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o 35 LEX 4

30
25
20
15
10

5

VO, (ml/minfkg)
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VO; {(mlfminfkg)
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DD EEBAE (%HR) DD #¥pESE (%HR)

FF  bifferences st aii intensities were analyzed by two-way repeated ANOVA with Tukey: 4 post hod tests.
KMP 2.5 mg: *2<0.01, *P<0.001, *P«0.0001 vs Placebo; KMP 10 my: *P«D.0001 vs Placebo, P<0.0001 vs Placebo

BB Single dose

CC Atrest

DD Exercise intensity

EE Repeated dose

FF Differences at all intensities were analyzed by two-way
repeated measures ANOVA with Tukey-corrected post hoc tests.

(57) Abstract: The present invention provides an exercise-efficiency-improving composition, a fatigue-reducing compo-
sition, and a dynamic visual acuity-improving composition characterized by containing a plant-derived extract and/or a
plant-derived processed product.
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QA,RO, RS, RU, RW, SA, SC, SD, SE, SG, SK, SL,
ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG,
US, UZ, VC, VN, WS, ZA, ZM, ZW.
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ZW), 1—35 7 (AM, AZ, BY, KG, KZ, RU, TJ,
T™M), 3—A v /¥ (AL, AT, BE, BG, CH, CY, CZ,
DE, DK. EE. ES. FI, FR, GB, GR, HR, HU, IE. IS, IT,
LT.LU, LV, MC, MK, MT, NL, NO, PL, PT, RO, RS,
SE. SI, SK, SM, TR), OAPI (BF, BJ, CF, CG. CL, CM,
GA, GN, GQ, GW.KM, ML, MR, NE, SN, TD, TG).
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FEADEZFR :

HEVHRT F 2 RO/ XISHEYD R T &= A A

[0001]

[0002]

[0003]

52 iba g

AREIE, EEhRhEm LMY, EHEREEKY. B L CEBERENNEHEK
MICEY %,

B Rl

BMLWNL—ZVT%d2T7R)—bOHELT. —RADBENLHE
(B2 IERE. AYEY. BEORE) LBWTHESNROE L. BHE
W BAERNBEBRIBICEETHD, BRIUARIRILF—ELEDIEET
HY, AR—YPHBETICSWT, BERPEYNERL 3 &40 RN
i HEE NTEBZICIE. BREIBWREZMDETEZIENDF LMD,
—R IC R OEARMBMESAFEIZ 9 6 WU LN EFE SN TWBEA, B
LVEEIRFICIZO 3~8 8% FETETT S (FERErml 1) » FAEIRILER
RBENE (L8EF) 2. 20 TIINI T%THDEDDMENE HICZ D
BIMETL., 6 0RTIHNI3I%EAD GERETXEL2) . TADBEELL
AR=YDEZTDORRLCBRABOBRTICMA. —MADOHEEFICEWNT
N5 E. FABEXIE (BRKE) CEFIREEREGEICELYERRKED
BETEECY D %,
AR=YDEZDHRELT—MAOHEEFICSVWTHERRREBOETIX
FIYDDD, BREOBRREBICNMABRRENMETLTWSHBETH>
TH, BRABAYEZRETE., EFWERZELEL. BENZELHIIKLKTS
CENTE, FLEBFRNEUETEZEHE0OTH>T. HEMNICHELT
ZRICENTIX2HFINEEND,
FuRO—VIEE, Java)— TL—=TI7NL—=Y, FvXRY, -
CEBFIOFUr. B30 ZSxF MY AFO TR XFY
RY, Yrvd FIXT. BFEDIC, YIS0 TAORYR &F v 3
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[0004]

[0005]

[0006]

SEZORABYZFICEFNDZIRATSIR/ A RO—ETH 5,
FoRO—WEEBORAT IR/ A FIOWTRZOESHRLLEEERICE

BLEMREIRINTSEY., fIZIE 7oRO—JILOI bV R FHEEA

DORE (FEFXEi 1. JErXm 2. BLUEFHII) . L roRO

—LOMRIRNVFEES I CRRBREILEAORKE GEREFXE 4)

BEFLNZD, IholEWIThESA VY ENODOHRICETZEDTH S,
BHEXM3IE I T EF Y OHABREEADHEEICDOWTHTIS2H5DTH

h. DTSR/ A RefE> BERNAREEIZR,

FeATHR AT D HR

T SR

FErX il - EFfRARE$E 201471713335

WEFXER2 : BB 2007—-2288555A#K

FREF X3 : FFR2013—-5429 24508

FE4RF R SR

JEFEFScmhl : Williams JH, Powers SK, Stuart MK (1986) Hemoglobin desa

turation in highly trained athletes during heavy exercise. Med Sci Sp

orts Exerc 18: 168-173

JEfFEFScmR2 : Wilkins, R.L. et al. Clinical assessment in respiratory

care, (2004), Relationship between Age, Pa0, and Saturation

JERFEFSCmA3 : M. Montero, C.D. Lobaton, E. Hernandez-Sanmiguel, et al.

, Direct activation of the mitochondrial calcium uniporter by natural
plant flavonoids, Biochem. J. 384 (2004) 19-24,

JERFEFSCmRS : da-Silva WS, Harney JW, Kim BW, Li J, Bianco SD, Crescen

zi A, Christoffolete MA, Huang SA, Bianco AC 2007 The small polypheno

lic molecule kaempferol increases cellular energy expenditure and thy

roid hormone activation, Diabetes 56:767-776

FERFEFSCARD - Oxygen uptake effciency slope (OUES) : F(DHEIEZFREMS

EERIRIGA. RBARZEAR—VERZHM 11, 9-14, 1999-03, RBKZF
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[0007]

[0008]

[0009]

[0010]

AFHEICSWTEIA T 2 RTRMXMOBEREIETSRTZ I &ICELY
. REBMEICEAMATE N D,

FEADOBE

FALGFRL LD & T 5RE

AFRRORBIE. BRFAWEREZMDLET S (DFYBRZFIBITI8EINE
H3) TETEHDERDBETZ2IH T ISEHWEREZAM LETES LIFES
EBRRT 2 ENTE, FLERBFARNOBRTEIRFLIZEFRNEHE
TEX3MRWH> T, EEOBRREICMABRRENMET L TWVWRIFEAT
HoTHEINLDEREEL D 2MERMERETZETH D,
FRRERRT BIOHDFE

AFEREZFL., LEFEZRRINBGERNZToE&T 5. RO
—IVEEET M E L MAROKS TR &ICLY, BEEEREOR
EOEFHNSHLWRAR—VICHEHET 2REDEENIC OB EVWEAEEHED
EFICEWT, BRRFAMEGEML., FEERERIFIMLEL, EHRITERI
h, BMAEANIHREIND L ERE Lk, IHIC. AERBESFIFE. 7R
O—J) (G RO-IVEEEEZED) 28T EMNOSNI2ERBEYMEFEORNT
CREICD BEDIVE, YOS 00 ARE b, TORY R v D
CFRXT. BLUBHICE T RO FELE T RO IVEFEEIIERIC
ZLEEND I EEZPEMIL. KBRFEBICE> =,
AREFEBPIE TR ERMHT S ¢

[1] BEEDLIVIFR, 75V IFR, FEIXR, F—ILIFR 7
ORYRAIFR, BEIFX, MYyIASIFR, BLUVINLDEENILE
RINZIEYHEHRERIFR, LU/ FEE, BFLICNIHR. Y7320
TH. FENIR. F—IUNT&E. 7ORY RNIH. SXNI&E. Ly 3
SMIR. BLITPThLDRENSBRINIEYHRNIREEET E
ENhER M AR,

[2] BEEBIERAELASAFANOALTHS, [1] ICERHOESHERA L
HERAD.
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[0011]

[0012]

[0013]

[0014]

[0015]

[0016]

[0017]

