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~ 74 RROHAEWME THh5 [V a¥~A ] (CAS No. 16846-24-5) [T,
EMEA #5522 IV TR an e s B i 4 92k L 7=,

FHmIZ TR ER G L, SEENREERER (v X, T b K . SO KTE M),
R (K. BWAOSD) ., Bloatai, SfsrsE (v AK0T v M), ek
BB (T v b)), BEEELORNA AR (7> b)), AR AERERR (v U 2K
T v b)), EWFHEEIC T 2R E O T 5,

B REERBROFER N B AERICE > T E R 2B BEEE RSN EE 2 B,
T, Ty FEHAWE 2 FERIREDAMERBICE WO TREBAMETA LN TV RN &L
structural alert 72V EEZ HNDZ Enb, UV a A U ATBREENIESAWE TIX
NEFEZ BN, ADI ZFRET DI ENFARETH S &I L7z,

SRR A O, EENE (NOAEL) Xiifk/ha#ttRE (LOAEL) @9 big/h
EIX, 7 v Fo 1ERENENRERO LOAEL 10 mgkg (AH/H TH-722 &b, Zh
(22248 %01,000 (Fi7= 10, {E{A7E 10 LN LOAEL 25 Z L 2E&E L7-Bo 10)
ZA L. B ADL I, 0.01 mgkg (AH/H EHET DI ENEY THDL EEZ LN
77

AR ADILIZ DWW CiE, VICH BHHFIZ XLV 0.00066 mg/kg (RE/H & HH L7,

PAEM ) ADI 1%, B ADL K0 H/h&NWZ s, Yath~vA o ADI %
0.00066 mg/kg AE/H & 5E L7z,



I. MBI REMAERELDTE
1. A%
LAl

2. BRGSO —EA
M vatheAfv
4 Josamyein

3. eF4
IUPAC
4 - [(28,38,4R,69)-6-[(2R,3S,4R,5R,69)-6-[[(4R,5S,68,7R,9R, 10R, 11E, 13E,
16R)-4-acetyloxy-10-hydroxy-5-methoxy-9,16-dimethyl-2-oxo-7-(2-
oxoethyl)-1-oxacyclohexadeca-11,13-dien-6-ylJoxy]-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 4B-(3-methylbutanoate)

4. 5FR
Cs2H69NO15

5. #FE
827.99

6. HEER

(&M 2)

7. FEABMRMMERKRSE
Tat~vA AT TEEROMRE O —FE TH D Streptmyces narbonensis var
Josamyceticus 7> REE S NT- 16 BERO~ 7 1 7 A4 RRHIVAEWE T, 77 LEHEERE &
WA a7 T A=K UIERE AT 5, Yath~A Ui, tho~7 v J 14 RRPUAEY
HlRkE, MED Y R Y —2H 7=y MNERT 5,



AT, BROEDO~A 277 X< KO T KGHEREIC L D8RR B D
AL ONERIEHA SN TS, (BIR3, 4)

HARTIE, BHERLE LT, BKo~A 277 A<Mk, 3B GEINEZFRL,)
DM~ A 277 A< T3 & HAAD L > P EREIE 2 B IE & L7 SRR
IFIDAGR S TN D,

B MAEEGLE LT, 7 RUKER, LoV EREBHIC L D EGYEDTRRIZY a
74?V®ﬁﬂ&@?a%?4?yfmEWV%EXTW®/H/7ﬂﬁﬁ%éﬂf
W5,

B, RTT 47V A MBI O R AV E STV 5,

I. REHICRIMEOBE

AFHiIEX, EMEA 3/ X% Odhi FH = 38 ARG O s BR i % 2 SR s I2 BT 5
TR AL,

FRAEEERE PRI BRI R L 7=,
1. EYEREEER
(1) EWEReEER (T X - IV

~ 7 A (ICR-JCL %, ) 2 a ¥~A > Z2fkafkh (200 mgUfl)/keg (AHE) L.
MAEFREZ NSAFT oA ICEVHE LT E 2 A, #8515 08I Crax ITEE L T2, (B
M 5)

(2) EYEhREER (¥R - ]I, 57)

~ 7 A (ICR-JCL 5%, 4 VB) 12 3H #E3#> 2V~ A v &R D5 (200 mg(Fifff)/kg

RE) L. &5 1 KO3 R O M OSEHR R 040 S BERTEEORIE L OV A 47 >
IZE DB,

HEHEME KL ONA FT v BA L AERNGAAZER 1ITRT,

BEHEMEORE TiX, FEPIRER, &5 1 KO3 FFFZRIZENZEI 22.9 KT 53.4
ug/mL ThH o7z,

PNAFTT AL DRR TR, MBETREITRE 1 KO 3 FFfERICZENZI 2.6
pg/mL X T 0.6 pg/mL Toh o 7, Sk M I35 1 RFf]#2 TI3ThE (11.6 pg/g) T,
B 5 3 RFf)#& Claht (16.6 pglg) THbmN-T2,

A FT AN L DHEEDBERNEREE X VRN &b, Yat~a T
RN THESCOIGEH S, BiEEEZ R b B BN, (B 5)

VSERR 1T AR JEAESHBE AR 499 B2 Lo TED DAL FEeg el



K1 FVRACBTLHIEEY o~ 4 L OA&KSE (200 mg O)fil)/kg AEH)
HBOERNIAT (R @ pg/g, M5E : pg/ml, JR : pgltotal)

Skl 5. 1 FFfif% e 5 3 WL
WA TRl e | SH #ARAE | BAETRI e | SH #UEE
JFhiek 11.6 161.1 1.5 146.5
Jiti 2.4 30.9 16.6 2,392
ek 6.1 57.7 12.2 47.5
14 2.6 22.9 0.6 53.4
PR b 133 1,032 400 1,607

a: AT oA IDHEME b RRETOME

BOHEHEO IR 2 TSI & 2 2 5 3 B O h Tl LB TR b <
WNTHE, I, 5, DEONECH o7, Eio, HORHEMERRICS < PRt S b, 1
PR OHHA~OPRIN D A2 T, (B 5)

(3) FEWEpaesdiz (Sv b - IR, 727, HEtt)

7w bk (SD 5%, M 3 P0) |2 UC I a ~A Lo aROEs (400 mgUiffi)/kg
RED) L. ImAE, ARk, R, #RONEHH OPTETE MK OBEGHEESHE S 4z,

I K OSSO BT X OVURTE M E 2 37 2 1R T,

MR CIE, PLETEMEIIR G 1 RIS, BEHEEITR G 2 FFEZIC Cmax (22
L7

BAHR R OPTBETE IR G- 1 FFiE ChemfBICEE L, i b WO BTETE RS A B,
WNTHR, g, B, MAREONECTH -7, ZO%M L, Bl bR E AR5
B 56 L & TR S,

HEHEMI AR & bPTRTEME L D B EmEIZEL (85 2~4 %) . xbEl
HEREMESITR CA B AL, RO TR, B, A, AEDNEICE D> T2, PLETEED AL
FHEVEL D HIRNZ D, P at~ A o U HER T TESeN A S BT ETEME 2 2
IbDEEZ LI, EE OB CIEEEN TN B X bz, (BZH5)



