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For AFKLE) . KiBE2002—138278 5/AM ([LFRIET AT L) | KB T-1
1-045602 5224 ([LFFIEIKR) | £57£2003-532253 544 ([LFFLIEICE



WO 2005/077458 12 PCT/JP2005/002079

[0021]

[0022]

[0023]

DRNBT)FEEHITHILNTES,

[EFFEICARDRRI L, BRI DAL A S AR LR LA DSBL & S =B THERL
IND, AR, AT NVRE BOCHE . 7 ENVERY T F NV ENOERS L. BIRIX
IR LAKER, it 7 ZNFRT F N ENOEEIS, ZODARKEBIKIL T HES
NTRRE T—ODFZTIGAS v, FEHRFICIEA LTRSS E TRV,

2GS DB EL T, W LK Ry &AL — b AT VSRR AME A &
N AEFNAIR B AfPEL L THIF ARV F U LED T VR R T L AR
ED G EFN IR B AV AT DA ME S D, G IRk R
VAT LRAMEENZ XY JOSOTE TR F—MET TE, BT 2B ADIREK
AR D S HILENTES,

—H DG RREATRCARL VR EICERLUTHVWAZLL TE, AlEMEL KD
M ~DBREMEZ ] LS EDIENTED,

EDIT BRI Sy LT, ##B12003—238823 B- AT RENTZR D X720k
SEMATIIENTES, ALFAIR B ARSI R EL T, fbFAIREY
APISGG THDAF YL — b XUIT 7 F N—F—%FH T5H, F YL —h =
PRI FET2I3L 2V BRT AT /L) EL T, BH DILFN IR ARSI SIS
DO THIURFHTHIBRITEL, B R (2, 6—Y7un—A4—=bfa7==) 4 %P L—h v
Z(2, 4, 6—RN)raa7 =)L) FHFHL—h ER (NI VFurFr—4—=tar
=W FFHFL—h, ER(2—AF N4, 6—V=baT7==L) 4% —h, BA(L,
2—VAFN—4, 6~V = T xz=)V) FFHL—h ER(2, 4V /muT =)V &
FHL—h BR(2, 5—V=baTd =) FFPL—h, ER (2T 4NN —4—=}u
T o= V) AL —h BR (RF7un7 o) L —h R (1, 2—-UkRe
—2—A4FV—1-VN) ZVAFH— L EA-N-THZNAIVNVAFHL—h, BR(2
, 4, 5—N)7aua—6—UNHRRX LT =) AP —h B (2, 4, 5N
0—6—ANVART T Tz V) A F P L—b, BR(2, 4, 6-NanT =)L) 4%
PL—h ER(2, 4, 5N 7aa—6—~_U LT zm V) AP —RglRs D

o

TIFA_R—=F =L TiL, @RI DMEFI SN D, BIRIEM RSy LTI
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[0024]

[0025]

\ EIRALK SR B e, IR KR e, Fi3m AN A RS TR
ik B sk a &, LRt IbKRILAWT, B LK R LR LK R % AR
THILAHEE G T, MR LRIV, BRI AKFERFELL, @R LA
REBPLOWHKEL T, X, WAV ERT N UL, @Rk YA, 28 OEEKE
LKL AMEL TR TED, Fo, B AKFEZ LR TEORBIT, s
LB THHERTED, TIF N—F =R DL L Tid, RS
RO, T2 BN =T VR T ZNVFRY AF NV BEFELLE &N,

F1ORV~—RBIERL T B L OE20R) <~ —RHIERL 71, T4 ORY~—23E
St BARFILL I ZCRESNROA, RYF Lo RY7aeb | RUE
b= ARYAF N RAZT 7V —h, RIE =R m—h R =T 27 —h,
AR —ARIE =AY R RYTZILTIR 2ARF R, SVa— 8, RY
Vo VTF T RITLE | FAu ] RIVT'F—)V RYT—HRF—h, RY
TATNVERB IR =T VERFT D, Eio, ERY~—2EHT25280
T&, BlZiE, RUAF L —RIVE =Ry RYTZUNTIR—RYAFL
AT ZINT IR, R T ZV 2 IEHGHFEPME TED, 1Th, RUHE =148
JRASFELY,

FEHEL T, FrBE2002—138278 S AMITHI RSN TOBDIRDIH R4 &
FRATHILENTED, FIZIE, 7oy, BRT VIR XU T UV,
T F U N BRI TN TR BT TSR AR B
Rygty, Ly, BERASILY BT Uy BEREF TR EO, Dk
H3ODMABREA TOUK LR ITEHBIAWRRETOoND, LitfbEYDEHR
HELTE, 7= V3 BT VHNVEE(C —C )| randk, Tudh, 7 /5,
TNaxL I (C —C ) BOIRSND, AFERHMELL T, 9, 10-ER (T==
NZF =) T U7 1-AAFT—9, 10-ER (T =V F=)V) TR,
~NYL 1, 5—Y7uu—9, 100-ERA (== x2F =)V TRV 1, 8—U7r
79, 10 LA (T == V=F =V T Uy VTV B/ 7un kW unE
#19, 10 LR (T NV =F =) T hokY, 5, 12-EA (T =F =)L) T h

T8, 9, 10V T 2= VTRV 16, 17— UNFINAFR AT hay | 2
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[0026]

[0027]

—AFN—9, 10 EA—(Tz=VF =)L) T ok, 9, 10— ZA—(4—ARFT 7
~=)V)—2—rauay oy, 9, 10 EA—-(d—= by T ) —2—raa 7 ok
5%, 16, 17-VF v raxi o bay, IES V- LyR ] (ILUMOGEN R
EDJ., REEFHT DIV VN FRFTVAINE A . ((LUMOGEN YELLO
W, BaEFHET IO ARFUAINELA) . ([LUMOGEN ORANGE
1ALV EERTENILVINVREFVAINE A, 5, 12-EA—(T==x
FoN)FTEEL B, 6, 11, 12T 7 ==V F 722 R OTLDEA
ZiFbha,

INBDMABPEIZE ST, 300—1200nmDPEEDFHENEBHZLENTE, &b
(IS A LA DT LI ID . BSOS E OHIED FTRETH D, LR ROFR
IR ITAIR BA RS DILICIV TR T HILN TED, ARPIDEIEH]TIL,
SRS 2B D HOHRE LI RIMRE VT, ZBRERA TS, HH E, B0 HE
RS AT LR TV,

BTERR ARSIV TOEL —F =i, 560—1200nm THDH0., {L5:
NI Lo THELND DR RITZNDE 43T /3—L T D, IPL (Intense
Pulsed Light) : 560—1200nm, LLLT (&L~ VL —%—:low reactivelevel
laser therapy) : 830nm, AR—VEEIGHE R L ITTANVSNAL —F —3# & :630nm
. 780nm. 800nm, 830nm, 904nm72ENEHAZIL T B,
<ALHFFEICH >

ARGESEF] L, R E DRSO 2RO HOLE AVTISY, MEDmEmW\FE [ mi
EHAT | EHRL AR FE B HZAT )8V FFEEZHEE _ EFERAL Q05 BEn%
HIE, AN ORI L > TER A RETHHDO T, AEMEFL, IWOFHEDR
Wz,

AFHOEEHITIX, HAF L= a— XS BCYALUME Light shape (%147
VI LIGAN =) T N— (AT IFHCI VD) FAM =—TF 7Y — (BUTF Tk
FHIEVD) | FAM =—TF fxu— (LU FIHREEI L)) FA b == F Ly
(CLFTAL U PEN180) L TAM =—T LR (BUF TR &) OB E # 4
T5REL., BEEAA T ORI THD T RBES AT HFRIC) ., TS A 7%
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[0028]

[0029]

[0030]

B TR ZA 7 a6 TR A AT AL 806 TR A 7 a6
D5FEFA VW,

LSO FAT RSB IE, RO E605nmTS00X 10 "W
/ (srem”+nm) &, HEEAB50nmT260X 10 °W/ (srem”snm) #, #kE 6
510nmT450X 10°°W,/ (st*m” nm) i, F#EA3450nmT260 X 10 "W/ (sr
‘m’ nm) O — %R LT,

