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L

~ 754 RROHAEWE ThHHTY 2Au~vA 3> (CAS No.114-07-8) 12O\ T, 4%
RS (JECFA FHilE., EMEA FHMliE) %4 AV TR AR 2 550 L7,

FHmZ AW -G T, FEENRERER (T v b, A X, 45 AEROE M), FREERER
. K E B tEBAURE) . B, st (U2 7y FED
NEAL =) HEEERER (U Ty b UTE A XROYL) | EBHEREEED
HERIMERR (TR, Ty MO X)), AjEgAmtsEk (v AKOT v M), %
FOSeER (w0 R), MAEMTFRIRECET 25 BREDRGE TH 5,

T An~A L, FEEREERBROMS RN SAMRICE > TR L e o8 nEmMHET
RNEEZ O, Fo. BRAMELRO LN s, —HEBERSGASE (ADD) %%
ET 5T ENAIRE &l STz,

L L7en3 s, JECFA Tl BMHFNT — % OFRE K OV b3S ADI %
RETERNE LTEY, JECFA KOEMEA I%, =V 2u~A > ® ADI & LTt
W5 ADI 285 LT 5, F7o, AFHIEICB T WA TR ADI 1L, BT E
X LA~y = U ELNTWS ZEEBE L, ALZBSE L TUL, =) Aevw (v
v DR MEFCETHN & U ORI B O X ADI AfET 5 Z L NE Y Th
% &l L7z,

T AR A D ADLIZOWTIE, AR ADI & LT VICH O ESWTHE
H &7z 0.0015 mg/kg (KE/H L35 E LT,



. FHE REYAEEROBE
. A&
HLEA

. BUES D—HE4
g =) An~<A v
H4, : Erythromycin

. ¥4
() 2a~A T A)
IUPAC
¥4, : 6-(4-dimethylamino-3-hydroxy- 6-methyl-tetrahydropyran-2-yl)oxy-

14-ethyl-7,12,13-trihydroxy-4-(5-hydroxy-4-methoxy-4,6-dimethyl-
tetrahydropyran -2-yloxy-3,5,7,9,11,13-hexamethyl-1-
oxacyclotetradecane-2,10-dione

CAS (No. 114-07-8)

. FX
Cs7He7NO13

. HTE

733.93

. EER

Erythromycin A

(ZH 2)



7. EABMRMMERIKRSE

T Z2uvA L, HETOBERE T D Saccharopolyspora erythraea 1> 5558 S
NI 14 BBRO~7 v 74 RRBAME CThH D, =Y Aa~vA U AxERSEL, =V
2n<A B B%UT) KOl Z2u<A > C B%UT) O 3HEOEEMTHD,

TERRERIE, DU R Y —A50S 7=y NMIFERETHZ LICKD, o "UEE
RAEPRET2HDEEZ LTS, (B 3)

T Rua~vA U ATENSTE AL O NAOESRES E L TRAFEHIN TS,

AARTILZ, HERSLE LTE, =) 2~ S U288y &1 54 B, KR
B OESAL, FOIBEFEAAN N & BEFEHOERIRINAIN, £/, 747
fer Y 2o~ A > BB & T HEAOHOKIFINER STV 5,

¥, RIT 47U A MBI ) B EEEINRESNLTVD, (B1)

I RHEITHRIMEOME
AFHiETIX, JECFA fHiiZE, EMEA FHMliESELZHEIZ, =V Aua~v A U OEHEIC
A4 2R a e LT,
FRAESERE PRI BRI Z ok L7,

1. EYEREAER (IR, 2. KB, Bt
(1) EYBEHER (Sv k)
7w b GREEARBA, 50 B) |2, e A=/l Au~vA L TAT /LT U Lk
# (PELS) #H[ERO#eE (25 mg/kg (RiE) L7, PELS 0% < I3/ TRIL S 4,
PREAE TR S, MIEFRE TR S 2 B IC Crax (K027 mg/L) 1ZELT,
Tabvd= Y 2w, o BT TONFRBRORER TIE, 5 1 Kkl
Cmax (E1mg/l) (ZiELTZ, (B 3)

v FGEEFR) IC. et =Y 2u~v A 2o KON PELS 2 HERE 05 (100
mg/kg FE) L7, MEERMWEOEREG%, =) 2u~vA T o OERIFMTRbEL (2.1
~10.8 mg/L) . LA T iUk (1.3~6.6 mg/L) | Affigi (0.9~6.0 mg/L) . «[igi (0.6~5.5 mg/L) .
g (0.5~4.4 mg/L) DIETH 7=, PELS Z#&5 SN HREMIC DO, 5 2 KO
7 R I CIEME (0.12~0.32 mg/L) 23RO BT, (B 3)

Zv b GREARBA, #2000 (=) A~ 2085 (100 mgkg (AE) L
7o BEH 2 WFEIZIC 10 mglkg Z#BZ DIREOT Y A~ A 20, ik TR M
fig, R, Wik OB CRt Sz, miRE (F%)4.3~6.0 mgkg) OV Ar~A v
COMIRR. R, A, AEgRE OVIEICB VLT H RSN, (B 3)

LSRR 17 FIRAEGTBYE E5 5 499 12 Ko TED b FRig Bl



F v b GRHAE) IZIN-AF/L-UClm U 2~ A 2 o 2FRNES: (10 mg/Vt.3
MBq) L7-, =V Ru~A P AIFEICEFFIcHEES N, &5 2 REfi%ICE 5 &
15.1 %AMEH I A BT, #5620 FEEZIZIX, EED 37~43 % IHE L O )
5. 27~36 %NRHN G, £72, 21~29 %R S EIR Sz, (B 3)

(2) EYFEHR (1 X)
A Xz ) 2a~A o EEIRNES (10 mgke (AF) L7-3BRTlT, &5 8 B
DI G-ED 5.4 % EHFIZERO Hivlz, (B 3)

A XTI, =Y Au~A 2 O sl E TG FIRE 28 2 Tz (1
BrEM DR, BHER OGRS MIEF Cmax (I3 22400 (il TR,
fefig, NG, AOSZAR. P, MR, RUESOIR. MR, BISZRUA. FRAE W B Y
TEWNS \(M%) OEFEHIL 1 X0 K& oz, BRI, Fit. AT, g Sl A
K& 3~b OFIFHTH o7, WERR, FESWW), INERER. SRR ONRAEMBTIZ1 LY
INEIoT2 (0.1~0.5), =V A< A D Tl 605 THY, Vdix 2Lk UL ETH
STz, (BPE3)

(3 ) ?é%éﬂiﬁiﬁ%ﬁ (%)

4 (THR) oY Ra~A v o 2 BEFHANES (6 mghi)/kg (K8E) L7z, &5
1.95 H#Fﬁﬁf(ﬁ Cmax (0.652 mg/L) 2L, AMFIRIHAZREIT 5 % ThHh o7z, Tie K
Vd iZZ N 3.77 K e ) 3.24 Likglh Th o712, (MR 3)

T4 (1080 IZx=V) 2Aa~A v oA HEIFHRNES (6 mgkg (AE) L7z, &5 2~
10 FEREI#% O MLy 40 FE 1 0.48~0.74 mg/L Tob v . #4524 BfH#£120% 0.05 mg/L
Elpolm, Y Au~A VUPREIRMTE X TR T, BT IS 2 B
#% 0 1.71 mg/L L5 6 B4 1213 2.58 mg/L ~L BN L, #4524 B4 121% 0.34
mg/L £ TR L7z, (S 3)

i) 2Aa~A v o Bk BEIFHANES (8.3 mgkg (KE) Lz, Bk MHA
T O REE 13 0.11~0.92 mg/kg O#FH T, IBEN R L @ 70135 5 Bk O
g CH -7z, MIEFH Comax [FFITH Cimax D 20 % Th o7z, F2. HAHHFIEED Tax
X 0.2 ChH o7, EHEINZZ) R~ D) 6 %NMIEF, 19 %Ak
CTEE L., 35 6 BRI 75 %osEE S iz, (B 3)

4 (5FA) 12V g ) An~ A v A HEFRNE S (5 mgkg (AE) L7z, BAHIC
BIT2DVAITRELS (1.95 Lke) . FEMERRHE (MRT) 135E< (2.36 ) . #vE D~
V77 A CERpPEIEE) 13m< (0.77 Likg/h) . #2072 Tye (B FET 1.48~2.03 KEfE)
NN, (BHR3)



4 VAR A7) —DT ) (e Aa~ A L r RN S (12.5 me/ke
H) L7z, Tl 3 THY , M) A~ A1 VU BEIL. &5 67 5%IRS
EIZZE L, (B 3)

Rl ) R~ A v o2 EBEFENES (1,200 mg/f) L7, #5 16 Rz OB R
B AR ORHEF O Y ZAr <A 2 U RE, 0.09~0.14 mglkg DFFHTH - 7=,
(& 3)

HlZBITATY 2a~A v L JEX 37 L OFEE T T (38~45%), (&
& 4)

WA= ) 2a~ A v UK 5 BREFLENES. (3 5. 300 & U600 mg(7ffh)/
SEIA) Ulc, FHHIREIL. 300 mgUifl)/ 5B/ B GHETIL, B b H DI
13.4~35.7 pgUMM)/mL f&H S v7z23, ZH LRI HIRAR (0.05 ugUiil)/mL) i
Lo 7z, 600 mgUMM)/ o3 B #G5RETlE, BB OF#%IC 75.9~237.2 ug(h)
f/mL R S22, EOBBBIMLT L, K& 5 1 BEOFRIIZIX 0.085~0.466
ug()/mL & 720 | ZHLARR IR IR SR & 72> 72, 600 mg(Uifii)/ 535/ B & 58D
MR L, okt 5 24 RERIMG DA, MRIHIRFAARN & 700 | IREOSEFREIL, &
i h 2 AR UBERIIIR AR & 7e o7, (B 5)

(4) EYBEHER (A5

ITESH (FERN120g) (22U A~ A o 8UHK1 2 HEGRHRE O 5 (50 mg/kg (RH)
U7z, BHiEsD Tmax 1L, MR, AP, Bl OVEdig© 1 REfE], AN ClE 3 M Ch o 72,
MR, Frig. B, s O AR D Cuax 1 X, Z3LEHN, 12.9, 86.4, 50.1, 63.3 KN
16.3 ng/gmL) ThH o7, Ffigl, Blss ONisth OB Ll R E XL 0 5 4~7 5 < |
P R R L R L FIER% Th o7, (B B)