# 2 TFv MIBITDUCHERY a~A 2 rofkniks (400 mgUf)/kg RE) #
OFUETEE N OFEHEERE  (ug/mL XX g)

St Fe % (h)
1 2 4 6 8
Jhek 8.7 7.3 2.9 2.1 0
ik 6.6 5.4 0 0 0
PrETEE Jifi 12.7 9.1 5.4 4.6 0
e ek 10.8 8.2 2.2 3.1 0
[ E 4.0 3.5 1.7 1.4 0.1
JHf 1474 188.1 109.6 99.8 34.7
R ek 94.4 131.5 62.4 63.1 23.8
JEEME Jiti 40.5 73.4 37.8 57.6 14.8
e ek 53.4 149.9 176.2 88.7 24.2
[ E 31.8 35.8 20.8 18.2 10.2

n=3

PURETE M B OEHENED R B O~ PRIER A2 3 312, JaH~DHEi=R %23 4 12
7‘]—_\‘—?‘0

5% 24 Wi O R S HE R 22.5% Tdh - 7253, HLETEMEPEEER1% 0.4% &
o7, FRRGHEMHEER T3 51% 24 BT 65.5%. #¢5-4% 96 BT 75.7% T
-7,

B 5% 24 BRSO RV HERTE S EERIL 15.8% T, FLEETEYEIERIX 0.45% Tdh -
7=o (PR 5)

% 3 SRBOHPO BT L OHIHEEIER (%)
B | e T O b

0~6 6~24 24~48 48~172 72~96
. 4.04 0.57 0.07 0.04
VORISHE | 1841 | o0 us) | (2302) | @3.09) | (23.13)
K 0.06
PLETETE 0.34 (0.40) 0
. 7.90 1.65 0.57
% SEES
R | BOHEE | 6554 (13.44) | (1509 | (75.66)

n=3 () =#zt



# 4 P OPUETEM L OREHTEEYEIER (%)

. . 5% ()
v s HETH
i HlirEs R 0~3 3~6 6~24 24~48
- 2.77 9.80 1.58
it A 3.00 (5.77) (15.77) (17.15)
B . 0.057 0.323 0.017
DU | 0.073 0.130) | (0453 | (0.470)
n=3 () =8gt

(4) EpErestss (K - 1)
JRICY a Y~ A o Zahfilig 085 (20 mg(fi)/kg (AH) SUTHMRINFRS- (10 mg())
lf)/kg ARE) L. MIETHEN AL FT v A 12X 0 RlE SN,
FERAEF 5T,
REOBG T, MIETREIEE G 2 BRI Cnax (2.7 pgUMH)/mL) 2L, 20
BRI T L, &5 12 Kz I TR R 72 o 72,
BRI 5Tl e GRRIIR T L, #5- 9 BRI IR IC /e o 72, (B
R 5)

5 KIZBIT DY a <A o Ol O SUIEHRN 502 O Mg H i
(ng(A)/mL)
, e h& B H%PEREERE] (h)
B (mgUifkg K%) | 1/60 | 0.25| 0.5 | 1 2 3 6 9 | 12 | 24
g 20 ND | ND | ND |0.38|2.70 | 1.97 | 0.78 | 0.22 | ND | ND
HEIRPY 10 10 | 7.3 | 5.0 |2.70 | 1.35|0.57 | 0.22 | ND | ND | ND
ND : fth s

(5) EMBERR K- 5% (BET—4)
R (3 TERES) 102 3 A S RIS (5 mg Obfif)/kg KT, ko2 4 B s
L LIRAHRE) L. ISR OHEE R S AE S, RN E BIERCT 15 2L
e E T,

FERER 6 1TRT

% ROV EE T 35 1 BRI IS (Fh2h 0.15 pgChffi)/mL & 0% 0.11
wgODiig) 1THEL, #2558 BRI ITMRI S et o e, AR OB Gl o
BT BRI SN o T IIHRIREE, £ 2 ROF 8 WERIGRIC A B AR
L7z, (BH5)




# 6 KICBITDY a~A o OiRE#RYS (5 mgUhil)/keg (AFE) #%0
AR PR (ugUiff)/mL i g)

Sl Fe LA (h)
1 2 4 8
17 0.15 0.080 0.066 ND
JIfi 0.11 0.077 0.080 ND
Hliet ND ND ND ND
ek ND ND ND ND
REY- 36 48 5.8 44

n=3 ND:fmiHisihd
RS - i) 0.05 pgUf)/mL, AHH) 1.0 pgUM)/mL, fofa#k) 0.05 ngCUfti)/g

(6) EYFHEEHARR (38 - IV
BloYat~A o5 AMEokEE (18,000 IUAR/H) L THIMMAIZITERE L 2eh»
Slc, Vate A VIR, RS 24 B4 T 0.1 pg/mL K Th o7z, (B 4)

(7) EEhResAER G- 2)

BT BPUHERD) (2 a Y~ A o & HERHIRE O 5 (300 mgUifli)/kg 1K) L.
My, RS ONEAHHREE DS SA T v ' A I D HE Sz,

FERER TIORT,

Mg HEEEIL, 5 1 FEE%IC Cuax (9.37 pgUl)/mL) (Z3EEL ., 5 8 BFf#ICIE
1.15 ugUMm/mL & 7272, FbE-> o OIINRH R T, b5 1 FFE%IZ 909.0 ug
OMf)mL &720, ZOH%EBE L0 &S 8 FFEICHO LS U@l (1,721 pg(h
fl)/mL) (232 L7, FAERTIREIIOT N &5 1 %ISR EMEISE L, Kb EWORE
(I CA BV, IRUNTIHEL, /M5, Mo, B, (O, SRS, ARIG. A, FJE. Mg,
HADIAETEH > 7, FHRETIRE IR 2 I Lz, (ZPE5)

10



R T BIBT LV at~A OB A S (300 mgU)fii)/kg AHE)
BHOEANGA (ugUMi)/mL X% g)
. BG4 EIEHE (h)
0.25 0.5 1 2 4 8
IR 3.57 5.27 9.37 3.60 2.90 1.15
flE- 48.0 166.0 909.0 24.5 475 1,721
Jiti 5.7 20.5 126.0 21.3 12.3 3.0
JiT 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
Tk 5.1 21.1 32.3 10.4 13.2 5.3
TN 4.7 10.3 24.5 5.5 4.2 0.6
1 'H 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
P ND 2.4 5.6 2.6 4.4 ND
HNE 4.6 20.1 20.7 14.7 14.6 9.0
HERG 3.7 8.2 17.0 75 5.1 ND
P& 8.5 1.5 9.6 4.4 3.9 0.8
n=3 ND:mBHEnT
(8) EMBREHAER (Y - IR, 5HD)

50 (5 RBMR) IZVatt~A VU EERR RS (30 mgUif)/kg AE) L., MmiE
B OSRE IS NS AT v A2 X 0 lE Sz,
ﬁ’i;'&%i‘% 8 1T,

PR OSSR PIREE 13 G- 3 WfZIC s BIZIZE L, feb MmO IRE B T4 b,
ku\f iMmAE, B, . SR, IMONATH -7z, HSE K OSHAR A IR R (XWis L7223,
e 5. 24 WERIZ I ZITAMLAA O IHE K OSHRR T 2 DR S AL, 5 48 R34, i
DS O IMBER OSSR Sz, (B 6)

11



& 8 SviZBFLVat~vA v rOHEERROKE (30 mgUil)/kg (KE) %D
SR IAE K OSEAR A IR A (ugOOAl)/mL X% g)
St Fe % (h)
1 3 6 12 24 48
I E 18.97 23.75 11.46 5.19 2.83 0.63
JFhiek 5.74 9.59 3.13 1.28 0.88 0.14
ik 4.47 10.57 5.15 2.62 1.25 0.532
o ik 10.69 59.71 15.24 6.01 2.27 ND
Al 1.97 7.15 2.29 0.30 0.20 0.032
K 0.41 0.80 0.44 0.22 ND ND

n=5 MHIER (ugUi)/mL ik g) : A% 0.3, K 0.06, &gk 0.17, & 0.83, A 0.05, fiX 0.11
ND : BHIBRAARG  a @ BHBRARMIT 0 & LCRIE LT,

(9) EWEhResER (XY - RN, $97%HQ)
BIZVat~wA o h 5 HREERE (50 mgUf)/ke AR/ H) L. MR OWHR
HEEER SN A T A I L D RIE S,
FERAEF 9ITTRT,
FeEBMG 1 B B CIE, MR ORI E 1 3% 5 6 BRI ICREEICEL, kbE
TR CA O, WRWCHfE, g, B&. M, FROIRTH - 7=,

HU
-

"

5 AfOFEM% TIE, MM ORI X

TH DRl (ZH6)

T ERE TR L TRY .

