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AA Simultaneous addition of non-heated product or heat-treated product of whey
peptide (final concentration 5 mg/mL) and LPS (final concentration 100 ng/mL)

BB NO2_ production amount (N02- production amount when production amount in

distilled water-added group is defined as 100)
CC Distilled water
DD Whey peptide non-heated product
EE Whey peptide heat-treated product
FF LPS added
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AVDLE. AV ILIE. TRV ULIE. TVEZULIR, EEIE. W
FRiR. THERIR. GEERIR. BRMRIE (BFERIE. V7T VBR. <L 1 VBRI, Y
aDBIE. AR, ONJBIRE. IR, TOES VR
. IBERIE. ZRBMIE. E7 ) VBB NVEVIIRVERE. M)A
HBRIRE) SAEIFOND D, ThHICREI AW,

ENEMIMENR TF RBAEYICE FNABRRIRTF KX T DIEDOE,
ENEMIMENR TF RBMEBYIORBBEFICS CTERY., BIREI AW,
Bz, BEYHERTF RBRLEBYMHDT ) v VR (Bx) HYDERIRY
RTFRRIEZDIEOMBEIX, FFLIE20000mug 1009 Bx
MUE, 25000ug 100g/BxBlE, 30000ug  100g .
BxME LUHFFLIE35000ug 1009/ BxUETHD, X
To. YEMBEIL, HFL<IEF10000mg// 100g./BxUTF, 500
Omg 1009 /BxETF, 2000mg 1009/ BxElUTF. LYK
FLLIE1T000mMmg 1009/ " BxUTTHD, HEMITIZ, KFEBERIC
BT 2EEMMENRTF RBUBYICEFTNIZBRBRIRTF NI ZDEOHE
Bk, FFELLIFEF20000ug 1009 Bx~1T0000mg . 10
Og /Bx. dUFFLKIEF30000ug 1009 Bx~5000m
g/ 1009/ Bx, TLiIckYFxELLIF35000ug 100g.B
x~1000mg  100g, / BxTHhHs,

BRIRVRTF RPEBEORETHBHBEIE. EREE (7Y —&K) IT#BELLL
TLRZEEZEHTZIHEDET B,

ARERICH T 2HBEYMHERTF FRULEBY OIFELERE LT, EFRT
F RBULIBPR ORI ARTF RBULEBYLFIRTE S, UTF. ThH0oHR
MIBMICH T DBRIRIARTF RICDOWTEFHRT 5,

3—1. RERTF RENIBY)

BRI ERDKRKE (B4 : Glycine max) FRECEMAEDEIRLSBWDS
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[0030]

[0031]

[0032]

ZENTE, MBRBLEDNIREBOEDEAVEIEHTES, KAEH
DI VINJEIER, WIBZHDBEEDNTWSE, KEY VAV EIR, RE
BVIRDEDEDITKRBESY VIR0 EREZ GV, Kiatsy iy
BERETDRINBRMVEATIZRLS, BEICHLCTITXIELW, KBk v
NWOEERET DRILIENTWVEGEE. TVRY b (One-Pot) RIGT., & YH
BICRRIRTF REBREILEA T D2RERTF FRUEPEHET S
ENTED,

ARERICHITDRERTF FRLEBYIZ, RROKRESY /373 (K
ERTFR) KREFNTVWARD >RRIRTF R THBCyclo(Ala-Gln)
. Cyclo(Ala-Ala). Cyclo(Ser-Tyr). Cyclo(Gly-Trp). Cyclo(Val-Val). Cyc
Lo(Trp-Tyr). Cyclo(Leu-Trp) & 7UCyclo(Phe-Phe) DWWFNHhh—LLEAB x %
FYDEENMT1Oug, 1009 " BxUUETEET S,

T, REBICEITD2RERTF NELEYIE, Cyclo(Ala-Gln), Cyclo(H
is=Pro). Cyclo(Ala-Ala). Cyclo(Gly-Pro). Cyclo(Ser-Tyr). Cyclo(Pro-Th
r). Cyclo(His-Phe). Cyclo(Ala-Pro). Cyclo(Phe-Ser). Cyclo(Gly-Leu), C
yclo(Gly-Phe). Cyclo(Gly-Trp). Cyclo(Asp-Phe). Cyclo(Val-Pro). Cyclo(
Pro-Tyr). Cyclo(Met-Pro). Cyclo(Val-Val). Cyclo(Leu-Pro). Cyclo(Trp-T
yr). Cyclo(Phe-Pro), Cyclo(Leu-Trp), Cyclo(Leu-Phe), Cyclo(Leu-Leu) %
UCyclo(Phe-Phe) #FNFNO0. Tppm  Bx (10ug  100g./B
x) LEDBETEET 2, HELLRLBORRIRTFREAETNREO

S5ppm/ BxBE LYFFLLLIEO. 7ppm/ BxBE ILHICH
L0, 9ppm/ BxBE BHIZHFZELLIET., Oppm,/ BxBLE
CEICFFELLIT. 2ppm / BxULEDBETESETZARERTF K&
MIBMITH D, X 5IZ. Cyclo(Leu-Leu), Cyclo(Leu-Phe), Cyclo(Ser-Tyr)
K UCyclo(Pro-Thr) &, ZhEhO0. Tppm Bx (10ug 100g¢g
/Bx) BlE #FE L0, 2ppm/ BxBE KUHFELLIEO. 3
Ppm/ BxUEDRETEEIRDLIENTES,

