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v/ ad4 RROFAEWE THS [V a4 ] (CAS No. 16846-24-5) 122V T,
EMEA HliES % AV CRAEREFEFHMhZ i L.

Mz AWERREGRIL, BYEREEE (VR Ty K B, SUVRUE D),
BERE (R, BROSYD), BEEERER, SUHFERE (Vv ARVDT » ), Ak

HERR (Fv b)), BUEERUENAMREERE (F v b)), 4AFEBEESERER (VAR
U7 v b, WEwFIREC BT 2BREORETH D,

E ARG IERBROBRNLAERIZE - TR L ROBEEEERS RN EE L DR,
¥, T MERWE 2 FRESAMFRICBWTERAMSRA OGN TN NI EED
structural alert 2372V &EBZ bRAZ &b, Vg A VY IUITEGEEERENSAMYE T
RN EEZ B, ADI ZFRET DI EBTRETH D LHIRT LTz,

FREENRB TR LN, E5MEE (NOAEL) XiE/\EikE (LOAEL) % HEh
X, T v ho 1 EMBHEERERO LOAEL 10 mg/ke 58/B Th-oMmZ &b, Zh
(TR 1,000 (FE= 10, A= 10 X LOAEL A5 Z & & EE L BN 10)
EEAL. FHEFH ADIE, 0.01 mghkg AE/H ERETDHILPBETHD LB LI
77

WA R ADL 22V Tk, VICH EHEtZ X Y 0.00066 mg/kg {EE/H L HH Lz,

AR ADI 13, FHEER ADI LV /a2 b, YatwA D ADI &
0.00066 mg/kg FE/AERELL,



I. SHERREMEEEROBE
1. Rk
PLEA!

2. BYHSO—H4A
My . Yatrel v
A : Josamyein

3. {EF%&
TUPAC
5 : [(2S,39,4R,69)-6-[(2R,3S,4R,5R,69)-6-[[(4R,58,68,7R,9R, 10R, 11 E, 13E,
16R)-4-acetyloxy-10-hydroxy-5-methoxy-9,16-dimethyl-2-oxo-7-(2-
oxoethyl)-1-oxacyclohexadeca-11,13-dien-6-ylloxy]-4-(dimethylamino)-5-
hydroxy-2-methyloxan-3-ylloxy-4-hydroxy-2,4-dimethyloxan-3-yl]3-
methylbutanoate

CAS (No. 16846-24-5)
¥4, : Leucomycin V  3-acetate 48-(3-methylbutanoate)

4. 5F=R
C42H69N0 15

5. 9F&
827.99

(B2 )

7. ERBMEMERINRSE
VatheA VR TERPORBRED—TETH D Streptomyces narbonensis var.
Josamyceticus I BSEA SN 16 BIRO< 7 v 74 FRUVAEWE T, 77 AEMEHRE R
VA a7 7 X<kt LIEEEE TS, Vat~A vt tio~wraF 4 FRAED
Rk MIREDY R Y —s¥ T 2=y MIERT .



T, BRUSRO~ A 277 Av RO T LGHERREIC L D IBIEPRERRESED
FEEROIBERICER SN TW2, (BB 3, 4)

AATIL, BWIRERER L LT, BOv A a7 7 A=k, & GEIRBRZERL,)
DI 25 %v4:772vF&U¢T%Eﬁﬁ@v/ﬁﬁﬁr%ﬁmraLtﬁﬂ%
MFDARS LTINS,

bt NAEEMRE LTIL, 7 FUKER. LV TREREID X ARIWEDIRRKIZY a b
AV DERIE Y a A U AF AL v TRIMER SN T
Wh,

B, RYT 47U R MBS BEEEEAREINL TN D,

I REHITHRIMEOBRE

AFHEE L, EMEA S E & U R EIES AR ORBRESE - Bl EEICET 3
FRMREFEE LR,

ﬁﬁﬁ#%ﬁiﬁm_@ﬁbto

. BEYEhREEtER
(1)EMﬁimﬁ(vvz-wM)

<A (ICR-JCL #, #) iV a¥~1 LU 2RO#E (200 mg(hli/kg 4AE) L,
MEEPIREE AT T oA I VBIE LIz & 25, BE 15 BRI Coux [CELE, (&
HE 5)

(2) EMBESR (TYR - R 2F)

<7 & (ICR-JCL %, # 4 IT) 12 3H =82 3 <1 22 AR5 (200 mg(Urfl)/ke

@E)L E@1&03ﬁ%%@ﬂﬁ&Uﬁ%*ﬁﬁﬁﬁﬁ%&@@m&Uﬂ%ﬁT/
NP SO oY gy sl
ﬁ%ﬁ@&@ﬁ%ﬁ?/f%ﬂié@ﬁ%ﬁ%ﬁlK%fo-

FOHEMEOBE T, MIFRREL, 5 1 RO 3 EBE%IcEhTh 22.9 B TF 53.4
ug/mL Th o7z, ;

NAZT AL DRERTIE, MEPREIRS 1 KU 3 BfgicELEh 26
ug/mL %08 0.6 pg/mL T o iz, FAEEPIRENI IS 1 )% TIIFIR (11.6 pefg) T,
5. 3 BEE% TIdR (16.6 nglg) TRbL®EI T, :

HNAFT oA I X DREMEDBRTEERAEE L VIEWZ &0b, Yath<a vk
FERNTESMCRE SN, HEEEEZEI bOEEL bR, (BE5)

1R 1748 BAFBEETE 499 Bl Lo TED b BREEEE

6



F£1 <URIBITAHERY g b~ L rORAKE (200 mg GHi)kg KE)

BOEANSAA (GBRE - pg/g. Mm% : ug/mL, JR : pgltotal)

Stk &5 1% 5 3 R
ARl | SHEWE | WMEDERI MG | SHREE
JiFhR 11.6 161.1 1.5 146.5
fifi 2.4 30.9 16.6 + 9,392
k5= 6.1 57.7 12.2 47.5
i 2.6 22.9 0.6 53.4
pR® 133 1,032 400 1,607

b: %@EETOJ{E

BERTEEDERNIME R & 25, 3% 5 3 FiEHR Ok T HILE TRbE<
RUTHE, BFIE, SR, LEOIETH»7z, o, BEEEIRPICE Rt S, 1B
H R O#ER~OYE I 207z, (BR5)

a: AT o 25 0ER

(3) EMERESRER (S b - IR, £, B

Fw b (SD R, B3I IT UCHEHY a V<A V2R 0R5 400 mg(hf)ke
AE) L. miE, Bk, R, ERUREHFOREEMER CHSEERAE Shiz,

MR OMERE DFEREER OCRSEEE R 2 1077,

MAFFRE TIX, HIEEETRS 1 ER%RIC, BOTEETRE 2 FFRIEIC CrallE
L7z,

P OFIETE ARG 1 I TRSMEIGE L &b BV EEEIA T4 o,
wNTHEE, R, B O3RONEThH o7, FOBEH L. Btk K8 ns
%5 6 B £ RIS N,

FOHEE AR & bHETEE L 0 B BREMEICEL (&5 2~4 EHE), RbEV
FRATHEHE AT T A by, WRUCTHEER, BIg, B, OB -7, FEEE
SHEMEL D HIRNZ b, Path=of LU AR TSI RS S TR & &
FHDEEZ BN, FBEUEECIIASEE R EEZ L BN, (B]R5)