#F9 SVIIBTALYVat~A 05 HERRS (50 mg(Uifl)/keg (K&E/H) 1
SR AE K OSEARHIR . (ugUl)/mL X% g)
P 545 RFfH]
v 1A 2 H 3 H 5H
lh 3h 6h 1h 1h 1lh
[ 1.80 2.93 3.16 3.29 2.51 1.81
iR 0.42 0.84 0.99 0.84 0.66 0.55
R ik 0.45 0.54 0.67 0.71 0.46 0.39
e ND 0.98 1.37 1.28 0.83 0.57
A ND ND 0.29 0.28 0.17 0.15
b4 0.28 0.47 0.66 0.55 0.40 0.20

FRHFRA : 0.05 pgUMi)/mL Xid g

(10) EWEEHER (EH)

(RN T+ 5 2V a Y~ A L ARG &5 8EA 1 g Z Bl A #&G Liz e

&, &5 1 I Crnax (2.86 pg/ml) (ZEEL, DIEHE L7223 5 6 B iIc

Tt 0.77 pg/mL 235k Sz,

ND : R A

12

B
P




TR AT T 6 AICIAF 1 g 205 LI E8 oimHREOFREMZ Iz, 1-2
/= kA FET /L (one compartment model) (2L V. FEYFEHE T X —H &R
2L 25, Tmaxid 83577, Tield 104 0 TH-TZ,

Va YA U AREN TR S G A EH TR ERIE S D, IRIPANIIBREGAK 6
BERICANIZ 2 0 OE D IPEN SIS b D EE 2 B, B4 12~24 FFE O R ki
FIX UM% F CThotz, (B T7T~12)

(11) KEY
@ in vivo HER
BEWFEIZBIT DY ah~A v OR, RO O % TLC 12XV [FE
L7e, E72GM a3 10 12, FEWFICRET 2@ oREM RZ2E 11 1757, (&
M5, 6)

#£10 Vatr=ATr (M) DR, MHEEOREHH O FZAHE)

HGEPEY) W5
Deisovalery Josamaycin Delv-JM
f-Hydroxy-Josamycin JM-O1
15-Hydroxy-Josamycin O2 JM-02
Josambose JB

* 11 FEWREICET DR, MR ORRT O T EAGEY

ENES IR e s
i - Ak FEAGH)
7k Delv-JM. JB
SD % &) 50 24 WFEIR
A X 100 4 FRFRPR JM., JM-O1. JM-02.
(e— 27 VA, M) 4~ HFEIFR | Delv-dM, AREMCHY
% =0 8 IFfHIIR JM., JM-O1. JM-02.
(T H7YI, 1) 8~24 I¥f#fR | Delv-JM
W o5 0~8 WK |JM-O1. JM-02. JM .
8~24 FF#fR | Delv-JM
i 100 miE, At [JM-0O2, Delv-JM. JB
50 50 miE, - [JM-O1. JM-0O2, Delv-JM
4 IFFRTIR | JM. JM-O1., JM-02.
Eh LO0Omg/E b o hsp | Delv-aM

@ in vitroiiER
VatrvA T BT ADONE. T v RO X0, T, Bl L OV O
RER—FEONMSEE EHIcA vFaX—FL, % TLC I2X v [EE LT,
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VU ANDNT v FORFHRET R — FTIE, 1ZEAEN DelvdM (2R SN 7=DITxt
L. A XD TIE Delv-dM OFGHREAMED > 72,

7 v N OFRkE W T, B Z BR < ORI IS W TRENE & A ER D
Nnol=Z &b, Vat~A i FE s U OFIET Delv-dM (TR 3 fiE S AU TIR
HicHEt SN b0 EEZ BN, (BR5)

2. KEBHER
(1) ZBHER (K
@® 5 BREREHER
R (1 BAMES) IV a~Aa v % 5 BIMES (18 mgkg (KH/H, H5EAFH)
L. e s, A, BB OV H oA AL A7 v eI LV llES T (8
BRI B, A& OMERG @ 100 pgkg, & : 200 pglke) .
R G- 5 HIZRIZIT 2 TOMBTERRITE &R AR & e o7, (B 3)

@ 14 BEgUKIEERER .

WK (4 BABER) (2 ath~A % 14 BRIEOKES (18 mgkg (KE/H) L., AI&HS
FARRH R DINA T v A (EERA : 100 ug(UIff)/kg) & OVHPLC (E&FRS : 100
ng/kg, HHIBRA : 50 pg/kg) 12X 0 iIE SN~

NAFT v AL DWPER-RER 12 17T,

HPLC I[Z X 2HETIE, ¥ 3~ A ¥ U REITEERF UM R UEVMETH -
7=, (BH3)

#£ 12 KRBTV at~AT 00 14 ABOKEGEHDO AR, T v A1k b
R (ugUMim)/kg)

St HersPe %R (A)
1 3 7 14
A ~190
HEN 3,000 4,100
B 780 <100 X/ZND
R ek 200 <100~1,660
Jr ek ND~130 —
ND : At — A8 EERR 100 pgUfi/kg

@ 21 BEREE 5 ER

B CHEFE(WDH), 3 2> i, 8 3 SERE /R Iy a Y~ v BilFE 21 H
MREER G (P at~A & LT0, 200, 400 X% 1,000 ppm) L. MiE&OHE
R DI ASA AT AKXV HIE S BRI « i : 0.1 pg(Jiffi)/mL, AH
2 0.3 ug(Ul)/mL, #OfhofE#k « 0.04 pg(Fh)/g) .

