wo 2012/169541 A1 [N I N0 0O 0 OO

=

12) FEFBAENICE DV T AR S -ERERE

(19) te F M)A A HE LR
EFRE

43) ERARAB
2012 &£ 12 A 13 H(13.12.2012)

10) B RES
WO 2012/169541 A1

A61K 31/05 (2006.01)

A610Q 11/00 (2006.01)

WIRPOIPCT
(51) BT S (72) BBAE; BLUV
A61K 8/34 (2006.01) A610 5/00 (2006.01) (75 EHB/HBA CGREIZOWTO&A): BHFH HX

(SHIRAL Tomohiro) [JP/JP]; T 3213497 fF RKEF&E
BHERAFI2606 EEIMNXSHBHARFA
Tochigi (JP). # B Lk = 7 (KUSUOKU, Hiroshi)
JP/IP]; T 3213497 i KRB FEHMMEHEIFN2 6
06 TEEIMASHHEAA Tochig IP). 15
EX K ER(KUMIHASHI, Kentaro) [JP/IP]; T 3213497 #7
REFEHHEAFN2606 EEHARH
BFZERTIN Tochigi (JP).

RIEBA: BHEBEANT I HEHEIEF(THE
PATENT CORPORATE BODY ARUGA PATENT
OFFICE); T 1030013 IR & R X B AEAFHE
1TE3%8S ROEAFEEI Tokyo (JP).

BEE (RTODLEWVEREY., 2 TOEFEOERNR
#EATEEE): AE, AG, AL, AM, AO, AT, AU, AZ, BA,
BB, BG, BH, BR, BW, BY, BZ, CA, CH, CL, CN, CO,
CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, ES, FIL,
GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS,
KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT,
LU, LY, MA, MD, ME, MG, MK, MN, MW, MX, MY,
MZ, NA, NG, NI, NO, NZ, OM, PE, PG, PH, PL, PT, QA,
RO, RS, RU, RW, SC, SD, SE, SG, SK, SL, SM, ST, SV,
SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC,
VN, ZA, ZM, ZW.

BEE (RRODLGEWVRY ., ETOREDLEER
FE AT BE): ARIPO (BW, GH, GM, KE, LR, LS, MW,
MZ, NA, RW, SD, SL, SZ, TZ, UG, ZM, ZW), 1— 5 ¥
7 (AM, AZ, BY, KG, KZ, RU, TJ, TM), 3 —H /¥

AG61P 17/00 (2006.01) A61Q 19/00 (2006.01)

AGLP 43/00 (2006.01) A61Q 19/10 (2006.01)

A61Q 1/00 (2006.01) A23L 1/30 (2006.01)
Q1) EREREES: PCT/JP2012/064579
(22) ERHRER: 2012 % 6 A 6 H(06.06.2012)
25 ERHBEOERE: HAGE
26 ERABOSE. pAzE 7Y
(30) BEET—5:

458 2011-128914 2011 £ 6 A 9 H(09.06.2011) P

458 2011-128924 2011 £ 6 A 9 H(09.06.2011) P (g1
7y HEA KEZRETOHEERICDOVT):EE

#H =X £ 11 (KAO CORPORATION) [JP/IP]; T 1038210

RRBPRREAARBEFIZEA—TE14—-10

Tokyo (JP).

(84)
(54) Title: TRPV3 ACTIVATOR
64 ZHOZHF: TRPV 3EEAEHE
CH; OH
HsC
H;C
R
(A1)

OH
HyC

(B1)

(57) Abstract: Provided are a TRPV3 activator for imparting heat sensitivity to a cosmetic material, pharmaceutical product, or oral
composition, and a heat sensitivity imparting method using the same. A TRPV3 activator in which the active ingredient is an alkyl -
phenol derivative represented by formula (A1) or (B1) [in formula (A1), R represents a hydrogen atom, a C .4 alkyl group, or a Cy4

alkenyl

group, in formula (B1), R! represents

-CH(CH;)CH,CH,CH,CH(CH3)].

57 B
%’Eﬁﬁ WERRBR S HEDRME,

the

group

-CH(CH3)CH,CH,CH=C(CH3), or the group

e, ERHXIORREEMICH L TERENES H-HDT RPV 3FEMHLE, RUZ
TiERX (A1) RiF (B1) TRINSTILXLI/ —LFEREE

MNP ETAHTRPV IEMELEE (X (A1) F, RIZKEBEFRF. REH1~4D7ILFILEXRIIRE
M2~4D7NL5=EERL,. X (B1) 2, R'IZE—CH (CH:;) CH,CH,CH=C (CH ) ,
XigE—-CH (CH;) CH,CH,CH,CH (CH3) &% 9, ],



WO 2012/169541 A1 |IIWAT 00N 0

(AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FL, FR, & {T/ABE4E:
GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK, MT SEASER A (R o &
s > > s E| 5 £
NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR), OAPI ERRAERE (A% 21 %0)
(BF, BI, CF, CG, CL, CM, GA, GN, GQ, GW, ML, MR,
NE, SN, TD, TG).



WO 2012/169541 1 PCT/JP2012/064579

[0001]

[0002]

[0003]

[0004]

[0005]

Bl M &
FBADEM : TRPV 3FEMEHA
s 3y o
FFHE. TRPV IEHHRGBRAICET 5,
BRI

BEE. AMHOOSZITERBENEIESICERI N, #iFHEEZE L THK
WKIEREINDIETEL D, ABRIBEZEFESICELRT 2ICIE. TOAE
RBzBRHAT 2RBROEENVETHD, M I2ZREDIE, BRERE
ERATI2ZRRELTATHALUER/E (TRPV 1) A 19974
WCREI N GEESEi1) . TRPV 1, AFTHASVDIEHNICSE 3
CULOBABTEREINDZZEDNS, BEBREORARTHD & FEX
hTWie, BIZ, TRPV 1RIEYYZHPBFHICH L THWRIG LIRS
BWZENDH, TRPVIDRSEKE LTHIET DI ENEBINTWVWDS
(FEfsercmt2) o

LHOLAAS, TRPV1IDERHEEETHSD4 3CIEERFRICEAZEL
IHZEBEETHDIE, BIILRV AV RTHDIDDTHA P VI BRMET
H5ERABFICKBYMETHD NS, TRPVIIZEADZAKE LTH
BT rEEALNTWD (FEIFFXE3) o

TRPV3lE, TRPV1ERUTRP (Transient Rece
ptor Potential) 7273IV—ICBTRMFVFvRILTHY
200 2FICAEINABRESRRTHD GERFXE4) . CORERK
EEFEHLEBRENS OCATHE I EN D, BATIEHBRIENMNVEEDSZERE
THDEFEINTWDG, BIC, TRPVIREBVIRERWEBAHLDS,
TRPVINRETODEREZBICAS TSI EAEREINTVWS GEREFX
BA5) .

