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effective amount of at least one component select-
ed from a nitric acid salt, a nitrous acid salt and a
compound that can be converted to a nitric acid
salt or a nitrous acid salt upon being absorbed into
the subject; and a method for regulating angiogen-
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genesis in angiogenesis-related diseases, particu-
larly ophthalmic diseases, in a medical manner, can
treat the diseases without inhibiting normal angio-
genesis, has less adverse side etfects, is highly safe,
and is etfective for the treatment/prevention of an-
giogenic diseases. The method for regulating an-
giogenesis utilizes the composition.

57 BHY:
[fREH)



WO 2011/007755 A1 W00 00T A O

BT ABELE:
— EBRRERE (FHF 21 %0)

BRAEICS T OMEFEEHIEBE AR - PHT OOICAVLN S MEHEZEHIEHT SMHYT
HoT, WHEKIE, BIHERIE, 7“6Ul:?&*ﬁ%l:ﬂ&ﬂléhfﬁéﬁ’&‘i’aif'l;tﬁﬁéﬁ’&‘i’ﬂ'l LAIRE LIS D
SH0uEL—DERNBEET HMRY, oW, MHERE, BHEERIE. Ao I AR IR RN &
nT éﬁ’&‘iﬁ?‘lif'liﬁﬁéﬁ’&‘i’ﬂ'lzz{m_lﬁﬁf; EEMD S b E %—’D’E’Eﬁﬂﬁkﬁa‘:‘: LTEHY HHEmY
ERRIRICRE TS, MEFMEEHET H2HEICEL-T, MEHEZRES>KRE, HICRERBIZE TS
MEHTEE NE A HIE L IE'%“EEEL%"%EE’&BH%T%Q:‘:E(;]é‘fﬁf*%é ElERAL (. TEMH
A, MEFERBORE - FHICENTHERD. BoCIZZhERV-OEHEOHEAEEIRM

%,



WO 2011/007755 1 PCT/JP2010/061768

[0001]

[0002]

[0003]

Bf @ =
RADRH . MEFEFEERYE & I E FEHIEHGE
5 R0l

AR, MEHFEZHSKREBZARE - FPHITALHICAVLOILSMEDRH
EEHET S, G5 UCICOEREZSIET 55EICET S,

BRI

MEHFE (angiogenesis) & (&, MBRDBARMEN L DRNEMIZIBIES &
VEE - VETIV VI ZERELEFHFLVBROEROMAZEY ., G5, @
EFECHT SMBENVFHLEHET TO—Fh L, TEDAAZZXLIZDN
TREMGEAN G S TS, MEFHEE, EMIREICED EBRIZE
ZLTEERTH! F (hypoxia-inducible factor) ANEMI{EEh, VEG
F (vascular endothelial growth factor) MRNAMHEERFEIND
CEICKVYRESNS, EESN-MEARBBERFVEGF (&, MERNK
MRICBELTSHSVEGFLETE2— (VEGFR) ITRAL., MlaRT Y
TIVEERZFHET S, TOHR, MRNEEEOSENSECY., IERA
RHRaDEE - 185E, MENRMROERERK. EEEOMEK & ERMBRO
MYBEHEWNSBREEETOENFESNDS,

Murohara T et al., “Nitric oxide and angiogenesis in ocardi
ovascular disease”, Antioxid Redox Signal., Vol. 4, p.825-831(
2002) (GEHFEFXAR 1) [C&nE, MEHECES T SMBANS I FILGER
ELT, J7RI7FVINA/ D b—L3FF—F (PI13K) hbleFESD
BEMNHALMNIZINTILNS, P 1 3KERTIE,. NEE-BRILERERHESR

(endothelial NO synthase : eNOS) @iEMHIE, CHICE DK HNEMENOE
EEmMAHEREINTEY, Noiri E et al., “Podokinesis in endothe
lial cell migration: role of nitric oxide”, The American Phy
siological Society, Vol. 274, p.236-244(1998) (FE4FEHFXRK2) . Zi

che M et al., “Nitric Oxide Promotes Proliferation and Plasm



WO 2011/007755 2 PCT/JP2010/061768

[0004]

[0005]

[0006]

inogen Activator Production by Goronary Venular Endothelium Th
rough Endogenous bFGF”, Girculation Research, Vol. 80, p.845-8
52(1997) (GEf%ErX®A3) . Dimmeler S et al., “Upregulation of S
uperoxide Dismutase and Nitric Oxide Synthase Mediates the Ap
optosis-Suppressive Effects of Shear Stress on Endothelial Cel
|s”, Arterioscler. Thromb. Vasc. Biol., Vol. 19. p.656-664(199
9) CGEREEXEN4) [CEhE, BRE. NEAM—BEILELERT. ERKHERO

HAGE - EEREERA. TR XMEERICEY ., MEFRECRENIZH

(EBZBNTLS,

ERREZICEWNT, MEFLELRGARGLVICZ{DERDERICKE
BEEEREITIEMSMONT NS, NEFENBEETEHERELE LT, XA
IRHEEIE., MEPRAMEIRAE. MEmEMAE L, MEFRERAELD EDRM KSR
B O FREDKENKRE. AMERLTEOEBEFENLGRENMONT
WEMR, ShoDERBITEWVWTIL, FIEHEELRNLZRAGCOLEREZE
T4, REFRRICKITHARMOLEFEDARBIKE., —EL TOEHEDH
#-FAETHY. HH2002—-—28468 550 GFHXHEk1) . 156
2008—11095054#H (FEFXHA2) [CHATSNTWSLSIZ, 4
MEGARE & EYRREIIKAIEN S,

AEEVABREDREKE LT, LY —RERENRAEIN SN, ThiTEST
L= L TP H K REWEBRIEZT 530 THY . BIBREHDIE
T, REBRADET. BLUVBEDELLEL 0T ENH 5,

EWARIZEVWTIE, MEFERBOS FEMFNGERN >, OEHE
[CEAET BN T FILGERDELADEEAX 70y 37 5HEEESHE
-FgEEh TS, VEGFHEEEE LT, VEGFH{K (Bevacizumab) +°
. FBl2008—28035650#H (FHFXM3) [CRASNTNDELD
[Z. VEGFHEMNESHREE (Pegaptanib sodium) HFEH - AFE I T
WE, CHolFEIREICHS T ARUMEFEDEECREKRFEMZECER
THAHMN, VEGFRKICLKHIEEMEDHAMRE., £HHNTRIGAREL



WO 2011/007755 3 PCT/JP2010/061768

[0007]

[0008]

[0009]

[0010]

R, RMERE, DHEEES S CRIMELG EOEXRGEMERANRE S

nTtwsb,

F7-. Eyal B et al., “T2-TrpRS Inhibits Preretinal Neovascul
arization and Enhances Physiological Vascular Regrowth in OIR

as Assessed by a New Method of Quantification”, Investigati
ve Ophthalmology & Visual Science, Vol. 47, p.2125-2134(2006)

(JE%EEXR S ) ITENE, —BRILEREREBRBEFTEZAV-NEALE—&8

L2ROEENHIZKE S, ROOEFEOEENRA DN TLEA, —E1L

BRODIHOGEEMNICHLEELGRBNZRLLTWADFERACEFTT S

ElCEY, MREQREETHOIMRBENEL, MELRE, DHEEELV

BRIMEGEDEADEFWEIERERNFR SN S,

&Il VEGFHEFEGENDRMEARRE I, EHMGTEEREERT
L=-OIZHFHRRIFICEYVRESNE-O, BE~ADODEBEIRE L, E5
FFOIRMBBEEEL E LY., KEFES L UHEEBTECHEREDO )XY
[CEREhdZEIThDb,

