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A B INY T & 5 Komagataella phaffii BSY-0007 #kZF|H L CTAE I
T 44— (LLF TA2P 7 4 X —F¥ ] Lo ,) ZFEEL T DEEHRIND IO
T, GEHSIWE ERE R GRS 2 AWV T, R EEE AN 2 Fht L 7=,

A2P 7 ¢ X — T & 5K &3 5 RN W X HOIR K OV ik LAl o 2 FEEE Y &
D HERERINE K, BEOD 76 HEE 1kg H720 250 7 « F B0 iF ) H
iz (FTU) L &hTWwb,

BREETZESTIE, A2P 7 4 #—FIlz oW\ T, BEFHH 2 BRI D
ZRMICET 272 FEh L, YR ZEBRL-HZSICHRT 5 4%
MIZONWTIE, NOREFEEZEZR S BENIZRWEFML TV,

BRI O W TR, MEE2 H VW7o in vitro HIGRRERRBR KL VN~ v
2B E AT invivo /MERBN LS, WInbEETho, L
Mo T, A2P 7 4 Z — B ICEnmtEid v &k L7,

7> h® 90 HMHEAMEFMERER CTIX, &5ICER LeBEERT RITA LT,
NOAEL lifxEmHAETH D 1,000 mg/kg KE/H (7 4 #¥—F & LT 300,000
FTU/kg (AE/H) &MWL 7=,

AREBHRIM I EZ EN TV LIRTEWEEF L, £ ORI & OBEAF O FEAf I
AR M ORE - HEEZZET 2L, RO EHK S E LT
BRLIEGEOAN~OREFEZEITEH T ORELE X,

AEEHRINY) 2 W Te Xt G 8 W) O 2 2 R OVE R R O R0 6 HELEERM
B 200 FEAIEMEFE LG L THMA L, #HERMMETHEA SR TZLEITB N T,
BHIZXDEFITAONTRN- T,

btz Enn, BRMEEZESIER - SR SEEMRES L. AEEHRINY
I, ARSI E L ClEUNCERA SNDRY I VTR, BmE@E U TADOR
I B 52 DA ENITEE T2 BRELEE 2T,



. FiARAHEFNYOBE
1. A%
RN EA L TCVWDOIREBR D OEDIBRFAHORETH S, (1)

2. REDEME
JFk . Komagataella phattii BSY-0007 ¥k N AEpES 5 6-7 4 X —F
ARG 74 4 —E
RN 67 4 X —F
myo-inositol-hexakisphosphate 6-phosphohydrolase
2% 5 : EC 3.1.3.26
CAS #5 : 9001-89-2

3. RADHEHEREDHME
K. phaffiiBG10 k& 153 & L. Escherichia coli B #H kK appA2 &= 12
ERABANLT-BEFZ2E ETREKOREREER~NEAN LT 7 0 X — B AT
Z A& (K. phaffii BSY-0007 #k) ZH:#® L. 55RO E RS O bk
EHEOWMBREIT S 2%, BIANVABEIC L > TRMET D, (1, 3)

4. BEMESE
A BRI OFIL . R L OBk GFa—T 0 V7 RF KL —T ¢~
JHEIFD) BHY, LTORMEMESZ Mz TiET 5,
(1) ¥R EH
JFiARIZ, ZEEFEBRT N ULAEMAT%R, WEEHWT pH 2% L.
7 er— NV ROHERKEZRET 5,
(2) BriREdA
s FEa—T 0 v THRA
JFARIZ, NEW., aoT v T EMZ, BRET D,
- a—7 7 RA
JFARIZ, hNEREIN A, %, L7 V'Y Ve X7 L
Ta—7 470U, AR LEMZD,
(ZH 1)

5. MRFABRUVARME
SEAMEEEE I LT, ARERHRINY OB ~OHEERINEI1X. K. B L)
5 HAEE 1 kg 24720 250 7 4 F UL (FTU) 1& S TW5b,
(1)

V1 7 4 F ooy hEs (FTU) &3, 742 —B 07 4 F U2 3STCTHERT S
B2, ROSHIHAO 1512 1 pmol ® Y Uk % ik S B 5 MERICH YT 5,
4



6. ﬁﬁﬁﬁﬂ’]&lﬁﬁﬁﬁ#ﬂtiﬂ

T4 =B BWEIIESEND T T W 2% iR U CHEER Y s A R
?Léﬁ%??ﬁi@f”*‘ﬁfﬂbé T4 X —BOBRIEEIL. 74 TFUBDOA b —
NEBRIZHDH Y VBT AT FEE DMK THY [ 6-7 4 X —FEIXH 6 LI
3T 4 X —BIEE 3T H DY T AT IVEES B E RIS ﬁfﬁ“é’)