CORERTF RELEY (R, REXBZOMRYEERELTHEDL
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[0033]

[0034]

N2E0BY)) 1Z. BEHRENSEVRRKIRTIF RE LTMLNTWSCyclo(Leu
—Pro). Cyclo(Phe-Pro) R UCyclo(Leu-Trp) # 2B Y 2ICEEH LY. TDHE
IRAMER S TWB, B UREDCyclo(Leu-Pro) & UCyclo(Phe-Pro) 2 28

THKBREZFAH L LBEICE., BOUWEWLREON I ENE, HETS

ORRY RTF RO RZHERXO KD D HEINK X IFHEFEMICCyclo(Leu-Pro)

. K UCyclo(Phe-Pro) RUCyclo(Leu-Trp) DEKZFEM L TWBHEEZI LN

%, 5. Cyclo(Leu-Leu) &Cyclo(Leu-Phe) DEE (A) ICWT BELRAEAE

T BHBIRIRTF RCyclo(Leu-Pro). Cyclo(Phe-Pro) & Cyclo(Leu-Trp) D

#HwE (B) o1& [ (B) / (A) 1A% 1. OLF (F&xLLIF0. 8L

T FYUFFLLIFO0. LT, FITHFHELLLIZO., BUUTF) &adRENR

TF RBNEBYIE, BEHRAEZIERINCRBRIRTF NEFHUEY T

HY., BOBALITBETH D,

ARERICHITDRERTF FRLEBYHRDB x H2Y ORIKRIRTF FX
X ZFDEOMBEIF, IFFL<IF20000ug 1009/ BxklE, 25
O0Oug  100g./BxkllE, 30000ug 1009/ BxPE,
SYUIFFLLKIE35000ug 1009/ BxUULETHD, £/, HEHB
=i, FFELLIX10000mg  100g ./ BxETF, 5000mg /1
00g / BxETF, 2000mg " 100g/ BxETF., FUHFELIET
O00mg100g / BxLUTTHs, HEWICIE., AEBICBITHIKRE
RTF RBNIBYHDB x H72Y ORRIRTF RXIZEZDBOMEIF. #F
FLLIE20000mug 100g/ Bx~10000mg 100g./B
X, FYFFLLLIF30000uwg 1009/ Bx~5000mg.“ 10
Og./Bx, ILHICLYFHELLIF3I5000ug 1009 Bx~10
O0Omg 1009,/ BxThs,

AFEBICHITDRERTF RBNEBYIL, F&EICIECyclo(Leu-Leu). Cyclo
(Leu-Phe). Cyclo(Ser-Tyr) R TUCyclo(Pro-Thr) Z ZREICEE T %, BHEMH
ISl RERTF FRLEYPHOTRIRIRTF REEITH LT, Cyclo(Leu-L
eu) N8 %L E (EEEHH#%) . Cyclo(Leu-Phe) Hi*8 % LA L. Cyclo(Ser-Tyr) At
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6 %L LERDZBIBYTH D, KERTF RBANEYICEWT, Inbd
REIRENENO. Tppm Bx (10ug  100g/Bx) . HFZFL
<IF5. Oppm/ BxBE, FYHFHELLLIF6. Oppm BxBlE, X
S5IC&YFFELLIE7. Oppm,/ BxMUETHSB, 1T, Cyclo(Leu-Leu)
K UCyclo(Leu-Phe) DEHEEIL. 10. Oppm/ BxEE, #HFFLLIFT
2. Oppm/BxUETHBZZENTFELW, INOHDLERIFFFICRE X
nianwh, FFEFLLIF500ppm, BxUF, 400ppm,/BxETF,

FYFFELLIE350ppm/ BxETF, IHIKHFELLIE300ppm/S
BxUTREETH S,

[0035] 3 —2., IRIARFF REGIEY]

RIARTFROERHE, FICREI QWA A, HESY VIV E
THBWPC (KR4 - 7AFa4>y-aAvtEVhL—bF) ( WP (RIA
- JAFAY - TAVYL—R) ENBIFOLND, RITARTFRIEE, chbd
DHFI VNNV EEBRETHBRLEEDEWVD, DBRERELHDIHDMHR
EMMEWE, ARIEL QY BBEORELSRER (HB) THHEWHE
B%87T 2%, —5H. PRENSVEABBEORENEHICAZH, FIK - K%
RASIENNT B2 & WO BEEEET %,

[0036] HRIARTFRRBUEBWIRIARTF REFENBLEXIEEESEL
B &ICLYBONED, HEUBICLYZEORRIRTF KXIZE
DENRIARTF RBELEBYORICEEFND L DICARSB, BB, RNFEEIC
BWTRIARTF RBNEYIE, ZOFEO—D2E LTRBRIRTFRX
TZDEREEET 5,