IXEDH (JEER300g. 100 R) (2 ) 2a~ o o 8K 2 HENRAER S (BEH -
I FIREG. 50 mgkg RE) L7z, MMk ORTIE T3 E 1 R T Cua (2.49 &
110.48 pglg) 1ZELT, BlE, Mgk OFR Clddk s 3 4 T Cnax (11.39, 10.22
Fr2.25 pglg) ([ZELTZ, WINOEMLIZBWTEH, BRI & & HITREII R~ I
B LTems, &5 24 i Thiti Sz, (BH5)

(5) EYENEEHER (E )
BN 2~ A U IAT TV V) An~v A o2 A#E (250 mg/t
N L7ofEsR, iEHREITERE 2~4 FFELIAIC Crnax (0.4 mg/L) (ZZELTZ, (ZH3)

RN =T L a g 2~ A Vo HOAT T U VBT ) Z2u~A Uk
BOos (FNFN 3,000 X 1,500 mg/t b)) L7-fEE, #5 1~6.3 B iiED
Z)%Eli Cmax (%ﬂ%‘ﬂ 2.8 ))—ZU“ 48 mg/L ) L:% L/7L:o (E/Eﬁl\g 3)

10



WAt —T o 72 T Ly NUSNOIEa—T ¢ v T RRITR G SN AT T
VR Y 2u~A T, BEEIC KD Z 7Ly FORRERIEE 15 S LIPIZHI 70~90 %
DRSS ND, WIUIEE LTHf8BCIThg, a—F7 v 7HMOT ) 2a~
A 2 KOSEOR ARG8T 2 AW FR0RI SRR 52D 50 %A CTh v | iR
FED T 1T 1.2~4 R TH o7, =V A~ A U UATEBIC L 2o S, HiE
TEED 2% LOME T2 7289 in vitro DRBRFERNRE SN TS, £72. BT
Ty ARV A TV ORINEZRTSES, (B 3)

YRS A D1 HHEDK 0.1 %D AT OLMEOHAF L Sz,
10 %D 2~ A 2 N EEEZEET 5 EHEE SN AN, IBIROMF LU idRHED
PERIMPICFET A Y 2~ 2D 10 %L T GEHE 2 %Fif%) Thsb, (B 3)

KRRz An~vf oA ML— Fa2RE (10mgkg(KE) LA, %51
BRI DA IE PR AL 0.5 mg/L LA EA /R L7=, (BPR3)

T Aa~A VU DMEY R L OEERITE L IEEEEIT 10 % DA THD, =
J2Aa<A 0%, IEFO al B> 7B L KD DEE L, TAT7 I tiEEe
THDIIWETH DS TEENTZT ) ZAu~A 2 ORF~OPEIT 0.02~20 % TH Y |
T (FEEBICEVIERET HAMREMEN H D, HEED 15 %I FICHRE S, g
IREED 10 %23HER O S, =) 2~ A 2 KU PELS (33 ITAE#H T,
—EIIGE D EEERICHRE SN D, BIFERSEFTOT Y An~ A U U REN RN
—lThs BN, (B 3)

TV 2w A VATROESG TR S, S asnl-m) Ra~v o0
BRI N a—T ¢ 72k 0| 5 1~6.3 FFEIZ Cnax (0.1~4.8 mg/L) (ZELT=,
& O 5% OIRIT 50 %A T, Bimlic L0 ofesn, /Mg (8 hCilEEE LT
fB) b Ra<w Aol LTRINEND, (B 6)

(6) EYFEAR (KEYSH)
I)XB<74’ VoAt FIENATFIAULERISZ X0 . A X, KT HE RO FDRF
fEF N T XORFI 7 1V — AT, oI Eans, (B0 3)

N-iAF LT Y Au~Aa L id, =) 2a~A oo OTENE T, (A orE—
WAMSRIEE (EE) 2875, ZOoREWIL. B ) 2o~ o %E% 2
RERZ B W TREHFREEMED 3 2D 1 &2 57z, S BT, THEOREWS ARSI,
Z0H5H 2FENIEHHIC, STERFIC, 2 FEAEFICHR S LD, FFIZHRE SR
WL, BHIEIC LAY 2~ A L ORBIC LV ARESNTE D TH S, N A
Forxl) 2u~A A%, BRIt S, JERICHRtSh D, (B 3)

11



Ty MBI 2a~A DA T AL Z T 2 HF -7 7 2 P-450 (CYP)
TAIPA DI T A, U NDAL =K RAF R A INAFAET D CYP DT A
7 EFEPMED R, & FOFIRIC S T v MTF CYP ITHS T 5 % /" E3MEET
HTEMNDL, B hOTA YT H—LbEEEEE X BN D, CYP3A Tt FOfFiEHIZF
I 5B L VO CYP T, = Aa~A T rOFRfi L 725, =) Au<A D N-
A FIAICEGT H5EDCYP & U X THEESND T A V7 4+ — LADORNZEV AL
DH-HIT, F T N-A F /AR @A EH 2779 CYP 71 Y 7 4 — AR b
7=, (BPE3)

2. HEHER
(1) REBHR %)
® 5 HEIBARNERESHER (F4+O)

K995 B EAOF QIR Ico ) An~A v % b5 HEBRNES: (5 mg/kg
RE/A) L, BE&RE 1. 3, 7. 14 KO 21 BEOMBEHIRE 2 A 4T A1
L OHE L (EERR : AHA ; 100 ug/kg, gk, Bl OWERG ; 200 pgkg) o £7-.
LC-MSMS 2LV =Y 2u~vA T ARDZEDREI THLS N-HATF /LY 2~ A
A ZRIBHI T LT (EERRA « 25fH#% 100 pg/kg) o R UAHEIC LY, =T X
n~A vy BRARCIZONTHON LT,

PIATEMERRE I, Bl 5 1 BRRITIE. 1 BIo A K OMERS (£41E41 366 K TN 1,076
ng(fili)/kg) . WONZ 2 FlOFHiER OV g (Hig 550 &8 1,000 ng(ifii)/kg, Bk 643
K1 1,561 pg(i)/kg) TOABH SN, Bl 5 3 BEICI, Bl 161 (296 pg(h
/kg) ZBrE. FHE. RERA. RS OB PIETE IR S e o7z, LosL7eRs
5. FEHRELIC IR S 1, 3, 7, 14 XY 21 BEICZNZ1 18,889, 3,653, 1,194,
713 } O 599 pg(Fifi)/kg OHIETEMFRE 1380 b,

BEEG1 BR. = 2a~A v A OB TERET 447 (n=4) pglkg Th -7,
OGO 2a~4 > A, 1BIOFHA (223 pglkg) LONERL (924 pg/kg)
WO 2 BIORTE (634 K278 pglkg) ([CBWTHIH S, FOBOBA, I, &
B s PO Y 2a~A v ABREIIERBARMG ChH o712, s 1, 3 L7
A% OFEFELICIL, T, 45,908 (n=4), 3,058 (n=4)}% 1} 185 (n=4) pg /kg DTV
2w A T ADPFEG LTV, ZRLBEITEERARm CTh -7,

B E 1 Bt%, N-iAF /L) 2a~A 20 Al BBRG (211 pglke) K OVEE (320
ngkg) TF 1 HREONCATR 2 61 (332 TN 121 pglkg) & RSN HRET TOIERER]
RECholz, TNLREOREROMA, Bhigk, FEK ONEHRE I E&RARMW CTh -
Too LINUZRA S, EREAICIIRALIRS 1 O3 BT, i 521 (h=4) K% ' 111
(n=1) pgkg O N-iAF /LY 20~ A 20 ADFEL, THLRRITERRIRRH CTH
o7,

T AnvA T BEOC I, REEE 1 BE%OBNR 1 51K OVERTALC O IR
B ST,

12



WA HE CH AR RENE SNIZ5E. =) Au~A v ABGEEEEZ A5
FHELFEED THY ., =V An~A 2 A OFTEIEHRIREI T DRI, B,
Fliee, Bl OENGIZB W T, £ E40.64, 0.57, 0.65 X1 0.86 ThoTz, (B 4)

@ 5 HEIBARNREHER (F4Q)

FH (7 V=7 U, 3FR) o) 2u~A % b HRGANES (5 mgke (&
H/H, 24 W) LR, oV Ru~A VU OZREIEIEERO ot ik
5.5 BZIZIE, EGHOL (0.3 mglkg) ZFRE. [T, %"ﬂ;@z HERA K O P BT s
X DNIR DT, Bl G- 7 BIEITIE, ERENL 2 & T SR CHUETE IO 134
LR T, (B 3)

@ 5 BEZEBERNIREHER (4)

WELA (698) o=V 2~ A v 8AE 5 HRELENES (255, 600 mg(f)/
SR U, ARSI DRI 2 A 4T v A I X W HEIE L2 (B :0.05
ug(1f)/g(mL)) ,

A GSEIIT, k%S 3 Bk 82~168 ug(hfl)/g M Szns, Fidk b
36 H%Faﬁ?&a:ci@@ JE_ET (0.142~0.331 pg(Hif)/g) L. FEfeh 72 REE&IC
#Hjﬁ&ﬁﬁ%‘z% Lipol,

A& G- 3FEIA DOFRRE X, PR > R > (i > Cfigt > /N5 > Al A > et > g G = ik
DNET, JRAIZIFIIX O3 pgUili)/mL, ABHHIZIZ6 % TV9 ug(jﬂﬂﬁ)/mL@éuﬂ iz,
BB G- T20RFIZ I IFREH 161 2 B < 2 TORB TRIBRR & 72 o7, Bk 572

eI (IR 2 DR S =160, IBATIEER ﬁ)??bhtrﬁﬁ%k?@%%éﬂf_o (ZH85)

@ 5 BHEImARNERESHEE ELHO)

