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=R

~ a4 REFEWE THS (A T~A1 2] (CAS No. 8025-81-8) (2T,
JECFA ORHilliE, SAKFERFOIFZERNE 2 O TR SR R 2Rl 4 5506 L 7=,

R iR BRI L, BN RE (T v b, By B A K B S RO B,
R (B K, BBEOR) | BfswtE, SEEE (U AL Ty b BALEY B UV
Fa, A XJOCEE) ., fatEE (7 NEOY X)) @BEFEEL OB AME (T b
O X) | AFERAREE (v 7 AR HX) | AR BT A R BRE ORGE T
H D,

AT A AZONWTIE, FFEEGEERBRICB O T b i@rff%w%%%m
WHZ LD, ARIZE > TR E 72 2BEEMET RV EBE 2 B, BIEDORE! i7
bHEBZ LN, £To, BORMELA LN -T2 2 Lnh, FEFH ADI 3 ET 5
ZLEBARETH B,

PEERBRORGE I FE D & | B ADI 2R D X 5 IZHEE LT, S FEstERERO 5 BT
Ez‘n@ﬂr SN BT ER O/ N NOAEL 1%, A X & FH\V 7= 28 JEf dh 2
ARBRIZBT D 60 mg/kg IRE/H CThHh 7228, YiZidbr L 0 L EHRBRTH D14 XEH =
2 FRNEMEEMFEROMGEN BV . Hi%AERIZIIT 5 NOAEL 75 mg/kg AH/H Z HW %
ZLEDIFHNEY EEZ BTz, 2D NOAEL 75 mg/kg A5/ H 2, Z242f%% L LT 1,000

(Rl N OMEAZE 100, IBINOZ2a25E LT 10) 25 &, #E% ADI 1 0.075
mg/kg A/ H L HEE ST,

WA ADI 1%, 0.025 mg/kg R/ H & B Sz,

FMEFH) ADI OHEEEDAEYZE ADL L0 HEVMETH S Z E2vh, ADI & LT
WAEMFN) ADL 2895 Z LT & B 2 b, 202 L1 JECFA ORHf & [FEECTH
-7,

PLENS, AT ~A D ADI % 0.025 mg/kg A5/ H L 3% E LT=,



[, M RSYEAEELOBE
1. A%
LAl

2. AR DO—HA
M4 AT~
¥4, : Spiramycin

3. k=4
AETwA ]
CAS (No. 8025-81-8)

A T<wA 1
IUPAC
¥4, : 2-[(4R,5S,68,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4R,5S,6R)-5-

[(2S,4R,5S,69)-4,5-dihydroxy-4,6-dimethyloxan-2-yl]oxy-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-10-[(5S,6R)-5-
(dimethylamino)-6-methyloxan-2-ylloxy-4-hydroxy-5-methoxy-9,16-
dimethyl-2-oxo-1-oxacyclohexadeca-11,13-dien-7-yllacetaldehyde

CAS (No. 24916-50-5)

A T~vA 10
IUPAC
924« [(4R,58,6S,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4R,5S,6R)-5-

[(2S,4R,5S,69)-4,5-dihydroxy-4,6-dimethyloxan-2-yl]oxy-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-10-[(2R,5S,6S)-
5-(dimethylamino)-6-methyloxan-2-ylloxy-5-methoxy-9,16-dimethyl-
2-0x0-7-(2-oxoethyl)-1-oxacyclohexadeca-11,13-dien-4-yl] acetate

CAS (No. 24916-51-6)

A T7~A 100
IUPAC
24« [(4R,58,6S,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4R,5S,6R)-5-

[(2S,4R,5S,69)-4,5-dihydroxy-4,6-dimethyloxan-2-yl]oxy-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-10-[(2R,5S,6S)-
5-(dimethylamino)-6-methyloxan-2-ylloxy-5-methoxy-9,16-dimethyl-
2-0x0-7-(2-oxoethyl)-1-oxacyclohexadeca-11,13-dien-4-yl] propanoate

CAS (No. 24916-52-7)

1 251, DERIOREEY,



4. 3FHK

AT~ A ] CasH74N2014

2T~ A 10 CssH76N2015

AT~ A 10 Cs6H7sN2015
5. 7FE

AT~ Af 1 843.07

AT~ A 10 885.10

AT~ A 10 899.13 (2R 1)
6. #EEX

OH
CHs
OH
CH;
Spiramycin | R=H
Spiramycin |l R = COCH3
Spiramycin Il R = COCH, CH3
C i)
(&%)
T URAY T A
1. —i&4

M4 T UBAY T
¥4, : Spiramycin Adipate

2. b4
IUPAC (AET~A L 1DOTVEUEEL L)
¥4« 2-[(4R,5S,68,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4R,5S,6R)-5-
[(2S,4R,5S,69)-4,5-dihydroxy-4,6-dimethyloxan-2-ylloxy-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-10-[(5S,6R)-
5-(dimethylamino)-6-methyloxan-2-ylloxy-4-hydroxy-5-methoxy-
9,16-dimethyl-2-oxo-1-oxacyclohexadeca-11,13-dien-7-yll
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acetaldehydeshexanedioic acid
CAS (No. 68880-55-7)

3. 0F: CHsN201s (A T~A v 1DOT7 VR S 1L 0)
4. 51989019 (AR TI=ATrIDTUEUEEE L L)

TURVIBAE T~ A v
1. — 4
Mt TR BAEY T~ AT
4, : Spiramycin Embonate

2. k54
IUPAC (AET~A > 1O RUEEEE L)
¥4, : 2-[(4R,5S,6S,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4R,5S,6R)-5-

[(2S,4R,58,69)-4,5-dihydroxy-4,6-dimethyloxan-2-ylloxy-4-
(dimethylamino)-3-hydroxy-6-methyloxan-2-ylloxy-10-[(2S,5S,6R)-
5-(dimethylamino)-6-methyloxan-2-ylloxy-4-hydroxy-5-methoxy-
9,16-dimethyl-2-oxo-1-oxacyclohexadeca-11,13-dien-7-yll]
acetaldehyde;4-[(3-carboxy-2-hydroxynaphthalen-1-yl)methyl]-
3-hydroxynaphthalene-2-carboxylic acid

CAS (No. 67724-08-7)

3. R CeeHooNeO2o (AET~<A v 1D ARUFEEE L0)
4. 51E 123142 (AEI~vA v 1O RUmEE L)

7. FEREMRMERKR

AV T~ A 2% Streptomyces ambofaciens BWHEAT H~ 7 174 RROHV/EWE
T, AET~A UL I EOUL O 3MEDIREM ThH D, AVT~vA UL, 7 Ry
BRE., VoVEKE, 23T UV ALK v A BY DT MMTxE L CEEE 7R ERH
By, KIGE K OWEIBE ISR LTI & A CHEFEE 2R & 720, AT~ 0D
FEEIL, KRR OEET 2 L WO RN H D, AT~ A v OERKFIL. 50S
VR —b & DFEGIC L DMEAD S I EEKEETH D,

AET~A UL, B FIITEWHER L E LTRSS,

Mo Cid, BHIESRES & LT BTk, k., ABEREOIHELOTIIZ, K
TIIMiZ, T, BYER R EDOIHRL O TICHNENTW D, (B 2)

HATIZ, b MAEELE LT, TEFILRE T A U 2RSS & 55K (B
) DS, FAEMER ERGE S 2 I E & L CRR I TW 5, B EIE & LT,
TTEHAEEZNG L LI VRV BRA Y T~ A U 2G2S &3 2 EERRINAID
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https://www.ncbi.nlm.nih.gov/sites/entrez?cmd=search&db=pcsubstance&term=%2268880%2d55%2d7%22%5bCompleteSynonym%5d%206450354%5bstandardizedcid%5d

WEINTW5D, (3. 4)
7B, WUT 47V A MEIEEE AL D PR FEHE 205 E SN TV D, (R 5)

I, REEIZRIMEDHE
AFHEETIX, JECFA OFFfliE4% % £
P T,

T, AV T~ A T OFMEICET A EARMA

1. EYBEEER
(1) YR (Sv k)
@ EEROKSHER
Z v b GRBE, PERILOVCECAR], SR 200 g) ICAE T <A oo & BnlpEfili
N5 (500 mg(U)/kg 1RE) L. RREFAIZ IR K OSEAE I % Micrococcus luteus
ATCC 93413% 3 BREE & 35314 47 v A 42X VHIE LT,
WRAEER IR L,
AR, $eb 1 B IR b < (6.5 pgUi)/mL) . 5 10 B # LA IR HE
DRSO HID DI T oTz, MHEFIREL, &5 5 X% 10 R I CRERE L~ L,
5 20 FFI£ 1 B 39~224 ug(Uhfil)/g MR L7z, (B 6, 7)

# 1 7y MIBIFLAE T~ A ¥ U HERE O EG% O MR & O IRE  (ug()
f/mL 3L pgCUit)/g)
e BehtgpkmsE  (h)
A
1 3 5 10 20

1% 6.5 5.4 3.4 TR B
JF ek 75 120 143 302 224

i 52 98 126 70 67
Gt 72 91 116 89 86
R ik 21 48 71 62 39

@ REROKEHER
Z v kb GR#E. MR OVEECRIR) (A T ~A % 6 MO #&5- (150 3% 400

mg/kg (KE/H) L7z, &5k, ACT~A v ATEHIC
HEt, F0% 24 AL ENT T Lz, (B 8)

(2) EYFHEFR (BEILTEY M)

EREE (40 K OV50 pglg) M3k

F/LTE Y MIAE T <A o2 HAfjRNES (50 mgke (KE) L7-, &5 1 H%
(2, HEERPOEIV RS (23~70 pglg) Ak, (O, FAlek. A, PEUiet A OV 12 2 B,

2 SRR 1T SRR TBA HORTS 499 T &Ko TED LAV IR A E (2 5)

3 BIEDW4 L, Kocuria rhizophila T 5,
4 PUF, A AT A 1% Micrococcus luteus ATCC 9341 ¥R 27 B HE & LT\ 5,
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MR R 1 TP 5% 4 HRHERAT R ORI (20~58 pnglg) Th-o72, (B 8)

(3) EMEREHAER (4
O Kt
a. REMERE

B, R E LTI hr—R K (REAET <A vY) BDAEKRLTE, BREE
JEH O o — 2RO L, &5 14~28 B (BREREAH) ICBWTAE I~
A BEELVENIEL . BRTIIAE T A S LI o — 2EOBEEITIEE A
CRkETH 7=, (B 8)

b. FRARARSHER

A (SR, PERIROSEECR) ICAE T ~A v U k& G- L, [Rl—oiEz A
F7 vt A KOHPLC THIE Lz, A 4T w4 & HPLC /bR H U=
BN A Hl U7, BRI 1.2 0 1 S HEE S, g HiETEE 2 A4 D A
MIDFEAET D Z E RSNz, 55 96 Ktz £ Tl T0% DFIETEEN A E T < A
NZEBbLDOThD EEZ LN, (BR9)

c. FRINEREHER
A (SRR, MERIMONERCRIA) ICAE T~ A > % 48 BT 2 RS
(100,000 TU/kg REG) 32 mg(Uifi)/kg R 5) L., MHAFIREZHE Lz, MAED
FHIETEMEZ NA AT v BAICLVPE L AT <A U KOS e — A RO
FE1X HPLC CTHIE L7z, [Fl—BIORE O 23 2 1R Lz,

K2 PRI DHAET <A v 2 BIFHRANERGEROMMETRERE (ng/g)

<k . ot Garm A4 (H)
14 21 28 35
HPLC> 480 300 140 <120
JleR RAFT A 718 220 151 118
b (%P 67 100 93 100
HPLC 470 170 <50 <30
EHik RAFT A 742 172 85 48
e (%) 63 99 59 62
HPLC 90 <60 <30 <30
A RAFT v 66 53 <25 27
e (%) 100 100 100 100
HPLC <30 50
HERS RAFT A 85 69
e (%) 35 72

5 TU o#RIE, WHO OFEHE Ml 13,200 IU/mg] 12N\ TWn5, (B 11)
10



n=3
a : HPLC OMIEfIE, AT~ A 2 RO B o — AEDOFERE DO &H 2R,
b : HPLC T ORI S 47 vt A T DIV G X 100

2 FIEZ L DHMHIRE DI NG, AT~ A 2 KOWLI I v — 2RO/
2B T DPETEE A AT DR O &2 O 5 Z EAVRENTE, HATIE, AT
~ AV KOWE R 1 v — ARD BRI FTRE/RE W) T - 7o, Tl ok 21
HEUBEIZIZAE T~ A 2 RO B a— R RH, PIETEE 2B T 2558 D 93%LL 1
D Z RSN, BlETIE, ZORRIZIESDERHY, AT A UKD
i X T v — 2RO FRITHTETE 2 AT 28 D 60~100%DHiH Th -7z, FEID
HIEMEITRER G 28 M35 HIEDIRERR DT, ENEI 35 LD T2% ThH -7,
g O igrh oD BRI OREWIL, L3 AT A VMBS h o —2 KA nEns
Z LI X RS MG S Z ik b kEZ LN, (B9, 10)