FeATHHTOCHR

FREF SCAR

HEFXHR] - H5Bl2002—-2846 8551

YEEFRR2 - $5B2008— 1109 5 084K

YEEFSCARS - $5Bl2008—280 3 5 6 B AR

FEFREF OCHR

JEHFEFSCART : Murohara T et al., “Nitric oxide and angiogenesis
in cardiovascular disease”, Antioxid Redox Signal., Vol. 4,
p. 825-831(2002)

FEHFEFSCAR2 : Noiri E et al., “Podokinesis in endothelial cell
migration: role of nitric oxide”, The American Physiological
Society, Vol. 274, p.236-244(1998)

JEHFIFCARS : Ziche M et al., “Nitric Oxide Promotes Proliferat



WO 2011/007755 4 PCT/JP2010/061768

[0011]

[0012]

ion and Plasminogen Activator Production by Coronary Venular
Endothelium Through EndogenousbFGF”, Circulation Research, Vol.
80, p.845-852(1997)
JEHFEFSCARY : Dimmeler S et al., “Upregulation of Superoxide Di
smutase and Nitric Oxide Synthase Mediates the Apoptosis-Suppr
essive Effects of Shear Stress on Endothelial Cells”, Arterio
scler. Thromb. Vasc. Biol., Vol. 19. p.656-664(1999)
JEHFEFSCARD - Eyal B et al., “T2-TrpRS Inhibits Preretinal Neov
ascularization and Enhances Physiological Vascular Regrowth in
OIR as Assessed by a New Method of Quantification”, Invest
igative Ophthalmology & Visual Science, Vol. 47, p.2125-2134(2
006)
JEFFEFOCHRG - Katsumi Y et al., “Metabolic Fate of Nitric Oxid
e”, Int ArchOccup Environ Health, Vol. 46, p.71-77(1980)
JEHFEFXART - Zhi H et al., “Enzymatic function of hemoglobin
as a nitrite reductase that produces NO under allosteric con
trol”, The Journal of Clinical Investigation, Vol. 115, p.209
9-2107 (2005)
JEHFEFCARS : Lois E. H  Smith et al., “Oxygen-Induced Retinopa
thy in the Mouse”, Invest Ophthalmol Vis Sci. Vol. 35 p.10
1-111(1994)
SADBE
RESERLES LT BHEE
ERDES(2, MEFHEZEF S RBRBOREDBREE, RIEMIEBMH
BEESHHAAR, HAVIERELEHREDEE. EEGEHMEIER.
BEUHEARED Y RIVAEVHEFARRAEWABRNIRTHY . BMEDLL
NEEVAERE., BEURRMAREEHISA TGN 1=,
AERAF, LR L-BREZHBRTE-OICHEESN-LDTH->T, TDHE



WO 2011/007755 5 PCT/JP2010/061768

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

METHETAE, MEFMEEZHSKR, BICREKRBICETINENE%E
REMICHIEL., EEGOEFEFBEETT I LR CGARTE S, BIEAN
D, REMHSEL, MEFEREOAER - FHICEMGERY. 50
[CENZERWN-MEHREREAZERETEIETH D,
FETRRTH-ODOFE

LR LU-REEMRT L0, ARABFLAHEMRET >R, HER
18, BEEBESAEENICHRSNIRELGREEIIANT., LEFLEBEE
HET 2ERAEZETILERE Lz, BT, REKRBRICETAMERES
HEL, EXCOEFEEMEET S LG CANTNEFEENF TSI &
ZHLMIL. CN5DILEMARARBIEE. HRBEIEE (B2, BE
VEPRRMIEAE) . MMESEBEMY, NEFERNEL EORIEEAE - T
EHELTHRATHACLZRE L, ARAZERT SICE-T=, ThHbDB
 AEREILUTOEEYTHS,

AFERIE, BRFCHTIMEFREEHESITRETAE - FHT H1-HICH
WonHMEFEZHIET SEBMTH> T, HEIE., FWHEMIE. G5V
BARIKRICIRIR SN CHEBIE F - (X B HERIR (CEM AR R L&D 5 B 73 <
EL—DEAYNEERTHLEHEET D,

AFEADHEEMIE, BRIRICH T EWHEERA 4 VEEEEDEERICHET
5ETHMEFELZHETELEDTHA I EMFELL,

AEFOHEEMIE., HRERITEE LRI, 8umo | /L~1000yu
mo |/ LOEEADMELIEEES 4 VEEE 52 2ETHEEE. FHikE
 BOUICHIRIEEMD S OB EEL—DEEFTHIENFELL,

AFERICEWT, MEFEEHESKREN, XARMBEE, HERHFBIELE.
MEGHEBMENE. OEFERRELSBEIEINSILLELCEIVTIAHLODERRESR
THHIEMNTFELLY,

REAOHEBYIE., EERMERY. £, BEES. HEEEER. BT
RERAEBRSLIUXEHMESMISBEIEIN LG ELVNTIANTHSEZ &
M. FELL,



WO 2011/007755 6 PCT/JP2010/061768

[0019]

[0020]

[0021]

[0022]

[0023]

RFERAITFE -, HERE, FHEBIE, 45 VICHEBRERICRIRE N THERIESE
I SEEBRIE ICEBAIREGREEYD I LG EL—DZEUHSELTE
BT B EERAICRET 5. MEFHEREAEOVTIRET 5,

AERADAEE, BREICETHHEHBA A VRETENRERICHET S
CETMEFELFIET D EMAFELLY,

AFEADOAEIE, HRIKIIH TS MEFHEEA AV EEE8umo | /L
~1000umo | /LOEEARIZT S EMNFELLY,

FEADFR

AFERICINE, MEFEEHESIKE, HICRBERBICETAOENES
REMICHIEL., EEGOEFEFBEETT I LR CGARTE S, BIEAN
D, REMHSEL, MEFEREOAER - FHICEMGERY. 50
[CENZERWN-OEFEZHIET A ENRBEIND,

B oD i B 7 B A
[E1]REH 1 DFERBON-BELEOERLELEETHY., B1 (a) (&

15umo | /k gDEMHESF M)V LEHRELZGE, B1 (b) 75
umo | 'k gDEWEES M) VLERELEGEE, B1 (¢) E75um
ol /k gDWEEET )T LERELLEBEE, B1 (d) FEERIEKER
BELimEETNENRRLTINS,

[E2]%£ERBIEK, 15umo | “k giil&F )DL, 1T5umo |l kg
BB FJDL, 75umo | “k gBHEEFT M) DLEFRELZGEIC
WRFAANEALZEEOERZLBEL TR IS I7THY . MEEERELE
M (@) THb,

[F3]ay hO—JLE LTEEREKERS LI-GADREENEZRTEET
Hb,

[F4] K5I 3 DIERBON-WELENDELELEETHY., B4 (a) (&

15umo | “k gDIEEF M)V LZHRELES. B4 (b) 15 u
mo | /k gDEIEET F)VLERELGESE, B4 (c) FEERIEK
ERE5LE-BEEZATNRLTLS,



WO 2011/007755 7 PCT/JP2010/061768

[R5]EE G 4 DIERBON-PELEDHAEFLEETHY ., @5 (a) &
— kAT EF )DL (SNP) 2BELIZEZEE. B5 (b) [E=HO
UL (NTG) ZBEL=BE, B5 (¢) E15umo |l /kgd
FHE ST P OLERELEZBEEZETNENRLTS,