WHA Q) =Y R~ A% 5 HEHANEE (b mgkg (KE/H) L., &k
5% 9 ORI FEFL 218/ R) FOFEEEEL A AT v ALV RE L (E
BRI : 20 uglkg) o £72. LCMS/MS (I2k V=V 2u~ A v A ROEOREH %R
REZoHT L7z CE&EFRSY : 10 pgrkg) . RIUOMHEIC LY =Y 2a~A1 v B EKOCIZ

DNTHT LT,

BN 512 B ) OVEFLIRE, FURTE M 2 A 3 2 7B ORI 803 ng(fi)/kg T,
ZD%, 2. 4 KO 5[EIHOHEARFTIE, T2 348, 114 KO 87 ng(Uhfi)/kg (24K
T L7, ENLAEE, DEOFEHZ OAIEENTED Bz, 8 [EIH OHEFLREFTIX, 6 D
SEEIENE 50 pg(Iff)/kg T o7z, 16 [B] B OFEFLRFZ L, PrETEEI IR S -T2,

BB GHIOYVEILIEDO Y A~ A 2> A OVHIREIL 1,223 uglkg T, 2, 4
F O 5 [a] B OFEFLERZIE 421, 110 KOV 88 ugkg (KT L7z, £D%, =) Ap~A v
VAP ORBHZ O AR BT, 8 [BIH OFEFLFFCIX, 6 FlOVEEIX 51 pg/kg T
botz, 16 A H O CIE, 2B O ) 2n~ o1 v A BT 40 ng/kg R
i o7,

1.2 V4 [a1 B O¥EFLIED N-fi A F /v U A~ A o A BRE FEFICEL L 141,
69 K22 ng kg ThoTc, DKL, DEOFEEHIOWTOAERTE 0, BEIX
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10 pglkg Riicdh o7, =V 2Aua~A > Bid, @REHCBW TS o7z, =
J2a~<A vy CIHENE (0.1 pgkg Kii) NAHALNT-OHTHoT-,

M FE T HORIRENE S-S5 E, =) An~A 0 A BPIETEHREY O
IFIX 100 %% HEH T, (B 4)

® 5 HEIBHARNRESHER (FLH1Q)

WHA GRVAZ A FE, 3~Tik, 9B/ GRE, 2 BA/XIHRRE) =V R~ A v
% 5 BEHAN®S (5 mgkg (KE/H) L7, #IEEER5RTE OFRI, RE&RE B OF%
WA % 9 B OFRIL OFRICHH 2B L, HPLC (X 0 5 L7,

B G- OF%OILHITIE 0.330~5.40 mg/L HIE 4L, FO%E % (TFRREEE X
KT L, R E 9 BEOFZRITITEERER (0.0056 mg/l) KL eo7-, (BT

(2) ZRBHER K
@ H[EfHANE SR

WK (3 BE/MRE /B GRE, 3 BAXTIREY) (c— U A~ o o U 8UAIZ BRI RN S (6
mgkg) L. #5454, 7, 10, 12 KO 14 BEOESENLAPFIERE 2 47 v A1
FORE LT, ZOfER, 5 7 BRUEICHRFORE XA behoT-, (BHRT)

@ 5 BREMARNIEEHER

fR (4 88/ o=V Aa~A v b5 BERNES (5 mgkg (KE/H) L. ik
H.1, 2, 8, 4, 5 KONT BRROMBEFIETEEZ A AT v vAIZEVHE LT (E&E
FRA : A% ; 100 pg/kg). F7-. LC-MS/MS (2L =) 2~ A v A ROZDO
W& RIREZ AT L (EERRSA « 2% ; 100 pgkg)

B E 1 BRI, RN 2B < & TOMMBICRW T, PiEEE, =) 2u<A
VAR ONPAF LT Y 2~ A v AR B o 1o, SR O P TE
BT, mEfE 1 RO 2 B TENT 677 KO 327 ug(Uifii)/kg THo7-, Z D%,
Bid 5.3 KON 4 B D% 1IN DI 160 ug(F1Mih) kg FEREE DFERE R i, LKL,
100 pgkg K CdH 7=, (B 4)

(3) %EHAR ()

E o Ra~vA v b HEFRNES (10 mgkg K&/ H) L., F&&5 1, 3,
6. 12 N 15 BEIFREEMORIEIEIE 2 M 47 v v A IC L VIE L7z (ERIRA
g, AP OMERS ; 200 png/kg, AT ; 250 pg/kg), £7-. LC-MS/MS 2LV =V R
avA v A ROEOREM A FIRHZ o8 LT (E&FRSR 100 ngkg) .

R G 1 BZICIE, PIETEMIRREIT 4 Bl 2 30T 3 BB, FFIB R OV gz o
FMTFBD BT, R, A, L O <, Eh2i 420 (n=2), 1,218 (n=3)
F 767 (0=3) pg(Hi)/kg ThH-o7=, EHLKE, PETEHIREMITRD Hv/enoT-,
AL IR S 1, 3, 6. 9. 12 KO 15 B, #hTh 17,396, 1,996, 707,
759, 470 K ® 368 pglkg DHIEIEHFEEWINTLE L=,
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R E1 B%ZO, N, Bk OEFO=) 2a~A 2> A OFREX, Eh
21 272 (n=3), 405 (n=4)}% 589 (n=3) ngkg T -7z, THLIFE, FHA, L OV
DY 2u~ AT ARBITERRTANR Ch o7, MBI &S 1, 3
Fve Higl, 22 12,364 (n=4), 2,567 (n=4) K%} 460 (n=1) nglkg DU A~
A APFEL, FNLEITE BRI & 72 o7z,

N-fEA TV Y 2 v~ A v AL, FEHEA 2 bR & 2T oM CREEARARHR CTh
T FEFEAL ORI G- 1 K6 B0 3FICDHIRD AL, Z DOFEEEL 200 pg/kg
FKili CH-o7=,

WO E T 72 IRENRIE SN-HE., =) Aa~v A v A DNEERGIEEMT
BY<Thv ., F, Tk OVBlET ORPTETEEREY O, EiEh 88, 50 KT 76 %
o TV, FEICOWTE, FTEESERE b =) Aa~v AV ABEETH I L
DNTEIR)o7=720, B E LN oT-, (B 4)

(4) ZBHER (3B
@ 3 Bk SAER

% (AHAE, 6 PR o=V 2u~A v % 3 HEUKIRS (20 meg/ke (KE/H) L.
PR ORPTETEYEZ A 4T v A IZ K VRE L7z (EEFRS : 24k, 100 ug/ke) o
F72. LCMS/MS Ik W =V 2~ A 2 A ROEOREM Z RO Lz (EER
St 2 TORR 100 pgkg) o

FRRT R OFE MR X, £ AIZBW T LC-MS/MS KOV, 47 v A & bR
RRmCTh oo, =Y Ar~A T A ORI, Fi, Bhigk, AEN/ERE & OV T,
ZhEN 3. 25, 5 K130 pglkg, N-iiAF /L) 2a~A v Ak, T b, 25,
24 K148 nglkg Th-o7-, (B 4)

@ 3 X% 8 BREIEKIR SR ER

% (WA, MHES 18P (T4 T Vi) 2u~v A v (20 %HK) % 3 X
8 Hf kIS (=) An~A v & LT 20 mgkg (RE/H) L. Mk (iFE. SR, &
g OGN RE) o) 2a~A 2 AROZOREM THD N-AF /LY 20
~A > A% LC-MSMS I L YHIE L,

ZORER, 3 BRI GRBRTIL, RE&RE 1~3 BRRICIKEE (EERFERM) O N-
A TFL2Y 2ua~A 0 A2 Bl S izDBThHoT, =) Au~ A
Al E N2 o7z, 8 HEEEGFER T RIBROFERIE b,

INHLOZ D, HEHMIZHIDHT, 20 mghkg (AE/HOT Y 2a~A 2 4%
BCiE, Il B < Mk OFREIR I IO T ORERICBW T H ERRFRmM THH Z &
PRENTE ED, (BH8)
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K1 BIBITLTY 2m~A 2D 3 HRFOKEGEOFERERET N-ii A F/1
J2m=A L AT (ug/kg)

< B G4 RRRRERE (B)
1 2 3
A <LOD <LOD <LOD
F et <LOD 282 163*
T ek <LOD <LOD <LOD
ReRhl Kz & <1.0Q <LOD <LOD
* 2 1 il

LOQ (EERS) : 4k ; 100 ug/kg
LOD (HHIBRSY) : &k ; 25 ng/kg, g ; 30 pg/kg, A5 ; 3 uglkg. AEMA/EZE ; 5 ugkg

@ 5 HREIgKIR 55
% (NS, ML 18 1T AT o) 2u~A vy (5.5 %MK %25 HHE
ok G (50 mg/kg (KE/H @ @F O 2.5 FFHE) L, Mk FR, g Bk O
[FZf&) Ry z2ua~<vA 2 A% LC-MSMS 2LV ElE L,
i 6 Bk ICiE, B ce Y 2a~A v AWNHERTRETH - 7208, Befkd&
5. 24 R IZIIAFIRO A CRIE S L, hoofAfkH R I E &R TR R AR TH
o7 (F2), (B8

£ 2 BRI HT) An~A v o0b AMPUKRGHZOMMT =) A< A
FRERRE (ug/kg)

G Bt e B4R ERERE] (FFRE)
6 10 24
A 133+16 <1.0Q <LOD
Jihiek 3,220+ 2,080 1,760+2,840 631393
¥ ik 308+170 185+79 <L.LOD
HERA/ Rz & 131+35 <1.0Q <L.0Q

LOQ : £ ToOfEM% ; 100 ugkg
LOD : ik ; 25 pg/kg, AT ; 30 pgrkg. #HM ; 3 ng/kg, NEWELW ; b pelke

@ 3 BREgKESHER (FRINOD)

FEINFE (253)) lcm ) 2Au~A v % 3 ARIFOKES (20 mg/kg (KE/H) L, #5
IR DRk 510 Bt THEABEIIL ., YT OPEIEEZ A 47 v 'L I12 &
DHIEL7 (EEFR . 100 pgkg) o F72, LCMS/MS 2LV =Y Ru~vAf T AR
O ORBDRFRIRFH P Sz (CERA . 50 ngkg)