[0018]

[0019]

[3] BEEBMERE LABUNERTHS., [1] ICEEHOEEIRRE LM

B4,

[4] BEEDLIVIFR, Y75V IFR, FEIXX, F—ILIFR 7

ORYRAIFR, BEIFX, MYyIASIFR, BLUVINLDEENILE

RINZIEYHEHRERIFR, LU/ FEE, BFLICNIHR. Y7320

TH. FENIR. F—IUNT&E. 7ORY RNIH. SXNI&E. Ly 3

SMIR. BLITPThLDRENSBRINIEYHRNIREEET 2E

FERAE R,

[6] BEELIVIFRA, 75 VIFR, FEIXX, Fy—ILIFR 7

ORYRAIFR, BEIFX, MYyIASIFR, BLUVINLDEENILE

RINZIEYHEHRERIFR, LU/ FEE, BFLICNIHR. Y7320

TH. FENIR. F—IUNT&E. 7ORY RNIH. SXNI&E. Ly 3

SMIR. BLITPINLDRENSBIRINZENHRINIREEET 28

IR E R,

[6] EFEHLIVIFREEZL, [1] ~ [5] owdFhs 1 DICEEHDHM

B4,

[7] EFHLIPNMIRESE., [1]1 ~ [6]1 owgThh 1 DICEEHDHE

B4,

[8] ZEMHEIFRAE LU/ FGEEYRENTRNS Y v RO—IL %

895, [1]1 ~[7] owgFhh 1 DICEEDER.

[9] &4/ vRO—/IL%EO. Tmg~200mgE2BITBIEEFHETS
[1] ~ [8] owghi 1 DICEEHDOMEM,

[10] &7 RO—)I%0. 5mg~100mgBFTRIEeRMHMEY

5. [1]1~[9]1 owgnh 1 DICEEHDHERY.

[11] &roRO—LA1EHEZYO0. Tmg~200mgEIhdl

EERFHETSE. [1]1 ~ [10] owdhd 1 DICEHDOHERY.
[12] &Z5oRO—LUH, 1TEHHEYO. 5mg~100mgHE5Ihsd

CEERHMETE. [1]1 ~[1 1] owghh 1 DICEHDHERY.
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[0020]

[0021]

[0022]

[0023]
[0024]

[0025]

[0026]

[0027]

[13] &5 vRO—LUH, THHEYO. Tmg~600mgik5Ins
ZEERHETE. [1]1 ~[12] owgnd 1 DICEEHOHEMY.
[14] Z5oRO—LUH, THHEYO. 5mg~200mgHE5Ihsd
ZEERHETS. [1]1 ~ [13] owgnd 1 DICEEHRDHEM.
[15] BERRAETHIF/RIHEIND I EE2/HHETE. [1] ~ [
141 oWwWFhh 1 DICEEEHDHER.

[16] RRETHSB. [1]1 ~[15] owgFnms1 DICEEHDHEM.
[17] EEMERYMTHS. [1] ~[15] OWFThh 1 DICEEHDHEM
/R

I SICARRERBIL. EERNED LMY, REERMEKRT. FILBERE
NUEERMOBEICH T2, EFHOIVIFR, HI75VIFR, FET
FA,U5—ILIFR, FORYVZAIFR, SXIFA, YIS IFR B
STINSDREEDOBRINIEMERIF R, BLTFid. @FED
IUMI&G. Y75 VNI&E. FEMIAL. F—/UNMI&. 7ARY NI
M. EEMIA. Ly ASNIH. BLTThLDOREENLBIRINDEY
BRI mDOERZRMEY 5,

ILICARBERBIE,. BEFEOLIVIFR, YI75VIFR, FEIXZ, 7
—J)LIFR, FORYZAIFR, BHEIFR, LYyIASIFRA, BLUTCh
LORENOBIRINZENHEIF R, BLT/Fid. BELIVTMT
. Y75 VMI&, FEMIS. 7—I/IUNI&E. 7ORY ZAMI&. &%
MIG Wy ASNIHR. BLVPINLDRELNOBIRI N D EMHENT
mERE5T2IEE280, EBMEREMLET D2HE KHEEERT 2HE.
FERBRENERET 2HEERHT S,

A TARRFERBE, EBWERE L, RHRRE. FLBEBERENRESICET
PEADEDO, BFLIVIFR, YISV IFR, REIFX, 77—
IFXR, 7ORYRIFR, BXIFR, YIS IFR, BLUVThE5D
BENSBIRINIBYHERIF R, FAREEFOLICNIS, Y75V
T, ZENTR. F—AUNIT&E. 7O0KRY 2NIH. SFMNIH Ly 3
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[0028]

[0029]

[0030]

SMI&E. BLTVIhLDRENSBRINIEYHRMIEEZRET 2,
FEEA DR

AFBAOHKY ISR AE (BREFBT I8N 2LF2 08T
X, FNICLYBEDEESLIVCRAR—VYZ2ELHLWD EE ICHEWT
ZTOMEZMET S &, FIAEBRUNABBEINRE. FLEFAND
MEU/RETEETES & ZTREICL D %, AFRPFOMAMIEZ. BEn
BB DHD B W, FANELEEME LTERWS I ENTES, X
T, AEBFOMBYITESEERT DI ENTE, RR—YPHEORESE
., BEhERUTICITI T &ATREERYRBZ, I DICARBOMEKYIZE
FENERELE. FIAEAR—Y TORROALILTES LES,

B D E A ER A
[R1]&EEREICH T 2BRMEE (VO,) 217,
[R2lEnEammEeMnrE OB EENE (VO, /' VE) 217,
[B3IEEEmERIC BT 2 2AE0OHBRRENWERLIE (OUES) 217,
[MATEIEEEEHICSITE2RAEORABRIAE (VO ..k) 20T,
[ IEE R ERICE T 2RAEORNEREREELTRT,

[B6-11REER E Y BSHEY OBREFNBEICHS T2 EERE (BHR) tEHEEH
mE (RPE)

[B6-2]2 3 ¥ VB OBRRFIAEBICH T 5 EHHEE (BHR) tBREE
g@E (RPE)

[E71EE e mEE R OB AEEFERED (DVA) 2R7,
[HEIERRIETICHITE2RILEMODAT PEEA~NDHEERT,
[B9-1JEZ X85 (So ) ICBIFBHATPEZEZTRY,
[B9-2]2MKICHITHDATPEZEZTRY,
[RI]ERICEFNB2 5o RO—ILBLTTr Uy RO—IVEBEDELZRT, K
MPIL > _RO—=ILTH 5,

FAZREY 5DDWRE
AR, EBRERA CHERY. BHERENY. I EBERNHNEE
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[0031]

[0032]

[0033]

BRYICEAL. IhoDMIE. FFEFHLIVIFR, Y73 VIFR, FE
IFXR, F—ILIFZ, JORYRAIFR, 8XIFR, IYyIATIFX,
BIUVINLDRENLOERINZIBYHRIFR (FFELLETEFHLIT
IFR, IHICFEFLLEEFOIVEIFR) . LT FLIE. BFD
ICMI&G. Y75 VMNIA. ZEMIS. 7¥—LNI& FOKRY NI
. @XIMIfG. Yy ATNMIH. BEUTINSDREENLBIRI N ZEY
BHEMTH FELCEEEDITMIMR. ISIKHFE L EEELIVE
MIR) #5682 E5BHMETE2EDTH S,

AFERICBWT, BPHEEXIFRIE. EFOITIFR, YISV IFR
CEEIFR F-LIFR, TORYVRAIFR, BRIFR BLPILY
OS5 IFANGEBBIRINDG, REBICASVWT, EYHEIFAET1EE L
BREZHASDODETHAVWTERV, FRERICEVWT, FEFLITIFR
CHISVIFR FEIFXFR, F—ILIFRA, TORYRIFR, BEI
FR,NYASIFRA, BLUVINLDEE] ILHBIFD TREI &id. B
HNEINEIFZADERDOHAELEEZRKRT 5,