@ HEi
A (AR OSSR ICAE T~ A VBRI TG LT2G6. A8 T~
A AT IR s Tz, (B 8)

(4) Ewaressiz K

OF.Xiil
a BRI 5ER

R (S, PERIR OSEECRIA) IS R A YT~ A 2% T HIREHR S (16

mg/kg KEH/H) L7, Fofkixh 12 K% OB L OB EIX 2 4~7.5
R T~12 pglg ThoTo, RN OIEHIREIXE)» 72 (BhEi 0.12 1 TU<0.1
nglg), HfEEs 3 B E CICBEIBL OISR EITE LK 1~2pg/g) L.
S OERI CIE 0.1 pglg A & 72 o 70, HeféPh- 10 BRZRIZIE, Bl OV AL
IZZEH 0.3 pglg A TN 0.15 pglg A & 72> 72, 25 mglkg (5 H D & CIF
PO 5B A i L7558, 1I2ER USRS, (BIES)

@
a ¥
TURVEBAE T~ A 2 O TIRORGEEER A F2hE L. KO 31T 21
MHREW % FIE LTz, BN in vitro & 5 L, EERREE A L=, %
DFERING | IROHEH IR ENAFAET D Ly AT A VU DSBRIROE 7 L
TeRERIGL, TT VYD INVR PRI ID T DR ST, IBIORERIZ X -
T.ZOT T REPMEM SN TWAH A T~ A o U FEKIT - OREIE (b &%
TN EAVRENT,
R (SRR, MERIR OBEECRI) ICAE T ~A Vo 7 B DS (50 mg/kg &
#/H) LR, HPLC (BHIRA 0.2 pglg) (X > TUTD 6 DAL T~ A
viARE Rt E N, (R3) (B9, 10)
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#3 KRBT AAY T~ A2 7 AR OEHG#%ONREY

AT <A ARG BE (uglg)
AT~ ] 0.2
A T7~vA I 0.2
R A 6.4
& B 4.1
& C 1.2
& D 1.0
A T~ A T R 13.1

b 7 HREEEEIR 555

K (SHEARE, KE 156~18 kg, EFE, 4 BRER) I RUBAE T~ A &
w7 HENREEE S (450 ppm., 22 mg(Uifi)/kg (AEE/H) L. Hk&&5 0, 3 U
10 H % ORHiETIEE %2 HPLC KOV, AT v A2 L0 JlE Lz,

HPLC IZ X 2HERRZ R 4 1R LT, Skt G% 3 RO TIZRBWT, fiH
BEZR LD A KB Thotz, I ha—AEROIEDT AT A A7
A ROREIFIEF IR -T2,

HPLC KUOVA AT v A I L A MFEFREOR R AR 5 1R LT,

7% 4 KOS OFEFIE, KOMIBIZHB W TAE T~ AV ATIEFITEN LWL 7
12— 2RI SN2V E W GRA BT 2 b D TH D, AV T~ A 2 KO
T —2RTHLNE L AT A R L, TV UV UFFERPERSND B
DEEZLNE, (BRI, 12)

F£4 KIBFDHDZURVEEBAY T ~A 0 7 HRENREHRE (22 mg/kg (AE/H)
DIHFIEHIRE (ng/g)

RSt o AR B Gfam 4 (H)

0 3 10
AETvA T THRE D (A 1,000 430 ND
A T<A 10 200 ND ND
& A 1,800 80 ND
K& B 1,800 280 80
&) E 100 130 30
& C 200 ND ND

n=4 JEE[R:100ng/g  ND : EERESAIN

12



#5 RIIBIFDTURUBAY T~ A 0 T HIMNREER G4 OIS IEE (ng/g)

o Bt G A (B)
SRRV =
0 3 10
HPLC 5,000 900 100
INAFTT oA 5,3008 1,300 2007

@ Hrittt
K N2 AE T~ A 2 OFYERERBRIZIBWN T, B ~OPE . 2h kit
SNDHFREMEA RIR STz, (B 8)

(5) EMENREiR (38)
® »f
o (B 7R, (REMN 1 kg, HE2PURESED (T VB VBAY I AUk
RPN SRR 4 5 (B ER8EE & 12 0 3T 300 mg(Fiffi)/kg RH) L. #4510
KN30 4y, WS 1, 2. 6, 12, 24 KON 48 HEEIRIC,  ILIF K OSEAR T 2 5
BIEZ E DA FT v A2 X OHE L,
RPN R OV 115 0% 0D LT M OSREARR PR S 238 6 LN T IR LT,
MG T, AET <A VA3 bR < SHRRZIA < o Lz, 5 48 W
FAICIWT S | AR GEE CIIINA bR < S/ O B0 G CTIIM L O AL (1
) 2 bR < BARRRD DR ST, it HRE & BICIRIREE S R b w72, (B 6,
13)

# 6 WBIBTHTVEUEBAY T <A v HBI RN G- O Mg & OSKEHR R
(ngUMt)/mL S0 pgUrith)/g)

Stk Fe 5% RaEEER (h)
1/6 1/2 1 2 6 12 24 48
13 16.8 19.2 23.1 25.8 15.9 12.2 8.6 4.6
A (k) | 1.8 2.6 2.8 6.5 4.8 3.8 3.6 3.0
Jiti 70.0 87.5 1125 | 180.0 | 125.0 | 120.0 87.5 70.0
JiieR 43.5 1125 | 200.0 | 2150 | 190.0 | 230.0 | 1250 | 105.0
AR 176.3 | 260.0 | 973.0 | 2,500.0 | 3,458.0 | 4,362.5 | 6,708.0 | 1,879.2
et 48.5 49.0 87.5 255.0 | 1350 | 1125 | 1100 | 109.0
ik 43.5 55.0 80.0 105.0 95.0 97.5 160.0 70.0
i ND ND ND 0.5 ND ND ND ND

n=2 ND : FRH R
FRHIBES : M3 0.24 pgUMH)/mL, #H# 0.40 pgCUifh)/g

6 2P 8 TIL, 5.2uglg LitfiL T\ 5,
T I8 TiL, <0.2uglg EFEHEIL TV,

13



F T BIBUIATVEUVBAY T~ A 2 HEIRE O 5% O Mg & ORRRE &R
(ngUMt)/mL S0 pgUrith)/g)

Sk B 54 RHREH ()
1/6 1/2 1 2 6 12 24 48
13 ND ND 2.1 3.9 6.3 5.9 1.9 1.1
A (k) | ND ND 1.1 0.8 2.5 0.8 1.2 ND
Jiti ND 1.0 25.0 40.0 55.0 43.5 30.5 9.3
i ND ND 38.5 40.0 27.0 160.0 | 107.0 95.0
AR 4.3 6.0 2125 | 3125 | 3,593.8 | 1,218.8 | 750.0 | 1,418.8
e ND ND 34.5 35.0 34.5 70.0 55.0 30.5
Rk 1.8 2.4 34.5 35.0 36.5 49.0 66.5 21.0
i ND ND ND ND ND ND ND ND

n=2 ND : KRR
FREFRS « i 0.24 ugCUi)/mL, #H#% 0.40 ugChHfil)/g

@
a. 60 HI[FHREE&GR

# (T, MR R ORI ICAE T~ A v % 60 HIREESES- (10 XX 100 ppm)
L. (GEEEBRTFZh S 7z, BRI TIRAZ A, B OV g2 B L7, TLC
A FA— § 7T 7 TR IRE 2 HIE L,

ERAER IR L,

AFEROFERN S, AT~ AU RO e —2 KL, 3 kT O E R HiETE
WEAT LM THD Z EpmSivlz, MHEGHIX, BENTIIH L0 e —
ZROFA R ITFEAA (conjugates or bound forms) Tdh 2 LEFES N, B H o
— AR, 50~60°C TOAMIRILE IR O R S TR CORMFHIZ 72 D%
fFOBRZ, AR DAERSND FTRENDRH 5,

TLC A A A — ~ 7 F 7AW = Bacillus subtilis (253 2 AR OBHLIER X,
o 2WE (A TvA KO a—2K) OLIEFOEFFL /NS a7z &
DD, ARG IR B D 50% &2 5 2 LidhnWeEB 2z oz, (B9, 10)

K8 BHIBITHAET~A 60 HFEERG (100 ppm) #OMMETRE (ug/g)

St AT~ A 2R

AET~ AT il B a— Ak MRMEARH
A 0.010~0.015 <0.010 ND
Ji ek 1.0~1.3 0.8~1.0 <2.3
ek 0.12~0.15 0.10~0.12 <2.7

ND : Rt BHRR : AT ~A 2> 0.01 pglg. B3 o—Z{K 0.02 pglg

b. 3 BREIB/KIRGHER
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% (SRR OWERIREA, 6 PEES) ([T PEVERA Y T~ A v 8E A 3 H k&
5 (0.8 g/l) L7, fcf&#5-5, 10, 15 %1820 H#IZ, HPLC 2 X~ TR, .
g S ONEN & BB D A T~ A 20 KOS A b — AR 2 e Lz,

FRAERIITR LT,

FHlg T DTSR E AN b i < . Bl G- 5 HIRIC 5 BICERTTRE TH o 7278, Hehddk
510 B TlE 2 BB B S ivlz, BlETid, Eif&&5*5 EI?& 2 B CE &R
PLEDOREEH S, 550 4 B3R S E &R N Ch o7z, MR ONER
& ERETIE, B S 5 HRIZBW TRE D EERIAH CHh-7-, (B9, 10)

K9 BIBTDHAET~A LB 3 ARPUKE GO RE (ng/g)

) A A% B (H)
b FEAY) el e
5 10 15 20
o AT~ AT 55 (n=2) + + +
fHA —
- A N 699 (n=5) 423 (n=2) + +
i o — 2R 579 491 + +
" AT~ | 280 (n=2) + + +
= —
- AETwAvy | 99 (=3) + + +
BT & e PR N N + +

ERIRA A 50 ng/g. ATlE 100 ng/g, ik 200 ng/g. RENG1T & K% 75 ng/g
TE PR AA

ZNHDORERDT —H G, AT <A AT, MUKGIRZ XL 0B o — 2RI
#HENDbDEBZX LT, BOHRFOHEEEZ AT 5B DIZE 100%H3 A &
T~vA RO I r—2KTHY . s, Bl ORI & B CI3HiEiEE 2 A
T DD 50% & % 2 Bz,

(6) EMBREHER (1Y)

50 (K 1.6 kg, 2mf, 2~3 B/FFR, K 18C) IZAE T~ A v WI= R
VEBAY T~ A L A BRI 0% S (40 mg(Oil/ke K&, ¥ T F o TS
L7z, 512, 24, 48, 96, 168 M TN 336 HRHEIfLIZ, Mg K& OFARE R 2 P Ak
EERN A AT v A KD RlE LT,

FERAEF 10 KOV 1L IR LT,

AT ~A T OFRGTIE, Mg O IREE IR G 12 K% mEEEL =~ L
Tro %, FERAEESTRUD U, #5336 FELI# ik f OV C Ok CHREHHRA (1.
W2 0.3 pglg, % : 0.16 pglg) ARt 727,

TURUBAE T~ A L OFRETIE, MR OSSR P IRE 13 5 24 RFEIIC R
EEICEE LT, ZO%MER L. ATl s 168 Refitklc, Mk, FF. fole i Ol
Tl G- 336 FFff#& IR RS & 72 o7z, (M6, 14)
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£10 SDITBIT DAL T~ A ¥ BRERHRE O #5552 O Ml % O TIRE  (ug()

f)/g)
Sk} e G4 RHREH ()

12 24 48 96 168 336
1M 79.0 35.0 15.5 5.5 3.3 <0.3
JleR 272.0 83.0 51.0 13.5 9.0 <0.16
otk 108.5 36.5 24.0 15.5 5.9 <0.16
R ek 64.0 31.5 19.0 11.8 10.8 <0.16
A 52.5 38.5 34.0 10.5 5.5 <0.16

3

n=—
a:

F 11 SVICBTDITZURUVERAE T~ A Lo HRGRHIRE 1 854 0O ik & OSkk i
 (ngUlfii)g) @

N, 5 TR ORI SUTE A S H UL, SEHEDR TG O TV,

St Bt (h)
12 24 48 96 168 336
I1IR(Z3 8.9 24.8 7.7 2.7 2.5 <0.3
Jrfiek 38.0 106.5 18.5 11.0 2.8 <0.16
R 15.9 40.5 10.3 3.4 2.7 <0.16
= 4.7 35.0 10.5 3.8 3.4 <0.16
i 3.5 14.5 7.5 2.0 <0.16 <0.16
n=3

a: I 50T DR U BRI, PRIEORC & TL R,

(7) ek
R 722 ) A BPEIZ 15~80 mg/kg (RE A HARIRR (4% G- L7ofE R, % 5- 3~4 FFfi#& I
HEPREIL Crnax (0.96~1.65 mg/L) (i L7-, #RMZE (7.25 mg/kg RE) TiE,
AR (Vd) 13REL< (Vdss : 5.6 Likg) . KRR DNAHPHIC D725 Z & AVRIE
STz, MRS E B HRIERREE T AR G-ED T~20%25RHICHRIE S 7z,
MIFHFIREENZ Il LT, Il RINZARR O E OIRENE < 725 Z E BB TWD, (B
i 8)