B GRS, SEHTETEM 158 (h=4)~198 (n=14) ngU1fli)/kg TH - 72, HEHRE
1 H&D 221 (n=15) ugUf)/kg 7 H A& 5 3 H#4I121E 118 (n=3) ug(Fifi)/kg (KT
L7z, EHLE, PLEEMREMIIEERRARM & 7eoTe, =) A~ A v A I3
51 K2 A, THFN 25 KN 12.5 %DIIDIAIZRD HiL, T DOIEIL, 50 ~ 78
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ngkg TH o7z, TNLIRITEEBRFRAB CH -T2, N AT LY 2~ A 2 A,
1 B OABNE ST, W HFETHSRBENIE SNHE, =) AavA A
IR OHTETEMFREMOK) 26 % Th-oT=, (B 4)

® 7 BRIk SHER (FRINQ)

FEUNEE (40 D) ([CF AT o) 2u~A 2% 7 ARokIRS (25 mg/kg (AH/
H) L7-BERBRICBW T, &R 3~T7 BEOIIFOT Y A~ A o #EIL 0.07
~0.17mg/L £ 720 | &S 1~4 B1%1213 0.06~0.16 mg/L, & 72 ~7-, &f&#% 56 A
#% RIS (0.06 mg/L) K2R Liz, (B8 3)

® 7 BREIgOKRSHER (FRIND)

FESRZE (12) [CF AT o) 2u~A 22 7 Aok E (20 mg/kg A5/
H) L7 BRIC W TR RS 1 BREROAINHERE N EREARETH - 7= (59 nglkg) .
D%, FEREEITEERT (50 ngkg) Kiii & 720 | Fofétx 59 BEIZITmHRA (0.9
ngkg) KL 72 -7, (ZHR8)

(5) %BHE (tEs)

tiEE B4X) ICF AT Ui 2u~ Ay (20 %R & 3 HREMOkES- (20
mg/kg (KE/H) L. BBOFEERER L A LC-MS/MS (2 & v sk (FrRy. Al sk
OB E) HakE 2 0E LT,

B 5 1 BRI, g 2 BIREONCARA, Blig i OB/ R G D% 1 BllCFRE 2358
DOENT-DHTH T, Bi&HE 2 AT P7ER T E BRI HHIR AR
Lipolz (£3), (B

# 3 tHEBlICBTATY 2ua~A 03 ABIMKEGEZOMBT=) 2un~<A >
v AFREEIRE (ug/kg)

sk mo G RRERE (H)
1 2, 3, 4 K16
i 266* <L0Q
et 16663.6 <LOQ
Bk 424* <LOD
NEil B & 318* <L0Q
* 1D

LOQ : 4f85k ; 100 pg/kg
LOD : &gk, s OWhI ; 3 ng/kg, AERHFZRE ; 4 nglkg

(6) ZBHAR (A%

IXEBICT Y R~ A U EIE 10 HRREER G (50 mg/kg {K8E/H) L. Mk, I
g, B, MU, PR ONEF R OERBIZOWTHAN-, =) 2m~ A 3 U ATERMNIT
W 4, B30T 5 10.53 mg/kg D3 EmfE T, WITALOENL 5% 1 3% 3 K
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T Cmax (T L, ZORIT RN THEA LT, TigldR\WIIh, Bk Mg AT
i, AR, MEROIAIZE <, Bl CIX 14.8 Kl Ch o7z, THIIEEE DFEV BT & OV
TIE, iR, AR O & 0 b FER R 2N 2 DIV, efddk G- 6 HRIZIE
ECERRARMIC o7,

ITEBIC= Y 2~ A1 v 8% 10 B EREFR S (50 & 10100 mg/kg (A8E/H) L7,
50 mg/kg AR/ H B GEE Tl FRORER & [AEREECONIRIN S 4L, BHERRIC A L. Co
(232 L7 T —RAUTHE S THKR LTz, Tie l3NEKL OV R TR < . £ € 15.63 KT
15.89 K T o 72, W HOFARRIZ W T H &5 7 HRRICITEERA RN & e o7,
B AR I I ORI R TERE CTH 0 | Fli 5 3 K& IC Cmax (166.21 pglg
FAIROORT 10 f5) (ZEL ., ks 6 BRRICITERRIARNM & 7e o7,

100 mg/kg IRE/H R GRE Tl SHERED Cnax 1% 50 mg/kg K&/ H R GRED 2~4 %5
D357, Crax (Z7E LT ORI —RAUTHE Y, 50 mg/kg K/ B $e 58 & [FIEROHE
BThote, Mgk ORIRD Tigld, T 35.41 LU 33.0 K TH Y | Fikfe s 14
AZICERRFARIC /257, MBI IR G 12 BRRICERRFARMmIZ /2o 72,

(EFE 2 HBROEERS « MK ; 0.03~0.04, i ; 0.06~0.07, &k ; 0.07~0.09,
i ; 0.06~0.09, #HP ; 0.03~0.06 L UYHEH- ; 0.04~0.05 mg/kg(L)) (HHa 5)

BEinEER
AT TV U ) Aa~<A v OBaEEIC BT 2 5 in vitroiRBROFER K 4 12
R~LT,

# 4  invitroiR 5
R RBR SO 2=t s
AT 7TV | 1BIRFNERER | Salmonella 0.3~100 R
YY) | Bk (Ames RBR) | typhimurium TA9S, ug/plate
Zn~A TA100, TA1535, (£89)
v TA1537
Wik SR AE | Fr A =— AL AZZ | 5~500 pg/mL Fet
AR — I kA (£89)
Qe fRRERER | Fr A =— AL ZZ | 16~500 pg/ml (=R
—IREL F SR (+89)
AMEZURE R | ~ 7R U 2o EfE 6.25~1,000 R
Br L5178Y ug/mL (£S9)

DikBA 4 U5 AR XIIZFN L 0 b TR WVAETH S 80, 100, 125, 140 JTr 150 pg/mL (-S9) (2
BTN D A H LTz,

ATT YUY ZAav A AL, PV ERTEE AWEIRIIRERRR, Fv A
= AN AR S —YRE GRS A TV T iR e o5 R A AR S O e R B iR 2 3
WTIEW TN BRI TH -7, £72. w7 R U o SRl Z V- BiEZERZE ek BRI 2
BOTHSIIEFET Tar bo—Ixt LT 1.6 (FFEEDERFMEORINZ 7R L2,
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A U D HEIZENL Y DT HIROHEMI TA LI TR Y . MBI
BN o T2 Z ER NSO IFE FCIIEMETH 722 b, AT T Uit ) R~ A
VATERFEVE A A0 O SRR LT,

bk Z &t =) Ra~vA v UATERIZE > TR E 72 B EEET VDD L
EZ oz, (BHE3)

4. 2EMHER

BFEERRENY) (VA Ty b, NARE— ENLEY b, UFXEOA X) ZHNTE
Y RuvA VU ROEEEOSMEENERBROGERZR 5 IR L, WTIhofEO LDs
% 2,000 mgkg REAH X TV, (B 3)

#F 5 KfETY Ao~ A T rOfkA LDso

LDso
)55,
PERE it (mefke )
~ A 3,112
Ty 2uv A Z vk >3,000 X% 9,272
INI A — 3,018
<7 2 2,927*
s ) A~ A — -
Z vk >2,000*
~ A
TYARTA LT AR L=k i >6,450
Z vk >6,450
~ 17 2,850
A= R a7 =) I w i G _? :
Z vk >5,000

* xR~ A T ELTOD LDso

5. BRMEMHER

(1) 14 BEEEMEHRAR (YOX)

~ 7 A (B6C3F1, 8~9 iin, MEMEE 5 VC/HE) ZHWAT T Y Ui Aa~ A
D 14 ARETREER S (0. 3,125, 6,250, 12,500, 25,000 &% X 50,000 ppm : 0. 580,
1,160, 2,300, 2,800 % UX5,000 mg/kg RE/H) (2L DM atmsBroiThn, B8
B, RE, —RER OYRERRR R DV TRET S 7,

5,000 mg/kg A/ B 5HEOME 2 FIAFRERE TR LT,

EE R CREEINIA Lo T,

EEEEIL, 2,800 mg/kg (KHE/H DL EEEHET, XPHREE S Lk U CRRE TV Ao Tz,

—fRRETIL, 1,160 mg/kg (RE/ H UL EFRGHIZIBN T, BIR K UMM i
7= FAANEOEE (hydration of the cornea) 7% 1,160, 2,300 K X 2,800 mg/kg A8/ H
B CTHA LN,

TR AOMREE T, 5,000 mg/kg (AE/AFGHECTEL LT A~ A il k
5 RGPNAIEE DOFERRIZ X - THI X & =225 & OB O Fe il N g 3850 5 D
H 23 A B A7,
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VLbZY, AERICH1T 5 NOAEL (X, 580 mgkg (AE/H L& % bz, (BH3)

(2) 13 EMERHSEHER (TUX)

~ 7 A (B6C3F1., MHES 10 IWEE) ZHW=AT T Ufgr ) 2u~A D 13 3@
WREETRS (0, 1,250, 2,500, 5,000, 10,000 K TX 20,000 ppm : 0, 150, 300, 600,
1,300 %X 2,600 mg/kg (RE/H) (2L DM@t mtsmBniThi, —iiRiE, (K&, &
fHE, MR AR R OB AR RO I DV TRET S T,

AERHAEIH ., AL o T,

AR TR ONEAEIT, 1,300 KT 2,600 mg/kg A/ H IR EREICBUW T, KIHERE L
R LT, HETIZENEN 16 KTV 19 %, HETIZENZEN 5 KON 14 %D 7enoTz,

BEHEIL, SRS TR L FRTh T,

Fro, —HREE, MR FAIRE &K OYRESH PRIV T, BGITERT 52
(7 NSV WA R Y

PLEX Y, ARBRIZIIT 5 NOAEL 1%, 600 mgkg (K&E/H &2 bz, (B 3)

(3) 14 BEAEAMEMAR (Sv M)

Z v & (F344/N 5%, 8~9 liin, MEMES 5 ILEE) ZHW-AT T U Vg ) An~A
O 14 BEREEES- (0, 3,125, 6,259, 12,500, 25,000 & O 50,000 ppm : 0, 360,
720, 1,160, 1,400 } T\ 2,250 mg/kg (KE/H) (2 X 2 HAMERMERERMTO, B &,
(REE, —BCRAE R OYR B AR RO I DUV TR S T,

