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(57) Abstract: The present invention relates to providing a
new hair-growth or hair-restoration promoting composition
or a composition that prevents hair loss. More specifically,
provided is a composition containing an iNOS inhibitor as
an active ingredient. The present invention achieves an ad-
vantageous effect of hair growth or hair restoration by in-
jecting the composition containing the iNOS inhibitor as the
active ingredient into a mamimal. The iINOS inhibitor used
may be a low-molecular compound, an antibody, or into a
nucleic acid medicine, such as an antisense oligo or siRNA.
Also provided is a method for screening effective substances
[or promoting hair growth or hair restoration or [or prevent-
ing hair loss.

(57) B AFEBAIL, =L
ZIRETHEBY. =

4

53

,

y

<

o

A

e

y
SR I
A
okl Bof A

K

<4t
N e
EXO
T° AT
-’
Mz ¥
O
Rl b
BN
Fhl ot
Aot

H
1
i
{1
i
%
A
B
2
o~
i

o
C
¥
-

e -
S ErOp AN TN TT N

| S ForrPah L
7S SHNE &

e o
SHRE
N
NS
@ =
e L, A
it ¥
Ko’
REAN T
NFZH
B =A

SRR = DGO Hi
Mg

N YN Z ADED
iTEMLO

OHEF *+AZzZRt
&
S
N

VNSt cS-§

o+
o
S
ok
=
o



WO 2017/069113 A1 T H0 0000 OO 0

(84

MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG,
PH, PL, PT, QA, RO, RS, RU, RW, SA, SC, SD, SE, SG,
SK, SL, SM, ST, SV, S8Y, TH, TJ, TM, TN, TR, TT, TZ,
UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

HEEE (RTROGEWRY .. £ COREBEDLER
SEMN T EE): ARIPO (BW, GH, GM, KE, LR, LS, MW,
MZ, NA, RW, SD, SL, ST, SZ. TZ, UG, ZM, ZW), 1 —
S5 S F (AM, AZ, BY, KG, KZ, RU, TJ, TM), 3 —

O w78 (AL, AT, BE, BG, CH, CY, CZ, DE, DK, FF,
ES, FL, FR, GB, GR, HR, HU, I, IS, IT, LT, LU, LV,
MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK,
SM, TR), OAPI (BF, BJ, CF, CG, CL, CM, GA, GN, GQ,
GW, KM, ML, MR, NE, SN, TD, TG).

BT RBEE:

EERERES (/% 21 &)



WO 2017/069113 1 PCT/JP2016/080815

[0001]

[0002]

[0003]

[0004]

[0005]

B M =
RADAHT : REREERME L TZTOMHEMA
53 i
ARBIE. REL L IEBEEET DB, BEE FHT 2 HEB.

FLREREL LLITEEZRETIMESLIURELZFHITIMWEDR VY
—ZVIFERICET %, JYBAEMICIE. | NOSIHAE#RI=SH T 2HERY
. FXIF I NOSOREEMEABIEE T 2RV Y —ZV I AKRICET %,
5 B

EZ2OHRKRIE—MIC, BlKHA(anagen), BiTHI(catagen), {KkiEHA(telogen
ORI NS GEFHXE 1) . E NOERZBOERES., MRIAN 2 ~ 7 Fixw
=1k, RITHE, RILEEAZRR T, BRET 2,

EE2OEAMAES LTIE., MEPERBNHISOORBEZRHT I &, &
BIEBEDHLEAREDNHDA. BREF, #EMIIa=5r—>a v ZHENT D
FTEEETHY., BEEDORVIIAZDQOLDETHHED %,

MEDOERERIF. BSHEREE. BRUEMEE. EAMRERE. OMREE
. BIEF ORGSR ENEROEMIRERE. MEMMREE. HERICEI E
BRBEREICDFFEITDHIENTES, LH L. INSDREBEADHULEIF
SDETHBTRITHEILIN TV,

IRE, EXERE LTRAINTWVWSRELGEE - BFFNSE, S /F2V
ET4FRTYRDH DB, T /FIUINIE, M. MEHREFERAETS
RBROOSMEEREFE LTHEINZERELTHID., slEEERICELS
BEEZITTCWAIREICEIN LALE A, MEBEZIEL. EROBEZRT
REDZEEMNRDOONIZ &ML, EEAOHBRERIE L THROTHRE
INEEERZTHD, I /FOIUNIEATPREMKF v RILOFEHEEEN
LTmE MRS 5, T/ FIVIINDEREARAIG. EEOARILEHNSHHIKE
HAADBT%RET D IETRELRT. EEEZRRIETTERZBEZARVEI
KEIEZ. EWoktdbDTHDZIEEZOLNTWS, DHT (Y rFOTFR
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[0006]