2. TREBEAER
(1) REHER ()
O HARNEEHER
A (b L—RE X IASMERR, RE 177~350 kg, M6 AN OWE 12 86, 3 BE/FE5)
ICAE T~ A 3 HE % 2 [FIf N S- (100,000 TU/Kg (AE(31 mg(Mih)/kg (A E)/H],
48 KR T E) L, BRI SN, RS 14, 21, 28, 35, 42 KN
49 HIZITHRE (BEEAALA. FR, ITIE. BB ONERG) 286 L7, Efeds 14
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KON 21 BREICITED %, kb 28, 35, 42 KUY 49 AZICITMEO A A BAL Lz,
FHARTPEE L, HPLCIC LW AT~ A L U RO o — 2K ZHIE LIz, B e
— AR, AT A U EB e — R ROl R & L COMIERRE 0.88
EHWNTCAE IS oYgme L,

FERAER 121/ LT,

B G LIS O CIE, I Cie b iR EEDFRE D A b, ikl 28 A% E T
ERARE T o7, BRI OIRREIREIT. miREZ RIIMESE L), mfkis
35 HLARRIZIZ 0.16 pglg A & 72 o7, RIITR L TWRWDS, LI 12— A {RDFEH
B, AET~A v LIREREORE ThH -7, (B2, 9)

#z12 HBIFHAE T~ A 2 U8R % 2 RIFANEG% OB IRRIRE (A7~ A
TUME, ugle)

- Hofd P b%rm A% (R)
Fav e
14 21 28 35 42 49

i 0.09 <0.06 <0.03 <0.03 <0.015 <0.015

Jrfiek 0.48 0.30 0.14 <0.12 <0.12 <0.06

S fik 0.47 0.17 0.05 <0.03 <0.03 <0.015

HERS <0.015 0.05 <0.03 <0.015
FHEAD 20.91 10.23 0.47 0.11 0.13 0.05
£ asnu1\ViO) 35.12 10.30 0.60 0.31 0.16 0.04

n=3 FRHIBRA : 0.015 pglg

@ 7 BREEER 5 ER
e (RVAZ A FE, M, 8~15 Hifh, 42 88) 12, 1 @EMOBINEHIRZICE 13 (R
THIETAEY I~ A vk 7 HRIREERE G- L, Fcfdfe s 3. 7. 14, 24 KUV 35 HLIZHL
WEREZ A FT v AITE D HEE LT,
FERAR 14 1R LT,
FXT NTHA 7V ORI, AT <A 2 ROE ORI O TR LS |
L7gnolz, EBIZ, X7 IV A7 U TP ORI~ A L U REORIES
BEICHETZ Z Lidmnot-, (B2, 9)

# 13 BT DAY T~ A ¥ AR G- ORERAER D Ik

. L £ sy
# (GIE)) BSmR (mg/kg {KE/H)
4 *KTHE
22 AV T~wA T 25
16 AT A A TXRTT NI A T U 25440
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#£ 14 FICBITAAE T A VBEMUIA RS T NIV A7V L OFFfICE D 7 H
MREHSY 548 O/ FRE (uglg) 8

e o 54 pam B (A)
Ak
3 7 14 24 35
A 0.2 <0.1 <0.1 <0.1 ND
ek 9.17 3.03 1.1 0.2 <0.1
Rk 13.7 5.3 1.7 <0.1 ND
iS5 0.15 <0.1 <0.1 ND ND
ND : #H PR

(2) =ZEBHER A
WAL (ALAME(MFERA), 6 BH) ICA BT <A o 8HK 2 Hal i R N & 5
(30,0001U/kg 1AHE(9.3 mg(Uifli)/kg (RHE) L. FLitHOFRRIRE 2 HE Uiz, it
Fe54% 25 MIOPEHICOT- VI, A 4T v A (BHRA : 0.062 pg(Ffi)/mL)
(2 &0 R R A E Lz,
FERAER 15 IR LT, TR, &5 1 BIEMRLELS ., TO%ED L, &
5% 18 [B1 H OHEFLFELARS TR HBRARAAS G & 72 o7z, (B2, 9, 11)

#15 WIHFTBIT DAY T <A v U HEIHRNRE 5% OFt PR E (ug(UMih)/mL)

- BRI (=)
e
1 2 3 4 5 6
At 16.54+7.50 | 10.00£3.18 | 5.27+1.62 | 2.74+0.90 | 1.50£0.40 | 1.06+0.25
7 8 9 10 11 12
0.74+0.15 | 0.57+£0.09 | 0.43+0.08 | 0.40+0.05 | 0.32+0.06 | 0.30£0.06
13 14 15 16 17 18~25
0.24+0.10 | 0.19+£0.03 | 0.16+0.03 | 0.14+0.03 0.09 <0.06

n=6 FHPRA : 0.062 ug(fih)/mL
(3) EBEHER (&
@ 3 BRFANEEHER

PR (SR OMERIRBE, 10~12 i, 3 BA/MER) ICAE T~ A v % 3 HIEMHAN
# 5 (25 mglkg RE/H) Ui, Hef&h-1, 3, 5, 7 KT 14 ARICHTIE, Bh&, A,
HERG. K. OB OB 2 S 47 &4 (FRHBRA : 0.025 ngUifii)/g) 12k v
HIE LT,

mRAEK 16 1R LT,

Bk 14 BRI, BIRUAN OSSR O TR EIREE S RS (0.025 nglg) i &
ol (B2, 9, 11)

8 22 RXN9 TiX, RISHAE T~ A v OHMPEGHOMIUIAFTTT N THA 7 U EOHEHKS
HBOFERTH 2 DT,
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K16 KBTI 2 AT~ A 2 3 HREIBAPNERGZOMMETRERE (ugOhii)/g)

o Hofd P bErm A% (R)
Ak
1 3 5 7 14

ek 9.01 2.26 0.68 0.49 <0.025
P ik 21.59 4.75 1.24 0.48 0.04
i 0.29 0.20 0.05 <0.025 <0.025
HERS 0.03 0.09 0.05 0.04 <0.025
R 0.11 0.20 0.07 0.04 <0.025
Lol 0.32 0.20 0.10 0.07 <0.025

Jird 0.04 <0.025 <0.025 <0.025 <0.025

n=3 FHIRA : 0.025 ng(Fiff)/g

@ 7 BREEOKXEHER

B (RHEFE(LW), AHE 25~30 kg, MEME, 3 HAMES) ICTV RUBAEY T~ A V%
7T HERE OG- (16 XL 25 mgkg (RE/H) L, FEERERDEf I, PO AE
TvA VRO OFEEEEA T DR OREIL. A FT7 v EeAIZXVHIE LT,

FERZER 17T KO 18 IR LTz,

MRERIZB N T, B R HEE LTV Dk CTH 7203, 16 mglkg (KEH/H &Gk
BRCIxie s 10 H1212. 25 mglkg R/ H &% 538k Cl3& 5 20 HZIZEERRA (0.3 ng(7y
f)g) Kii & 72-7-, (BHE2, 9, 11)

#17 KBTI URUBAY T ~A V& 7 AR O#KRS (16 mgke (K5/H) %0
FHRR RIS (ueUhil)/g)

<tk Bofsfe Gram A (R)
0.5 3 7 10 15 20
JleR 6.26+1.26 | 1.44+0.24 | 0.58+0.19 <0.30 <0.30 <0.30
R ik 8.90+1.75 | 1.30+0.56 | 0.23+0.07 <0.15 <0.15 <0.15
A 0.12+0.01 <0.10 <0.10
=] <0.10 <0.10 <0.10 <0.10

n=3

#18 KICBIFHZURUIBEAY T~ A 20 T AR AO#E (25 mgkg (KH/H) %O
TP ERRRIREE  (ugUfil)/g)

S G A% (B)

7 10 20
Jili 1.45+0.40 0.89+0.35 <0.30
ik 0.56+0.11 0.19+0.05 <0.15
A <0.10
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JEN; <0.10 <0.10

n=3

@ BOXITE THRE5HER

R (SLFER OWERIREA, 2 BE/ARS/RE) ICAE T~ A o 2 HERA#%E (50 3
mg/kg (KH) XIS (12,5, 25 X3 50 mg/kg AE) L, FREERERD ( *Eia
HREE ORIE T IEITARH) S,

FERAER19ITR LT,

[F CBEG-EOLE . KRGO REOEE X0 AR ARITEE &> 7,
EH L OFGRIEIZTBO TS, FHAFRE MO ERE L0 {Eho7-, &2, 9)

# 19 KIZBIT DAY T~ A ¥ BB O SUIR TR EGZOMBETIRE (ug/mL X

uglg)
R | o | TR R 5 P
| 24D 50 | 19.00 | 37.50 | 30.00 | 1200 | 10.75 | 1400 | 1.25
24h | 100 | 5625 | 2175 | 67.50 | 3375 | 4425 | 6250 | 1.85
24h | 125 | 825 | 1000 | 29.00 | 1350 | 1275 | 450 | 1.65
24h 25 | 1925 | 1550 | 55.00 | 24.75 | 37.50 | 13.25 0
KT | 24h 50 | 5250 | 3450 | 1125 | 4250 | 81.25 | 5000 | 6.0
48h 50 | 2750 | 67.50 | 7750 | 1475 | 2250 | 13.75 0
8d 50 | 1825
n=2

@ 30 BREIX(E 1 BB GRBR<SEEF °>

K (LR, PRI R OSEECR) ICAE T~ A 2% 30 ARG (200 ppm) L
Too &P 5 ARICIIE, AP, ATHE. Bl OMAR IR 2~ ], i3
S HBIIRIN>T,

F7o. 1 HEMREERS (200 ppm) LTH, Fof&h H O3 A 2RI ILA 5
niginoiz, (BHi6, 15)

(4) %BHR (B
@ 7 BREREER 555
B (AELV 7R, 10 D HER, 5 PR ICAE T~ A % T BRI
(1,000 ppm) L7-t#%., @E ORI CHE L, H&i5 0. 2, 4, 6 LN 12 HEZEO/TE
IS 2 PR TEARIELS & B8 4T A (REHBRA 0.45 ngUfii)/g) (2 & 0 & L7z,
FERAFR20ITR LT,

9 REBROFEFIN A2 700, ZEGEE LT,
20



HASPR G DI A E T ~ A 2 PRI G%R S B &I L, &id s
12 ARRIZIX, 5P 3 PHIIRFRT & o7, (B 6, 16)

20 BIIBT DAL T A v RIS G H OB ERERE (WOl )
s 54RaE A% (H)
0 2 4 6 12
7.53, 2.40,
ND(3)

10.00~425.0 2.88~24.00 0.75~4.20 0.50~1.08

n=>5 KRR 0.45 pgUifl)/lg  ND : KHIBRF KR
a : FEINOEMEIX, ND OPE

@ 10 BREEER 5 AER

o (AHABGEFERD), RERN 1.2 kg, MERIRP, 183) ICAET~A % 10 H
EREH# 5. (300 ppm : 43 mg/lPIFEHY) L. Hof&de 50, 1. 3. 5 X% 8 HIEZEDOMHE &
OAREE 2 S A A7 A (BRHIRSA : 0.02 nigUiii)/g) 12X 0 llE L 7=,

mRAEK 21 IR L,

A TIPS 5 BRI, IR Cligckide 5 8 HIZ IR DS HHRR AT & 72
>, &2, 9)

% 21 BUTBIT DAL T <A 10 HRHRETHR 5% O TIREIRE (ug Oifi)/g)

- A& 5% 8% (H)
v

0 1 3 5 8
Jriig 3.78 1.67 0.89 0.21 <0.02
A 0.19 0.08 0.04 <0.02 <0.02

FRHBRA : 0.02 ngUifih)/g

@ 8 ERIEEER 5

% (PABEEFER), MAEOR, 2 BURED ICAE T <A o % 8 ERATR S

(0. 20, 500 32iF 1,000 ppm) L. 5 HARI R O 55 AR Mg, TR
RO P SRR B % P RSEARTENC L B 31 AT w4 (RHERS - Mg 0.27 ug(h
B/mL. SRR O 0.45 pgCfili)/glo) 12k v e L7z,

WERAFE 22 IR LT,

20 ppm B GRETIE, BB 8 & DMK, AR LOHETICA LT~ A L i3
H &N o7, 1,000 ppm HEFETIL, AT~ A S UATGRTIZIZE A SR EN
Feo ot BRI ITEEE CRIDSN TR Y . BiE 7 BRIcbitan, &
M6, 17)