[0037] ZF7=. AFEBICBIFEHRIARTF NRNIEYIZ, Cyclo(Arg-Leu). Cyclo
(Leu-Lys), Cyclo(Ala-Leu), Cyclo(Glu-Pro). Cyclo(Ile-Pro), Cyclo(Val-

Phe). Cyclo(Asp-Glu). Cyclo(Thr-Lys). Cyclo(Lys-Lys). Cyclo(Lys—Phe)
. BUCyclo(Thr-Tyr)=F#nFNnO0. Tppm,/Bx (10ug, 100g
/Bx) ORETEET S, ELLRLEORRIYRTF KXIEZEDED
TNEh%z0. S5ppm/ BxBLE FYHFFLIFO., 7ppm BxE
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[0038]

[0039]

[0040]

[0041]

. IHIRFFEFLLCIFO. 9ppm/ BxBE FIIFFEFLLIET. Opp
m/BxBE FHICHFFELLIET. 2ppm/ BxUELDBETESET 5K
TARTF RBUENTH S,

ARERICBITDRIARTF FRUEYFRDB xHeY ORKRIRTF R
XiFFDEBEOHEIE, FEL<IE20000ug 100g./BxlE 2
5000ug/ 100g/BxklE, 30000ug 100g /BxilE
FYUBFEFELLIF35000ug 1009 BxUETHD, £, HE
MElE, BEL<IE10000mg 100g/BxF, 5000mg ./
100g,/BxUTF, 2000mg, 100g ./ BxUTF. LYBFFLLIZ
1000mg 1009/ BxLUTTHD, HEKICIE., RNEBICHITDR
TARTF RBLEBYHDB xH2Y ODBRIRIRTF RXIFEDIEDHBEIZ
CFFELLIF20000ug 1009,/ Bx~10000mg.~ 100g
/Bx, YHFLKIFEF30000ug 1009/ Bx~5000mg ./
100g./Bx, ESHICLYHFHFLLLIE35000ug 100g,//Bx~
1000mg " 100g./BxThs,

AFBICBITDRIARTF RBAWIEYIL, F@EICIECyclo(Arg-Leu), Cyc
lo(Leu-Lys). Cyclo(Ala-Leu). Cyclo(Glu-Pro). Cyclo(Ile-Pro). Cyclo(Va
l-Phe). Cyclo(Asp-Glu). Cyclo(Thr-Lys) Z@REICERY %5, KRIART
F RBUMEBWICEWT, THS5DRBRERENEFNO. 1Tppm/ /Bx (10
wg/ 1009/ Bx) BAE, #FFL<IE5. Oppm/ BxElE &YHF
FLLIF6. Oppm/ BxBE ISHICLYBFFELLIFEF7. Oppm /B
xPETHD, INSOLERIBFICREINGWVWA, FELLIE500pp
m/BxETF, 400ppm/ BxETF, FYPFFELLIF350ppm, B
XPF, ISIRTFELLIE300ppm/ BxUTRETHD,

4. R4 e 8 % By A E A

AFEPO—REERIZ., BIBENERTF FRLBYEZEURSPELTEET S

. ERERBTHERSITH D,

ARERAOHERDICE T IEMEMPERTF NBNEBNOEEER. TOHS
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[0042]

[0043]

R, BERELEEZERB L. ARPOFFEOMIRNMEOND L DBRETH
NiZL <. BICREINDEDTIEAL, FIAIE SEYHERTF RENIE
MOEBEIX. AFKBOHEKRYMOLEEICHLTO. 10EE%LU L. 7
L<IZ0. 20EE®LU L. SUIFELLIZ0. 40EERULTHD, &
fo. BEMIMERTF RBABYIOESERIE. ARBOEKRMOLERICH L
TE50EEWRUT. FELLIE10EERUT. LYFFELLLIEE. OEE
BUTTHD, BERICIE. EMEDERTF RBUEBYIOEEEIZ. AFH
OHRYOLEEICRHLTO. 10EE%~50FEE%. IFFL<IX0. 2
OEE%~10EE%. LYIFFLLIX0. 4EE%~5. OEE%TH?
o M. FICETY DRWVWERY . ABBIZICEVWTRWS TEE%] &, EE/
52 (w/w) 28T %,

4—1. EAX A= L

BUCIE AR R OERMEO—D & LTI /07 PHEAEEL.
BISEBAIOBREEEPHRIRTHEEREICL Y, MRORERHEEE > TW
5, 2OIo07)) PR, e QRBICKYEEEINS & REEY
A MRy, —BIEER. EEBREORERTEHRE L. KRICEET S
HRMBROREEERY 5, T LT, #RMEORKEICLY. BME KE
REE. PIYNAI—IR. N—F Y VIERE. HEREARBILESO
HRMEEBORENMEEIND, #>T. I/07Y 7HEOEEEY. I
o007 THENSDIESEY A Mh A P —BILER. EUHBRRSO®RME
EFOREAIETENIE, HEMEOXELINETE, TO/KR. RAE
 BEKEE. TILYN TR, N—F UV VEERE. HEBRERIREL
EFOHRMERBOFHURNFFEEIND,