%2 Ty MNIBIA UCEEY a1 L ORAEE (400 me(Hif)ke FE) %
DEEE R OBETEERE (ug/ml Xid g

- B BRI (h)
#Bk B g 1 5 5
Jrefiek 8.7 7.3 2.9 2.1 0
_ P 6.6 5.4 0 0 0
TSN fifi 12.7 9.1 5.4 4.6 0
Rk 10.8 8.2 2.2 3.1 - 0
4 4.0 3.5 1.7 1.4 0.1
iy 147.4 188.1 109.6 99.8 34.7
Bl 94.4 131.5 62.4 63.1 23.8
- B fifi 40.5 73.4 37.8 57.6 14.8
il 53.4 149.9 176.2 88.7 24.2
ilikis:3 31.8 35.8 20.8 18.2 10.2

n=3

FIEENE R O DR R U ~DHEMESE 25 3 12, ARt~ BRiE A% 4 1C
Y . ‘

514 24 WO R HEHEIENREESRIL 22.5% Th o o3, FLETEMEHIESRIT 0.4% &
Do 7z, FRHRERTEMEHEERI I 57 24 WFRIT 65.5%., &5 96 BRI T 75.7% T
27, . ‘

51 24 FEEIORRH P HETEEERMERT 15.8% T, FIEEEHE]EEIT 0.46% ThH -
7o, (BFEB)

K 3 REUCEFTONEEER CEHEE R (%)

Bk | RIETHHA 05 6~24 &Eﬂfjﬁg £l 48~72 | 72~96

o RORERE | 1841 (;éﬁ) (203;.5072) (205;?079) (2(;?;13)
e | 03 | 00| o

# | mEhEtE | 6554 (77;;4) (715.6059) (705;.5676)

n=3 () =F§t



# 4 JAHPOFEEIER ORGSR (%)
B BERA 6~3 3%’?&%% §224 24~48
- PAREIE | 800 s | asm | @
i (g:{igg) (gﬁ; £1§$§>
n=3 () =2R§

(4) FEpERERE (K - )RIY ,

WRIZY a Y=o U 2R 0 &5 (20 mg(hil)/kg (58 id#ARAES (10 mg()
kg (BE) L. mMFFEEN AL FT v LIz D BIESH

BREERLITRT,

BOFE T, METREIRS 2 BEI Cre (2.7 ugUifl)/mL) EL, 0
BRAEICIET L, &5 12 BRI IR R e o 7,

FIRPIE S CiL, BERAEICET L, #5 9 BRRICIRHRRREI R o7, (&

R 5)

F 5 KRBTV a <A 3 OEHIR O SUTERIRNIE 5% O miE PR eE
- (ug(UHf)/mL)

. BE5E BE5HERE (h)
BT (mg(Hifdkg (k8 | 1/60 | 025 0.5 | 1 2 3 6 9 | 12 | 24
v qwi 20 ND | ND | ND [ 0.38|2.70 | 1.97 | 0.78 | 0.22 { ND { ND
AR 10 10 | 783 | 5.0 [2.70|1.35|0.57 022 | ND | ND | ND

ND : B EhT

(5) 1%@3&5.;\‘.5& (& - 5%) (BET—%)

BEFRR) 2V a b4 Y ZiRERS (6 mg UMke AE, ﬂ%@é’/ﬁn/ B

v }:@Aj%—bf) L. IMiEROHEREFRENRE XN, eI BERT 15 LRI
SERER X,
?f-"&%'ﬁ%i% 6 IR,

BERUWFREL, #5 1 FERICERE (FhEh 0.15 pgCii/mL RO 0.11
ug(jjﬁ)/g) IZEL., &5 8 FgIciImE & o, FHEROERETIIVWTho
FRERThRE SN ehofz, IEHPRER, &5 2 KO8 %I ZMEO ' —2 2R
L7, (B b)



6 BEIBITAYVatea L oORERS (5 mgUl)ke RE) %0
EHHERETEE  (ugChil)/mL XX g)

o BE%ERE b .
1 2 4 8
3% 0.15 0.080 0.066 ND
Riti 0.11 0.077 0.080 ND
JFRE: ND ND ND ND
Bl ND ND ND ND
R 36 48 5.8 44

n=3 ND:®#H&h
RS « @) 0.05 peChHEYmL, HEH) 10pg(j]fﬂﬁ)/mL DB 0.05 ng(Chif)ig

(6) XEWENEESER (38 - RIR)
BV aYvA I w b ABAOKERE (18,000 IUANE) LThHMAIZIZER L
ofr, Va it LUREL, BEIRE 24 BEEI% T 0.1 pg/mL K Th o T, (B 4)

(7) EYERESER (5§ - 2

B GPEER) TV adeAf o HERBERROKS (300 mgChffikg AE) L.
Mg, #B#ERONBH PEERAL T v Ic LV AIESh,

BRERTIORT,

myFFREL, &5 1 HBEEic Cmax (9.37 pg(Hfl)/mL) (ZEEL, 5 8 BERIEIZ

1.15 ugUHBYmL & 7207z, Bbmbo OB PIRE T, &5 1 BRI 909. o ug
OH/mL &72Y, ZO%ARBLENHRS 8 BERICHU LR LESE 1,721 ueth
fmL) I, MEEPEEXVTRLERE 1 IFHRICESEISEL, RbEWiBE
TR DIV, W NTITIE, /R, Jel, B, (O, SRR, B8RS, BF. S, Mk,
BADIETH -7, EHM-HIREIIRL B L, (B b)

10



R T BBV s Voa L o OBEBEHE NZRE (300 mg(Fil)keg (£E)
BOEALT (ugUMB)/mL XX g)

Stk ‘ e 5% R (h)
0.25 0.5 1 2 4 8

Mg 3.57 5.27 9.37 3.60 2.90 1.15
B 48.0 166.0 909.0 24.5 47.5 1,721

Jiti 5.7 20.5 126.0 21.3 12.3 3.0
JFIE: 36.9 44.7 67.3 38.3 37.7 26.7
ek 10.4 27.5 36.2 12.3 15.2 4.2
i 5.1 21.1 32.3 10.4 13.2 5.3
Lfh 4.7 10.3 24.5 5.5 4.2 0.6
e 15.7 14.4 13.9 4.0 14.1 0.7
/N 5.5 6.9 42.0 8.2 12.7 4.2
Al ND 2.4 5.6 2.6 4.4 ND
JEL 4.6 20.1 20.7 14.7 14.6 9.0

=ikl 3.7 8.2 17.0 7.5 5.1 ND
i 8.5 1.5 9.6 4.4 3.9 0.8

n=3 ND:#Hsh¥

(8) FEPBIREAE (Y - RN, 2FHD) .
BY GRMR) KVsPvA VURBERORS (30 mgOhiikeg FE) L. (M
RO REESAL AT v I X DRIE S,

WREFI8ITRT,

MR USRS 3 BB ICREEICEL, RbLEVERERRETA BN,
W CHLEE, B, T, A, BOIETH o7z, MmEER USRI 1 Uiz 238,
5. 24 B IZISANSA O MR OSERRR s DR S, =5 48 FFEIRIZIINN, 8
LSO miE R SRR A bl Eh -, (BHE6)

11



# 8 SVTRITLVatvA Y ORERORS (30 mg(iif)ke FE) %o

FA MR O ERFRE (uieUiffiymL Xid g)

- BEERRE () _
1 3 6 12 24 48
liik:3 18.97 23.75 11.46 5.19 2.83 0.63
JFhig 5.74 9.59 3.13 1.28 0.88 0.14
it 4.47 10.57 5.15 2.62 1.25 0.532
ReRfigk 10.69 59.71 15.24 6.01 2.27 ND
A 1.97 7.15 2.29 0.30 0.20 0.032
¥ 0.41 0.80 0.44 022 ND ND

n=5 RHRER (ueCHB/mL Xitg) : mwiE 0.3, FFlg 0.06, &l 0.17, 8% 0.83, 5P 0.05, 4 0.11
ND : BHERAN o BHERRMNL0 & LTHE LR,