10 FRHBRROHAZICOWT, B 6 Tid TpgUifiimg) L7e>TnaHA, 1T Tl TugUifiig) L8>
TWDZENnD, 26 ORLHlIRRGE & L7,
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# 22 BB DAET~A v 8 MR G-Hh M O f& A5 5-1% D I Je O 7%
HIRE (ug Uifl/g)

Pe b Sl B ibatREE i)
(ppm) 2 4 6 8
1M ND ND ND ND
20 A ND ND ND ND
JleR ND 0.55 ND ND
1M 0.92 0.88 0.29 0.30
500 A 0.50 0.70 ND ND
Ji ik 15.00 14.50 9.50 6.00
1M 2.24 1.37 0.39 0.70
1,000 A 0.87 1.25 ND ND
Ji e 32.00 31.50 26.00 15.00
Pe b St otk Gr4ram R (H)
(ppm) 1 2 3 5 7
IR ND ND ND ND ND
20 A ND ND ND ND ND
JleR ND ND ND ND ND
1M ND ND ND ND ND
500 A ND ND ND ND ND
JH sk 4.00 5.10 1.10 0.50 ND
IR 0.38 0.30 ND ND ND
1,000 A ND ND ND ND ND
JH sk 15.00 8.00 4.60 12.25 0.75

n=2 RS iR 0.27 pgUii/mL, & OW5A 0.45 pgUfi)/g ND : #HH R
(5) BHEHER (I
@ 7 BFEEEER 5 ER

BRONHICAE T~ A % T HHREIR G- U, FIPOFREABR 32 S e,

FER 1 T, B (AL ARURE, K9 HER, 14 X 15 PR ITAE T~ A v
Z 7 HMVRER S (0, 20, 500 i 1,000 ppm) L. H&FE% 7 HiE@EE OfaEc
fE L., R ERINIRE 2 HE U, BYNRREIIMEESRIEC L 24 4T vk
A (BRHRA - 0.45 pgChi)/g) 12X 0 HIE Lz,

Fhr 2 TIE, B (AL 7RV, 10 22HE, 10 3T 12 PR ICAE T~ A
& 7 BREFEEERS (0. 20, 50, 100, 200, 500 XiX 1,000 ppm) L. Hck&dbt%
12 AR Ok CE L, BRI EINPIRE 2 Ulc, BYPFRIRE XM s
[ZE DA FT A BHBER : 0.45 ng(fi)/g) (2L W EE L=,

ERAEK 23 TR LT,

FHR 1 TIE, 20 ppm #EHETIE, &G 1 BFRIMED ALY T~ 1 U A S

22



AT=D, FNLBRIERR R CTh > 7=, 500 X 1,000 ppm & GHETIE, #5544
MOEMEE THHETAE T~ A U UB it S, ORI BEDHE 2 5125
NTEL ey, BEKTHITED L,

Fhk 2 TlE, BEBA T BRI GEHIIBWTAEY I~ A U En, &50
TR LB Lz, 1,000 ppm #5HETIE, &5 6 HE THAE T~ A v il
S, Bk b 12 BRZIZITMHRA ARG & 72 o7, (B 6, 16)

£ 23 BB DAL T <A VR GT R O 5% O RIITPRE (ugUifi/g) »

- IRARIREE Be5BRhat% L (R)
(ppm) 1 2 3 4 5 6 7
20 NDb ND 0.07 ND ND ND ND
1 500 0.17 0.83 1.14 1.35 1.49 1.47 1.76
1,000 0.20 0.67 1.58 1.96 | 223 2.25 3.12
20 0.05
50 0.10
100 0.17
2 200 0.17
500 0.52
1,000 1.62
- IRARIREE BB %GR H R ()
(ppm) 1 2 3 4 5 6 7 12
20 0.07 ND ND ND ND ND ND
1 500 1.45 1.41 1.03 0.95 0.64 0.52 0.39
1,000 1.66 1.60 1.06 1.03 0.79 0.70 0.50
20 ND ND ND ND
50 0.07 0.07 ND ND ND
100 0.14 | 0.10 ND ND ND
2 200 0.13 ND ND ND ND
500 0.41 0.23 ND ND
1,000 1.13 0.51 0.12 ND

n=5  MHRF : 0.45 pgChi)/g
a : UPEE LN K OE RS, DR OEEEE B LT,
b : INEE L OWRE A OREIRE SRR O%E, IND) & Lz,

QORORUVHRRNEEHER (F207)
2 (SEARE, 7T~16 A, SIVEL) 1T P VA Y T~ A Tk 5 H oK
4. (120,000 TU/kg &5/ H(37.5 mg(iff)/kg (KE/H)), T RUBBAE T~A L% T
H RS- (52,800 TU/kg {AH/ H(16.5 mg(hih)/kg AHE/H)), XTIAE T~ A
AR IR AN S (5.0 glkg FHX4) L, BINFHDO AT~ A 3 R % MR AR
HBIZED A AT AL VHELT,
23



AR 24~26 IR LT,

FOK U TIRATE G- ClE, Bl 1 AR SUTR GG T H BICRIIh DR YT~ A o
VIRENR bR (FAE 0.92 pgUifi/g, 0.33 ugUifil)/g) . & D% Lz,

AN TlE, B85 2 HRRICEREIRE (1.03 ngUii)/g) &72-~722%, 510 B
1213%.0.06 ugUifli)/g ETIKF L7z, (M6, 18)

24 BWIBITLTVEUBAE T~ A 25 HEMOKEGZOEEEIIFRE (IU/g)

Sk} Be5Bath% B (H)
1 2 3 4 5
251 0200 | 029 | ©6n | @0
St Behs%eam e ()
1 2 3 4 5 6 7
o 2.94 2.17 1.61 1.10 0.76 0.55
=50 (0.92) 0.68 | (0.50) (0.34) 024 | (017

n=8  a: fHIMNOEKMIT pgCUii)/g \[ZHRE L7=b o

# 25 BIBIFAZURUVEBAY T~ A D T HRBNRAEE G144 OS2 Jirh i g
(IU/g)
yor—

St Be5Bath% B (H)

1 2 3 4 5 6 7
P 0.35 0.61 0.69 0.79 0.96 1.04
- (0.11) 0.19) 0.22) (0.25) (0.30) (0.33)
St B4 e ()

1 2 3 4 5

- 0.98 0.89 0.60 0.44

=50 0.31) (0.28) 0.19) 0.14)

n=8  a: fHIMNOEKIT pgCUii)/g \[ZHRE L7=b 0

K26 BITBT DAL T <A ¥ L IKFEOHEFHRNERGZO2IIRE U/

Skl 5% e (H)

" 1 2 3 4 5 6 7 8 9 10 | 11

o 079 | 330 | 213 | 1.68 | 1.11 | 099 | 0.76 | 0.37 | 0.21 | 0.19
(0.25)a | (1.03) | (0.67) | (0.53) | (0.35) | (0.31) | (0.24) | (0.12) | (0.07) | (0.06)

n=8  a: fHFINOKIT pgCUii)/g \[ZHRE L7=b 0

(6) %BBHER (YY)
@® 10 BRI EHER a

S0 CYpgfa, PHERE 150 g, 3 BMREA, KIR 24~29C) IC= AR UBAY T <A
% 10 HIREER G (80 mgUhi)/kg RE/H) L7z, Hei&feh 1, 3, 6, 24, 48,
96, 144, 240 KU 336 FEIf£ICIMR, MHH M OSKERE (TR, s, Bl Ohp) A
P 2 AEEIEIC LA 4T v eA IV BE LT,
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ERAR 2TITR LT,

MM OSHRE R L, Ik G- 3~24 BRI ICIEMICE L, ZO®RBEE L., A
TIIFRHEBE - 240 BERIZIC, MK, B K OVE OMOFHKE Climi&it 5- 336 Bt I2m
HIRAAS & 72 o7z, (B 6, 14)

#£ 27 RVIIBITATURUBAYT~vA LD 10 BRI 54 O Mg, JEH % O¥H
kPR (ugCil)/g % ng(Hff)/mL)

<tk A& 5RO (REfH)
1 3 6 24 48 96 144 240 336
Mk | 19.9 20.0 23.7 11.1 8.4 5.3 2.6 0.6 <0.3
A 3.5 5.4 6.3 7.3 3.1 1.6 0.7 <0.16 | <0.16
i 11.5 25.6 14.1 19.9 16.4 5.4 6.6 1.8 <0.16
R ik 4.5 24.0 17.5 20.0 8.5 5.9 3.6 0.7 <0.16
ek 8.9 21.5 18.5 9.0 8.9 4.6 2.9 0.6 <0.16
fEH | >500 | >500 | >500 | >500 | >500 | >500 80 40 <0.8
n=3

REHHBRA « M7 0.3 ngUoflig P, TR, e i 0.16 pgUf)/g ARV 0.8 pg(ifil)/mL

@ 10 BRI EHER b

S0 CYpgfa, AR E 550 g, 3 B, KIR 24~26C) IC= AR UVBAY T~ A
% 10 HIEAER S (20, 30 XU 40 mg(if/kg IRE/H) L7, Hfki&S 1, 3.
6. 9. 24, 48, 96, 120, 144, 240 K O* 336 K& (M M O PRI EE A PO 524K
B LDBAAFT ALV BEIE LT,

FERL AR 28 IR Lf:o

MR, MEHHIREE XL, 20 mgUIfil)/kg (REE/ H BE5-HE Tl 144 FEREI£IZ, 30 mg(Uy
i)/ kg &/ H &5%1‘1 :L 240 FER%IZ, 40 mgUfili)/kg AT/ B B 58 Cld 336 FREfiT%
(BRI & 2r o Tz, (B 6, 14)

#£28 SVICBITATURUVEEAY T <A T2 10 B EHEEHE 5 O ik & O 7
EE (wgChil)/g XiE pg(Ff)/mL)

e R (PR
o | R & GALRmIRE ] (RFfA])

1 3 6 9 24 48 96 120 | 144 | 240 | 336

20 4.5 3.5 2.3 3.2 3.3 262 | 052 | 06 | <0.3 | <0.3 | <0.3

Mm% | 30 7.5 25 | 9.8 | 5.7 44 | 35 | 81 4.5 2.5 | <0.3 | <0.3

40 12.7 | 14.7 | 16.9 6.5 6.9 5.9 8.3 9.7 6.1 0.5 | <0.3

20 >500 | >500 | >500 | >500 | >500 | >5002 | >500 | 400 | <0.8 | <0.8 | <0.8

AEYH 30 | >500 | >500 | >5002 | >500 | >500 | >5002 | >500 | 180 | 125 | <0.8 | <0.8

40 >500 | >500 | >500 | >500 | >500 | >500 | >500 | 260 | 500 89 | <0.8

n=3 BEHEHN . mgUil)/kg (AE/H a2 BOVHE
FREFRS « ik 0.8 ugCfig. AEH 0.8 pg(ifii)/mL
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3. Bi=zEMHER
AT~ A DB EEMEIC BT A FED in vitro XN in vivo SRR OFER-A2F 29 12
~LTZ, (ZH8)

% 29 AVTvA OB mE R

VT POES H
In vitro
BAE TR | T A =—ANLRY— | [TUVEUVBAE T~ A 2] 8
2 Bl YHEL R SIAIAE (CHO i) | 0~40,000 TU/mL (0~12.5 1
(HPRT J#(ir) mg/mL) (=S9) Ref: a
0~20,000 IUMmL (0~6.25
mg/mL) (=S9)
[y RoAYT~A ] e b )
0~1,250 pg/mL (+S9) -
Ye o (R 85 | CHO At [FrermAe s~ ] 8
=kin 0~5,800 TU/mL
(0~1.8 mg/mL) (+S9) 35
0~600 TU/mL
(0~0.19 mg/mL) (+S89)
[T R UBAE T~ A V] n
0~1,000 pg/mL (+S89) -

A | W

HEHIW

In vivo
/MR CD-1~vU*A [T AT T~ A ] 3
0. 0.21, 0.42, 0.63 MIU/kg
{KE (0. 65.6, 131.3, 196.9 | [att
mg/kg {AKHE)

HAR S 2 [FIEIRN G-
[Ty RUEAE T~ A 2] 8
0. 1,250, 2,500, 5,000 mg/kg i
RE -
HAAI Y% 2 [Fk A% 5
a : 10,000 }% (X 20,0002 TU/mL (3.13 }116.25 mg/mL) THEZHfudtENns bz,
b : —S9 @ 500 pg/mL ZH % 5 TR EMED A BT,

in vitro DIEAGT-Z2RZ BGRER o OGL R BB ONT 1n vivo O/ IMZRRBR DS FI X
WM TH -T2, £, 28 BTIEHHH, MEZ - EIRZHRZE BB ORS
Rt wEsn g, (B 19)