[0007]

[0008]

hZA7OY) FEEBROSEFREFZLUV O, EORKREZEET HERAEZED
o 7A4FATY R, BEHEFRILEVYTAMATAYAZDHTALMY BEHR
TH5205 —aBuBEREZHEEL. DHTOAEREZIFITE I &ICEL-T
AT 2, BUERILEVZREE TSI RIENEDARFEE BUAUREE
(AGA) DEERIGALTHAEINCEEZERTH S,
CNLEDOEZERDPRATRINTUVSEHEOD. REMHRICEL THE. LY
BNRERRNSABROLENTWS,
—B{bZEREREESR (NOS, EC1. 14, 13, 39) & =HEIb
MTHd—BRIEEHR (NO) OERICEHS T 2EBRTHSD, NO SIKHERM
BERIC—EEBFET SEBKRENOS (cNOS) &, REPRMLRICELY
FEINBFEERANOS (i NOS, NOS2) [CH9fHEIN. IBLICecNO
StE, #REEDONNOS (NOS 1) tMERNREDeNOS (NOS 3)
EICHEIND GEEFEFEi2) . i NOSIE, #EMREE LTSNS
DRRV By HhHSA4 K (LPS) REICL>THEEIN., RER. OHOER
AREICBWVWTRIEINS, | NOSIE., MEREAICHT 2EEBEICES
TH5ENMOENTVWS, CNET, | NOSHEEARIIZ. MAEEPLHRIA
Fl& LTOER. RMEREDBREREENE LTREISNTE LD, E8Y
TIVAY MR EEEZD, BRICEMDEFORFELZ TITEE>TW
AR
SeAT AT AR
FERFEFCHR
FERFEFSC#EAT - K. S. Stenn and R. Paus, PHYSIOLOGICAL REVIEWS Vol. 81,
No. 1, January 2001, pp.449-494
FE4EEFSCMA2 - Patrick Vallance & James Leiper, Nature Reviews Drug Dis
covery Vol. 1,No. 12, December 2002, pp.939-950

FEEADHE
FEANBRLED &ETHRE
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[0009]

[0010]

[0011]

AFEBRIX. FFEL LITEELZRET B, FIFREEZFH
IHERMERB T B EEZBHND—DET B, F/. AFEBIEF. EFELHL
I BEEZRETIMESIVREEZFH T 2MEOFHF LRI )—=2 T
HEERHIT D EZRDOEND—DET 5,
ARAZEFRRT DD DFE

FERE LIk, REEMERFIODANY Z#fEET 2B THERMRLAZ I NOS
RiFob 0obYTRIEWT, HEMNMEEINDZEEZRHE LA, k.

i NOSEBMRIBYIRICEWTEHHFER LR L TREMNMEEIND &
ERELE, TLT,. BEOEH® i NOSHEFINEEIIT L TMRESH
BIr2&5mMA L, AFBIZ, ChOOHMREEBETIEDTHY.,
BHEMICIFUITOEIEICET %,

[1] RELS LK IEEBEEDREFLIIMEOFHICAWD O DRI TH
2T, i NOSHEFAEWRDE LTEET DI EABMET . HERY
[2] i NOSBEEHN»1400W, X/ /7=, BYK19102
3. AMTiglgiE. AR—C102222, L—NIO, L—NIL, S—
IFNAYFARER. S—AFIAYFARER. S—FI/IFILAVFH
JR%R. 2—43X/ERYYY TFIFIY, ONO—-1714, L—NG
——hOF7ILFZY, L=NG—F/AFILTFILF=_v, L—=rOTFIF
ZUXFILIZATI, BEUOTFY A UDLHZENSRRINZLE
McHd. [1] ZBEOMER.

[3] i NOSPRHEHIANE/ V/O—FIIAEITLIEZOMATHS. [1]
ECEL DA,

[4] i NOSHEERINT7VYFEVRAYUIRXRILAFRTHD, [1]3F
DI,

[6] i NOSPE=EHINs i RNATHB., [1] BEHOMERY.

[6] EEMRHTHD. [1] ECHOHERY.

[7] =ARERYMTHZ. [1] BEHOHERY,
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[0012]

[8] EBY TSI AV NTHB. [ 1] BEOHERM.

[9] B#OFTHD. [1] ECEHOMEERM.

[10] xZH#FITHS. [1] ZBEBDOHER.

[11] AEA#EITHD,. [1] ECEOMERY.