TRPV3E, B/ FOEBOEERTTHEINAY T 7—, 94 L0F
LA/ DEERDTHDIZFE—ILCHIL/ANIO—ILREDEYHEERRDICE



WO 2012/169541 2 PCT/JP2012/064579

[0006]

[0007]

[0008]

[0009]

USEMEI B EMonTWS GERFEFXER6) o
BEICEWT, TRPVIZEMILT HILEMORERENTON (FERETX
BR7) . AN LEOTIURVENATRPV IEM{EEERT Z &N
FRINTWE, LHALALNS, TEOTRPV IFEM®IEETLBEDEE
WAP, TRPVIZEMILTIELINEDRENKRDLNT WS,
g, FHUNIY—LE, DaAVEEYMOIIVI T - FH YN —HFD
RENLDEBRRD THEIEAFTIIRYOD—ETHD, ¥V MY Y—ILOD
XEBERE LT, MEER G 8 R1U'9) . TEIMEIERA GERr
XER10) . PRM—RFEER GERErEA1 1) . ILEEIHIER (
FEREFXER 1 2) . MBI TERINLI2BHOMGIER GERFEFXENT 3 &
W1 4) | BEBRIGIER GEREEXE 1 5) PSS TWS,
LLadts, FH U M) Y- RCEDEZEEICTRPV 3FRERY
RBRERADNH D EFE. TNETHLNTULARW,
SeqT R >R
FERFET R
F4Frw@Ekl: Nature 389, 816—-824, 1997
FHFr@Ek2: Science 288, 306—313, 2000
A THRS - AV vy —F) 10, 40—-45, 2006
FHFH @4 Science 296, 2046—-2049, 2002
F4FH @S Science 307, 1468—-1472, 2005
FHFH@E6: British Journal of pharmacol
ogy 151, 530—-540, 2007
F4Fr@7: British, J. Pharmacol., 151, 5§30
—540, 2007
FEEFE8: Hwang, J. K. 5, Fitoterapia:71:3
21—-323 (2000)
JEEFFXHI: Hwang, J. K. 5, Planta Medica:66
:196—-197 (2000)



WO 2012/169541 3 PCT/JP2012/064579

[0010]

[0011]

[0012]

JE4FEFcmEk10: H. Ponce—Monters, Phytother. R
es. 13, 202 (1999)
FERFEFCER11: N, I smai l®b, Anticancer Res. 25
, 2221 (2005)
FEREFmf12: W, Y. Chung®b;Carcinogenesis 2
8, 1224 (2007)
JesFEEcmr13: Kim, S. H. 5, Toxicology and Ap
plied Pharmacology:196:346—-355 (200
4)
FERFEFXEk14: Kim S. H. 5, Food and Chemical
Toxicology, :143:117—-122 (2005)
FEREFXERI5: Cho i, M. A. 5, Biochem, Biophys.
Res. Commun:326:210—-217 (2005)

FHEFDOBE

AFERE, UTD (1) ~ (8) ICHRDZEDTH D,
(1) T2k (A1) XiE (B 1)
(1]
CH; OH OH
H,;C
H,C
HsC
R1
R
(A1) (B1)
(X (A1) A, RIBKREREF. RFHT1~4D7ILFILEXIIRFH2 ~

ATV EERL, R (B1) . RUGE-CH (CHy) CH,CH,
CH=C (CH;) ,Xid&E—CH (CH;) CH,CH,CH,CH (CH, ,%5=%
ER

THRINDTILFIT T/ —IVEBREEMNDETSTRPV 3EMELS



WO 2012/169541 4 PCT/JP2012/064579

]

(2) F@Ek (A1) XL (B1)
[0013] [{b2]

CH; OH OH

Ha
HaC
H,C

R
(A1) (B1)

[0014] (X (A1) A, RIZKREF. REH1~4D7ILFILEXIIRERE 2~
ATV EERL, X (B1) i, R'IGE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %7
9, )

TRINDTZIVFIT T/ —IIEBREEWERD & T DIRREF,
(3) Tk (A1) XiF (B1)
[0015] [{k3]

CH; OH OH
H4C

HsC

R
(A1) (B 1)

[0016] (X (A1) B, REFKERRTF. KR ~4DT7NFIERILRFE2 ~
407Nz )VEERL, R (B1) . RUIEE-CH (CH;) CH,CH,

E
TRINBZILFIN T/ —IEEBHREE MUEBERT 2 2R ET DR
BT 5 5%,

(4) TRPV I3FEHKFZ&ETD/-HD, Fiexk (A1) Xk (B 1)



WO 2012/169541 5 PCT/JP2012/064579

[{t4]
CH; OH OH
H;C
HaC
HC
R‘]
R

(A1) (B1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7V EEZRL, R (B1) &, RUFE—-CH (CH;) CH,CH,
CH=C (CH,) ,XId&#—-CH (CH;) CH,CH,CH,CH (CH,) 5%
9, )

TRINDTPIFILT /) —IIEEEDOER,

(5) BRAEZRET2/HD, TiexX (A1) XiF (B1)

[{E5]
CH; OH OH
H;C
H;C
H;C
R’I
R

(A1) (B1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7V EEZRL, R (B1) &, RUFE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %R
9, )

TRINDTPIFILT /) —IIEEEDOER,

(6) TRPVIEMEICERT2HD,. FiexX (A1) XiF (B1)



WO 2012/169541 6 PCT/JP2012/064579

[1£6]

CH, OH OH
HsC

H3C

R
(A1) (B 1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7 LEERL, X (B1) fi, RIIEE—-CH (CH;) CH,CH,
CH=C (CH,) ,XId&#—-CH (CH;) CH,CH,CH,CH (CH,) 5%
9, )