UEDZ END, AT <A U ATERICE > TRIE L 22 DB s £ & 2
b,

11 208 8 Tl 2.5 mg/mL & FU# L TV D23, HAEAED HREGE &l L 7=,
12 2 8 Tl 10,000 TU/ML & 72> TN A3, HABE) S REE0 &k L7~
13 M8 19 Tl MR 2 ORISR E RO N ENRATH L Z Lnd, BEL LT,
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4. 2EEEHER
(1) s (R
FHRENBIT DA T~ A 2 Ot BRORIR 23 30 IR LT,

% 30 HBHEIMICBITAHAAEY T~ A v DarEE

595 Gl MERE | 58 | LDso (mg/kg /AE)
Jiia B®o 3,130
<A
HERE | FRURN 220
Jiia B®o 9,400
_ i 3] 4,850
7wk
oruE Jics 'y 3,500
YU A .
A HERE | FRURN 350
ELEy | M B®o 3,000~4,000
AR Mk e g 4,330
b= i3 iy 950
A X il e g 5,200
R B N 850
DR eqn| >5,000
ABH &N >5,600
<A
ABH N >4,000
TR UPRA ARE | REEN 523~693
= e MERE | RO >4,350
541 N e qn| >6,400
7 T | T ~2.400
ARE | EREN 877~915

TOUEVRAEY T AV R OT VR UBRAY T~ A LT v B RO~ T A LB
T, BOFEEHORMFMEIIE) > T2,

TUEURAY T A o ORAORGFEBRICRW T, mHER GBI AR &
LT, 7y MEOA XTEBARIRE, FTRLOBEENA LNz, ~U AOEHERST
X, AR WREEN G, A TR, RS R ONEENCIEN A DAV, N EBERR AR
BT, 7 v N CIIFIEEE N A U0y, A X CrifilaoZlazs sz b, %
7e. 7w RO XIZBWT, RIS OBSED I BT,

TURVBAE T~ A O OEERBRIZB VT, 7y N T kEHE (4,350
mg/kg IKE) THIMEEEIIA LN 7208, <~ 7 AT, 2,500 & 0O5,000 mgkg
{REE D & CHEEh I & ORI R EE A DTz, Zhn O 2 HENIZIHAR LT,
(MR 6, 8. 20)
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(2) alEtHER (YY) <sEEH 14>

50 Qrkfa, EIEAE 1.6 kg) ZAVWET VR UEEBA Y T~ A 2w OHEFRHIEE O
Beh. (0, 200, 400 XX 800 mgUifii)/kg (KE, FiltEE 7 F o 7 eAfh) 128D
DR M ST, BG4 2 EMEEGET O £ E | B SRR O TENO B
[ZOWTHIEE LTz, 57 KT 14 HIZIZKHE 3~6 RIS OW Tk L OFHAE (s, i
ik, Blg, B&LOWH) Z8E L., MR OB R 21T > 72,

MRS R 2 % 31 1R LTz,

BIZWIRPIETHII A BN~ T,

FIRRT LTI, BFIIA O o T, MR E LT, 2EGRHIITFaIcE
ENDEEOFERENA LN, MBI LA LN 2 0D, EERIC X DR
DOEAL &R STz,

MERFHIRRAE TIE, 57 B O 800 mgUiil)/kg KB & GREZ IV TR RO
MRA BT, &5 14 B TIE, SEGEIZB W CRIMERO/IMYE SR E GO
ISR BITZDS, RO MAIRIC, MR O b 2 AT 5 BT D)o
7=, (6, 14)

#381 SDICBIFATURUEEA Y T <A L B 544 O MR IS

Beh-7 Hi% Beh-14 Hf%
i RBC Ht Hb RBC Ht Hb
(mg(ili)/kg 1A )

(X10¢ mL) (%) (g/dL) (X10* mL) (%) (g/dL)

0 362.5 62.2 16.0 345.0 62.8 15.4

200 334.5 59.2 15.9 432.4 60.1 14.6

400 363.7 63.3 15.7 466.3 62.9 15.5

800 369.3 55.6 14.7 420.4 65.7 15.6

n=3~6

5. BRMtFEER
(1) 4 BRESMEEEERER (T b <SFEH >
7 v b GRFAHMERES 6 VW/RE) ICT VU IRA LT < 1 30 % 458[HRE N 45 5-(0.25
X 1 ghkg RE/IA) L7, RBRAN CMIEFAIREICRGOZEIA T, TR
bRz, (BH8)

(2) 2 BEEAMSEERR (Tv k) <SEBEH 16>
7 v~ (SD &, MEER 10 DW/EE) IZT7 PEUBRAE T~ A 2% 32 HREERNE G-
(0. 90,000, 180,000 X% 270,000 IU/kg fA&E/H (0, 28.1, 56.317 (% 84.4 mg()ffi)/kg

1 YR FSE CIEASE T 2 E DB EREE LT,

15 SREROFEHIN AR 727200, SEERE LT,

16 EIRINE G BRO -0, BEERE LTz,

17 B8 Tl 2.8, 5.6 mgkg KEH/H &FLd STV 503, 90,000, 180,000 TU/Kg (ARHE/ H 7> 5 OHAF DOFEFE
T L7z,
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RE/H), 0.9%EPRRIKIZEEME L Ches) Uiz, BIORE (B 5 VTR OME 10 JT) Tl
[FEROF Gl a Ehi L, BIERER (reversibility study) #1772,

Be G R, VR OMRERAY 56.3 KON 84.4 mg/kg IRE/HEHRECTA LIz, 84.4
mg/kg RE/ H L GHEOREED R BRI T 233 L, AREIEINEOIH 21> Tz,
84.4 mg/kg IRE/ H £ 5 EBEORECHFIREE EOMINAA BV, T HOFTRIX 15 B REOlE
AT RRE L 7=,

HIRRCIE, BEIIA N> T0, REBERFIORAE T, MIRIaikik~27 27 7
— (foamy macrophage) 7% 84.4 mg/kg IAH/H ¥ 5HED2H], 56.3 mg/kg AH/H ¥
HHEOEU J O 28.1 mglkg (KEH/AHEGHED 1 llZH b, ZAUHOREIT 156 HD
FHEHZ TR BN T, (B 8)

(3) 90 HEFEAMEMHAER (S b)) <SEEH 18>

Z v b GR¥EAR, MR 10 J0) ICo o RUBRAE T~ A 2 0% 90 H [MFRHIRE 4%
5. (700 mgUfil)/kg RE/H) L7z,

—ARIETIE, FRHCEFIIA OIS, G e R INBNH 2 EEE Shv iz
DHFTH>T,

MIRAEAV IR TlE, ALP OEEDR ER08H BTz,

PR R A T, Mg R OB E R A BT, (B 6, 20)

(4) 8~10 BFESMEERAER (v b)) <SEBEH 19>

Z v b (Wistar &, I VCECRBH) ICT7 VB UVIBAE T~ A V0% 8~10 AME T
5. (0, 200 X% 600 mg/kg A&/ H) L7z,

200 mg/kg RE/HEGHETIX, &5 1 FERICIPIC SO BRI K O I D Tz,
B G TITEEIEN A DT, (REM OMBEEEIIR G50G 7 HRZICKIEEA Talo 72,
MR CTlE, HGBAG 4 %12 Hb 288 L7, SUKELOYREIIM L=, IR
FRAECIL, FEEDSHIREE L D /NS Do Teds, IEFETH -7, FITiE, Z2< omE (B
WAFSER, A5G, R, . ENEL ME. RIE. AR OmEEETH Y | R
DIERDI BT,

600 mg/kg RE/H & GHETIL. 200 mg/kg (RE/ H B GHE L FIEROPT R BT,
RO ANENTEE TH Y | mALRAE OB A > TNz, TS OREIEE L Fz K OV
[ g DA K OGRS OYEBRNSBRRE IS A DTz, BB R EMIEOIEKR & 22 b3 4 5
I, FEROBHIE IR RN T 2R A A B -, (B8, 21)

(5) 13 BEMERMEHERER (Tv M)

Z v I (SD 5%, MERES 20 DS/RE) ICT U IR U RAE T~ A 0 % 13 TR 5 (0,
2,000, 10,000 X% 50,000 ppm) L7z, HcbP G421 REDOMERES 10 DLz i fik L,
70 OIS 1 EEEEE 245 L. £ D1k 4 BREIOREEHIR 25072 GUR

18 —HECEESNRRTH D20, BEEEE Lz,
19 JFEGRBROD, BEERE Lz,
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fAR 18 £ T), MREAIREICRKIT DI GREAZEK 321TR LT,

#*32 7 v b 13 HERRARGARICBT %58 (mgkg (AH/H)

IRATEE (ppm) ikt B 1H 555131 S
i3 219 89 140
2,000
It 214 116 162
1 1,204 473 718
10,000
ik 1,019 581 785
i 5,858 2,488 3,695
50,000
ik 5,233 2,779 3,911

MR R AR 33 IR LTz,

REREART P, % 5T R LB M ORI 3 Do 72,

MR AACFRIRE A BRI A Do Tz,

HIRREE, lEaeE & T, HROMESEE B L,

BRERAOFER, 50,000 ppm #FGHEOHET Y L SEROBO DA BNIZA, 2DV >
IER~DOF B TR G A DR o T led, BEICERT A0 TIERnEE
2 BT,

BRI CTA LI ME— D T/ BN B OEIE Th o 72, FEIROZEMEILA
bhinolz, (BH6, 8, 11)

B EZERIEE - FRSEEMFA ST, #5546 6 #%IC 10,000 ppm £ 5-HED
MG R ERER OIS D S A B, [EHEHART P2V T H AR ERE R VY o SERER D)
73 10,000 ppm DL FREREORETIEE TH-7-Z 03D, AR NOAEL 1347 140
mg/kg (KE/H & 2 7=,

# 33 7 v ho 13 W HE RIS T 2 5T

pe TR
(ppm)
- IREHT NS OB 72 1)
£0.000 - HLWEEEORD (1) B
’ - $e5-5A4A 16 AT HIEDIZAF P BB OV > /BRI OB (1)
- B HBAMG 6 WIRIZIRZ N oW (1)
10.000 - 5Bk 6 W4T ERE DD (HERE) B
’ - Be5-BHAG 16 WA (EHEIRDICAF P ERER OV S ERE i) (1)
2,000 AT L

(6) 4 AMBERMENEHE (1 X) O<SEER 20>
A X (RN OWERIARBH, 200) I27 PEVEERAE I < A % 4 B OEE (200
X% 500 mg/kg (KE/H) U7z, BwMEREIIA LT, I SUTBIROMRR AR K

20 @D 7a L RBROFEIN A TH D Z L bEEER L LT,
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IR AR Z B VTR G OEEIIA LN -T2, (B8, 11)

(7) 4 BEEIMEERR (1X) Q<SEEH 21>

A X (B =27 VHE, fn B, MERES BUL/EE) IZT7 P UVBAE T~ A v 4
fIRNFES- (240,000, 360,000 X i 540,000 TU/kg {8/ H (75, 112.5 Xi% 168.8 mg(7)
ili)/kg (AE/H), 1 H 2 BNZA0TRE) Lz,

BeG5HR T, BORBRE ON B & QR OFFIEN A iz, KREIZES Thotz, &
i, ECG. IRBMFAUMA, MIKAILFRIMRE, MK FHIRE & ORRAEIZ IV TR E-

DEEIIHR NI T,

FIRCIE, ORI A LN > T2, 168.8 mg/kg K/ H B 5 REDMERE L Y
112.5 mg/kg KH/H 5 5HEOEBN I\ TR O & OEXT B RO A BT,
112.5 mg/kg A5/ H UL GRECIg2 ER U, BRSBTS B S Uk D~ 2
07y —UREE S TN, £72. 168.8 mglkg (R AR GREOEHIT, BOREKMAIC
B TERERIAET S OV A B o 0 DR OEN R R SRR A BT, (2 8)

(8) 4 BMFAMEMHRER (1 X) Q<KBSEHEEHN 2>

AX (=7 VHE, BAR, MEES 2 J0) (27 PEUIBRAE T~ A % 4 HEER
NEEG (50 mg/kg (REE/H ., 5 HRAEBS) Ui, xHRBHIERE SN -7,

WIBE G, et ank, FiiE, 77 — B R OSEERHAN S b, F D%
DOFEAZ X0 SRR M OS2 7~ L7,

MR AR A N NI B bR A IR CTh » 72,

HIRCIE, AR BT Do Tz, #akt U IAEcHRER E &I b T A B
R T,

BRI C O BHE R A bITA e o7, (B 8)

(9) 56 HEIERMHERR (1 X) <SEEH 28>

A X (R, WA, KE 14 PR UMEG D) IZT7 VB UBAE T~ A 2% 56 HIEIX
i%t#éif@m&@(aMmMQWEm)Lﬁoﬁ%ﬁ 1L 10 PLx v,

