRNEEZ 70 E |
AP RSN TE Y, NO fE5HZ L 5 [H
TR REIS PN R e oD A e S8 35 A M s 9 i
DRI ST, & HIT, T4, HL VEGF
PLUIK bevacizumab 12 L 5 KIGHECIE/ N Ia M
Ja 72 & OREIEHEIZ I D Pra Az
NENHE i, EENEERFIRESLZ I
£ 5 RS B AR 2 A0 & LT ALk

S FARENBIRICBE LR T D, Ll

FIBAEBNZ I 1T 2 BT E R E ~0
NO - 5-H| DB, Akt 3% NO fik
HRN ORI R EI TS S Tune
MNoTm,

2. MEOBEH

7 —mibERLE SR THL = Y
U UBRIBAEO PRSI 2R T D
ERAZAT5), FLTEANED L S RME
T T D DN EFS,

3. WO Ik

(1) FA7=HiE, ~ U AEEAEE T LS
/N EA BV T = A I ¥
— LA DFHERTH H FRP170 12 K 5 fiE
JE in vivo A A —3 0 7 CHEENOKEESE
TEIRO LA kD 0 E D e LT,

(2) NOHtEHICHLH= b r 7 UtEY
(GTN) 0.02mg/kg & L < 1% 0.2mg/kg MEER: -
{28V, FRP170 N invivo f A— 0 7
W T GTN 5 BRI E T L~
U A EE P RER SR SR O S R TR &
NHMNE D DFRE LT,

(3) GIN&EIZL Y, HEET L~ U RJHE
%N VEGF mRNA <° P-gp mRNA D/, &
%W HIF-1a & P-gp M., VEGF & A O
DL Z B E 9 et LTz,

(4) GIN#&EIC XV | EFEMEET O Y U wE
{b Akt ° U >l CREB(cyclicAMP response
element binding)72 £ O survival signal ~5ZZEH3
HHMNE D DEFF LT, —F . CD95 (Fas)7
E? cell death signal ~DFEEELMF L T2,

(5) %A GTN $ 5 CIIAESHAR N
MAEBEEZBMESE50E 9 h, EEERRN
DB A % von Willebrand K12 x4 A%
Yk TR LTz,

(6) GTN $ 512 X 5 il > O JEEGFR Rk~ D
PupEAl (A7 FF > : CDDP) DOBATR%
ks o~ 797 4 —1E TR LT,

(7) Puge#l (CDDP3.5mg/kg) Hph#5 X
Dt GTN JFHH 5D 5 A EE K & Hh 4 4
Hil9~ DB B D DMIZONT, ~ 7 AR

#EET /L (LLC Mifld % CSTBL/6 ~ 7 A2
fit) &~ AK€ T /L(Colon26 Hifid %
Balb/c ~ 7 AIZBAH)D 2 SDDET )L~ 7 AT,
Bt L7z,

(8) FivrIaeffifippsie sl & . it 3 A
25mg/kg GTN % B B A A1 2 6 ] L 72 e oD
B¢, JESEAN HIF-1a, VEGE, P-gp D ¥ LD E
W BN E D DT O TR L 7= R PR
B AfN S s Yeth ik O L CTE V2,

(9) HEFTHRREEAE BT 6 L T AR EERT 3
Hf GTIN 245 L7-& = A, M4 VEGF
FEMEALT B0 E D DiaEt Uiz, Pl
(carboplatin AUCS, day 1+ docetaxel 60mg/m2,
day 1,21 BJEHNIZH3 DRI H & g
VEGF Ji# £ D233 Btk & 5 722D T ROC
HIRRARAT I & 0 SR & SR E A Mat L,

(1 0) ARIGHAEITIE INHI R MR AE B Tl
VNR (25mg/m2, day 1, 8)+CDDP(80mg/m2, day
1) GEFEENVEFIRIERE 1A 7 v H T
Y GTNS HHOFH T 2BEOR T, RISEIE .
HEHEAFHIME, AN R 008 5 0
Bt L7z,