(9) EEMBHERER (51Y - RN, HHD)

Shizvathwa e b5 ARRERE (50 mgUiiike {ZSE/E) L. Jﬁlﬂﬁ&@?ﬁ&%ﬁz
PRREE IS T v A iDMEénto

BRE2E IR,

BERLE 1 BB O, MR UYRRIREITRY 6 RNRICREEIGEL, BbED
BEIIMETAH B, WOCHER. AR BE. B BR0IETH- 7,

5 BRIDHEEHZ T, ERUSAEMREDL ST —ERELHER L TR, &M
B b hots, (BR6) '

£ 9 RVIIBITAYaeA 05 ARNREERS (50 mgChl)/kg SHE/H) %0
ZPfJﬁuﬂﬁ&U%Eﬁ?qu{%FF (ngUHM)/mL i g)

=R Jisiih|

e 1H 2R 3R 5 A
1h 3h 6h 1h 1h 1h
Mm% "1.80 2.93 3.16 3.29 2.51 1.81
JrfR 0.42 0.84 0.99 0.84 0.66 0.55
ik 0.45 0.54 0.67 0.71 0.46 0.39
L ND 0.98 1.37 1.28 0.83 0.57
A ND ND 0.29 0.28 0.17 0.15
Jitk 0.28 0.47 0.66 0.55 0.40 0.20

BRHIFRR : 0.05 ugCMi/mL ik g  ND : #HBRERRN

(10) EEREEER (& b)
RFERABF BRIV a A VU 2BRS L T58 1 ¢ 2 HEREROKE L L

&, &5 1 KHEIC Coax (2.86 pg/ml) 1L, DEERE L ZHH%E5 6 BER&ZIZRB

T 0.77 pg/mL A3 ST,

12




EFEMABF 6 AiCFAA 1 g #ROBE LIZBEOMTRECEREEEZEIL, 1-=
23—k AV FEFL (one compartment model) (230, IRMEIE T A —& k¥
72l ZA, Tumaxld 3547, Tt 104 5 Thoiz,

Vgt VTR TR S S AR TR HR i K B, RIPNTIR 54 6
FRHEIPAPIZ 372 D DER A ERE SN D b D E B R B, 5% 24 FEORPHRESET
1%L T Chotz, (B 7~12)

(11) K3
D in vivo BER
BEREICBIT AV a oA LU OR, MEROIEHPOREZ TLC XV RE
L7z, E2f\EhEsE 10 1o, SEMRIZRBITAREMORIERERELE 11177, (&
fR5, 6)

=10 PaWhely (M) R, MEEROREH-H0EEAS

HAED 553
Deisovalery Josamycin Delv-JM
p-Hydroxy-Josamycin JM-Oq
15-Hydroxy-Josamycin O2 JM-02
Josambose JB

R 11 #BEWREICEY DR, MIEROREN P OEERGHY

BO#ksE - N
L 77 I Ezv e FERBY
7( L:D:é\ o 50 24 TSRS Delv-JM, JB
A X 100 4 BRI, JM . JM-O;, JIM-Ogz.
(B— 7 VFE, i) A~8 R {Delv-JM, RE{EHHD
P %0 8 FFEIR, JM ., JM-O1. JM-Oqz.
(77, ) 8~24 FfH/R |Delv-dM

O~8EFER  [JM-O;. JM-Os. JM.

" , 2 8~24 IF#R |Delv-JM
155 100 m#E, FEH  [JM-Os, Delv-JM. JB
50 50 3%, BEH  [IM-0;. JM-Os, Delv-dM
‘ 4 FERR. JM ., JM-O:., JM-Oq,
o 1,000 mg/
b mglE bt | SRR | Delv-aM
@ in vitrosiER

ValhwA YT AOME. Ty NROM X0, . Bl EEEOVNED
REDER— PROMEEL L biAf Fa—hL, Rz TLCIZEVFE L,

13



L. A XD T Delv-IM ORG#EENMED o 72,

7 v FORERE AWTCREBR T, AR < oIV TREMISNIZE A KBS
NpdoleZ b, Yatwa i iEE e UTHIBRT Delv-dM (CHVKGFRE SV TR
RizHEitE B b0 EE L B, (SR 5)

< T ART v hOFFRETSR— MG 13 ALD Delv-dM o B S0k

2. BEHER
(1) HRBHE &)
@ 5 HEHR 55
R (1ERRER) ICVa A % b ARES (18 mghkg (KE/H. B 5 RERTHE)
L. ## (AR, M, FBIAR OB FOBRER AL A7 v L vllEShE (B
BIRR : FFiE. SRR ONENS : 100 pg/ke, Bl : 200 pgrke).
A& 5 BRI TOMBPERBIIEERIURG & R o>7, (B 3)

@ 14 BREEKIREHE .

R @EMER) i¥ath<A g 14 BEEOKRS (18 mghke R&E/H) L., FIEES
PR AN AT v (BERR : 100 ng(ii)kg) R OHPLC (EERA : 100
pgikg, MHBRS: : 50 uglkg) =X W HIEE R,

NAZFT v AL BRAEFRER 121077,

HPLCIZ X BWFETIE, YVt~ VU BEXEERAIIBRHERIGEVETH -
7eo (ZHR3)

#F 12 Kok aYat<A 0 14 BREKEEHO AL T T w1083
AR (ugUMilD/kg)

Sk R E %R ()
1 3 7 14

el ~190

] 3,000 4,100
F& 780 <100 Xix ND
el 200 <100~1,660 '
T hig ND~130 —

ND: FkHE  — R FEEA : 100 ug(HfB/kg

@ 21 HREBRIHRSEER

MR (GoMEE(UWDH), 3 A, BB 3 TR AR Vs~ YU EHFI% 21 B
FHREER S (Yat~A3E LT 0, 200, 400 XiZ 1,000 ppm) L. MKV
BROBRBERAAZT veAIZLVAIES . (R - M3 : 0.1 ugCfi)/mL, 2
#H 0.3 pgCi/mL, £ OfO#BRE : 0.04 peHil)/g).,

ERER 13 IIRT,
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1,000 ppm B5BEOREHHpTIIRAKER S 72 FER% E TR ShER, Lo T
EATHBHKRS: 24 BELINICRIEIRFSRISIC 2 o7, SARUREIT TV -T ok
AICBWTHDRH S hoTe, (BIRS)

#1383 RIZBIT 3V a1 200 21 BRHREEE 544 0 TRk s

(ngCHMYmL i g)
e JRERIRE B EEER (b

R :
(ppm) 0 8 24 72 240
200 ND ND ND ND ND
FFiE 400 ND . ND ND ND ND
1,000 0.208 0.049 ND ND ND
200 ND ND ND ND ND
R 400 0.092 ND ND ND ND
1,000 0.158 ND ND ND ND
200 ND ND ND ND ND
il 400 0.098 ND ND ND ND
) 1,000 0.294 0.077 ND ND ND
200 ND~0.1102 ND ND ND ND
N 400 0.149 0.046 ND ND ND
1,000 0.269 0.065 ND ND ND
200 ND ND ND ND | ND
EhRER 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
KEB ARG | 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
=1 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
nig 400 ND~0.1332 ND ND ND ND
1,000 0.180 ND~0.1402 | ND ND ND
200 25.98 9.26 0.51 ND ND
e 400 37.96 12.75 0.68 ND ND
1,000 50.07 19.53 6.64 0.42 ND

n=3 HHBR ueCii/mL Xitg) : mi%: 0.1, B8 : 0.3, FOfhoiEsk : 0.04
ND : BRHEBEREE  a: BIEEO—# ND
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(2) BEHER (@)
@ 5 BMRSRE -