AR, B GHEO DB 550G 4 % £ THEME LD, BB TREE Tz 241
2R 2pInE L,

*%%ﬁfi Bl IR ORBIR, WiHE, WEHE, R O EBILE 3 DT,
FETCRITIC RINTIR D FEA L e oTo, FREEN 3 fICALNTZ, SFECERNIIE,
ﬁ%\ﬁéﬁ\EW@@E&@%ﬁﬁﬁ%MKo

BEIEIL, BGBLA 1~2 B%ICED L, SECRNZITEEE Th o7,

MIEFAIRE T, HGRECHEEREmNA S5, Ht, RBC KO Hb 253 BRI %
WL TR D LT,

MEAE EFAIRE T, 8o TG LT Chol 235 L7z,

L BRI GBRO T2, ZEREE LTz,
2 FIRNIR GARBRD 12D, BEEEL L LT,
B & TEMINTRRTH LD, BEERL L,
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PRIFAE T, SECT DEIOHEIZ, JRHIZ Alb X BIl 233 b7z,

HIFCIE, IBITIENED 2 <. /IMBITREDIRIRDS . KGRkt OHRIR N T &
NI=DIHToHoTz, MgIREE, R U CTh-o7o, Blgk OIS AEENA B
oo BIFOIEKR, FEEOFEMENH LT,

BRI A Tl IR ICE T I IA LR > T, R CILEME ORI D
IR AH DI, FFECIIERNGE 0 Ml AR R U, AR ERPNEE il O REKIC
FOEBSNTWD XD ThoTe, BIROED FT THIED A HIVTZDS, FRT~ 2 L OOIR
HCIHETH- T, (B8, 11)

(10) 28 AMEAMEERE (1 X)

A4 X (E—Z VR, WA, MEES SULEE) ICT7 VA Y T~ A 2 % 28 ]
oS (0. 60, 120 Xi% 240 mg/kg K/ H, 6 BAED 7w #h) Liz,

TR AR 34 lTR LT,

(RERINE, MIEFAIRE N OIRBREIZB W T, LRI LN - T-, (B
R 8)

B LEZERIEE - FIEEEHMFRA ST, 120 mg/kg R/ H DL B GHEC BUN
I ONZ R OV RO B2 b = 2 v AakBRicisiT 5 NOAEL (X 60
mg/kg AHE/H £ & % 7=,

# 34 A XD 28 AN ERERI I T DT R

Beh e
(mg/kg (KE/H) TR
- P 7RVEENC T

240 - R D fE R
- ORI OV O R
. - BUN 4/
120 2 E « PR OB 25
60 AT R L

(11) 5 BEREHRSHAR (L) <SEEH 21>

v (=7 A, W2 VTR (27 PEVERAY T~ A % b HIEEIRN &S

(0, 240,000, 360,000 X% 540,000 IU/kg {&<5/H (0, 75, 112 X% 169 mg(F1fil)/kg
KE/H)) L7z,

—BIRAE T, F G IIEBE OFEN 2E G CTAH LI, FEBRIRIK N R ORI E

(nauseous spasticity) 7 169 mg(Ui)/kg RE/H &% 5-HEOEB L O 75 mg(Iih)/kg
(RE/ A GRED 1T BT,

REIZRF X0 7203, BRI SR G TR LT,

FIRCIE, BGICERNT 2 BT A LN -T2,

MIEFAIRE T, 169 mg(hfli)/kg A5/ H %586 Hb, RBC LN Ht D) 72K

24 e GHIMAVE  FRIRNIR G D120, ZEERE LT,
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B BT,
MIFECFHIRAE S QPRI Tl RFITA B> T,
ISR AR A IS SR o T, (BIR8)

(12) 10 BEIREHRSHER (JY) O<BEEH 5>
S0 (Ypfa, FEMAE 400 g, 20 B/ IV AR VBAE T~ A V% 10 HIFE
fHFe S (40 X% 80 mg(ifl)/kg (RE/H) L7, #5HARIH M Ok 54 2 B
720 FEEEF ONZAE R OITEN 2 8IZE LT, F7-, HmefleE 1 KON 14 BIZIZIIASARE S
J& 2 I B R A T L 7,
ZORERL, FETHNIAHIVT, ITENERFENE QNIRRT S OB EE & D B XA i/
Mol FEREFAIRE TlE. BolkiES: 144 W% 2600 80 me(f)/kg A/ AEED 2
BT, O FEEHRU IR R MG DN DA T -T2, (B 6, 14, 20)

(13) 10 HEIREEERER (1Y) Q<&EEH 27>

S0 (Y, FRE 600 g, 100 B/H) IR UBAY T~ A 2% 10 HIH
IREEPE G- (0 3% 400 mgUhfi)/kg R/ H) L7z, %5 5 HRETAK OE&ES 5 HEICIR
FARE L, AR oMK, 178, BEPRREICOWTRIZR L., £72, &b
5 HRRIZARES R A Lz,

ZOREFR, BIEHIRIPIFECHNIA BT, [T E I ONCIBERIRIL M OMBEE R oD 5
LA BN -T2, KE S 400 mg(fi)/kg A/ H P 58E & 6HIREE L ORNCZEIT A 5
nixolo, (6, 14, 20)

6. BUSFHRUFEI AR
(1) 1 FHEERHSEERER (Sv k)

T v b CRFER UM, MERES 20 VLD IZT7 VEVBBAE T~ A Vo 1R
gHF G- (0. 800, 2,400 XJX 7,200 ppm (0, 80, 240 XiX 720 mg/kg K&/ H)) L. &
PR T S A7z, B G-BRAG 14 %I CHERES: 5 DL/EEA PRSI HE L7,

TR A2 35 | LTs,

AR N ORI | C B 13 H e o 7=,

JRERFARR AR I, SRR Z R G HE T2 Y 2 —57 v ORg R H b iz
N, ZOROFEEFHIERIIAATH- 7, (6, 8, 11)

BINEEZERNCE) - RS PRA S, 720 mg/kg R/ H 55RO AN
ORI OV MERE TR, Bl OB ORI EBOBIINNA A SN2 Enh, AR
BRIZH1T 5 NOAEL 1% 240 mg/kg (AH/H &% 2 7,

25 YEEREI S RIE CIZHIA TRV E LB EER L LT,

26 28 14 KON 20 OfRBRITETIE. IREARE AR IR R 5% 14 BICET L= L H D2, FRoRICE
VT 144 BE EFEEL L TN B,

27 YEREN S RIE CITASA T2 &, EHIMPENZ L6 E 'R L LT,
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#356 7w O 1ERMIEBMERIEABRIC T D EAT R

B b e
(mg/kg (KE/H) LT
790 - B HRE T IRR AR E B (Lk_lfﬁ)
- BeHAETIRECITNR, B ORI OFERT BN (M)
240 LLF mMEIT R L

(2) 2 FiEE4SEHEER (1 X)

A X (B =27 /VHd, AR, MERES 4 SEEE) (2T P UIBAE T~ A U 2 IR
fI# 5. (0. 3,000, 4,000, 5,000 X% 6,000 ppm(0. 75. 100. 125 X% 150 mg/kg {4
F/H)) L., B gdhs S e, RERBELE 70 0> SBNOMERES 1 BHIZ 150
mg/kg (KH/H ZRERR - L, 20 45 BZIZEMIEE A O HMEREHIEI v & 2 | [FHE
BRAEIToT,

ERT R 22 36 lR LTz,

ARBHIF I TIT A LT, —RBBIZ B BRI A LR T,

REE, MR, MR LSRR, JREMERE, R OV e G- DR 2
LB DT,

P 5-Binh 28 il CHREVAIZA LN I A D vz, O iE, #5604 43, 82 KN
105 B CTHIAMETH Y . 100 mg/kg (KE/H UL ERGRECTRE L-, ZOZL, IRk
W (22 L) OREEERZE ) BRREETRSE Th o7z, #BRBELA 70 5B ML
7o 2PCTi, #5156 ARRIZH ~Z DB H B, 5 45 BRI Tl
NIZb D LFRROEEE Tho7T-, EEEEHCOIV B2 5 L. 20T 14 HUAIZ
HR Lz, HAODIKTFIEALND -T2, LML, 125 mgkg K&/ H L EBSEETIX
AERBALG 65 M CEITAREI O R KL ONESAMEDO AR R Z R L, BMFEOHEREMWI O EHIZIX
HLEO LTI AT,

[EIEEERIZ W 2 TLICEIEOEE T A B~ T2, (B 6, 8. 11)

B EEZESIEL - FIEMERPIASIE. 100 mg/kg R/ A L BB G EE RS
W (Z L) OREIEHERZLE D BRI L OV, s ORARR O 22 s 7
L= Enh, ARBRIZEBIT D NOAEL 1% 75 mg/kg K8/ H & & 2 7=,

# 36 A XD 2 FMNEMEFERBRIZ I T D FIERT A

P o
(mg/ke (KT/H) LT
125 UL F SO TR, R, L R OVPENROD R R OV ] 2R G
B2 R S
< Ul mENIREE D— 5T RS
100 U4 E RGN (7<% b @%@ﬁ%%ﬁéﬁ&ﬂﬁé%%%
-ﬂfrﬂm H+EJE’% RSEMR. MElE, VoS, . MEEE. B, BIEROVIVG
MEZS(E (REBSS AN a@m
75 @ﬂﬁﬁiﬁ L
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(3) 2 ERIEMEHEISAEHERER (Y )

7w b (SD %, W AREA, MEHES 50 PUEE) 127 VEUVIRAE T~ A v 2 AR
fHPES- (0, 1,500, 3,000 Xi% 6,000 ppm(0, 75, 150 XIE 300 mg/kg {K=HE/H)) L.
MR FE DS AR ERRERDN FEhiE S 47,

TR AR 3T IR LT,

BHRHCBIT DT ROENNLIA LI Do T,

FERHAEI T, —ARIREBIZ AR T I T A SN0 o T,

MIEFHIRES, MR LRI S OVRIREE Tl I A b o T,

R AR I, BHICERT 2B A LN T, EERARORING A 5
Ieholo, (M6, 8, 11)

BB BRI - FIREERE ST, 300 mg/kg (RE/ H BG4 CHED R AR
INERDOATHING ONZ B g M OB BB DED 72 BEINR A BT 2 Enh . ARBRICBIT S
NOAEL /% 150 mg/kg (K5/H £ & 2 7=, R AMEITHA L N0 T,

#* 37 7 v bo 2 FFEMERERABY D AMEIFEABRIC T SRR

5 o
(mgfkg KHE/H) T
300 ORISR DA H0] GRBRAE T RO R HREE ol U CRG 17%)
R OB R ) RN
150 LT AT R L

7. EhERESMHAR
(1) E£mEsEHRER (TOX)
~ 7 A (CD-1 5%, 30 VL/#) OIFR 5~15 HIZT VY URAE T~ A 32 %5
#EO$eh (0, 100, 200 X% 400 mg/kg (AH/H) L7, REMIZBER D2 S, iF
B 21 HIZHIZE Lo 2B DWW EUIE L = NEM O %2 S50 LTz, 40
MR IEEM A L. E# 30 HIWETE L. \REM &5 L,
FEM) CliX, 400 mglkg KRE/H B GHHZIWCREEFEDMENTD L, RERBILA 15
TN 19 BBV FREE & bl U CA B RIAE DD 33 BT,
BERECBWCHRIBEIEIZA ST, HARMKEIC L BT O Tz, EHBD
FEIER ORI G OREIIL LN -1, 30 HIZBW RSO EE#o
REICEGORBEIIA LN -T-, (B 6, 8, 11)
BRI - SIEEEPTIA ST, 400 mg/kg K/ H BS5HEOREM) CIEETE
W%t O HERRERD N A SN2 & B O NOAEL 1% 200 mg/kg RE/H
IREW D NOAEL (% 400 mg/kg (KE/H & & 2 7-,

(2) AESHHR (Sv ) <BBEH 8>
Z v N CRHELOVCEARH], 1) IZAE T~ A v % 8 HiES (30 mg/kg {KE/H .,

28 P HRRIRDSRFE SN2, BEER L LT,
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B GREEAIR) Lz,

Z ORI I DA R R K OB REEHE R b VT, RO
BARMEITRAF A B, AGEfah OBESEEME (71 2—2-6- 1 VERIUKEREE, =2
7T b Fur—B R OFBNUKERER) ORMERA LIz, 2 b D2 biTRED%E
THEEN IR T SHED EBZONIZN, TOERT ORI HOWTIIAGER. a4 2 Z
LIXTE oz, (6, 8)

(3) HAEBURR (Sv b)) <BEEH»>

7 v (SD SR, 20 IYHE) OFAR6~15 HIZT P EVIRA LY T <A 2 v & Kl G-

(0. 90,000, 180,000, X(% 270,000 [U/kg {A#/H (0, 28, 56 Xi% 84 mgUfii)/kg &
H/H) Uiz, R 21 RIS GBI L, TENAEIC OV TR,