[12] WABWCHBITE2HEEL LLIIBEELREZLIEREELEFHIT S
HDHFETH>T, i NOSHEFR z2ZMABMICIKET D280, B
o

[13] HEBYAE bTHD, [12] EBEMDIEE,

[14] HEABYWHM4 X, XA, FLFEeYoThHhsd,. [12] BqBOHE
[15] HEBWMICHSTE2ERELE LLIIEEZREFZLIIREEFTHIT 5L
HODHETH>T., i NOSEZHEEIHIREZSL. Bk

[16] HELLLIIBTEDREZLIIHEBOFIHICHWVWDCODEERDE!
EICHITD, | NOSREEFRIOFEMA,

(1 7] BEH LLLITEEDREFAIIREOTHICENYWEEZR V) —
=TT BEDDHETHLT, i) in vitroTi NOSERERY
HEaEMAIEZTRE. i i) iNOSOEMARAETDIITR. LV i
i) EBRMEN, I  NOSOEMHZBETIEINEINZRET DITREZZT
. Bk

[18] i NOSOEM%IERY MMM EIRS LT i NOSODEM%1ERA
TH5IREZE0. EBOKRKREZEET 5 A%

[19] NOZFREIEIMEMERRICKE T Z2TIREELEEL. EE2OKE
=REEY %A E.

I T oD i 85 7 5 B

[E1]i NOSR#Eob " obTOoRELUTob " 0bTIRDOERERRE (6
HE) 2RI HETHD (LEETERIFENENGIOERK) .

[2] i NOS /v VU 7O MNIVABSLUHFERTY ROFEERAB (4:8MH)
ERIHEETHD (EERETERIFENENIDOELML) .
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[0013]

[HB3]£ERIBKIESDob "obYT U ADOFEERAE (48E) 29I HET
H> (LEBEETERIEZENENBIOERKE) .

[BJ4] i NOSPRHER (1400W) ICL2FHERE (4BE) 2#~IHET
H2 (LEBEETERIEZRZNABIOESL) .

[E15] i NOSPBHEHI (L—N I L) ICk2RERE (438H) 2#-IHAT
H2 (LEBRETERIFZNETNBIOESLE) .

[K6]i NOSPHZ=R| (BYK191013) ICL2REEREE (4B %25
THEmTHD (LEETERIZZNETNIOER)

[K7] i NOSBHER (FIXI/ V7=V V) ILLDREBRE (41BR) 257
HMEThsd (LEE TERIFENENBOEMRE) .

[B28] i NOSPHEFICL ZHEERAT2~IHETH 5,

[BI9]C3HY I RICBITD, FI/ /7= 0% (GRAIODLET2K) L&
FERLE (1 6HME) 2RI HETHSD (LEETERIFZENZENRDEME
) o ZRIOET2EIEINEBOTY X,

[B10JC57BL 6D RICHITD. 7FX/ 77U 08% (BAD) ICk
2FERE (1 2HE) 25-IHETH S, ZRAIOEREIEIHEBOT Y X,
(1111 4:88DBFETTIREob obToREAWVWE, EERIZEST
ZEGCFRIREODTERZIHE TH 5,
RAAEERT 2 7-DDRE

LATRIC, AFBBZFMICERAT 5, FHRAHESIF. REESVERBD DALY
=T ZEMTHEMRLIZ i NOSRKRiEob /obvTDUXITHBWT, EEN
BEINDCEERE LA, /2. i NOSEMRIBYTIXICEWTEHEEHSE
BELRLTRENMEESIND & ZRE LA, MAT, BIFEDO i NOSHH
EFINREICHLTCHRZHREFEI LI &EZFH R L

[0014] EETE(EHEIEKY

AEBFDEMTZED—2IE. BEELLLITIBEEDBEZITREDFREIC
W7D TH>T. i NOSFHEERIZ#ENRSE L TEET S
E R E T HERMICEY B,
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[0015]

[0016]

[0017]

i NOS
—BitEERZEMEEE (NOS, EC1. 14. 13. 39) &, =FH=Rb

MTHZ2—EBILER (NO) OERICES T 2BRTHD, NOSITERHME
BERIC—EEEET2EMENOS (¢ NOS) &, REPRAMLRICLY
FEINLFEANOS (IiNOS, NOS2) IC9D$EXIN, X5ICcNO
SiF. #HIEEDONNOS (NOS1) tMEAREDeNOS (NOS3)
SICHEEINB, i NOS (induced Nitric Oxide Synthase) IE&RFEP X b
LRICKYFEINSFEANOSDIBEOD—DOTHY., RER. LMEFR
DA, MRS TREIAON., MREICN T 2EAPHEICES T 2
ZEDNHLNTWS, EEY A Mha U PHESROFBICLYFEEIN S