B @ISR 12V YAl L% 5 BRHES (18 mgke KE/E ., B5EHTEE)
LAAAT e TREEIE L b 25, RS 3 BRICITTRIMAET 5 =
P f VAR E NN, (B 1)

@ 7 BRI S5EER

% (ARABT —/S—x=-F—), 5EE, MES 3TV IV ad~Aa v aAE
& 7 BRNRAERSE (Y ad<A e LT O0XE500 ppm) L., MIEROEEZEPORE
BB AT AL DBIEShE (RIDRR : 0.04 pgChfiiVg 3U0d mL), o7
2 P B LB EZRA L 1ok e LTHIE L,

EREF 14177,

BEEIERBR SR TEROE} TR LN, KEERE 24 BEE = cRi SN,
Bfe s 12 RERICIHRILBRARIC 2 o7, %‘ﬁk&%@& k. MiEE R AR
DO SN, PR 2R E Bk s 8 BRI E TRHIRARBIZ R o7, ik
THV x—aﬂn@a#m::sb VThRRHEN2h o T, (iﬁﬁﬁ 5) |

# 14 a% IBITARYatrwA D TH F'aﬁ{ﬁﬁﬁ?i‘ff (500 ppm) % OFEIHREH -
B (ugHBYmL 3k g)

- , RAEREHER] (h)
0 8 24 72 120 168
FFiig 0.16 ND ND ND ND ND
- Elg 0.08 ND ND ND ND
il 0.07 ND ND ND ND
i 0.08 ND ND ND ND
/NI 024 ND ND ND ND
RERHEAF | ND~0.08 ND " ND ND ND
FEREPARRS | ND~0.042 ND ND ND ND
iR ND ND ND ND ND
REH 18.93 5.96 0.37 ND ND ,
n=6 (S 2% 1 4etEl s LTRIE) ND : #HRR (0.04 psCHilmL Xidg) &iE

a : BIEEO—ERHE ND

® 21 BRREHIR S HER :
B (WABT—/\—x—H—), 5 His, 8 PRUE) ¥ ad~A iR 21
AREERS. (Pat<A &L T0, 500, 1,000 X% 2,500 ppm) L. MiERUE
FERRPOBEBAAZT Al X VHIEINE RHBA  IE : 0.1 peCif)/mL,
BT : 0.3 ugCHfl)/mL, % OD#BRE : 0.04 pe(Hil)/g) .
FERER 15 17T,
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ABI-CIE, 500 ppm #5FETIE, B E 8 I ¢, 1,000 182,500 ppm 54
TERERE 24 BEE% E TR SN, MooERE Climkits 24 BBE S TIioeTh
HIRFR AR 7207, BIOF, MEIENBHE OIS TiL, 2REHICBWTREKRSE
BD B SN o Tr, RS 72 BRI I3 T OMERE CIRHIBRAR & 72 o 7s,

(ZHR 5)

F 15 BBITAVab<A 200 21 BRENREER 5% OFHAME P

(ugCHi)/mL X g) .

- IBEHIRRE | BB 544050 ()
(ppm) 0 8 24 72 240
500 0.094 ND ND ND ND
JiFfig 1,000 0.173 ' ND~0.080= ND ND ND
2,500 0.580 0.162 ND ND ND
500 ND~0.063= ND ND ND ND
e 1,000 0.083 ND ND ND ND
2,500 0.148 ND~0.0462 ND ND ND
500 0.077 " ND ND ND ND
fii 1,000 0.158 ND ND ND ND
2,500 0.375 ND~0.213= ND ND .| ND
500 0.375 ND ND ND ND
/NG 1,000 0.687 ND~0.0952 ND ND ND
2,500 1.517 0.245 ND ND ND
500 ND ND ND ND ND
v ] 1,000 "ND ND ND . ND ND
2,500 ND ND ND ND ND
500 ND ND ND ND ND
RERZEER | 1,000 ND ND ND ND ND
2,500 0.090 ND ND ND ND
500 ND ND ND ND ND
REREPNAERG | 1,000 ND ND ND ND ND
2,500 ND ND ND ND ND
500 ND ND ND ND ND
i 1,000 ND ND ND ND ND
2,500 ND ND ND ND ND
500 81.58 ND~15.812 ND ND ND
e 1,000 150.74 16.19 ND~4.562 | ND ND
2,500 ' 593.40 233.06 20.29 ND | ND

n=8  RHBR (ueChHlVmL Xite) : miEF : 0.1, HBit : 0.3, FOMOAER
ND : #RHIRFRME  a: HEEO—ERS ND

(=4
(o]
=
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@ 7 BRERSIIRE R (HETKE)

& (ARBT—/—x—N—), 58, MRS 3 TMEVE Ve~ VA
% 7 BENRAERE (P a¥<A e LTO0XIZ 1,000 ppm) L. FEETFOEEN/ A
FTT AL VEESILE BRILERS : 0.05 ng(Fih)g).

WEREEFR 16 IR, |

B s 0 BERICIE, 45 0.15 pgUMl/g (0.11~0.22 peCif)lg) SRS hiz
B, BRHEARS- 24 BRI ITHED 1 1T 0.05 ngGHiili)/g 2SR - Lish, 2EIHsHHiR
SRz o7z, (BME5) .

# 16 BB THVa~A 07 BMEFES % OISR G R (ug(UMi)/g)

Sk} AR E%EER (h)
0 24 72 120 168
547 0.15 ND~0.052 ND  ND ND

n=6  ND:fHBR (0.05u g0y HFF  a: AEEO—E23 ND

® FROAchTLFERER

& UNAB(BEL Y FR T, 24 HAER 30 3/300 ppm #-5EEK U 20 ¥3/1,500 ppm
EEE - BN 5 BEESAED) ¥ a1 o 2% BUEIE 10 B RIBEHR S (Pathva
& LT 300 XiZ 1,500 ppm) L, SR USIEHROIRE B AL A7 vEAIZX V)
EEN (FRHRA @ 0.04 pg(hiie).,

EWEAPHFR 1T IR,

300 ppm HERETILRER CIFER USIA & bRHIBRARE Th -7z, 1,500 ppm 3%
ERETIL, N T, R5HMG 5 BENOEKIRS 5 BEE TR, BikRE 7
ARSIl o Tz, SIE T3 SHE 1 BE, LRSS 1 B ETHRIE
S, RS 5 BRI BRI /ol (B b)

17 BIBITB Va0 10 BB 5% OEE BT (ug(ﬁ{ﬂﬁ)/g)

IREHIRREE | ... R E5BRAAILEFRE] (B)
Eov
(ppm) 1 5 7 8 9 10
300 B ND ND ND ND
BB ND - ND ND ' ND
1500 TS ND | ND~0.25a 0.13 0.20 0.38
’ BRH | ND~0.092 | ND~0.16 = 0.12 0.16 |ND~0.162
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IREHRE | _, . B RN (B)
Sk
(ppm) 1 5 7 10
300 P& ND ND ND ND
= ND ND ND ND
1500 ORzE 0.17 ‘ND~0.192 | ND ND
’ BRH | ND~0.37= ND ND ND
n=5 ND:HHER (0.04pg0ilg) £  a: BEEO—ENND

(3) BEHER (8Y)
@ 7 HME#EREHE (HFA - EXKENRUEKER)

S0 (HERA, 5 RMRR) XV a e U RIFIEEKRR OKE : 16.8~19.00)
Wiy a e 2o b LT 100 mg(hili) ke R/ B % B7kIES] (Okig : 28.0~29.5C)
ik a A e LT 60 mgUiffivkg (RE/B % 7 BRENRARRS L. SHEEBTRE
WAL FT oA LV RIESHE GRIEFRR : 0.05 ng(Chiii)g) .