FERAEF 13177,
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1,000 ppm FLGREOREIHCTldmié i G- 72 KefEig £ TR S7zns, hofifgkf <
(T TR G 24 RFRILINICIRBIRACRIGC e o 7o, IR R OB Tl ol
RIZBW bR S Rolz, (BH5)

#* 13 KIZBIT LV ah~A 2?21 HRREH 5% O 7

(ngChi)/mL X% g)

Sk IRARTRIE Bei& BG4 (h)
(ppm) 0 8 24 72 240
200 ND ND ND ND ND
Jhik 400 ND ND ND ND ND
1,000 0.208 0.049 ND ND ND
200 ND ND ND ND ND
Tk 400 0.092 ND ND ND ND
1,000 0.158 ND ND ND ND
200 ND ND ND ND ND
Jiti 400 0.098 ND ND ND ND
1,000 0.294 0.077 ND ND ND
200 ND~0.1102 ND ND ND ND
/NG 400 0.149 0.046 ND ND ND
1,000 0.269. 0.065 ND ND ND
200 ND ND ND ND ND
(=R esai] 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
KERTEAfR | 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
HER 400 ND ND ND ND ND
1,000 ND ND ND ND ND
200 ND ND ND ND ND
IiIRE=) 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
AHH 400 37.96 12.75 0.68 ND ND
1,000 50.07 19.53 6.64 0.42 ND

n=3  MHER (ugOUH/mL 3L g : ik : 0.1, ME : 0.3, F Do : 0.04
ND : BHRARG  a @ BIEEO—HE23 ND
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(2) ZREBHER (3B
@ 5 B EHER

B @PURER) IV at~Aa v % 5 HIMES (18 mg/kg (RE/H , & GARBEAFLED
LA AT oA THREEZAE LT 2 A, il 3 BREIIERAI g6 a
P~ A AR SN e oTe, (B4

@ 7 BERERIR 5B

& (WHB(T ——2—J—), 5iEln, MERES 3 PUREEURE) (22 a h~ o o B
% 7 HREHREER S (P ah~A & LT0 X500 ppm) L. I & O 0%
WPRASAFT AL RE STz (IR 0.04 ngUifii)/g i mL), Z#ridiE
HE 2 P DR LNTBRE RS L 1 afrstel e LCHlE Lz,

fERER 14 1 TRT,

B BRI G TIEZ DI TH L, Hfd b 24 Kl E O S7zns,
Bkt 5 72 BERI I T IR ARG S 72 o 7oy BRI BEZITIT, My 2 bR < SRk
OIS0, I 2 BRE it G- 8 MR I 2 CRIHBRIAARIGIC 22 o 7, ik
TIIWTNOREIZBNT BRI S e -7, (B 5)

# 14 BIBTDHVav~A o0 7 HEERS (500 ppm) %O
R (ugUMf)/mL S g)

St &G RIH (h)
0 8 24 72 120 168
J et 0.16 ND ND ND ND ND
GLL 0.08 ND ND ND ND
Jifi 0.07 ND ND ND ND
i 'H 0.08 ND ND ND ND
/NG 0.24 ND ND ND ND
KERZEHR; | ND~0.082 ND ND ND ND
EENAERG | ND~0.04a ND ND ND ND
iR} ND ND ND ND ND
AHEY- 18.93 5.96 0.37 ND ND

n=6 (MM 2 P%& 1 Hhrelkl e L CHlE) ND : SRR (0.04 pgUMl)/mL Xt g) A
a : HEEO—EH ND

@ 21 BRI 5 ER

% (WA ——xz—h—), 5 i, 8 PURLUED 12V a~1 v BlflE 21
HREFREE S (P a¥~A & LTO0, 500, 1,000 Xi% 2,500 ppm) L. IHMiEM 0%
MR ORI A FT v AL 0 PE S GREBRI - M3% : 0.1 pgUifii)/mlL,
AEF 0.3 pgUm)/mL, ZOfthoofik : 0.04 pgCfh)/g) .

FRAE 15 1T,
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JHYCIE, 500 ppm B GRETIL, A& G- 8 IKffi & T, 1,000 K& Tr 2,500 ppm % 5-7%
T G- 24 FRE% £ ORI S 07203, oofARE Clidaii& 5- 24 Refliitg £ Tz 9T
FREERSFAT N Ir o 7o, Flfh . EEENREN R QMG ClE, S5 R W TRk G-
BEEZN DR SR o Tz, B G 72 RERICITE COMER CREHBRA AN & 72>
e, (ZH5)

# 15 BIBIT LY a ¥ ~A 0D 21 0BT 5% Ok h ik
(ug(Hf)/mL Xt g)
- TRERIRE &P G (h)
(ppm) 0 8 24 72 240
500 0.094 ND ND ND ND
J ek 1,000 0.173 ND~0.080= ND ND ND
2,500 0.580 0.162 ND ND ND
500 ND~0.0632 ND ND ND ND
R ek 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
Ji 1,000 0.158 ND ND ND ND
2,500 0.375 ND~0.2132 ND ND ND
500 0.375 ND ND ND ND
7N 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
HHh 1,000 ND ND ND ND ND
2,500 ND ND ND ND ND
500 ND ND ND ND ND
KERTEREAG | 1,000 ND ND ND ND ND
2,500 0.090 ND ND ND ND
500 ND ND ND ND ND
HElEeNAgRSG | 1,000 ND ND ND ND ND
2,500 ND ND ND ND ND
500 ND ND ND ND ND
IR 1,000 ND ND ND ND ND
2,500 ND ND ND ND ND
500 81.58 ND~15.812 ND ND ND
fHH 1,000 150.74 16.19 ND~4.562| ND ND
2,500 593.40 233.06 20.29 ND ND
n=8 FRHIRAR (ugC)/mL & @) : i : 0.1, BEYF : 0.3, F DML : 0.04

ND : BHER AR a: HIEEO—EH ND
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@ 7 BFEEERGAER (REDES)

B (WA — —x=——), 5illn, MRS 3 PRERED 12V a3~ o1 o 3|
7 HREHREES G (Y aV~A4 2L LT0XIE 1,000 ppm) L, FRETOHREH A
F7 v AL VHEESZ AR : 0.05 ng(Chi/g) .

FERAEF 16 1T,

Ber&pe G- 0 Reftzlzid, 4 0.15 pgUifi/g (0.11~0.22 pug(Uifii)/ig) A3 Si7-
D3, FefEBE - 24 FEZIZHED 1 617C 0.05 ugUril)/g 23 Zav7=Ligh, 25173 R
RA o7, (B 5)

# 16 FIBT DY aV~A 207 HENEEHR 5% O R ETh ke (ngChil)/g)

St s 5% R (h)
) 0 24 79 120 168
d 0.15 ND~0.052 ND ND ND

n=6  ND : fRHIRF (0.05 pgUflig) Kifi  a : MEEO—EA ND

® FRONrhIXEEEAER

& (VA (Af L 7R FE), 24 22, 30 33/300 ppm #5HEK TN 20 34/1,500 ppm
B 5RO 5 /SRR (2 a A v 2 %HAIE 10 HEREEHR S (Y at~A
2L LT 300 X% 1,500 ppm) L, JHEER OWREFOIRE DA A7 v A 12X 0 H|
ESNTZ (BHIRA  0.04 ngUhi/g) .

FERAEFR ITIORT,

300 ppm ¥ 5HE TITAERE S CINE R WA & BHIRAAN Tdh - 7=, 1,500 ppm %
HEETIE, T, &G4 5 B DA 5 HIZE TR Sz, sk s 7
AR IR IR AR 2 72 o> 7o, IFE Cld G- 1 B bRk h- 1 B £ Tt
SIS, Bk b 5 BRI IR IC /2 >, (B 5)

£ 17T BIBIT LV aV~A 20010 HENRERGEOFEHINTHRE  (WwgOUii)/g)

TREHIIE | - 5 BAMAEIRE] (H)
(ppm) | 1 5 7 8 9 10
PNEE ND ND ND ND
300
PR E ND ND ND ND
1500 Y-Sy ND ND~0.25 a 0.13 0.20 0.38
’ PR | ND~0.092 | ND~0.16 2 0.12 0.16 |ND~0.162
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TREHIREE | .. B 54 R (B)
Eavals
(ppm) 1 5 7 10
PNEE ND ND ND ND
300
PR E ND ND ND ND
1500 Y-Sy 0.17 ND~0.192| ND ND
’ J9H | ND~0.37 2 ND ND ND

n=5  ND : fRHIRF (0.04 pgOiflle) Kifi  a : MEEO—FA ND

(3) ZBHER (YY)
® 7 BEFEEERGHER (BmA - BKEERUEKER)

50 (Y. bR 1TV a A o BRI EOKIES] OKIR : 16.8~19.0°C)
XY a <A ok LT 100 mgUii)/kg (K5 H % @/KiEH kiR : 28.0~29.5°C)
IZiX¥a <A & LT60 mgUiikg (RE/H % 7 HRAEER G- L, SRR
DA FT AL VRIS BRHBRA : 0.05 pg(Ffih)/g) .