AFEBICEWT, BYHBEERNI&RIE. BFHLbIVTNIHL. Y75 VITH
CEENTR. F—ANT&E FORY ZMIE. SEMIL. LIy
ASMIEMSBIRINDG, AFFICEWVWT, EPHEENTRIE 1 BEAIE
BHEEZHAEDETAVWTERVL, AERBICEWT, EFOIVIIA
U ISUMI&S. FEMIR. F—UMI&S. FORY TR &M
T Iy ASMIR. BLVTINLDRE] ICBF2 DRE] &b HEX
FEINENTROERDOHAEHLEEZEKRT 5,

AFEBICSVWTHEMHEIFZ &1E. B (BELIV BlA Xz 0ES
D). ISy FE (BIRAEKERE) . y—. TORY R, HF Fk
by 32) IR L. FoyRO—IVEEGEZ S RO—ILTJY) AVICER
TE5ODOBRNIE (BREZEEX LD 2WMEMZHVWTERY) LU/ F
FISBRIK DR, L. HHELEEEL TBONAIFRFZEEKT 2
o TEMIHETFZDEETHHNBEEOBRETIREZEATVWTERL,
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[0034]

[0035]

[0036]

[0037]

AFERICEWTHEYPHRERMNMIMRE E. B (BEFOIT (FIXIEEDES
) ISy BRE BIXIFHERE) . y—b. TORY R BF Tk
by 33) IKHL. FoRAO-IVEREGEE7r > RO-LT 7 ) AVICER
T5ODERNLE (BREZEEL D ZMENZAVTERY) LT/ F
T XBEMK DRI Z L TEOSNAENMIRATH> THETIREEZSETICH
INEHDEERKRT 2,

AFERICBWTEFOIVPIFR &, BEFHOITV (Armoracia rusticana
) ERERFHUCL TR ONEYHARIFREERT 5, AFRBICBWVWTEFD
ICIMITHE . FE¥HIV (Armoracia rusticana) #FREHC L TELNE
EYMBRNTIRERERT 5, AFEFOICOEICIE T RO—IVEEE (fIZ
EroRO—J)b 3—0—F2O0UINHF7MIR) BELEFENELD. R
BELTEBPERAVWDZENFELL, RRARIKBVWT, BFOIVET
FRABLUVEFOIVENMIRER, FELTAFLDIVOERSTZRAWT
EINLEAEFOLIVIFABIVAEFOLIPINIRZETNETNEKRT 5,

AERICBEWTH IS T FREFH TS5 (Crocus sativus) % REHC
LTEONEYHEREIFAZERT S, FRRICEVWTY IS VINTIRE
&% 75> (Crocus sativus) %[RRI L TR ONAEWHRINT S %R
35,

YIS oIiEroyRO—I)L 7-0-B-d-7 IS /2 K(kaempferol 7-0-
B -d-glucopyranoside) hEZF N2 T &AM S5NTUWLWS (Mini Rev Med Chem.
11(4):298-344,2011)

AFEBICBWTREI X R &L (Camellia sinensis) DE (FFE) %2R
FHCL TR ONAEIHRREIFREZERERT 5, AEPBICEVWTREMNIME
&% (Camellia sinensis) DE (FE) ZFEMICL TR/ OSNEYHRIMNT
mEBERYT 5, RERETHoTH, LESLC/ FTLEREIELEOD (
BIZIE, BFRE, 7V -OVRE, fIRE) TH>THERLW,

FEICEK, roRO— 3-0-(2-0-B-D-HZ VU NEZ /2 I-6-0-a-L-F
L/JES/I)-B-D-FIaAES /T K (kaempferol 3-0-(2-0-B-D-galac
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[0038]

[0039]

[0040]

[0041]

topyranosy |-6-0- & -L-rhamnopyranosyl)- 8 -D-glucopyranoside) . &>~
A—Jb 3-0-(2-0-B-D-F>OEZ /)N I-6-0-a-L-Z L/ EZ /) II)-B-
D-# )OS /> KR (kaempferol 3-0-(2-0- 8 -D-xylopyranosyl-6-0-a-L-r
hamnopyranosy l)- 8 -D-glucopyranoside) . >~RO—JL 3= )3 )L-(1
=3)-S L/ (1-=6)H>5Y > K (kaempferol 3-glucosyl-(1—3)-rhamn
osyl(1—=6)galactoside) . r>RO—)l 3-0-[2-/ <04 J-3-0-B-D-7JL
A2 -3-0-B-D-Z) A IJLILF /< R] (kaempferol 3-0-[2-coumaroy -3~
0- B -D-glucosyl-3-0- B-D-glucosylrutinoside]) AEEhBZ&HESN
TW3 (Mini Rev Med Chem, 11(4):298-344,2011) ,
AERICBWTT—ILIF R &IE—JL (Brassica oleracea) ZRFHI L
THEONLEIRRIF A ZRERT 5, ARFICBVWTT—IUMIRE T
—J)l (Brassica oleracea) Z#EBIC L CHE LN A-EYHRENTISEELKT S
T—ZiETryRO—Jb -V FRAI-D-F)AY R-T-I-J)LTY K (
kaempferol 3-sinapoyl-di-glucoside-7-di-glucoside) NEF N5 I & D4
5N TW2% (Mini Rev Med Chem, 11(4):298-344,2011)
AFEBICBWTTORY ZTFREFTORY) ZEZFRICL THELSNHE
MERIFRERBKT 2, ARBICSVWTTORY ZNMIRK&EFORY X
ZEMAICLTEONEYRRNIRZERERT 2,
AFEBICBVWTBEHXIF R EIEEXK (Brassica juncea) ZRBHCLTHEDS
NIEDHERIF XA ZEIKRT %, AEBICEVWTEXRNIAEIEEX (Brass
ica juncea) ZRMHC L TRONIBHHEERNITRZEKRT 5,
mXRICIETyRO—)L 7-0-8-D-7)N3ES /2 I)L-(1-3)-[B-D-7)LO
S/ )-(1-6)]1- )OS /> K (kaempferol 7-0- 8-D-glucopyrano
syl-(1—=3)-[ B-D-glucopyranosy l-(1—6)]-glucopyranoside) NEZFh 3
ERFSNTWS (Mini Rev Med Chem. 11(4):298-344,2011) .
AFERICEWTILYyIZITFR&IFIN Yy 37 (Eruca sativa) ZFRMAHCL
THEONLEIRRIF A ZERT 2, ARRBICEVWTOLY ASNMIRKE I
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[0042]

[0043]

[0044]

Jby 25 (Eruca sativa) ZRFAHI L THELNBYRRNIRZRKT S

Ly aAZIEryRO—)L U-0-41) 32 K (kaempferol di-0-glycoside
) NEFNBTEFMSENTWS (Mini Rev Med Chem, 11(4):298-344,2011
) o

MEYEEIF R/ MIREEET2ICHY. BERIZ. SORETH-T
HE LWL, ZESVCHEERTH>TELWVWD, FoRO—-IILFEIEZEDE
VER & ShERMICERLIE ERIKOMBE BT 2V RN S, BR
EERICLIYBDBRLTHOLRAVWS I ENFFE LW,

MR BICREINT, BHEAZFLEERIZOSHTREREAVDS
NEFERICE>TITOIZIENTES, BIZE. TH/—Ib. A5 /)=, T
/)=, T—=F. TFLT7EFT—IBLT7O00RNLEIYRZEND
BRENDZWThA—EULOBRBRE., ki, ChoOBRBREEKED
RABAEEZRVIHELIESFSND,

