wo 20147200116 A1 [ I 0F V000 YO O

(12) fF%E‘FT%;’JJ%%’J(:\EO“L\’C’AFﬁ snt-EfRHRE

(19) t RENI T A HEHS »
el % TR ||I||I|I|||L£||IIIIFI!|2II O 01
, 10) ERARES
43) ERARAB _-%
WO 2014/200116 A1l
2014 &£ 12 A 18 H(18.12.2014) WIPO | PCT
61 ER%TFS R J)—2EILAMORI AT —3 2 Tokyo

AGIK 31/08 (2006.01) AG1P 35/00 (2006.01) (p).

AGIK 36/81 (2006.01) AG1P 35/04 (2006.01) $) ETE EROLENEY. 2 TOEEOENE
1) ERHBES: PCT/JP2014/066083 EMTAETRE): AE, AG, AL, AM, AO, AT, AU, AZ, BA,
(22) ERHRER: 2014 %E 6 A 11 H(11.06.2014) gg’, CBS: CBIE’CBZ%E%E?%NE%(E%ZC,%C,CEE,CEL(’;,CEIQI:
25 EfHBOEE: BAE FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN,

. . IR, IS, JP, KE, KG, KN, KP, KR, KZ, LA, LC, LK, LR,

26) ERR2BADEEE: HAE LS, LT, LU, LY, MA, MD, ME, MG, MK, MN, MW, MX,
30) BEIEF—4. MY, MZ, NA, NG, NI, NO, NZ, OM, PA, PE, PG, PH,
#5R8 2013-125860 2013 £F 6 A 14 H(14.06.2013)  IP PL, PT, QA, RO, RS, RU, RW, SA, SC, 5D, SE, 5, 5K,

SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA,

(71 HEEA: HMITITEGE ANE ER TR A ERT(NA- UG, US, UZ, VC, VN, ZA, ZM, ZW.

TIONAL INSTITUTE OF ADVANCED INDUSTRIAL
SCIENCE AND TECHNOLOGY) [JP/JP]; T 1008921

84 EBEE (RTODEWEY, £ TOEEOLER

e . = L EE = % AYE] HE): ARIPO (BW, GH, GM, KE, LR, LS, MW,

(}ﬁpj"" HTRARRANE-THIETS Tokyo MZ, NA,RW, SD, SL, SZ, TZ, UG, ZM, ZW), 1—5 &

i T (AM, AZ, BY, KG, KZ, RU, TJ, TM), 3 — R v /\

(72) ¥BEF: J4 T L X — (WADHWA, Renu); T (AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FL FR,
3058562 RIKBE DK IEHE1—1—1 HRE GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK, MT,

4 MIAITBUEANERXBMREHIEAN Dbaraki NL, NO, PL, PT, RO, RS, SE, SL SK, SM, TR), OAPI

(P). 12 R = JL(KAUL, Sunil); T 3058562 & (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, KM, ML,

WEOCIEMmE1—1—1 HRE4L MIT MR, NE, SN, TD, TG).

BUEA NEERMREHENRA Ibaraki (JP).

(74 REA FER 8, 5HHIRAKL Yusukeetal); T
1056232 RRMAREF2THSE 1S5 EBF

BT ABHELE:
— EERERE (FHE25%0)

(54) Title: PHARMACEUTICAL COMPOSITION FOR TREATMENT OF CANCER

54) READZT - BNABREBEREEMERY

1
RN NP Ve N ()

=7

g

E 300 Lo’

% -L —+— Control
{’fﬁ 250 /, - 0 —iz= WEX
& 200 /S E L F

W e At —e—TEG
= 150

AA

T =y —o— TEG-ip
100 +—f
50—

AA Tumorvolume(mm3)
BB Feeding day

(57) Abstract: The purpose of the present invention is to provide a novel
medicament for the treatment of cancer. The present invention relates to a
pharmaceutical composition for the treatment or prophylaxis of cancer,
which contains a triethylene glycol represented by formula (I) or a derivative
thereof as an active ingredient. (In the formula, each of R! and R? is inde-
pendently selected from among a hydrogen atom, Cis alkyl groups, Cis
haloalkyl groups and -C(=O)R? groups; and R3 is selected from among Ci.
alkyl groups or Ci.¢ haloalkyl groups.)

G7) BH: RRB\IFRONARBREECREI S LEZEME
95, RERiF, X (1) [KXd, RTER2FE, ThEnik
LT, KFE. Ci-sT7IFI, Ci-s/NABTIFII, £fIE
—C (=0) RMHERIN, RAE, C1-sFIFILES
[EC 1 s/NATZILFILNOBREND] TRESNDHMIIFL
) A-LNFLERZOFERERIRDELTET., A
BEFEETHRAERMERYICET 5.

S —



10

15

20

25

WO 2014/200116 PCT/JP2014/066083
B9 A &
28 A T 9 P B SR A

T B
K%%@\%ﬁ@ﬁhﬁ%%E%mﬁ%mﬁﬁéo

B R
iéﬁﬁmﬁwfﬁtﬁﬁwkﬁﬁ&w\%w%é%ébéoﬁﬂ@%*

ERBIVEEEDESFICLVBEFEOAFRIISE>TETWVEE, 2R ADD
K7 5%RICHTEDIREBEBLEFIFEDAXIZE T, BENRBABRERZITDZ
&ﬁ%bwo%mtb\;Dﬁm@ﬁhﬁﬁmﬁﬁﬁeﬂfwé
EEEED—FH T, "n—T7REZAVEERBELELL POMON TN S, T
—an T = —FEA v RICRTH» B0 2 BRKED—ETH DL, 7T—2LV
— X THWONDIEET a2 U N ¥ (F4 Withania somnifera, 1 v FAZ
(Indian ginseng) 48 (Finter cherry) & bFHEh5) DARIT, BEBHAE
ACREEEERAREZRETH D &mﬂ%nfmé

ARAE LI, 20T a0 AVFIZELT, BED BRRLOTVEICHE
L, EOMHMOERERZOVWTHREEZITo/, TORRE., AEHAE LT, U
M7 a TN FOEOKBED AP AERESFTHILERELTVS (E
BABE2009,/1105468A88) , |

KB DO E
%%ﬁ%%biﬁ&?éﬁ%
Lal, ?/JUﬁ/5®%®K%m%’aiﬂé&“®“?ﬂ# A ATETE

>%%t6L<w6#@K%?%okoTyljwy5®%@m%ﬁ%:ainé

AR EBETHIENTENT, TNILESWTHROBARREL RS

BIENTEE B, TIT ARBIE, T VAU A X OROAMEHN OH

ﬁﬁ\%%mb%m/ﬁowt%ﬁ®% BRREEEHET D LERBETD,

_1_



WO 2014/200116 PCT/JP2014/066083

MR AR B 7D DFE

RERELIL, T2 FOEOKMEDIZOVWTHELZERZFER, T

BATEEE BT B EDRS 2 BE L. ZHNERIC A AMIIC R LTl

SR AEN A BT D T L RS T LTI L. AEROES LT
5 LBV THE.