FERAEF 181,

D B I, B G-E£1Z 100 mgUfil)/kg (R 8/ H 3588 C 2 4112, 60 mg(Uifili)/kg
(RE/ B ERET 1 FICTER-E AR DAVIZAS, AR IR S e o 7o, fe b mV R
B GES OMEE TH B, 60 U100 mgUhil)/kg A5/ B#G5RECEN R
Kb 72 KON 168 iz I IR R e o 7, (BHR6)

# 18 50 (M) IZBITD Y ath~A v od 7 HRIREEE 5% O ARE
R (ugUhi/g)

St 55 & 5% R (h)
" (mg(hifke KZ/H)| O 6 24 72 | 120 | 168 | 240
ND~
A L a5 ND ND ND | ND | ND | ND
ND~
Jrik 100 1.07 0.39¢ ND ND | ND | ND | ND
(EKIEHA) : ND~
ek 3.62 1.44 0570 ND | ND | ND | ND
HILE 17.53 6.49 321 | 1.49 | 037 | ND | ND
ND~
A ND ND ND | ND | ND
0.10a
60 ND~
i . 2 12 ND | ND | ND
di (rE7KiEHA) 0.28 0 0.10a
5 Mk 0.28 0.25 0.15 | 0.10 | ND | ND
HILE 19.06 0.59 0.11 ND | ND | ND

n=5  (FlgD&4 100 60 mg(i)/ke ARHE H ¥ GRECENZE N n=3 L2 )
ND : BHBRA (0.05 pgUifil)lg) K a : HIEIEO—E23 ND
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@ 7 BFEEEERERER (Y - B/KEH)

S0 (s, 5 RMER) IZV a A VKA T HRREER G (Y at~a v v
& LT 100 mg(ifli)/kg RHE/H, /KR : 24.0~28.0C) L. SHFETEE RS AAL 4T v
AL VRE SN2 BRHBRA : 0.05 ng(ifi)/g) .

FERAEF 19177,

D DI BRI 3 Bl DR S e DA T, DRIt Shien o7z, i
bRV VERITEE (RGE% 3.09 ngUif/g) TRRO LI, ik 48 WL £ T
i Eniz, (BH#e)

# 19 50 k) BTV at~A o0 T ARHREHR 5% ORI

(ngUifi)/g)
Skl e Ry Hers P %R (h)
(mgChfkg (£5/H) 0 6 24 48 72 | 120
P ND~0.472 ND ND ND | ND | ND
J ek 1.04 0.78 | ND~0.36a | ND | ND | ND
R ek 100 1.44 0.74 | ND~0.372 | ND | ND | ND
HbE 3.09 2.32 1.11 0.46 | ND | ND
G 1.27 0.59 0.39 ND | ND | ND

n=5 (&i& : n=3. W& : n=2) ND : BHRA (0.05 pgUifli)/g) A
a : JIEED—EH ND

@ 7 BEEEEREHER (Y - B/KEH)

50 QM. 5RMR) IV a A v R E T HEREER G (Patea T
& LT 100 mg(Fifli)/kg AHE/H, /KR : 23.5~25.0°C) L. MHER OFSHERT7REE3 R
AFT oA EVHIESN (BHEER - RO : 0.01 ngUif)/g it mL,
DAL : 0.05 ug(Ifl/g)

FER AR 20 1T,

BB 1 IR ORAIE, MR TR bR o7z (20.3 pgUifi)g) 23, Ffsf s
96 WRERIZIZ I TR AR 72 o T, ALK OVIK Tl 5- 96 IRt i, T¢I
ef&Pe G- 168 R I I TR IR A & 7e o 72, Bk, Mol OG5 Cld i 55- 240 IRF
Mtk £ TRt SNz, (&H6)

20



# 20 5V QFER) ITBTLVa~A DT 0B G% O PR

(ng(fih)/g X% mL)
Stpl wer& P G (h)
1 3 6 24 48

i P 1.84 2.59 2.28 0.21 ND~0.172
JFhiek 7.42 6.26 4.58 0.68 0.42
ik 4.99 4.52 5.62 2.54 0.87

1 5.48 6.79 4.55 1.99 2.24
it 8.46 10.0 6.67 2.99 1.78

Jib4 0.43 0.34 0.39 0.31 0.16
14 20.3 14.6 10.8 2.21 0.47
St wer& P G R (h)

72 96 120 168 240

i P ND~0.172 ND ND ND ND
JF ek 0.19 0.25 0.16 ND ND
ik 0.70 0.54 0.35 0.10 0.13

1 2.20 ND~0.70= | ND~0.312 | ND~0.122 0.06
it 0.48 0.35 0.28 ND~0.422 | ND~0.072

Jib4 ND~0.102 ND ND ND ND
1% ND~0.20a ND ND ND ND
n=5  ND : BHIER (i, 8K : 0.1 ug Oif)ig XE mL. ZOfholigs : 0.05 ng(Gifi/g) A

a @ JIEfED—HB75 ND

. BIEE

PEEAER

Yat~A D in vitro KO in vivo Digm ARG R A £ 21 1ITRT,

1IFZRAEHGER, DNA EEHER L OV MZAER O W T OER I I T b 2R ofs
RTHY ., £72. EMEA OFHIEIZRBWTY, S typhimurium % AT IR 22N B
R, T A =— AL A H—H3R V79 Ml 2 - T2 38 s 12988 Ballin e O~ 7 2]
BRIz B W TN bRRIEE ST 2 EmE SN TWA 2 Enh, Yath~v a1 il

EIRICE S TRIREE 72 D EEEHI Vb D L E X b=, (B4, 5)
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#F 21 Vav~A T rOEEEERR

FRBR PO HE: AR
in vitro :A\ER
S. typhimurium (£89) 0.001, 0.01, 0.1, 1,
) _|TA98. TA100. TA1535. |10. 100 pg/plate
J7 7 R s
B ORI A 1537, TA1538, b
Escherichia coli (£89)
WP2 uvrA
DNA &187R | Bacillus subtilis 0.01, 0.1, 1. 10, 100, e
B M45 ¥k (rec) . H17 £ (rect) |1,000 pg/disk =
in vivo iR
.11, 5glkg {KE
B} A (ICR %. 1) Bhbt .
g |00 UORA D e o mn | pate
i)
5
. BEEERER
VatvA DR R AR 22 MO 23 [TRT, (R 5)
# 22 VaP=Ar (0.5%CMCIRIKIZIG#E) O LDso (mg/kg {AH)
EhFil R e ki3 JEtR M OBE L
2/10 151 (MERESS 1 151) 234E1C
] >7.0002 | >7,000a | HEISEIET ., 12 R
<2 [E175)
(ICR %. AR IVAQD
) 3,000 3,0002 \H
7 ) L e > 0% BB T
o FETHIS D
e 3,000 3,000
MR | >3, >8.000 | by e . 12 M
TR L
e qn >7.0002 | >7,0002 | THNTHISEIE T, 12 Bk
7 v b [EIf=)
(Wistar 7. FELEHIZa L
‘ 3,0002 3,0002 =
T I L e > oo BN T
e >3000 | >3000 | --PEY
- ’ ’ EORGEENIC . 12 BRI %IETE

a NSOt E:
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#* 23 Vatr~vATr (BAKEK O LDs (mgkg AH)
Ll e GE i3 i3 FER K OBETE
HZSEEMIK N, JEALEES, 12 FFiH