SR ORI S AT 3 SR L, B A 7 AR BOE A R 660nm
T0. 006W,/ (sr*m”+nm) i, X A7 41 P8 236 25nm THI0. 009W
/ (stem”nm) | 525nmTHIO. 004W,/ (sr*m”*nm) , FlEEE A 7 # 3 EAS55
5nmTO0. 011W,/ (srem”+nm) 18, FBEEE S A 7 #k# A3520nmTO. 015W,/(
srem’+nm) 8. EEEX AT HEEA450nmTO. 007W,/ (srem’*nm) O
— %R,

INoDEOLOEFIFEZ T F7 LT, B@EZA T DOEICOHIZK 1 (a) — X1 (d)
W\ AT FIE K211,
< RS HOCRRE >

HOLORREORRFELREEZ L, K2, K3, K4ITRT, RIERCKSITEFF
AT DRFEN, FEOG, AV VEOG, REOGOMEE R T, K2R O 4iT S &
AT DRFEN AV VEOG, BHEOG, RECOMEE R T, ZHDIXF MG 2H55

aFI 7Tz BV TER T 5,
[#1]
B A T OB OB FOErERE () BBEHEA ] x
B | 10% |531% |10 01 | 15 /3% | 20 23tk |25 5014 (30 40 1%
T bk 651.00 295.0 195.0 162.0 134.0 115.0 100.0 100.0
i 351.3 310.0f 152.0 117.7 98.3 92.3 91.7 77.3
Tim F 268.0 141.0 74.4 54.2  45.2  40.5| 36.8 33.7
M EAV Y 221.0 60.1 22.1 22.1 22.0 19.0 17.00  17.0
PG 50. 9 40.1 22.1 15. 4 13. 1 12. § 11.5  10.7

[#2]
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IR S A TOHEREORRFEL BBk (5)  BEREM 1 x

F& |10 |5 08%|10 5% | 156 531 | 20 531% | 25 431% | 30 70tk
)2 0o 5 2940, 1319, 671 482 378 311 253 219
e BB 2R 1900| 1063.3 505.3 313.3 248.0 214.3 182.5 160.0
R ALY 1633 403 217 180 136 106 88 75
=) 0y 1166.7| 260.3 157.0 117.3] 89.3 76.3  62.4 55.2

Fhad 1
[0031] < ififficksE >

[EFRICIC LD IE K EITHRN T 52812 d> T, B ROILES R TE, Mk
WER RA R T HIEN T,

AGEREBNZI, AL DDA F TR E VT,

BEERIT, MEEOBLEL 15575655 £ TDL05 AL 8 tE S, 1
005 IRV T18545 1520553 £ TO 205 B EAL L UREEREIL, ZOH
#H e T2350 MBI L LB RN T 7 %2 M5 R LTz, ZhiZdk> T,
BAAA 15508 MEROILIE LG EY | FRE 3001 D455 b IRGHE IR L 726553
THRUTZARBBIZOR S | RIS 15 80453 1 B LT CRHARRT O ML E IR IZRY ., #
FRE L 7218553 DL IRICER AR L 35 F TD404 IEHRL | 45 1k (20547) %30
ST TUREEE IR -T2 EN BT,

[0032] MEEOREIIKRDLIYTHD,
W& J5 v
EIRIERORERIZT, EiR23C, WEE30%DFEMF T TRIEE TS,
1. B=IZT 1059 — 155 Z#EIRD ., £F THRO—E/FTERIE T 5,
2. HREIPEL, ZEL TODENLITA L L VEOED S 21043 IR 50531
RET 5,
3. ZD%, IRNEEAL Z— " VEALELY FE ZEIZLTHD ALy
BOLO RN EITI,
4. 1043 AR C204y MBI E T2,
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[0033]  AREEICOIFROCHE IV EIBPRRE2E T O BB IOtE AL, B
JRHRI A & FE H RO T i B O K SEIRE DAL R BIER LT LZ A KEIRE D
EADBPRBDLI, MRSGEL R ESARL G T 2281280 T, BRI DL it
DI CEDREREA T, FHRERER IR,

BIRIDE =& — D Tid, RSB T, REMRHIITE-TO0. 4°C, KT
BOFBEEAL T, FROEEOBEHZI->TO. 7CORED LFERARDHHIEN
B C&Tz,
[0034] [3%3]

RN ERIRTAIRE

A B
BRAER{T | AREHAREr
em oo URIRRE |WERE

- T 0

1 510 317
2 2 N7
e |3 22 M7
FRRTET L 22,0 1A
5 57 21 8
Tty S20 a7
1 224 305
HEEA = =23 225
BE 5k S <20 324
el 223 aza
o e )
Ty on g o4

[0035]  fEo T, BAERLARMEFRICICLDNE KB ICIRH 5281280, EREIL
BEL ., FREREAT K OV DI O K EIRE ERSEATENmhoT,
[0036] <ifaHE5E >
REOE, FHOG, AL U VDS T I D% K BT AL
ZOH%OMBEIE B LT, FRE6ITRT,
PMG Gl AR DFEAR L U T ) RIS OHATR A AL L U HOLL IR B
THIZ T,
2%, PMGIZL, TV B-L-7 AN N~ T R T 5| DI TH D,
avha—)LEHEEL T, PMGHNGREAL U DG RS SR IR O CRlR 8858 A3
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RIS,
[0037]  BRBRIXKDFEICLVITo72,
1. ARG : IEH e MR E RS M (NHF)
2. L3R : CYALUME Light shape (W A7 U7 AT ARy =—F)
Th—(FRIE) ALY FLUUEDE) L Ly R (FRE0OE)
FFET0: HAF A= u—ER St

3. 7oA F

(1) NHF%2.0 X 10"cells/well, DMEM* 10%S(+) C24well plate|Z#E7E,

(2) 5 HRMEELay 7V ML, AN EDMEM A~ #HLT-,

(3) HEMES (4hr) , RPT 47 a ba—/113100mM PMGIRMIFGRELTZ,

(4) MR REBIZZ( X 40),

(5) MR ZMTT AssayZ V>, JE B F540nm, 3P FR655nmdD bt A E &%
117207z, MBI RIT MBI O hr—L % 100%E L T TFORTHEALE,
4. FHEA:

HUFLHE SR )= 7 LV EINOD(540nm) 3> 7 VIR ANOD(655nm)]),/ ([=2
> h—)LOD(540nm) =2 ~r—/1L-OD(655nm)]) X 100
FEhifs] 2
[0038] <A MHHNZEDAT= HHk>
AR ST BT LV AT ) —~ M D BTG L AT = & Rl 3%
HTEEMER LTz, AT /) —< MBI 5 2 D BT DWW TRAKR P 7ITRL, Al
D AT = BRI G- 2 B OV TES K U8R LT,
(B 1R)
M : = 2 B R (B 164 1)

EFFeE: (R AF b= u—H i)
BHEAT°
TIN— (FEE) AV YT (FL VT E#OE) Ly GREDE) L 7
U= (RkEOE) | A= — (BEHEOE)
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[0039]

[0040]

EEEZ A7
FLoyT (AL TEOE) L Ly R GREE) L 77— (REOE)

Ty 1. BI6#%3.6 X 10°cells/well, MEM* 10%S(+)+ 27" /b3 8%
Hc24well
platelZ#&HE, n=8
2. 5 daysE5# L7z . MEM« 10%S(+) 747 4 U B M~ i Z3 A,
3. BHHAT" 1Xdhr, BHEEZA7° 1230min# EFE AL T L—NT
B CAOLE N, I b — BRI R, R VT T 47 3 be—
1mM VC (7 Rzve” U 18) TR ELTZ,
4. FASIBRAA3 H B IR A [EII L 0.1%SDSAEBR R /K CHllfu & AR
L. 260nm (HEAREDFREE) £475nm (A7 =2 BOFEEE) DR CEARIEL | M
R, BTHIRSTZVDAT = A RER L,
B16MIRHE A SRIZ DOV TRAKR P 7ITR L, B2 DAZ
VAR OV TR R VPKIBIZ AR LT,
Gl v
B16IHEAIE R (%) =¥ 7° )L Abs(260nm) /22> hz— L Abs(260nm) X 100
WIS 720 DAT = A ERO)=[Y>7° )V Abs(475nm) /> 7° )L Abs(260nm)]
/[ h2—)VAbs(475nm) /=22 hrz— /L Abs(260nm)] X 100