17 % (1)
1 |
R. Q\/\O/\/O\/\ORZ (|)

v
R'ER%Z, FNEFNMIIL T, KFE, C,_(TILFN, C,_ BT FN
10 ¥72E—C (=0) R*»HBEREh,
Iﬁ@\Cyﬁfw%WitﬁCLwﬂﬂ?”%”#%@ﬁéﬂé]
TERENA NI ZFLL 7 a— L i3 Z0REEEEIRS L LTS, 2
ABTRE T2 13T R EEMERY,
[2] BDARERETHD, [1] IZRHOEEMKY,
15 [31 X (1)

] |
RO\\//\YY/\\Y/O\V/A\DRz ()

VN ,
R'ERZIE, ZNENMIZ LT, KFE. C,_TAFN, C,_NBTIFN,
FHE—C (=0) RPPLEIR&N, | |

200 R, C, ¢ TAFAELIFC, (BT AIANLRIREND]
TREND MV ZFLU ) a—LEhZEOREKEEDRS L LTS, 2
AR IIHIA, | | |
(4] BABREELELT 2R8I, HEHEOK (1)



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

1
RO\\//\TY/\\//Q\V/A\ORz (1)

o |
RILRYE, ZRZRMELT, KE, C,_(TA%NL, C,_ BT L%,
F721E—C (=0) R*hoBREN,

R%E. Cy (TAFAERLEC, BT AFANPLEREND]

TREND NI zF Lo 7 ) a—LEr3F0FEREREET A E2aTr, 2
AMNETBEETLIX T T 57200 R4,

FEHOR
RERIZEY ., FHROBAERELRMEST D LBFEL 2D,

ABRMEIL, AEOEBLEOEB THDIHHFFE2013—-12586050HM
Z, FFEROFEEB LKA ICEH N EAEEZEET 5,

MmO E LA

K1:t hEREME (U20S) BXLOt MLEME (MCF 7) X7
5AshLe—WEXDOMEAEET v/ ORREETTEETHD, SFBE (C)
. AshLe—-WEXTAELTWAWE MEAEEK (U20S) Lt M,
#wHIl (MCF 7) & &5 T, o |

Ez:AshLe—WEX%JU%@&yﬂyﬁﬁ%K%ﬁmbt%@uo
WTC, b MEREME (U20S) BLWERH b MI#FMER (TIG—1) %
MY v A 217> R AR EETHSB, AshLe —WEXD
S A R R LT b 0 & LTI BVEMIC & 0 FIEMAL S 72 b o (A
shLe—-WEX—HI) $7237 74+ —E5BCI VR REHLELIEZLD
(AshLe—-WEX—PI) 2#HL7/%, IBEIX. AshLe—-WEXZEXL
HE DS ) by B AL L2 b O CAEE LT AR E B RIEMRE (U 2
OS) LEFEb MEMFME (TIG—-1) L&x77,

_3._



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

M3 :AshLe—WEX—F2 (KEAMEYOERF 4ITLEH NS

ERBIVALN7TAshLe —WEXBEDE24E) BLOM)2FL LY

) a—ADONMRFv—hThd, M3H. (a) BEG® (b) . AshLe—
WEXDOSHEREZTL, (¢) BLYX (Ad) TRV ZF L7V a— ook

Frr =y

M4 :AshLe—-WEXOPHPLCFx—hThd, fIROBERENL K
VIFLL Y a— LR EENEE LTMA TS,

®M5: FYTFLL/ Y a—Akfnict MEREBMIE (U20S) BEG
EEYe MEMEZFMRE (TIG—1) IIXT2HMREZE®RT v A DRREL R TER
Tt b, |

M6 :AshLe-WEXEZ@EMI=FLorr)a—LTRELLE ME
ATEH (U 20 S) DMBEMATORBRETTF vy — bBLOS 77 TH B,
%%ﬁm\AshLe—WEXithUI%vyﬁu:%wfﬂﬁbfwﬁw

t MEAEMIE (U20S) &Ll

K7:AshLe—-WEXBIUWMNIxzFLrZVa—LZHWCin vi
v oHEET vEA DREEFRIEEBL VS I 7 ThB, in vivofEE
7yt4@\R—F?WXKHT1080%@%&T&%ﬁ;@ﬁ%%%&%¢
5oL CHBATRSE, YEX—FvPURICAshLe—WEX (EO#5)
itm%Um%VV¢U:—w(ﬁm&5(TEG)ikm@%mﬁﬁ(TEG
—ip)) BERETHILICLVITo, SIREO~ T RITIX, BEFKEZE, As
hLe-WEXBIRRIZFLLZ U a—noRkbyiZ, 2%IARFLAF
N —2&2RAKkE5ELE, I7AEF., 2% IVARIFUAFLELO—ARE
(ﬁ%ﬁ%AshLe~WEX&5\}Ul%yyfv:~w@ﬁD&5(TE
G). EE NV ZFLLr Y a—LOEENES (TEG—ip) LEBORE
R % O~ Y AEHERY L2 EETHS, M7BIE, in vivollEs
7ot A HRICB T A EEAEOLE A RBHICRHELERBRO ST 7 Th 5,

M8:hUTFLLr Y a—LORBAGEBEEEZANET 2200 in v i
volBBEHmRT v A DOREART, K8AIX, in vivoEBEERET v A
%, vURAIVWHLEMEAERE LEEETHS AETEHERZGYNES L

_4_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

). B, RBIE2%RHART AT AL G- ARER IR, PRI
AshLe-WEXBER, FREFN IFLL /Y a—LREHEFT, K8
Bi.in vivolEEESET vEABOEHOMBEAEOLHEL RIS T
7TH D

M9:HT1080#Ml@EzAW~Zin vitro~v I FAREBETFyELD
WRAERT VI 7THD, RBEMAEWEL LT, NJ=FLr 7Y a—n (TE
G) ¥7i3AshlLe-WEX&EA L, SBBEEFITFLL /Y a—LF
thshLe—WEXfﬂ@LTm&wHT1080%@®7yﬁ4%%%%
R ,