AN >5,0002 | >50002

VA IR
(ICR %. DUfeRets, Hifs AEEZ . B,
7 F ) FRIRIN >355 >372 | R - aﬁ‘ﬁ P ﬁi%i*

FETC1E 30 Ay LA

XE WSl
. 55,0005 | 50002 HASEENIK T, BEAAES, 12 Wift]

7wk A
(Wistar %. DURL R Bifs . B R, BhiE.
7 I ) IR >390 >395 |k ﬁ PR A
FETIE 30 23 LAY

a BNt E:

Vat~A U OFEEFHMNCONT~ T RITEIRNE G- LT2RFO LDso 1%, RZAL
173 323 mg(fil)/kg IREE, JM-0 73 657 mg(U1fl)/kg (R EE, Delv-JM 73 315 mg(Uili)/kg
KETH o7z, BAIERE LT, REk, g, g, EidGh, AREHOET
FOWBEEIR T AR LN, (B 5)

5. RS
(1) 5 EMERESERAER (Tv M)
Z v & (Wistar 2. MEHES 10 DU/RE) Z2 A=Y a Y~ A 2 oo 5 RGO 5
(0, 100, 300, 1,000 (% 3,000 mg/kg A/ H) & X % fiaEam B S&h S -,

—RIRRE, RE N OB EICR G X BT A Lo T,

MR T, 300 mg/kg (AH/ H UL E#& GREOHET RBC 238 L., 3,000 mg/kg
(REE/ A OMERET Ht L OV Hb 2380 L7z, 723 100 725 1,000 mg/kg RE/ H % G-REO M
TEIZ S 7= WBC Ol I IRE AE TR0 biho T,

MR LA Tk, MEOEFR5HET ALT O8NS, 1,000 me/kg A/ H L F#%
BREOHET TP OB RA LI, BhEd 22 I b ie o7, 7o
B, MED 100, 300 T 1000 mglkg R/ B FGHET ALP QMR A HILT-08, T
HAETITFRD BilZe o7z,

figies B ClE, 300 mg/kg fAH/ H UL LI GEEOHE CIHESEOHMNA A Hi7=23, 3,000
mg/kg KE/HEGEEOME 1 BNCIRE R ORER K OWAE OREEE DI AN A BT LA
SMTIRBHAR B I Z A D o T, (B4, 5)

AFABRIZI1T 5 NOAEL 1% 100 mg/kg (AHE/H & &z bz,

(2) 13 EMEREEEEER (Sv M)

7> b (Fischer &, 6flin, HEHER 10 WD) MWy ath~A oo 13 BER
£l 5 (0. 1,600, 3,200, 6,300, 12,500 ¥i% 25,000 ppm : . 0. 91, 168, 361,
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717 X% 1,467 mglkg (ARH/ HIWONTHE, 0. 98, 196, 386, 773 XiX 1,484 mg/kg (AR
[BITHEY) 1T & B H AR BR AN Ikt ST,

1,600, 6,300, 12,500 K TX 25,000 ppm $5-FEDOLETIRE D o FREE ARSI Rl > 72
2, HEAEBMEIE 7 < HEHFIIE EE L oo Tz,

MR FHIRRA T, 6,300 ppm UL EFGHEOMET PLT O ERBU DA HILTZH,
ZORREEITRETH T,

MR A LFAORAE TlE, 1,600 ppm LA B GHEOMERE T TP O 232 541, 25,000
ppm HERHEDOMET Alb OB/ 05Tz, TP OANIHOWTIL, FAEFEREMED
IRV 72 D ThHh o T2,

12,500 ppm & T* 25,000 ppm % GHED DI CEGILIRN A HILTZH, FrEMEwE
DFHAZ L DIGPNEBEOLZENLE S (L TH Y | T oSO B OR R A2 ZET
HE, BEFERICZLWELEE 2 b, (B 13)

6,300 ppm VL FEGEEOMET PLT OF BB DRH LN Z End, ARBRICBT
% NOAEL 1% 3,200 ppm (196 mg/kg (K8/H) &2 bl

(3) 6 MhAMERMSEHRAR (TY M)
7 v~ (Wistar 56, MEHES 10 DU/RE) Z V=Y a Y~ A 200 6 2 H Rsaifiiee 0 #
H. (0, 300, 1,000 (% 3,000 mg/kg AHE/H) 2L 5 AiatEitaiiss3iiE < iz,
300 mg/kg AT/ H 5 58 4 bR & HHRBE 2 B A RHIIE TR A DAV A, FHEARIM:
(= NSV A WA RSy
1000 mg/kg LI E#GRECIRE 7R EIR T80 Hivie, MRFERIRAEIZIB VT, —
ERRIEE L DR EZENALIVZH, HEFMEBMEICZ L IEFH#BENOETH Y | —iik
RE, MIRAE(LFRORRES, SRR, DEas B OV B R AR IR G K D BT 4 5
niginot=, (B 5)
ARBRIZE1T 5 NOAEL 1% 300 mg/kg R/ H &% 2 Hiviz,

(4) 6 AEAMSHRER (X, JAOEF VB 3T A4IY) (BET—4)

A XERNWETa A iRy a A oD 6 A Rm AR (0. 50, 120,
300 X1% 1,800 mg/kg (AH/H, #HG#EAGLA) 23FEhE 41, 300 mg/kg (AH/HDH
BE CHMEEEIIALN o7, (B 4)

6. EMEERUENAERER
(1) 1 EHIEHSHERER (Sy )
7w b (Fischer &, 6iffn, HEHER 10 PUEE) &AWV a <A oD 1 FRTRE
5 (0. 200, 1,000, 5,000 Xi% 25,000 ppm : #E, 0, 10, 50, 260 Xi% 1,310 mg/kg
{RE/ BAFONTHE, 0. 10, 60. 290 XU 1,460 mg/kg (RE/ HITAEY) 12 L A @M EEMER
L NS TRV g Wy
25,000 ppm % G-EEOHETREHIIG] A B2, BERICE kTR0 o T,
25,000 ppm FEGEEOMET, FHEER & IREHAORAERN, MFRE Y L E LD
HEINZ > CRIRRE L 0 A BN L7223, HECTIEA LN - T,
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MR T, MEE S & I EMBIANIC PLT OB B SN T=H3, R RRESAY
B CITEBEICZERIZ A B2 - 7=, PLT O L, HETIE 200 ppm UL EFRGEET,
JECIE 25,000 ppm & GEECTRHBREL W HE CThH -7,

MIRAAV RO CTIE, 5,000 KO 25,000 ppm #5HEDET BUN OIS
7Dy, BRI R B O LA DR o T2, F720 1,000 ppm LA EBESREOMERE
T AST O F BT,