FRREER 18ITFT, : ,

D b ik, Bk BE 41T 100 mg(l)/kg 165/ B # 55£C 2 Bz, 60 mg(f)/ke
KRB/ B ERERET 1 FCBRENERD b i, LRI S hiedo T, by R,

BB EEBOMEE TH LI, 60 BT 100 mg(hif)ke KE/BRSHTENThE

W5 72 BTN 168 BFE% IR R R -7, (ZFR 6)

Fz 18 BV (YEBA) ITBITAY atwA D T BRERAEER 5% OFEHRiET
%8 (ugChif)g)

. wEE B E%EEE (h)
i (mg(Hike (FE/E)| 0 6 24 79 | 120 | 168 | 240
ND~ .
A 1450 ND ND ND | ND | ND | ND
ND~
JiEe = 100 1.07 0,392 ND ND | ND | ND | ND
({EKIBED - ND~
ik 3.62 1.44 0.572 ND | ND | ND [ ND
e 17.53 6.49 321 | 149 | 037 | ND | ND
| ND~
fHE 0.100 ND ND ND | ND | ND
‘ 60 ' ND~
- K . 0.28 0.12 ND | ND | ND
(FE7KIEH) 0.10=
ik 0.28 0.25 0.15 | 0.10 | ND | ND
e 19.06 | 0.59 011 | ND | ND | ND
n=5 (EhEDI 100 R 60 mgChifVkg B/ ARSBHETEFRL AL =3 R12 )

ND : BHIRR (0.05 pgCfille) K a - BIEED—FR ND
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@ 7 BRMIEEHIR SRR (Y « B/KERD

50 (MR, 5 BN IV atwA U REE 7 AMIBEERS (Vaea v
L. LT 100 mg(FHil)/ke (KE/B . KR : 24.0~28.0°C) L. BHBETEENR A T v
EAICLDBESNE BRHIRR : 0.05 ue(JHEYS),

WREFR 1917,

TR BB BR EERIC 3 D DRI S 0L T, UBIIRE Shied -, &
LSBT (RSES 3.09 pgUiYe) TRO LI, HEEE 48 EHRET
BHENE, SE6) '

£ 19 59 (R BTV at~A 0 7 BREIREER 5% OTEEMEPEE

(neCri)g)
- ‘ wEE ' RHEERE%EE (b
(mg(HifiVke HRE/R) 0 6 24 48 72 | 120
g% ND~0.472 ND ND ND | ND | ND
FiFfige 104 . | 078 | ND~0362| ND | ND | ND
ik 100 1.44 0.74 | ND~0.372 | ND | ND | ND
HILE 3.09 2.32 1.11 046 | ND | ND
Reliek 1.27 059 | 0.39 ND | ND | ND

n=5 (B : n=3, Mg n=2) ND : #HERAR (0.05 pgHl)g) E
a : BIEEO—#R4S ND ‘

@ 7 BFRERSHER (Y - SACRED

A QFEA, B RN IZvatef U EREE 7 HRIRERS Pateal v
& LT 100 mg(hHi)/kg AE/H. 7R : 23.5~25.0°C) L, MmER OB ZEE/S
AFT eI VEEINE GRHBER Lﬁlﬂﬁioﬂm 0.01 pg(Fifli)/g Xix mL. %
DOFER: : 0.05 ng(FHl)/g) o

ERAR 20 ITRT,

et G 1 IREOEEIL, P ThRbEm-o7 (203 pgUhfg 2%, &S
96 IR IC IR IERBRARRBIC e o T, BREUMNTIIRKERS 06 Bz, FFETIX
RS 168 FRICITR IR AR & f;o 7o SN, PR OV TILRR s 240 BF
Bk EcThRHEhE, (BRe)
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290 5D QER) KBIBY Yol LoD T BB S DT

(ugChifiVg Xik mL)
S0k ki E%RE (h)
1 3 6 24 48
i 1.84 2.59 2.28 0.21 ND~0.172
FiFigk - 7.42 6.26 458 0.68 0.42
5 4.99 4.52 5.62 2.54 0.87
% 5.48 6.79 4.55 1.99 2.24
Fefie 8.46 10.0 6.67 2.99 1.78
K] 0.43 0.34 0.39 0.31 0.16
Mg 20.3 14.6 10.8 2.21 0.47
- R EZEE (h)
72 96 120 168 240
. B ND~0.172 ND ND ND ND
FFhis 0.19 0.25 0.16 ND ND
B 0.70 0.54 0.35 0.10 0.13
5 2.20 ND~0Q.702 | ND~0.31= | ND~0.122 0.06
RefER 0.48 0.35 0.28 ND~0.422 | ND~0.072
il ND~0.10» ND ND ND ND
k3 ND~0.20= ND ND ND ND
n=5  ND:RHIRR (@, 5 : 0.1 ug OUlg Xid mL, £ Ol : 0.05 pgChifiie). R

a : BIEED—EEAA ND

. BEEER
DatwA oD in vitro U in vivo DBGEMERBRER L 21 IR
RIFZERAEREER, DNA EEFEBREUVMERBRO W FNORERBRIZB W T RO

BTHY, £i-, EMEA OFHMERIZBWTY, S bphimurium % RV - HIRTERER

BB, T v A =— XL AF—HE VT LA BV i Bm TR BB U v /b

BRERICBONTWT IR o2 Z EBHEIRTWAZ Edb, VatvA gt

R E > TR S 2 a8 = Wb D EEL BN, (B4, 5)
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£ 21 VahvA L OBEFEERR

AR x5 == - R
in vitro 3Bk
S, typhimurium (£S89) 0.001. 0.01. 0.1, 1.
y . ..|TA98 ., TA100., TA1535. |10, 100 pg/plate
& 22 bk g
ﬁgg“““ TA1537, TA1538, Bt
i Escherichia coli (+89)
WP2 uvrA
DNA {E{87| Bacillus subtilis - [001,0.1,1,10,100,| .,
B M45 ¥k (rec-) . H17 #k (rect} | 1,000 pg/disk =
In vivo iR
: 1. 5gkg AE
<A (ICR . B BB - .
ppmm |00 UCRAR B B e comzn|
i)
=5
. BPEEMSER | :

VateA o OENEEERRERESE 22 RV 23 1R T, (BHEb)

# 22 TadwAir (0.5%CMC EIKIZIRE) © LDsy (mglkg (5E)

"B | BEER | I e R e
_ 2110 B (HERER 1) DFEe
g >7,0008 | >7,000a [ Fhic @ REEET. 12 FBEEE
<P e
(ICR %. TR L
7 ) BE ] >30000 | >80000 | o semmyin T
Tl
¥iv
MY | >B.000 | 3000 | oommin 12 BRAEE
T L
S > qu| >7,0002 | >7,0002 | T BRERNET, 12 L%
VA [
(Wistar %. T l7 L
7 ) BIF | 280000 | >8,000 | oo mommysT
' Tl Y
Vi
MRS | >8,000 | >8000 |\ oeatrr 10 nSRTLENS
a BB E
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# 23 VatwA iy (EREKER O LDsx (mgkg FE)

s R i3 i3 FER B OB
H3EEE T, MEAESS, 12 IFHE
v A >5,0002 | >5,000a M
(ICR#%&. | Mgt B, 2EEZ. B
7 IR FRARFY >355 >372 | - mE R
FET-VE 30 43 LAPS
HISEENME T, BEAIES, 12 H#ﬁa'i
S5k BT >5,0002 | >5,0002 "
(Wistar %&. Mg, BE, 2B, B,
7 ) FaiRA >390 >395  |RHE - RE MRS
FELCE 30 LA
a T/ ETE