10 :®10AIE. & MEAMME (U20S) :HEER L FEFS
B9 (TIG—1) #AshLe—WEXZFEZZ ) FL o Ua—LTREL

FEONRAMEZ X7 (p53. p21,. pRB) ORBREEZVLAZ T 0

YT AT IV PELERROFREBLNI 77877, I10BIE, &M
WIEHE (U20S) $723EFE MEHFME (TIG—1) ZAshLe—
WEXFEFIZMNIZF L) a— L TCRBLEZBOMBBYRE ¥ s (F
442)v—B1l, ¥47V»—D1, ¥4 27 Y —E1, CDK—2., CDK—
4\%iUCDK—6)@%ﬁi%ﬁixﬁyfﬂy?4yfmiDwibth
BROBERBIWNI I 7%m7T, £/, 1 0ABIUK 1 0 BIZBWT, KFHRE
ZAshLe-WEXEEE N ZF L7 ) a— L TREBLTOARVEROS
2RI DRBEEETT, |

B11:AshLe-WEXFA@E IV LFLL 7Y a—ATRELEE b
BHREME (U20S) FAERe MEZEMIE (TIG—1) IxtL T, #i
p RBHIAZBWTREMBILFEEZIToTRREEZRTEETHD, HBEHITAS
hLe-—WEXE/Eh)xF L) a—nTRELTHRNE M REM-
(U20S) $7-REHt MI#FME (TIG—1) 257,

12 :tb FEMIE (MCF7) L TAshLe—WEXE/RIZHMY
TFLLSY S EELEEOT AT —PIEEERE LR E RS
TCHD, RYPT47aryha—VEIITRAPT v/ Xy NCEENHT 1
A ?—'If?ﬁ‘ﬁﬁ/u%ﬂlﬂ’ﬂ@%%%% L. X VT4 7arvba—ABETexT7—%

_5_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

EREAAELLVWE MEREMIR (U20S) OREEZTT, SHBE (contr

" 01) . AshLe—-WEXFEZIZFIZFLLZY a—LTRELTHRND

t FEEMI (MCF 7) ORERT,

B13: ke MlinAMIE (A549) ZHFLTAshLe-WEXZE7iEh
JrFLL ) a—Ar 0B LEEOKe ap l DRBEEZ AN ELRTE
BEThD, 2B, SMBHIEZ. AshLe —WEXERENI ZFLLFY a—
TRELTWARVE NHERAMICKEITSKe ap 1 DRRELTT,

P14 e hEAEMRRE (U20S) IHLTAshLe -WEXZHREH
JxF Lo )a— L E20BE LEEO~ N vy I XA Znas77—€ (MMP
9. MMP—3BLUMMP—2) OXREZHAHELRTEAB LY
ST Thb, B, FBRHETII, AshLe—-WEXZFHII NI ZFL sy
— L THRELTWRNE MEREMER (U20S) KB~ ) v 72440
TaT7 7T —EDEREEZTT,

®15: B3HMEM@E (C6 Glioma cell) ICHLTAshLe—
WEXitikJI?V/7)3wW%%wt MEFET v A ORRETTE
EThd, M15A1F, MEFELBEZOMBEZAFEMET TRE LLEEL
=1, K15Bid, B EAEFEOMBIIBITHGEFAP (BMEADSL~—
=) DEBEEEEBIFICLVEELEEEERT, H15CHE, K158
L0 bELIEBRETREY LERERRILEOTEE R, HBEIMHEL
@K%Héﬁ@kﬂ%ﬂﬁ@btﬁ\AshLe—WEXiKMFUi%Vyf
) o — L TR LTV AW E R T, |

| 16 : #HRFEMIEE (I MR 3 2 ; neuroblastoma cell) IZXfLTA s h
Le—WEXitib)I?V/ﬁ):~w%ﬁwt HMEBFET v A ORRE
TTEETHD, K16AlZ, oEFELEROMAZEFHEMET TiRE L2
EEZRT, M16Bid, MEBEAREOMBICIETS=a—aT 1T 42k
Zr7 (NF200) ORHEZBEEBLACIVBERLETEZTY, K1
6 ABLUR 1 6 BIZisW THEBHIINLHFELEIZBIT 5 BRI RQIET L
tﬁ‘AshLe—WEXitﬁFUI%VVﬁUSﬂWTLﬁLTw&W@ﬁ
FMME (IMR32) 274, B16CH., SEHUAEEOMBICIITAN

_6_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

F2O00DRHELZ V- REZ LTy T 4V JIZIVBELIEEROEEZ R,
K16CH, ENnbL—FBDOL— X, @BFLKFLEZES, 2>>, AshlL
e "WEXZILRF N =F L7 a— b TRELTHWRWREZ L, £
5E-/BEBOL— T &mm%m BiZLZ2A, AshLe—-WEXZ7ZIZhY
TF L F Y a— L TRE L TWARWRREEE R,

\

Pz EET D720 DRRE
REROEFEMEESIZ, TRO—KKX (1) TREND M) ZF L 7Y a—
NWETZRZOFEFEEZEDIRTE LTELI L 2RHE T,

1
RQ\»/A\O/A\V/Q\V/N\mg' (I

2 (1) B, R'LRZE. TREAMILCT, KK, C, ,TA%r HFEL
<mckﬂ7w#w)\CLWAQTW%W(%ib<mcygnm7w%w)\
E7213—C (=0) R®»HBEREN, R¥I, C,_TAFL (FELLIRC,
G TIVFN) FTIELC, g T AFN (FELIIEC, ;a7 X)) nbiE
RN D, | ,

L0#FELIE. RVERZIE, TREFAMMILT, AFE, C, TAFL (B
IZC,_,TFN)  FETFC, AT Fxn (BIZC,_,"aTFxN) b
BIREIND, LV, R'ER*IE., FRNENMILL T, KEERIZIC,_T v
F/U, BFICKBERITC,_,TAIANLEBIRINZOPEFE LV, £72, R
LR2DWF NI —HRKETHD 2 ENEDIFE LU,

RFERAELIZ, Tya VT ZFOEOKMEDICBITO2MBAEEREETTHH
RSN M) ZF L) a—LThAEILERETHI LIRS Lz, DM
RicE-S5&%, Eido—ax=x (1) l’ﬁ“ﬂﬁd){t/*\%?&)ﬂi DL e BIED,
HDHNIZEDILENERNTRESNTERTARBAER D E LT, FTEOH
BDAERZRETLILOLEEZDLNS,