4—2, thDORD
AFEEAOBRMERE FRAAMERMIZ. TOREBICIE U T, EMEMERTF
REALIBYMOMIC, ERORMF,. EEAVOLNIERDORDZ2EIT S
ENTED, INSORMEIRY/ XIEMHDHE LTIE, EYIVE, E
SIVCEHEDES IV IRJIVE. REND. ERAEOEERTEENRD

/
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[0044]

[0045]

[0046]

O, HEMBICEWTEESINSEER. BEaF. HLF. BRILE (Fik
b&)) . BEF. AEEF. BEF. ZEMLF. MERLE. FEF. BE
B, XIZO—F 1 VIJTHEREITFOSNDN, TNSICREIND LD TIEA

W,
4—3. A&

ARBOMRMERBTHRMARYIE. FIROEEMER TF REINLEY %
BYXKDE LTEBIESLIET. 2707 Y 7HENAOORESEYA N
1V, —BIEER FEBRFORERTORE. I, —BEEROKH
EEIT I ENTED, ThiCkY. RO KEDIMFSh R
REIND, #oC. ARPAOEBRNEEINT 2T & T, #RMEROKENE
[EEICERY &R, AIZE. BRNE. PLYNT—K/. N—F VY UE
17, BIEXAE HEBEEARBLEREOHBREEREOFHURERTD
ZENTES,

AFEBFOHRMERBFHAMERMIE. FI2 X BMEMERTF RBLEY)
EEFYT LRI, AMEICKL YAR. o8F. ALE. BEF. 2EF. B
&, BEeF. RER. XITBERFFZMA T, [FOFEICK> T, &#!
. FERLEL. BXEL. MRF. XIHFEILFFOBEEEC. BFRE. BEF
 RIFAFEORFIFICHEUL T D2 ENTED, ThODHERMIEEDE
FKEFEHICIRABIZZENTEDS, T, BHICERETDHIENHRDLE
B8 (BIAIE. MERTECEAIAE) ICARE. Al EXRORMBE L
TRWSZENTES,

AFERIFZ. Bl LT FIOMETRETZIENTESZN, AFEICE
EINDEDTIFRV, BEFEZOZFHEMME LT, IIWIFLEZFES
CHBEME LTIRBETZIEHTES, —flE LT EXFORBETIRET
2IENTEZN, AMEBICREIND EDTIERWL, ARBOMERME L
T, EEERY. RERERY. SREMRY. SRRHERY. b RERY
ENBIFONEZD. TNOHICREINGL, BREKRMDIREN TV &
LT, #EEMRR. REMBRS. RERERS. FIARER. FEFRRE
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[0047]

[0048]

[0049]

[0050]

ARM. REFPER. BEREIAEM. BERERR. TV AV M BRR
MEIELZEF 5N B,
AEBOHBRERETHRERYIZ. AENAR (BEEAR) XITIEBHE
AR GEERAR) OWITHICEERTSZIENTES, BANICIE. EX
EEMARBRMEMEREE L TOEBAEITFON, T BFELEZ

NOICEI QWA HRMES TR, SRAMETFAIR. FILYNAT—
WEHR. N—F 2V VERBETHUR. BEKBETHDR. HEMENE
RISRFELIE F PR E % AR IS BEREYICER K T 24 & L TOFERD
Bifbhs,

AFERIZ, BIORETIE. HREERBOFHICET SMEORTENLE
BIECHIRMER BT AMEKDICET 2, ZO& D BRREISBEERRITH
IKREI NAWD, IR, THRMERELFTS] . [HRERBEOR
EVRAV%&TIF5] . RMEZTFHATS] . RMEORE) RV ETS
1. PWINAT—mEFHTD] . [PILIYNAT—IRORE) RV
TR IR=FV Y UERBEEZTFHTS . [N—=F 2V VEEED
REYRIVETFS] . HERAFELZFHTS] . [HEKBEORE")
RVETF2] . THEREAIREBLEEFHT 2] . Xid THEMRIERIZR
BILEDORE) RV ZTIF5] GENETFOLNSE, KBEHEICSWT, H&
ROARUCBRERTOD L D ARniE, RPBHRICHINTEL WL, HEY
DBRBXIFEBEICHINTWVWTE &L,
AFEBOHRMEERE FTRHRERYIE. ZOMEBICH UBY A A TER
TEHIENTED, ERFZE LT FlAE. WA OB . 4B, &
WEICLDHFEDNZBETONDD, KRAOAEOYRIRIEINDIRY., £
DFFERFICREI NGV, ., RNBAMEEICHSWT MHEE &k B R
. XIIRAFOLEBKREETHEDELTHWLNS,
ARERAOMBERETFHRERYOBEREIR. TOBE B5HE EH
BRI ERKTHZDEBEXIZBEOFH., FE. ERICL > TERFSRE
Ih, —ETIRAVL, RFERICHITI2EMEMERTF NRUBYOEIE b
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[0051]

[0052]

[0053]

[0054]