i NOSIZZEDNOZELEL, EMEBREIRIET S I &ICL Y EAEOHE
It L CEMARIET S, i NOSHEONOIK, IFECOMBBICHYLTO
HEUEREBETIOTIHAYL, £EAIE, WHESERICLYNETEHCHE
EN/ i NOSHEODZEDNOIE, EALMENSR & B FEBRMEDITTE
HELC. TVRNFD VD av O EFERT D, £/ VY THEA S THEE
TN/ i NOSHRKDNOITLY PRHEEMIEOEMECIHRENELD &P

| BIfERBEREDHCRBER CTAHALONDMEEEZICE | NO SOESHE
mIhTWw3,

i NO SFHEHI

i NOSBREHEHIIEZ., i NOSOEMEZREETZHDTH. HIREMHIT 2
HEDTHERWV, £/, i NOSPHEEHIX. ERMW i NOSHEFITH>TH
. FEERMUNOSHEHITH>TEHERV, | NOSHEHIK. AIAEFE. KD
FLEWMPY. iF. BB ED0ESFTHY D B,

E9F i NO SFHEH

i NOS%HETA2ESTEEMELTE, HIZIEX Tocristtdky
HIREINTWERIRMW i NOSHEEFITHS1400WEFERTEZIEAT
X%, 1400Wik, ®MEETCHLNADPHDEAEEET S, L—N |
LIZBIDEDFREEFITHY ., BETHIZTILF_VBLTFAF ALY Y
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[0018]

[0019]

D7 FOTTH>B, P/ 7= UE BEETHDZT7ILF_UBLUFA
R voTFOTTHY., FETHENG I NOSEHEHELTELS, BY
K190123iF, iNOSOZEARFEKZMEETS (i NOSIFZEHRKLE
BHTIETNOBEEETED) .

FODOMDZBIR | NOSBEEHRIE L TIE. HlalE. S—IFILAYFAR
e S—AFINAYVFARK. S—TI/IFIAVFARK. 2—143/
ERYSy, TFILFIY, ONO—17 14 (REERYIUFEE; (
1S, 5SS, 6R, 7R) —7—4#O0A—3—A43X/—5—XFJ—2—7F
ey ono [4. 1. O] A4 >ekrkosOl) R) . AMTIEERIE (2 —
7X/—-5, 6-2YRO-6—XFI—4H—-1, 3I—FFIUIER) .
AR—-C10222274EhH5, IFBIRMWNOSEERI&E L TIE, L—NG
——hATPILFZY, L=NC—F/AFIT7IF=r, L—=bOFILF=
VYAFINTRAFIL, L=N1OQENHD, i NOSHKRIMMGEIF & LTI,
FXHAZSURHD, INSHD i NOSHEMES FILEWIE. EFHMIC
HBEINDEBEFLITFEFROETEWSDIEHETES,

i NO Sk

i NOSPREEHIZ. i NOSIAETH>TH LW, i NO SHAEIE.
R vO—F LA EREE/ 270—F L EFERATESA,. £/70—
FUFEERWDZ EMFE LW, | NOSICRT 2EEFEME AT Bk
ThHhhE, ERTHIVEIRLL, MEOHF TH->THHERT DI ENT
X%, MAEOBRET Z2EHABMIE. BICREINT. b MK, <9 K
. Ty MRAE, DY FRE BV CREREEFERTES, E MIFLTH
W2IBE., HiiflE. B MAE. B MERE. FXSHREOVWTNTH>TEH
FRTZIENTEZN,. E MAKTHZ I ENTFFE LWL, F EFEL
AR, 77— YT A RTLAEFICLDR V) —=2JIC&>T
AEINAERTF FBRIIEZSLEDTH>THELL, I5IC. HKEBICKYIE
MEND T SO —HBEORFEAKRICERTE S,

[0020] i NOSFPYFtoRAYIXULAF R
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[0021]

[0022]

i NOSBEEHIFE. IMi NOSFPUFEVYRAYIXIVLAFRTH-T
HELW, PUFEyRAYIXVLAFRELTIE BHIZIE 10~5018
BEDAYIX VL AF R i NOSEMLTOEERINCE DI T &
NTEDZ, PVFEVAAYVIXIZLFFKIEZ. RNA, DNA, FOMHOD
BB ESHD D, 7FEVIXA)IXILAF RiE. EBHEFICSE
ICHEHENLREDTH>TE. 1HLLIBEBROIRATYFESTEDTH>
THEW, i NOSEMLTOEEMRINIEEFNTHY. HIZIEF. GenBan
KIREDTF—IR—ANMSLAFTEHIENTES :

NOS2 nitric oxide synthase 2, inducible [ Homo sapiens (human) ]