(1 1) BHELLF D 3 DO I/ IN A i e 51
W29 %5 GTN OF LRI B9 5 2 ik
ERARRER A BTAFSEE & L TiTo T D,
OARIERAETTIE/ NI B IS BT 5
Paclitaxel & Carboplatin {IZ%f 45 =Fw /Y
T U O FEDF A IS B 32 ek
Zo L H 1 AH LR B PR EABR(TRILCO0702)
@3rd 7 A BEIRFEIE/ N A AE 1L 2 %5
LT AL e = U E Y PEH
WL 11 FH B REER R AR (KUOPLCO0701)
Qi lin A TR HA 55 TUB/IV B FE /)N e fiti e
JEBNCKITT 5 =bru sV REXFE
JL D EFESE 11 FHERAR SR (TUTRCDCO003)

E BT, BRPREER S FH W EA R R IS
MiE% T OmEE B S A&GRO%IC, ICMIE #1
VZAE > C il AR AR (31 5 S B A 7ty T AT Rl

ek (1 KEESL AAFZEE NCI—PDQ
i R BRBR &G ID - NCT00616031, 1 : UMIN
fifs R BRBR &5k ID : UMIN000000813. 3 : UMIN
i PR AR BR B85 ID : UMIN000001820) % ¥,
19 S B RME LTz,

4. WFERE

(1) B7=bid, 7 AFEREHEET L0
F/ N RREIER B W= ha A I &Y
— LB OFEIRTH S FRP170 (2 L 5 E
IZN in vivo 4 A —3 0 7 CEENOIKERSE
Ik O R b AR LT,

(2) NOftEAICHD=rr Uk v
(GTN) 0.02mg/kg & L < 1% 0.2mg/kg MEERE -
(2 X V., FRP170 JEHEWN in vivo £ A— 7
Z T GTN 5 &K I HEE T v~
7 A E AR R SR Ik D P h R 358 D B
i,



(3) GIN#HIZL Y, HEET L~ U Rl
5PN VEGF mRNA <° P-gp mRNA O/, i
PN HIF-1a & P-gp 2. VEGF & H Db
R L7z,

(4) GIN#EIC XLV | EEMHEMKPO Y i
{b Akt X° U 21t CREB(cyclicAMP response
element binding)72 & @ survival signal 38/
T HEMDFEO HiLTz, —F . CDI9S (Fas)7sa
ED cell death signal IZA BN LTz, ZD
e GINI, M7 RN h—v 2%
TRAEL . FUREANC K 2R gh R 2 1958 L C
WD ATREMED RIE S Tz,

(5) mHM Uy A27v7HEO>H 4 H
M GTN # 5., T & 2 %1 7 L h5) O GTN
(G QNG Sk i AN R ) Y B S = R4S
WNZ RS 7o,

(6) GTN F 542 L 2 i 2> & JEEHGR~D
PRl (A7 F > : CDDP) OBITHRE
MRt L7z & 2 A, EEHHM#&T CDDP R
GTN #5512 K 0 BRI L7223, A R 22T
HHNRD ST, Te LA, JEEHEE CDDP
FE/1fL % CDDP #21% GTN #5823 2 512
o T, WAHTHEMBEO LN, 2D
&35, GIN |E CDDP 72 & D /Ny T DH e
HOIEY sy Bl AT D RIT D e & B
2 b,

(7) MEERCE b ITPUEAl (CDDP
3.5mg/kg) BM#EEH XV & GTN &5 0 )
MHUEAIEMEE 5 X0 b ARl ST,
(8) FHyrraefisiER &t LT, #7113
H [l 25mg/kg GTN #% Rl -7 24 L 7= 9iE
B TIE, R L ho 72ER L 0 b RSN
HIF-1a, VEGF, P-gp DD 13388 51 7-.
(9) HEFTHIRMRFEAE B & L LI IART 3
HREGIN & 5. L7 & 2 A, JAEDIERIT
IEIMAE VEGF IR T L7y, —HOREHR]
TiXte LA L7z, HiE#Al(carboplatin
AUCS5, day 1+ docetaxel 60mg/m2, day 1,21 H
JAEINC 5N U7 BTl b A4 5 BRI
GTN % 3 HRfEA T % Z &1 & v M4 VEGF
FEEEMN-16pg/ml LUK 9~ 2 JEFI S FEZR 0 E
BE Y BB LNCE D> T2, BV ]
JERRREEREGNIZ F T PUlE Al G-RITO 3 A
NTG #5131 4E+ VEGF 2 Ol % ¢ 7=
© L. receiver operating characteristics curve fi
HrCIfi s VEGF 2 O g 2% 16 pg/ml LA
L DEFTITERE 84%, FrHLJE 84% T
docetaxel+carboplatin ff AL FREIE T3 LT
FOG LTz (BOSEIE 59%) 6