TRINDTPIFILT T/ —ILEEEIK,

(7) BRASICERT 27200, FEkX (A1) XiE (B1)

[167]
CH; OH OH
HiC | -
H3C
HsC
R‘]
R

(A1) (B 1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7 LEERL, X (B1) fi, RIIEE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XId&#—-CH (CH;) CH,CH,CH,CH (CH;) 5%
9, )

TRINDTPIFILT T/ —ILEEEIK,

(8) Tk (A1) XiF (B1)



WO 2012/169541 7 PCT/JP2012/064579

[1k8]

CH; OH OH

H3C

HsC
HaC
R1
R

(A1) (B 1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7V EEZRL, R (B1) &, RUFE—-CH (CH;) CH,CH,
CH=C (CH,) ,XId&#—-CH (CH;) CH,CH,CH,CH (CH,) 5%
9, )
TRINDTZIVFIN T/ —IIEBK%EZE MOERT2 I EE2HHETSHT
RPV 3&MHILHEE,

FHAZERET H7-HDHRE

[0017] AFBIE., BREEMNS5TXSTRPVIFEMSELA., RUZNERWERK
5 HEDRBICET 5,

[0018] AFEREFELIF, T (A1) XiE (B1) TRINDZZILFILT T/ —
WEEHD, TRPVIEZFEWHLTZER. TOEAEIERE LTHELY
5, TRALLERENETL-HODRME L TERTHLIEEZRHELE

[0019] ARBOFIFIT =/ —IEEREZ, HIZIELMHR. BF., Bm EEX
MY IEEZRBARFICERET DI &ICLY,. ThaERE RE. 2% Lk
BEIC. BAEMD IR, REMDBEFEISEREREZL D 5,

[0020] AHBOTRPV3EMLLEE. SEARTHLTRPVIEFRLTSZT
E. THRHOBTRPVIZSRKICHLTTI=ZZA MNEREETRT I EET D,
U TRPVIZREAFZPI-ZRANEMICLIY TRPV IZEFKIERELELIN
. ENEFEREMERRE L TRET S,

L7t > T, AFEEDTR PV 3FEMEFIRCEREE. {LRERL, AH.



WO 2012/169541 8 PCT/JP2012/064579

B EXESXEOFEREXNFICEEIND I &ICLY, EnaeEREN
RA. BHELEBEIC. BHAEMEI I EACERRERS T DI ENTED,

[0021] AFREBEOX (A1) TERINDZZILFIL 7/ —ILFEBFEDIE, RTHR
INDIRFH1~40T7ILFILEE LT BEERIEFEROMNTH -
THEL AFLE IFLE n—TOELE, 41V T7OELE n—-7
FILE, sec—TFIE AVITFILE tert—TFILEEHINETFS
N, BELLEAFILEXGIIFILETH S,

[0022] AFREBFOX (A1) TERINDZZILFIL 7/ —ILFEBFEDIE, RTHR
INDIRFH2~4DT7NrILEE L TR, BEERXESIEROAMNTH
>THELL, BIAEEZLE, PIYUILE, 2—-TFZIE, 2—-AF)L—-2
—TORZJVEFZENFEITOND, ARBICEITDHFER2-TIFILT T/
—IVEEKELTE, o—t—TFLT /=, 2=t —=TFI—p—¥
LY =, 2=t —=TFIL—4—-IFIL7x/—IPEFbh, TRPVS3
SEHEOEANS, 2—t—TFL—p—ILVY—ILXE2—t —TFIL—4—
IFL7/—ULBEYUIFELWL,

[0023] AFEBEOX (A1) TERINDTZIFIT ./ —ILFEBKIE, AMOGE
R INICELDHFEICHMEREERT DI ENTES, FIAF. 2—t—
TFI—p—4oLY—)iEL. Luciabdb, J. Org. Chem. , 1
999, 64, 8812—-8815DHKICHVARTE, o—t—TJFI
72x/)—)LIER. M. Jones®b, J. Org. Chem. , 2001,
66, 3435—3441DHKIKVERTE, 2, 4—Y—t—TF)I
7x/—)IEM, Yamamotob, $HFES5-2948655DHEIC
MWEBHRTE, 2—t—TFI—4—IFILJ7x/—IIEA. Takesh
i tab, BEEB63-13054350HEHVERTED,

[0024] AFEBORX (B1) TRINZTZIFIL I/ —LGFEBEKRDIE, R1H—
CH (CH;) CH,CH,CH=C (CH,) EThata&MldxH>rryyJy—
J) (Xanthorrhizol) THY, —hH, R"A—CH (CH,;) CH,
CH,CH,CH (CH;) EThstaMIerkOxFHF > M)V —ILTH?D



WO 2012/169541 9 PCT/JP2012/064579

AEBEORX (B1) TRINDZTZILFILT /—ILFEEEKIE. FFERRE
FEBETDEDICHZEMERDERT 2. ARHATIE. Rk SHRUE
NSDESHMDEANTE LU,

AEBEORX (B1) TRINZTZILFIL I/ —IEBEKDIE, TRP
VIFEHDOmMS, FELLEFH M)V —=LTHY., HICTFREATHE
had (R) — (=) —FHRYV—=IDBIFELL,

[0025] [{£9]

OH

[0026] AFEBADX (B1) TRINZZILFILT 1/ —ILFEHEANE AL
BMTHY. RADFEXIFINICELDZHFEICRWMEFENT I EAT
x5, BlzlE, YU RMYY =)L, T. Eharas®hi®x (Chem.
Pharma. Bull., 2007, 55 (9), 1361—1364,
) IKEY, YerROFYUMYY—IE M. I, Agui | arb0hk
(Rev. Soc. Quim. Mex., 2001, 45 (2), 56—-5
9. ) IKIYRETZIENTES,

g, FYUMYY—=IIE R, HorstoDhAE (Zeitschr
ift fuer Naturforschung, Teil B:Ano
rganische Chemie, Organische Chemie
, Biochemie, Biophysik, Biologie 1970
, 25 (9), 995-998. ) &Y, YOVE (Curcumalg)
EMEYUBZIENTES, £/, (R) — (=) —FH U MN)Y—IICD
WTIE, BIZIE. B®EMTICRT LIS, Y TaAVALHEM, 28, 5
HIDIEIKLYERTEIENTES,