Gene ID: 4843

mRNA: NM 000625, 4
Nos2 nitric oxide synthase 2, inducible [ Mus musculus (house mouse)
]

Gene ID: 18126

mRNA: NM_001313921. 1
s i RNA

i NOSPBEEHIIZ. i NOSAEZENE Ls i RNATH>THLLW, |
NO SEMLGTOEEMRINIBENTHY. HIZXIFE. GenBankQ@EDT—
IR—ZAMHBAFTBIENTED, s i RNADEEHAIFHZEEITITBEA
TH D,

B AR AR

AFHBPOEBED—DIE, HESL LLIEBEDREZTALITIMEDOFRHIC
AWS-ODEERMERMTH->T. i NOSHEFZ#EYMRSELT2ET
D EEFHETLIEERBERMICET 2, SWEANIE. KFRBOERRRE
D—2lF. BELELLKIEETEDREZEIEREDOFTRHICAWVWDI-HDEZERD
HWEICHITSD., i NOSPHEFRDERICET 5, BRI ELTEC i NO
SEEFIE LTIE. BlAF. LEDOL D MESFEE®. ik, 7oFE>
AAN)TROLAF R, s i RNAGQEAFATE S, AFEPICKRIEZREM
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[0023]

[0024]

[0025]

BiE. feEl. MR, WE. EEAFRLREDEROHEEZE DI ENTE, |
NO SPHHEFICIA T, BYHLBEHR. RNFZE2H5 5, F, KRB
FRE2EFRERMRMICIE. T /FILPT 10 FRT) R@EOMODFMERNRD D
BEINTWTHLIL, ERDOEESEIX. EXELTHEINIS@ETHE
BRETDIENTED, /. MO SEIF. ERTIEEFOELR
EBETERRIGLT. EERETDIEHNTES, BHEREIIOVWTE
. [ERYSEERORERE. 5 TIHRIGLT. BERETDHIENTE
Bo
AFEBICHEZERMERDIZ. REBES LITEEDEES L IEXFHICHE
AT35IEMNTES, RBEOHEAE LTIE. BURKREE. BREREE
« BAMBREE. BERELE. SEFIOHRSLENREROEYMREE. BE
MRRERE. HERICEI 2ERMREE. HMHEREOREEZZEITSIENT
DN, INHICREFRI AL,

Py
1K

AFBPEOERBTEDO—DIE. HRESL LLIEBEEDREZLIFREDOFRIC
AW37-ODEBRMBERYMTH->T. i NOSHEHR=EIRSE LTEE
T2 EERHETHETAERMICET S, BUKRSE LTEC I NOS
FEEHFIE LT, BIAE. LD &L D RELTILEY. ;. 7oFEV R
FVIXVLAFR s i RNAQEAFRATE S, AFBICKDIERRA
B, k. TV a v T, V) —LIREDERDOHEEEY DD
- I NOSHEFIOEEEIZ. EHRT IMEBFOEE. BHTIHRICKEL
T, BEHRETDIENTE S,

EZHTY AV

AFBPEOEBTED—D2IE. REDL LLIEBEDREZLITIREDOFIC
BRARESYTIAVINTH>T. i NOSHEFIZEAMRDELTEET
BEERBMETIERYTYAY MIBT S, BIRSELTEC i NO
SEEFIE LTIE. BlAF. LEDOL D MESFEE®. ik, 7oFE>
AFYITRXRILAFR, s i RNAREAFATES, AFPILFKRDIERY
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[0026]

[0027]

[0028]

T XY ME S8R R, BELEOEEOHEAEY 55, AFEBICHK
BZEBFEYTI)AV NI, BZIE. 1B1~3E., B1. 81, BRICEROE
BT250D& LTHRAEIND D,
EEFEREESZE REFBHEE

ARFOEREEDO—DIE. HIABMICEITEIRERESL LLIIEELZRER
TEIEBREDFIR T 5ODHEICET S, COLI2AHFEIEFE. i NOSEE
EIHITR. LYEFEMICIE. FIZIE. | NO SHEF%#XHHAEMICIRS
IBIEEEHD D, BMABWMELTE, AIZAIE B YL, TR S
vk DHF AX, 2O, BEYD, V¥, FTIRA O SO0 FY
Re TUCHAXF, FUFS. v, hTOV, E=N— FHESIILE
NEEND, 5213, ERITIEEFRNOERE. IBES5THIERICH LT, &
BERETDIENTES, HERBICOWTE, FHTI2BEEFDELHE. %
53220 RISLCT. BERETDIENTES, FELWERERKE LT
. BRI mEL. O—>avEl 7Y —LFIOREBIEANDBRM T/ ILME
B DHDIDWIE, BRIORETEH. BFF. REOROKEEZETEIENT
X%, iNOSHEHZESZA T HMNHZHAM L CTREICEA LTS LW,
ARV —=—V THE