ARERHIRI R, FEEHNT e T2,

BEEEIT. 1,400 mg/kg K8/ H LA B GHECTH OISR LT,

AERIE THREO R EIL, 1,160, 1,400 & O 2,250 mg/kg (AE/ H & G5HE BT,
SPPREE & i U C, BECIZENE, 10, 30 K136 %, METIEFNLTH 10, 12 KO
32 %oz,

—fIRRETIL, 2,250 mg/kg (AH/ H 5 58 THEIR & O BRI 2 H T,

JRERFA R AR A CIE,. 1,400 mg/kg (RE/ H ¥ 5REOHE 2 Bl TR O FEIM A STz,

PLEX Y, ARBRIZHIT 5 NOAEL 1L, 720 mg/kg (KE/H & 2 bz, (B 3)

(4) 6 EAMBERMESHHE (v )

v b (Wistar &, BE90PL) W= 2u~wA . PELS K(XT 7 N F2
) An~A o6 EEROES (=) Aa~vA & LT 800 mgkg (KE/H) IZ
& B HAMERMRBR M T T,

{KEIL, PELS #58 T, AREREIIHINA DT,

FERIIBERCAEREICE T (=) 2~ A > #5850 %, PELS K5 7
FeF Ui A~ A B DTS 34 %, fREE 17 %) 25, SERITIRERE
7 R OSER bR A TR T & 7o o T,

ATHHICIE, Bl ORIE OB FAORRAT ONZ ALT (\Z3BW T B2 50
WX LN ST, LWL, T 7 A VERT Y An~A U F5RETIL ALP
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L, 77 hed e An~A 2 KO PELS 58 Tld, #IEHIOFHNIET 9
SHINHbIVIC, PELS & GHETld, BERBEOZEMNH LN, (B 3)

(5) 13 BMFEHEMRAR (v D)

Fo b GREABA, M5 IUED) AW 2m~A o0 13 BRSO,
500, 1,000 % T 2,000 ppm : 0. 90, 180 T} 360 mefke K&/ H) |- k% Hi Attt
BRAMT O,

(REE R NI F AR Tl TGO EIIA LR o T,

90 mg/kg (REE/H & GHED 1 Fil2353ERBLG 64 BIZI1Z, *TEREED 1 B33 88645 30 H
FRIZFET Lo, T CRBREIM P AAF L, Sl & QYR BB ERE RO W TR 2R
OIS T2,

ARBRICE1T D NOAEL 13, &EHAETH S 360 mgkg (KE/H EE 2 bz, (BIR
3)

(6) 13 BAMEMSEERAER (v Q)

7w & (F344/N &, HEHER 10 IR GRE) Z#HWZAT T U VR ) A< A 2D
13 FHEREER% S (0. 1,250, 2,500, 5,000, 10,000 & O* 20,000 ppm : 0, 60, 120, 240,
480 K% 11,000 mg/kg A8/ H) 12X AHAMERMERERMTOI, (KE, B Bk
RE K OYRBRARRR AR A I DUV TR S 7=,

ARERHIR R, EEHITA DN ST,

ABRIE TRFO SR ERL, SRR EEE L C 1,000 mg/kg (R E/ A ¥ GREOMERE T
FiLT KON12 % 7einoT=,

BEEEIL, 1,000 mg/kg (RE/ H B GHEOREZFRE | SRR LR CTH -T2,

—fIRAETIE, 60 mg/kg (RE/ A58 2R, 2R G CEIRAZ R L7, 480 mg/kg
{KE/H LA BB S REOHEZ I IR 2 AT,

B FRORE CIX, 2SR (multinucleated syncytial) AFfffa2 1,000
mg/kg (K A GEEOREDOFN I BT,

AFRBRIZEBIT 5 NOAEL 1, 60 mg/kg (KE/H L&z b=, (BHR3)

(7) 3rAMERMHENERAR (v D)
7w b GREARE, 12158 ZHW-=) Ar~A =X hL— F® 3 AR
A5 (0. 50, 100, 250 K UN500 mgkg (REE/H) 1 & 2 fAaMERMRER TN,
100 mg/kg (AH/H LA EFRGHICI W TEEAEOIKT (B% b <LV & b
%) IR VREREDNRAE LT, L, HEITERRERT 2 AEOZIEA Hivie > Tz,
(ZH3)

(8) 3N AMBERMHEMNHER (S5 )

7 v b GREEARR) W= 2Au~A oo 8EI0 3 A RS (500, 1,000
KN 2,000 ppm) (2 & D EEAMEFEHRBOTONT,
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WENOREGRHZIWTH OO0, M, AT, P, s, B, . B M, W
PR VRN O F T A ON S B EARR I ET R SR 1358 %ﬂﬁ“\ (AE, MmiEk >t
PREEFTRICOREITTRO bheholz, (BH5)

(9) 31 HEIEAMEEAR (U
U XA ZAn~A o0 31 HEEO#EE (100 & 200 mg/kg (A&E/H)
IZ X piAMEMERERIC W T, BEIGERT2EIGRD o -oT-, (R 4)

(10) 10 EEESHSHEHER (1 X)

AX (=7, 20U8) ZHVW-T) Ap~A A hL— hO 10 RO
5 (0. 50, 100 X220 mgkg {KE/H, ¥I7F 0 7vuks) (X pdaMENE
BT,

AR 28 U TREICERIT A bR T,

W IVOBERENIIZ & B D 0 e B BATHER 3 5 EIA D ivied o Tz,

BRI T 14, a‘z%ﬂ@%%@ﬁlﬂfﬁ&zﬁﬂ%&%ﬁ%ﬁﬁ@@G‘%”* NSV AWV

ARBRICI1T D NOAEL 13, FEHETH S 220 mglkg (KE/H LB 2 bz, (B
3)

(11) 13 EEEZHSHEHER (1 X)

A X (MR, 15 VTR ZHWe ) Ar~A oo 13 #HERO#EE (=) xa~
AL LTO0, 50, 75 KN 100 mgkg K&/ H, W72 E) (28 HMaMEE R
BRAMT Oz, itk BBRENMY 11 T (3 DU/ 5-RE O 2 DU/HRRRE) 25l it
L7

ARERHE, FEEBIEA LIRS T2,

TR AR Ik, PRI B ICER T 22 IA bR oTe, £z, iRk
OYRBESE R N BRI R 2 BRER, FRMECRE OV v RERCRARE I FREE & [F]
THoT,

ARaBRIZI 1T 5 NOAEL 1%, EHETH S 100 mg/kg (KE/H 5 2 bz, (BHR
3)

(12) 3ShAEESHEEHER (1 XD)

A XEW=Tvan~T hofp) 2a~A 00 3 0AMRAERE (=) 2a<A
v LT 50~100 mg/kg IR/ H) 12 XD HEAMFEEREBRIMTOIL, HK5ITEKRT 55
AIgESnoorz, (B 4)

(13) 3SHhAMESMSHRAER (1 XQ)

A XN 2~ A v UREIO 3 AR O#RE (50, 75 X100 mg/kg (&
#H/H) 2L omaEEERRIZ IV T, OiE, % Fefie, e, . BElE. e, B
Je OB &g R NI R AR U B 1T O T, B HEG L O R
IZHRFFRD SNRhoTz, (B 5)
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(14) 64 HREERMESEAER (FIL)

Pv (T HFYI, 3IE) ZRAWEZEFEICLSTY 2u~ A o0 64 HEFRERRO
$e5- (75 mglkg (AH/H) (1T X HMatmisBR T, MRRE, FREE & DMK
B#E (blood marrow) FREICKBWTT Y A ~A 230N 5B ERE L R I 72
7o, BREOAMEKE DRICHEEEITA LN -T-, (B 3)

6. EHSHERUENAMERER
(1) 68 EEE4SHHER (v )
Z v b (SD %, MR 50 PU/Ef) A FWi=F A4 T o) 2n~A 200 68 M
IREREE S (0. 0.12, 1.2 XUV 12 mg/kg (KE/H) (2L DR TN,
WTNOBRERETH, (AE, R, FLER, BERAR, MIRFIRE., RREL
OYR BRI RV TR BRI T2 BEIE 4 b b -7, 12 mg/kg K8/ H#%
HRET, HURBROBREE ZoyERmEB RS 10 Bl 3 Bl bz, [RERZR OB % H
WZRRBR DT @%ﬁ%ﬁ#@%’f@&%kﬁ@iﬁ%ﬁi@ﬁ%L [ZOW TR Tl e o 72,
ARHERIZIIT D NOAEL 1, FmEHAETHD 12 mgkg (KE/H &2 bV, (R
3)

(2) 2 FMELAMSREE (YIR)

~ 7 A (B6C3F1, MEHES 50 VT/FE) W= U 2An~A o oD 2 FERRERRS- (0,
2,500 } Y 5,000 ppm : 70, 270 %O\ 545 mg/kg {K&E/H ., M0, 250 K500 mg/kg
(KE/R) 12K DENAMEBRIMTONT,

BRI R, RE R OSBRI IR L Rk CTh o 7,

FET R O REIR BB BRI E 5 - & DREMI I A D e o T,

IR OYREBHR RO Tl RS ORIEORAER N EEHOBETRML (0,
270 F N 545 mglkg (RE/ H B 5RETEILEI 49 il 141, 50 B 4 B O 50 6+ 6
), F7=. BEED Y L@ (lymphoid hyperplasia) D34 SREOMETHEN
L7z (0. 250 KX O*500mg/kg (ARH/H 58 TEALEIL 50 FilH 16, 47 FilH 1 Fi
A8 IR T ) A3, REIKIFMEIX o7,

P EXY, AT 2 NOAEL I EGRE TX 7eh o7z, FERAMEITRED Hiven -

e, (BH3)

(3) 2 EMBENAMEREE (SY )

7w b (F344/N 52, WEMHES 50 IL/RE) WA T T U VT Aa<A 0 2
RS (0. 5,000 %1 10,000 ppm : # 0, 180 M T* 370 mg/ke (AH/H . MO,
210 K 11435 mg/kg (AE/H) (2K DEN MR T,