EMEICIEEE. 77) VLY EERENSEEETNDI—AH. BEIL
O— AEBEAELADEREAEIE T V) AV LY EERATRNI IS W8,
AEOEYBRIF ZAE I CEPBRNMNTROESICEWNTIE, FrRO—
IWECHEGRZ o _RO—IVTF 7Y A VICERT 50 OEEFRIE BEIK DR
MIBTRERAZEND, LEEOEMEHRIFADODERICEFEFND 27 RO—
WVEHEARE LT, VO —2R HSI =2, SL6/—R, F2O-2,
BLTIhsOolEE BIxE. vARO—X (FVILIDA—X+F7)0—2R) .
WFI/ =R (FL/—R+TINT—R) | KRANARY K= (FL/—2R
+JNa—=2) ) B HrrRO—LD3fL. 6. LT/ FE7HICO-
YA REELTWR o RO—-IIVERBEIZEIFONDE, EERBICEEN
> ZECkEADORES LTIk,

v DZENN Vs B OF

RE:JNI—R, AV M—R+FL/—Z+F)O2—R, ¥¥O—-2
+S L/ —R+JNVD—R AZ IV b=+ J)3—R, JII—X+ILF
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[0045]

J=ZA(SL/—=R+TNOA—R) ;

= VYRA—X (FII—+7)3—2R)

BX:JNA-R+TN3—Z+ 7T —2R

y3AZ 3 —-R

FEFEOIVE: A5V b= +F>0O0—-2X
DEFOLND,

BERWIBIE, BIND DEEEET V) AVICEBRT 20108 L LB,
FlziE, a4 —+ (glucosidase), PS5 E ./ 4 —+t (arabinosidase)
. b/ —+ (rhamnosidase), ¥ O 4 —+ (xylosidase), I T —
¥ (cellulase)., NARI) I+ —+(hesperidinase), F!)FF—+ (naringin
ase). )y O=4—+t(glucuronidase). %Y FF+—+ (pectinase). HS
2 b5 —+t (galactosidase), 73X OV 4 —+t (amyloglucosidase).,
FE 75—t (amylase) ZEEHASDOETHWTIITONGE S, ZHER
EEELD DMEY. HIZETIRILFILZ (aspergillus) B, /3 F IV Z (bac
illus)B. Rz Y L(penicilliumE. 7€/ HAE(rhizopus)B. 'V
Ld—)L(rhizomucor))@. #5071 2 X (talaromyces)@. E7 4 K/XNUF
1) 5 Ln(bifidobacterium) . EIF 1 TS (mortierella)E. 7Y by
7 A (cryptococcus) B, F7ld I/ 0O/ F 1) D L(microbacterium) &% &
HEHAGHOETHAWTERLEZT>TH LU,

BIZIE, FEFOLbICIFRAOHEICEWTE., a5 —FE&F2 55—
Y (HE2VWEINOSZEEL D 2WEME BV TERLENTTHONE D,

HB WML, BRIKDERIBIC & Y ECHEGREZ T T ) AVICER L THRW,

AREICBWT, EYHEIF IS L CEYHEMIZICIEr »RA—IL7
TJ)AVHBRRETZENDI I &NMFFE LW, ERERM I IFERLE
OB E L TERTRAREE (BIXIETmg gl 5\W\E3mg/g
b, L <IE10mg/gll b, IHICHFFELLSIE20mg gllb, LYFFE
L <i&50mg/gllt) ICEFNTVWNIEFRW, BYHRIF X MI&RKICIET
RO—IVEEGENIEFEL TWTHRV, EYHRI XL CHEYERN
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[0046]

[0047]

[0048]

[0049]

T&HICETYRO—J)L 3—0—JILaAY RBEFEFNTVWTE L,
EYHRIF 2SS CEPBRRNIHFOrRO—ILT7J)AVOEE
FERBFICREINT. BRICLYITONES D, I IEERREEREG DR
Bl6 DHEICR > TIThNiE5,

YRR IF ZOEEICHSWVWT, METREEER BMNKIELEDIRRF
BLUTENLOEBUIFICREI NS, FIZIE,

FERERETHE L. S5NclEDEER EBINKIHUNE L THEL

THER<;
BN EEER/TRINKORENIE L, SoN/-NEBYEFETHEL TEEL
THER<; TR

ERZRETHE L. SonHMEWEER BINKS@BWUEL, S50
IR % BETHE L TRHELTEHERW,
INHOHEHEFERWVWT NS, HEMICERLES LU/ i3 RE0E
EEET>THRL,

AFERICEWT, EWHRI XX MI&IEK. 73—, BEOFR
WTHERLELEDTH>TERL, ERLIRELEMERTH> THRL,
BlzIE, EEDIVCIFRIEITE (1) ~ (6) DIRICLYEEIND
(1) EFEFLIVEZNER. %% BREL, BRRET S,

(2) ERLABIFLDIVELO~S50Vv / vVHDKEESLIY /—ILICT
HHET 3,

(3) HHEREBAED S LICTRE, BRBEEZITV. BRT S,

(4) RREREELURBELIFEETpH3I - 7ICAEL., 30-50TIC
THESREEMKSBERICL 2BRRIGEEET 5,

(5) 6 0CLLETEBREZKEIE S,

(6) EREZZRELALBDEFTEDLDIVIFR (BR) &7,
AFBFOHEBRMIE. EYREIFRELV/ FLENITEAS. 1EOKRE
Hr=v. BFIZIEO0. 05mg~5g, HFELLKIEO0. Tmg~3g. IHIC
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[0050]

[0051]

FELLIFO. Bmg~2g., IHICLYHTFFEFLLIFT1Omg~1. 5gi%
BEXN2E0THYES, HIVRBEMERIF IS LIV FLENIH
DFREOHELTO., 05mg, 0. Tmg, 0. Emg, 10mg, 2
Omg, 50mg, 1T00Omg, 200mg, 500mg, BLU700m

ghEFLN., EREDHIELTT g, 1. 5g. 29, 3g. 8LU5 g
DEFLN, BEYBRXIFZABLV FLEINMIROFE L WEREIFELE
fRIEEEZTRIEDHEEICLYTRIND B,

AEFOHMMSWT, BEHHEIFRASLT FLENIAETBHE
Y, HIZEF0. 05mg~10g, HFFELLKIFO0. Tmg~7. 5g, &H
IIFFELLIX0. 5mg~5g¥5XNnEd, ZEMREIFZAELIVT Z
TIEMISEOFREDHELTO, 05mg, 0. Tmg, O. Emg, 1
Omg, 20mg, 50mg, 200mg, 500mg. 8&LVU700mg
NEFLN, EREOHIELTTI g, 1. 5g. 29, 3g. 5g. 7. b
g. BLUPT1 0 gHEF LN, ZEVEERIFIAE LV FLENITRADHF
FLWEHEIFZ ERESEZTRIEOHEEGHICLYTIND B, 1THHLYIC
BEIND 2BYPHRRIF AL/ ELEMIED 1 EHOBSTRESh
TH, BHEO BxAE2E, 3@, 40, SLU50) ICFTTHREINT
TP AN

AFEBOERYF (RER. EREEYE) IC2END 5. EYHEETF
ABLT/FRENIR (HE2WETryRO—IL) O, 1EOREHY
IKCREINDEPHEIFABLT/ FTLEMNIME (B5WETrrRO—)
) D8, LU THHLYIERSINIBEYHEIF RS LT FLIEMIT
m (H2VWETrrRO—)V) OEIE. BHROYMRIEEIN D 28ETHN
ERICHIRINY, ERYOBELHSOH. HROBRIREEICH L TE
HERIND 5, FRAOCHEBIOBRSEHEIXIENODRIEEIND 54
ETHhNIERICHIRINT, BOTH>TH, #HEAPICKHESINTERL,
EBMEB L, RIBR. TLEEERNIVEOUNREMENICTS7DIC
« AEBOHERMIERABICOAZYBKEL TIH/REIND I EPETLL, I