[F4]

m Contr| VC #H Fk oy 7R P Ay
ol ImM | B | Y | BE | @F | BE S SR

B16 #

Jifapact

Rl 100 | 21.42 | 97.40 | 105.78 | 98.30 | 67.21 | 97.25 | 93.28|80. 86

(%)

S.D. | 2.78| 18.87 | 7.42 | 10.37 | 8.99 | 36.38 | 7.17 | 4.75 |11. 10

2’5" —  [p<0.001| 4E i M 1 p<0.05| 4 |p<0.01p<0.01

[#5]



WO 2005/077458 20 PCT/JP2005/002079

[0041]

[0042]

[0043]

[0044]

g |Contr| Ve | F | & vl ow | o' g Ty
ol ImM | EE | B WE | BE | OBE S| e
A=y
/El\
B 100 65.28 [85.12] 92.77 | 93.88 | 94.08 | 92.62 |92.48/103. 86
(%)
S.D. | 6.77 | 14.91 | 12.53 7.71 6. 10 5.91 4.72 8.37 | 4. 66
; —  |p<0.001/p<0. 05| 4 4 | p<0. 05| | 4

FARK ORI TRENIAERDS, BEIAT ORI, BIEES AT DRk,
BIRES AT DALV B NERI T DI AT/ —~ RO E GBI
L7z,

A, RHEEXA T ORREOE, AV 8Ot RIS AILITED, AT
— OB IR I, AT /A NOHEFHR RIS DI ERH LN LR oTE,
LLEDHAZEH ORI L E QN RBHFTED,

KR UKIBITRENIAERD D, HHOL, HEUCHA R THAMRS -V DFE
BAT =B IR 3 B b,

SROMRERR0 | BRI T2 LIC VAT = AR E R T A E1E L, FE
HEFCITRBWTHERAT =Btz R F80 bz, FHCH B3O
TIX20%DAT =B IR AT T,

W SAT DIREIC, MBS AT OfkEG, BBESAT OF L2 #ET
1%, AT A OBEFEOHIHI ST BT, MREED B> T 52 TEAT= B
WL TWBEEZBND,

HOG TR SRR D BEFHZ P L 220 T 2oy TEHEAL LT AT /3 Ak
DFEABRREYTHHIL . £ BB TES,

Fhaf 3
<AT=U AR >
(B 1E)

ERFTHEET N (A5 74— (MEL-300A) ) (MatTeKA-HL) 12 1W/m D3 EE 2

BIFB1)/m’ DUVBIRE B O Ui 7 A 7 HF 806 (AL b= u— s
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[0045]

[0046]

A1) 1IREFE] PR 5 2 SR MR PR 20, 48, 96FFREI 2 IZITV Y, TH MER&R L7z,

SRTEEET NEINKBRIE T N A CEWBIRIRL, AT = BORIELRS
350nmOBEEZBEL , LLFORICLVAT =V AR ER I U, MRER I
RUTZ,

UVB, SRS A7 H AT IE B LW OW MR Z 2 ha— L
7o
X AT =0 AR = LB RS AR D 350nm B/ (2 b — L fH Rk
YRFRI D 350nm% L] X 100

L ZRITEEET MZIBT, UVBIRANZ IV AT = B EAMEES D78, mli
EXATHF ORI HZ8125D, UVBREIZL A AT = AR E D3 il S
NBZEDBHERIIT, 16>, K% H 2L DEIFRICREL TH, 2D%,
JBICE AHOERE DR NERETHILICE ST A=V O EEMHIL, KED
BEKROVI, Y NHADEREMEIL, £ AREIFFTED, bbb T,
BB DO IR TES,
Fhal 4
<ERAT P NG ER >
(BRI IE)

ERAT A RE20000 cells/cm® CHMGSTRANE R K AT = 4l o EL Rk 1
medium 154S (BB SR 2 vV C24well 7L —MNIREREL T2,

2ARFIA Y F 2 X — Mk, AV —T EE=X R (T el fl) Fmix 770 7L L T50%
TFV TV — VKRR E RN BRI B, B2 A7 HF 306 (H A4
b= a— R 2 IR A 14 | T2Rp R LT,

HMIRQZPBSC)THe 4. 1 W/ WRRT L VEREE T RN 7 A3 HPBS(H) THfEL TR
T MR AR R D260 nmDPOGEARIEL . LT O CHifuERRL R L7,

T RN, SERES AT H AR RSN OMIRE K EZa s ha— L

7o

FERZH 10TV — T BEFADRINRE L AT /AR OBIFREL TRL
7o
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[0047]

[0048]

FV—THETF R
(FY—7 B 2B

WA — 7 B kg 90 W/ WL ) — /Z BRI . T SRS 8405, 50
W/Wh7F Lo 7 a— LK ERIZ1 W/ Wil gL Tz,
o AR = [ 7 A BRI OGEE (260 nm)],/ [= ba— VIR EE (260
nm) ] X 100

ERAT A NERT, SR A A T F AEOCO IR BRI B 5RO b
BT, FV—T EX A RMUIZG S IS B E LA 7 F Aot L
T, ERAT A MR R A RIS (F) — T HE X 20. 5% BN KT L,

B 2 AT H AR 2O T2 LIC KA — T X RO EIAT YAk
BTSRRI R AR H OB ER T, T, FEMCE BB IRH
HTETEY, ERAT S A SDOHREB IS D, LTeh3 > TEBHBIRBHIRGFTED,
Fhaf 5
(RHESE MBI J R T — 7 A R R BR)

BEAAT DIREIG, FIEEZAT DAL P8 6% IV TRHESSR I IR L,
MRAESE R O B 5 R USRI D2 T — 7 A e 2 el Uiz, SRBRAE %
MEMESFRIIIZ DWW TIER 6 K UKL LT, 25— VA RIZ DWW TIR TR UK 12
LTz,

(BRI 1R)
MM RRKESFMER (NHF)
L3 (A AL b= m— R4
WHEATLwR GFRE)
EEESAT FL Y (FLy T 8O

aZ—r v ERER YN BaT—" U CREE T v 7 F1 (PIP) &% Takara PIP
kit CHIE,
T oA
(1) NHF#%:2.0 X 10"cells/well, DMEM * 10%S(+) C24well platelZ#EFE,
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(2) 5 HREEE L2 7V MU, O M EDMEM A~ HL 72,
(3) HOLZECIRE 24well platelTHEfiliS | HEE FSY (30min) , RTT 1
7 arba— L i3100mM PMG (Vo fR-L-7 Aa)VE b~ 7 R L) R ELZ,
(4) FRATBRAA2AR IR\ EIEA BN L 72,
BlaZ—" U CRS 7 v 7° F1 (PIP)E% Takara PIP kit CHIE
L. RO THEFRHEFHAMTT Assaya FAV S, JIE B R 540nm, X R KR 655nmDH. A
TEREATIR o7, MBI I ML E R D2 b — L& 100%E L CEL FOR T
",
F R R %)= 7 AERMOD(540nm) 1-[H- 7 L MOD(655nm)]),/ ([=
> hr—/10D(540nm)]-[=2> ~hz—/L-OD(655nm)]) X 100
aF7—F U A RRIIPIPELMTT AssayDfEREFAVTUTORTHEAELR,
aF— U EEE (%) =3 T APIPE /(B 7 VENOD(540nm) -4
7 VENOD655nm)]) ),/ (=2 b — L PIPR /(=2 hr—/LOD(540nm) [ =22 b
—/LOD(655nm)])} X 100
[0049] [3%6]