(ZH 1)

KB CIIEILENICHEET 2WMAEMNEET L 7 44 —Blcky, 7
AF BRI NDD, MEOHRBHMROEE ATIZT 4 4 —EDOIEMH
WHNWZ b, ST O7 4 FUBIZEEND U CORARITRNE I
TWa, Vo BEEE RET DO, BEY 2 HEHCRMT 52 LT
KIS ATHE ClE & 5 23, Rl R MKW = 3:75>f5 HFEP~DY PR E D £ < e
DEREAMOER LD, 22 C, fMEHFO U COFHRLZLET H720, fil
Brisnme LTo7 4 2—ERABINT,

BMEETZESIT., BHOKEGIZEB T 58BN O 8% 5 15E% o FHE R
W OB EFEOFREICE L, 2016 412 Schizosaccharomyces pombe
ASP595-1 ¥R EPET D 6-7 4 X —F |, 2018 4|2 Pichia pastoris P-132 k%
WAEFET H 2FFEDO 7 4 ¥ —F ., 2019 F1Z Aspergillus niger LU17257 £ )
HRFET DT 4 X — BRI E T HERHRINMIZON T, TEEHRINY & LTl
@Kﬁ%éhé@@ IBWT, BMEEBUTE FORBEICEELY 525 AR

RIIEHETELEADND] LML TWVWD, (2R 4~7)

.Ij‘? B AR E L TDOT7 4 2 —BDMEHIZ OV TIL, 1996 41T
A niger IR L THONTE 7 40 ¥ —EREEI L. £D%k, BIE (2023 4F
3H) £TIL., THEE 4B-AOT 4+ F—BOMEHBEDOLNTWD, £,
A EES & L TR, ®ERTEABE I TH RN, By s LT, A
niger DIFHEERNOHBOLND 7 4 Z—EREEIERMNME L TIE STV D

(ZH 8~11)

. WA TIE. 74X —Fix EU Z & e & E CHRUBHR Y XX i
W LTHEHIATWD, (1, 12)

A E DRI %G Td 5 K. phaffii BSY-0007 k& FIH L CAFESNTZ 7 4
Z—8 (LT TA2P 7 4 & —E8 ] EWwo,) iE. K, BEVD T 6 OfEHIT
MLUTHERIND (250 FTU/kg filkh), EJET@74§7 B HHN bb A~ Tl 24
PERENTEY, AoV y MITEIZB T 2 MBI X 5 KGN
Mgt ER TS (B 13, 14), Mwmm X, KEKR O EU CfEH A3
FOLNTWS (B 15),

2 myo-inositol 1,2,3,4,5,6-hexakis(dihydrogen phosphate) (CAS No. 83-86-3), %%
DIEMFE T2 GEND, MWL > TEFEERY VIRORTEYE,
5



4%, Huvepharma Japan 172> b EMAKEL ~, A2P 7 4 # —E & ik &
T HEEHRINY) DI EICHOWTHEN R IR Z LISk, etz 2rto
etk K OV E OB T D 3EE (IEFn 28 4RI 356 =) H 3 5KHE 1 HD
BT IS < EEHR N 0 B3SO 05 155 0 FLHE K OVER 43 O BLFS I ONZ 24 3% A
BN % & ot B4R 5 e —fx o & o ko L2 FE+ 5 2 Lico
TR R R BN O B N T ST,

B, AREERIIMOIEIRTH D A2P 7 4 X —TBIZHoW\WTIE, EisFHHi
ZEMEZHNTAEELTWD Z LD, BHOKESR NG, Sl O EHR Y
DR HEEICET 2E S (B 51 FEKESE 355) BIRFE 2D 2 OH
ENCHS X | Y BE T X FENRIY O %2 &M U CREI 523 72 S
L. 2022 6 AICEMEZEZERIL, TYE RSN 2 B L -5 & 10 H
KT DEEDIZHONTIL, NORFEZHEZR S BEIT 2V &M Lz & FHl
LT3, (= 16)

I Z2H%ICHRAIMEROHME

AFEMECIX, fEHRINMIEEHEER GRS 2K, A2P 7 4 ¥ —B &K
ET LRI ONT, JFIKRICET A F®R (0. 1. (1) (2) KOr2.)
M ORI O Z BT 5 ® (. 1. (3)., 3. kW4.) &, [F
FEANEKD & T D EEHRINY O & SR B D E 2 HFlz o) (5 2
11 H 13 B ARk} - fRMERMFHESRE) ICESTEIE L, FHEL 7=,