[R16]3EE%51 6 DIERBON-BEMEDHAEFLEETHY ., @6 (a) (&
VEGFIAZ#HEEL-GE, B6 (b) 15 umo | /k g DEIEES
D LERELEBEEEZNENARLTLS,

[K7]E%H 6 DHERBONT-15umo | /k gDEWEES LI LETY
ADHEHIIRTIRE LGSO MBEHHEES 4 VREOREEREZRL TL
%o

RAZERT H-ODRE

[0024] o3k, FHERIEIL. TEZELCBEARICELAHLTHEY ., XICEHFEDE
RICE>TAKRIZEMY_AFEND, HEEEE, HLEHMLRIFICRIREH, &K
BIRICAS1-FHERIEDI 2 5 W([EEERRIZ WS h D, EBRPDHBIED—
I (9383 0%) FOERMEICL > TERBEICETINEOEFE, H5HL
EBBICE > T BILELEREFTETINHILENSERRENS, BERA
[CHT5MBFHEERA A VBEEE1Oumo |l S/ L~71umo | /L, M
RPEHBAAVRERKO. 15 umol /L~Tumo | /LERESH
T,

[0025] AFEBAELE, RAR., SRERFRAREIT-HEEK, BREREEL &
UnlIEEREFEGEICHEBEL T, MBEPHEEAFT VEES L UEHEA 4>
EEMETLTWAIEEZRHL, CholiEh, A4V EEFEEHEICE
BEED. HHIWNE, AREVDEEICESHDILICLYNEFELHELE
5l EERHLT-, Thbb, AKHAOHEBMIE. MEFLEDEEEHMERD
FDICRKEAERICHEIREHEBA A VB LUVEHEBA A U EHTTHLDT
HY. TP ZFERICEVTHLEHOTRLEICERAIABRLILDTH D,

[0026] AHBADERMIL. HBRIKIZETINEHELFHESIKBEEAR - FTHTD
EOICAVLNINEFEZFIEHT SERMTH > T, HEIE, FHHEIE.



WO 2011/007755 8 PCT/JP2010/061768

[0027]

[0028]

[0029]

[0030]

75 DITHARRICIRIR S N CRHBRE F 1= (X HEIE I CE MR E & D S
L0 EL—D (UT, ThoZ BHES] £H8HIT D) &, MEHE
ERHESIEBDAR - FTHICAMLGETEFIT AL ERHET D,

FERICHTHHBRIE, BHERIEE, ER7 -4 (BEEEA4 > NOs.
BIHEEA A2 NOy) ENFAUNOHBEINSGIEREMICHBEINSETH
NEEL, HEZAR AFALVELTTILAYER., TLAVIEERE.
HVWEHEMEREEZRWNACENTES, AL FILAUEEELT, +
DL, AVTLAIFELL, ZPILAUTEERELT, AILDIL T
TR LFELS, BBEEELT, ZILFXFZ=Z2, VDUMNITFELL,

-, AERIZIE T 5EBREKICRIRES N THEEIE T - (LEHEIE (T ER A
RRAEAEYEF, BORE, ERORSICL YRR, FBONMIRBER
(7. BB F-FEHBRIEOHM TERZRIRT HILEMEERT S, CD&
S5HbEME LTIK, Katsumi Y et al., “Metabolic Fate of Nitri
¢ Oxide”, Int ArchOccup Environ Health, Vol. 46, p.71-77(1980
) (EHREFXHR6) [CHLREBEINTVELDIT, —BRILBREGEDEREEILY
NEIFLNS,

BHE. AEAOHERYICEL T, MEEICEWO T, BREXGEMERG
wWESATOWEND, BHEEBIECEVTIE, S LUESESEE L TA
FAEJOEVIMENRESN TS, LALENL, KEHADNRE & RIE
THHEMEBIEREEE, (FOoWBETHRESIN TS A MAES OE VINSE(IC
By oaAXEBEAE (FWHEBSF)IVLLT84mg kg /day) O
1/78LUTTHY., FERICEVWTLRELAREZIRMIHILDTH S,

AEBRICHITHHEES FUBRHEBIEIC K SMEFRERIEBEE, L L
=& 512, ARM—BILERAMENRMIOEE - BEEREERAZRL,
MEFEICEELG/INFH->-TWS I EMN L, IERIEZhi H et al.,
Enzymatic function of hemoglobin as a nitrite reductase that

produces NO under allosteric control”, The Journal of GClini

cal Investigation, Vol. 115, p.2099-2107(2005) (JE4FeECik7) 12



WO 2011/007755 9 PCT/JP2010/061768

[0031]

[0032]

B IN- &S GHEBRIKETELEHEA A o6 —BIEER~OER
BEOESNERINS, LHALENS, %Rk 5EERFI4 (CHE VTS
NEESIT, ZrABTILYRFF DL (SNP) P=rATYEY Y (N
TG) BREDARA—BEZRFTF—FEICEWT, BEEDNEL, HD LM
EFEFEDRELRBOSNGN EN DS, AFKRAICKDLRHRIT. HRE
BLUHRBRBEBICRESN-BOHOTHRENGEREATHS. Thbb, K
HADWEBELS FUVEHBREC K IMEFEFHDRIL, BIT-BEILERD
HEEBMICLHIOTEGELS, XERAFICEIYRHSh-THEIEIC K4
AA—BILEROEEHPS L UCLERNKIEERT (VEGF) OFRIEHHE
BENSESELTVDILDLERSIND,

AFEAOHEBMIE, HRIKICHE T AHBA A UV EEEENRERICHET
AETHMEFELFHIHTEIEMNFELL, ThITKY., IREEER, RIE
MRES IUVEBEEHENIIE T IMEHRELRIEHTHEMNTE, FIT, K
RIFEEAE, WERFERAE. MENREREYE, OERERAREN SE TN S
BLEHLWTIODIRMERIZE T INEHFLEDFHEICEDNTHS. D&
SHARBAOHEEMICENE, EEGOEFELEEFT S LA FHANL
EFEETIHEL., MECETIENEFORLY. HTFERADRFNUMILEHFE
EHHIT D ENTAREE LB,

CCT, BHBEBEFIANEIOEVICKYEPHIEIESN, KBS HERE
DR THMRPICFET S & (BIEBRA A VIEHEHBA AT DE5%LUT) . &
FULRB L& 3 ICHE LR - ERRBERG L, BRARNTHEICER T
THDIEITKY ., F2EAE ARAOHEBRYOABERNEE MR PIHEE
AFAVERETHETEZ S, bbb, XEADERMIE. HREKICEE LT
BRIZ. 8umo | /L~1000pumo | /LOEERN (GFEIZIE16um
ol /L~400umo | /LO&EERN, &YIFHEIZIE32umo | /L~
200umo | /LOEER) OMBEHES 4 VEEEFZASETHENA
DEEATDHIEMNTFELL, BRIFITIRS LEBRIC, MEEEE, A4 VB
EN8 umo | /LABTHIBEIZIE., MEFEDFEMENS+HIHE



WO 2011/007755 10 PCT/JP2010/061768

[0033]

[0034]

[0035]