BREE LT, —ETRABVW, iz, AE50k gDk hT—HHEE
U, FELIE500mglll, LYFHEFLLIFT1000mgllETHB,
/. BEIIFFEORSEHERNICEWVWT, 1 BRICBWTERLOXIEEEIC
DFTT>THELN, BEHEEARETH S, H. BIEYERTF RELE
oA E NMEERESIZ. £ MIBWTEMNRMRERT SFEYERTF R
BNIBYOEBRIEDZ & 2BEKT 5,
AFEPAOBRMEREFHAMERIOBERANRIE. FFELLIEENTHZD
UYL R PESOREHY. 41X 33, v FEORY Mg X
. YR Sy b BILEY M YILFOERMTH->THLL, Eb
DADOEERRICHET2HE. YOXTEFSEALYN20gICFLTI
BHhizY OERER. EXMHPOBEMRSOEEE. BRANREDKRE. &
B, HRRVFHFOREICLYERDH, BE. BIEMERTF RELE
MOBSEIE. FFELLIET100mg  kglllb, FYHFLLIE1000
mg ./ k gThs,

5. R4 ES 2D DENEYIENRTF REAIBY D
AFERAO—RERIG, FEYERTF FRLEYORREEREEZFHT 5
DHOFERTH %,

AEROBYHER T F FRLEBYOERICIE, HIZE BRE. 7Y
N =R, N—F VY VERE. BEREE. HEREARELCESEZT
Y 27-0bDFERPZENDD. INOHICREINDE DTV, Fie,
LEERIE. E NI EE NEMICB T 2ERTHY. BAEMERTH > T
EIBRBRMERTH-TH LW, TIT, [3EAEM] &, ERTA. A
5. BRICELDAEADUETREZZITLVERITH S,

6. MEUEREFHTDHE

AFBPO—ERKIT, HRERETFHELVEETIHRIC. BEDUERTF
FRUEMBMRD & L TRARENEBZRE T2 220, MRERS
EYY R EERETZEDTH D, M. MRMEERBTHZLEET N
KReElF, AEBOMEMRE T AEXMOMGIRENKREBDKRTH 2,
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[0055]

[0056]

[0057]

[0058]

[0059]

[0060]

Fro., RPMERICBVWTHEEMNE S IE. AFEBFOFENESRTF K&
MIEHY A FEFRICERMIEALBEIC. BERLTVWAVRRELE®K LT,
BRUEKBEFHTEDZIEDI ETHD, EFRNLEBMESL LTIE. BEBE
. ¥B5FE ERENRURROERH, A5, ERFICL > TERBRES
—E TIEAW,

AFEBPOFEICSVWTIE, AICABREMEE A LD, EMBEYERTF R
BANIBEYE T OFEFE. HIE, FEIESRTF RBEIEM A EE T D HEKRY
ELTHESLTH L,

AFRBPOFEICINE, BWEFRZE L2 &< HRRMEERZFHHT S
EDEREICAR D,

e

T, AEBAZRBEHICLY I SICFELCEHRBT SN, Thic& Y XHRHA
DEHEEZRET 2D TRV, HEEIZ, ARBOAEZEALE. Efh
LCHERT2IENTRETHY. ThHERFEBOBEICSEND,
EREFI1 : KEXRTF REILIBY OIFS
BYMERTF RELTARERTFREAW., BAFICTEESELELT
RERTF RBLEBEYERE L, BEMICIE., RERXRTFF (M zZa—
NAM, ARZELR#E) 3giC15m | OFEBKEMA, T—roL—T (
N —HIT#E) ICANT, 135C., 0. 31MPa, 3EHEEESEL
BamAil, k. &FlE LT BCRTFRE2AVWTEEREEIEA T
DIRWKERTF RIEMEBYE AR L 1=,

EHEBI2 - KT A RTF REILIBY) D EFS

BYMERTF RELTRIARTFREAV., REFPICTEESELEL
TRIARTF NBENBYA2ELE LTz, EFMICIK, RIS RTF KPeptige
n IF-3090 (7 —35 7 —X#H, FHHFE300~400) . TIPS FE4ODKR
TARTFR, RIZAEA U RTF RCU500A (FkZEE, T FE37
5) 3giC30m | DEBKEMA, #— bV L—7 (FI—8IT#E) ICA
nT, 135C. 0. 31 MPa, 3FMEEEEENEEZMAL, £/, Lt
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[0061]

[0062]

[0063]

BHlE LT, BLRTFREZAVWTEEREREWEATHOAWVWRIARTFR
FEMBMPERE L2, M., I3 RVAICEBEHDOERIARTF RIEMBEY 3 &
VENIEY) 3 1ZR T4 R FF RPeptigen IF-30900FEDHEDTHY . RIT A
RTF RIEMESY) 5 R UERINIEY 5 IE T FELMODKRIA RTF REHED
HEDTHY., RIARTF RIEMBNP T ROBUWIBY T EHEA U RTF RC
U2500AEEEDH D TH 5,

EREBIS - o007 PHBAMNSEEXIN L IR (NO) OELSE
DFHl (KEXIFHRI A RTF RENIBY), RL P S FERRIN)

REXIERIARTF RBRLBYORMEZEET T, LPSRIEBV 23S
O7Y PHENSEEINS —BIEZROMEDREFTMLL, 967 T
TL—MCI10%FBSHMDMEMEE#ICT2, OX 1 05#If8 mL DR
BICAELABV23/07 ) 7THREZZED M1 00 L FOiEELE

o BRE2ARMBRBRICLPS (WRE100ng. /mL) ERMRIRTFR (
REBESmMmg. /mL) THERICHINLE, ILIC24BRICEELEZM
L, Griess7PytEAICLY—BEEROREME (NO,7) ZRIE
L7z (n=2), Griess7vytMlEd. Griess Reagent
System (Promega cat. #G2930¢E#MKME) #AWVWT
727