WO 2012/169541 10 PCT/JP2012/064579

[0027]

[0028]

[0029]

[0030]

FEROLIICLTESNAETILFILT =/ —ILEEEKIE, BICBHEILISL
THESRE HZ5L70XNI574—REOBEORERFEE AL THER
THIENTE S,

AFEBRICHRDBTILFILT 2/ —IVFEEKIE, BEEEOICTT LIS, T
RPVI3EMIERZETHI DL, FRENENL ZEA LLKRISER
ERZIFDIENTEDS, 005, AEROT7ILFILT =/ —ILFEEK
&, TRPVIEMHEHIGBREREAYEF, £/ TRPVIFERELEANX
LRREEEET B-HDIFERTDIENTE S,

W TRPVIFEMHEFIIGERF L, ZhEk, TRPV 3DEMHLEX
SRR SDH0, EERLR. B, biih. EXSBARFTH->THSL
<, XIZLEBEXRR, B8R, iR EXBARFICREG L TERIN SR
MXITEEITH>TH LV, HXTRPV 3HEMFNIZERFIE, AFOH
DFIVFINT T/ —IIEEEREERTHWCEDTH>TEHELL, HBWVIF
BB, SN HE, MME BE. I5E. BB, EYIV. IRII.
R, BEE. HEERL ARE. BEH. ®RER. BLEBHLEARED, EE
M. EERBAR. LHER. BRICAVONIFNFAPEEASEHsEabE
B TH->THE LIV, FLEEZNOLOEBERFIREINT. FIZIEAR
CRBAER, YOy, MR B RTRE EROBREBISARL D %,

ZIT. EXRRUCEFERRAROFIRIE, f&Fl. HT7wIH, R, &
Fl. oOv 7H BIRPGES. SEUESH. LF. RAF. BRRIF. =
RAl. R&EH. BEH., Xy TH, ®KE. O—rav., 7Y—L, OFERAR
#l (EEX, BREEX, %ROKR EAYYH—I 7Y -4, OFEFRE.
INVAEER. bO—F. OLERE) FoMhTH L. HEBEL. KO
%5 (KA . FROKS WA, F5H) O TH->TH LW,

W, [EXEHMAR] & AMKICHT2ERIMENREOTHY . EXS
OMEEIEHER LT, BEBRETALVE D (BREEEERE2R2E) 28K
L. RERICET2E0D& LT, A, FRCHERER. BARFIENIZETL
nd,

|
G



WO 2012/169541 11 PCT/JP2012/064579

[0031]

[0032]

[0033]

[0034]

[0035]

[0036]

BRELTE. FvrTa. Hoa 9TLy b AL, SEHRHFD
AINTH>THLL,

fefime LTk, REBARARL HeH. X407y FLis. BRREEA
iR, NBHEOANTH->THLL, ZTROFFERAAEICKHLT, O—
vav, HiR T, 7 -4 WER. BR. BHUFOEL OHIE TRM
TZ 5,

tREXR. BR. LR EESBARICAEADOTRPV 3EMHLFINX
PERRFZHRE L TRV BEORFAFDO7ILFILT =/ —ILEEERDOES
2id, T2LERNEWNREZETIRYRFKICREINAGVS, AR (B
AEXS. 8%, ORERYE) TIEO0. OTppmllE, HFHELLET
ppmllk, ZLT500000ppmlAF, FELIF100000pp
MUTETEONE N, Feo ARRF GEROERR. LHEBNE) TIEO
. OTEE%LE, FHELLIF0. 1BE%ULE, ZLT20EE%MUT.
FELLIETOBEENUTET DML,
AEBPOTINFILT 2/ —IVFEEREZAVTRRENET 2HEF. HXK
ez b (EREF) ITER (RA. BHF) §52&ICLYTRPVS
SHRREFEMHEL. TRICLYFERENRRERZIIEDZILEHHET D
o UEERMSHERIE, ARBAOTILFIL T/ —LVFEKICEL > TERE
NEREBRZ LBIERTHNIIFICREINT, AIZIFUZXTRPV3E
MBI ITERF 2 BEEERAT 2B TH->TH L HVIFBOEERER.
BN, tHENIIEERBARICEEIEAFE TERIAFETH-THLW
ER L2 EHEREICE L. AEBICEVWTIEUTOEEIRTIINS,
<1>TFgExR (A1) XiF (B 1)



WO 2012/169541 12 PCT/JP2012/064579

[{£10]
CH; OH OH
HiCo| °
H4C
H,C
R1
R
(A1) (B1)

[0037] (X (A1) b, RIFKFRERF. RKFBH1 ~4D7ILFIEXITKFEH2 ~
407Nz EERL, R (B1) A, RYGE-CH (CH;) CH,CH,
CH=C (CH,) ,XIz&#—-CH (CH,) CH,CH,CH,CH (CH,) 2%

E
TRINDZTZILFIL I/ —ILFEEXREEMRD2ET S TRPV 3EEEH

<2>F@ER (A1) XE (B 1)
[0038] [L11]

CH; OH OH
H,C
H,C
HaC
R1
R
(A1) (B 1)

[0039] (X (A1) A, RIZKREF. REH1~4D7ILFILEXIERERE 2~
A7V EEZRL, X (B1) A, RUFE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %R
9, )

TRINDTZIVFIT T/ —IIEBREEWERD & T DIRREF,
<3>TFxx (A1) Xk (B1)

[0040]



WO 2012/169541 13 PCT/JP2012/064579

[{b12]
CH, OH OH
HsC
HaC
H,C
R‘I
R

(A1) (B 1)

[0041] (X (A1) A, RIZKREFEF. REH1~4D7ILFILEXIIRERE 2~
A7V VEERL, X (B1) A, RUFE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %7
9, )
TRINDTZIVFIN T/ —IVESK%ZE MIOERYTS L 2/FHET SR
BT 5%,
<A4>TRPVIEHLEFZRET ZLHD, Tielk (A1) XiF (B1)

[{E13]
CH; OH OH
HiC] H4C
HsC ?
R1
R

(A1) (B1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
ATV EERL, X (B1) i, R1UIGE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %7
9, )