1. RARUVBEYMESE
(1) READEMRS (HBZYME) ICHATLHHER
AREEHRIM OFIRTH D A2P 7 ¢ X — ¥ 13, Bz Hili 25 H L T
EPESINTZBERTH D, 2022 F 6 HITRMLZEZARIT., BEFHBIWED
BAPOEERM E L TCHHINEGEORLEN LT ASDLEMEIZT DN
T, KOEBVFMHL TS, (B 16)
[ 7R 2 fi B Je CRBTFH N D % B HEFE M D Z 2 T ) (FRE 16 £ 5
N 6 HRigZEFERRE) ICHE DX HEZ LR, ML K EDF =R
BHEYE P LI, B, A IIEDEEY T ICF R EFYE BT S A
FEVE, B FHMZIZH KT S P EEEY T THEYEIZEH - ZF S
B A BEIMER TN 3k 70 73K e DACHFIZNEM L. #7220 EE P EAT S
AJFEIE D 5 HEZ ZJE L TARLEIFLIRING DFF Ml & 77 > 72 i 2, =46 D Al GEHE
IZEZZ ARV EDPE, KT [HEEFHBZMAEYEFIH L THRES
T2 IS D 222 MEFF M ZE ) (ke 16 4 3 H 25 H Borin 2225 B 200 E) 127
C Tl & 77 2 #2130 < HZEFHR Y & IR L 72 K& 12 Ik 735 &
PO TIE, NDRFEEIEL 0 FFHIZ0 0 EHIBrL 7z, )



(2) RADEETREICEHT MR
JRIRDHEN Sy 7 B LR LEICOWT, ZRERFRB T NI UL HWEE
B O ARTEACALER R . PERALEE 2 ATV 04y B S At A T 7o A Sy TR
K OPRA Ha I & 2 i TR K SRR B REshTnd, (2R 1)

(3) BEYMEZFICEILIHMR

AEEHRIN O FNTCA 1T R L OB HI 2 B 0 . EZ LT OIRIE
ME S &z CHbET 5,

ORI

WRF ORE TR, ZEFBT MV UL E#E, 7V o — L LUK HE
HAEinTns,

ZRAEBT M) U AT, ENTIERELABFNME LTHERISLTWS, &L
ERERICB W TIEERAMY & L CRMiS i, BMmIZEE T2 12X
NDOEFEEZRZI>IBZENOZ2VW EAHLNTHDL LSRR TWD, £72,
JECFA TIXZBEHFBMRIEIZHOWT Y /L—7 ADI 28 0~5 mg/kg (KE/H & &% iE
SN TWA, Higld, BRELEZESITBWTEHMHAY 7 F o oi#i e LT
FHE A T, EEEESEICBWTADI OREIIAELE SN TWDHEESE L
TREMEFRZETIEHE CEIBE LM NATND, /2, BEMmiRNH L LT
bEHSNA TS, ZV e —I&aEINMmE L THEHEA TS, (R
1. 17~19)

© Btk

R BANIX, FEa—T 0 TP a—TF 0 TREAIDFET D,
s =T 4 7 HLH

Fa—T7 g v 7HRFORETIE, MEHEDR aoT TR ER I LT
Do
INEITHARMEER S RICEHR SN THLIREMLTHY . T T VIEEER
e LTEEEBIRSN TR THD (B 20), £/, MEBHE DR a-T
YN ONWT, BMERZ AL, SHEHAINY ORI E &k OF RY'E 12
EHENLME L LT, NOREIZEELZ KT TEEZEONE K ORE DB
EMTHDERFMLTND (B 21),
ca—7 7R

a—7 ¢ 7 /-FORE T, NER, M (ESMHERE) . 2V 'Y
VIEMIBB T AT VRO BN ERMEH SN TS,

77UV BB AT VISR (FBERMNY) & LTHERAINT
W5 (2 18),

INZERY . REPETIRE K OV S BT HOWT, B LZEEE ST, BN
MORRIEWME R OFREIZHERH SN OME L LT, NAORBICEELY KX
THEEBONFELOBRENALLTHD EFHMEL TWD (/] 21),
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o Z &b, ginkeZBIEE - k% HMHES T, AEERINY I
BENTW DI EE L, £ ORI O BEAF O FFAf I 0N ARSI
OME - HEZEET L&, KEEHRIY O G A & LTERLESLEOA
~ORBEEBRIIEATE 2RE L BT,