EREM1~4IIRT, ZROBER. M1 RURH2ICRTEY., RERT
FRBENBYE L PSZEFFICHAMT 22 & T, LPSRIBICERTSBYV
23707 7HENMNSDO—BEEZRORHY (NO,-) OEEN. RER
TF RBMBYMOBREMRFHICHHEINZ I ENBPLONER >, IBIC,

ERTF RBNBYIRIICE S, LPSRBICERALABYV 2305
TSNS D—BIEERORSEY (NO,-) OELMEIORER, KER
FRIEMEBP LR L TRV EBHLNER S,

Fre. M3RVEA4ICRTRY., RIARTF RBNEY & L P S %R

ICARMT352&T, LPSRBICERYTSBV23707) 7HlENSD—
BILEZRORHY (NO,7) OEED. RI A RTF FBEBYDRERE
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[0064]

[0065]

MICHIFI I ND &N LAE Aoz, — AT, RIARTF NIEmME &
L PSORESRINTIE. LPSHBICERYTZ2BV23Is/07Y) 7Hilgh s
D—ERILZEZRONRHEY (NO,~) OEEMFESIRIERD Shikh o1,
>T. REXRBKRIARTF RBMIEY A, L P SHIBICERT 2BV
23007 7HENMNSDO—BEERROEEZBREICHH TS5 2 ENHELH
o/ oY Fl
EEZX DR ArT et

AFERIE, EMBEYMERTF RBALENEZBEWHRS & L TEET 2 HRMEE
BFHRERMEZRETZ2EDTH S, > T AFERAIF. RBRE. HEK
PE. TILYNAT IR, S—F VY UERE. HEREERIREDES O
REEBFHOLOOF-LAFEREZRETEIEDTHSDLH. EELOFA
HEAE L,
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s5RIA1]

[553K1R2]

[553KIR3]

55 KIR4]

[E53KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

AR DEFH
EENERTF FRULEBEYEZBURD & LTEET 5. MM RE

F B AR A,

ENMBEYIENR T F RBLEYD, SEHERTF FOFERRELEY
THD. BREICEHOMRMERE T B AR,
SEREEREYHS. 100CHUENM 0. 101TMPallETODE
BERERETELNZEDOTHD. BERIE 1 XL 2 ICEEHOBRMER
5T B AR R,

EEMERTF KA, RERTFRXEKRIARTFRTHB, 5
KIE 1 ~30WTFhh—IHICEEHOHIRMERRE T AR,
RO XENGEIEREET 5. FRE1~40WTFhh—IHIC
SCE D IR MR R T B FRHE R,

2o07) PHENO—BEEZRODMBINEIEREZET 5. BK
IH1~50WIhh—IBICEEOHRMERR T B RERY.
207 THEOEHCIEIVEREZET 5. FRE1~60DWT
NN —IE I EDE DRI 28 F B AR AR D,
RIEDOFHWREET S, BFKE1~7DOVWTIN—IRICEKHD
FRAR MR R T B FR AR AR
RERBEDOFHUREET . HRE1~7OVWThM—IHICE
B D IR MR B T b5 FR AR R,
FIVINAT—HRDOFHHREET 5. BKRKE1~70OVWFhh—
IR IR B DO ERR MR B T B A R

NR=F VY VERBEOFHMREET S, BERE1~700WThhH
—IH ICECE D IR MR 2B T 5 FR A A D,
BEREARBEEEOFHMIREET S, BFRE1~70VWTFhh
—IH ICECE D IR MR 2B T 5 FR A A D,
HRMEEBOFHICE T 2MEEORTEM L, BFRET1~120
WIhA—IHICREROHFMERE T RAMERY TH > T,



WO 2017/119476 24 PCT/JP2017/000244

[55K1R14]
E5RIR15]

BEEDRTD, [HEERBORE) X2 TF51 . [EBNED
FREVRAVETFS]1 . [ PIWINAT—RORE) AV &TIF5]

[IR—F VY VERBEOREY A7 ETF5] . [HEKAEDRE
EYRTETHS] . RO IHEREARBICEORE) X7 2T
2] DORBBENSBRINDEDTH S, RicHBMRETHAE
B4,
HRERBETHT 200, BEDERTF FRUBYORERA,
EEMMAR T F RBWBY BV & L TEEAT 5. RS
¥R 5H%



1/3

WO 2017/119476 PCT/JP2017/000244

[Ed1]

120

100

co
o

In
o

BEDNO,~EEE)
o
o

NO, EXEE
(ZEBAGENBEDOEEEL100ELT-

LPSF#m



2/3

WO 2017/119476 PCT/JP2017/000244

[E42]

o

1]

5 100

S
o i 80
-I\-I-IIHIHM
#HT 6o
| MON
oSz
> e 40

=40

e

% 2

B

I

= 0

LPSEsn



3/3

WO 2017/119476 PCT/JP2017/000244

[E43]

iyl

IR AT F RIS R (3 BTRY) (BB B 1mg /ml)