TRINDTPIFILT /) —IIEEEDOER,
<5>RBHAEHET 27HD, Tk (A1) XiE (B1)



WO 2012/169541 14 PCT/JP2012/064579

[1E14]

CH. OH OH
HoCo | °

HsC

R

(A1) (B1)
(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7 LEERL, X (B1) fi, RIIEE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XlZ&#—-CH (CH;) CH,CH,CH,CH (CH,) %R
9, )
TRINDTPIFILT /) —IIEEEDOER,
<6>TRPVIFEMHICERTZ-HD, TiExlk (A1) XiE (B 1)

[{£15]
CHy OH OH
HsC
H,C
HaC
R1
R

(A1) (B 1)

(X (A1) B, REIKFRRF. REE1~4 D7 I FILEXITRER2 ~
A7 LEERL, X (B1) fi, RIIEE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XId&#—-CH (CH;) CH,CH,CH,CH (CH;) 5%
9, )

TRINDTPIFILT T/ —ILEEEIK,

<T>EBRNEICERT 2260, Tield (A1) XiE (B 1)



WO 2012/169541 15 PCT/JP2012/064579

[1E16]

CH; OH OH
HyCo ] °

Hs;C

R

(A1) (B 1)
(X (A1) f. RIZBKRETF. kFH1~407LFILEITRFRR2 ~
A7V EEZRL, R (B1) &, RUFE—-CH (CH;) CH,CH,
CH=C (CH,;) ,XIZE—CH (CH,;) CH,CH,CH,CH (CH,) ,&x
T, ]
TRINDTPIFILT T/ —ILEEEIK,
<8>TFExk (A1) Xix (B1)
[1E17]

CH; OH OH

HAC
3 H.C

HsC

R
(A1) (B 1)

(X (A1) A, RIBKREF. KEH1~4 D07 NFILEXSRKFHR2 ~
ATV EERL, X (B1) i, R1UIGE—-CH (CH;) CH,CH,
CH=C (CH,;) ,Xl#&#—-CH (CH;) CH,CH,CH,CH (CH,) &7
T, ]
TRINDTZIFN T/ —IIGEEREZE MOBERTSIEZ/HHET DT
RPV 3&MHILHEE,
<9> <1>MOTRPVIEMHLEFHRIZ2>DRBRFZZUARRAT
Ho>TC, PILFILTT/)—ILFEEETppmllET1O00000p pmldTF



WO 2012/169541 16 PCT/JP2012/064579

[0042]
[0043]

[0044]

[0045]

[0046]

[0047]

[0048]

a8 2HE,
<10> <1>DOTRPVIFEMHERXIF2>OERFZEONARA
TH>T. PIVFNT T/ —IVESK%E0. 1EERULT OBEERUTE
B9 28H,
E
EREGIA 1 HEBRY Y TILARE
(1) 2—t—=FTFI—p—9LY—I:
2—t—TF—p—VLV—Il (RERIEKRIEMRARHE B0910
) BTV —LISERIE, #EY Y FILE Lk,
(2) o=t =TFNT7x/—):
o—t—TFNLT7x/—I)L (MAMEIZMASHE, 021-0455
2) ZIHJ—IISHERARIE, #HEY YL E Lk,
(3) 2, 4—Y—t—TFNT7x/—):
2, A—C—t—TFNLT7x/ - (RRIERIEMHAHMHE, D022
9) I 4/ —IILEEIE, #EY Y L E L,
(4) 2—t—TFI—4—IFINT7x/)—):
2—t—TFI—4-—IFI7x/—)l (REIERIEKAKHE, B 1
810) 214 /—ILIABRIE, #EFY T e Lk,
EhFIA2 : TRPV 3EMEDFHE
(1) ERNTRPVIZERBHDOIES :
EMNTRPVIRERKEHEK?2 9 3tk ERld 546, t NTRP
VIEBEFODI/IO—=VT%1To7, EREMNTRPVIEEFIF. kb
RAEfciiie (VSROAR) JUHMBLAZERNAZEREL, RT-PC
RiEZFRHWTHEEL 7,
BJBONEPCREYMEIV R —RJHY—pENTR-D " TOPO (A
verod ) Av0—=v4JLk% pcDNA3. 2—-V5,/D
EST (4vEMNAYIVHE) A To/0—=vJL. VR72I 73
2000 (41vEMO T UHE) ICLYHEK?2 9 3MilR~AFEEAL



WO 2012/169541 17 PCT/JP2012/064579

[0049]

[0050]

feo WEBASINMAEEZ, 450ug,/ mMIDG—418 (FOXHHE
) 5B $H5DMEMEMPTIEBEIEL&ICLYBRLE, HEK29
3fffEIE. RTEMTRPVIAZFRRLAWED, TRPV IHEBEAKICH
$HNB (aAvhO—J) ELTHERTE S,

(2) AN ILAA=IV YT :

WAV TLA A=V TFRAERWT, HEK2 9 3fifa~EEAL
7TRPV3I3FEMDAEEIT>, 9. BELATRPV IERMRELZR
)—D—YYvaA—bEnk96 7)) FL—b (BD77)OV#E) ~
& (30, OOOMRE vx)) L., 37CT—A1Far—MLER
. BEREREL. YUA-RICEEIELF luod4—AM (2ug./m
| BT E2HR) Z25RmL, 37CT30~602F1vFaN—hL7K
o TDE, 96V NS L—rEEIETSL—K)—4— (FDSS3000
RN M= RMH) Iy L. REEREE%Z 2 5 CIC LAIRRERT.
FIEER4 80 nmTHEBIE/LZEEZTDF | U0 4ICLDHKAA A -V %,
BMHEERS520nmICTCCDAXSTHRE Lk, AR 184 2ETT
L, SRIEBIMA 1 5%, FDSS3000AREDOESICELY, LEETH
HLEERBRY Y TIL REBET100uM) ZHRML. BHEEOEICELY
TRPV3OiEHNE%FMEL 7,

(3) TRPV 3FEMACDTM :

TRPV3EKIE. HBYY I IICLZ2BREROFELHRT 2720,
THROATEHREADZE LSV,

ERENEZE LIV RNEE (F,,) =
TRPVI3IFRBRMEORENEE (F) —HEK29 3MEOERNEE (F
)