N \
pyg | TR 1goﬁM PMG
ALFE | Control . O;)m\d FvoyT | R P 100mM
dy Y P\“x +7RE Y
o S IR
R HE 2F A
JarRER 98, 3 138. 2 122.2 | 126.7 | 168.6 153.0
(%)
S. D. 8.6 23.0 6. 4 3.4 4.0 2.3
Vs <0. 01 <0.01 |p<0.01| p<o.001 0. 01
HEZE | control Py NS P& pAg. PRV
VS PMG - - - p<0.001 | p<0.01

[0050] 36X VM1 LiZ/R U7 #R#MEF ML D TR R BH A AT DR, =
BREZ AT DAV 7 BOCIRI 24RF R SR A R E § 525 —5 V&
HARERBRRIZRNW T BEF AT OARE0G, BRI DAL 3OS
EHITH BITRME S O B AT HE LTz, PMGBEARHCR W TH, @H FA 7D
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IR, EBRESAT OV VT B T RIS 5 L%
B L7z,
[0051] [ZT]

. PMG
pyg | I 100mM PG
SLEE Control ) Ayt | IREYE | X 100mM
100mM o +iE ALY R
27—k AR
ZJ ourﬁz 100.0 | 127.6 | 127.8 | 129.0 | 119.4 139. 1
# (%)
S.D. 6.2 35.8 12.9 15.5 3.4 12. 2
i VS controlj p<0. 05 |p<0. 001| p<0.05 | p<0. 001 p<0. 001
VS PMG - - - iz i3

[0052] R7R K12 RUIZEHEIT —#030, BRSO F—7" G RERIZE
WC BEXAT OFREN, BEBEXAT DALY 8RS R CHRRPMGE
RIRE DT —7 A AR Tz,

[0053] BEWHAT° ORI, BIEEXA T DAV D% ARSI IR+ A2 L
28D, BHEFHROMILK (a7 —7 S MEES D, E2, PMGEHFA TS
ZEIZEY, EDITHHESEIR S AL . 2T — L A MRS S, 1o T, B
(CBEFAT DR, FEEZA T DAV VNSO R ICH 6
Bl KET DT BB AL, NIOI B, ST O, B, kit
Ui, BAL IS RIS C& D, SbIC, PMGE AR T 2K B AHILOHA T2
ZEIC LRI U B R AR TED,

Fhts 6
[0054] <GS L DM M i >
FREOHCEBRMEER A RSB 2 LI KR SE R L O B RV E F 2 s L7z
o WOBRBEATV, PIEAREFEIK13, 14, 15I1TRLIz, LD OFHlikE FEFH8IT
RUTz, (REBFIE)
AU « MiAE 2R (NHF)
R : (AARA b= o— XA 4R



WO 2005/077458 25 PCT/JP2005/002079

BHE AT ORI
TINV—FHE), ALV F LT #E), Ly GREOE), A=
— (B S0 7T V— Gk, M2 AT DEA L YT
mEES AT (L TUEO), 7TV B E A AT (RO
Tyl 1. NHF%2.5 X 10cells/ml, DMEM « 10%S(+) T96well platelZ#&
i,
2. ¥ HITEADMEMF L%, 1%FBSTH A K i ~FF IR #a,
3 ALFFCME T L — NI S THOLE RN L,
HOGERIN (0.5, 1, 2, 4hr, @IEEZ A7 130.5hrD ),
B%CO . 37°CTHH M,
4.MTT AssayZ Fi\ >, JIER F540nm, R FE655nmOD bt E B
117207z, MKUHEFHRIT ML B RO hr—/L % 100%E L CTUL FORTRH AL,
AR R Co)=((F > 7 AV ERIMNOD(540nm) -2 7 VIR MIOD(655nm)]),/ (=2 k
17— /L 0OD(540nm) =12 hrz—/ L OD(655nm)]) X 100,

[0055] [3%8]

DMEM 1% Hi 1%FBS 5%FBS
R o) 1| o 4 o5 1| 2| 4
(hr)

==
=]

. vy’ (%) (%)

18

e | R *

1 p

oS fokk | kkk %k %ok %%
% skskok *

= Ay X

s

BE K *¥ *okok

FEZOIFADEEDS

[0056] B FA T D 6E RN UG REZRUEZX13, K14k PESDT —F b



WO 2005/077458 26 PCT/JP2005/002079

[0057]

[0058]

[0059]

+ BYFBSEF I CIEisk# SIS 1hr, 4hr, 3306 HS 2he TH B MU BRI 20 R
DD BT,

1%FBSE; 1Tk, FREOGIS 2hr, #kEEISY0.5hr, 1hr, 4hr, SREOEHS 2hr T
B2 MR E RSB b,

FOHOE IS R TiE2hr E ISR R ISR L TN B Mgt S T,

EEEEZ A7 (0.5hr RN SR) DGR FH U7 3R AR U2 K15 R R 8D
F—Bh, FERE X A7 TIX1%FBS DMEME; HIlZ I\ T L U3 B0 Sk
FES R TR B2 MR S 0558 DTz, FRTREDGIC RV TIERI1.51%

DHFTHDRBO DIV,
SUFBSTRANEG HUZ BN TR B E IR D AT BT B/ I A 20 R
PERDHIVIZ,
AFRBRICI T, PBSHLE 2SIV NE L MR A 2D R S BLN B\ V1 2538
Do,

BHFAT DIREE, DG, OB THIKRRIE 2 B350 b, FBSIE
EEAEVMTH DD LT, FREGIZ BV CRFRRTETE M S B,

Fo, BEEZ AT T, AV 5O, FEOE TS 2 R 25580 b, [
RRIZFBSTR BE DR\ O R TR aOEITTEPE SR Divie, LA ELD | FebiE e i =T
HHHICEITRE THD FTREME S RIS,

Fhaf 7

<TART — BTGP R >

MR CIXUVBO A ICEIDNABRBEL | CUIVF M~ —PERESND, Tk
BOIRLER T2 T LBIAEIT T DL ST\, YA AR & ROk
AMNTITZ ODNAKEED Z B2 EH 32 DERIERSR (T4 7 —8) I BFEEL
TEY, ZO7+NT7 =B # G I0E S a2 e b Tns (V7T
A Tx—F)V 200246 H 5 49-533—) , ARERII G TIEERH 53D
SN TODD, BOER I TIEERH AN DZ LIRS TR,

B ORI LD T 4 N 7 — BTG R T AERZRET L, 306K
SALBES A ZIR S DO I A F LT,



WO 2005/077458 27 PCT/JP2005/002079

[0060]

[0061]

[0062]

(BRI IR)

ENrS5F /B ART.0X 10° cells% ¢ 60 mm dish, ~HEREL 72, —BiA> F=N—hL
7= #%Hanks(-)IZBE#H L, UVB%0. 5 J/m’ (1 W/m?) FRSH L7, &5iZHumedia-KGHR
JNEpiLife (BB AL ~EH#L, TN (T T 71350% T FL 7Y
a—)b, 74N 7 —E}X0. 04Units, 0. 4Units (VI F A~ —EHRTEH:) TN
%, PR XA T F AL (F A= o — R 2 IR R Lz, 74N 7T
— BRI, SEESA T HFEENERE L ba— L,

UVBRREH 65144 12 DNAzol reagent (> B hay = kA8 2 VW CEEID
P> TR BDNAZ B L 72,

VIV A A —BERIELZDRHR LK 161TR LT,
(BVIV A~ —BERIERE)