TETITRBDARE - FPHLT TR ELEEThLHY | HITHRKITRS
Li=BRIC, MIEREEEA A VEEN1000umo | /LEBZDIBEICIE
RICBEELZEICSVWTHIMERA LR T 5EE01H L, BH. COMmE
hiEEE A 4 VBEIL, BERAI O NSO —FRVTMERTERS
ERBEL. BERRAXRERERICKEN, FEY ) —REGREXEAT S
CEICEYRETHIENTES,
AFEAOHEEMIE. EERERME LTEEL LTHAISATH KL,
F-. BRER. HEMRR. RERBAESRBLUREFBES,N 5EL
NEVECEBLNTINELTLDREIYTY AV MEE LTHEASINT
H &L,
AFEHADHEEMIE., HEIE, BHEBIENKITAETZ ., HILEHN DRI
MARFAEC ML, RO, BRZMOLTEREBREBEEERT L L
NTED, FRODEERRE LTIE, =& X IFEIRA., BIER. HAR.
BT, i, 2R, NABFEELERLEERICE>TRETHIENT
E. BB E LTLESHE., RAFGENEFO NS, —A. BO/REHFIE L
LT, &l A T7wLElL BREl. &Fl. ARG ENEF SN EHH,
ChoDHEF % BHREXR. BEEl. HHNIREHEBEICHARTEH I LICL
Y, HILEDMET ML CTHEES S UEHBIEZRESELIENTE
b, CNHDEFNL, AASHTOSRFMEZRANT, BEEILITTEEL
. BEMICHBESNIEERAMPEERA L THALT EZENTES., &
H. HEE, BHEIEIEYZHFRAN IRM~ AL\, KT
HEEEL-HBE, ARFAOMREZSIZHIDITEL-FETH S,
FEAOHEBRYIOIREEIL. Fht, RE. KEOHETE, BEBEFEE
BERBICE>TELSHN, LREEERAN/RKIETE, D, £LSHEIER
PHEBELBLIHEENTHNEHICRES NG, ERMGEREEL L THE.
AL YTURBRRATRERELERETTIVICERET F)VLE15
Umo | /kg/dayBTFEHLEGEE, RAMBHHEEA 4 REMN
OOumo | /LEMEIZEL, EEGHBENEHRELZRETT 6 LG <R



WO 2011/007755 11 PCT/JP2010/061768

[0036]

[0037]

[0038]

[0039]

[0040]

KRONEREENHTEENTES,

F-. AEAOHEBYOBREHAMITRICRESNGZNOA, &bk d 5EERG
BTIUIMEND&SIT, AFADHERMIT, MEFEBELHIWML CEER
MEFREZEET S LG RUGAEHFELNFLELI LD TH L0,
R MERENRE LR TEDILEFTRIAIREINDI I EMIFELLY,
e ZIE RE - PHOEOICARBAOERMEZERT INEHFLELRESKE
BAKRARMIEGE, BRREIEE. MGEHEE. OEFERAEL SEL
NELGELELVTIHIDRFERTHSHE. REERICHE S RUOEDH
EDOBIENRBOHON-BHRNOHIB L., EEMEDHFENTSEA. HiE
MRENMEFN SN EGETERETHIEMNFERLLY,

oI, ARBAOEBMEFHMICERT LI LLDRNTHY . KRR
RIZEDHEEIE. BFRABRTHS, -, BRFERREDHEL. WBELE
DOHIM - ZFENBO oN-FHENOAREFZRET S LITEY., ERDE
LEBSCZENTES,

RFERAITFE -, HERE, FHEBIE, 45 VICHEBRERICRIRE N THERIESE
I SEEBRIE ICEBAIREGREEYD I LG EL—DZEUHSELTE
BT AMERMEERAICIEET S, MEFELFFHET EAERICOVTLHIRE
5, ARBADARICH T DML, AFKAOHEBMICOVTERLI-DE
Bk TH S,

AFERADAEIIENT, ZARHEOEEMICOVWTER LD ERKRIC, #
BRIKICE T DB A VREZEDRERICHITT 52 L TOMEHEZ HIH
FTHIENFELL, HRAICH T HMEHEBA A VEEE8 umo |/
L~1000umo | /LOEERNIZTT S EMNITFELLY,

F-. ARBEOFEET, MEFEERESEREDREL S VIZRIGEDAEIC
MRNVPFTELHHL, BICOEFREZESERE, RARPRE. ¥ERHFEHE
FEAE. MEEMESE, OEREZGAEN SBEINIVLEELVTIAMDER
HEBETHIENMFELL, CDGHE, AFEADOEAMDOHEBRAE~DERS
. RERETCTHRMOEFEDOBENZEO oN-FHANGHBL, EENE



WO 2011/007755 12 PCT/JP2010/061768

[0041]

[0042]

[0043]

[0044]

[0045]

DFENTTEH, BBRMKRENMENSNIETIESTEHIIEMNITFEL
LY,

LT, EBRAIZEFTARAZ L YEMICHEAT M, XERARLIASIC
RESNDHDTIEAL,

<ZEBRBI : THERIE - BIHEEOREEELEFHREHROFE>

A VERTOWRELEFEREDOREETILELTRASATVWASTVX
SRFETRELERETTILICEY., BT MY DLHLWNTERET +
) LOMRENESFRENR T ML 7=

(BRI L EMESTRDAE)

WEREEME LTHEE T MY D LFELISERES Y D LE ISAEESR
EKIZHEMREL, Bumo | /L~15umo | /LOBEILEYISHKRET
g1,

(EEBHE)

EEREMIEC57BL/-6JTVUR (SLC) 2L, YTOREER
BERELEFEETIVLESmM i t nEDFE (Fz&XIE Lois B H S
mith et al., “Oxygen-Induced Retinopathy in the Mouse”, Inves
t Ophthalmol Vis Sci. Vol. 35, p.101-111(1994) (GE4F¥FAk8)
W) ([CELTITof. HEFTVR%E, 5% 7HAB (P7) Mo 12H
B (P12) £T, EIvIVXEHIIERFHMEE (PRO-0X110, Re
ming Bioinstruments Co®) [Ck-oTEME (75
+1% O, KEICHBEMEIN7r—CRATHEL-, £%12HHE (P12
) ICHEFIIRERGEELT (21% 0, ICREL. £#%1788 (P
17) FTHABT A LICKYRENEFELZETESE -, MBS YDA
HAHWNIERES U LE, £% 788 (P7) ~16HEB (P16) &%
TOH10HM. 1H1EFEBRTEFICEY 15umo | “kgFxF75
Umo | /k g&®BELT-, £f-, avbO—)LELT. BHRIEESYORKD
VIESTREEREKERRICE T ESF LT,

H%178E (P17) IZYIRERY MNILEZ—ILEEIZ& Y IRHER



WO 2011/007755 13 PCT/JP2010/061768

[0046]

[0047]

[0048]

SHE, ELDEMSHDFE2Xx10Dfluorescein—conjug
ated dextran (FITC—dextran:Sigma#l) #
50mg. anima |l TERERLI-, ERE, REXKZHELEL. 4%/35
RILLATILTE R UBEERDTA4ER~ 1 2BHEE L. BE%. R
HBOLABRES FUVKREZYRL, Y4V 0E Y FTERET HHETAE
RZEBRELR, MIRZEBR T CRHE, 77y MREICLTVECTAS
HIELD (Vector Laboratories Inc) Taif
L. MREBREREZER LT,

(#E R 48 1 %5 %7 D T4 SR

MEZ Sy b0 MERISHABIIEMEET (AVRRXIXT71) &
BRECCDAHAZEFE>THEFEINTz, MELIZERICOWT, Photo
shop CS4 extendedZAVWTHEREAEESLIVEIEENE
FEmEzEHL, XAICKYREENETFEELZELH LT,

MRENETEEL=—FRENEFERE (tm?) ~HEELEE (Lm?)
X100

(HBRBLUHR)