BN CIE, 84 mefkg (KT H BB TR G ICAINR (5 23 OmEBkMK O
RS DA, WA 2 BB b IV, MU RHAREME I D~ T, R
NITEEIE G ORI A LT, SBRE TROTIR T HEILA LR o T,

SRR AR BRI R OISR Z 3 G- ORI A B 77— T2, 56 mglkg
PRE A2 SRACRO T, MDA B AR RIRE DI S =28, W b T —
& DEPHNTH -7,

AR, IO B ORABEDRIIEHR STz, (BH6, 8, 11)

(4) HREEHHER (DR, Y FRUDYE) <SEEH 30>
<A, Ty MEOTHXOMR 5~15 HBICT U RUVBEBAE T~ A o afknksy
(400 mg(iflh)/kg IAE/H) L7z,
ZORER, IR, BRIEOTERN TORMRITH T 5 58K OGRS H e )
o7, (&6, 20)

(5) RESHHER (V9H) O

X (T4 —7 - KT —=ofl, K20 IWE) Otk 6~16 HIZT P 2
AT A oA EE (0, 100, 200 X% 400 mgkg AEH/H) L7z, @3tk
28 HIZFFEUIBA L, FERNEMIZOW TR, IBYIICOWTIE, WIRAISEE . MR &
OVEHS FLE 2T,

REM) T, 200 mg/kg (RE/H UL FFRGHET, BEFEMENTHD Uz, 581
TR 2 ke L 78 Tl (REICHR G- OB I Heh -T2, 200 mg/kg (RE/HLL
B GRECITPE L= A S, e L7-Eh CIase FRERIC b CTIRE DN LTz,
WTILDORETHIET BT B IR D> T,

FIRROFER, 200 mg/kg (A5 H LA E&RGREOREM) T LW EGOIEIER A BT,
FHONIEM LT/ MR ORER (AT ~A % 12 HEREOES) Tid 200 KO
400 mg/kg AT/ H B G5-EE CEGEEN T 43 OV T0%HE L, BRI

29 FIRNIRGIRERD 72D, BEEEL L LT,
0 HBRNENZ LNWZ &b, ZEEEE LT,
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2 BHE 7R B NR STz,

ERENL, BGREEXHRRECRBE T o 7=, 100 mglkg REE/ H B GRECIIMR R #MET
FHAVT, xHHREE & bl U CRINRIIR < | AR R Z o7z, UL, 200 mgkg
(RE/ B LA 5 CIEE LOIRIRENER A DTz, 4 FUIBRE S CURE 2 ke L 7= REE)
MDY 72 ) DAL BB G- DRI - TS, T CitE L= g
D—EH72 0 DA IRENIA BRI U, WIS ZBRE 2 L7z, 100 & O 200
mg/kg REE/ B $5RECIE B VAT L VB L ORI G- OB e Do 72, 400
mg/kg (AH/ H %58 TlE, BEER R IMARE OB &) 9 BEBLEL & L 0VELRRE T
ERTholz, AT A LD -T2, (BHRS, 11)

MZE T BN - SEHKE RIS X, 200 me/kg A/ A LA ERGEHCRBWTE
EHE DWW R ORFES N A LN 2 Enn, BBk % NOAEL 1% 100 mg/kg &
H/AHEFE AT, 72, 200 mg/kg KE/H UL ERGRECITMELZ LI-REW)IZIBWT—
N84 7= 0 DAELEIR RIS DAL /2B & W o T RIRFEN I DI 2 LD, BRRICR
% NOAEL 1% 100 mg/kg (K8/H & % %2 7=,

(6) RESMHHER (V) Q<SEEH 1>

UHX (NZW FE, 14 JUEE) OFRE 6~19 HIZT P EUVERA Y T~ A ¥ v 8 kN
45 (0, 90,000, 180,000 % 270,000 IU/kg {RE/H (0, 28, 56 XiZ 84 mg(F)ff)/kg
RE/H)) Uiz, 029 BICH EOIBE L, TENEMIC OV TR

REMW) L, RBREARI S, KIRREE 4 (1] KO8 84 mg(ff)/kg R/ H 58 2 Fl3 561
IFPFOIRBEIC X 0 OhER L=, o 08 OFRORER, G2 L5213 A B
7o, BEHRICREER /I (involuntary mastication) . tHEMN ONWEIRAEIE A
XREEZ B BRECA DN, TV ORISR ER G TV BE ThH 57273,
MEAEBIEII A DI Zed oo, (REROMBEEEICE ORI A LN o T,

FIRROFER, WEITA LN - T2,

ERE, AR, BRI OVEREIIET ., IR VAR K ORI R 3 G- D5
BIIH ORI Tz, Flo, RO ORAEMEOEMNITA LN T-, (B 8,
11)

8. ZDihDEMHAER
(1) RIERMEMHER (BILEY H)

E)LE v b (Dunkin-Hartley &, #5. PELXOVCHEAH) Z2HWCAE T~ A 0D
PRI DWW TRz, RN L OVRFTGIZ L VIEIEL . £O%ENEIEN LN
PTG L 0 FERS L, 7 LA i bnehnot-, (&6, 8)

9. ENZHITBHHMR
ATV AR B MR DI O E L NS RN EE 2 HiD,
AT A %, B MIBITATA 74V, TUoFEY T T 7 ARY D

31 FIRNIR GRRERD T2, BEERL L LT,
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RENFE L 2o T2,

77 AORWEERE TIE, B MIXT 2 8IHRWZ LR STz, BEDSE
EENAE T A VAL DIRERICA DI, 500 mg/t FOHE (7.5 mg/kg &
#H) CT1H4[A5 BEEG UZFER, Mtk MRiA LS EERIEMORS N LTz, &
Hadibd s L, 24 FFRUNIZZOFERITEER LTz, L L, A X &2 HWEBR TIlaA
VT~ A VAT EE KIF L TUIB 5T, B MIBT A 1EREFII R TH 5,

AV T~ A 2 DEGIZ X D BIBEOIRERAEGIN 1 flHE ST 5,

AT A v DOEFAZ L DR OFBAEFOHREIL 720,

T LILX MR EIMERNAE T~ A AL DIREEIC 1 flESh TG, (&
i 8)

10. —REERIBHER
(1) BRERICxT S1/ER

AV T A AL, B XTIV ORI OB O 7 OOkt L, KER
XL TN AR T %, £, UFFICn T, Ml A M) DR i)
fil4 2,

M U TR ER 2777, ZOERIL, fik A IV IEORIElic Lo, #15
ML ENTZZ 20D, AT~ A VU OBTERIZE 24 I V2SS Y5 Z L1
FORBTLEEZLND, (B 20)

(2) XAEER

U X0 HRME KO TV OBRBINE G L, AT <A 2 DORER G THLEME
DB ONG, ZOFRIE, 7 RLF U i 5 2 emb, AET v VUit HE
MREORM AT D B2 DD, T2, AV T~A LU Y X0 &N E BN
ZIESE D,

AT A VAR, MREFHEGEIC BV T, SR L I oER b3, B
BB HEICIERT %, (B3R 20)

(3) BERITHT HFE

~ A (%% Balble) ICAE T~ A % 1 H 203 BE#RE (12.5 X 25 mglkg
REE, BHERBEA) Lt 20 ML EZ — U & A REIRER % T &7
MoleZ enn, EMRERERICZE LW LoV SN, (B8

1 1. MEYMENFZEICET S8R
(1) E FMNERHEEES BRI T SR/ EBHEILEREE MIC) @

Rk 18 FER SN EERR AT (B AHTEMEWE DAY F B DN T O
1 CFRk 18 429 A ~ik 19 45 3 A%EfE) (2B T, b FOIFNMEED S OB
IR A AT~ A D) 5X 106 CEU/spot (2817 2 MIC 2356 T\ 5, (3
38)
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#38 AT~ A Dt MENMETESBEERE 2D MICso

4 _— B/ EMLLERE (ug/mL)
MICso A

FEischerichia coli 30 >128 128~>128
FEnterococcus spp. 30 2 0.5~>128
Bacteroides spp. 30 128 8§~>128
Fusobacterium spp. 20 >128 >128
Bifidobacterium spp. 30 0.25 0.12~>128
Fubacterium spp. 20 =0.06 =0.06~0.25
Clostridium spp. 30 32 2~>128
Peptococcus spp./ Peptostreptococcus spp. 30 1 =0.06~16
Prevotella spp. 20 1 0.12~4
Lactobacillus spp. 30 1 0.5~4
Propionibacterium spp. 30 1 1~64

HESNTZEHFED S B, & IRV MICs 23#E ST\ 5 DL Eubacterium spp.D
0.06 pg/mL LLFCHoTo, AMEDORERNS, MICea32lE 0.347 pg/mL (0.000347
mg/mlL) tHEH I, (B 22)

(2) B bFXBRESEEEZRSH#EICXY S MIC

bt N KRIBPHIE #E O RN 22 OE<ME 4 BEfE (Bacteroides spp.. Eubacterium
spp.. Clostridium spp.}. (¥ Peptostreptococcus spp.) (23315 % 8 EfkD MIC 235354
7o, FIEZROHARE 106 CFU/mL OREETiX, MIC X 0.25~2 ug/mL D%, 109
CFU/mL OJEFE Clix 2~>128 pug/mL OFPH TH -7z, REH#E TIE. 108 CFU/mL ©
JEE T 16 pg/mL, 109 CFU/mL O T>128 pg/mL Th o7, HehafiE MIC33(% 106
CFU/mL OEE T 0.5 ug/mL & Shi-, (BHS8, 11)

(3) E MERMEZRS BRI S MIC@

i 7o e MG RO 9 AR (BB 10 3% 20 BWER) ISR 2 AT~ A v
> ® MIC @ in vitro OFHINEN S 7z, BN EESHE O Bacteroides spp..
Fusobacterium spp.. Bifidobacterium spp.. Eubacterium spp.. Clostridium spp..
Lactobacillus spp.}x (X Peptostreptococcus spp.D4- 10 BEIEIZ OV T, 109CFU/mL @
TR CabR A i 7=, F7-. FiFEEO FBICFESME I, st o E
coli & O* Enterococcus faecalis 145 20 BERRIZOUNT, 107 CFU/mL O FE Tkl a 52
5 L 7=, 458G 110 il A- 388k L. MIC 1% 1 pg/mL DL Cdb 7=, MICso I, 128 pg/mL
PLETH-7z, (ZH 10, 23)

32 ARK7N 2 OB L CEMEZ AT 285 b B & 2 & D214 MICso 0 90 %fEHERA D T IRfE
38 IO EifRO MIC O 5 Hig baEICBiE Sz MIC (B 8)
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(4) 5 HEEO®RSHR (E M)

HERE MRT T 4T 6 /AT~ 1g% 1 H2ES5 HMIZHZ 0RO #
U, #E RO OV E~OREE P, 30 N OMERE 2 & G0, &G+
WO G- 7 KON 21 BEICEREL L 7=,

Be5BAth 5 Btk R 5-H) OFEMHN DL 689148 ng/gtORED ALY T~ A v
VMR S T,

AP TI, HEEERICAE T~ AV ABROEEII A ONT, BN OME & O
KIS b G- OB I A Lo T, FRRIC, BEE, 7 RV EKE X IRERE OB
Lo T, BEHIRITICIE, BREDAY T~ A AT LTtEEa a4 505
AR SO EEININ - D AVTZ, [FRRIZ, B 5- WM TR OB & OWEKE O MIC & F5A-
L7

IHNHDZENS, AT AT 2g/e MA (K33 mgkg (KE/H) G LT
f&E 72 e NOBNMERICIRENREERNS D EEZ bz, (B8, 11)

(5) BAVYVRXZRAV= in vivo 54ER
2 e FART T 4 7 HEROFEE AP 2 O A & B B B ~ T 2 (6 i,
M 20 PT) (ZBBAE L. b H OGSO RIGEEEL OGEKEICHT 2 AE T~ A1 2
DFEZEN DWW, b MR A2 AT D RIS Bacteroides fragilis = FHE L
7o, HEREMIL, b FEEMETEEEOBN 7 B2 5 BT D 4 BRI, £390D Lk
DAY T~A % 32 HREIBOKEES- LT,

# 39 bt MEPAE AR LI~ 20 32 HRIFPUKE GERICIS 1T D HOKIREE

it B (L) BEYEXIAE T~ A VR
1 (PP 5 0 mg/L
2 (Bottxt FR) 5 200 mg/L
3 5 0.2 mg/L. (50 pg/kg {AREE/ HFHY 35)
4 5 0.4 mg/L. (100 pg/kg {AE/ HFHY)

BB 00 9 (10 B G42) KON 32 HERITERI L7234 10 iEHT DWW T, 7T A
BEMEBSUER . 7T DBPEBISUERA . RIBEETRE & O ER B D A HIE LTz, S BT,
Oyl U7 KIGEREE 512 mg/L AT~ A L Ul PCB-7 Y %2 L— MNERR A
W, IBEKEIEL 4 mg/l AT <A T UNIEH TR 7 U VEREE A VT, AV T~
A 2 UMHEDFEE I OW T B R L7z,