120

100

30

60

NO, EXE
GEBKEMBROEEEF100&LT-15

40

BDONO, ELEE)

20

(4]
RTARTFRIEN

120

100

cQ
o

(=]
o

NO, " E4EE

FREKFENHOEERE100&LIZE
BONO,~FEEEE)

s
o

N
o

o




INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP2017/000244
A. CLASSIFICATION OF SUBJECT MATTER
See extra sheet.
According to International Patent Classification (IPC) or to both national classification and [PC
B. FIELDS SEARCHED
Minimum documentation searched (classification system followed by classification symbols)
A61K38/00, A231L33/18, A23L33/185, A23L33/19, A61K35/20, RA61K36/48,
A61P21/00, A61P25/00, A61P25/16, RA61P25/18, A6lP25/28, A61P29/00,
A61P43/00

1922-1996
1971-2017

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

1996-2017
1994-2017

JSTPlus/JMEDPlus/JST7580 (JDreamIII),
BIOSIS (STN), PubMed, CiNii,

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

CAplus/REGISTRY/MEDLINE/EMBASE/

Ichushi WEB

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X JP 2012-517998 A (Suntory Holdings Ltd.), 1-3,5-15
Y 09 August 2012 (09.08.2012), 1-15

claims 1, 2; paragraphs [0002], [001l6], [0021],
[0025], [0027]; examples 2 to 4

& WO 2011/077760 Al

claims 1, 2; paragraphs [0002], [0015], [0020],
[0024], [0026]; examples 2 to 4

& US 2012/0283178 Al & GB 2488500 A

& SG 178213 A & AU 2010334164 A

& CN 102665717 A & TW 201136589 A

& KR 10-2012-0121886 A & Nz 600755 A

& HK 1174255 A

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

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

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
06 February 2017 (06.02.17)

Date of mailing of the international search report
14 February 2017 (14.02.17)

Name and mailing address of the ISA/
Japan Patent Office
3-4-3,Kasumigaseki,Chiyoda-ku,
Tokyo 100-8915, Japan

Authorized officer

Telephone No.

Form PCT/ISA/210 (second sheet) (January 2015)




INTERNATIONAL SEARCH REPORT International application No.

PCT/JP2017/000244

C (Continuation).

DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

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

Relevant to claim No.

Y

TSURUOKA N, et al., A DKP cyclo(L-Phe-L-Phe)
found in chicken essence is a dual inhibitor of
the serotonin transporter and
acetylcholinesterase, PLOS ONE, 2012.11.28,

Vol.7. No.11l, 50824, doi: 10.1371/journal.pone.

0050824, ISSN 1932-6203, particularly, page 1,
'Abstract'’

WO 2014/200000 A1l (Suntory Holdings Ltd.),
18 December 2014 (18.12.2014),

paragraphs [0076], [0078]; table 2

& US 2016/0106130 A

paragraphs [0122], [013¢]; table 2

& EP 3012264 A & CA 2914836 A

& AU 2014279129 A & CN 105307514 A

& KR 10-2016-0018722 A & TwW 201536194 A

BELLEZZA I, et al., Neuroinflammation and
endoplasmic reticulum stress are coregulated by
cyclo(His-Pro) to prevent LPS neurotoxicity,
The International Journal of Biochemistry &
Cell Biology, 2014.03.31, Vol.51, p.159-169,
ISSN 1357-2725, doi: 10.1016/j.biocel.2014.03.
023 particularly, page 159, right column, lines
2 to 14, Fig. 1

1-15

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




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2017/000244

Continuation of A. CLASSIFICATION OF SUBJECT MATTER
(International Patent Classification (IPC))

A61K38/00(2006.01)i, A23L33/18(2016.01)i, A23L33/185(2016.01)1,

A23L33/19(2016.01)i, A61K35/20(2006.01)i, A61K36/48(2006.01)1,

A61P21/00(2006.01)i, A61P25/00(2006.01)i, A61P25/16(2006.01)1,

A61P25/18(2006.01)i, A61P25/28(2006.01)i, A61P29/00(2006.01)1,
( )i

A61P43/00(2006.01

(AccordingtoInternational PatentClassification (IPC) ortobothnational
classification and IPC)

Form PCT/ISA/210 (extra sheet) (January 2015)



ERS A EHEES PCT/ JP2017./000244

A, FEROBTHHBEONE (ERETHE (1PC))
MmLCl Al t— U2

B. #H&EZITo7nW

A 21T o T2/ DIRE R (HER R0 (1 PC) )

Int.Cl.  A61K38/00, A23L33/18, A23L33/185, A23L33/19, A61K35/20, A61K36/48, A61P21/00, A61P25/00, A61P25/16,
A61P25/18, AB1P25/28, A61P29/00, AB1P43/00

B/NBE R OB B TR To - BFICEENns 60
HAREEAFEAH 1922—19964F
H AREAREAFEAR 1971—20174
H AR EE A 285N 1996—20174F
HAREBREEAFEAR 1994—20174F