WO 2020/175579 14 PCT/JP2020/007858

[0052]

[0053]

[0054]

ZWE2HME., 3BA. 18AE. 10HME. 1&AB. 3SERULEKEIND S

AFEAOHBDICIE, HRPOLEEICE LD, BYHKRIFIAE LT
SEREENIRIE. FoRO—1LeELT, FlAIE0. Tmg~200mg.
FELLIFO, Bmg~100mg, I5ICHFFLLIEFTMg~30mg,
ISHICELYFELLIE2mg~T10mgEEND, K7y XO—ILOTRIE
DOFEELTO. Tmg, O. 5mg, Tmg, 2mg, BLV2., Emgh
Eifoh, FREOFELT200mg, 150mg, 1T00mg., 50m
g. 30mg., 25mg, 15mg. 10mg, 5mg, 3mg., B5LV2

EmgAEIFon. ZTroRO—ILOFE L WEEIEE LRE ST IRIE
OHEEEICLYTEIND B,

AFERBOHEKMIE. BYBRRIFABLT  FEFMIES,. 1005
Hizb, roRO—J)L&ELT, HIZIEO0. Tmg~200mg. FFELLIE
O. 5mg~100mg, TLICHFLEITMmg~30mg, THICLY
FELLIE2Mmg~T10mgHE5IN23E£5D0THYED, &ro_O—-ILOD
TRIEDHIELTO. Tmg., 0. 5mg., Tmg., 2mg., BLT®2. 5
mgAEFoLh, LREDOHELT200mg, 150mg, 100mg,
50mg, 30mg, 25mg. 15mg, 10mg, 5mg. 3mg. &
LU2. bmghEFLN. ZTFroRO—ILOIFELWERIZELRE & 5%
TRIECHEGEHICLIYTRIND %,

AFEROHEKMENT, BYHRIFRBELC/ FTLEMIRE1HHE
YoyrROo—jbE LT, BlziE0. Tmg~600mg., FHELLIZO0. 5
mg~200mg., I5ICHFFLLIETmg~100mgHEEINED, &
FoRO—IVOTRIEDHELTO. Tmg, 0. 5mg, Tmg, 2mg
BEV2. EmghFEFLN, EREOHELTE00mMg, 300mg
. 200mg, 1T50mg, 1TO00Omg. 50mg, 30mg. 25mg.
15mg, 10mg, 65mg, 3mg., BLU2. EmghEFLNh, FZT
RO—JILOFFLWHERZEREEZTRIEOHSHICLYRIND S
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

o 1BHEYICERSIND 25 RO—-IULN1EDHFETHREINTE, &
BE (FAE2E, 3E. 48, SLU5E) IKFTTERSESINTE LW,

AFBAOHEEYITIFE L IZROKSEF S L THRACIND DT
U<, SHFZIRICREI NGV, B IE, feFl. FBNREl. 7 7E=ILFEL
MARF., FaT7TIE EFE (UVyvF— EXFv b FaIL—METF
FYTR =%, AL, FYoT4a—. U3, 8B FE TUU. E
)—. 3=TIW b ARV =L, v —NRy  NRE) [ RNV 88K T
¥R, U TIERS. BB CREL. ERER. REBERM. REEH. MR
B, REME. AR, BYU-—ERE) | =7 BKR. 7Y—XKRS4
) . RIESH (MR, 7V —XRS4M) EOBREORGHETHY B,

AFEBAOHEKYIERERFLIIERERYTHYE BIZIEHEEERTE
b HERBAASR. BEAR. REBEPASR (W FUXYN) | EERR
maEDRRBME LTRAIN D %,

AFEPAOHEKYISEHHRTF R IMIROMIC, ZFHIFEINZIE
FICIEAE, BRICERTRARNYEEZRNL T, BORSHEANICHAUL S
N2, RFEPFOMEKRYICHERINIBEHHELF R/ MTRUAOHEIE
FoRO—IOREEEEILVWEDOHNEE L. BICAFKEBEOMERYO B
MEd 2R (BIAKEENBNRE L. EStERm L, RHER. k&
EMEARNNE) 2ET2EDTRVWIEHAEF LW,

AFRICHEWT TBRFABAMER L] &k BREFATI8EIPEES
CEERRT D, BAMlE LT, AEREAICEBOBEBREENE (VO,
VE) OEBMICNA. FREDEERE T COBRFMBE (VO,) DEM. B
FEIWEAE (OUESODIEM) . BLURABBRFIAE (VO ,0.k) D
Y IpEy o (N

APRMEICSWT BB S3ARZENT CEE2REKL. HEORE,
MET. BERORRE. RAR—VEHLWIEERZSL,

AERBICHSWT NEEFIRA L] &iIE. HHPEHOHEET. Fa LY
RICBINEOLNZ I EEEKT 2, HIZERKAANEEL TLYEQRRET
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[0061]

[0062]

[0063]

[0064]

ROEPZMHET DI EHTRTHY ., FLEEBUINIEFEIN/IRETSL
YRIEFT DI ENTED I ENEITOND, EEWNED LOBREDOH &
LT, FIEDESBE T TORRFNAE (VO,) DEMN. BIREBEME (
VO, /VE) miEm, BREIELYE (OUE SDEM) . &AERRNA
B (VO,,car) DENM HZXEFEFEDENM. FAIEDEIEFNAE (VO,
) FTTOESREDFD. LIEFEREHBEOHEY (ThSDRAEIEARE
EREHICEREAIN D) PEFLN D,

AFEFERAOHRINTEEDEALOLHICREINZHE. TORES L
TR EEHIFFICREINT., AIXIELEICHRT 2158, RS5O, &%
SHETHREIND B,

AFEBICBVWTRFIBREIE. HOLPLEEDIZFET. LYRNHIDEL
B TEDIEERRY 5, WABEBOEROHE L THIEERE T IEH
REFERE (CTNOSDOREIERBERAICHRIAIND) DBDP T2 EnE
Fonas,

AEFEPOHRMPIEAERBD-DOICHEINDIFE. TORES LT
SOBRFICREINT, FIXIELBICHRT BRE5E. 508 55
FTHEIND %,

AEBICBWTHERNREZ S, BFRENOETZH CEXBHEN
ZMETBIEERKRT D,

AEEFERAOHRIDEEBNREDLHICREINDHE. TORES L
TR EEHIFFICREINT., AIXIELEICHRT 2158, RS5O, &%
SHETHREIND B,

AFEAOHEMMIIERFNADEZA LTS (DFYBREFRT 8NN
2E2) MREBLED, > T, AEPOMAISEFF BARER LF &
LTHEERIND %,

AFEBICBWT, BERRREBEIZFEROBERNTR L TVWHREZZIKRL
« PIZ SEIARMEEZRAAFE A 9 5 N RBDIRETH D Z ENEIF LN D,

AFEAOHEMMISERRREOTRICEVWTHERRAFNAMEREZA LT 550
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[0065]

[0066]

REBLEZDH. YHEBRFREORRICEVWTE, EFUMRE L. EH
B, BRRABEBICESLD B,

AFEBOHEKY OB ERNRIBIFICREI NGV, FELLZE NTHD
o AR—Y DRI, BEATOEEDHIER. BEDHE BHEOLYTY, R
ELY) ORI%. BEORNAMRIZBVWERLZ & X, MRMICHEESE L
WE X, NMBTEINFS AL ERLALEIITH/ET I EMNFELL,
eyl

AR, &EIBIS & OHBRGI % 2T TARBLZRAT 20 AERRE NS
IBREI NS HD TR,

[&EF1] Vv F— (FoRO—-ILEE2. 5mg / 1#H)