AKEMEBIZBNT, TC,_TAFL] &id, REEN1~60, BEHET-IT
DT K EE R ERT B, C, TAXAOFE TR, AFL. =

_7_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

FNL, Taber AT A VTFL, n—TF)N, ter t—TFN,
A YRCFN, n=_UFABREFTOND, £70F TC ., TNAFA] T, AF

L, TFN, TavLEziZA Y e EEKRT S,

[C,_gnaT X)) T TC,_, a7 XN ik, Z2hFh, L7
K Eb—D2DKRENRaF v, ThbbT7vE, BE BKRE, EIFIUvETE
asniz, C,_TNhAFALFELITIC, ,TAXILEEKRT S,

APEMEBICBNT, \ABABERE T, RAOEBEE M TAEEE2ERL, &

DBEMIITIT. B AMIICR L CHImEEE A L. 25 AMIRIC R B S X OuE
HMoIEl, NAMEIZ X7 p 5 3Fidp RBOEHIL, 7u XA T —EiEHKED
E, SMEBER L OEREETAHZ L 2B%T 5, ARBOEZMERYIT, B
T, H2DVIRMOBAARZ RV LR REED 5 VIR RRE 2 LA L
T, DADHBEELETFHICAVWS LN T 5, ARAOERERYIT. NA
M ORERAL, EXMRICIZIEEALEBERIESROATANTH 5.

7, ARAELIR, PITFLUTY 3R, 7 AFBIE DR & BT 2
ERZAETHZ L 2RI L, REROEEMBDIL. MOFHSAKE VL
EREDDVIIHFRBEREEHRA LY, BWEEOPATREZ T LEZY T
B DR AEBIEA L LTS - L RTE B,

ABRMECBNT (B4 Lk, BRSA, BAA, KBKA, BRSA, B
WA, BERA, BIBRA, BENRAL, AT —< WA, IBS A, BT
Bt A KEHAS AL T A AL LA A E T IR A B O b AR A U B
BLUOBRRE R L O LR OBIICAE L5 EMIES T b5 ML 5 DB,
RO LOMOBMRCEMEY R EREOBEPADETEZEE T 5, A%
AOEEKMBED L, 2 THERBOBREITLITFHICEDTH D,

FV=FLvo 7 ) a—NE3KkaFEERETHIEDNIBVWTENTEY, BER
CELTHERASNTWS, iz, MY =F L) a—nid, ZKF, BFLEL

- URmEIC Téﬁ@%?%WZ’ﬁféﬁﬂﬁ@ﬁﬁﬁ PRI S LTLEATH

5. PUEFLLS ) S ARHERSNTOTESICAZTETHY . £ OHS
RIZDWTHTREN TSP, HDVITSEE THIETRHOREL A -4



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

HMOFHEICL D AGCHUNTETH D, o T, AEHOERME T LB
ZEICRES 52 LN TE B, |
RBHAOERERYIL, HEICS U CRE LA S SEE L T, HHES
ThHBHR (1) DAY EEEOFHBICHAL LTI, Er OR5HEL R
FRETH D, FIHORMEE L LTI, AL T EAAL KA BEL. B, BB
KA, ERAZEAETONG, BERKIE, BOBIVEEOOVTRTH &
<. IEROBEREL LTI, BIRNERE, KTRS. BARKS. HENRS
RERgFons, | o
MEEHFFSHBEMEE LT, EREATIRREA, #EA. REs, BR
B C AT B G, HEAITIRER], EREEIAL, BB ILE . SRILA, EEAL,

CEFEAR L ERETOND, o LECSUTHEAL. MBLEA. SEA., #

kAl EEFSORFRNYE AV L b TE B,
RO ERME RS 2B A, BEPRSTHER (1) Oemic, HEI
R U CIRIEEL RAF. BRI BIRAL HEH. B BRI LM%,
BRI L 0 BEHl. BERIAl AT EAEIR Y L F B LRTE B, |
ERAERLT ARSI, BPRS THER (1) ofkdimic, p HFEAL
BER . REA. SELH . BIREA S 2 RN, BT L0 BIRME S
ETHE. HRARE. E7 NS R ERAE TS L NTE B,
CRERIL, BABEELEL T AWLEBY, Bite Mo, K (1) TERERSD
FNUZF LU/ a— At EZOREKOEDEERET S LE2ET. KA
PRI ERTHT A E00FEC LT 5, (AR Lk, flAEHEE S
FEBEREOSRT, M. R, BBEITE FOAREIE 2 IZEZHEE LS
BT BEBRS OREERT B, ABWOEDHRS TH AR (1) OANOH
BT, BEMSOER. KE., BEE. HAOKE. BLUBRERER LICK
FET 5. BWABY. BTt FOBBEOEDOR (1) OEBOEHEIT. Bl
BN ET50~500mg kg B AC50~250mg kg, H.
t@bﬁ1oo~250mé/kg/5®ﬁﬁ\#ﬁu&5T5o~500mg
/kg/ /B, HiZ50~250mg kg A, &VDIF50~200mg 'k
g/ BOEKETHD, COFDEX1H1IE, £HIE2~3EEEICHITTEHEE

_9_



10-

15

20

25

WO 2014/200116 PCT/JP2014/066083

FTHEORFELY, BAKEHB L UHERORSHITREEMHZY 10~50

Omg. HIZ50~250mgDR (1) DILEHEELZ LERHFE L,

3 i 71
AT, Eeflz AW TARRRAL LV EFEMICHBAT 8. ABAIXIZ N b EHH
ZRESND DT,

1. 72U FEOKMEY (AshLe—-—WEX) OFH

10gD7¥2UH ¥ (Withania somnifera) EIRIEMFR (1 v FIEE, i
GENE#IDHA) #100mLoKicMz, 10%0EBELHEL:, &
BEEZA5COAL L FaXx—FRIZAIL, —BRP- VIREIEDLZ IRV
R % 1T -7, MM LK 2 - BEEEZ 10, 000r pmT2 04HHELDL
L\Lﬁ&%O.45um®74W&%ﬁwTﬁ@LT;TV:UﬁVﬁﬁwm
WY (AshLe—-WEX) #%4&7z,

2. FEMIZHETSAshLe —WEXOHRBRENET vEA

t FEREMAE (U20 S, American Type Culture Collection & ¥ AF) &
7-itb FELEMI (MCF 7, JCRBAEMEFE N7 LVATF) 2558 T H5
MUICH LT, 0. 8~6. 2%DEKIEELZ2DLES3ICAshLe —WEX%E
ML, AshLe—WEX%ZEME, 488, 37ETHELLHZ, 72
BANAF Ly TR A LTz, 7235, AshLe—WEXZEMLTY
&w%mfﬁﬁmﬁébtwﬁﬁ%ﬂ%ﬁkbtgglmﬁbtibm\Ash
Le—WEXIRRL-FAOEMBIZSS L CHREEEZ T L,