Fle. 2=TLFILT/)—IVRCZOFERICEIZTRPV 3EMHLE
i, BBRY Y TILRnEgEoRABELOEY -7 2BWTEME L, TED
XZzAVWTEABELEEH L,

WMLBELL =RIEEDF . BIERBEODF .,



WO 2012/169541 18 PCT/JP2012/064579

[0051]

[0052]

[0053]

[0054]

[0055]

[0056]

BUNIBEEH Y 20 I TEHAEZITW. ZOFBEZB W,

(4) ZILFILT7x/—LFEERDOTRPV IFMHER :

FREEFHA 1 THBOLNEEHBRY Y TILE1 00 uMOEBETHL, £
FEGI 2 ICRBBMOFTESAEICLYRELEZTRPV 3EMHEEE, R 1IIR
¥, BH., ROBER. I>bO—LTHDZALNIO—-ILICL BEMELR
E%x1&LEBEDOEMETH D,

[Z&1]
SEMEME (100 M)

HRsa— 1.00
2-t-TFIL-p-o LI—L 7.46
o-t-FFNLTxT/—IL 5.19
2, 4~C~-t-JF T/ —N0 1.75
2-t-TJFIL-4-TFILTx)—IL 8. 26

DPELY, 2—-t—-—TFN—p—9LY—I, o—t—TFIT7x/—)

RUO2—-t—=TFIN—-4-IFIT7/—I)iF. BHOTRPV 3EHEE
BlchahinsO—)LEettBEL, BEICSWTRPV 3FEMHLEREZTL
7o

EREGIB 1 : HBRY Y TILGAR

(1) (=) —FHYMYY—ILORAN :

H#2Z)HAv (Curcuma xanthorrhiza) OEX16
O0gll, 50vo l%T#/—J)L1. 6LAEMA, BB, 7 BRES&EHHE%
B L THERERSE, HEREBRELZEL, Y (16, 89) %215
oo TOHHEHAESOvVvoO | %ITH /) —ILISEMRE., ODSHEHPLC (
BO0%T7ER=ZRNYIL—0. 1T%HTFAKBKREBEEETS) 2BVTHE
L, (=) —=FHY MUY= (121mg) 2Bk, ThaITd/—
IR E, #EY Y TILE L,

(2) (=) =YebRkox#y NV —ILOREH :



WO 2012/169541 19 PCT/JP2012/064579

[0057]

[0058]

[0059]

(=) =FHBUM)Y—=)L (64. 2mg) #BEERIFI (5mL) IIA
L., 10%/1 X5V AKRK (64mg) ZMx. R KRFEHKTTI
FREEIBH L7212, 54 MEB LA, BREZRBEREL T Y ALY
NoS714THEL., (=) —JebkOoxHy b)Y —I)L (61, 5mg)
¥, INETY /) —ILISEBRIE. #EY T e Lk,
EHEFIB2 : TRPV 3EMDILM
(1) ERNTRPVIZERBHDOIES :

EMNTRPVIRERKEHEK?2 9 3tk ERld 546, t NTRP
VIEBEFODI/IO—=VT%1To7, EREMNTRPVIEEFIF. kb
RAEfciiie (VSROAR) JUHMBLAZERNAZEREL, RT-PC
RiEZFRHWTHEEL 7,

BJBONEPCREYMEIV R —RJHY—pENTR-D " TOPO (A
vehovzvHE) Ao0—=—>JL7%k%., pcDNA3., 2-V5/D
EST (4vEMNAYIVHE) A To/0—=vJL. VR72I 73
2000 (41vEMO T UHE) ICLYHEK?2 9 3MilR~AFEEAL
feo WEBASINMAEEZ, 450ug,/ mMIDG—418 (FOXHHE
) 5B $H5DMEMEMPTIEBEIEL&ICLYBRLE, HEK29
3fffEIE. RTEMTRPVIAZFRRLAWED, TRPV IHEBEAKICH
$HNB (aAvhO—J) ELTHERTE S,

(2) AN ILAA=IV YT :

WAV TLA A=V TFRAERWT, HEK2 9 3fifa~EEAL
7TRPV3I3FEMDAEEIT>, 9. BELATRPV IERMRELZR
)—D—YYvaA—bEnk96 7)) FL—b (BD77)OV#E) ~
& (30, OOOMRE vx)) L., 37CT—A1Far—MLER
. BEREREL. YUA-RICEEIELF luod4—AM (2ug./m
| BT E2HR) Z25RmL, 37CT30~602F1vFaN—hL7K
o TDE, 96V NS L—rEEIETSL—K)—4— (FDSS3000
RN M= RMH) Iy L. REEREE%Z 2 5 CIC LAIRRERT.



WO 2012/169541 20 PCT/JP2012/064579

MiEER4 80 nmTHEBIEALEEZTDF |l uodICLDIEI;EAAXA—Jk,
BRHERS520nmICTCCDAXSTHE L, BIER 1#HEIC4 BT
L, SRIEBIMA 1 5%, FDSS3000AREDOESICELY, LEETH
HLEERBRY Y TIL REBET100uM) ZHRML. BHEEOEICELY
TRPV3OiEHNE%FMEL 7,
[0060] (3) TRPV3FEMHEILDITM :
TRPV3EKIE. HBYY I IICLZ2BREROFELHRT 2720,
THROATEHREADZE LSV,
ERENREZELBIVZRNEE (F) =
TRPVI3IHRBRMEORENEE (Fyiy) —HEK29 3MEOERNEE (F
)
g, FH UMV V-LURCZDFEFICELSD TRPV ISEHIERE.
HERY Y TIRNEOBRAEELOE -V EZBAWTEMEL 2, TEOXEZH
WTERNBELZEH L7,
WMLBELL =RIEEDF . BIERBEODF .,
BUNIBEEH Y 20 I TEHAEZITW. ZOFBEZB W,
[0061] (4) ZIFILT7x/—ILFEEFEOTRPV IFEMEER :
BEHBRY VY TNICEIZTRPVIFE®BEER2ICRT, 4B, IV h
O—JL& LT, TRPVI3EZFEHTZZENHAONTWS AN/ O0-I%
AW, Fz, ALARIO—ICLBTRPVIEMSEE1. 00&LT, 1t
DHEBRY Y TIIICEBTRPV 3EMLREAEL LT,
[0062] [F2]