F X T STEE%
A=Frroy 228E%
43, 22EB%
Ny — (&8i8) 1588%
T2 =1 4EE%
& &t 100EE%

INLEREL. BAICKYA—TVEEHNT140CT200@HBKLT
IOV FR—EEELRE, Vv F—1MHLEYDOTURO-ILDEEIF2. b
mg (HPLCICL3) THo7 K,

F X T BRUBICE Yy RO—-\VEEEET Y RO—LT T
AVICE#RL 2B,

[0067] <HERHI1 : BEE THERMERHR>

BEXASE25ZIIMLT. SAED S RO—ILEFI v F—KE®R
(roRO—J)LELT. 2. 5mg, 10mg., 25mg%58) LU
SERIVvF—RKER (FoRO—ILESFEHV) Z2HREAE LT, 1H
168 HEDEMmEBE%Z, VORXAA—/N—FICT4ty MEYIRLE, ERK
1HE (BOEHRE) SICERSHE (EHEIEE) OHBRARENS3 M
BEMS, BMRIARERM UL SBEE XMEEREH2EML. BER
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[0068]

[0069]

[0070]

FAE%28E L, EEFiE. DRI VERENESHREEZE=9—LX
o Flo. BERIRICBAFENERE L, RFEEEOFHFMELUTICRT,
<1 :BRFMHPE (VO,) OFHE>

BRFAE (VO,) (mL/min/kg) %, ko/kR (KR) IKEF
N2BRODEENI[ARICEFINIBROEODELYEH L,

BB IHEREmERICEV T, RINDEIHIREREDRAITED <
EOHE (HR) EERARERD, REEBOOHELNSEROBEE TOOHHE
BOBEMEZEERED1 00%E LT, REEEEICSITIBRFIAE (V
O,) =#7/Ov kL7,

bbb, FIZISEEEES 0%HRDIFE, TR :
100X (x —R&#FOAE) / (BROHEE-Z#HEOHEB) =50%HR
D ITx] OMERERT &EXOBRFIAE (VO,) » HEE#RES 0%H
RICBITHERFIAE (VO,) | &12%,

BREM1ICTRT,

B1ICRIh2E8Y, BOERES L OCEGFERERRIC. EEEES O
%. 60%. 70%, 80%. 90%. HLUW100%DLTICTHEWVWT., &
RO—JEERLAEAS T RO—JLEERLRVZEICLERT, BERF
AEIFEMLE &M EEIN,
<2 :BFRHEBWE (VO, VE) OFHE>

BREBNRETRICLYEL L,

BFRHEMEX (VO,/VE) =BEZIRE 158

M2ilmIhsedY, BEERNES L CERERERIC. FyoRO—-L
HEILAEAD T RO—IEZERLLAWGEICHERT, BREEWE (V
0,/VE) OEMARD LN,
<3 : BFREIWEAE (OUES) OFHE>

IEREERRBRS S 1 DBOBRIEEV O, 25 L THRERWES
2 (OUES) #8H LKk, EAMICIIESIC S8 (VE) Ol oglE
1. I TVO,] 270y bLEAERED TS 7 %218, ZTO—REBHEI S
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[0071]

[0072]

[0073]

TJDIEEEZOUES &T %, &L IEHERTNME 25K,
M3IiCmnIhsdedsY, BEERNES L CERERERIC. FyoRO—-L
EEILAEAD T o RO—IVEZERLLRWGEICHEART, BRIERMEE
(OUES) (338U, FEEHESHOE%LZE L THREIUNERRFATE
el EDRER I N,
<4 : ZRRBRFAE (VO,,..k) DOFEHME>
B4llndedy., BOERES JVCEREREBRIC. yoRO—IL%E
WMULEAN T RO—LVEERLAEWEEICHERT, EABRFAE (VO,
peak) (ML minkg) (38EML7E,
<5 : g RNEFHEFEOFTE>
B5iindedy. BOERES L CEREREBRIC. yoRO—IL%E
WUEADNTRO—LVEEIRLRVWSEEICERT, RRXEFHERE (RS
JIDEX (wat t) ) (XEILE,
<6 : HEEFEILB T2 EFAEANDEE
(% EBRB LY aFx v JIOBRFIAE (VO,) B—RICEhEN
1T4mL/min/kgsLtr24. 5mL,/ min/ "k gThs&DHE
Y SR
MEEEERICHVWT. BRFAE (VO,) PBEOLYBLITYaFy
TICENENEHETS14mL, / min/ kgdBLt24. 5mL,  min
Sk gDEXDEEEE (%HR) CBREHEE (RPE) ZHML &,
BRFIBAE (VO,) BLVEEHARE (BHR) OEHAZEIILEERBLUT
HB5
BREEHEE (RPE) &, FRORICHK > THIEEEESMBRIEN S 1
DERTHREARENTML, ERBREFOQEELZTHL TEL L,
BE6—-—18LU6—-2ICnT&BY. BEEZLEIBESLUTY aF Y IHIC
HMET3BRFIAE (VO,) OEAICSEWVWT, BEERES L EREINE
HIT, roRO—IVZERLEG T RO EZERLBWESICHERT
. EEAES L UCBEREHREIIET LA,
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[0074]

[0075]

[0076]

FE1~6DFHMEERICRINESY . FoRO—ILEFERMBOERIC
&Y., AUEHBET CHERTBE. BRRFAWERLEMLL, ISHICEKR
ERANEMERLE, . AUCBRIAETCTOEHEEEZBE LG
A, DRBXETLTSY. HREFFANIAL L TEINACRIGES
TEZAEMENRBINSL, COLDITEBIERAELEL LD, BRED
BEHROBERTDEEALONS, ER. FUyRO—ILEERMHOERICLY
 WRENEETIEHEEIMETLTEY. BUhPEFREIERINE
o LD 2T, FERMIEZBRUNERERI KT/ XIEFA DB LHERY &
LTHERTES &N INL,
<7 : EBFRAONDHE

MEaEEBORIEE GEFERN 1 2LUR) [KEAEEMFEKES (DVA
) BLUVTERITHAEEFERND (KVA) 2REL T, BEEANOHELANR
1o
(1) #AHAENEESA (DV A :Dynamic Visual Acuity) ODBIE

AIERSS

EhxfR 05t HI-10Dynamic Vision Tester (BFIKENZHL)

AESHE

HREZPRLE LTHIMEZKEICRHTE5 Y FILNKROKREERL S %
RLBEWAE—RERE Lz, BEWIZREEY 2 & ICENICHR A ITREE
LTWE, SYRILNERROTNEN Mo X BBREIIFTORA Y
FEL, INBOoAME (ETER) 2BAIEL, TYVILRRINEE
D& XOOERM%RHRAMICTKEH L, MEREE Lz, BREET7ICRT,

[0077] <HB&HI2 : BBRRBRETICETSHATPEEANDRE
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[0078]

[0079]

BMFICLYREIELC,C BERHMEEZE. B20bEeEY (RKRRE
20 uM) HBWIEEERBE LTIXFIANLKEY K (DMSO) %5
mL., EBRAVFa~n—F (3%0,) ILT245HEEER. MIEFOAT
PEEAFFE—%Fv b () EF¥u b W75 —EFENE) 2AVT
EE L7

SEMEIXDMS ORMY Y F7ILOATPEEE100%&E LS ZTD%IE
ICTE&RmR L7,

BREM8IITNT,
<HBRHFI3 : Sy MIBWFBrvRO-LFEIErvO—-)IL 3-0-7
LAY ROEE

9BEMMMES DSy MILT, rvRO—JL (KMP ;1. Omg .k
gfkE) . FLETrYRO—IL 3-0-4)aAY K (K3G; KMP7¥
JAVHEEELTO. 1, 0. 2FkE1mg  k glhkE) 28 9BEIC
1TH1[E., SHEEHEA®ZE LL (BE21%THELL) . #58HH
I, Con tBIEER2 1 %IC 1 HESELLE. ThUADOEIIERERE
12%ICTISEREBELLE. £S5 (So 1) . 2lEmME L. HBFOD
ATPEEZREL K,