Vatwd U UDOEEREMICONT 7 RITHIRNES U720 LDso 1. FEL
#4743 328 mg(Fili) kg 7, IM-0 %3 657 mg(Ffi)/kg {E, Delv-JM 73 315 mg(F1ffi)/ ke
{KEThH-ote, BMRIERE UT, HRE, mi i), Sk, BRESHORT
BRUOEREEET AR LN, (B 5)

5. BRMEELHER
(1) 5 AMBEAMEMEER (Sy M)

Z v b (Wistar &, MEHES 10 198 2RWEYa <1 0o b BREEERRDES

(0. 100, 300, 1,000 X} 3,000 mg/kg (FE/H) 1= % B AN MR ERISER S s,

—iRIREE, BRERUEERICHREIC L DHEIIA LN 5T,

MEFHHRE TrE. 300 mg/kg (KF/ B LA LB SHEOMT RBC 2558 L. 3,000 mgkg
£/ B ORERET Ht & Hb A3 L, 7238 100 725 1,000 mg/kg KB/ HR-SEEDMHE
THE XN WBC OBIEREHE THIED bhghoTz,

MR Tik, OSSR SHET ALT OEMAS, 1,000 mgkg RE/H LA E#
E#OHET TP ORDBRBNEA, BET A REEEENE bITA LN 2otz 72
1B, D 100, 300 KU 1,000 mg/kg (RE/ B #5585 T ALP O¥MAHR LN, &5
FRE TR bhahoTz, |

fZREE B Tl 300 mg/kg (RE/H LA i SEEOME CHFEROEMM A Sz, 3,000
mg'kg FE/BHBEREOM 1 FIZIRE EREOEIRRE ONBE OIEE OB A b= 2L
SMTRERRR B I AR bR o Tz, (B4, B)

AERERIZH51T 5 NOAEL 1X 100 mg/kg K8/ & & %2 bz,

(2) 13 BRIEAMENERE (Sv k)

Zw b (Fischer &, 6 Mfn, MEHEE 10 W8 2BW=Yat<1 300 13 8MIER
fi45 (0. 1,600, 3,200, 6,300, 12,500 Xi% 25,000 ppm : #, 0, 91, 168, 361,
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717 X% 1,467 mglkg ARE/ A IETNTHE, 0, 98, 196, 386, 773 Xik 1,484 mg/kg (K&
JBITHEY) 2 X e BB EE S,
1,600, 6,300, 12,500 Tt 25,000 ppm ¥ 5-EEDHE CAEI R B ZEEIC TR /-
23, FAEMBEHEZ: REENEEE bR,

Iﬁlﬁﬁ%ﬁ’]#ﬁﬁ’( X, 6,300 ppm LA SEEDMET PLT OF B/l iA B:h,tm
%Oﬁfﬁ': JERETHoT,

MFELFERIRE TiX, 1,600 ppm LA E# 5 OBEHET TP ORI H B, 25,000
ppm FEFOMET Alb DFERBI S b, TP OBV TIL, FAEFHEED
TRVRER D TH T,

12,500 ppm KT} 25,000 ppm HZEHODEFI TEBILRS A ONIZR, FEEME
DRE L DIBPAEFEOETEN LS B TH Y. FolES0OSBO/RESETZET
HE, EHENERIZLVELEEZDNE, &R 13)

6,300 ppm YL EBEHEOHET PLT OFERBDBHLRIZZ &b, AFEBRICBIT
% NOAEL /4 3,200 ppm (196 mg/kg A%/R) L& bhi-,

(3) 6 MNAMBEAHEERR (Sv M)

Zw b (Wistar &, MEER 10 /R WY st~ 206 5 A REHERR D
5- (0. 300. 1,000 3% 8,000 mg/kg A5/ R) 2k ZEEMEHFERSER SN,

300 mg/kg RE/ B H S EHZBRE SRR Z SRS THR A DS, FEMEREE
[XB oot

1,000 mg/kg A€/ B uﬂ%ﬁ—c%ﬂ;f@ﬁma D b, MREARZEIZE
T, —ERRIREE L OFEENL LN, AEMAEEICZ LS EEHEENOETH Y,
—fRREE, ML ERIRE, TR, TBEREER OYRERF AR EIC R ST L A58
BB RdoT, (B 5)

AFABRITISIT D NOAEL i3 300 me/kg (AE/H L EZ bz,

4) 6 hAHEIMENSER (X, oA VB a1y (BEFT—4%)

ARXEANET e A BT g YA LD 6 A REAEEERER (0, 50, 120,
300 Xi% 1,800 mgkg (FE/A, HEREAFE) BEMIIL, 300 mg/kg FE/HDH
B THERERIL N2, (B9

6. BEEERUHEAAERER
(1) 1 EMEESERR Sy M)
7w b (Fischer %, 6 Wi, MEHEE 10 IWEE) 2RV a4 o0 1 /R
%5 (0. 200. 1,000, 5,000 XI% 25,000 ppm : #E. 0. 10, 50, 260 Xik 1,310 mg/ke
{KE/BIFONTHE, 0, 10, 60, 290 Xid 1,460 mgkg (KE/ B IZHEY) 1 X DB
BRSNS,
95,000 ppm #r S BEORE THREMIMMEIA L DTS, BEHEIEW 17270>o7'1.o
25,000 ppm BEFHEOMET, FFLLER L EEAORARN, MIFTRE Y VEED
HIE o CRIFEEL W ARITEM UM, HETIRALN T,
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MR i, S b I BEMAENIZ PLT OB 35 508, REERRSM
BE CIIEBEcE i b o 7o, PLT OFA L, #ETHE 200 ppm S B 58T,
HETid 25,000 ppm BHEE THEH LV EETH -T2,

A AR TIE, 5,000 XU 25,000 ppm HEHOHET BUN OIS B
7o, BIRIOFEAABEAIE A b0z, £, 1,000 ppm BL R EEEOMEHE
T AST DEMAHR LI, _

25,000 ppm FEFEOHE CHEBINEIC LYV, BROLEERFRIZBD L, MO
HEENEEITEM L 22, HEEMENEEA bR b o T,

1,000 ppm PR EEEDOHER T} 5,000 ppm L3 SEREOMEDDIE) TS IBILEA A
Bt PUEENE OB S L DBNHEEOEEIZ > BLThy, TomESED
BIBORENEZBETH L, BHEENERICZ LWELEEL BN,

(B 14) :

200 ppm LLEREBOHE T PLT OFERBDALOREZ Lovs, AEBRICBITS

LOAEL 1% 10 mg/kg (A8/B &£ 2 bz,

(2) 2 FEBHSAESRE (Sy k)

7 v b (Fischer %, #EE&- 50 IU/RE) 2 AV e a = L0 2 FERTBEER S (0,
12,500 3% 25,000 ppm : HE, 0, 529 XIZ 1,116 mglkg K5/ A FONTHE, 0. 621 XX
1,290 mg/kg {RE/ B ITAAY) 12K AR AR EiE S,

L, FEEEROMRFZARED T A —212, BEEFENLEEILA Lo
7oo 25,000 ppm REEET, WHBELZEL~YHEEA £ 10.32 TN 6.74% DIRERENHNE] DS
BBV, :

SR EH TREN b PEEOBBILARENA L), HEEEOREIZ L 25
BEOTEIEIBILTHY, TolEENSHBOKEREZEETE L, BHYNER
IZZ LWELEZEZ bz, .