AFEBPAOERBHED—DIF, HREL LIEEBEEBDREZLIFHREDOFRIC
BWEMEERD ) —= T $2ODHEEICEATSE, COLHIRD ) —
=VTHER LTOIRI~i i i 28HD5:

i) in vitroTiNOSEtHARYEL:&EMIEDTIE,

i i) iNOSOFEMZANETDIIRE. LU

i) ZARBRMEN I NOSOFEMHZETIEINENZRET 2 TIE

i NO S/EMDRAE. HEFHICRAMDEZRDHEEZRBWTIT O I ENT
X%, LRBORVY)—ZVTFERICE>TRAEINIYWEIX. KFEBITKRD
HEEDL ULLITEEOREZLIEREOFHICAWS O DHERMDOKRSD &
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REFIIRMEDFIET DLODFEICENT, HHABYICERST 2
HELTEERTH D,

[0029] EZ2DOREZHEET 55E

[0030]

[0031]

[0032]

AFRBOERZED—DIEZ. i NOSOEMAIERTITREST. B
DORRERAZHEETI2HEICET D, COLDAQFEIE. | NOSDFMHAIER
T LM EIETEIREZEHD D, | NOSOFEMIE, Hlx(E. HERIC
BFTZ i NOSORIREZFEI LI &ICI>TEAELDSD., | NOSDHIR
&, FIZIE, LPS®YAS MAAVICKYEBEBEINDS I EDEEATH % HN
INSICESNBEDOTIEAL, i NOSORRAFET LZEEDOWEHE
AXIN>%, £/, i NOSOEHBHEIERT 2MWEZ/AIT I NOSEK
(HEH L IEH VU E) $FRIND 3, I HIC. AERBFORDERER
RBO—D2&ELT, i NOSOEMZIEET 2MWEZE2L. EEORKRZMEE
TLERIMESEND,
AFBOEBWEDO—D2IX, NOZREIH A (NOHSH., NO
K+—2STHERY) 2WRICIRETHTREZSD. EB2ORREZHEET S
FRICET 2, COLIBRNOEREIETIFEFE LT, EFEMICIESNA
P. GSNO, CysNO, NOR. 8B8LUNOCHEFLNZHA., INb
ICBREIR I AW, &E5HEIG. EATIIEFOUMHECFEMHICETE, &
BERETZDZENTEZD, B2 KE. O—>arvHl, 7Y —LFIOR
HELIFEE. HDWE BRFEORTEN. MANFIORBE~DERRENE
Fohnd, IHIC. AFEBOFOEBEREDO—DELT,. NOZEAEIES
22X (NOH#tE5HI. NORF—) 280, EE2ONKRZEET 57/HDHHEMA
meEaEnd,

LRI, Efflzn L TAFRBPZEAFMICERAT D, Th oIl YRR
BRI SHIR A 51T 5 £ D T,

eyl
Bl : i NOSRIEXVRAERAWHKEEER
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[0033]

[0034]

[0035]

S obwUR%EREL., iNOS—KO;o0b " obvoXZEKLE, Xt
BEfED0b "obvTORIIKEBDERTELNEZ I NOS (+7+) ;
ob (+ /7 —) OEEZ#HITEHLETEEFNmob "obT TR ZEAW,
BOHED 8 AEMODMEMEEAFRZRWTEREZRRIK LA, ob o b<7U XLk
Br GRERT 93y -1E* SV VEAKE) TRYIVROEFEERY
T—/N—THIEL. TROBREI ) —L (VZITHEDODIES Y NRED
)—L) TRELEZ. 1 5AULERBLTERENRBDOOSNGEWV, —A.

i NOS—KO; o0b  obv¥ U RXTIZRER2BBTHEBEICXS = VvEER
DOEENRO SN, SBRERICIIEEMEISTE > THREMNER I, 6:BERE
ICIXIZIETOREBICES (1)

ob / obvTUARMODBETHELNDEEYVYR (C57BL.“6%fHK
) T, BREE—BEETAZIZVEROEENRDO LN, 1 5 ARICIZIEEE
TCDRREICEDNEZZ DD, —H. iNOS—KO; ob ob~vv RZE
DBERTHOLND i NOSBEMRIET TV ATIE. ERET VALY ERERBERE
MEEINTHEY., REZRBETEENZED O, THEHBEARICIEETOIRK
RBICETENMNEZETSD (H2) .