(1 0) ARIBHEHETT I/ N R fitigee i 451 ¢k
VNR (25mg/m2, day 1, 8)+CDDP(80mg/m2, day
1) G AR A FREERE L Y 24U 13
A 7 V&7 GTNS ARIPFHT 28D T 23X
JEEIG ., BEREAAAIIRN, AR E
BT,

(1 1) ERREBRIIE T L— TR (HBK
T HAERT, FUOREESER KT, ERE

KEF, BFIRS, BN At & —HIJuihe.,
FINRTF, WEBRSIRANR ' ¥ —, W E
(NN e 1Y/ S RVALSY S NN i e S 5 N
KRR, s Rk o & —,
KIALEFIREE, REARAKRT) Z1T-o70,
OIZMEENBRIRFFEfE HtE % — (TRD
OV R FEFEHRRER o ¥ — G
B, @HALRKFAKIE TR E e ¥ —
WEE « BEE AT — 2 v o X — 2 RiE
L7z, BIZOIZIBWTIL, Electronic Data
Capturing System % ) ERIRBFFEIGHE o % —

(TRI) &ILFEIBHFE L, EEZHMx) 5 24 IF
AT CIEGPR Sk, TR IEIE 2L 0 0,
CRF &gkzx A o Z—Fy NTITH T L&Al
RE & L7z, EMRICHFelas RERE I L D
R E LR B2 B U, ERIRGUBRHEE 2
STWA,

W OERKFRER © Proof of Concept 7klik
Thh, TNTHIRF SN REWFERRE LI
UL, BUEANC X A FUEE2h R A & LT
DOURBRE BN A BRI E 3 FRERIRSR (=
A AERER) 2179 TETH D, ®iZ, GTN
& BEAF O FUE Al A O T BRI TR A 2
B L. FHEEARI L LBz ED VW& 2
WEBZ TS (EBRFFTFIUS :
PCT/JP2005/011078)

5. TR ILE
(WFFERERE . IR 4R M OISR |2
ERN )

CerEam s GGt 26 1F)

1. Yasuda H, Yanagihara K, Nakayama K, Mio
T, Sasaki T, Asada M, Yamaya M, Fukushima
M. Therapeutic applications of nitric oxide
for malignant tumor in animal models and
human studies. Nitric Oxide and Cancer:
E’trognosis and Therapy 2010 (in press). 2t
[

2. Yanagihara K, Yoshimura K, Niimi M,
Yasuda H, et al. Phase II study of S-1 and
docetaxel for previously treated patients with
locally advanced or metastatic
non-small-cell lung cancer. Cancer
ghg)m@other Pharmacol 2010 (in press). 2%
A

3. Yamaya M, Shinya K, Hatachi Y, Kubo H,
Asada M, Yasuda H, Nishimura H,
Nagatomi R. Clarithromycin inhibits type A
seasonal influenza virus infection in human
airway epithelial cells. J Pharm Exp Ther
2010; 333: 81-90.F&HiH Y

4. BHEIERE, fex REE, i, &
JofEl, B SEE, JKIEZE, Deng Xue,
IREERE  [WRRKFHESE D Z A /A b
ARG - SOESEINHIE T & BRR 2R
{LEFRIE DO 2009;25:83-92. #5678 L

5. Asada M, Yoshida M, Suzuki T, Yasuda H,
et al. Macrolide antibiotics inhibit respiratory
syncytial virus infection in human airway
epithelial cells. Antiviral Res 2009; 83:
191-200. 55 & ¥

6. Kanai M, Morita S, Matsumoto S, Nishimura
T, Hatano E, Yazumi S, Sasaki T, Yasuda H,



10.

I1.

12.

13.