EEFHE CHA LIZET T —F =R (F—F_X—ADO4F, HEICEH L7HE

JSTPlus/JMEDP1lus/JST7580 (JDreamIII), CAplus/REGISTRY/MEDLINE/EMBASE/BIOSIS (STN), PubMed, CiNii, [=H1E& WEB
(Ichushi WEB)

C. BET L L8050 53Tk

51 HSCHRD B9 %
N7 AY —% SIRSCHRY M OB OE TR BELIET D & &%, T OBES L EATOFR FHRIHDE 5

X JP 2012-517998 A (V> N U —hR—LF (7 A 1—3, 5—

2012.08.09, F=kmE 1, 2, % [0002], [0016], 15
[0021], [0025], [0027], FEhpl2—4

Y & WO 2011/077760 Al, claims 1, 2, [0002], [0015], [0020], [0024], | 1 —1 5
[0026], examples 2-4

& US 2012/0283178 Al & GB 2488500 A & SG 178213 A

& AU 2010334164 A & CN 102665717 A & TW 201136589 A

& KR 10-2012-0121886 A & NZ 600755 A & HK 1174255 A

W CHlOREIZLIEBAIEE STV 5, ™ ORF T R )BT AR R SR,
¥ BIAXEOAT I — D HOBRIATR S iz 30k
TA] FRIZBIEO & 5 CEN Gl <, —RMERKELZ 4 [TT) EENER SUIMBLARICARINEIMTH - T
Ho HEEE FET B EOTHRLS . BHOFREIIHER
E)] EREEEAaOBBEE b s, ERREREA OHFEDOI=DIZFI AT HHD
DABIZAR ENZHO [X] BCEED H 5 kT o T, MEE LA TR
[L | EAHEERICERZ R T 50U o SR 03817 OFFRMESOLESMERN I e EZ NS B0
AE LIRS EE LT 270D SI AT Y] BCEEDH L TH - T, Yzl e o 1 2L
Aok (BE AT FoxERE D, BEFICE > THRTHHHARIC
o] NERICL 28R, A, BTREICS kKT 5300 Lo THERERNEEZEZ NS LD
P EBREFEARIT, »OECEOTEOREGE L 2o HE (&) F—F 77 3 U —3CHk
EEALEEET Lz A E A HR S ORIE A
06. 02. 2017 _ 14. 02. 2017
ERSTREREOA R NH TR BHTHEE FEROHHMER) 4U | 4147
HARESRFT (1 SA ] P) EH BE
HWEESZ100—8915
R TAHXERE-"TH4& 3% EFHEES 03—-3581—-1101 H#HE 3439

BAPCT / I1SA 210 (HE2~—) (2015%#1A8)




ER A EpsHEEE S PCT/JP2017./000244

C (Bix) . BEd 5 R0 L5 3k

SRR D BES 5
KA — % SIASCG RUO—EOEFBEET 5 & &%, FOEET L ETORSR RO S
Y TSURUOKA N, et al., A DKP cyclo(L-Phe-L-Phe) found in chicken | 1 —1 5

essence is a dual inhibitor of the serotonin transporter and
acetylcholinesterase, PLOS ONE, 2012.11.28, Vol.7. No.l1l,
eb0824, doi: 10.1371/journal. pone. 0050824, ISSN 1932-6203
¥rlZ, %1 H TlAbstract]

Y WO 2014/200000 Al (Vo R U —FR—/LF 4 o 7 2k Eth) 1—15
2014.12.18, Bt% [0076], [0078], #2

& US 2016/0106130 A, [0122], [0136], TABLE 2

& EP 3012264 A & CA 2914836 A & AU 2014279129 A

& CN 105307514 A & KR 10-2016-0018722 A & TW 201536194 A

Y BELLEZZA 1, et al., Neuroinflammation and endoplasmic reticulum | 1 —1 5
stress are coregulated by cyclo(His—Pro) to prevent LPS
neurotoxicity, The International Journal of Biochemistry & Cell
Biology, 2014.03.31, Vol.51, p.159-169, ISSN 1357-2725, doi:
10. 1016/ j. biocel. 2014. 03. 023

Fric, #1656 9HAMH 2 — 1 417, Fig. 1

HAPCT / ISA 210 (HE2_—Y0k%) (2015%1H4°)




E A AR EEHERS PCT/ JP2017.000244

ORS8O 55E

A61K38/00(2006. 01) i, A231.33/18(2016.01)1, A231.33/185(2016.01)1, A231.33/19(2016.01)1,
A61K35/20(2006. 01) i, A61K36/48(2006.01)1, A61P21/00(2006.01)1i, A61P25/00(2006.01)1,
A61P25/16 (2006. 01) 1, A61P25/18(2006.01)1, A61P25/28(2006.01)1, A61P29/00(2006.01) 1,

A61P43/00(2006. 01) i

BAPCT ISA 210 (Hy~<—) (20154£148)




	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 - description
	Page 25 - claims
	Page 26 - claims
	Page 27 - drawings
	Page 28 - drawings
	Page 29 - drawings
	Page 30 - wo-search-report
	Page 31 - wo-search-report
	Page 32 - wo-search-report
	Page 33 - wo-search-report
	Page 34 - wo-search-report
	Page 35 - wo-search-report