SERBEZ SO TORER TE < OMBIEENA LN,

BT, RERIERCRELEL, ROWTTRE, BT, Bk . FRREOR
DB B o T, |

HETIE, FETRDE . WOTTERE, IR, & FRIR. T RORIgo

JEIZFEm A T,

JEEFRAIMOMEBE THL A LN, BERIZHERITENLOTH Y, JREHLERE
M CIEESAERICHEHE RS 2o T,

EBRAMZL SN 2Tz, (BB 15)

235, EMEA T, Y3 =1 203 structural alext 2372 < | =L 2N &
MNh, EBAMRERIINERNE ENTWS, (B 4)

7. HEERESEHER ‘
SHARATRFMRBRIIER STV,
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(1) RESHSHR (¥HR)

<7 A (ICR F%., 20 IL/EE) DR T A BIEHR 13 BE TV a <A o 25aflka
#£5 (0. 300 Xi 3,000 mgkg fRE/H) L., RAFRUSRBRNER I, HE18 Hiz
BB 15 LB IR L. WIRERE Lz, 720 OFE b I ARSI X BIREIZ-
WVTA% 21 BETEBELRL,

HEh Tk, BEICLBERBIIA LN 0T,

JRIZTIE, 3,000 mg/ke {5/ H# B3 CHEROEMMA AR biv, B, £1FBA
., NERRUBHBRRELRRESIC, BECERT A EEIR N2 T,

IREMINC OV TIL, SEHEEIRE, FE Rk, EEEELONCAR, IR OB R
BRI L BBRERA LN 0T, (BR 4, 5)

AFRBUTISNT 5 NOAEL 13, JRIZIZSE LT 300 mg/kg BE/H TH Y | MEHEIEIER
HENIRhoTnd LTINS,

(2) RESZMHUSRE (Sv M)

Fw b (Wistar %, 20 W) OERE 8 B bITHRE 14 HE TP a ¥~ o 25|
o5 (0. 300 Xit 3,000 mghkg FE/H) L THRAZRURBSEES W, HHE 21
BICEEE 15 IEEFTORA L, BREWE Uiz, 5890 OREE 5 MIBASE SR EY
oW TR 21 BETHELL, ' ‘

FORER, FE, BREVCHEZDRORE & bICREIC X 2EEIIA SN2
7z, (BHR 4, 5)

zisa*csﬁ \2361F %5 NOAEL id, &&ARTHD 3,000 mgkg BE/ATHY ., HEME

bBﬂ&#otkawé

8. WEREMWMERV-REMURER
(1) 14 BHER2MHER B
& CHEREIW). 12Alh, E8HE 4T 2RWeYa YA 0 14 BRI
BO&sE (0, 10 X 20 mgUHilivkg (A8/B) 2 & 2R2MRBAER I h i,
HH T, 20 mgUiil)/kg RE/ B H# S8 BV TIOERE DIF (LR ORI DOEREE D&
BRE 1 BIZHBNIEOBR T, FOMOWREIEB _#s'c“fy L AHEIIH NIRRT,
(B 5)

(2) 14 HMR£EHER ()
% (A%, 35 B, MRS 10 TVED) ERWEY ath<A v rd 14 BREEEHH S
(0, 600 i 1,200 ppm) 2L 2 EREMEERNER I,
1,200 ppm 58 TEE D >—REOREMNPHIN L ONmOH T, ZOMORE
HEERSICERTAREEIIA LN T, (B b)

(3) 7 Bz &R (5Y)

50 (20 BAED #HW=Y a4 20 7 BREIEERS (0,60 X i 120mg(F3f)/kg
FRE/A) Xk AEEUFERER S,
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FECBES BT, —ARREE, AR, MIREARER OREI M ROREI TR S IR
4 28I H D07, (B 6) L

9. WEYFHIREIZEET HHER
(1) invitro® MIC [ZB89 AR
b F DEAHIEE~DOREORREN LR 2 729D in vitro BB EEZ 1.,
Bacteroides fragilis \Z 33T 5 MICso 25 0.70 pg/mL THh - 7=, D 2 F& ( Escherichia coli
KU Bifidobacterium sp.) 3%z R LIz, (B3R 4)

(2) ERERZBEEICHY S MIC
R 18 EERILLHARERE S ANEEYE OMAEY SR ETE, (TR
18429 A ~Fhk 19 4F 3 A M) 2BV T, & MNERSBHEEICT 2V a A v
D9 5X 108 CFU/spot 128172 MIC A3 6N TW5 (& 24), (B 16)

Fz 24 t MEAMEICRBITA Y a <A 20O MICso

s : _— S/ NEETLIEEE (ug/mL)
MICso HiFH
BRI
Escherichia coli : 30 >198 - 128~>128
FEnterococcus sp. 30 2 1~>128
s
Bacteroides sp. 30 4 0.12~>128
Fusobacterium sp. 20 |- >128 64~>128
Bifidobacterium sp. 30 0.12 =0.06~>128
Eubacterium sp. ' 20 <0.06 =0.06~0.25
Clostridium sp. 30 16 - 2~>128
Peptococcus sp./ Peptostreptococcus sp. 30 1 =0.06~4
Prevotella sp. 20 0.12 =0.06~2
Lactobacillus sp. 30 1 0.25~4
Propionibacterium sp. 30 =0.06 =0.06~32

FEINFEED S 5, BbHEV MICs 2MRE SN T3 DX Bubacterium sp. i O}
Propionibacterium sp.®=0.06 pg/ml TH Y, MICwc2it 0.180 pg/mL (0.00018
mg/ml) *EHINE,

2 FRIBEOBEIZH LTEREEZ R T SEED S 5 BOTH) MICso 2 90%/E3RIRAD TRREN HHH
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(3) FEARBDOREH ‘
JM-O1 RN IM-O2 13V a A 3D 24530 1 OFETER %R LS, Delv-IJM @
HEMELY a <A P BRUNIM-0 L0 {Erot, (BRES5, 17)

#x 25 FERFOTEEOLR (ug(F )/ mL)

IR JM JM-O; | JM-Oz | Delv-JM
Bacillus subtilis ATCC 6633 0.39 0.78 0.78 6.25
Staphylococcus aureus FDA 209P - 0.78 1.56 1.56 12.5
8. aureus Smith 1.56 | 3.13 3.13 25
S. aureus Shimanishi >100 >100 >100 >100
8. aureus Onuma >100 >100 >100 >100
S. aureus Kogure 1.56 1.56 3.13 25
S. aureus Tanaka 1.56 1.56 3.13 12.5
S, aureus (JM-resistant) >100 >100 >100 >100
Mycobacterium 607 3.13 6.25 6.25 >100
Mycobacterium phlei 1.56 3.13 3.13 100
E. coli NIHJ >100 |- 100 >100 >100
E, coli Kauffmann O-11 >100 >100 >100 >100
Klebsiella pneumoniae PCI 602 12.5 12.5 25 >100
SalmonellaTyhi H901W >100 >100 >100 >100
Shigella flexneri 2a 1675 50 50 50 >100
Pseudomonas aeruginosa ATCC 8689 >100 >100 >100 >100
Proteus vulgaris OXK >100 >100 >100 >100

10. TDih
(1) atEEE (ELEYR)
By FERAWT, Vet VVOHIREICOWTRET Sz, 7F 74 9%
i3 = &9, Schultz-Dale KGR PCA FlinbHbhiahoT, (BRE4)

(2) BFTRBMEEER (9%

UH¥ (BAARRE, HE. 10K I2Vad<A 2 rokEiE (1.5 mgml) 2K
iRIZAHR (0.1 mL/L) L. ABEEKEZRESEE, 05, 1, 2, 4, 8 KU 24 K5
%12 Draize {RIC & D HEEZ RE L,

FOFER, U FORITHT DHEAEIIED bhiehot, (B4
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II. B2 RRRs s

1.