3. AshLe—-WEX®D¥ /7 REFIEHA
AshLe—WEXDOHEBEERSZHRET SO, BVEREZEZIT 0T A7
—EHREIZEVAshLe —WEXDHZ Y fila RERILLZRBEHAEL
t(AshLe—WEX—HIEi@AshLe*WEX—PI)oAshLe
CWEX L& VS s R RERL LB L 2 BT MERIEME (U2 0
S) BEUE#HY MUMESMI (TIG— 1, JCRBA®EE V7 L0 AF)

_10_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

It A MpEEAERR L, TORBREKZ2IIRT, ZTORBRIZED, Ash
Le—WEXOHREBMEIZ.FOF RIS MDEMIILTWNWEZ EBbio T,

4. AshLe—WEX®D4H
L%lfﬁantAshLé—WEX%\c18w5A(TSng1 ODS
¥1OOZ\ﬁyFﬁ)%%PKEWHPLCT%@LKOﬁﬁlmL/ﬁ\W
SLABEA40CEL, BHEKEE220nm& L, BIKRALLTK, BEBELT
TH )= NVERNWTIT Iy MNEHEZUTORBIZES TITo 72,

~ 54 EHEALOO0%—E -

~20% :BRBO. 7T5%FETHITIYVxr b

~25%5 :BEBO. 7T5%"5H50%FETHOITZ Tk
~30%4:BEHEB50%—E

~325 BBEB50%NHL0%ETHOIT IV b
~37ﬁ:%ﬁA100%—ﬁ

V5T MEHIZEY., AshLe —WEXZ4O0BEMIHETE 2 LRT

X7 (AshLe—WEX—-F1~F4) .

5. AshLe—WEXBLUOZOHEOMBERET v &A1

E NEREMIE (U208S) 2, ARy alBA— 7Ll (DMEM, A
VHFDV:V&)KlO%?V%Em%%%mbk%ﬂ%ﬁw\ME4V#;
N—% (37°C. 5%CO,) FTHELE, MEE240~60%I 71T
PETHELZE, AshLe—-WEX (R#RRE1%. 200 g/ /mL) 7
BNZZEDEIRBLIVE 2B S (AshLe —-WEX—F18XUF 2)TEhZ
NALE L, LEIL, Mz 3 7CTHRLANSL, ABIRITIT4 8RF2IT T

ATo T2,

AshLe -WEXBIUOZOHEGOMAE,EEZ, MTTZRWT vEAIZ
LOFMLE, LROMEDOHK, MTT (0. 5meg/mL) ZMEIEEEEHIC
Mz, AL Fa_—F L7z, RWT, MTTA#EDEAREL., 100
uL@DMSo%%ﬁmwmm217¢wv$y%%%%émﬁﬁéﬁto%%
FHEE(Wallac ARVO SX)&EMAVTS 50 nmTRIEZHEIE LT,

_11_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

=pé

Mﬂ%ﬁ7/t4 WEv, BoES (AshLe—WEX—F 2) ICHIEEMSR
SNEEND T ENPro T,

. PSR 5 D R E

AshLe-WEX—-F2%, ¥UoNN7HEPENHIE%, BEIE, EK
IS T CNMROHT CH-—NMRBLUM'°C—NMR) %21To7, b
AR MAEE3IHD (a) BLW (b) IZFRT, KD ZXL7 hLF—4 (X
3 (c) BLY (d) ) &8 L, AshLe—-WEX—F20FHHMP MY =
FLrZUVa—n (TEG) ThdI LEHERL,
AshLe-WEXKZBFZMNIZFL I a—LOBEEEZERTLLDIC
HPLCIZLB5H #1F-7, LUNA C18 (2) #5245 (E&150mm.
MR 4. 6mm, HIFHS um, Phenomenex #) 38X UREEHFRHER 1D
—10A (BEB®ER AW, K (EAE1O0u L, ME2mL 7)) 28F
web\40%?ﬁotoWWWEQéht%UI%vyﬁu:—w%@@%E
LLTAOE, BOREF v— FEHAICFET, AFHEEPD. AshLe—W
XIZIHE RN ZF LTV a—ABEENTNDLZ ENERINT,

7. FUEFLLUa—L (TEG) OMMEMT vt A |

FES LASOFIEICLY, FUSFLLZY a—a&fnTt B RERS
(U20S) BXVEXE MEEFME (T1G— 1) i3+ MMz 3
Lz, TOREEZRSIZRT, MIxFLrorr)a—uii, BEO. 5%UED

BAEECEMBEOEBELZMETA—F, FHt MEBEFRPICH L TITIEE AL

BEMHERISBEVWI ENbroTz, £72. b MEAEME (U20S) AWM
BB 21T o2& 25, AshLe—WEX&F)I?V/7)2—W@

WITNLG1IT VA MEZRITZENRDIR- (K6) , T7bb, AshLe
—WEXBIUORIZF LU 7Y a—/id, EBRRSEENICG 1ETOMIEER
BEEDHREETDZENbIoTZ,

8. in Vivoﬁﬂﬁ%T‘y‘E4‘

_.12 —



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

SRS A BEMEERROHT 1 08 0 (b MEMAEMRA., JC
RBAEMEFE NV 27 EVAF) L5 TEEBES LORESREBET LD
~JAEHAWNWT, AshLe—-WEXBLOI)zFLLU T Y a—nizonTi
novivoHEET vl EFotk.

Baltw/cﬂ—-NVWX (48, M, BARZ LT7HLLEA) &, HT 1
08 O0#MA (0. 2mLOREHEMIZ6 X1 0°ME) 21 EHLY 2EHFICKT
EH L, SHIZNERABLBRHRES L, BB 2% ILVEF L AF L
twm—x%%ﬁﬂi@&@b\AéhLe~WEXﬁmloo~250mg/
kgE/ HNDAshLe-WEXZEDLIIC2%INARFIAFLEL T —
ALREEDELbOXRIEICE VRS L, TEGHES%D N ZFL LY
I VAKERERORE (2% INVEAXFTAFLEALT—RLEALTHULL
5%hVTFLLIYa—N%250u L/ ETER) *EBEERNER (5%
PY)=FLr7)a—&100u L/ EITHER) TAELEZ, LEIHT10
8OMMOEH%ES RENLHIL, AT 2EfTo7, 14 AlCbizoTHE
BRREBEL, KTOBBOSWMEEM L, BET vt A DD, REBIR
EHOSEME, ~ 7 ArBEHKEAIC LRI, fizd%FLAT LT E
RCEEL., BSan=—%82k, 207 v b EEBICOX3EN~Y 2%
FIVLTATV, 2 ER Y E L7, N