B1IE, ZBRA 1 OBREON-MENEOERLELZEETHY . B1 (
a) [F15umo | /k gDEHES F)VLZERELEES, B1 (b)
F75umo | /k gDEIHES M) IVLZERELEES, B1 (c) 7
Sumo | /k gD FIDLZRELEGE, B1 (d) FEERE
KEBRELEBEEFAFRRLTWS, T, ThEIDBHADBIESEN
EHEE. BERAEBESLUVEHIN-RBRENEHFEELOTENEET R 1
[ZRY,



WO 2011/007755 14 PCT/JP2010/061768

[(F1]

R

e

I

o B F S

gﬁg&g
gl

g

)

“e _
H3]5|5
2lz|2|S
ﬁgzgé

E3

€

3

21l S
R
gl > =S

E;Emg

¥

it

E
F4
T5d
i
HRNZ
sl
A 2

ST

=
gy

yggéz
=y B

| l=lie]e)s

[0049] {BEMEHAEERBOBEETILICENT, BEEICEALTERaY FO—)L
BEICILELTH20%, BHEBIECEALTIE, 3> FO—/LEICILELTH4O0
%~ 6 0 %DMEEBMEFORIONBOHONT-, ChoDHERML, THEEIE
BEUEHBEIEELHEENEHELMEET 5 A CRMOEHREEH



WO 2011/007755 15 PCT/JP2010/061768

[0050]

[0051]

[0052]

[0053]

[0054]

L, EEEOEHERETINRERTLI LALLM E L ST,

< BRI 2 FREYIME Fr A MHI 2R O FEE >

RIAEBHRERAFRENEFEETIVICEY ., BB F) D LABKUER
B b LOREIMEFENSZR = 554 L 1=,

(RER 1L S WSRO TR

WERILAME LTHEET U D LEIEEMEET b LEEHAEESR
EKIZHEMREL, Bumo | /L~15umo | /LOBEILEYISHKRET
g1,

(EERAE)

EEREMIEC57BL/-6JTVUR (SLC) 2L, YTOREER
BREROENEETILOEREERG 1 (CELCTIT 1=, HEFF)ILA
T TEEES N VLG, £®7HB (P7) ~16HEB (P16) £©T
®10HM., 1H1EFEBETEFICEY 15umo | “kgFflE7 5 u
mo | /kg®#BELt, £, a2 bO—LELT, HBIEEHORDY
[ESFRAEERIBKEZRKRICETES L1,

E%178E (P17) IZYIRERYEMNLEZ—LEEICEYRESE
S, AR ECIERERHE L, BREIEBRREKDTHENRS R
ZUIBRL. 4%/ 35HRILLATILTE R VEEEERESDT1 2RBERE L .
BElE®. REkKZ70%~100%NDERITZ/ —IILRFICIERZEL THK
L. NS T7c288LT1z, B5Nn1z/R5T7 0270y Y #RERITESTICS
OumfEIRTRES4umITEYYL, ALY - ITADUTEE (H
ERE) #, MESUEREZEEME (X)X 1 X7 1) THEL,
NEREZH Y FERNEALRIOEHRZ DV LT,

(HBRBLUHR)

H2&, £EBEK, 15umo | /k gl I L, 15umo |
Sk g BT DI L, 75umo | Sk gHBREEEST MDD LERELT:
BEICHTARANEAL-EEOERZLBELTCRT IS T7THY . MR
ENEH (E) THD, £z, W3E, 2> tO—LE LTEEREKER



WO 2011/007755 16 PCT/JP2010/061768

[0055]

[0056]

[0057]

[0058]

[0059]

ELI-GEORENEERIEETHD, I3H, RFTRINEEAIH
WT., BENERBEFHEY ., BTAAICEALZEEOENREL TS
ENDM D, B2ICRTIZ 706, BERNERREZHYETER~NEALT
RAOMERIE., HET M) VLELEHRBERS M) VLDEEIZKYREDL
f=o &HIT, WWMEHE, BHEBIERESOEMICHENELDT HIERICH
Y, 75umo | /k g BIHRIEIRGHTE, 2 FO—JLBEICHLTHS
0 %DREMMEDFILMNEOHSNT-, CNODBERMS., HEEIEL K UEH
MBIEEGCMEFELZEETT S LGL . HTFRRADRMIMLEFHEZ
FlTAMREFTHIENHALMNELG T,

<5EEBRfI 3 : THEARYE. FRAHERYE O)HBRE ML & & Hil {0 %h R o) 5T 4f >

YOAEBRRARNRELERETTILTCE,. 7 5%HREE®R, £%12
HE (P12) hoffiEFIIRAEIL—LITIZEL, %1788 (P 1
7) ETHBETHLICLVYRBELEFENERE SIS, £ CHRIEROLEH
HEORER (P12) MoMHET MY DLELTERET M VLEERET
5l EITEKY ., AFEAOMEFREFEREZE & YBARKITHRE LT,

(RERIE S WSRO TR

HERILEME LTCHEET P D LFERIEEHEET M) VLIS REER
BKIERMEL, 3umo | /m | DHERILEYESHRERAR L,

(EERAE)

YOABBRFRAFRELERETT/ILORE, BEDERAELEIE LU
REHEEADEREIIERH 1 ICELCTIT >z, 2L, HMEF YDA
FHIZEEEEF L) DL, £%12HEB (P12) ~16HB (P16)
FTO10HME., 1H1EFEBRTEFICEY 15umo | “kgZiREL
f=o &fz, AV FA—ILE LT, HEBRIELEMORDYITEISTRAEERIEKE
E#R DA R TES L 1=,

(HAIE & M EEF 0 5HlR)

EERGI1ICECTEE LT,

(FERBLUHR)



WO 2011/007755 17 PCT/JP2010/061768

4L, ERHISOBRBoN-MELEDHLEZTETHY., M4 (
a) [F15umo | /k gDIEBESF F)VLERELEGE, B4 (b) &
15umo | /k gDEWHEST L) VLERELI-GE. B4 (c) [F&£E
BEKERELEHEAETATNRLTWS, £, TATIDIGEDRBE
EMNEHFEHE. ARAERPSVEH SN -BEENEFERLIOTYES
= 21277,
[0060]



WO 2011/007755 18 PCT/JP2010/061768

[F2]
R
o
=
g[=||=
#
s
g
e
B EES
SEER
@282
ﬁu‘:@fo
B
e
=
Ealols
SEEE
CERE
B
il
7
4
{8
P
Z|+
[
R ey
7,
NP
R
= B
w|w]y

[0061] IEREMEHERBEN SHEET b DV LAFLEIEFERT F)VLZRELE
FE. I FO—JLEICHLTH 4 0%DMEEENEFORILNEH 51l
o COFERMNL, HEELGSVICEHERIEILX, NEFEBEZHEL, EF
TMEFREZRET D ELCRAGCMEHREZNF L, HEEDETZR



WO 2011/007755 19 PCT/JP2010/061768

[0062]

[0063]

[0064]

[0065]

[0066]

LEEBBIHMRERTEENHLME ST,

<B4 BHEEL AR BELER N —EORBEENEHTREDER
D EEE >

YOABBRFRAFNRELEFRETTILEANT, FulEPLERTAIE L
TRARAENTWE—BIEEZR R —FEII OV THEENETREDENEE
ZRAR. AEAOHROBEMEHAL M LT,

(HERIL S YIESR. LLBAIESHROFAR)

WERIEEME L CHEBEES M) D LEEFAEERIBKITERZL, 3um
ol ./ m| DWERILEMESHRERR L1, LBHIE LT, EBERMH—EIL
BRFNT—ETHS5=rATILIFFFIDL (SNP) BEUERN—E
LBRFF—ETHSI= AT (NTG) Z&RL-, SNPZK
M ETHAEERIEKITABEL, 0. 4umo | /m | DLEEFITHEE
AR, -, NTGIZEALTIEE, Z+AJYEY2VESO0mg THK]
(KEE) ZREDFFLEHTFERE LTHERAL,