{KE (L, 370 mg/kg (REE/ B FLH5REOIE CHRERHAM 208 U CHREE L Y 6 /D72 o7,
435 mg/kg R/ H & 5RO T3 5545 35 87 HFERIE T THERIEL Y 5~10%
LlpmoT,

BEE R T 5HE L XRBE L AR CTh o 72,
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FET B N RIRAE I % - D BEE M XA i Ze dr o Tz,

FRERRRR IR ClE, B 5 REOMEC DR LR FLEEIEO I e AN A BT
(0, 210 K& 1* 435 mg/kg (RE/ B & GHTENLI 50 B1F 1, 2 KO3 1), 1 EEEX
MEC— AT A DD, BEEREORARICERZEITRD DT # 5 & OB EM T
RNEFE 2 BT,

BB OB O HIAE 2 CEIINE A 27~ L7 (0. 210 KO8 435 mg/kg (KE/HIRSRET
ZNZH 50 Bl 145, 49 Bl 4 FIRON50 Bl 6 i) 23, T OFRAROHEIMNT, EFE
FHNTH -7z, EROMMIZIE 370 mg/kg K&/ AR GREOBETEBELZ (0 KDY
370 mg/kg RHE/ H & GHETEIEIL 50 il 32 KTV 43 fiil) 23, Z OIEEITET THH
A D2 ERUEET —ZOFPANOFETHD Z Lndh . AWFRICEE LR BERITR
WeEEZ BT,

FFRIZEREOD S AN B 5 CA L= (0, 180 &1 370 mg/kg K&/ H B 5/ T
FHEN B0 FIH 1, 1 % ON10 i, MO, 210 1435 mg/kg K&/ A E5RETENEH
50 il 18, 27 K43 i), HGRECHBIE S D AR —ROITHIREEO LD L0
K&, BEICHV V2 BRICB FEN-~7 07 77—V DORRESIKR (focal
aggregates) THERL SAL TN, BB OD PR ZEREME D JE SRS 435 mg/kg (AHE/

H ¥ 5RHEDOME T 5077 (0,210 KN 435 mg/kg (K8 H &5/ TEN20 48 i 0 1],
49 i 1 FI Y50 FilH 3 ) . B EEO AR R DR AN H P GREOMETH S
7z (0, 210 & Ur 435 mg/kg R/ B 5HTEIEI 50 4 10, 14 KO 25 f1),

ZDX I RRFEDIEA N =ALF, =Y An~A VN EERRRL RESE D Z
LY B OME R OHMEEMDSRINENS Z iz bnEEZI LN TS, =
U A~ A OIFTER s fZiidishdt (HimEkiEETTE) 12X SFENENT 5 2
Lbdn, AT AT ODOREMRIZA TS ELZ ERMbENTEY, £
NSRS NTEEBOMEDRKNTH D EEX BN,

PLEX D RRBRIZEBWT NOAEL 1355 E S 4vT, FFPZEIE R OVE#E OHEE R
FROFEAESNINC X 0 FEREEME B x4 5 LOAEL 13 210 mg/kg K8/ H £ % 2 bl
BN AMEITFRD HNIehoTe, (B 3)

(4) 2 FEAFELAERR (RORARUTTY M)

TF)anypr) 2uavAr (Ty ) XIFATT Y V) 2a<w A0 2
FERRETRS- (0, 2,500, 5,000 & TX 10,000 ppm : 7~ k (0, 125, 250 & ¥ 500 mg/kg
{KE/H), ~7 A (0, 350, 700 K" 1,400 mg/kg A8E/H)) BRIV TIEN AN
RO BRIz, (B 4)

2 EEREREL 1L, FEIBIZRW T, SRAEY O E S K OWIRIME ORI B O8R5 4 IR 9 5 EF SN
HIEEORRE, FIEMEWEN EFBNMEEZ < ETDHZ LX), ZOBEEL R S, b FORBFRIZE
B2 7 LRSI TN D,
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(5) 1 FHEEESHEHAR (1 X)

A X CHEfE, 2 DL/BEGRE, 1IC/XHRRD) 2V 2~ oo 1 FERRAO#RE
2 X BEMEEEREBR M TON-, & 3 22 AL 0, 50, 75 K100 mg/kg A/ H
. ZO% 9 AR 100 mg/kg (RE/ B OWERWE 25 U=, KE, MiRFHIRE,
MIRAA AR S OVRIRATIZ DUV TRRET S 4L, ek 502 15 B O B RO
ENFEE ST,

TR R OV BB AR AORAE U, (O, A, s, Fefiet, BleR. B, RS, PR, BN,
Eﬁiﬂ:ﬁﬁ/}zmm (ZEFN I DN T,

a3, BBER. RILECR L OV o SRHIIREU IR L [FIRE ChH - 72, (BHR
@

(6) 12 hAfEERMEEHHAR (1 X)

A XERNZ T an~T g ) 2u<A 20 12 0 AMRAERE () 2a~<A
& LT 50 mglkg (AH/H) (2 X DEMEFEMERRMTOIL., BEIC X D2REITHE S
oz, (B 4)

7. EERESMHHER
(1) ZHEBERESHRER (SY )

T b CRHEARR, 21 IWED) ZHAWTTF AT VT Y Ar~A 2 > O 100
HEIDOREERE (0 Y21 ppm : 0 XY 1.05 mg/kg (K&E/H) (2 X 5 2R AR
MEBRM T T, FoliZ 3 [RIAHL S H, MEDIREMIZ- O T 3 HAAEL A58l T 72 (Fy.
Fo KUV Fs), 3 K&Uﬂé‘ﬁ?ﬁf (ZIE, BEGHE L TR & ORIICH B2 2213580 b/
Mol MEFTMETERD biven -7, (B 3)

(2) &hEsHER (Sy )

Z v b GREAR, M) (o) Aa~A o 2 AZh0RT, ARCHAR]. AR R OvEEse
2 HARIZOT- 2 ROBEAL F T2 U TR AKRE (~125 mg/kg (RHE/H) L7ohER, fédy
TEME R OVEFHERR S 1338 L 727> 710

ARBRICI1T D NOAEL 13, s HETH S 125 mgkg (KE/H LB 2 bz, (B
3)

(3) HLEZMHER (TVR)
~UA (ddY ;R) OR8~13 HIZ=Y A~ A 2RO G (2,000 mgkg (KE
/H) L=,
ZORER, TR 19 H ORMRMRE KON RARE R L7y, FhER. PR OVE RG22
FIXH BN T,
ARERIZH1T 5 NOAEL (3 ME—D HETH 5 2,000 mgkg (KE/H L& 2 bz, (&
1 3)
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(4) Invitro¥&FiAER
t hORBTF T, E 4 PR OE LRI, SHEOT Y RAa~ A 2 AR
52 SNTA. EEEREE L OFHE BN R SNZ, 1,000IU oY Au~A v
i#@ﬁﬁ%%@@%i%m%bto

bt FORET-OEINFHE, AR R ORISR T2 ) Au~ A 2 DD
WDz, 24 FFEIESEOR 7 ClX. 0.1mg/mL KV EREOTY 2u~<A 02
KO KT OEEE, SEERREOEEE, B K OB AN I U, SRS MAlEER,
BN OELSFEESNIL. 1 mg/mL ORI THEIZ U722, ORI T2 T A 5
Niehotz, (B 3)

(5) ZRREEHER (S k) (BBT—H)
7 v N (SD SR ME 24 IR 12T 7 hEF Ui Y Au~A o A HElE NS (0,
70 L1280 mg/kg (RH) L. 20 PUARIAQKL S, 75V 4 DWEHIAEIE %5 21 Hf#%
(TR Uz, ASECEMIC OV IR, AR 14 B, EAREOA ONCE R OO #a5 % 3/
N, IEEEM) T, TR ORI R ONFERRSIC DWW G L7, 77 et U mg
T Y Au <A OG0 EEEIITED 2o T3, AERFRZRE RO,
BHREEOWD GERRIFELC OB N biiz, 58 TiL, %5 21~35 HRICTE
DFFHE LS OWIEPASH O &E K VBB R LTz, (S 3)

8. MERIGHER (YVUX)
~ A (ddY ) 2=V Aa~A 2% 7 HREREREN, BRI, BT R OO #5- (250
mg/kg KE/H) L7=fER, REOMRIEMHLE N A > 2 —r A F 2 1 K16
ARSI, ZiUT= ) Au~A VU REEEA RO L AR LT\ 5, (R
3)

9. WMEYFHIEZE(ICET S5 ER
(1) ERERDBEEICxd 5 MICOD (E FER)
Rk 18 FFE R LR ETRE TS ATIEMEE OMAEYFHI B Z OV T D
] CERR 18 429 A~ 1943 A) IZBW\ T, & MERSERIC T 5= A~
A 2 DK 5X 108 CFU/spot (Z331F 5 MIC 2554 TW5 (3£6), (BR9)
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# 6 b MERMEICBIT LY a1 0 MICs

B/ EREREE (ug/mL)
g2 PRI N
MICso i

PR
Escherichia coli 30 64 16~>128
Enterococcus sp. 30 2 0.25~>128
BRI
Bacteroides sp. 30 32 2~>128
Fusobacterium sp. 20 >128 >128
Bifidobacterium sp. 30 =0.06 =0.06~4
Eubacterium sp. 20 =0.06 =0.06~2
Clostridium sp. 30 >128 0.5~>128
Peptococcus sp./ Peptostreptococcus sp. 30 2 =0.06~4
Prevotella sp. 20 2 0.12~8
Lactobacillus sp. 30 0.25 0.12~0.5
Propionibacterium sp. 30 =0.06 =0.06~>128

FAESINTHEFED 5 6, e HIRV MICso 2355 S 4T % DI Bifidobacterium sp.
Eubacterium sp.}: ()} Propionibacterium sp.? =0.06 ug/mL T& -7z, MICcalc3/%
0.204 pg/mL (0.000204 mg/mL) &HEH Sz,