2. RADZEHIZEAT 51EH
(1) B4R
A2P 7 4 #—F o mtilBiE R e R 1 IR LT,

#F1 A2P 7 4 # —Fo#EEEMEABREE

B *t G M= it Z
in  |EIHEAR | Salmonella 16, 50, 160, 500,
vitro| 7% JLER R typhimurium 1,(63(;:3)5,000 ug/plate
TA98. TA100, (37 L — MRS |t L 99
TA1535, TA1537 DYV NP NN
E. coli %)
WP2uvrA
in |/MEREBR | NMRI %~ 7 A 500, 1,000, 2,000
vive (B A meglkg K (24 BERIRING [pate |1, 23
T 2 [A] ] AR 0 S

T £89 : UHNEMSRAFTE T R OFEFET

in vitro 18T 22588 Bk Bk K O 1n vivo /NEERBR N EhE S v, FERITVWITND
etk cdh o7,

UEORERNG, BRMEEEZESEE - M SEHEMHAESIT, A2P 7 0 % —
PIZBAR T T 700 &FT L 7=,

(2) 2aE=EHAER
Sy NIBITA, A2P 7 4 ¥ —POAMFEERBRERLZE 2 IR LT,

#£ 2 A2P 7 4 ¥ — P oAatEEERBRE R

B P 5] P 512 LDso Z W
A Mt 6 DU/ |HEIFEEI RS O [>20,000 mg/kg A E 1, 24
(Fischer &) 5 (742 —FL LT
3,000,000 FTU/kg (A& VL )

(3) HEEMEMHER
O 90 HHAMEEFEEREE (7 )

Z v b (Wistar ;2. 7 f#in, PR E : i 328 g, M 208.2 g, MEMES 10 L
1) 12 A2P 7 4 5’ Y (74 % —8L LT 300,000 FTU/g, KIZfkE) % .

8




90 H 5@ £ 05 (0. 100, 500 XY 1,000 mg/kg A#E (7 4 #—E L L
T 30,000, 150,000 &% Tf 300,000 FTU/kg A5E)) < % i 2 7 M ek B A3 £ it
ST, Fio, FRREEKL N 1,000 mg/kg IRE B GHETlX, &K TH% 14 B
I L R BE L BRI 2 EIERBREE (MEREA 5 VL/BE) A RlEsR T 72,

— R, (RE, BEES A L LB, PR GRT R OB 5T R

(ZIEE IR TR O AR A CIRBI AR A, MK 7R A, KA TR
. RMRE, RS EENE LK OHR S Eh S v, xFREEA O 1,000 mg/kg 1K
EEGEIICOW IR BEMB O N L S -,

R AZBL, ETHNIL R, —RIRRE, (KE, BEEICREICX D25
BTN o T2, TDf OECD A K7 A4 No.408 125 & Ejifi X
NESEMEEB M OEHEMABFZORECBOTOREICL 2 HEEEEITIARS
Ninol, 7ok, EBRESGHEIRIERBRECEBW AL —H O MK
TR, KA FROREXIIRREICE T 2HMEIFICAEERZNIT
W7 — X OHIHNTH 52>, HEREMESC B E 3 2 PR 5 A 0 2 8) 53 72
WL ThHo Tz, (1, 25)

BMZEZESIER - B EHEMEAES L. KRR THBRYE O K 5(Z
RU7FEARELN o2 &b, ARBRICEIT 5 NOAEL &i\ 54
mAETH D 1,000 mg/kg KE/H (7 4 Z—F¥ L LT 300,000 FTU/kg /K&
[H) & L7,

(4) D ER
O BRI e B R
OECD 14 R7 4> No.438 |12} -Sx  EHRHIRE (WHE. Ross 308, 3
/e, FabExt FBREL H) 1© A2P 7 ¢ ¥ — ¥ % 10 &R A (300,000 FTU/g
(A2P 7 ¢ 4 —F 0.03 g IoHH4)) f2. SR ABAHA THIF L. ¥l 30
~240 DHIZBIT HIREKA~DEZEIZOW T~ T,
/5'6@ 240 23 D A2P 7 4 ¥ —PIT kB BRI MERE R T LA LT
VYA TG ICE 7 5 ZA M Th v, B IR IS L &M% 5k &
fmwfco (B 1, 26)

@ B JE B R

OECD A4 K74 2 No.d439 |2k &, HiEE L FEEE7 L (EpiSkin™
SM % k) 12 A2P 7 4+ #—¥ & A (300,000 FTU/g, 10 mg, 15 4y f#)
HUEy L, 42 FEM 8% . MREELZ T,