ATEfE (100 M)
honso—iv 1. 00
FHMUY-IL 4. 80
vekaFyrrUJ—-)b 4. 31

[0063] LEOEBYRARINAFHY M)V —IRGTEROFH Y NI Y =)L



WO 2012/169541 21 PCT/JP2012/064579

&, AN O—)LEtE L, BEICTRPV3AFEMIELT DI ENRIN
7=,



PCT/JP2012/064579

WO 2012/169541 29
FHROEHE
[EKIFT] Tk (A1) XE (B1)
(1]
CH; OH OH
HsC
H,C
R1
R
(A1) (B1)
(X (A1) B, RIFKRRF. RFRH1~4 D7 ILFIEXIL kTR
RIUZE—-CH (C

H2~4p7NLrz)LEERL, & (B1)
H;) CH,CH,CH=C (CH;) ,XIgE—-CH (CH;) CH,CH,

CH,CH (CH;) ,27R9d, ]
TRINBZTZILFIL 7/ —ILFEEREBIRDETSBTRPV3E

MHEAEE,
[E5Kk1E2] TERX (A1) XiF (B1)

(k2]

CH; OH OH

H3C
H,C
R‘l
R
(A1) (B1)

(X (A1) B, RIFKRRF. RFRH1~4 D7 ILFIEXIL kTR
B2~4D07 N5 )VE%EZRL, I (B1) o, R'IFE—-CH (C
H;) CH,CH,CH=C (CH;) ,XIgE—-CH (CH;) CH,CH,

CH,CH (CH;) ,27R9d, ]
TRINDTZILFILT /) —ILFEEREBNMRD & T B BEHF,

[E53KIR3] TR (A1) X (B 1)



WO 2012/169541 23 PCT/JP2012/064579

[1£3]

CH; OH OH

H,C
HsC
R1

R

(A1) (B1)
(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
Bo~4aD7)V =) E%ZRL. & (B1) A, RTIFE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CHjy) 2R %, ]
TRINDTZIFINT /) —IIGEEREZE MIOBERT S E2/FHELE

I 5 RRTE5 AL
[E5KRTE4] TRPVI3FEHLF AR ETE=HD, FiExh (A1) XiE (B 1

)
[{t4]

HoC CH; OH - OH

HsC 3

108
R

(A1) (B1)

(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
Bo~4aD7)V =) E%ZRL. & (B1) A, RTIFE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CHjy) 2R %, ]
TRINDTPIFILT /) —IIEEEDOER,

[58°KIR5] BRFZRET 50, T (A1) Xi& (B1)



WO 2012/169541 24 PCT/JP2012/064579

[1£5]

CH; OH OH

H,C HAC
" | \©\
R‘]

R
(A1) (B1)

(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
Bo~4aD7)V =) E%ZRL. & (B1) A, RTIFE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CH, 2R %, ]
TRINDTPIFILT /) —IIEEEDOER,

[553K1E6] TRPVIFERLICERTSHD, Tk (A1) Xi& (B1)
[1E6]
CH; OH OH
HaC
HaC
R’I
R

(A1) (B1)

(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
Bo2~4D7)r=)E%ZRL. & (B1) A, R1IFE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CH, 2R %, ]
TRINDTPIFILT T/ —ILEEEIK,

[F8°KIR7] BRMEICERYT 27600, Field (A1) XiF (B 1)



WO 2012/169541 25 PCT/JP2012/064579

[1£7]

CH; OH OH

HsC
HsC
HsC W:EL
R1

R

(A1) (B1)
(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
Bo~4aD7)V =) E%ZRL. & (B1) A, RTIFE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CH, 2R %, ]
TRINDTPIFILT T/ —ILEEEIK,

[FEKIR8] TR (A1) XiE (B1)
[{E8]
CH; OH OH
HsC
H;C
R1
R

(A1) (B1)

(X (A1) f, RIBKRRF. REE1~4 D7 ILFIIEXLRER
B2~407 V5= LE%ERL, X (B1) f, RIUGE-CH (C
H;) CH,CH,CH=C (CH;) ,XIZE—-CH (CH;) CH,CH,
CH,CH (CHjy 2% 7, ]
TRINDTZIVFIN T/ —IIESK%EZE MIOERY 2 & 2/FHE
+B5TRPV3EELLEE



INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2012/064579

A. CLASSIFICATION OF SUBJECT MATTER

A61K8/34(2006.01)1i, A61K31/05(2006.01)1,
(2006.01)1, A6101/00(2006.01)1,
A61019/00(2006.01)1,

A6105/00(2006.01)1,
A61019/10(2006.01)1

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

A61P17/00(2006.01)1, A61P43/00
A61011/00(2006.01)1,
, A23L1/30(2006.01)n

B. FIELDS SEARCHED

A61K8/34,
A61019/00,

AG61K31/05,
A61Q19/10,

A61P17/00,
A23L1/30

Minimum documentation searched (classitfication system followed by classification symbols)

A61P43/00,

A610Q1/00, A610Q5/00, A61Q11/00,

1922-1996
1971-2012

Jitsuyo Shinan Koho
Kokai Jitsuyo Shinan Koho

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

1996-2012
1994-2012

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CA/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

X JP 6-048943 A
Foundation,
22 February 1994
example 78

& US 5158966 A

(University of
Inc.),
(22.02.1994)

& EP

J.K. HWANG et al,
against oral pathogens,
Vol.71, p.321-323

AK VOGT-EISELE et al,
of TRPV3,
2007,

Vol.151, p.530-540

14

Antibacterial activity of
xanthorrhizol from Curcuma xanthorrhiza
Fitoterapia,

Monoterpenoid agonists
British Journal of Pharmacology,

Colorado 6,7

500337 Al

2000,

1,2,4-7

|:| 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

05 July, 2012 (05.07.12)

Date of mailing of the international search report

17 July, 2012 (17.07.12)

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/JP2012/064579

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.: 3, 8
because they relate to subject matter not required to be searched by this Authority, namely:
Claims 3 and 8 pertain to methods for treatment of the human body by therapy
and thus relate to a subject matter on which it is not required to carry out
an international search under the provision of PCT Rule 39.1 (iv).