NSO INOS/ YU TF7U T ROERFERIEZ. i NO SEHEMEDHNE]
WKLY EBORREZRELD DI EEZRLTWVWS, . INSOBRIF.
BIEF/ v I 70 MNETTHL, BOFERICELS i NOSEMOHIFE. BHlx
FEBRDEDFHEEFRZBVWE I EICL>TH, ARAERSEOND &
HREBLTWS, M. ThOoOBERFERIZ. | NO SIEMEDIEEIC L
YDEZ2OKRKRZINGEITESZIEERBLTWE EEZ DN D,

B2 : i NOSPRHERIZHWHREELER

CDERTIE., =B HRLYBEALIob "obvT U REAWE, 88
DR CHMET BEI7YIV BT SV VREREME) TEXIVADE
REZEBRYz—/\—THIEL. MROKREIV—L (VZIHEOIES
v MREV ) —L) THRELL, ERFEBBALYE I NOSHEFIOERSH
ZWEBH AT/, AW/ i NOSFHERIORE BEIRLUTOEHLY T
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[0036]

[0037]

HD, BRI NOSPHHEHKITHS1400W, L-NIL, BLUBYK
1910231 FTocristHLYBAL, £FERRKITEREL., ThTh
10mg. kg, 20mg.“kg. 30mg .k g&hird&dICEERES
Lize I> bO—LBICIZEERBKEZEERES Lz, BEANLEEH
FTOERLTOHBEDRS% 1 yBiftid/z, AU ERH i NO SEHEFH!
THEITI/ VT VIERRIERITEMRNRTIYEBAL, 10% (w7
v) ERBEDICEERRIBKISEEL. BREEICIOOu | BHLAE, OV
FO—ILBHICIZEEBERIBKEAWEE, AEAMSEEHFETOERLTEH
BO&ERFEE1 4+ Bixid, 1EBBICTE. SEHOEEREEZTWVW. 1 28
KRB ETERERKITZ, RESFABEENS 7 HEIC. NEBORERES,
LLFORERAT7TEEZBWVWTESRAL L.

(FER O TEHE)
O=REEL

1 =XEZD 1 O%KRHBGICHKE

2=MFEIZED 1 0%U L., 20%KWIEE
S=MEEBD20%LLE. 3 0%KRMWICHEE
4 =JEZED3 0%LULE, 4 0% KWICFHEE

B=XFEILDLO0%LUL, 50%KIBICHEE

6 =XMFEILDS5 0L, 6 O%KRM|ICHKTE

7=XEZDOG6 0%LUE, 70%KRWICHE

8=MFED7 0%LLLE, 80%KmIZEE

O =MEEDB8O0%LLE, 90%RKMICEE

1 0=AFILDI O %L EICHKEE

CNFETICHMONTWSDEDIC (FIAIFE. WO2012.7124614A

152Z8) . ob  ob<TIVRICHIERIEKDAZKS LY bO—ILE
TRREEIBOONAI>Z (H3) . 1400WKSRHEENS 2BE TR
BICASZVEBROEEBEZRD. 4 BEITLEHICE > CTRENMEREIN

(4) o L=NILIEF1T400WELLEERLTPPXAS = VEBRDER
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BEAALY 1 BRI THEBICAS ZVARORE ARG, 2 BBRICIEIFRESE
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IZIETTDREEBLCICETR»7 (BM7) - &1 NOSHEEFIRSHEB LV
YhO—IEOHKEXAIATEK8IZTRT,

INSEDT—FIE. iINOS /v I TPIMNITITRODEBARBERMOTREBIN
EDIC, EROEBEOEDTF i NOSHEEHFICL>T, E2ORELSEE
TEBZEERLTWDS, ThbE, i NOSEEETIZFERICEST. £
ZORREHETEZEEZXTELEN, INLHOBRIF. EHF i NOSMHEE
BT, P77y FEYAAYTXIVLAF R, s i RNARED
DREEF® RKRENTHERBAIETHDI I & ERELTWS,

13 : HARTIR AV =

CDEERTIE, CIHIYVRABLUCETBL 67V REFER LIRS
BRE. =M 2 EAKRAAEEAWC. 8EMORFR CHRET (BEET4 I
VIR Y Y SV VIREEMEE) TEYIVADEHHREER T —/N\—THIBL
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[0041]

[0042]

[0043]
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DIYDVATHRARICEL D &N RI NI,
Bl4 - REHICSTZEEFRINED TSI

CDERBRTIE. 1 4BMOHFERT IR Eob "obT U RERWE, B
ERRRBRICKHE R ZHEX L. RNAMREF v b (RNeasy Plus Universal Kit
c FTHTUM) ICTRNAZBRELE., cDNAZARKL (High Capacity
cDNA Reverse Transcription Kit, ABI%¥t) . ) 794 LPCRZEICEKY
RNAE4EE Lk, Y—<ILH A U S5 —(LTaKaRatt MDThermal Cycler Dice
(R) Real Time System&{#HF L. TagMan probeldABIttTagMan(R) Gene Expre
ssion Assay (NOS2: Mm 0040493 g1) AW /=,