(2) ERERZBEEICX 5 MICQ (E FER)

b MNERRBEHUER (225 BERR) IS 2= An~ A o OISO (&
7, =V Au~A L Peptostreptococcus sp.. Propionibacterium sp..
Bifidobacterium sp.} (X Lactobacillus sp.D K57 % 0.5 ng/mL LU OFEE CIHE L7z,

(ZH3)

3 BRI IENED & 2 i b B D & 2 IR D45 MICs0 0 90 % (SR THR{E
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® 7T b MERSEEREICX S MIC

4 — B/ BEILIERE (ug/mL)
MICso i

Bacteroides fragilis 34 8.0 =0.1~64.0
Bacteroides melaninogenicus 9 0.5 =0.1~1.0
o> Bacteroides sp./Selenomonas sp. 51 1.0 =0.1~=256
Fusobacterium nucleatum 10 8.0 4.0~64.0
o> Fusobacterium sp. 4 4.0 2.0~32.0
Peptococcus sp./ Gaftkya sp. 42 2.0 0.5~=256
Peptostreptococcus sp. 13 =0.1 =0.1~2.0
B R O R E R BR 4 0.5 0.5
77 LR 19 2.0 0.5~16.0
Fubacterium sp. 9 0.5 =0.1~0.5
Arachnia propionica 1 1.0 1.0
Propionibacterium sp. 8 =0.1 =0.1~1.0
Bifidobacterium sp. 5 =0.1 =0.1~0.5
Lactobacillus sp. 8 =0.1 =0.1~=256
Clostridium perfringens 1 1.0 1.0
ftho> Clostridium sp. 7 0.5 =0.1~1.0

(3) BRIRDEERICXY % MICO (E hEK)

fEFE/s e b (84) DOFEFHED Bifidobacterium sp.f (¥ Lactobacillus sp. D&t 122
ERDT Y 2~ A o VRSOV TR R, 12L& A EOFRO MIC 13EfE (1
ng/mL RKiili) 2R L7228, WL ODOERClEmWittE (Lactobacillus sp. KO
Bifidobacterium sp. TZ L4 1,024pg/mL &Y 128 pg/mL ##8 2 7=,) ZmR~Liz, (&
i 3)

(4) Bifidobacteriumsp.MI ') AATA S U2

37 Witk D Bifidobacterium sp. (B.bifidum, B.longum }% () B.infantis) O™ A n
<A AR DR M A TSR KEV D Bifidobacterium sp.? MICs 1% 0.19
ng/mL At Td o7z,

XFEM) 72 Bifidobacterium sp.10 EFED 18 FEDO T Y Ar~A 2 A% D RGN
T4 AT PEERE TSRS, 108 cells/mL ORFEIRIZHBW T, 15pg D) A~
A VTR O EAZRE L7, L VERWREICOWDTIEFANLATO Y, (B
R 3)
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(5) ¥R ZHALV=EER

b NOEMBHMEELZFEE SN, XA 4 — b~ U R E2HWT, BROESEERIE

BTz An~A T U ORENRROINT, < U R TORE RS RE OETER

ﬁfﬁ%f%éGl%%%@éﬂkoﬁﬁﬁ@t%(H%)m%@ﬁ@ﬁﬂ%ﬁﬁﬁ@
MR~ 7 AT Y 2Aa<A 2 (10,000 ppm) BiE5AERE~ 7 (T LT,

EEPBNEEZEORMERILE F R —K DL vy b~ A THEERZEITR L,
TV A~ A v DREGIZE DT 0T, LI ER Y U AIZRITD, Y X
0~ A v OEREEERICTT 2FPER (microbial antagonism) #FR/=L Z A, =
U 2a~A 2 IBNHIE Z B RS R OISl 25 2 Le, L, =U Anm
<A VATEREELY KE IFEE L) o7, =V Au~A v % Candida
albicans, Clostridium perfringens X|I— 1V Ava~ A L &4 Escherichia coli DJE
EHEOWMHNIIER LZed o172, LaL. Pseudomonas aeruginosa. Clostridium difficile
K=Y 2a~A 2 M Eeoli (233 % & OB ZBE S ¢z, (BH3)

(6) £ FOROKREHER
%%&tkﬁ?y%47miuxmv4vy%3ﬁ%ﬁm&5(Sgtwa)Lkm
. Ber&e G- 2 BRI SEEFAGNME SN Uiz (102 IBNMES g Rim) . ZEFR O
Wﬂﬂl%ti PG5 IERR TSRO LU [aliE LTz,

EhRTT 4T (184) [l A~ A& 5 ARRO#ES (1, 2 X3 gt
NMH) U7oRER. 17 4 CHE(E 1 g FOBNMEEDS 1,000 770 1IZED Lc, 258
TRBROEEN L ONTN, Bk s 4 BRGNS IR 5RO L~ UZEE L
7z, (BH3)

10. EFZBITAHHR
(1) RERE

T Au~A v OBEERISITE N TR TH D, %r“ DEFREdE (82, J&FE. =
R I NI EVETRIE) D3PS ST EBE D 0.5 %A IZFRO HIL T 5,

T2 A AT AHE NORET LIV TEE SN TWAR, F0O5%E
KR, BEICAT TV VBT ) 2n~A o akn&khE (15 mgkg (AE, 841 L
el 2 A, BMEOMIRGE R LN, ZOBREIIMIETIC IgE XUJEIgE =) A~
A UHURERF > TWeZ ENBE2 A 1 KRB DT LVX—RISOEG N RIE S Tz,

bt MIATT U Ul ) 2a~A oz 3 ARG (500 mg/t A, 8/ Lz
B, b FOZAMBKIZ T 2R CRE 2l E 0 dGE S v,

TV AnvA AKXV EMMEE LG S S, BEOMFETIITHT Y 2An~
A IgM BB LT,
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BISMNITIEDH D03, = 2a~<A U PIHBRIGEORK £ 725 Z 35 L ST
%, FHiEEEII~ 7 0T A ROREED T2 2L S8 TR 2 2887 L —
FIMZ L > ThlERZsnDd, (B 3)

(2) BB~DFE

ERTIE, =V A~ A 0 ORARGOREL L TR —RAIZH LD DB
~OFETHY |, FRCEHERGRIC, RO, &K, IR RO FHAFEET
%, 2g/t MAUEORAEREGICEY ., BBORED 5~30 %DEEIF|EEZ SN
5o ZIUEHDEF IR G 24~48 BFEI% IR 5, (BR 3)

(3) H&4

Pt EICRACREBLL, =V Ru~vA/ % 1g/k MNEOHET10 AL R
B SN BECIRIRE ARV IR LT BB TR S IS BBLT 2R H 5, ZOFEED
PRI EEMECTH LN, =) An~v AT A ML — &2 1g/t MHOHAET 10~16
HRELLEICH2 0 BB SNTZBE D 12 %IEFHENRIE Lz L i ST s,

INRTIE, =V An~A v rokE 1.2g/k ME) TR UAT I F—EBD EEMN
HFHIVIZN, 0.6 g/t MNHOEETIIA LD > T2, MR TIE, iR 3 L E
IZhblzh =) 2Aa~vA A N — MR X7 97T 4 14 402 AST OIS 5
iz, AST (TR GHIEZIZEE O LU R -T2,

ASEEORAH 5 S EMHEENT Y Aa~A v ORTOE (k. 70 vt Lk,
ATT VAR, mF VAN BEER O A S L— ) TRAETLR, =) Anv A
VT A R L— MTIEH S SR U ABEEN LD &, (B 3)

(4) FEeiEfEE

Y 2uavA v OEAEIFRROFGIZ LY —EBEOEREN A LTz, WREERS
WIAT TV U Aa~v A v, Tadupgal) Aa<v A v RO T L any i
T2 A T AZBNTH LN, ZBIIRGFIEHAZIZEE L, sHEREGX
TBREOEEMOBE TIXEL Y EEEICEAE L, (B 3)

(5) &S

MElOTY 2a~A 2 U AER & ROLERE U A7 OBEMEIC OV TR bz, B
BREE LHBI L D S O 2R < DRI E 25 0 5,015 61 &% OSHRD/INE 57,730 5173
AW oz,

BEoOT Y 2n~ A 2 AR & RO CBIME FE & ORICBREMENZZD Hi-n, =
O OBREMEIZONWTIE, BE L HOFEEI, EHREIC X D& UIR 070k
MIRIZ X B HDTHD EEZ B,
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210,799 O T2 FW = AFEIAR D 2 — MFFEICEBW T, HAERTORERO =Y 2
n~A >R LR OIREMEART S & OBREME G S e, £ ORER, Tk 32 X
(R O EORFRIZBW T =Y 2a v A v OHARTR G & WO JEE ML T
72 & O BHEMEIT 7205 T,

HRPOE o= ) RAu~ A 2 UROBGISER T DM@ M 2 7 2 i
Tz, BREFOH DR UIHARORE (22,8654) D HH 1134 (0.5 %)
N2~ A a2 FHGEINTWe, ZOr—A—ay ha—/UifFE T, iEE 2~3
DA BIZBITATY A~ A Al L AREFEIIR SN2 DT,

HRIHIC ) RAa~< A v oIt E . 2D ERZIT, /NEDOLEETED
U AT IZOWTHRONT-, = Ra~A 3 355 ODIRILE O & O P22 0
U A ITHERIEIC =) An~A D ACRBEISND Z LI uiEinLz, (B 3)

I BmEEZET
1. EFEHEREICH (+ 55
(1) JECFA [ZH 1+ B
JECFA Tlx, =V Ar~A 2> ® ADI OFEIZBWT, THEFRIRE XL D EmS
HIRCED J7 5 10 BhEME R EmW E B 2| b ESMED RN Bifidobacterium sp.? MICso
M5, LU &0 EYFH) ADI (0.7 uglkg (KE/H) 238E ST,