BRERTICRT, MIZFLoZYa—navy RACREICEVEARE L
7R (TEGE) TIHEBEREMHDENS LN, MIENEN LR (TEG—

ipﬁ)T%yﬁﬁ®ﬁ%ﬁ§%ﬂ%%ﬁ#%ﬂkoTﬁbg\}Ui%vyﬁ,'

Ua—VoOROBEBLIOCEERNESOWTRICE-TH, BEOREICHES E
BRBOMALBEICRY SEIHERL LN,
éam\hui%vyﬁu:—w@%ﬁﬁﬁ%%%@%%btoEsminv
ivoBBEEET vEAORRETRT, KISAIX, in vivoEEERT vt
A%, ~URLVBEHLEMOBEST — ¥ %57 L, BEEF — & PICB O THTH
ENTHOPEBICL VR SNEIESEL2RT, 7B, KSAH, LBIZ2%7
ARF S AFALNa— AR5 (FHEE) . PEIFAshLe WEXEER,
FTERRAMN ZF L7 ) a— AV BERERT, /2. 8B, in vivoli

_13_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

EET v A BROEHOMERERMOFHIEL RS/ 77THo, MHREOYY
ZCHONTRLICERRIEE AL 5NN, AshLe—WEXEZIZ M) <
FLy 7Y a— L TREBLEY Y ATEIMBHEHO~ Y ZAOMIES & H#k L CHtiiE
EOBMN DL, BREIZEZIC/NE»o7, £, AshLe—-WEXZE7REFT
EGTUELFZFHT108 0fMMIZE N Tin vitro~w I FLRET Y
A BT otk o B, BEOMSBBLNE (B9) , ThHOBRIE, hy =

Frr s Ya—LMAshLe —WEXIZBITAEARBEERFTHAI L%

RIZ L TUWW 7,

9. MV=F Lo 7Y a—LOPBEEA D =X A

NI ZF Ly 7Y a—AOMRBEOCIERBEFEZRE~DLD, & MEREMR
(U20S) BXUIEFbE M ZFME (TIG—1) ZZhENAshLe—
WEXERE ) zFLrrYa—u (TEG) TREL, B F I HET
HAZ2p53BIUVpRBOEHAZSDS—PAGEBIWNY=RZ T ryT g
Ly RN, B3, AshLe WEXEEEFY=FL LY a—n (TE
G) DAL, ZBHELEETHEMICAshLe —WEX (RKEBEO. 5%)
EEERUTF LU 3 (RO, 5%. 1. 0%, £7422. 0%)
EUAL, 4 SHMERT 5 LICE0Fok, BRERL 0 AIRT, 2B,
FRORBEYRTHES T TOINENCRLE 1 ~5OEBE. FEROBED
ZEL =L LI ~50BFIIHETE2HDOTHD, U220 SHMETIT. As
hLe -WEXERIFMIZFLUZY) a— L TRABLIZGEICHBREL LB L
Tp 5 3DEMAHLNT, £/, EFMBETIIAshLe -WEXE/&IEMY
TF LT Y a— LTI LA I BBEE L LB LCp 5 3 & p 2 1 MM
Boni, &6ic, BB L OCEFMBOESTY VLD 53 % /87 BN
EMLTWAZ ERFFAAREY VERAOTIELHAWEERBRICIVHRALZ, Y
YB—p53/p53DHICEISE, AshLe -WEXEZEF ) =FL 7
) a— L TRE LM TIINBE LB LT) VB2 30~40%HMLT
mé:&ﬁbmoto:@:&m\AshLe—WEX£inUI%vny
a—Lph, BAIAE L OEREMAOTE S Tp 5 3 R IEHLS 5 L ERBLT

_14_



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

Wéq—ﬁ\pRBKOWTﬂ\AshLe—WEXitHFUi?VVfuj
—/VTHLER L7 RIE Tk, RPRREE S SEBL T U o BRME p R BAVEMAG TR S

DOIZx L, EFMECIENTsZEnbrotz, VUB—pRB/RBO
i, RBMBILICEIT B9 0. 5%6%UI%yyﬁu:—wm@wmmxw5%
0. 3ETHY LTV (K20%BH) OIcxL., EFMETIIHECH2 0%
AL Tz, .

InsEWHITLT, 427U —B1l, —D1IBXIUFEL1l, R6TICCDK—
2, —4ABIV-6ORBABZAR L, KREZR10BITRT, AshLe—
WEXFE7ZFE NI =F Lo 7Y a— L CTOB LB CIEYA 27 ~B1O
BORHHREDIIR L, ERME TSI B AR LTH A2V —B 1
BEML TN\, —F, Y127V —D1TRRFDPEmERL, PV zFL
) a— L TAELERE, BRETIEEMLZ0Icd L, EEMETEED L
to#47)/ E1fi Eﬁwkium Mo THEMLZ, CDK—

4 FIE# M TR LT,

AshLe-WEXEhR M ZFLUZY a— L TMELEE M AEHR
(U20S) BEUE#t ME#MFME (TIG—1) C8F5p538LUDp

"RBDOU VERMLREZ AT D7D REMEBILFEZIT o7, AshLe—W

EXFEZE NI ZF Lo 7Y a— I K0T BHICRKRBERZNLZENO.
5%&@6&5KAShLé—WEXik@FUI?VV7U3~W%%WL\

WA VT MITE 4 SEFRIEET D Z LT ViTol, ML, ?“p 5
37Uk (DO—1) BLUHpROAME (S780) TRELL, EREL,

Alexa—488F/HiXAlexa—59 4 E#H _kntkz ATkl
Y427V —CDRKEAHROTHRT7=2 7 ThDpRBIZ, AshLe—WE
XERIZMIZFL 7Y a—LCOELRBERIZEIT S D VBN ED LT
W5—%H, AshLe—-WEXEZE I ZFL 7Y a— L TOELEZIERM
faciEEmLcunwiE (K11) ,

10. TuRx5—VESHEE

_15 —



10

15

20

25

WO 2014/200116 PCT/JP2014/066083

FESL SN BMBOBETH DT a A ?—t“?ﬁ%«@ MNxz=FLvor)a—n
DHFRIZOWTTRAPT v&A4 % b (TeloTAGGG telomerase PCR ELISA PLUS ;
Roche applied science & VA ; Cat#12 013 789 001) %Eﬁﬁfﬁl/7f§ﬁ5ﬁl,7to
AR, & FEEMIE (MCF7) AW, & FHLEMAIZ, AshLe—W
EXFEER M ZFLLZ)a—A2RKEBETO. 5%arHEHT4 8B
BLEE, TeA7—BESRORIECER L, RBROBERLZK1 21277, k
VoFrrZa—ntAshLe-WEXIE 20~40%710XT7—BiGH
EHET DI ENRDhroT, $, M1 3R LEV2REZ T Oy T 4 TD
ToEADRREY, FUTFLLIYa—LEAshLe—WEXE, BLX
MAEBEHIZEERFNRE 2%t AKe ap lLORHABLZEMEES
Z L Bbhot, |