AV T~ A T UMMERIGEREOERIT, 2 TOREOFEERHUTIBWTREN A LR
NoTz,

AT~ AV UTHMEIGERE O LRI, 55 3 FECIIfarExf L Ak Ch o 7=, 5 2 B (5

3¢ £ 11 TIX Ta concentration of 68948 pg (SD) of spiramyecin in faeces| &FEfiSILTND Z Ehb,
luglg) LRt L7,
3% 5 10 Tid, 40 pgkg (AE/A LRt s T s,
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MEtHR) KOS 4 BETIE, AT <A ¥ UMHEBERE O L2238 L 7=,

LU, FEMERIRRERC I W T A E T < A o UM RIGEERE & ONGERE O LR D28 B3
B2 B U TRE o7z (RIBERE © 1.2~28%., MZEKE : 4.7~55%) Z b,
B3 ML BHCBWTAE T~ A 2 UM DIGERE O ESRNAEITHEIN L7208 9 2%
RN TH D EEZ BT,

Fio. ¥ U ADFEFORIGEE K OWGERE OFEQT ONZ M EE ORIE D72 I v
TOEREEHD A Y T~ A VU REITBEOHRTHAT-Z D, ZORIZOVTHE
BLARTUI RS0 EEx bz, (B 10, 23)

111, EFFHRE%E DT
1. JECFA [ZH 1+ 55T

JECFA TiE, AT ~A Ok Ot N ORGNME IR 28 % 51~
T R OFER DT T, in vitro D MIC ZHIE L7-iRBRORE Fea MO TIN5 D
DL TH D EE 2 BN,

[II. 11. @]t KGN OBEIEREE 5 R 2 O 7238 ©fF S 7 g MIC
0.5 pg/mL Z LT, BEYER) in vitro A OME DR B ED T —Z ZHNICKIT 23 EF
e %ﬁ#é?%%%%%ﬁb B NOGNME RS IR EE MF S RWRET 1
ng/mls6 (1 pglg ITFEY) LHEE STz,

(1. 11. WIoe bARZ 7470 5 BEEO#EYS 1 g DAEI~vA % 1 H 2
AP s) ARBRClE, 5 5 BEROIEFEHIZ 689148 nglg DIREDAY T~ A ¥ VIR
HEn=Z &t FIAFRERBE OGO 5% EHEE SN, S HIEANZEES
J& L7280 Z2 24558 10 A3 Sz,

ZOREFR, 5 38 Mg (1990 4F) Ti, FtOrtEXTREND LBV EEN
— HERFFAE (ADI) & LT, #4EWFM ADI @ 5 pg/kg KE/H (0.005 mg/kg (A5
IH) Z&E LT,

b FOBNMIEF#E B E 5RO RE X — AR

M ADI _
s TR N EONE x %R X E hOfE

1(ug/ml) X 150(g)
— = 5ugkg KE
005 X 10 X 60kg) Hes

%6543 [HIEEE (1994 42) TIE. #rizlaBmEn =i (I 11. 3))) @
MERGEE 2T, BB 278 a=REE L, ADI & LT 50 pg/kg fAH/H
DRE SN, (BRS8, 23)

36 FAAfE MIC 0.5 pg/mL %, B MEE O MIC O Z+53 2 3—F 572012 10 ThrRL., S 52 MIC #]
TEFEOAMEIREE, HClEURIE, AT~ A 2 RIS DIENOLFE L< 72\ pH 25 JE LT 20 %
FLDHILIZE-T, 1pg/mL A EHT,
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2. EMEA 28+ 551
¥, JECFA OLEMFHIZER L, BER7e ADI & LT 50 pgkg {KH/H Z3E
L7z, ZDt%, JECFA OFHEIZAWV SN &R e FERIZFHET 5 2 & ¢, ADI & LT
50 ug/kg (AE/H & L7, (B[R 24, 25)

IV. BAafEREEEiTE
1. SHEFHADIIZDNT
AT, L AZONTL, FEE GBI O T b RO RS D
TWAHZEnb, AR E > TRIEE R D BEEHET RV EE 2 B, BIEOREIXA]
RRTHDHEEBEZ LN, Fio. BRAMELHRLNRN-T=Z &b, BEFR) ADI %
ET DI ENAMBETH D,
JECFA 1335209 ADI 2358 LTS, A2 e g BNkl « Al sy Ie4s
2%, BHERBROMGRICE S &, BT ADI 2R D X 9 ITHEE LT,
BFEFERBRD 5 BAT S O FEEREN TR SN RER O/ N> NOAEL 1%, 1 X %
FAW= 28 A AR BRICEB T D 60 mgkg AAE/H Th-o7-, LLARNRL, 4
B L 0 LR CH DA X &AW 2 FEIEMERMEBROMGER H U . Y%A
® NOAEL 75 mg/kg (AH/H Z W5 Z & DIF 5 234 & &2 bivl-, 2D NOAEL 75
mg/kg RE/HIZ, BN SN D ZRRBORKE 1,000 FEZEK OMERZE 100, B0
DR E L T10) Z@EHALEE LT, BiE7rY ADI OHEEMEIE 0.075 mg/kg (&
H/HThH-oTe, ZoO@MEFN ADI O#EEIE, [IV. 200849549 ADI & g LT 3
fEeD~<~— N5,
FMESER) ADI OHEEEAES S8 ADL L0 bV METHDH Z Enn, ADLE LT
ISP ) ADL 2895 Z E i) & B 2 b, 20 Z L1 JECFA ORI & [Flkk
ThoT,

2. WEYER ADI [ZDUNVT
Rk 18 @r“ B e GIRA TEW HPIR M E O FRIF DN T D
A WCL D, BRI ANE L TERY, & @ﬁ%rﬁ [5 VICH A RZ A AZFEESN
fﬁz@@%ﬁ ADI ZHHT 5 Z LN TE S,
AT <A 2D MICear I 0.000347 mg/mL., FEGINEMIC 220 g, HAEWHFI A A]
tcﬁ‘:mﬁﬁgw Y] G 23288 S5 451) 12 0.05, B MAE 60 kg Z3H L, VICH
BHHAUC LY, DIFoEBYEESN,

0.000347 V x 2202
ADI= = 0.025 mg/kg K5/ H
0.059% 60%

1) : MICea : FEHIHDZDEITx L CEMEZ AT 5 BONE MICso 0 90 %{EHERA D FIYE (mg/mL)
2) : fEBNEMOR (2)
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3) : b FOROBEFHBR BT 2 EMHOAL T~ A L ARENSFIH ARE 2R DRG0 L LT,
0.05 % 3E M

4): & FOKE (kg

. ADI DERFEIZDUNT

AY T A T OAEYF ADI 0.025 mg/kg (AE/H%Z ADI & L CTERATHZ &M
W4T D &l Lz,

UEXD, AT~ A 2 ORGEFEZETHHIIZ OV TIE, ADI & L TROEZER]
THZEPHEY EBEZOHND,

AET<A T 0.025 mgkg (AHE/H

SRS =N

BRI OWTIL, Yrka MR R 2B & A E S ED IE L 217 9 BRICHERR 32 2
EET 5,
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& 40 JECFA [ZHTHEEARDESHEES

Byt PR 58 (mgkg (AHE/H) | EHEME (mgkg (KE/H)
<A AR 0. 100, 200, 400 —
(T Ve UEBAY T~ A | FEW(400) : BEHERD, (KE
DR il Sy EFEcy) Wb
TEATEZ L
7wk 4 I E R | 250, 1,000 —
(T VB VBEAY T~ A
Vo kn&s)
32 HIEMAMEFIE |0, 28.1, 56.3. 84.4 —
(TP UBAE T~ A | 84.4 BT, (RERIIHNH,
v FIRNEE S FFEE BN
56.3 LI L : AiE, R
8~10 [ A& ME| 0, 200, 600 —
E e (TPEUVBRAY T~ A 600 : BlgDKIE, = RAME
v RS DOEESE, LB RO 2
200 LA ROV TUME, JiiE
Hb ). £ < OB DR,
BB OIEK
13 A d A MM | - 140, 718, 3,695 | 140
M : 162, 785, 3,911 | M 3,695, M 3,911 : (REHIM
(moRopAr S~ |l BEHERED, JRY 7 &
o IRERREE) DY, [EHEWIRTH O 4 EREL
VAOVINZAS: %y %%
Mt 718, M 785 1 AR ERER O
b [EHE AR R OG- EREE OY
U L EREL DD
1 AR 0. 80. 240, 720 —
(TPEVBRAY T~ A 720 : (REHINNE], g, &
v REE ) figk, BB OFEXTEE DN
2 AERMEMEEMESE 0, 75, 150, 300 300
DS AAEREE (7P UEA L T~ A | 300 : IREBENNZROME) 72
o IRERREE) R i M OB B B D) R AN
FEN AL L
AR 30 —
(AET=A T2 BB | KOG 4R 5y 245 5 K O
AH) BRI R R ORZZE M
AEBFAIRR OBERTEE DK T
S Yack: 2 1ds 0. 28, 56, 84 —
(TP UBRAY T~ A | REEN)(84) : TEENHH, Rk,
v Wk ) DI
AT L
AV AT 0. 100, 200, 400 —
(T VEUBAY T <A | HE200 LIE)  EEEO
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DAVZRE CINE S I=N

N

JEIR(Q200 LLE) : i L 7= Rk
WoO—IE247- 0 OALERRIE D
ek

TEATEZ L
ATV 0. 28, 56, 84 —
(TVEUBAY T~ A [fERTEME L
v Wk )
A X 4 JHERR M EREEME 1200, 500 —
(T VB VBEAY T~ A
Rt {uE IS
4 R F AR |75, 112.5, 168.8 —
(TPEUVBRAY T~ A | 168.8: BRERAE L O o %
v Wk ) ¥ DHRRE O R AER
112.5 LUk o i ooftsct & OE
pops Ryl INAONI PN
4 FERERSMEREME |50 —
(TPENRAE T~ A | B, felE I, PEE, T
v Wk ) J—8, EESGH, BEIRE
56 HHH2aMERE | 500 —
(TPEUVRAE T~ A | JE1S, AR, BREE, MR,
DR *IuE ) THL, BEFEOWRD, A,
TEROBEE S OV, g K OV
DR, B DOIEKR, FEHED
ZME FETIERCOIK T, Bl
BHplr DIEFE
28 M AN | 0. 60, 120, 240 60
(TP LRAY T~ A | 240 : MK T, RO ME K,
Voo knfes) RO OVE i DO RR (8
120 LI I : BUN @ 5., ATl
N OVE D 25
2 AEFAMIE MR 0. 75, 100, 125, 150 |75
(T UBRAY T~ 125 LLE : fEEOZe b O3
o IRERRES) MatEZAl, Ok« TR - ek -
ik - B - Bt & OVH
Sl EEE OGN
100 LA & JJich& st O R 1ETH
KL BERERILAE, i -
Jk -+ BISZHR - R - EIE - U
»NH - BEOENEEAL
L 5 HREIE®&S- |0, 75, 112, 169 —

(T UBAE T~ A
v ERIRNPE S

169 : Hb, RBC XU Ht D)
IR, AEIRIK T RO
TECEB)
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75 LIk B
75 : FRERIRIK T A OM-RREQ
)

=ESRY ADI —

WEM ) ADI (mg/kg A/ H) 0.05

AEM ) ADI 3% EAR L s 7o b N ABNHIEE #E R O
MIC : JECFA =X

ADI 0.05
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(AR 1 - CSERETE)

W PR Eay iy
REHA | AET~A T TOVART A ATEIR
R B | AT~ A T ML DOV AT A ATEIR
R C | W E O 27 A LA ER
R D | R F O AT A AR
REME | AT A L IDOPRI T n—2K (XFAET A1)

IUPAC 4 : 2-[(4R,5S,6S,7R,9R,10R,11E,13E,16R)-6-[(2S,3R,4S,5S,6R)-
4-(dimethylamino)-3,5-dihydroxy-6-methyloxan-2-ylloxy-10-
[(5S,6R)-5-(dimethylamino)-6-methyloxan-2-ylloxy-4-hydroxy-
5-methoxy-9,16-dimethyl-2-oxo-1-oxacyclohexadeca-11,13-
dien-7-yllacetaldehyde

CAS (No. 70253-62-2)

572 CasHeaN2On

7715 : 698.88

REMF | AT~ M OPI r—2K (RAAE T~ A 1)

IUPAC 4 : [(11Z,13E)-6-[4-(dimethylamino)-3,5-dihydroxy-6-methyloxan-
2-ylloxy-10-[5-(dimethylamino)-6-methyloxan-2-ylloxy-5-
methoxy-9,16-dimethyl-2-oxo-7-(2-oxoethyl)-1-
oxacyclohexadeca-11,13-dien-4-yl] propanoate

CAS (No. 4617-99-6)

53120 C3oHesN2012

Sy 0 754.95
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