ADNAZ IV, LFIORT HIETE VIV A A~—BEREL,

1% ARfE 7 a2 5% 96 well "L —MIREFEL | 37°C TP AL F 2—RL 7z,
WEAKTT L — MWL, foftk . fhiHIDNAZ2 4 g T oK welilfEREL | 37°C T
20hrA> % 23— 7z, 0.05%Tween20 A PBS(PBS—T) TLEH L, 2% AF LIV IE
AHPBSE AL, 3TCIRRE] A2 F 2—hL7z, PBS-TCHFEL ., 20AF LINVIBH
PBSCRBLL 72T IV A~ —F ) 7a—F AHifRE AL, 3TCTIREA Y F a—
FL7z, PBS-TTHEHL . HRPRE &YX Hi~T RlgCHUAZRETEL . 37°CTIRFRA
F2~\—hL72, PBS(PBS-T) THEH#% ., SDICPBSC)THEALTZ, 3,3°,5,5°
tetramethylbenzidine?A ¥ (1-StepTMTurbo TMB-ELISA(piercefl:HY) Z¥RANL | =
R CAVF a2 —hME, 2NARER CRG%E (72, 460nmDEIEEZREL . DNA2 u
gV DEVIV U F A~ —EAFETORTHEM L,

T+ 8T —B1X T 37T T JE Danacystis nidulansfH AL, 74 7 —
¥%41Units,/ mLEH 3 5HAGl Dermaticst:?OPHOTOSOMES(R)% FiV N THAIL
770

K [BVIVAAFA—EHEW] =V ARG E(450 nm)] /[=vba
— VI G (450nm) ] X 100

X 16 ESNIZE VIV F A~ —DEHRER LU,



WO 2005/077458 28 PCT/JP2005/002079

[0063]

[0064]

TN T —BIERMNRICIBNT, SES A7 HFEIOERN 524128y
DB A —DEHERNaL Ma— VDRI, AL LT,

74 N7 —E%0. 04Unit, 0. 4Unitiil§5LEVIVF AN~ —DEHRHBA
=)L EEEARTEBITKIL 21X 503, 74N T —BORMEZ0. 04Uni
t2>H10fEEDO. 4UnitiZLTh, EUIVUH A~ —EH RO R E B D>
STz, UL, BEZA T HE AR LT AN T — B2 AT HLEVIVF A~ —
DEFFMERL . F7IZ, 0. AUnit&mE S A7 FEIOGEHN 2281240,
VIV E A — B Rear ha— O AE T A E N TEE,

bV EART, FRICEVIVV A A~ — G REARE TEONL, S
IATHFOEIEIRE, 747 —80. 04Unit mHEES A7 FAELHTR, &
V747 —80. 4Unit* SEF A7 FEIOCHARTHY, 74N T —ELH
MR 2 A T H ORI THILIC LY, BRI LEIHIT& S,

Kz, AL RO BEHHNT TN T —BREAT B8 EY., ez ik
FTHILBRETHD, YA T HEHCORNHDINTTA N T —EL AL
TRIEE AT H ORI T LTIV RIMRIC L B B ODNAR 5%
ML, B EME 2L TES,

Fhat 8

<ALFFCIT RIS L5 MG BN >

ILFR I Lo TRON DT ARIMRE BB I IRH L C, i &0 E AL

EFRINIZ LS THELNDERIMEOFRFEK 17, 181T7-7,

RBR&MEFRITTRL., HEHIZR19TRL, & 4BE O MR Likies X2
OlT/RT,

[%9]



WO 2005/077458 29 PCT/JP2005/002079

RS ESCIRE b RETRER

I E S R EE AR

B 35%

=ig 24C 3

SAE HEBBO Yy v T ML
(AIERAIZIT BBIZER Lew)

IR {LEHHAR |AARA L= o—4 KM

CYALWE 6A>F AT 4w r&A47

T RIEND

AAA L= o—tt CYALWME 64 2F AT 40FAT
FEAT iR AT 4 7 &FEI% 5EILETICHRY

WCHEM ST R L

R 5 4
A HIE 10 3ATE D EREENT BFICLTHH D
| 7E F Perimed ¥ PIM II L —#—F ~/7"7~ 1R/
I ENLE ki HIER~Y RO 0ERE%Z S5cm

SHAl= V7 3emX3 cm

IR{LFFRIEK TR HR

) 7 [B1 % 3 B E

1 @ HIER]

2 EFRIMEFFREE 16 IR #E

3 M 10 2%

JE {2 AL TR MEZICLY MIHELZHREL NS

WIHAMEL 2B 3[EIE HIERICIEEEE L CEBELEA TV
16 {2 ) 7 MiEAREVIZE, BEAESHEBIZE RTINS,

TE] {2 AR AT 1 O W BE DA R 72,
TARAERRPRIOHELZ 1 & L, BEFRABHEROHEZRH L.,
tER L7z,

[0065]  #BRE D— ADEEZFIRUZRIER., 155 A ER, 155 I 105808
KR L7219 (a) (b) (c) 225, EHRDOPIDV S A EEML TWHZERRBOH DI,
FEAHE T4 100 #B L ChILFE EASHML TV BEE 745488 TE 2,

B 2B L L THE B O MR EDEbE R LIZT T 72000, FEHHETLY
PR % CIMFE A1, SEPDIFHIML CWOBZ LRS-, BEHE T105#



WO 2005/077458 30 PCT/JP2005/002079

HLEBIRT 52872 ML TWBIEPHEREIL, SR O B CR IR O/
A REBBD I,
Fha i 9

[0066] <A J AR >

B5050mm, &3 70mmOFE I T I E S mmdD Sl 7 4 )L SO

Ny 2% AW, SRELTIHRIEDRIBIR D/ Sy 7 &M LI,

BERFEBANIZDOWT, ADOBITRNLR2NSD (T T2 7) 2R EDIHIT FkF
T 2EN &AL, 1H 1 & 3053, 5HEELADHFIZHT=0bT
V=MD, DRI OWTRIZEE ST, #RERI0ITRLE,

FERIZ, 1H BbEEBOIRYOBGESK LI, 3H BITIX3 AN H BiZiX
AANDIRY DYEZTEL TOD, LRV ANIZONTHY AL FHCE DA ITE
S>THLDRVBEEN R Y DD E R TET,

R E G L ERR AR Db DIV V0T,

[0067] [3%10]

LD [DLELD| B2z
1 HH 5
3 HH 3 2
5HH 4 1




WO 2005/077458 31 PCT/JP2005/002079

[1]

[2]

[3]

[4]

[5]

[6]

[7]

[8]

[9]

[10]

[11]

[12]

[13]

FRR O HIH

ILFR I Lo TR A BB IS RN T2 LI LD BB IR I 5 1k

J673300—1200nm DI RIRHIBIRS N DT LB FHAE T 25H RIF 1R DE
BTN .

BIER, Bk OH IR ChHI LA FHEE T D7 R T 25D B A FH LI
BEFT 1,

ILFR D2 DBA Lo TR T DL AR T D55 REL - 3DV Fhud
(R DEF I 1k,

BTSRRI @A R H D NE S Z R L D DN A RBAAMIC RN 72528 %
K LT 535 RIEL — 4D WP TR O ER F UMb H %,

B REARFID DT S VA DML B DV IR B Th DI LR R B L
B RIESICFR DA FE IR 15,

LFRICRNEEH THTLERE T D BB IR 3228 FA UL E R IR,

ILFR IR BIRAIT Lo THRIET 220D RO S BEIRE T, — DDA
FHZIHL | BEFIRHCIRA U CRGICN 32 2L B & T 23 RIE 7RI D K
J& FES SE 7 P XA L J8OE IR,