2. I:I 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:I 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: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:l The additional search fees were accompanied by the applicant’s protest and, where applicable, the

payment of a protest fee.

I:I 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)



[E PR RS FEHEE%s PCT/JP2012,/064579

A, EROBETLBOSR (HERFF2E (IPC) )
Int.Cl.  A61K8/34(2006.01)1, A61K31/05(2006.01)1, A61P17/00(2006.01)1, A61P43/00(2006.01)1,
AB1Q1/00(2006.01) 1, AB1Q5/00(2006.01)1, A61Q11/00(2006.01)1i, A61Q19/00(2006.01) 1,
A61Q19/10(2006. 01)1, A23L1/30(2006. 01)n

B A 21T o ooy B

WA AT - T/ NRE R (HBRRRF 8 (T PC) )
IntCl.  A61K8/34, AB1K31/05, A61P17/00, AB61P43/00, A61Q1/00, A61Q5/00, A61Q11/00, A61Q19/00, A61Q19/10

A2311/30

/B EELANOER CHEZI T DHICEEND LD
HAREERAFEAR 1922—199614
HAEARRERFEAR 1971—201 24
HA[H FE A 28 5AH 1996—201 24
HAE B EFE AR AR 1994—201 24

i

EERAECHEM LB ST —F =2 (FT—FX—AOLAF, RHEICHH LG
CA/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN)

C. BES 5 LD L5

B SCEROD B 5
) BIASCENG RO—IMOEINEET S & &3, FoMET AEFOESR RO
X JP 6-048943 A (= X—F 4 o AT eaa T R T4 6, 7

gy A ra—iRb AT v ) 1994, 02.22, FEHifl 7 8
& US 5158966 A & EP 500337 Al

X J. K. HWANG et al, Antibacterial activity of xanthorrhizol from| 6, 7
Curcuma xanthorrhiza against oral pathogens, Fitoterapia, 2000,
Vol. 71, p.321-323

W CHOBEICHEIIMATIE SN TWD, ™ A5 b7y I U—ICETABIRA SR,
* BlAXBMOBT Y — D H DRI E TSR
TA )] BHCBIED S A I TR <, — kL =4 [T) EFEHEEA SUIEBE I BICARZSNEITH- T
D HEEE T 50Tl <, 3O FERB LB
[E | EREHE A ATo HEEE 7= 1383 <h 505, EEHEEA OO DIEIRT A D
DBICARERTEZ LD (X | #BICEEDSH DT Th > T, BEE0H D B THH
(L) BT RICRESA IR T 2 ST X o TR O 31T DEFHMUTESBEMER 2N EEZ HNDE LD
HELIZMOMKB BB 23257701883 Y] HICBEEOS AR TH T, YeEtwk & o 1 L4
Z3CER (A A1) FoxHE D, BEFICE STHHTH LA
O] AEHIC X BB, A, BRECZS KT 52X Lo THBMERNEEBZSNDL LD
[P EEHEARIC, D oEBLHOTEORB L 2HE (&) R—F7 2 b7 7 3 U—3Ck
EpERA 45T Lz H [EI R AL A o> F 2k H
05. 07. 2012 17. 07. 2012
AR AR D4 R 0 T o RRFTHEE (HEROD 5HE) 4c 3336
AAESTZT (ISASJP) SE g
BEZEE100—-8915 PR 2okt
HAHTRARERE=THE4%3 = BEEKEE 03—-3581—1101 W 3452

HREXPCT/ 1SA/ 210 (FE2~~—) (200947H)



= SR Ak EpHpEEs PCT,/JP2012,,064579

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

51 AT D BHE- %
HF Y sk SIS RO—EOEFAEEY 5 & &3, FOEY AEFTORZR ERBEOEKS
A AK VOGT-EISELE et al, Monoterpenoid agonists of TRPV3, British 1, 2,

Journal of Pharmacology, 2007, Vol. 151, p.530-540 4 —7

BAPCT / ISA/210 (HE2—0k%) (2009®FT7H)




E R A s EpHpEEs PCT/ JP2012,/,064579

FEIOM FEROFPHO —HOPFER TERVEEOERL 15— 0 2 DfEE)

EESHHEIH (PCTI74:(2) (a) OMEICLY, ZOEBEHERSIIROBERICEVFEROGBHAO —FHIZ OV TE
Lol
1. W FEKIE 3, 8 1L, ZOEBHREHMENRELT A EAELRVHRIE L LD TH D,
DED
‘ﬁ@B SITIBIRIZ X D AERDUEFHIEZETH5H DO TH - T, PCTHAINZ9. 1 (iv) DI
&y, EHERNEETAHAZEEBE LWV RIEDL LD TH D,

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

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

FIA FEHOEAERRIML TWLHLEDER (F1-X—Y0D 3Dkt E)

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

1. 80 HBAD BEB A TR 2 3~ THIMPNISET L7co T, ZoFEBGRERETIE, 3~ TOME R
B HOW TR L7z,

2. {7 EMEETREEERTSE TR, TATORETRARBRKEC OV CHEET S 2 LA TE 0T, BN
EFER DR 2R B o T2,
3. 17 ML BRI 2 — 04 LIS Lah - 0T, CoOEBRARSER. FHEOM

10 & > T2 R OFERIAD HIZHD>WTHER LTz,

4. HEADSLERBEIFRE FEEH 2 NI LARd - -0 T, ZoEBEHRERSEIE. FEROEMMAD R DH
SN TWBFEBIARDROFERBEIZOWTEER LT,

B INFR A F RO FFe oo H 3L T %?é&ﬁ
£ BIERE R R U é?éﬁA HEEWNLFRCBOMA & o, HBEARLEFBR N THEH -7z,
o EM%E%@%@%H& m%xwgﬁ ST B - T2 D, %%$4$ﬁﬂ#ﬂﬁé FR L=HIM
WIZZdhbiLZe o7,

U BISEFEEIOMMIESH oo h . B TR 272,

BERXPCT/I1SA/210 (120 (2)) (200947H)




	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 - claims
	Page 25 - claims
	Page 26 - claims
	Page 27 - claims
	Page 28 - wo-search-report
	Page 29 - wo-search-report
	Page 30 - wo-search-report
	Page 31 - wo-search-report
	Page 32 - wo-search-report