0.0001 *1 x 220 *2
ADI= =0.0007 mg/kg {KE/H
0.5%3%x]1*ax 60 *5

*1: BEEMEOEWE O MICso
*2 . FEBNEY)
*3 . A NF I ATRE /R OB OSE —T U ZAa~A Lt e MIBW TN S <. T FORk

O 5388 TIIE 37~43 % EEENEOMEL SRR S 7= 2 &b, B2l REDL > TH0% &

L7,
*4 ;. EERERED R AR DIEDFN T — X I X W EeffEii 1 & L,
*5 b MAE

— 5. T —F DREKOE LN T —F DT BEFEMED & 5 @71 ADI 1
RETE 0 E &, BEFRT Y RARA Vb &SR ADI (0.7 ng/kg (RE/H)
ZHET 5281280, BEY—V VBRI SN, BT RARA U M & LT
LI L EZEZ SNEDIE. Ty FERAWERATT Y UEET Y 2~ A 2O 2 FERERMN
ANERER TH L7 LOAEL (210 mg/kg (RE/H) T, #4EWFH) ADI L2 @ LOAEL
(XL 30 HfED~—T DD,

Fo. EFHREND, B MR AEL LT, m)Rrav A L aREINTNS
BEOBAEN LT, HAEBRHICT Y 20~ A 3 AR S - 2R JEE R
WRAENFETHAREMENH D Z ENHBI LTV 5, & FOJREHES 500 mg/t b (8
mg/kg (KH/H) LARET D & WAEMFHIADLIE 1 HEUEO~—I U 3dh 5,
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U\J:OD &b, JECFA Tid, T bDEMEFRISZEBICOWTL, KT An~A
ZEDVRIWAELD E i%z%zhiﬁb\}: L, =V Rxa~A2®ADI & LTHUAE
%%E’JADIT%ZDO7ug/kgﬁ§E/E%2 REL TS, (BH3)

(2) EMEA [ZHI1+ 55

EMEA T, FEFRADLIIRESNTEH T, = Au~<A O ADI & LT
AR ADL S STV b

T YA A VTR DR fi@ml/ \ Bifidobacterium sp. ® MICs (0.1 pg/mL) (2.
1 HE#EFEE 150 mL, NI RE SNLD0E & LTO0.5, & MEAEIZ 60 kg Zi#H
L. CVMP 0BEHRIZ LV | EMFRI ADI NLLTFD L 59 0.005 mgkg (RE/H &5
EINTW5D, (B4, 6)

0.0001 X 10*2

T X 150 *3
ADI= =0.005 mg/kg {AH/H
0.5%4 X 60
1 B bR ME OB A O MICso 2T 52 Ltk 195,

*9 1 in vitro . " in vivo DHIR.OZEAEE L T 10 &35,
*3:1 A#EMEEL LT 150mL &1 5,
4 GNMEENRESINDDHE ; B b —2 L0 0.5 &35,

2. EHFHADIIZDLNVT

TV ZAu~vA Tk, BEREEPBROBRENOARIZE > TR L 72 5855
TN EEZ BN, ERAMELRD BN EE, ADI 2R ET 5 Z L ANATRE & H
Wr L7,

L L7, = Aa~A 2o, JECFA Tk, #FT — % OFREK
OTRHEEMED B ADI 3% ET& e LTW5, £72, EMEA 1B\ ThH, 3
PR ADI Z23%E LT 579, JECFA X IXEMEA Tit, =VU ZAu<A 3> ® ADI &
LTIy ADL 28 LT 5,

F7o. 8. IZBWCEH SN AEYFE ADI 0.0015 mg/kg (RE/H 1L, FHHEHERT

%mﬁd\@ NOAEL TH 57 » ~® 68 27 uit%’ﬁ@ NOAEL 12mg/kg (K&

2L 8 TEDO~— 0N, 7 v b 2 EMFEN AMERERD LOAEL 210 mg/kg
{ZIKE/ BIZXTL 14 GO~ —V 2 ind 5, ZOMAEYFH ADI 1%, BEFRIR I L
37— PELNTNDZ EREBEL, ARBERELTUL, = Ar<Af D
BIERERN & U T PRI B S ADI 23 ET D 2 ENEE ThDH &
Hlr L7,

3. MAEMFRADI IZDONT
AR OV TIE, PRk 18 ET” Bz e eHA TP E
DEEMFRIFBIC OV TOMA] IZXY | FERMENEONTEBY . ZO/RRNG
VICH 714 RZ A AZHA \“C%(E%J%E’J ADI AEHT LI LNTE D,
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T 2avA 2D MICel0.000204 mg/mL., A FF FTREZ2#R 1 FH &0 4318 0.5,
FERGNAM 220 g, & MAE 60 kg Z#EH L, VICH OF U HEASWTHAD ) ADI
FEHTDHE, UTOEBY &7 D,

0.000204 *1 x 220 *2
ADI= =0.0015 mg/kg {KE/H

0.5"3% 60 *

1 RERERI MO B D B b B O & 2 JB O MICso D 90 %S FEIR TR D FRRAE

2 FENBNR Y

3 AR ATRE SR O A EOSE —t MIBIT A=Y Au~A 2 OO X 5 EWS00F
RITFEED 50 %Al & SN TWD Z & ROBERIZ L R SHWPIEEEIME T 55 2 L 2B E L
TH50% & L=,

1 b MEE

4. ADI DFRFEIZDLT
WA ADI @ 0.0015 mg/kg R/ H 1%, BRI EIC - W THEIRSh v
HEEZBNDLZ LMD, Y An<A 22 DOREMEREAIMI OV TIX, ADI & L
TIROMBEERAT S Z LM@Y B2 6D,
T 2ua~<Ar 0.0015 mgkg A&/ A

BRI OVTIL, HRZAIGR R A B F 2 B E B O RIE L 21T 5 BTS2 2
LET 5,
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# 8 JECFA KU EMEA (2517 2 A iR O B &5 O Ll

oy . b NOAEL (mg/kg {£8/H) %
(mg/kg (AH/H) JECFA EMEA
~ A 14 AREHESMER | 0. 580, 1,160, 2,300, | 580
PR 2,800, 5,000 REHR, BRI
(AT 7V i) 20
~ A {REH)
13 JERIH AR | 0, 150, 300, 600, 1,300, | 600
PERER 2,600 R EAECAE
(AT TV BT 20
~A - REH)
2 FERFENAME | HE 0, 270, 545 M. 0, | RETET
v 250, 500 GERBEA - IREH) | AR L
0. 350, 700, 1,400 —
(R77 YV vy 2o NI L
~A - REH)
Jg A R 2,000 2,000 —
(m)rm~A Ty - % | TR L AT e L
M) AT L
7 v bk 14 HE#EZMERE | 0, 360, 720, 1,160, 1,400, | 720
PERER 2,250 R EAECAE
(AT TV v An
~A v - IREE)
6 M-SR | 800 — —
PERRER (Y Axru~Ar, |PELS #E5RE (K| =) 2p~ A1

PELS. 77 bt figx
JAam~A - ifkn)

BN, JET
N, AR
9 o, BFEZEE
Z 7 hEA BT
PR =i G

Vo EMERE L

B - ALP B0,
AR 5
13 ARFEAMESEE | 0. 90, 180, 360 360

PERAER

(mYRE~2 ATy - R

£H)

EE R L

90~370
(R~ R

M)

EER R L
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13 AR
PR ()

0. 60, 120, 240, 480.
1,000
(AT TV BT 21

<Ay - IREH)

60
WEHR

3 7~ A M HE A
aEERAER

0, 50, 100, 250, 500
() 2~ T A
~lL—b - #&A)

mER R L

68 R M
By

0, 0.12, 1.2, 12
(FA>T7 B 21

~A Ly - R

12
TR A T
L

2 MERIFES AME | B 0. 180, 370 M : 0, | LOAEL : 210
Bt 210, 435 FEREIS I D P 2
(A7T7 VoY) 2na | E, FHEOMmEH
~A v IRE) e p.
WAL L
0. 125, 250, 500 —
(ZmFvansppgprzl X TR L
A - IREE)
3 HEARAGESEAE | 0. 1.05 AFEERME R L AFEERME R L
R (FATT B 2a | EaRER L AT L
~A v IREN)
ATEFE AEFEMER | 0~125 125
R (mY 2~ - | EEEER L
M) AT L
AVAS 31 HM#EAMHE | 100, 200 —
PERRER (m) 2~ AR BIEER L
) - #&A)
A X 10 JEfE#EEMERE | 0, 50, 100, 220 220

P

() R~ TR
cM— bk - #&0)

EE R L

13 JE I B
PERAER

0. 50. 75. 100
(myRrE~A T R

M)

100

EE R L

3 7~ A AT 2
AEPERABR

50~100
(ZFnva~r K oEgxl
2a<ATr kA1)

EE L L
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1 FEREEEN | Yo 370H 0, 50, 75, | —
B 100 ZD% 970H 1100 | FERER L
(mY 2~ Ty - &
M)
12 2 H g | 50 -
PEaER (a7 ks omgrY AR L
Za~<A )
A7) ADI JECFA :0.0007 mg/kg A5/ H

EMEA :0.005 mg/kg {&<8/H

A0 ADT O ERRHL JECFA  : Bifidobacterium sp.?> MICs 0.1 ug/mL
EMEA : Bifidobacterium sp.?® MICso 0.1 pg/mL. CVMP & Hi

ADI JECFA :0.0007 mg/kg {A=/H
EMEA :0.005 mg/kg {&<&/H

PELS : Yuvt=/1=x ) 2a~<A 2T RAT)IVT 7 Y )L
— ROER L
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Gk - REEFHE

HEFR Z2y i)
ADI — HEBEFA &
ALP TIVH NIRRT 7 2—F
TI=VT ) NI ARAT 2 T—8
ALT (=7 NVEIVBELE VRN T AT I —E (GPT) )
AST TANRTXET I ) N T AT 2T —E ‘
EINE I U XY alfiE s T AT I F—8 (GOT))
CFU a1 =— R AL
Crnax R
CVMP RPN =S LR A TR A E SRR B S
EMEA RN =B R AT
HPLC EHRIK a~ N T T 4 —
IgE a7 R
IgM a7 ) M
JECFA FAO/WHO & FRI& iRz a3
LC-MS/MS |iRIKy v~ 7T 7 ¢ —/% T NEREITE
LDso EESCE
LOAEL e/ Nt
MIC e/ NEB IR
MICso 50 % s/ N B PR EE
NOAEL i oy
Tz TR
Tmax e R
Vd DAEAE
VICH i F 3R OB E BIO TR BT 2 ERE I ik
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(2, ITEUAE U CIEEE R L&D &k
CE L7,
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W= LET,
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