R B IR 45 DI R 152 300 1200nm D I F ik RIS 52 L2 K
T DR RIAT L8R HE D B R RS 2278 F S bHEFA RO AR,

B REAAF UL IRFAH &35 KIH7— 9DV ANT R D B RS 22281 S
{EFERARAR L EH A A DRI D L2 RS T2 A A BB A,

(BRI LB % R G~ T A2 LIc kB3 AEREF L U E B ER FH 1k,

ILFR AT LD NH GRS L CAT = BE ARG & O/ 3 AT =
VAT BT LR LT A ERIEL 1R OE AL S IR U E A LR ik

L FRICDFECEAN, FHG, HEOE, FEOL, AL P0G, REDHIBIRS
D12 EOM A/ DR THHI LA RHB LT 55 RHE11 T 125 # D
E B EXITE AERFIE,



WO 2005/077458 32 PCT/JP2005/002079

[14]
[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

IbLFR T LD % B~ TR T 25 & B R 5% A ARG,

FHHNDR ACFRNNC LD IE B~ L TAT = A M o0 B A- il K
B/ RFAT =2 DE AT 2RCH TH L LA R E T 57 RIE145EHD
FCH,

RCHIN, FHOE, FHOE, ML, AL P06, REOEMLRIRENS 1R X
2R EOEEERNT HRNAAN THHIEE R LT DRERIA 14T 1578 #k
DIEICIR,

AV —TE X R% G HE~BAADHONNE S ZF LU THEL 2255V 3R %
T AEFRCEL TH AR NE KB~ T 5222/ E T 25 R H11— 1301
FTIHNTFHDE A LIEF LI E AEE FH Ik,

FHELFROCEORE SR TOEAMRLHL, AV —T B X2 EH T
JESNAR D DT R TR SRR L DA BN RDIELRHUL T D
EA AR IR ARA A,

FLo PR, G, G, B ICDABON IR UTEE D LF T LD
Jea B E RN U GRS R R O 3o T — 7 A E Rt 3520 %
R T DAL IS BRIk,

TAANE VR XAIZE DO RO/ XX T AN IRk E R 7 &~ 5
BVNE R 7R LU THEL D2, HOVITIRARICA L VEOG, REOG. RO,
HEOCDAEDN IR SUIEE DI FRICIT LD A BF ~ R T 52 L& R
T REL G HOBMEF M IR O/ XiT=aF—F A lE Rt $52L
ERHB LT DI E I E FH Ik,

B2 &~ U TSRO 2 R O ida 5 — 5 v B et 356535
JEEU TV PG, AREOG, RO, BEOEDAED N 1RSI EBOH A F
HTDRNANE G T DL E R T DRI,

FEORIE21FTTHROFARL, T RN VIR UTZ DK/ I T A=)V e g
FEERESHTDRENAFIDD T S H RO/ IR L ORAEHH
DRBHZEE R T HILHEH EXIRA A A,

FHOCE R~ 52 Lic L DB ik,



WO 2005/077458 33 PCT/JP2005/002079

[24]

[25]

[26]

[27]

[28]

[29]

[30]
[31]

[32]

[33]

[34]

LS TN LD FHNE G~ R T DT LI IOV F A~ — DR A
FTHILERHAE T DRI 23T DGR LI 7 ik,

SRS (T4 N7 —8) Z B E I~ HOVNI Sy ZHI LU THL > oKk
O/ R RICHF HOCE BE AR5 2R &4 DR R EH23 i 247C#k

DICEA I 5 1,
FHOUZ S E R TP ROHE EH T La R & &I DB LI 5
ek,

HHOCE R~ L FFNAEEIERER T+ N7 —B) 25 H T2/,
JEARFIB DNy 7R T/ AIRARE DM AEEDLIRDTLE R TS
SeR i A bR B SO3EA A R,

ILFFE RO UM FRICT RO A B~ 352 LI &0 i &
ERMEE DI,

EFRNEICHAL L VH I THDHT L KB LT 57 RIE28FL D ML EHE N
Tk,

RO/ LT RN ERCT D FROGHE 5 F 2 Mk & MAROLE,
BOGBRA L o VHOGTHDHI LR R E 4 D5H RIE 307D ML & H I RO
FERIEB0 LB U GRS N MR BB A R S A A LA Ao

HTEERHUE T DL B XUIRA A A,

PEREAARAS R L o TACHER, 7 AR 0 28 BAR A, BT, B A
DOWTNTHHZ LR E T 255 RIE10, 18, 22, 27, 320DV TN FLED
EAEM AR R,

F#RIA7, 8, 9, 10, 14, 15, 16, 18, 21, 22, 26, 27, 30, 31, 32T #Eh
7o, A B BROWT oL, 7=A A8, A EgBHTH
AN i WYL 1N



WO 2005/077458

S)

.rﬁ.

ARBHEE (w/ s r - nmx10-5)

nm>10

GHBBE (W s r

[X1()]

PCT/JP2005/002079

112

1000 ¢

900

800 |

700 F

600 |
500

400 |

300}

200 }

100 f
o

380

[X1(b)]

500 600 700 760

500

450

400

350

300

250

200

150

100 |-

50

9]
380



WO 2005/077458

[1(c)]

AABEERE (w/ s r -m-nmx10-5)

PCT/JP2005/002079
2M12

300

280

264

40

220

200

180

160

140

120

100

80

60

10

20
a

380

[X1(d)]

nmx10-5)

v -

THAEEEE (w/ s r

E00 700 760

300

280

260 |~

240

220

200

180

160

140 |

120

100

80

40

o /

20

0
380



WO 2005/077458

(2]

312

PCT/JP2005/002079

/s m® nm
aome
[sle 1]
ama
ooz
adao
[oles:)
[sles
[elocs)

[sle sy

Q000
FHm

430(nm?

450nm? 530t 550nm? 83Cknmy 680nm F30hm

FEOhm?

{nm)

[XI3]

B3 (1)
10000 -
—o—ERG
1000 = = Fr———p o EiRE
——EEE
G . . —o— Eif ALY
100 * *—y —— B5A
1.0 ! ‘ . : . ! !
Eré 157k Eapk 1081k 1BEfR f0@ik 26WYR 0@k
[1x4]
B3 (b
1000 7
1000 = —— o B
e e e
A EmRESE
10
1 2 L n L a 1 2 1
Eik 1@tk 54tk 10&H7E 5@k c0&tkR Es&fh S0&ETR




WO 2005/077458 PCT/JP2005/002079

4/12
[[45]
- v a0 shd A :_.- ==
Pl oA RIS TRILER e
Y -
?'\.
o,

0 Y 5 *.
Eca +, SN T s+ e
£ ,-‘ ¥ ra ‘l.\ . - "

-

o7

6

TANERE PP L P PELOEEE PP

i
[1%6]
feBo bt A e

180 - -

*

140 s . Y
— 120 - T - L ™
=% I
@100 -

% an -
& a0
® 40
20
o - Ce e
ok i Al FMG Jh—
*p {0.05
* * p{0.01




WO 2005/077458

512
[1]7]
1 I s 1 - -
it
s
E‘I'n
ﬁ P
==
o H_‘
ot s ¥ i Al B3 * o] LYY
PR AR
E-EuE E
* p{0.05
* *pi00]
* % % p{0,00]
[1x18]
100 i il -
g Frey
il
=
e
b
e i [ L] Tl L w "
BME WA=
=4,
* p(0.05
* * p{0.01
* * = pi0.001

PCT/JP2005/002079



WO 2005/077458 PCT/JP2005/002079

6/12
[1X19]
140 r
120 r
£ qm |
%
8:] .
40
i
| L
o
o0k
[:l 1 1
LVE (=) UVE (+) UWEB (=) LWE (4
e MR- & B i 3F0a A elEER T HE R ERE H
[¢10]
120
100
&
% 0
Ao
B0
E —o— AU — BT D
- 40 —a— AU —FETF A E D
l;Q —— Blanki&® -0
20 ¢ —k— Dlank ()
D 1 1 1 1 1
] 0z 0.4 06 0z 1 1.2
T ILEEW




WO 2005/077458 PCT/JP2005/002079
712
[1X11]
4 HEE v=PMG
[+ B E ws control
200
Hi#
B M. S #“
& ;L ok **
Q T —T
& 100 T
2
(1]
control FMG 100mM T Ed FMG 100mk FMGE 100mbkd
SR ALY +
mig
#  *®pl005
B4, * *pl0.0!
B4 H# = * *pl0.001
[X12]
T o bR (. | R LS S
200
* (23] * T
EE
< ] | I T
bt [
[.Ew o —
i
1
o