BEREMI—1~—2IIRT,
<HBF4 : ERICEEFN 27 _RO-LBLTTr v RO—-IVEFEEDE>

FEFEOIVE, o750, IFE 7F—Ib. 7ORV R @F LTI
YAZEREELT, ThBHIKEFNZ o RO-ILELTTrrRO—IVER
EADES., TROMEIH > THE L, BREX1 0IRT,

(1) 50 mL PPF2—TICHR{K0.8 g2 ZEFRETHEL (N=1~3) . XX
Y UH—=TINTY / —ILKBRI L= L, B - FES 3, RY b
AOVEREYFAYF—T, =R, 2,000 rpm, 19EREBAITo =,

(2) BBARE+DICRERML, BRI oLzl aLERY b2 T4 nL
ASZAHREICDF - FELLE (N=1~3) ,

(3) 2NiEERT mL&1 mLERY M ICTHRML. RILT v I ACTRER
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[0080]

L E=RTOY2ICTI0C, 203EMER L (BEIKSBICL Dy RO—
WVEREED T o RO—\VLTJ) AVADER) . MBRTHSSULEKALL

(4) RS T7RAT, TAARYY—IZTAFHY VS al&ZR/mmM L, FTK
EZ20EHRE L 7o REUSENROMEIZTATC, 12,000 rpm, S5OEHED %172
1o

(5) RS T7KRAT, RAY—IERY MITEBEEELE, 71 ARY
H—ICTHRBR T FILS nLZRm L 7z, IREWT=IR. 150 rpm. 109 KIS
IRE LTz, REUAZIEDOMEICTAC, 12,000 rpm,. SAREEDETT> s

(6) RSTMART, RNAY—JLERY MITEEAEBERDI4 nLHS 2
BREICEIN L7, IR LA EBIRMNNEBRGERICTO0C TRRRGE ST
2, TEBICIRT 4 ARV —ICTEBR I FAS alzRmml ik, IREHTE
@, 150 rpm, 103 EKEICHRE L 7=,

KEGSENIR OIS TAC, 12,000 rpm. SORHED 51T > 7=,

(7) ZERDIA LA AHAREZDNYELE (EFTT LA THELWL
) o RSTHRAT, RRAY—IERY MITLBEEZERD14 nLh > AR
FICOIX L7, EUXL 72 LBRMISNEBRIERICTOOCTRREE ST
1o

(8) BEMRT LS4 LA RAEREERYEHL, 70%T 48/ — LKA
W1 L&l mlERY M UICTHRML, RILTFyv I RICTRB L, BER
REEBICTIHE x 2OBERMIELTCRILTY I RICTAEBE L, =2
Z7 407 =1 nLERY b U ICTERRA00 nLZR/ML 71 VY —%B
L7z,

(9) HPLCA#TICHE L 7=,
<FHBHI5 : FmFEHLIVIFADHEE>
EFEDICIFR%ZTEE (1) ~ (6) OIRICLYEEL L,

(1) FEFEOLIVEZNEER, %% BREL, BRAGEL L,

(2) EBLEFEFOIUVE (FoyRO—ILEE (F/VIV#HE) 1 1ng
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/9) #50%T4H /—IJLICTHE L., BfEL 7.

(3) HMERBREBBEI S LICRES L HBELT. FoRO—IL 2B
R#FE L 7.

(4) RBEREZBELULBIAIXEETpHS., OICHAEL, 50CICTHEY
RBSRENNK D RERIC & 2BRRGE R L .

(5) 80CTERFRAKEI T,
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EEHE
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S UF—TITH J —ILKBHRA0 mLE B L. %0 - T8 5, K b
OVREDHAF—T, =R, 2,000 rpom, 12ERBEZTT>

(2) MBHREZT2ICREWEFM L, BRI nLzl nlERy <2 (TT14 nL
ASZAHREICDF - FELLE (N=1~3) ,

(3) TV Lzl mLERY M VIZTHRM L. RILT v 7 RICTREER.
—h70Y 7ICTI0C, 205EMEBL 7z, MNEAR T 59 LA EKD L,
(4) RS T7RAT, TAARYY—IZTAFHY VS al&ZR/mmM L, FTK
TC20ORE UToe REUSELEOEICTAC, 12,000 rpm, SOREEDLEIT D
720

(5) RS T7KRAT, RAY—IERY MITEBEEELE, 71 ARY
H—ICTHRBR T FILS nLZRm L 7z, IREWT=IR. 150 rpm. 109 KIS
RE L, REUSHLEOMEICTATC, 12,000 rpm, SHREELEIT 27,
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BREICEIN L7, IR LA EBIRMNNEBRGERICTO0C TRRRGE ST
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720
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=7 40L9—IC1 nLER Y M VI TAERL0 nL=R/mL 749 —%
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[553K1R2]

[553KIR3]

[55K1R4]

55 3KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]
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BB EARANOBE L TH D, FBERIE 1 ICEHOEENR
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EYERNTREEE T 2 EFEHAAKY.

FEFHOIVIFR, YISV IFR, FEIFR, F—ILIFZ,
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B4,

SEYBARIFAB LT/ FTEEEYERNI&S T RO—b
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INTERNATIONAL SEARCH REPORT International application No.
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A. CLASSIFICATION OF SUBJECT MATTER

A61P 3/00(2006.01)i; A6lP 3/02(2006.01)i; A6l1P 11/00(2006.01)i; A61P

27/02(2006.01)1; AGLK 36/31(2006.01)1; AGLK 36/82(2006.01)1; AGLK

36/88(2006.01)1; A61K 31/352(2006.01)1i; A61lK 35/644(2015.01)1

FI: A61K36/31; A61K36/88; A61K36/82; A61K35/644; A61P27/02; A61P3/02;
A61P3/00; A61P11/00; A61K31/352

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

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)
AG61P3/00; A61P3/02; A61P11/00; A61P27/02; A61K36/31; A61K36/82;
A61K36/88; A61K31/352; A61K35/644

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

Published examined utility model applications of Japan 1922-1996
Published unexamined utility model applications of Japan 1971-2020
Registered utility model specifications of Japan 1996-2020
Published registered utility model applications of Japan 1994-2020

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
JSTP1lus/JMEDP1us/JST7580 (JDreamIII); Caplus/MEDLINE/EMBASE/BIOSIS/WPIDS
(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 2009-155333 A (TSUJIDO CHEMICAL CORP.) 1-3, 6-14
16.07.2009 (2009-07-16) examples 1, 2, paragraph
[0024]
Y HABBU, PV. et al., “Adaptogenic and in vitro 1-3, 6-14

antioxidant activity of flavanoids and other
fractions of Argyreia speciosa (Burm. f) Boj. in
acute and chronic stress paradigms in rodents.”,
Indian Journal of Experimental Biology, 2010,
vol.48, pp. 53-60 abstract, page 54, right column,
lines 7-15, page 57, left column, lines 12-20,
fig. 2

Y BILYK, A. et al., "“Distribution of Quercetin and 1-3, 6-14
Kaempferol in Lettuce, Kale, Chive, Garlic, Chive,
Leek, Horseradish, Red Radish, and Red Cabbage
Tissues.”, J. Agric. Food Chem., 1985, vol. 33,
Pp. 226-228 table 3

& 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 underlying the invention
“B” 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
citeq to establish the _ppblication 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
“0”  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
08 May 2020 (08.05.2020) 19 May 2020 (19.05.2020)
Name and mailing address of the ISA/ Authorized officer

Japan Patent Office
3-4-3, Kasumigaseki, Chiyoda-ku,
Tokyo 100-8915, Japan Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)
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C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

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

P, X WO 2019/043846 Al (OTSUKA PHARMACEUTICAL CO., 1-3, 6-14
LTD.) 07.03.2019 (2019-03-07) claims, paragraph
[0003], examples

P, X WO 2019/044964 A1l (OTSUKA PHARMACEUTICAL CO., 1-3, 6-14
LTD.) 07.03.2019 (2019-03-07) claims, paragraph
[0003], examples

A CN 102138998 A (DRUG & INSTRUMENT INSPECTION 1-3, 6-14

INSTITUTE, MINISTER OF HEALTH, P. L.A. THE GENERAL
LOGISTICS DEPARTMENT) 03.08.2011 (2011-08-03)
examples 1-4, tables 1-3

Form PCT/ISA/210 (continuation of second sheet) (January 2015)
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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.:

because they relate to subject matter not required to be searched by this Authority, namely:

2. |:| 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:
See extra sheet

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 additional fees, this Authority did not invite payment of
additional fees.