(EERAE)

YOABBRFRAFRELERETT/ILORE, BEDERAELEIE LU
REHEBEADEREERH 1 ICECTIT oz, BHEEEST M) UL, SNP
BEUNTGIE, £%7HHB (P7) ~16HH (P16) £#T®10HFM
. TEBTEESETEFICEY. ThENL15umo | kg, 2umo |
kg, 20umo | /kg&&5LT-,

(#E R 48 1 %5 %7 D T4 SR

EERGI1ICECTEE LT,

(HBRBLUHR)

B5&, ERF4DHEREON-MENENOELELEETHY., B5 (
a) E=ZrOTILYRFRUDIL (SNP) 25 LI-BE. K5 (b) (&
—kagyt) (NTG) ##85L15E8. B5 (c) F15umo | ./~
k sDEHES ) VLERELEGEZETNTARLTVS, T, Th
ThOGSEORERENEFER., MELERELS LVEH Sh-EERDES



WO 2011/007755 20 PCT/JP2010/061768

HIRLLDFHEER I ITTT,
[0067] [%3]

21.36%
6.44%

wEshEGEEL
16.7%

WIELERE (um’)
6443554.78
681784290
6483871.44

1076584.43
1456421.33
417863.94

EEEnEEEHE W) |

15 mol/kg BBFHEEFH7 L

SNPIZ 5
NTGZ

[0068] MIEMEFEKRBDRETTIVIZENT, SNPICEAL TEEHEBERS
FICHELTH2. 5. FLNTGIZEHLTEKNS. IFOMEENETD
BAMNEH LNz, SNPEXIUNTGESIZ, BIREDHBMEIRTH



WO 2011/007755 21 PCT/JP2010/061768

[0069]

[0070]

[0071]

[0072]

[0073]

[0074]

PEMEFORENEDHONBNI END, AXRADONRTHEEE. FiHEE
BICHEMNLENRTH DL LALLM E L ST,

<EERHIS : MIRFEAEEL LTOEMBIEE VEG FIEEED LR >

YOABBRRARRAELERETTILERANT, BEHEBIE L ETEXEN
AT EBEHEOAKRICERIA TSV EG FHRADBIEERESRIC
DLNTEEE L 1=,

(HERIL S YIESR. LLBAIESHROFAR)

WERIEEME L CHEBEES M) D LEEFAEERIBKITERZL, 3um
ol ./ m| DHWERILEWISHRERAM LIz, LBEHELT, TURE/ VA
—FIVEGFHIK (SANTACRUZ BIOTECHNOLOGY,
INC. &) #B#L. 500ug 1gG/m | DLBRHEESEERFRL
T=o

(EEBHE)

YOABBRFRAFRELERETT/ILORE, BEDERAELEIE LU
REHEBEADFEREERG 1 ICECTIT oz, BHEET MU DL, £%
7HB (P7) ~16HB (P16) £T®10HM. 1H1EZFEBETIC
LY, 15umo | kg5 L1, Ff-. VEGFIAKIEREEGKERT
B (£%1288) ITYOXEEUAL., 33GEF#HEREL-T/ 0
Yo TI&Y., ARBBNSHEFAERANEAL,

(#E R 48 1 %5 %7 D T4 SR

EERGI1ICECTEE LT,

(HBRBLUHR)

6L, ERFISOB/REON-MENENELELEETHY., K6 (
a) IVEGFHlRZ#RELBEE, K6 (b) X15umo | /kgDHE
WEES F)DLERELGEEZNTNRLTWS, T, ThThDE
EOREEENETER. MEAERSLVEH SN -HEENETERLD
FEHEERAICTT,



WO 2011/007755 22 PCT/JP2010/061768

[%&4]

18.7%
9.3%

EERLESERL

PEEEE(um’)
6357103.66
6688088.68

1186758.21
621218.70

FEERNETER(4m’)

15 mol/kg BIEEEF R L

VEGFintk

[0075] ERFHEAIEE V E G FIADMREREVNR ZHEEENEEF ORI, 551l
35L&, VEGFRARSHOBEEENEFOIEN18. 7%THLHDIC
L, BHBIEREHE9. 3%ELYELVEIBEENEFORINERD L
Nz, CO#ERMN S, VEGFIRADOMEFAEMEMEAICIEEREN G,



WO 2011/007755 23 PCT/JP2010/061768

[0076]

[0077]

[0078]

[0079]

RUOEFEDHLR LT EENEDOHFELEAEFET LI LMNRESNZ, Th
[Cxf L, BEBEL, ERGOMEHEEZETT I ELRMTMEHES
MHF 576, MEOENEHFL BRIV IHDREEEFT S, AFHAIE, VE
GFHRALEBRLT, £2FMERHERADLEWI LIFERLIZEBYTHSD
A, BRICENEHFZERSITABRNITADIRAICEVTEEN TS Z EAH
bMERE 2T,

<5EEfI6 : MEFHEFHDREET dREMBTPHEEA 4 VEEDHTE
>

YOABBRRAFNRAELERETTILEAL., XFEAOHERDIZS(ZXY
MEFEZESBRAERBICH LELVAE - PHUORIPRBHLNDBEEDR
B MR REER A A VEEEHE LT,

(RER 1L S WSRO TR

WEREEME LTHEE T MY D LFELISERES Y D LE ISAEESR
EKIZHEMREL, Bumo | /L~15umo | /LOBEILEYISHKRET
g1,

(EERAE)
EEREMIEC57BL/-6JTVUR (SLC) 2L, YTOREER
BREROENEETILOEREERG 1 (CELCTIT 1=, HEFF)ILA
FITEEET F) VLR, 7 5% EBRBRSEERTROE®R1 288 (P12
) ICHEEETESICEY ., AERITEVTELIARE - THIELNRDH O
TWAREETHD15umo |l kg, 75umo | /kgRU150u
mo | /k gZHEIHRE LT, 5%, BFRMIC. 1VIILFURRTIY
AEMABRMNSMEE 150 ¢ | RO LTz, MBRPHEATVEEDORE
(&, TREHICEDIERI S LEFRALAF MBI OT T T4 —IC
& WUIiTo 1=,

(A AKBI O TS5 T 0 —%H)

- NMNSL  Asahipak NH2P—50 4E (4. 6mmXx
250mm)



WO 2011/007755 24 PCT/JP2010/061768

- H—FHZSL:Inertsil NH2 (5um) (4mmx10m
m)

-BEHE: 10mM JUBEZKRFFITUL, 150mM BIEREES
UL, pHS5. O

-FE 0. 7Tml/min

-BHEE:210nm

(HBRBLUHR)

B7I%, EEBHl6DERBONI-15umo | /k gDEWHEET UL
EXDADBERICETERE LI-I5EONEFHEA 4 U EEOREER LR
LTWb, £z, WS DU L15umo |l kg, 75umo | kg
EU150umo | /k g2BEETHRE LI-HEaDORENEHEE( 4 >
REDOEHEERSITET,

[0080] [%5]

~ — EaR5EOBE R REA RE ((mol/L)
15 ¢ mol/kg FHEEF R L 135.38
75 it mol/kg BHEE U TI L 194.9
150 ¢ mol/kg THEE SR L 390.26