=10 |

PHG
100mkd

AL

ba3E

=

PHIG 1O0MA PMG 1 00mM
-+ IR 1 Lo +F

* p{0.05
¥ pd001
* % k(0001




PCT/JP2005/002079

m 0.5hr
O 1hr

o Ohr
B 2hr
m dhr

812

*H

¥ *pi001
¥ % % p(0001

ke
FhH

a0Ehr

alhr
alhr
B2hr
mdhr

[0 06 36 08 L I MR I 0 30 T L3It R |
AU
nnnnnannnnnnnnnnnmf

,,ﬂﬁ.HOHfHQH#HQHQH#M.’H#H&.%H%HQH&H.vH...HQMfHﬁ

ey e e e e T T e e R
NN

{0 06 S0 S S0 B B R B0 M R B
P i S A S A AR AR LA S,
TEELEEERE R R

Rk R )

140
120 |

- —

Lt 2
[X114]

WO 2005/077458

LU
L

= = =

-

L] " -+
(M et CHR

[¢13]

* pd0.05
* * p(0.01

*
HAE

Tl

F




WO 2005/077458 PCT/JP2005/002079

912
[X15]
EEEER A4 o (0 Bhr BEETR)
EIE YRS E TR e T AR BT
200
*%
190 |
*
150 |
Fokok
140 |
% Ocontrol
% 120 A
% ] BTl e E
T mid EIEE
% 80t
g0
40 +
20
U 1
1%FES B%FES
DMEMESHT
* 200,05
* % p{0.01
* % * p{0.001
[[X16]
op0 -
g 170 L
i
jm
{1 120 |
| O kIEEH
[ e m
- mE BN
w0
o
W
0
— =0 L
-II-I i L
0 0 04
a0 L
AHITF — Fi5 1 (Units)




WO 2005/077458

[17]

10/12

4 1

PCT/JP2005/002079

|

| NSO I

T B I

= 64 UFIR.SS-115@HrA) =

~J1co
AEL A 2=
— N = in
= DT ——— —
7 — OFNX 5 =
——— o oo @%H% 30

ﬁ
ﬁ]\
Q@FH 605
h\

@%5 90

i
-
\
1 ————d
=loy ] Y p———
Jiz3 f 1 f—
= ] i 7N 1
L I 17 LY ) 7\
Y i 21
— 4 -
P . 1
Heo —F7 .
]
[@%] ] +—+ —
3 I S \ 1
x " A AL
7 A WA | -
7 —
| 77 Tt
A A A W ¥
~— 7 — VI | =+
v i L= -
=~ NO§ OO L ¥
¥ Z LY ¥ P00
7 Fd " 13
1 y 4 1V 4 1 — ——
LW}
L W W |
X ALY
v 4 LY AN
= AN

J

= —
#— =

nm

= 800=2=7(

IR

—;r_—j(‘]O‘*

©
Lo
LSS

-~ 500 =— 500 —

1 {
1 1

[X18]

" I
ST—GZ—H ON LHVHO @717 "0 NON13F13 NIFSH

100000

10006

E

WATTS oni % 1077

g

[H H m in

L] B o e

LT I T TR AR




WO 2005/077458 PCT/JP2005/002079
1112

(B419]
(a) PBEAT

BTTE & 7= TR CRAI0D)



WO 2005/077458 PCT/JP2005/002079
12/12

[X120]

30

25 /
2.0 M —— iESE
—=— HEEE

1o e HESE S
1.0 —r— R E 4
05

00 1 1 1

B8 &Rl 15 B5E BRI onE




INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2005/002079

A. CLASSIFICATION OF SUBJECT MATTER

Int.Cl” A6IN5/06, A61K7/00, 7/48

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
Int.Cl” A61N5/06, A61K7/00, 7/48

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 1971-2005

Jitsuyo Shinan Toroku Koho
Toroku Jitsuyo Shinan Koho

1996-2005
1994-2005

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X JP 2002-85575 A (Otsuka Pharmaceutical 23

Y Factory, Inc.), 7-10,14-16,
26 March, 2002 (26.03.02), 18,22,24,26,
All pages; Fig. 1 33
(Family: none)

Y JP 2002-138278 A (Nippon Omuniguro Kabushiki 7-10,14-16,
Kaisha), 18,21,22,24,
14 May, 2002 (14.05.02), 26,30-33
Par. Nog. [0002], [0010], [0011]
(Family: none)

Y JP 2003-313106 A (Kabushiki Kaisha Santeberu), 18
06 November, 2003 (06.11.03),
Claim 1
(Family: none)

Further documents are listed in the continuation of Box C.

I:l 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)

“0”  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

Date of mailing of the international search report

20 April, 2005 (20.04.05) 17 May, 2005 (17.05.05)
Name and mailing address of the ISA/ Authorized officer

Japanese Patent Office
Facsimile No. Telephone No.

Form PCT/ISA/210 (second sheet) (January 2004)




INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2005/002079

C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

14 January, 2003 (14.01.03),
All pages; Figs. 1 to 6
& WO 2000/074782 Al

Kabushiki Kaisha),
14 May, 2003 (14.05.03),

(Family: none)

Y JP 2001-212250 A (Japan Science and
Technology Corp.),
07 August, 2001 (07.08.01),

& WO 2001/056657 Al

Y JP 2003-12487 A (YAMAN Ltd.),
15 January, 2003 (15.01.03),
All pages; Fig. 1

(Family: none)

A JP 2003-88527 A (Alocka Co., Ltd.),
25 March, 2003 (25.03.03),

Par. No. [0050]; Figs. 1 to 7
(Family: none)

A JP 2003-261787 A (Nihon University),
19 September, 2003 (19.09.03),

Par. No. [0002]

(Family: none)

A JP 10-309323 A (Onkyo Corp.),
24 November, 1998 (24.11.98),
All pages; Figs. 1 to 4
(Family: none)

Y JP 2003-501169 A (ICN PHOTONICS LTD.),

& EP 1183072 A

Y JP 2003-137807 A (Miyagi Kagaku Kogyo

Par. Nos. [0001], [0035]; Figs. 1 to 6

Claim 1; Par. No. [0007]; Figs. 1 to 7

21

22

30-32

33

10,18,22,32,

33

10,18,22,32

10,18,22,32

Form PCT/ISA/210 (continuation of second sheet) (January 2004)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2005/002079

Box No. IT 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 ClaimsNos.: 1-6, 11-13, 17, 19, 20, 25, 28, 29
because they relate to subject matter not required to be searched by this Authority, namely:

The description of claim 28 pertains to methods for treatment of a human
body by therapy and thus relates to a subject matter which this International
Searching Authority is not required to search under the provisiong of PCT
Article 17(2) (a) (i) and Rule 39.1(iv). (continued to extra sheet)

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. |:| 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:

While the special technical feature of claims 7-10 is a luminant characterized
by “containing a chemiluminegcent agent’”, the special technical feature of
claims 23-25 is irradiation with “blue fluorescence”. Whether or not the
luminant contains a chemiluminescent agent is not involved in the constitution
thereof.

Therefore, it appears that between these two inventions, one or more of the
same or corregponding special technical features are lacking.

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

2. As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment of
any additional fee.

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:I 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:I The additional search fees were accompanied by the applicant’s protest.

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

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004)




International application No.

INTERNATIONAL SEARCH REPORT
PCT/JP2005/002079

Continuation of Box No.II-1 of continuation of first sheet (2)

Referringtoclaim29, it describes irradiationwith orange fluorescence.
Thus, with respect to claims 1-6, 11-13, 17, 19 and 20 as well, it appears
that similar methods are involved. Further, it appears that claim 25,
as the expresgion “irradiating the skin with blue fluorescence after
administration” appears and thus a method of administration is described,
pertaing to methods for treatment of a human body by therapy.