14.

et al. A history of smoking is inversely
correlated with the incidence of gemcitabine-
induced neutropenia. Ann Oncol 2009; 20:
1397-1401. 455t 5V

Yasuda H, Nakayama K, Sasaki T,
Yanagihara K. Fas signal and cancer
progression. Immunotherapy 2009; 1:
337-337. 450

Yasuda H, Nakayama K, Sasaki T,
Yanagihara K. Nitric oxide and cancer
immunity in solid tumor tissues.
Immunotherapy 2009; 1: 338-338 A Hid» ¥
Yasuda H, Nakayama K, Sasaki T,
Yanagihara K. Dual antibody plus
chemotherapy in metastatic colorectal cancer.
Immunotherapy 2009; 1: 339-340.# 3t & 1
Yoshida M, Nakayama K, Yasuda H, et al.
Carbocisteine inhibits oxidant-induced
apoptosis in cultured human airway epithelial
%llws. Respirology 2009; 14: 1027-1034. 43¢

Sasaki T, Nakayama K, Yasuda H, et al. A
randomized, single blind study of
lansoprazole for the prevention of
exacerbations of chronic obstructive
pulmonary disease in older patients. J Am
Geriatr Soc 2009; 57: 1453-1457 &5 0
Asada M, Ebihara S, Numachi Y, Okazaki T,
Yamanda S, Ikeda K, Yasuda H, Sora I, Arai
H. Reduced tumor growth in a mouse model
of schizophrenia, lacking the dopamine

transporter. Int J Cancer 2008; 123: 511-518.

HHid

Yasuda H. Solid tumor physiology and
hypoxia-induced chemo/radio-resistance:
Novel strategy for cancer therapy: Nitric
oxide donor as a therapeutic enhancer. Nitric
Oxide: Biology and Chemistry 2008; 19:
205-216. & 7ed> v

Ishiguro H, Kitano T, Yoshibayashi H, Toi M,
Ueno T, Yasuda H, et al. Prolonged
neutropenia after dose-dense chemotherapy
with pegfilgrastim. Ann Oncol 2008; 19:
1019-1019. %5 ¥

15.Yamauchi J, Kanai M, Matsumoto S,

16.

17.

18.

19.

Nishimura T, Yazumi S, Kamei K,
Kawaguchi Y, Yasuda H, et al. Clincal
outcome of combination therapy of
gemcitabine with S-1 for advanced pancreatic
c@ancer. Pancreas 2008; 36: 327-328. & 5t &

Inoue D, Kubo H, Watanabe M, Sasaki T,
Yasuda H, et al. Submucosal gland cells in
human lower airways produce MUC5AC
piotein. Respirology 2008; 13: 285-287. 2%
Inoue D, Kubo H, Sasaki T, Yasuda H, et al.
Erythromycin attenuates MUCSAC synthesis
and secretion in cultured human tracheal cells
infected with RV14. Respirology 2008; 13:
215-220. &7t

Kitano T, Tada H, Nishimura T, Teramukai S,
Kanai M, Nishimura T, Misawa A,
Yoshikawa K, Yasuda H, et al. Prevalence
and incidence of anemia in Japanese cancer
patients receiving outpatient chemotherapy.
Int J Hematol 2007; 86: 37-41. & i & V)
Yasuda H, Kaneta T, Takai Y, et al. Tumor
hypoxia imaging with [F-18] fluoronitro-

20.

21.

22.

23.

24.

25

26.

(%

1.

imidazole in non-small-cell lung cancer. J
,;)m@ Geriatr Soc 2007; 55: 1142-1144.# 5t
Kaneta T, Takai Y, Iwata R, Hakamatsuka T,
Yasuda H, et al. Initial evaluation of dynamic
human imaging using 18F-FRP170 as a new
PET tracer for imaging hypoxia. Ann Nucl
Med 2007; 21: 101-107. &#id v

Ebihara T, Ebihara S, Ohrui T, Yasuda H, et
al. Acid and swallowing reflex. Geriatr
Gerontol Int 2007; 7: 94-95 &5t 4 ¥
Yasuda H, Nakayama K, Sasaki T, et al.
Partial response by nitroglycerin plus
amrubicin regimen in patients with refractory
and recurrent advanced non-small cell lung
cancer who had received at least third-line
chemotherapy: Case report. Cancer Therapy
2007;5:451-456. A5t 8 ¥