[0081] RE7MmoBAohid&SIc, BHEEE, 5% 1 RELUAICIAIZAY,
FREEAENEOMIATTOEVICE YBBEICBRIEShEEEZREIET
5 ENbND, ThHELE, AFEHRICEWNT, BRBIEZSHTHEADE
BRFIRE LI5S TYH, XEADAR - THHREFLH-OICEF,. HE
HIMBRBRHEEA A VREZATET 2K YT, MBFHEEA A VREDE
EBLVEETRATELIZENHALNTHS, RSDEREMNDL, XFEHAD
BE - PHMRSNGEONIRBELEESMBEPHESA 4 VEEE, HEES Y
JL150umo | /k g&BELI-GETHY. TDEEH400umo
| /LTHAHAIEMNHLMNEGE ST,

[0082] SEIBFATENFLEEDHESLVERFETNTORTHITTH > THIR
MELDTEBENWEBZAONEIRETHS, XFEHADEEFHILLFELI-ERHAT
[F < THERDEHIZE >TREN, FROGHELHFOEKRS &L VEER



WO 2011/007755 25 PCT/JP2010/061768

TRIRTDREENEFEFNDZEABRSIND,



WO 2011/007755 26 PCT/JP2010/061768

FERIE]

[FERIE2]

[FE3RIE3]

[FERIE4]

[FE3RIE5]
F5RIEG)

[FERIET]

F5RIES]

[FERIEI]

REOR D&

WRIKICE T AMEFELHSKREBEEARE - FHTAHICALS
NEMEFELHET 2ERMTH> T, HELE, BHEIE, 45U
[CHRRICIRIR S N CHEBIE F /- (A HBIEIC TR b & D S
LG EL—DEEMEEET H. AN,

WARRIRIIE T OMBA 4 VREZENRERICHBET L TLE
FEEHET S, BHROMESE 1 BICEHOERM.

BIRIKICIRE L=BRIZ, 8umo | /L~1000umo | /LD
HEINOMBRHEEA A VREZSX 5 THERIE, FHREIE, 45
VICHIEIEEMD S b B EL—D%EFTH. EROBHEE 118
([CELEDOMERM.

MEFEZESREN, RARMERAE. VERBMIRE. MEEBHE
., EREZAENSBEINSGLECELVTUODORMERTH
5. FEROEEE 1 BICEHOERM,

EXERERMTH S, BHROMEESE 1 BICEHOERY,

BEEMS. BEMER, RERBARRSLUXRERBESN HE
ENdLECELNTIANTH S, BROEESE 1 HICEHROHERY

THERIE . BRAHERIE. 700 OICHURIKICIRIR S N CTHEERIE £ 7= (LHRAH
BRI ICEMRAREGILENMD I BV LE EL—DEFURANELTESR
T HHEBYMEHRARITRET S, WEFELEHIHT 5%,

WARRIRIIE T OMBA 4 VREZENRERICHBET L TLE
FELGIHT S, BEROMEASE 7 BICHREADAE.

BIRIKICH 1T S MBI, A ViREZ8 umo | /L~1000
umo | /LOEERNIZT D, FROEEE 7 HICEBEDAIE



1/4

WO 2011/007755 PCT/JP2010/061768

[E1]
{a) (b)

[E2]

60 r

REmEHE) 40
30

20
10

7N

15 mol/kg 15 umol/kg 75 i mol/kg
ERBEK N0, NaNO, NaNO,




2/4

WO 2011/007755 PCT/JP2010/061768

[E13]




3/4

PCT/JP2010/061768

WO 2011/007755

[E15]

()

{a)

[E16]

(a)




4/4

WO 2011/007755 PCT/JP2010/061768

(7]

80
70
60

L I
(AVBE o
( ¢t mol/L} 20

10
0

B Chr)



International application No.

PCT/JP2010/061768

INTERNATIONAL SEARCH REPORT

A. CLASSIFICATION OF SUBJECT MATTER
A61K33/00(2006.01)1, A61P9/00(2006.01)1,
(2006.01) 1

A61P27/02(2006.01)1, A61P27/06

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classitfication system followed by classification symbols)

A61K31/33-33/44, A61P9/00, A61P9/14, A61P27/02, A61P27/06

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Jitsuyo Shinan Koho 1922-1996
Kokai Jitsuyo Shinan Koho 1971-2010

Jitsuyo Shinan Toroku Koho
Toroku Jitsuyo Shinan Koho

1996-2010
1994-2010

CA/MEDLINE/BIOSIS (STN),

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
JSTPlus/JMEDPlus/JST7580 (JDreamII)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X JP 2003-506394 A (Board of Regents, the 1-3,5,6
Y University of Texas System), 4

18 February 2003 (18.02.2003),
claims
& WO 2001/010406 A2 & EP 1246605 A2
X WO 1998/43621 A1l (THE CHILDREN'S MEDICAL 1-3,5,6
CENTER CORP.),
08 October 1998 (08.10.1998),
claims 1, 3, 8
& EP 979073 Al
X WO 2008/105731 A1 (LUNDBERG, Jon), 1-3,5,6
04 September 2008 (04.09.2008),
claims 1 to 6, 14 to 16; paragraph [0011]
& EP 2114417 Al

Further documents are listed in the continuation of Box C.

|:| See patent family annex.

* Special categories of cited documents:

“A” document defining the general state of the art which is not considered
to be of particular relevance

“E” earlier application or patent but published on or after the international
filing date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“Q”  document referring to an oral disclosure, use, exhibition or other means

“P”  document published prior to the international filing date but later than
the priority date claimed

“T”  later document published after the international filing date or priority
date and not in conflict with the application but cited to understand
the principle or theory underlying the invention

“X”  document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y”  document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such combination
being obvious to a person skilled in the art

“&”  document member of the same patent family

Date of the actual completion of the international search

27 July, 2010 (27.07.10)

Date of mailing of the international search report

10 August, 2010 (10.08.10)

Name and mailing address of the ISA/
Japanese Patent Office

Facsimile No.

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (July 2009)




INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2010/061768

C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

Y

JP 9-508892 A (Massachusetts Institute of
Technology),

09 September 1997 (09.09.1997),

prage 4, paragraph of "Background of the
Invention", lines 10 to 12

& WO 1995/013830 Al & EP 726773 Al

JP 10-273450 A (Toagosei Co., Ltd.),
13 October 1998 (13.10.1998),
paragraph [0002]

(Family: none)

JP 2002-537810 A (Human Genome Sciences, Inc.),
12 November 2002 (12.11.2002),

paragraph [0399]

& WO 2000/052160 Al & EP 1161532 Al

KUMAR,D. et al, Chronic sodium nitrite therapy
augments ischemia-induced angiogenesis and
arteriogenesis, Proceedings of the National
Academy of Sciences of the United States of
America, 2008, Vol.105, No.21, p.7540-5

MAZZONE,M. et al, Drug discovery: a lifeline
for suffocating tissues, Nature, 2008, Vol.453,
No.7199, p.1194-5

4

Form PCT/ISA/210 (continuation of second sheet) (July 2009)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2010/061768

Box No. II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L. Claims Nos.: 7-9
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 7 to 9 involve methods for treatment of the human body or animal
body by therapy and thus relate to a subject matter on which the International
Searching Authority is not required to carry out a search under the provisions
of PCT Rule 39.1(iv).

2. I:l Claims Nos.:

because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. I:l Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

L I:l As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. I:l As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees.