Form PCT/ISA/210 (extra sheet) (January 2004)



EEREEs EptifE% S PCT/JP2005/002079
A. %%mﬁf‘ﬁﬁwﬁ“““mﬁﬁﬁﬁ(lPﬁﬁ
IntCl” A61N5,/06, A6 TnN%420, 7/48
B. HREZTo-DH

RERAT > ek NRES (ERFFL8E (1 PC) )

IntCl’” A6 1N5,/06, A61K7,/00, 7/48

B/ANREELSA DO BB CREZ T FICET TR HO

AAEERTEAH 1922—1996%4
AAEXBRERFTRAR 1971—20054
AAEERFTRBREAR 1996—20054
AAEBRBREBTFRAR 1994—200514

EHERETER LEETT —F =R (F—FX—2DAH,

HAEICER LR

C. [H#d5L@Hbi5 ik
A1 H SCER D B4 %
HF DY —% Bl ARG RO—BOEHSEET S L &k, 0BT 5 B0 HEROBHEDOE S
X JP 2002—-85575 A (RRASHKERIKTE) 2002.0 | 23
Y 3.26, £H. F1X (77 IV—%L) 7-10, 14-186,
18, 22, 24, 26,
33
Y JP 2002—138278 A(BAFL=Su—kRa4) 200 | 7-10, 14-16,
2.05.14, B%%ES[0002).[0010]). [0011] (7] 18,21,22,24
7IU—7L) 26, 30—-33

V CHoEXIZLIBMBFIFEINLTHS,

I RFvbry IV — @Y 35082381,

* BIAXBMOIT Y —

FTA ] #IZEEEDH AR T3 e, —ROBHTIKEEZRT
Ho

(E) EEEHERROHBEE - I38Fch 8, EHEHER
PgIZAREINTEZLD

ML) BFGHEEIRICEEZE 2 RIE T 5 U O SCR DO 21T
AE LI RER R EBB 2T 5 -DI5 AT
AR (EHZA)

O] REEICX B8R, . BREICERT 5K

(P BEEHERF T, M oEEREOTROELREL 725 HEE

O B DH%IZARK S 30k

(T EEEHERD X EBEEBRICARINEZXR TH-T
HEE L FETH O TIERL ., BHOFE ISR
DOEEOT-DIZEIHTEHO

[X | ¥ H D LR TH - T, YL XEOAHTHHA
DB UTEBES 2N EEZLLND B D

TY )] $icBE#EDOH A TH o T, B E Mo 1L
EOXERE D, BEHITLE>THHTHIHERIC
Lo THEBHER RN EEZEZ BRI LD

[&) A—Fr 77 3 ) —X#k

ERRAEZET LA
20. 04. 2005

EESEREOREE 19 B 2005

ERFAEREOABE L TE
AAE%FT (ISA/]P)
HEXHZ100—-8915
HERTREAXBNLE=TH4%3 5

3E

MEFrHAEE (HEROHDMWA) 9328

Jert e

EBHEEE 03—3581—1101 A% 3346

BRAPCT/ISA/210 (B2R—Y)

(200441H)




EERERES EEYEXS PCT/JP2005/002079

C (%) . BBE¥3EED OISR

3| ST D B 5

BT Y % BIASIRA RO BOEFABET S & &3, £ 0BT 5 &F o0&« FROBHEDOE S

Y Jp 2003—313106 A (BBR&t¥>F5—1) 2003. |18
11.06, 8RkHE1 (Z77IVU—72L)

Y JP 2003—501169 A(7A>—xX TJxh=vZZXx VU |21
5y K) 2003.01.14, 2B, F1—-6K & W 200
0/074782 Al & EP 1183072 A

Y JP 2003—137807 A (EBbFETEKRKSH) 2003, |22
05.14, BE¥%%ES [0001). [0035]), EB1—-6K (77
TY—AL)

Y JP 2001—212250 A (B8R EEXME) 2001..0 |30-32
8.07, #FHKkE1, BE%ES [0007). E1—7TK & W0 2
001/056657 Al

Y JP 2003—12487 A(¥Y—<rFkRA2%) 2003.01.1 |33
5, 2H. B1X (773IV—722L)

A JP 2003—88527 A(TuikrA&) 2003.03.25, |10,18,22,32,
B%ES [0050), 1 -7 (Z773IV—%L) 33

A JP2003—-261787 A(FEREAAIAKRE) 2003.09. |10,18,22,32
19, B%ES [0002])] (773IV—AL)

A JP 10—-309323 AFrxa—HAaH) 1998.11.2 |10,18,22,32

4, £H, F1—-4K (77 IV—72L)

BRAPCT/I1SA/ 210 (B2R—UDkixE) (2004%14)




EEHERE EEEHEES PCT/JP2005,/002079

B FAROBEADO—HMORENTERVWEEZOER F1—TVD 2 D)

B84 EIE (PCTI174(12) () OB LY, ZOEBREREIKROERICLVFEROBHO—WITHO>WTHE
BRLZMhoT,

1. W RO 1-6,11-13,17,19,20,25,28,29 ¥, ZOEBERAEREIHELTIZLEELRVWHRIFEDI LD
HB, DFEY,
FEROGFH8DOIRHITIERIC L D AEONBFHEIZEY L, PCT1754:(2) (a) (i) K UPCT
HABY. 1(W)DBEIZE Y., COEBHAEMENRETIZEEBLR2VHRIKRS S
DThHD, EROFKFEFBBTALF VOB TRBFT AR HEINTEY.,
E55RTE1-6, 11-13, 17, 19, 20l oW T h Rk HiEd gt L RO BB,

2. I #ROEHE B, HERRERREL TS C LATE SREE THEDEMF MR LT
T ERHEORICRS bOTh B, S,

3. [T #kowmH X, BFHEROBETH-> TP C THAS. 4(a) DE 2 AR TEIXDHEII
, S TERIN TV,

BN BHOHE—MRXKNLTWDEEEDER (B1X—V0D30DkX)

WIZR~RB LS I 2 OEBHEIC U L OEARS B & = OEBEFATHEBEIERD -,

%ﬁ@ﬁ@7—1Q@%ﬁ&&ﬁ%%ﬁmfmi%%ﬂ%ﬁﬁféj:a&%&a#a%%%

THAHDIK LT FEm RO 2 3 — 2 51250 H I N5 ROGEHEIC I 1T 5 851 22 Bl e R 1

géﬁﬁﬁj%%%fémf&b BIARIMEFRNFN 2 EFH T HDENTOWTIIHERIZE
TR,

L7z oT, Zhb Z2ORBAOENCIE, —LAEDOR—XiEke 3 280 e B8 EF L

BRNHLDELERD B,

1. 7 HEARKERBINFAEEER 2T THRRICHAT Lo T, ZoEBRERE X, 3 XTORETELFHER
OISV THER L=,

2. ¥V EMAEREEEERTLIETLRL, TRNTOREVRELRFHEROBGEHICOVWTHETHI LB TELOT, B
INFAEFEE O 2RO IR o T,

3. 7 HEABLERBNFHEFENZ— %@#Lm%ﬁWu%HL&motor COEBHATHRER. FENOM
DB 1=K OFERDOFEEFH D IOV THERE LTz,

4. 7 HEASLEZEMAEFLEEHBNICHMA L0 T, ZOEBRRAREIX. FROHE KNG
ENTVBRBITEDKROFEROFEHICOWTER LT,

EMREFEEORBORMN TIETIEE
7 BNFEEREEI ORI &I HBEAND REBRSITHEH o1,
M BIREREE O & I HE AN D REBBRILTH Mo T,

BRAPCT/I1SA/210 E1—T0%E (2)) (200441A8)




EEFAERE ERtESE PCT/JP2005/002079

B 1. OFx
RO 25 121, TIRBBICHEFENRZHE~BH T3] LIRAT3HEIZOVWTERHRINT
WA END, IBEICEAANEONBEEICEZYUTH EED S,

¥BEXPCT/ISA/210 (#y~—) (20044 1A)




	Abstract
	Bibliographic
	Description
	Claims
	Drawings
	Search_Report