25,000 ppm EGHEORETHREHIIEIHIZ LD, POt EESAEICED L, KMo
FEEENABEITEIN U722, SRR BT A B e ino Tz,

1,000 ppm LL_EBEGHEDRERK TN 5,000 DL B GREOMED/ D HH CEIGIEIRN A B
D, PUEMEE OB5AZ L D IGPHE O LN E S 2L TH Y . FoiEEOBHD
FeRMEA2BIET 5 L, BHEFERICZ LWELEE X b,

(& 14)

200 ppm LA E#&GRHEOMET PLT OF B2V NA LN Enh, AFRBRIZEBIT 5
LOAEL /% 10 mg/kg {KHH/H £ & 2 b/,

(2) 2 FMFELAMERER (Y M)

Z v & (Fischer &, ML 50 VL/EE) Z W= g~ A > oD 2 FEREERR 5 (0.
12,500 X% 25,000 ppm : #E, 0. 529 XiE 1,116 mg/kg RE/HIFONIME, 0. 621 XX
1,290 mg/kg IR/ B IZFEY) 1T & 23803 A MRRBR D Skt S 7,

FETCH, BEH BN OMMIRFIIRAE D/ XT A =212, HERIFREITI A Lo
72o 25,000 ppm & GHET, XTREBEICEEAHERER % 10.32 TN 6.74% OREIEINANTIAS
I,

EPEGRECRREED O PO BEIFIEIRN A G-, PIEMEWE OFRGZ X 2 15N
HEOEENIEO B THY . FolmEEOEHORRMEEZEET L L, BEFER
IZZ LW L EE 2 BTz,

KA B2 TORGHE TS < OMMITIERE S A i,

BETIE, BAERIERE CROLE, WWTTER, BB, M, R BRI O
JEDNEIZ &> 7=,

METIEL, FECTRbm<, IRWTIER, FLIR, MU, BRI, e, & ORRIR o
[El =y Ry

N A I OFARE CH A DAL=, BAERIIIEFITIENEDOTH Y, XIREE L B 5
B CIEE A RICHE A EEIT R o T2,

NI T BN T2, (B 15)

708, EMEA Ti%., ¥ 3% ~A 203 structural alert 7370< | Efamth b /o002 &
M5, BNAERBRIIVNE RN E STV 5D, (B 4)

7. HERESMEHER
SRR ERABR I IS S AL TuVauy,
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(1) BESHHER (TOX)

~ 7 A (ICR &, 20 VL/ff) OIHRE 7 HINOAHRE 18 HETY a ¥~ v o ag@iilikn
$25- (0, 300 XUE 3,000 mg/kg (AH/H) L., FAEmMERBRN TSz, iR 18 HIZ
BHE 15 PLa FOIB L, IRIRAME Lo, 750 OFKEE 5 LT ARSI S EIREM)IC S
WCAET 21 HE CTRIZRLT-,

R ClL, EICX BT A LN -T2,

FEVECIX, 3,000 mg/kg RE/ H & GRE T ROBNNA A LT, HRE, EFRE
B RS OVBRIREREREIC, BHICERT BT A LR T,

EEMIC O T, SEHIER S, SRR, SEREIE N AR, Pl OVE 22
WIS X B A LN Tz, (B4, 5)

AFRBRIZEIT D NOAEL 1%, BBIRIZ% LT 300 mg/kg IAH/H TH Y . fEHEMEITR
NIRRT LTWD,

(2) BESHHR (S b

7 b (Wistar, 20 VC/EE) Ok 8 HMHAR 14 HE TV ah~ A o 5@l o
5 (0, 300 3% 3,000 mg/kg (AE/H) L CRAFREMFRERN I S 7, 21 HiZ
BHE 15 VL FOIB L, IRILZME Lz, 750 OFKEE 5 VLT ARSI S IREW)ICS
WCAT 21 HE CTRIZRLT-,

ZOREER. FEW), RBIKOHEZ DI OFRE & HITEGIZ L DB IA L) o
7=, (ZHE4, 5)

ARBRIZHIT D NOAEL 1%, A= TH D 3,000 mgkg KFH/H TH Y, MM
TR N2l LT D,

8. MRIMEA =L MHER
(1) 14 BE=£MHHRE (K
MR CRHEFRILW), 1 2Allin, B804 508D AW ah~A 2o 14 B
PEOES (0, 10 X% 20 mgUifii)/kg RE/H) 12 X 52 38 S iz,
R, 20 mg(Fff)/kg REE/ H 5 5HE 23U CHTOIREE D22 L I OVE SO IR 1
BN 1 PINCHHLNTDH T, ZOMOMAEE B IZHRGIZ L D ZBIIA LN DT,
(ZH 5)

(2) 14 BHEZ£MHER (38
% (WHH. 35 Hilim, MEHER 10 PIRD WY ah~A 20 14 HRERETER G-
(0. 600 XIZ 1,200 ppm) T & 572 MatlRss St S iz,
1,200 ppm $ 58 TREE ) D — @ ME DR EIIIENHI 372 ST DT, Z OOk A
HEICRGICERT 2B A Lo T2, (B 5)

(3) 7 BEIZLMHEER (YY)
50 (20 BIEE) W =Y a b~ A o0 T HREREF S (0.60 X1 120mg(lh)/kg
(KE/H) 12X DEeMREBRN EhE S -,

26



FECHNEA DIV, —fBeIRAE, RE, MEPAIRRE & OYR B R PRI S G- i
K 58 BI A DRIl (BH6)

9. WMEWFHIEZEICET H5HER
(1) invitro® MIC IZBT B4R
b N OBNMEHE~OZEDO FREMEZ T 2 72 DIZ in vitro FRERDIFEHE S 41,
Bacteroides fragilis |37 5 MICso 73 0.70 ug/mL T - 7=, o> 2 Ffi (Escherichia coli
KO8 Bifidobacterium sp.) (EfiEE = L7-, (B 4)

(2) RS BEEICXT 5 MIC
Rk 18 FFE R MR A TRA B HBTEEE OMAY IR ARk
18 49 A~ Fpk 19 4F 3 A FEhtn) (2B T, b MRRGBEREIC ST 5 a <1 v
D#) 5X106 CFU/spot (Z381F 5 MIC B3R HTVW5 (£ 24), (B 16)

# 24 b MENMEICBT A Y ah~A 2 ® MICso

4 p— /B ILIREE ( pii/mL)
MICso il
PR R
FEscherichia coli 30 >128 128~>128
Enterococcus sp. 30 2 1~>128
o SN EE
PBacteroides sp. 30 4 0.12~>128
Fusobacterium sp. 20 >128 64~>128
Bifidobacterium sp. 30 0.12 =0.06~>128
Fubacterium 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

A SNCHFED 5 B, fe BIRW MICso 23 STV 5 DI Eubacterium sp. X Y
Propionibacterium sp.® =0.06 pg/mL Toh Y, MICer2id 0.180 pg/mL (0.00018
mg/mL) EEH I,

2 TR Z DB L TEIEZ A 2 BED & 2 J& 0045 MICso D 90%{EHEIRS D T IR{EA 5 H
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(3) EERBMIOEH
JM-O1 KONIM-O2 Xy a <A 2o ® 2450 1 OFEEM.:EZ R L0, Delv-dM O
ALY a =AU KOVIM-0 LV {E-T-, (B 5, 17)

#* 25 FEAHMOTIEMEOLE (ugU)fi)/mL)

PR JM JM-O, JM-Oz2 | 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
S. aureus Smith 1.56 3.13 3.13 25

S. aureus Shimanishi >100 >100 >100 >100
S. 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
FE. coli NIHJ >100 100 >100 >100
FE. coli Kauffmann O-1I >100 >100 >100 >100
Klebsiella pneumonia PCI 602 12.5 12.5 25 >100
Salmonella Tyhi 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. ZDith
(1) RHEEHER (EILEY M)
EEY MEHWT, Vath~A ORI OWTIRFTI SN, 7710 7%
U—IFE Z &9, Schultz-Dale )iz e N PCA iz b A BV oTe, (B 4)

(2) BPTRIESEER (5%

Y (AAREAGHE, M 10 D) 12V a~A v OKEK (8 1.5 mg/ml) %/
IRIZAAR (0.1 mI/E) L., A BEICAZKERENEZ, 05, 1. 2, 4, 8 &KUY 24 FFH
#1Z Draize 512 K 0 R 2 AL L 7=,

ZOREFR. 7O 2GRSO e o7, (B 4)
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. BamfEREETm

1.