42 WEfEIEE B O A2P 7 4 ¥ —BREO M A I X IR & i L T
AERIERTIEAGNT, MIAEFE (BRI 7% 84%ThH D | a2tk
CHIETHEETH D 0% L TH 7=, HEEIT A2P 7 4 Z—FlcHon
T, HERNEEEHF 2N ELTWS, (R 1, 27)



@ S REAE MU

OECD A4 F7 A > No.429(BArV v k) IS & ,~ 7 2 (CBA/Ca
H. M, KE 17.8~21.6g, 4 VC/fE) OEFEHIC A2P 7 «+ ¥ —+E (300,000
FTU/g) % %4 (25 ul, 24 KRR, 3 [E) L. HA U Vo EilcE T 5k
MBI M & R,

A2P 7 ¢ X —VBRECIIPEMERT AL L LB L, AEZREN U >/ XHi o B FE A
B DOBIMMN I S, FEIEEN 3 U ETho7mZ &b, MEHIT A2P 7
4 B2 —BIZOWTEHE~DBIEEZETDHE LTS, (K 28)

3. KREHER
FRERBRIIFEm I N TV ARV, BIRLADIBEO A2P 7 4 ¥ —BIZxt 3+ 5%
BIZRI9 5 in vitro i BRN E i S 1TV 5,

(1) A2P 7 4 Z# — B Ol ILRBR< S E &k 3>

A2P 7 4 % —% (30 uL. 6,500 FTU/mL) (Z A TH® (pH1.2, 1mL (2
7'y 8.2mg/mL EA)) XIFATEK (pH6.8, 1mL (/N7 L7 F 10
mg/mL &4)) &z, 37C TH K 60 /M #%. SDS-PAGE T4 figfE %
fEMNT LTz, A2P 7 4 Z—EB 11X, N LHEYP TIXLEE 60 7 MFFHEAICATE L
e, NTHGW TIEALER 2 43tk TRl o I i,

WEE T, A2P 7 4 ¥ —BIFBERN THEICHbEINn D L LTV D, (B
1)

4. REZFICEIT32REMHRE
(1) B AR
O K

K (7 Rb—AXTanmy 7 ZMME, 28 Hiin, FHKRE 6.97 kg, MEES

2 BHX21 KE/FE) 12, AREEHRINY Z2 KRR L, 42 H R & 5
(0,500, 50,000 FTU/kg fal Bl [AELEHR N O HELE RN & D 2 X% 200 %]
(L1 0. 21.0. 2,095.0 FTU/kg fR&E/HF4)) L7z,

AREBWIH P O@EFIRAE, AE, HEELKOEBERRLHFHE L7,

B WIR 2@ L, REEHRIMY ORI L D EEIRE~DRZETA LN
o7z, 50,000 FTU/kg fl B G- FEIC B W TG 208 U 7= SRR R
MEtFHNCHA B RIEMERS b N, TOMOmEEE (KREHMNE K OHE
il &) 121 50,000 FTU/kg fARt OB L5 TH EEBIIA DN o T2, (B 29,
30)

@ K
K (FE Y 72 GYX T > R b— AZHERE, FIRE SRR EEIK . 18 SH/EE) 12,

3 ARBUIALHBBRXIIANLBREA N CETAVRBRTHLZ LN BERE L,
10



ARSI 2% 21 W GERS - 0114 B, el - 26 B, RBEAL®R
MBROFEEHET K5 H) REKRE (500 X% 50,000 FTU/kg fil#h) L
oo Flo. KRB KV &AM (WEURE - 4.0 g/kg fEE, WHFLE : 4.8 g/kg
filkh)) M ONBGPERTFREE (U B IRINEE GEURE : 5.2 g/kg Sk, MFLEA -
6.6 g/kg fikl)) ZE&IT T,

HBEO — ke, KE, IEIRFP L OMILF OB E, WL OERILE,
PEVRE R OVBESL 20 B 38 4E £ T o MM QN & W 0 F8 15 R F QN H A B (A &
M OBEALRFAEZJE Lz, BRKEEOHEERIZONT, BH5ICX 2B T
oot (B 30)

(2) BOMWMAEMEHER

AWM (Ross 308, 1 Hilis, FIRTE 42.2 g, 15 P X 26 XE/H) (2, Af
BHRINY) 2 SR SRS L. 35 H FEfI#& 5 (0. 500, 50,000 FTU/kg fi
B (2240, 39.2, 3,885.2 FTU/kg (AH/HICHEY)) L7z,