ERIE. ob / 0bTIURICEVWTIE, BEREERLTH2., 50D |
NOSEEFAFERINTVWDIEERLTWS (K1 1),

AIBHZEICIE. NEBOWTFE LWEERBHRZRLTHDID, TDLOAE
FERERRABICHROEMTIREEINTWD Z &E, HEEZEITIIBELHNTHY
 BEETHNIE. AFEEDLSEBT DI LR, BRARER., EE. B
EMADZEDARETH S, ARMEICEEHRINTWD RO L RE
HIEREFEN. AFEAZERT IERICHERINDI B IENEBINDENET
HBd, Fle. RPREMERICEWTSRL WS EHS JURTLHEEEEZS
. ETOFITYICEHEORNSIF. FTO3IRICE > T, AEMSFHICHHES
NIERBERRICERYIAFNTWS EERI X TH B,
EX Lo Rt

AEBRBICHRDIEEL LB BEDRESLISREOFHICAWS 2H DM
BDiE. ERAICBVWTRINTWVWS LSIC, BELREDIRZBELTHY
. BRBFRAD I NOSKHEER (FEFICLDHEE) &/ v I F7IhTIR (
BIEHIC I NOS ZHE) TURMIEIREINTWS, RESTERIZ. BFEE
RO, FEZOMRETDTIRAW SO, MIBICHSITHZ=—XEEWE
EZEZbhb,
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[E5KIR1]

[E5KIR2]

[E53KIR3]

[E53KIR4]

[E53KIR5]
[E5:KI1E6]
[EE:KRIE7]
[EEK1E8]
sARKIR9]
FAKIR10]
ERIR1]
FERIE12]

[E&KIH13]
[5EKIR14]

5m XK (D #i H

REL L IIBEEDOREZLEBREDFHICAWS O DM T
Ho>T, i NOSPEEFZBURDELTREIT DI EEFHETS
. HEEYD,

i NOSHEEHIA1400W, PR/ 7=VYY, BYK1910
23, AMTiERIE. AR—C102222, L—NI1O, L—NI
L. S—IFINAYVFARE. S—AXFILAYVFARE S—F3/
IFINAVYFFRE, 2—13I/ERYSy, TFILFIY, ONO
—1714, L-=NG—Z=hOFILF=ZY, L-NG—F/XFILT
LFEZY, L—ZPMAFILFZUAFILIZATIVL, BLTTFH XS
VUNOHBENLBIRINZIEEMTH S, BFKIE 1 EBHEOMANY

i NOSHEHINE/ 70— ITEEIEZOMFTH D, FBEX
I8 1 DO ERY.

i NOSFHHERIN 7 FEYRAVIXILAFRTHD. BEKIE
1 ZRE DA,

i NOSTMHEHINs | RNATH D, 5FKIE 1 2EHOHERY,

EFEMERYTH D, FERIE 1 CEOMEKY,

EERMERYTH D, FERIE 1 EEHDOHEMY,

EBZYTSIVAY MTH D, BFRE1EHOMEKR.

BOFTH D, BEKIE 1 BEOHEKRM,

ERFITH D, FBERKIE 1 EEROMER.

AEAEITH D, FEKRIE 1 DO,

HAEMICHE TD2RESL LLIETEELZREZLIIRMEZFHT 2L
HDFETH->T. i NOSHEFR ZZHABIICHKETZ %22
L. Ak

HELEMNE N THD. FBRIE 1 2BHMD 54,

WILEHA A X, *3O. FhiFe VI THB, FRE 2E8HDA
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[E5KIE17]

[E5KIR18]

[E5KIE19]
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HEEMICE ITE2RESL LIIEEZREILIIMEZTFHIT 2L
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HEL LLIZEEOREZZIEFREDOFHICAWVWDLODERDH
BEICHITSD, | NOSHEHEFIOER,

REDL LKIIEEDOREFZZIIMEDOFHICENTMEEZ XY ) —
ZoTSBIbDAHETH T,

i) in vitroTiNOSERRYEEZEMIEDIE
i i) iNOSOEMHZRANETZIR. LUV

i i) EARMES I NOSOEMAETIELIHNEIERET
5T
=20, A%

i NOSODOEMZIEET AN EIHES LT i NOSODEMEZIEE
TELIREZZC. EZ2OKRRZEET 2H%,
NOZRAEIEIHMIDENRICILSTI2IRZED. EB2OKRE
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