3. I:l As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. I:l No required additional search fees were timely paid by the applicant. Consequently, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:l The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

I:l No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



] SR A EpsHpEEs PCT/JP2010,/061768

A EHORTL0BHOSE (EHEERFFE (1P C) )
Int.Cl. AB1K33/00(2006. 01)1, ABIP9/00(2006.01)1, AB1P27/02(2006.01)1, AB1P27/06(2006.01) i

B LT ol

A& AT - i/ NRER (HPRRRF 8 (1 PC) )
IntCl.  A61K31/33-33/44, A61P9/00, A61P9/14, AB1P27/02, ABL1P27/06

/NGRSO ER CHRAEZ T 0FIZEENL O
HAREERAFEAR 1922—19964F
HAEARRERFEAR 1971—20104
HAS[H E A 28 5 AH 1996—201014F
HAE B EFE AR AR 1994—20104F

EERA CHEM LB ST — 2= (F—=FX—=ADOAFF, REICHEM L7 M)
CA/MEDLINE/ BIOSIS(STN), JSTPlus/JMEDPlus/JST7580 (JDreamlI)

C. BE45 LD L LR

g1 sCiko BHE-~ %
BF Y — % SIURASCIRE  RO—OERTBEES 2 L &3, FORET A EFFORR SERIEOE
X JP 2003-506394 A (Jh— K A7 U—Tx 7, P =N 1-3,5,6
VTS AT TERYA VAT L) 4
2003. 02. 18, 57 ek D
& WO 2001/010406 A2 & EP 1246605 A2
X WO 1998/43621 Al (THE CHILDREN’S MEDICAL CENTER CORPORATION) 1-3,5,6
1998.10. 08, FH=RIA 1, 3 KX S
& EP 979073 Al
W CHOBEIZHICBTIEINT WA, 5 X5 b7 2 U7 AR A SR,
* Sl OAT Y — D HOBITAT S 3k
TA | BCBEHEO S 53Tl Ze <. —EMNKEEZ RS [T EEHBER TELERBICARINEIM TH- T
HD HFEE P ET A O T <, FEHOFEE I8
E ) ERHEARTOHEE I8 ch 5, EREEA OFEDOT=DICBBTH5HD
P ICATREINTZH0 (X | BIcEEDH A TR TH - T, UL TR D B TH
[L | EAEERICERAIRE T A TSI O ST O FE 1T OB TSN L EZENDHD
HE L SO ARER AT 5203 AT 1Y) $CBEEOH LR TH - T, Yz o 1 LL
530wk (BA AR Foxmi o, BEFICE S THHTHAMEHIC
O] OEHIC K ABIR, A, BRECS LY A3CH Lo THESMERLNWEEZ LD HD
[P EHEEHFEARI T, 2 OENEOTEROREME 2 & R—7 2 773 U—3CWk
EpHE4252T Lz [ B et o %655 H
27. 07. 2010 10. 08. 2010
[E A DA R e OV T HEPTHEEE (MR HIE) 4C | 4764
BAESETT (1 SAS]P) w
BEZEE100—-8915 =T A
HAHTRARERE=THE4%3 = BEEKEE 03—-3581—1101 W 3452

HREXPCT/ 1SA/ 210 (FE2~~—) (200947H)




= SR Ak EpHpEEs PCT,/JP2010,061768

C (Bi&) . BEd 2 LR8O b5 3k

1 ASCER D B9 %
HF Y % FIUHSCIRG M OB OE T BEE 5 & &%, £ OBES L EpT O RN FRIEDHE
X WO 2008/105731 Al (LUNDBERG, Jon) 1-3,5,6

2008. 09. 04, FERIH 1~6 KON 14~16 A ONZ[0011]
& EP 2114417 Al

Y JP 9-508892 A (¥ Fa—tk vV AL AT 4T a—F FT T 4
7 ) a—)

1997.09.09, %4 H WO R OHEE 10/TH~H 1217H
& WO 1995/013830 Al & EP 726773 Al

Y JP 10273450 A (WA 4D 4
1998.10.13, [0002]
(77X U—721)

y JP 2002-537810 A (b =—=<y Y/ —Ah HAzZP—X, A 4
va—RU AT v R)
2002. 11. 12,  [0399]
& WO 2000/052160 Al & EP 1161532 Al

A KUMAR,D. et al, Chronic sodium nitrite therapy augments 1-6
ischemia-induced angiogenesis and arteriogenesis, Proceedings
of the National Academy of Sciences of the United States of
America, 2008, Vol. 105, No.21, p.7540-5

A MAZZONE,M. et al, Drug discovery: a lifeline for suffocating 1-6
tissues, Nature, 2008, Vol.453, No.7199, p.1194-5

BAPCT / ISA/210 (HE2—0k%) (2009®FT7H)




[E SR s EpHpEEs PCT/ JP2010,,061768

B FEROEHO —HOPFER TERVEEZOERL B 170 2 DfEE)

WS M3E (PCTI74(2) () OBEEICLEY . ZOEBRAERSIIROIEHIC LV #ERKO@EEDO >\ T

L 7Z2hoic,

1. W sskoE 7-9 3. COEEHEEREAEELT AL EAELRAVHEIUEL LD TH L,
DED
%mﬁ@@ﬁ\%ﬁ KA NETEW DR D AGE ST E S ET A H D TH - T, PCT
HABL IoRTEIZ LY . ZOEEHFHEEENHERL T L5 L 2E L 2W0RIRITESL H O
ThH D,

2. [ §EkiE . BEEALEEHEEET AN TEAREE THEOENERM L T
7R W ERR RO E ) _M6%®T%é DEY

3. 17 EhskiAE WX, EEFEROEM Th-> TP C THAIL. 4(a) D 2 TR UEILOHEI
o TEHE I N TV,

FIA EHOHE MARMLTVLHLEOER (F1X—-U0 3 Dfkt)

WICHBRD L 9 ZOEBHEC UL FOFEBERH L & 2 OEBHEEHEEIIRD -,

1. {0 HEASLEZBIFE FHE 23~ THRRNICHNS Lo T, ZOEEHEREL, 3~ TOHHE TR
B HOW TR L7z,

2. 7 BMEETHREERT 2R TR, TATOWETEATRE OV CHET 52 LA TELOT, B
EFHBOM &R d 1270 5T

3. 10 HEAPLELBNEE TR 2 5o LOHIBNICHM Lo a0 T, ZoEERERSTIE. T oM
10 & > T2 R OFERIAD HIZHD>WTHER LTz,

4. HEEASKLERBINEEE FEE 2 BRI LR >0 T, ZOEBERERE L. BRoOSFEOHEIICTTE
SN TWBFEBIARDROFERBEIZOWTEER LT,

B INFR A F RO FFe oo H 3L T %ﬁéﬁg
U0 BIERE R R U, élﬁhéia/\ %EF'iiiﬁl*}@ffWH}: . ARG BB HL TR D o7,
i ﬂ%ﬁﬂ@ﬁ?iﬂiéﬁ*40)%ﬁfféi Hﬂﬁﬁj\ﬁ>ﬁ)§% LT o T, 334L35§ﬁ*+ﬁ)fﬁffﬁ* FEIR L7/
PIZSdhbiuie o7z,
Vo BIEREPERIOMMIZ S o fos, BRI TiE ol

BAPCT /ISA/210 (BE1~—20kH (2)) (2009F7A4)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - description
	Page 20 - description
	Page 21 - description
	Page 22 - description
	Page 23 - description
	Page 24 - description
	Page 25 - description
	Page 26 - description
	Page 27 - description
	Page 28 - claims
	Page 29 - drawings
	Page 30 - drawings
	Page 31 - drawings
	Page 32 - drawings
	Page 33 - wo-search-report
	Page 34 - wo-search-report
	Page 35 - wo-search-report
	Page 36 - wo-search-report
	Page 37 - wo-search-report
	Page 38 - wo-search-report