—BCIRRE (R EE G0 E FR A R SRR SRR A T LR IR & i LT,

AR IS BT B2 2 DAL 7oAy, IREE (11 99) . 500 FTU/kg fifl B4 4% -
Bt (83). 50,000 FTU/kg filkHE 5B (633) Th v . MEABMEIZRL -
7z, (BM 31, 32)

UV % (Dekalb white i, 20 #fin, 14~15 P X 15 XH/FE) (2, AFEHE
¥ % 56 HMEEEHK S (0. 500, 50,000 FTU/kg filkl) L7,

FETCH, FESIR, (KHE, B, SR ERPELZUE L, ElEEE (BY
G 5.8 g/kg falkEl, Y EMEY > : 3.2 g/kg Ak, Ca : 37 g/kg filkl) DA%
Be b UTo kb BRRE & b L 7=,

BHREIZOWT, fEEEE R, BEICIDEFIIA NN -T2, (B
33)

(3) S5¥onMBURBSEEN >

KRR 2 AT FBERBRITERE I N TRV, 7 0 X —8 (150~
2,400 FTU/kg) % 5 4" HIZ 45 ARG LI2iABR Tld. &5 I2 X D/
RHEA~DEEIIAONLRNE LTS, (BR 1, 34)

Loz b, BnEZeERERER - FEHEEMAAES L. IR IT AL
BHRIY O LRI E O 200 (52O E CHET H & 27,

4 ARFEHRINY 2 AW ThRnmn, BEEEE L,
11



(4) BRUEBICHT58HERR
O (WA, IVHE) 21T KERHRIN O A0V 2 i85 72

D RR N T SN TV D,

AR OB 2 2 % 3 ITR LT,

HESEVRINE (250 FTU/kg filkl) @ A2P 7 4 ¥ — P O 5 O #5 R, BRI
HICEGIC X 2 B ITRE I TR0,
# 3 EEWE AR B O
s | LfE, Al AE PRSI, BE w5 & BHEHME | 28
£
73 R—=U oM | E8E, 12 0. 250 FTU/kg 42 H[# 30
fE, 33 Hifin, GIEPGiE fl Bk B O By M Sk e
9.95 kg B
vx kL2 XRa- | I, 6 HA/RE 0. 250 FTU/kg 42 H [ 30
Se ZZMEFE, 28 H Fl ek Ko O By 1 Sk i
fn. 8.6 kg iEa
My 7 220X | EEKE - M4 | 0. 250 FTU/kg | 42 HH 30
[l o N PN < 3TAX10~11 | i} Ko VRS 4 ot e
fi, 28 Hiis, 7.0 | X HE/F fisa
kg
vx h L XRa- | BB - ME. | 0, 125, 250, 42 H# 35
Se 22 Mifdi, 28 H | & 58 X3 X |500, 1,000
i, 8.2 kg T/ FTU/kg fil %}
Tanry s XRKa | #E- M, £ 9 |0, 250 FTU/kg 90 H 30
— 7 Uy —XZ v | BAXTXE/RE | SR OB xR
R L — A HERE ifd
80 Hin, 31.7+
5.06 kg
RHEFE, 70 H e, 38EX5 |0, 250 FTU/kg 105 H [# 30
i, 24 kg DX ]/ A Fl Bk B O By M S e
fisa
(=== NG = R I IR S 0. 250 FTU/kg |83 HM 30
— 7 VY —XZ 0 | 12FEX8 X | | ikl K& OBt fR
R L — A3 HERR, | /BE fisa
77 v, 25 kg
X7 by RAE, | M (BE8R) . | 0. 250, 500 PERT 14 B | 30
2~ 6 PE R E K 10 SH/BE FTU/kg A} Ot | ~WE M
B P i FEEE D HfEFL.
(24 H
fiiw )
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R | AR, B, (AE PERI, BE 5 & BHHE | &F
e
RKa—7vx—x | (4E4R) . |0, 250, 500 PERT 14 B | 30
TR L —ARHE | 12~13 BE/BE | FTU/kg BB RO | ~WE A
Fi, 2~8 PERRPE B M ot HE B O BfE .
73 (28 H
fiiw )
Ty RL—AXK | #ff (4E#E) . |0, 250 FTU/kg PERT 35 H | 30
S— 7 Ve —AME | 1T BE/RE Al BE B OBt B | ~ T B R
i, 1~8 FEfRE figa o Bt FL
73 (21 H
fiin )
RHEFE, 1~9 | M (4EHR) . | 0. 250 FTU/kg | /i1 38 A | 30
1% PE I 12~ 13 BH/RE | AR R OB MExH R |~ E 2
if3 D B FL
(35 H
LeD)
% (A |Ros308, 1 Hfim | H#E, 1[RIH : |0, 250, 500 1A H : 28 |31
%) 150 B/&E. 2 | FTU/kg fakt & Ov | AR,
BIE @ 132 P/ | Bttt B 2, 3m
B, 3[EH : H:30H
120 P/ fH
o U | Ay TT o0 [, 2%1X22 |0, 250, 500 84 H[# 33,
M%) | 175 Him, 1,776 | XE/FE FTU/kg ik} Jx Y 36
kg B 1 Skf HERE
NATA v T T | M. 23 x32 |0, 250 FTU/kg | 84 H M 33
v, 154 Hifp [ ] / Fl ek B O By M Sk e
it
n—<y 777 |, 13x12 |0, 250 FTU/kg | 42 A 33
>, 210 H b [ T / Fl ek B O By M Sk e
fisa