Yamaya M, Sasaki T, Yasuda H, et al.
Hochu-ekki-to inhibits rhinovirus infection in
human tracheal epithelial cells. Brit J
Pharmacol 2007; 150: 702-710. 2%t
Yamaya M, Yasuda H, Yoshida M, et al.
Treatment and prevention of COPD
exacerbation. Nippon Rinsho 2007; 65:
734-739 A7 L

SRR, LR, LR

[ER T I/ IR |~ 36 1 2 Ol & = b
17Ut ) P IREO RN EERE~O
R Sy FrERERA R il o R
15%5%&@%5‘5%&% 2007;11:45-52. 4%

BETR

LRI, LB, LA R,

THETR I & O i de D729 E o i

2T LB 2007;95:81-84 A i /e

2%F) GHa 1)

ZZEMERR il L B DR P ZEME i

DRIBIEBZ 64 2 R FE — AL R A

BRILEDRF. FH46la] H ARG IR A Bl i

%w@mﬁmﬂma\%ﬁ(v—&ya

v

Yasuda H. The effects of low-dose inhaled

carbon monoxide on the dyspnea in patients

with chronic obstructive pulmonary disease.
14™ World Congress on Advances in

Oncology and 12" International Symposium

on Molecular Medicine. October 17, 2009,

Loutraki, Greece.

Yasuda H. Novel strategy for cancer therapy

with nitroglycerin as a NO donor. First

International Workshop on Nitric Oxide in

Cancer Therapy. September 12, 2009, Dijon,

France.

& FYERE (PK/PDARAT > O FLIZ B0 AF| 0

B - BIVERD) BTN AR 25—k

bR MEGAID LR E. #1717 Y

SHNT ==V RV A [ER

HEET —F 52009, 20094E7H11H, 3L

W (AR Y T L)

Hatachi Y, Yasuda H, Nagai H, et al.
Inhibitory Effects of Nitroglycerin on
Intratumor P-Glycoprotein and
Phospholyrated Caveolin-1 in Lewis Lung
Carcinoma Bearing Murine Model. ATS 2009,
Mayv 19. 2009, San Diego, USA.

Yasuda H, Sasaki T, Asada M, et al.
P-glycoprotein (P-gp) May Be Associated
with Chemoresistance to Amrubicin (AMR)



8. ZMiEE Solid tumor physiology and

10.

11.

12.

13.

14.

15.

16.

in Lewis Lung Carcinoma (LLC) Cells. ATS
2009, May 19, 2009, San Diego, USA.
Sasaki T, Yasuda H, Nakayama K, et al. The
effects of low-dose inhaled carbon monoxide
(CO) on the dyspnea in patients with chronic
obstructive pulmonary disease (COPD). ATS
2009, May 19, 2009, San Diego, USA.