3. |:| 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. & 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.: Parts with respect to
“horseradish” in the invention relating to an T“exercise efficiency
improvement composition” described in claim 1 and claims 2, 3, and 6-14
dependent on claim 1

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

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

Form PCT/ISA/210 (continuation of first sheet (2)) (January 2015)
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Information on patent family members PCT/JP2020/007858
Patent Documents Publication Patent Family Publication
referred in the Date Date
Report
JP 2009-155333 A 16 Jul. 2009 (Family: none)
WO 2019/043846 Al 07 Mar. 2019 TW 201912154 A
WO 2019/044964 Al 07 Mar. 2019 TW 201912154 A
CN 102138998 A 03 Aug. 2011 (Family: none)

Form PCT/ISA/210 (patent family annex) (January 2015)
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<Continuation of Box No. III>

Document 1: JP 2009-155333 A (TSUJIDO CHEMICAL CORP.) 16.07.2009 (2009-07-16)
examples 1, 2, paragraph [0024] (Family: none)

Document 2: CN 102138998 A (DRUG & INSTRUMENT INSPECTION INSTITUTE, MINISTER
OF HEALTH, P. L. A. THE GENERAL LOGISTICS DEPARTMENT) 03.08.2011 (2011-08-03)
examples 1-4, tables 1-3 (Family: none)

Document 3: HABBU PV. et al., “Adaptogenic and in vitro antioxidant activity
of flavanoids and other fractions of Argyreia speciosa (Burm. f) Boj. in
acute and chronic stress paradigms in rodents.”, Indian Journal of
Experimental Biology, 2010, vol.48, pp. 53-60

(1) Invention in claims classified as “main invention”

A. Determination of the ™main invention” on the basis of the special
technical feature

Claim 1 sets forth the invention relating to an “exercise efficiency
improvement composition” including extract or processed products of seven
types of plants such as horseradish.

Meanwhile, document 1 indicates that: stem extract of Sawa-wasabi
(Japanese horseradish) was dissolved in pure water and fed to a mouse orally,
the mouse was put in a water bath, and thus the time taken until the mouse
was immobilized was longer than a control group (example 1); the extract was
fed to a wvolunteer orally, the volunteer was exercising on a bicycle
ergometer, and thus the increase rate of the lactic acid wvalue in the blood
was lower than a placebo group (example 2); and using horseradish as a raw
material also showed the same results (paragraph [0024]). Here, that the time
taken until the mouse was immobilized in the water bath was prolonged or the
increase rate of the urine acid value in the blood after exercising was lower
corresponds to “exercise efficiency improvement” and “endurance improvement.”

Thus, the invention relating to “horseradish” which is the first option
in the invention relating to an “exercise efficiency improvement composition”
including extract or processed products of seven types of plants set forth in
claim 1 lacks novelty in light of document 1, and thus does not have a
special technical feature.

Parts with respect to “horseradish” in the invention in claim 2
referring to claim 1 lack novelty in light of document 1, and thus do not
have a special technical feature.

Therefore, the parts with respect to an exercise efficiency improvement
composition including extract or processed products of “horseradish” in the
invention in c¢laims 1 and 2, which have been evaluated with respect to
whether or not a special technical feature is present, are classified as the
“main invention.”

B. Determination of unity of independent claims and dependent claims

The parts with respect to an ‘“exercise efficiency improvement
composition” including extract or processed products of “horseradish” in the
invention in claims 3 and 6-14 dependent on claim 1 are classified as a “main
invention.”

Form PCT/ISA/210 (extra sheet) (January 2015)
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C. Determination of invention substantially identical or equivalent thereto

The parts with respect to six types of plants other than “horseradish”
in the invention in claims 1-3 and 8-14 are not associated with any of: an
invention differing from the invention classified as the “main invention”
only in terms of how the invention is described, the invention being obtained
by adding well-known or common features to the invention classified as the
“main invention”, deleting features therefrom, or converting features of the
invention classified as the "™main invention”, and which does not exhibit a
novel effect; and an invention in which the difference with the invention
classified as the ™main invention” is “a design modification resulting from
the specific application of a technique”, or “optimization or an increase in
the appropriateness of a numerical range,” wherein it can be easily
determined that this difference does not result in a beneficial effect in
comparison to cited inventions, and thus are not classified as the “main
invention.”

(In addition, by paragraph [0003] of the present description, it will
be wunderstood that there 1is a common feature in that all compositions
including extract or processed products of seven types of plants set forth in
claims 1 and 2 are exercise efficiency improvement (or endurance improvement)
compositions derived from plants containing kaempferol.

However, document 2 indicates that extract derived from Hovenia dulcis
containing 0.5-1% of kaempferol is administered by gavage to rats, and as a
result, energy storage reduction after running, accumulation of metabolites,
radical excess, etc. are improved, and the extract improves a survival of rat
cardiomyocytes cultured in the anaerobic conditions and oxygen deficiency in
rats under low oxygen are improved (corresponding to “exercise efficiency
improvement” or “endurance improvement”) (examples 1-4, tables 1-3), and
document 3 indicates that swimming time is prolonged in mice orally
administered with kaempferol derived from argyreia nervosa (corresponding to
“exercise efficiency improvement” or “endurance improvement”) (abstract, page
54, right column, lines 7-15, page 57, left column, lines 12-16, fig. 2).

Therefore, the exercise efficiency improvement (or endurance
improvement) composition including extract or processed products of plants
containing kaempferol 1is known before the priority date of the present
application, and thus compositions including extract or processed products of
seven types of plants set forth in claims 1 and 2 do not have any technical
feature to make a contribution over the prior art. For this reason, these
seven inventions do not comply with the requirement of unity of invention.)
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In addition, claims 4 and 6-14 set forth the invention relating to a
“fatigue alleviation composition” including extract or processed products of
seven types of plants, and claims 5-14 set forth the invention relating to a
“dynamic vision improvement composition” including extract or processed
products of seven types of plants, all of which are not associated with any
of: an invention differing from the invention classified as the “main
invention” only in terms of how the invention is described, the invention
being obtained by adding well-known or common features to the invention
classified as the “main invention”, deleting features therefrom, or
converting features of the invention classified as the “main invention”, and
which does not exhibit a novel effect; and an invention 1in which the
difference with the invention classified as the “main invention” is “a design
modification resulting from the specific application of a technique”, or
“optimization or an increase in the appropriateness of a numerical range,”
wherein it can be easily determined that this difference does not result in a
beneficial effect in comparison to cited inventions, and thus are not
classified as the “main invention.”

(2) “Number of inventions” included in the claims

The present application can be said to include a total of 21
inventions, the seven inventions relating to an “exercise efficiency
improvement composition” including extract or processed products of seven
types of plants set forth in c¢laims 1-3 and 6-14, the seven inventions
relating to a “fatigue alleviation composition” including extract or
processed products of seven types of plants set forth in claims 4 and 6-14,
and the seven inventions relating to a “dynamic vision improvement
composition” including extract or processed products of seven types of plants
set forth in claims 5-14.
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