M. ERREREFICE T 5

1. ERINICE 1T 5 EEM

EFSA Tix, A2P 7 4 ¥ — B O K OE I3t 3 2 HELEUS & (250 FTU/kg £
B OB5 L D fBERBROREERE, REHEM, U oM bR, Ky & RSO
Rz Ezrd e blc, BECERTLI2EEDR AN RN b, H
BIRIMEOHHNTORK, BLTOMOETORE VELOEE &~ 2
SOWNWT, BEME~DERITIRVWE LTS, (21 30, 31, 33)
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£/ BEU TIEA2P 7 4 Z =Bz ik & T 2 /AN ST, 2020 FI2E£TD
FE A, BEEEAOCKEMASERRNE LTERLTWD, (BR1, 37)
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V. Bm@EZET

K. phaffii BSY-0007 k2 FIH L CEE SN 7 0 ¥ —F (A2P 7 4 ¥ —1F)
Z AR & 2 B EHAR N I IZOIR K OV IR A oo 2 FEEE S B 0 | HESEROIN &I

B, B\EOHY T 5 R 1 kg %720 250FTU &L ST\ 5

BREEFESTIE, A2P 7 4 Z —FIleoW\W T, B85 W2 BRI o
ZRMICET 272 FEh L, YRR ZEBRL-HZSICHRT 5 4%
MIZONWTIE, NOREFZER S BEIERWEFML TV,

ﬁfﬁ%’@ﬁiﬁ@% DOWTIX, MiE %2 W= In vitro 18I 25K E B AR K X~ ¥

FREAIE 2 W2 invivo/NERBRDAEm L, WInvbEHETho7m, L2
ﬂoT_MP74& PIEETEME L 720 &Il L7,

7w h® 90 HEHEAMERFMERER CiX, &5 ICER L3R RITAa s 1,
NOAEL i@ HAETH D 1,000 mg/kg KE/H (7 4 #¥—F & LT 300,000
FTU/kg (AKE/H) &MWL=,

AREBHRIMIZEZ EN TV LIRIEWEE X, £ ORI & OBEAFE O FEAf I

WCAREEHRIM O RE - HE&EZZBET 25 &, REEHRINMOEHKS & LT
BRLIEGAEDOAN~ORFEZEIIEHE CEIRELE X,

A ER BN & TN T2 55k BV D 22 A K OV 28 3Bk O 5 s B %&wau
O 200 [ EAZRMERELG L THMAEL, HRBSMETER SR ZHAICB VT,
BHICE D RFEIIAON RS T,

bz o, RWZETESER - fAEHMEES T, REEHRIY
X, BPEHRIN & Lfﬁ@ndﬁﬁﬁ SNAHEYICEBNTIE, &MZELTTADOR
FEICHE 2 52 DAl REMEIT IR CE 2 RE L E 2T,
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(BI#R - REEFBR

I PR 2 4 PR
ADI Acceptable Daily Intake : 775 — H & &
EFSA European Food Safety Authority : BN £ 5h 22 2 4% B
FTU Phytase unit : 7 « F > W43 fif )1 ¥
EU European Union : BN EH &
JECFA FAO/WHO Joint Expert Committeern Food Additives :
FAO/WHO & [F &I 8K & ik
LDso 50% Leathal Dose : 455t &
NOAEL No-Observed-Adverse-Effect Level : M3 4 &
OECD Organisation for Economic Cooperation and
Development : #% % 15 /) Bf 8 A%
SDS-PAGE Sodium dodecyl sulfate-polyacrylamide gel

electrophoresis : RV 77 U L7 I K7 I/VEKIKE
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1. Huvepharma Japan #R: =tk fAEHAR MR EFEEHER Pk <FEnE
>