hypoxia-induced
chemo/radio-resistance: Novel strategy
for cancer therapy: Nitric oxide donor
as a therapeutic enhancer. £ 9 [A] A&
NOZ - A<, 200945 7 9 H, #
[ (2R 7 L)
Yasuda H. Glyceryl Trinitrate may enhance
chemosensitivity to cisplatin and docetaxel
via inhibitions of Akt signaling pathway and
HIF-1 pathway and via activation of pS3 in
murine syngraft solid cancer model. 13th
World Congress on Advances in Oncology
and 11th International Symposium on
Molecular Medicine. October 11, 2008,
Crete, Greece.
Hatachi Y, Nagai H, Mio T, Mishima M,
Yasuda H. INHIBITORY EFFECTS OF
NITROGLYCERIN ON INTRATUMOR
P-GLYCOPROTEIN AND
PHOSPHOLYRATED CAVEOLIN-1 IN LEWIS§
LUNG CARCINOMA BEARING MURINE
MODEL. 13th World Congress on Advances in
Oncology and 11th International Symposium on
Molecular Medicine. October 11, 2008, Crete,
Greece.
Yanagihara K, Yasuda H, Niimi M, et al.
PHASE I STUDY OF COMBINATION
CHEMOTHERAPY WITH S-1 PLUS
DOCETAXEL FOR PREVIOUSLY
TREATED PATIENTS WITH
NON-SMALL-CELL LUNG CANCER IN A
SECOND OR THIRD LINE REGIMEN.
ESMO 2008, September 15, 2008,Stockholm,
Sweeden.
Yasuda H, Katsutoshi Nakayama, et al.
Nitroglycerin may increase response to
docetaxel and cisplatin in murine syngraft
solid cancer models via reduction of HIF-1a,
P-gp, and phosphorylated Akt and via
increase in activated p53 in tumor tissues,
AACR 2008, April 14, 2008, San Diego,
USA.
Yasuda H. Concomitant use of nitroglycerin
with anticancer agents in solid cancer. 1st
International Conference on Nitric Oxide and
Cancer. November 28, 2007, Paris, France.
Yasuda H. Nitroglycerin treatment may
increase response to docetaxel and carboplatin
regimen via inhibitions of hypoxia-inducible
factor-1 pathway and P-glycoprotein in
patients with lung adenocarcinoma. 12"
World Congress on Advances in Oncology
and 10" International Symposium on
Molecular Medicine. October 13, 2007, Crete,
Greece.
LHRIEE, TP, RHER D, i
EFNZB T 2=t 7 V) AERIC L
% JEEEENHIF-1 pathway O FIHI0 e, 26 5(8]
H AR RIS 723 200748 A3 H , ALIR (7
v —%via )

o

Matsumoto S, Nishimura T, Kanai M,

Ishiguro H, Yasuda H, et al. Development of
a novel information technology (IT) system
using the electronic medical record (EMR) in
daily clinical practice, ASCO 2007, June 3,
2007, Chicago, USA.

Yoshida M, Yasuda H, Nakayama K, et al.
Carbocisteine, a mucolytic drug, prevents
apoptosis in a human airway mucoepidermoid
cell line induced by oxidative stress, ATS
2007, May 23, 2007, San Francisco, USA.
Nakayama K, Sasaki T, Yasuda H, et al.
Hochu-ekki-to, a traditional Japanese herbal
medicine, inhibits rhinovirus infection in
human tracheal epithelial cells, ATS 2007,
May 23, 2007, San Francisco, USA.

Yasuda H, Nakayama K, Watanabe M, et al.
Nitroglycerin treatment may increase response
to docetaxel and carboplatin regimen via
inhibitions of hypoxia-inducible factor-1
pathway and p-glycoprotein in patients with
lung adenocarcinoma, ATS 2007, May 23,
2007, San Francisco, USA.

Sasaki T, Yasuda H, Nakayama K, et al.
Pleurodesis with carboplatin in elderly
patients with malignant pleural effusion and
lung adenocarcinoma, ATS 2007, May 23,
2007, San Francisco, USA.

Asada M, Yasuda H, Ebihara S, et al.
Interleukin-1beta gene polymorphisms
associated with risk of lung cancwe in
Japanese, ATS 2007, May 23, 2007, San
Francisco, USA.

(PEZEM PEME)

ofHFERI G 1 4F)

R R B OB I D KRR K
RENZE AW AR E

FE . RHEEE. xR E. Il
W, (I RERE, &AL

MERIZ - ALK, 77 XE

&5« K5FE 2009-117078

HEEEH B - SR 21 425 A 13 H
ENS DR - [EHN

17.

18.

19.

20.

21.

(Z D)

R b= Dl
http://www.cancer.gov/clinicaltrials/TRIC-TRIL-C0702
https://center.umin.ac.jp/cgi-bin/ctr/ctr.cgi?function=brows&a

ction=brows&type=detail&recptno=R000000973 &admin=0&
language=J

https://center.umin.ac.jp/cgi-open-bin/ctr/ctr.cgi? function=bro
ws&action=brows&type=summary&recptno=R000002194&1
anguage=J]

6. HFIERHRAK
O AT
Hiroyasu)
HALRY: « AoRE TAaREE e 2 — - i
A% WHIEEE T 0 90396482
Q)EHEMIEE MR —J& (YANAGIHARA,
Kazuhiro)

FABKT: « KPP R ER - ez
e &+ 70332731

P

ZH &R (YASUDA,