EMEA 281+ 55l
EMEA Tik, FM2E ADI OREICOWT, Tv o 5 BEEEEEERRBRD
NOAEL 100 mgrkg A5/ B i, EMFREROPFIT A THD Z L 2ZR L - LR
200 #MA L <, EMHFA0 ADI 0.5 mghke AE/HERE LR, &R 4

MAEYIFR] ADI \Z-DUNTIL, In vitro @ Bacteroides fragilis {28V} % MICs 0.0007
mg/mL IZESEREL TS, THIZEER 150 mL, [BAHESESERE SRS HHEE
LT 0.85. b MEEIZ 60 kg 258 L. CVMP OEHEIC L 0, #AEwS2 ADI it
THROLBYEH S, |

B/hMIC (0.7 pg/mL) XCF2 (1)
CF1 (1)
D FI e 240 E (0.85) Xt MEE (60 kg)

X1 BDOZEEE (150 mL)

= 0.002 mg/ke A&E/H
CF1. CF2 : B b R Hnm) B MIC 4 ADI B 7o 1 2588 v,

wANER ADT (0.002 mglke {55/ R) ASEMESEE ADI (0.5 mg/ke KE/0) @ 250
SO 1OETHD I E0b, EMEA Tid, Yad<=A3 00 ADI & LT, #EDEH
ADI Z8 AT A2 LAEYETHAE LTWA, (R 4)

2. FHPESH ADI IZDNT

Vatw A i, FEEEEERBROBEREP AMRIZE - TRIREE R EEEM
RN EEZ LN, £, Ty FERVWE 2 FEEEES AMEEBRI BV TR AMIL
J%E:&’L“Cl/ VIR T & R structural alert 2372 WEE X ENBZ NG, Vatv AT

VIBBREEMERSAME TN E L b, ADI RBET A D L NTRETH B &R
L7z, '

AHMRE TR O, NOAEL Xt LOAEL @ 5 bE/MEL, 5 v b 1 ERE
MMM 3817 B PLT OFMC X 5 LOAEL 10 mg/kg (58/H Th -7,

FMHFH ADI ORTEICY > Tid, T2fde LTEZ 10, BF= 10 i LOAEL
ERWEZEEER LIZIBMD 10 0 1,000 #EAT 3 = L MBS LB b,

LieidoC, YVathed I rOFHFN ADI 11 0.01 mgke FE/H ERETHI LM

WHTHB EEZBNTE,

3. MEMERADI{ZDNT

VICH 77 A BT A AZESSREZIT D IR DFHIZMAL, Frk 18 FERMEE
RRMETRE EATTRMEDE OMAEDZIERE] 1POBRLNTRY., ZORE
OISR ADL ZEHT 52 LB TE D,
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Va0 MICea iZ 0.00018 mg/mL. FEIBFISMIC 220 /B, MEPRBES
NAHEIZ 1, & MEEIZ 60 ke 25 L, VICH OEHFIZEWTHAES SR ADI
FHEHT DL, UTOLBY L7225,

0.00018"1 X 22078
ADI= ™ v 50 = 0.00066 (mg/kg {RE/R)

*] ¢ BEIRF OB L TREESETABEEO S 5 B OFEE MICs @ S0%{EEBRO FIRMENHEH
*2 . MESRBRSNA S
*3 . RIBNEHOE

MAEMZFE ADI ([Z2OW T, BRIV TERR 2 2 20E 0TS
VICH iz X v RSz 0.00066 mgkeg AE/H 2 AT 2OPELEEZ b
Do

4. ADI DREIZDT ‘
Ry ADI (0.00066 mglkg F2E/H) 1X, FHSA0 ADI (0.01 mgkg {K&E/H)
I HphENT D, PVatref O AD] E LTI, IROEREEATS 2 & 55y
LEZHND,
Tat<wLLY 0.00066 mgke KB/

REEIZOVTIL, YFHERER AR E A TEEEEORE L 21T SBRICHRT5 2 L
&7 %,
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(AR - REEHFEN

HE#R TR
ADI —BERAR
Alb TNT I
ALP TN VIRAT 7 2—F
ALT TI3=VT I/ NFURTnT—E
(=INEIVBEAE VBRI VAT I F—E (GPD))
AST TARGRETI) VF v AT 2T —F
(=7NE I VAR eEEE N7 AT I+H—F (GOT))
BUN M REZER
CFU a1 =—FREAL
Cinax B
CMC HNVERFT AFErE— A
CVMP RO ER S EETEMAERMEES
EMEA RN =R AT T
Hb ~NESrYY (IM#F) &
HPLC EEiEk s a~v NG T 4 —
Ht ~< hr7 Uy ME
LDso B E
LOAEL R/ MERER
MIC B/NEEEARE
MICso 50%x/ N BB REUEIREE
NOAEL R
PLT 1/ MRER
RBC FrifnERE
T2 H A
TLC B/ bS5 7 40—
Trmax e R A B R
TP O ANOAYE
VICH B B ORGEEER OFfIC BT 2 EB G125
WBC [ M Bk -
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10,
11.
12,

13.

14.

15.

16.

17.

{

HHE)

2

o, WIEORIREE (8% 34 FEASRERE 370 5) O—HEWETH4H (F
FL174E11 A 29 B, BEAFHEERE 499 5)

The Merck Index, 14th Edition, 2006

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
JOSAMYCIN (pigs), SUMMARY REPORT, 1998

EMEA: COMMITTEE FOR VETERINARY MEDICINAL PRODUCTS,
JOSAMYCIN (CHICKEN), SUMMARY REPORT, 1995

B Y 3 YA 2 DRBREE OREE

KEEF Y 7 A ¥ OB O ,

KEE, REFH--BR, EAH, EIf— ARC, EANIENAL . Vate v
DIFFE & 3 4. THE JAPANESE JOURNAL OF ANTIBIOTICS, 1969 ; XXII-2 ;
159-172

MAEEE  Va oA VUODEBNIFENT 0T 0 —V. FEEEE, 1978 Vol.28
No.1l; &11

BT, MEEREE, A, BIREEE, MEBE, BARED : Josamycin OF
TRERIERERAGEFZE. CHEMOTHERAPY, 1969 Vol17 No.4 ; 604-609

BEIEZE, BER—E, /ANINE—, JGESER, FERE, SBEM : Josamycin DR
g%, CHEMOTHERAPY, 1969 Vol17 No.4 ; 630-635

JISIEGF, EHTENE, TREHM— : Josamycin OEMAIHZE.: SN EEFRRBRE IS

- WT. CHEMOTHERAPY, 1969 Voll7 No.4 ; 694-699

AgER, RIEZ, SHEEBA, HRIER | IRSSEEEICS T 5 Josamyein DG .
CHEMOTHERAPY, 1969 Vol17 No.4 ; 701-704

HEHE—8A, AIRKE, HIISER, SIRFE, ZHEZEHREGES : Yat~vda
D F344 Ty MIBIT S 13 WEBERERER. FAERBRET®RE, 1995; % 113
5 1 44-50 :

K Kasahara, A Nishikawa, F Furukawa, S Ikezaki, Z Tanakamaru, IS Lee, et al: A
chronic toxicity study of josamycin in F844 rats. Food and Chemical Toxicology,
2002; Vol 40: 1017-1022

K KASAHARA, A NISHIKAWA, F FURUKAWA, S IKEZAKI, Z TANAKAMARU,
H TAKAGI, et al: Suppressive Effects of Josamycin on the Development of Altered
Liver Cell Foci and Chronic Nephropathy in a Carcinogenicity Study. Food and
Chemical Toxicology, 1999; Vol.37: 61-67 .

Y 18 SEE R AL RIS IE B AP E O ERIH BT OV TOR
=

Takashi Osono,Kiruko Moriyama,Akio Tachibana,Kuniichiro Yano and Takuro
Sado:Metabolism of Josamycin. LIz PIHFR, 1977 No.3:143-157
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