2. Pubchem.
https://pubchem.ncbi.nlm.nih.gov/substance/135360712

3. BMKEDL. Mz DNA £k s HEEHANY O % 278 | Komagataella
phaftii BSY0007 #R&#FIH L CAE ST 4 X —E ] , 2022

4. B EETE L. Schizosaccharomyces pombe ASP595-1 ¥R APET 5 6-7
47— (B2 ,2016

5. BB 5. Komagataella pastoris (Pichia pastoris) P-132 ®ENpEAE
T57 4 4 —BEFIKL T HEEHERNY, 2018

6. BMEEEZESL. Trichoderma reesei Morph A E8 BP17 4c Bk FEAT 5 7
@ 2 —BRFIE LT D@, 2018

7. BREWEEERE S, Aspergillus niger LU17257 RN FEALET D 6-7 4 X —F %
JFAR &3 % SRR N, 2019

8. BMIKFEE. WEHRIM ONREEMEIZHONT () 74 % —EF 2016

9. EMKPER. GIELEL R QG RHR I O Rk R ZEICE T 2485 (Bt —
FEA MR EKRESHE =L

10 BMKPER B ETE AT « B EELET — 2 X— 2|

11.ARMEEN ARG AR IRIYH - BEFRIN 4 EIGks B Y 2 |k

(2020 42 H 26 H)

12.JECFA (Joint FAO/WHO Expert Committee on Food Additives): 3-Phytase
from Aspergillus niger expressed in Aspergillus niger. Safety evaluation
of certain food additives. WHO Food Additives Series 67, 2012

13.Huvepharma Japan KXtk @ SEHAIMPEEREHER &30k 83<
LR >

14.Huvepharma Japan #RI#h @ SEHR MR EFEEHER &0 4<
LR >

15 B2 MRAKPED, SEHRINY O Rz 2>\ T (%)  Komagataella phaffii
BSY -0007 #k& AP L CAEEINTZT 4 ¥ —F, 2022

1608 fx - #H#a 2 & 5L % 574 & . Komagataella phaffii BSY0007 #kZ F|f L T
EREINTET 0 X —EF, 2022

17.JECFA (The Joint FAO/WHO Expert Committee on Food Additives):
Benzyl derivatives. Evaluation of certain food additives and contaminants.
WHO Technical Report Series, 2002; 909.

18 B4 574 . B S AEMAT A (B 28 (FEAE S5 23 %) (BIERF 1)

19 8mMEZRELES WA T 7 F 2 ORI O & 5 #EHEE 2T

20.3CHI R4, AR SERMERC > #2020 AR (J\FT)

218wz eaZA s, TRMEFREZENMIZOWT (BIZ) ) PRk 2444 H 5 H
T R 5 342 5)
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22.Huvepharma Japan FkUES%E -
T >

23.Huvepharma Japan FE:UES%E -
T >

24.Huvepharma Japan fRz=N&4
LR >

25.Huvepharma Japan fRzN&4
R >

26.Huvepharma Japan fRz=N&4
LR >

27.Huvepharma Japan FEUES%E -
T >

SRR I £ E 7 AN R

SRR I 15 E 7 AN G R

SAEHAS N F6 E 7 AN E B

SR EHAS N 16 E AN E B

SR EHAS N 16 E AN E B

SRR I 15 E 7 AN R

28.Huvepharma Japan #Rth : SRR 15 & 5% 4 H &k

FEINFR >

29.Huvepharma Japan #Rth : SRR 15 & 5% 4 H &k

FENnFE>

30.Huvepharma Japan #RR &4k
>

31.Huvepharma Japan #R= &4 -
>

SR EHAS N F6 7 7 AN E B

SR EHAS N 16 7 7 AN E B

32.Huvepharma Japan #R4b 0 SEHAINM 15 & % & H & #

LR >
33.Huvepharma Japan #EX&4E -
T >

SRR N 15 E 7 AN G R

34.Huvepharma Japan R+ SPEHRIN 15 & 5% 4 H &k

FEINFR >

35.Huvepharma Japan R+ SPEHRIN 15 & 5% 4 H &k

FENFE>

36.Huvepharma Japan #RR&4E
>

37.Huvepharma Japan #RR 4L
>

SR EHAS N 16 E AN E B

SR EHAS N 16 E AN E B
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