11. FV=Frorr ) a—LOFfEBEEA =X 4 ,
AshLe—WEXBLUFNIZFLLZY a— LORESERD A &= XA
EABEDIC, v FY vy AAFBTOFT—F (MMP—9, — 3B LT—
2) ORBL~NNVEFE, BRERIT, B MAAMIE (A549) 2HVWTITo
7o B M AMM (A549) 13, AshLe—WEX (HKEBEO. 5%)
ERERNVEFLLSY a—) (BREEEO. 5%, 1. 0%, £721X2. 0%)
ZEDEM T4 SRMABEE LR, v~ N v /XA Z2ara7 7 —EOREED
BIEICERA L, K1 4lZmansd Loz, BMEIE, AshLe-WEXEX
OTEGTAELEE, MMP—38XUMMP — 9 DB D L)LV TE
LB ZRL, D in vitroBLWin vivoTlytsfThHLR
FHEBIEEZ AR LTV, ZOHHRIIMMP — 22 oW TRBEae1-
7o

12. MIxzFLory)a—ros{bhEiEkt

BIIEMN L AR FMIAED N = F L s ) 3 LD XA LN R R L
o 2B, BHFEMBONMCHEEIT, Y%MEME 100 pmo | DBELKARET
2~3FFME L%, AshLe —-WEXFRE M =FLrrVa—L (&
HIBEEO. 6%) %BTHEHTA SHRMEET S Z LICL 0 For, MHBREOM

__16_



10

15

20

WO 2014/200116 PCT/JP2014/066083

faid, EREEFROBBILKFRLEDOR, AshLe -WEXZIRRIZ M ZF UL
Vfuz—wmmfnﬁﬁi&w%ﬁﬁﬁﬁbto%%E%@@%k%ﬁ?y%
A DFREXK151CFRT, HI15ARLAELSIC, AshLe-WEXE7Z
FUZF Loy a—ic & )OS U BERIE M i 2R B DR 28 L
SbER LIz, 612, GFAP (BRSO~ —I—F L "7) OFERA
shLe—WEXZFEAEI NI zFLor)a— V0B LEMRTESFRATG SN T
Wz (K15B), b L-MROE(REREIZLINIE, EXBHIAERDOFERED 2
b5, GFAPOEREHARALNS (15C) ,
&m\AshLe—WEXitm%U:%VV7U:—WT@ELkIMR3
2 MR FEMIAE I T AR EAN, HREMBEOSMEHEE T, Yz
100 umo | DBE{LAR T2~ 3BMMME L%, AshLe—WEX%7
IR ZFLLFY)a— (BREBEO. 5%) 2#&eiE T4 SIERIEET D
SLIE D Fot. NEREOMEIL, LELAROBRIAELEDOR, Ash
Le—WEXEHEINITFLUS Y a— L0V TRGEER TR L
L. BRILAKELEEZET, 2D, AshLe-WEXELRF I zFL oy
Ja—LOWTNLEERVEEM TR LB EZER L, BREZK1 617
4, AshLe—-WEXEHEF N ZFLr /) a—ATRELEZIMRS3 2iF
HREOHELRL, —a—aT7 452 b ZU7E (NF200) OB
ZRL7 (M16A, B16BBLIVC)

ARBEDTHALELTOTTY, BB LUBFHELZOEESEL L
TARBMERICLEVARD D LTS,

_17_



WO 2014/200116 PCT/JP2014/066083
=R O % H

1. =R (1)

= -
RO\V/A\O/A\V/D\V/A\DRZ (1)

5  [H.
R'ERZ?IX. ZNLENIMNL LT, KE, C1_67’/1/ﬂ%/l/\’ C,_ g/ NETILF)NL,
F721E—C (=0) R*1bo@ERIN,
Rsﬂ\CkﬁTW%WitﬁcLwADTW%W#EEWé“%]
TREIND NI ZF L7 a—LErREFOFEEREZEDIRSTE LTEL, B
10 AREBEEIXTHREEMBRY,

2. DPAPEBETHD. BRELICEROEZERD.

3. K (1)

1 |
RO\V/A\O/“\V/Q\V/“\mﬁ, (1

[,

15 R'E2R?*Z., ZNEFNMI LT, KFE, C,_¢T/NFN, C,_ ¢ "BTILF/,
E771E—C (=0) R»bEREAN,
R, C, (TAFAELITIC,_ BT AFLNLEIREINS]
TREND M EFLUZ Y a—LERRZOFERLEDRS L LTEL,
A EERS NI A,

20 4. ﬁh%%%%%k?éﬁ%m\ﬁﬁiwﬁ(l)

] |
RO\V/A\O/A\V/O\V/”\DRz (I

_18_



WO 2014/200116 PCT/JP2014/066083

RE R

R'ERZIT, ThENMIL T, KFK, C,_¢TNFN, C, BT I,
F2iE—C (=0) R*°1HZEREN,

R3E, C,_¢TNAVIFNLNERIFIC,_ N "BTAIANLEIRIND]

TERIND NI ZF LT a—LEREF3Z0RFERKL2KRETLIZL2ET, B
METBBRETLIITH T 27200FikE,

- 19 - .



WO 2014/200116 PCT/JP2014/066083

2] 1

1/16



WO 2014/200116

Control

% 2

AshLe-WEX-HI
(BAAEMHAR)

2/16

PCT/JP2014/066083

TIG-1

u20S

AshLe-WEX-PI
(FaF7—EREHL)



PCT/JP2014/066083

WO 2014/200116

wdd

0 0z Oy 09 08 004 OZb Ovk 09) 08) 002

1 A 1 " 1

wdd €£'19:)
wdd 9z'0Z 9
wdd 69°0Z iV

g v

2
HO*HO*HO-0-*HO*HD-0-*HO*HO-OH @

wdd /g

00z 00¢ 00F ,ohcn 009 00L 008 006 0001 00L 002

@ . . HIAN-Og1

® ©@ O©
HO*HO®HD-0-*HO*HD-0-*HO*HD-OH

atesras

@

wdd £09'€ :Q
wdd z/9°€ ).
wdd zz'€:9
wdd 10y vy

A~ ZLimZ z Nu No z a v
HO-"HO*HO-O-"HO"HO-O-"HO“HO-OH

wdd /9
P s

©

gg

¥

HOQ

. ® ©@ ©®
HO-*HO*HO-0-*HO’HO-0-*HO*HD-OH

® HIAN-H,

—— wa,._rJ._ [T ——

®

e

%]

3/16



PCT/JP2014/066083

WO 2014/200116

Xl 4
5000
4000
3000
2000
TEGREpRZEE
1000 N - 4
‘ k&J\*- ﬂ it~ AshLe- WEX
0 L AL N : : it
2 4 6 8 10 12 14

4/16



WO 2014/200116 PCT/JP2014/066083

X5

TEG

5/16



WO 2014/200116 PCT/JP2014/066083

6
Control AshLe-WEX TEG
100 L P . _’ 100 P . e e e e e e ..,,,,‘g 100‘ . . L. . . . . .. ;
: p :
75 | 751 ’ 75- f
i i
i i
50 | 50+ 501
; s 5 ,
254 | 25+ 1 254 e !
' | ! ! | ) '
0' T — SRR ; — e — .' O",. R 2 5_.“ PURPITETT I ey ;..F‘ 0 P B M vm.:» . ;-. . ..-A..-m'::
0 1024 2048 3071 4095 O 1024 2048 3071 4095 0 1024 2048 3071 4095 -
DNA Content (PM2) DNA Content (PM2) DNA Content (PM2)
120 -
100
80
BG2/M
0
6 BS
40 BG1
20
0 4

Control WEX TEG

6/16



WO 2014/200116

BEEIE (mm?)

Control

AshlLe-
By

2|7

WEX

PCT/JP2014/066083

500

450

400

350

300

—e— Control

250

- = WEX

200

150 +——==—

100

—tr TEG

—0— TEG-ip

50

7/16




WO 2014/200116 PCT/JP2014/066083

= 8

A

TEG

AshLe-WEX

Control

fE S ARTE (mm3)
EBATIIR

8/16



WO 2014/200116 PCT/JP2014/066083

9

TEG _ :

psnLovex.

corvor

AE* T T T lb- T
0 20 40 60 80 100
REAVTIIR (%)

916



PCT/JP2014/066083

WO 2014/200116

#300
SvETy SvEZL 6

ezl

15
B

CXARRRAN,
lvleleleleloolels

B

aNaod

¥Xad

MAD 3 uphkd 1Q Pk 1g wiphD
GhETL SGPETL
IASAMLASA

M@0  Juiphy 1@ wpho Lg uiPAD
SvEZl

Svezl

Lol

3322 0%ee!

I 0¢
r O
L 09
- 08
L 001
o
()"

ayd

Gyecl

QDA
SRR
SOLOCSOS

izd

LRARAS

£5d-d
Gvez

- 004
- 0cl
r obl
- 091

ggd

S0 0Z 0} §0 O 80
Xam 93l Xam
TSy oSy

IOF| .
m XIM
-ojysy

02 0}

9

EIS

S0 O

50 02 0l
Xam ~ 93l
sy

10/16



WO 2014/200116 PCT/JP2014/066083

X111

U20S

TIG-1

"apm

~ AshLe-WEX -

pRB-780 Ser

11/16



512

«© A ~N - e 6. " 2 0

|
J—

&
<




WO 2014/200116 PCT/JP2014/066083

213

13/16



WO 2014/200116 PCT/JP2014/066083

14
«JEG . AshLe-WEX

C_05 10 20 05

o~ - —— — — |MMP-3

;m_ MMP-2

ac
) 0 OTEG 0.5
140 - - ®TEG 1.0
OTEG 2.0
120 - SWEX 0.5
100 - % 5 H
il ||
60 - ;
40 | : :
‘ L
20 {|
0 : ,

MMP9  MMP3 MMP2
U20S

14/16



WO 2014/200116 : . . PCT/JP2014/066083

15

v “{”h\w’t~\"'\'kh p .
" _ f@ ‘__3,_\‘\‘“‘

: \‘\\\'\’

Control " AshLeWEX  TEG (0.6%)
(0.6%) o

k4 Kt

AshLe-WEX
(0.6%)

Control TEG (0.6% ).

. C6 Glioma

Control  TEG (0.6%)

15/16



WO 2014/200116 PCT/JP2014/066083

%16

Control H,0,

16/16



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2014/066083

A. CLASSIFICATION OF SUBJECT MATTER
A61K31/08(2006.01)i, A61K36/81(2006.01)1i, A61P35/00(2006.01)1i, A61P35/04
(2z006.01L)1

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)
A61K31/08, A61K36/81, A61P35/00, A61P35/04

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Koho 1922-1996 Jitsuyo Shinan Toroku Koho 1996-2014
Kokai Jitsuyo Shinan Koho 1971-2014 Toroku Jitsuyo Shinan Koho 1994-2014

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAplus/MEDLINE/EMBASE/BIOSIS (STN), JSTPlus/JMEDPlus/JST7580 (JDreamIIT)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X NAKAMOTO,T. et al., Chemical and molecular 1-3
characterization of the anticancer activity in
the water extract of Ashwagandha Leaves, The
Jourunal of Experimental & Applied Cell Culture
Research, 2013.03.31, Vol.32, No.l, p.127,
entire text

P, X WADHWA,R. et al., Water extract of Ashwagandha 1-3
leaves has anticancer activity: identification
of an active component and its mechanism of
action, PLOS ONE, 2013.10, Vol.8, No.l1lO,
e77189, entire text

Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand
to be of particular relevance the principle or theory undetlying the invention
“E” earlier application or patent but published on or after the international “X”  document of particular relevance; the claimed invention cannot be
filing date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be
special reason (as specified) considered to involve an inventive step when the document is
“O”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination
“P”  document published prior to the international filing date but later than being obvious to a person skilled in the art
the priority date claimed “&” document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
26 August, 2014 (26.08.14) 09 September, 2014 (09.09.14)
Name and mailing address of the [SA/ Authorized officer
Japanese Patent Office
Facsimile No Telephone No.
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Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A WO 2009/110546 Al (National Institute of 1-3
Advanced Industrial Science and Technology),
11 September 2009 (11.09.2009),
entire text
& EP 2260855 Al
A WO 2005/082392 Al (National Institute of 1-3
Advanced Industrial Science and Technology),
09 September 2005 (09.09.2005),
entire text
& JP 4868403 B
A JP 2008-195704 A (National Institute of 1-3
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Box No. 11 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.: 4

because they relate to subject matter not required to be searched by this Authority, namely:
The invention of claim 4 involves "a method for treatment of the human

body or animal body by surgery or therapy".

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:

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

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

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

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

Remark on Protest I:I The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

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

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