EMEA 28+ 5 i

EMEA Ti&, #MH ADI OREICHOWT, T v b 5 BT AR ERD
NOAEL 100 mg/kg (AE/ AT, BERBRO BN A0 Th D 2 & 2B LI Z 2R
200 ZEfH LC, kS ADI 0.5 mg/kg A8/ H 23% & Lz, (B 4)

WAEMFH) ADL 2O T, 1n vitro O Bacteroides fragilis \Z331F % MICso 0.0007
mg/mL [ZEDEERE LTV D, ZAUCEM & 150 mL, Ml 2R S5 77 &
LC0.85, b MEHIZ 60 kg Zi#@MH L, CVMP OBEHAUZ LV | #EDFT) ADI I3,
TRO BV EH SN,

H/NMIC (0.7 pg/mL) XCF2 (1)
CF1 (1)
WE ORI ATREZ2 4> (0.85) X B MAHE (60 kg)

X1 HOZEMEF (150 mL)

= 0.002 mg/kg KE/H
CF1. CF2 : & bR MEOE WEED MIC 2 ADI BHOMW-7-H 1 28 L,

WA ADI (0.002 mg/kg (K5 H) 2387 ADI (0.5 mg/kg {RE/H) @ 250
D 1DIETHDZ Enn, EMEA Tt Yath~A®ADI & LT, #EWTH
ADI ZEEHT5 2 L RS THH L LTn5, (B 4)

2. EEFHADIIZDLNT

Vatv A R, FREEEEESEROFE R D AERIC L o THE L 72 28wt %
IRERNWEEZEZ BT, £72. T v MEHWE 2 FERIZES AMEBRIZ WO TR AN
BHBIVTUWRWNT & LD structural alert 23720 EEZ HNDH T EnD, Vath~A v
VNIBEEHRE DS AME TIIR N EB X i, ADI 258 ET 5 Z E N FIRETH D & HIWr
L7z,

EREE R TS 572, NOAEL XX LOAEL @ 5 b/ MElx, 7 v ho 1 /g
PR IC 31T 5 PLT O ic &L 5 LOAEL 10 mglkg (KE/H TH - 7=,

=T ADI OREIZ Y 72> T, 2ot s LT 10, @42 10 I LOAEL
WD Z L EBE LTEIMNO 10 0 1,000 292 2 &30 &5 2 Sz,

L7z T, YVath~Aa v rOitsi) ADI X 0.01 mg/kg (KE/H EFRETDHZ LN
WY ThsDEBEZLNT,

3. WMEWMFER ADIIZDUNT

VICH #A K7 A AZHAS T imli 2T O (DR D5EMR Rk AN, 2k 18 FFEER
nh ERERAS AR B HPTE I E O PRI AR oo Teh, Z
DFERD DA FHI ADI 2R T 25 Z &N TE D,
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Vg ¥~ A 22D MCea | 0.00018 mg/mL, FEHAAWINT 220 g/ H . M2 e &
NDHEIZ 1, & MREIZ 60 kg 2 L, VICH ORFHAUIZES W TRUEY)FH) ADI
AT D & LTFOLBY Lk,

0.000181 X 220"
ADI= = 0.00066 (mg/kg {KH/H)
172 X 60

*1  HFRZ OE T3 L THEME A A 2 B & 2 J& D4 MICso 1 90%(EHAIRID FERAEA 5 5
*2 1 AN R S DT
*3 ¢ AP O B

AW ADIL IZOWTIE, BEESICBWTER a2 ARG TS
VICH BEHRIZ L ke H172 0.00066 mglkg AH/HZERHT20008Y L& 2 Hh
%)o

4. ADI MEEFEIZDLNT
WAEYFH) ADI (0.00066 mg/kg (KE/H) 1, FEFA ADI (0.01 mg/kg (AH/H)
FOH/RENZENS, Vat=A D ADL & LTL, ROMBEERHT 5 Z & 254
EEZ LD,
Yat<Ar  0.00066 mgkg AHE/ H

BRI OV TIE, HaMli R 2 B £ 2 BE AMEE O IE L 217 O BRCHEGE 5 2 &
&%,
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GRl#R : REMEFHED

PR Eayi)
ADI — ARG &
Alb TINT I
ALP TIVIVKRAT 72 —F
ALT TI=VT ) NI AT 2T —F
(= NVEIVBELEVE N T AT I F—E (GPT))
AST 72/\‘5#“‘/@5@“7\:/ KNS AT 25— ‘
(= NVE I AR a7 27 I —8 (GOT))
BUN MHRFEEFR
CFU o v =— R
Crnax R
CMC FIIVIRF T AT/ —RA
CVMP RO S sR A TEM) =K R B
EMEA PN (25 B S AT
Hb ~Esnbey (it &
HPLC ERRR 7 o~ NTT 7 4 —
Ht ~< h7 VU ME
LDso PRES =
LOAEL s/ MR
MIC /NS E AL IR EE
MICso 50%5c/ NE BT
NOAEL iz A eou s
PLT i/ MK
RBC FRImEREL
T THA AR
TLC eI/~ NI 74—
Trnax R T B R ]
TP WA R IE
VICH B RS O 7R A E RO TR B~ 2 [EBE ik
WBC H I EkEk
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10.

11.

12.

13.

14.

15.

16.

17.

(B

Bih, WIS ORI ENE (0 34 AFEAR TR 370 5) O—#Z2 U=+ 514 (F
R 17411 H 29 B, RGBSR 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

MY a v A L ORBRAGE O

KEERY 2~ A o v ORBREGEOBEE

KEE, REH—RS, SACHE, Eak— aBC, BERINES  YVath~vlri
DL 55 3 . THE JAPANESE JOURNAL OF ANTIBIOTICS, 1969 ; XXII-2 ;
159-172

SAEERY  Va v A VDI m T o —b FiEK LRI, 1978 Vol.28
No.1 ; 811

BNEH, NNEREE, SRR, EUVESE, BIEGIE, MAFFED : Josamycin DX
TRERERIRAOBTZE. CHEMOTHERAPY, 1969 Vol17 No.4 ; 604-609

BEIEZE, MR, ANIE—, JGBESER, GHEENG, SHEE : Josamycin O HIRE
5. CHEMOTHERAPY, 1969 Vol17 No.4 ; 630-635

JIESIELE, EHTaiE, FEM— : Josamycin OREMERIFIEZ L & ONTRRARRHGREIZ D
W C. CHEMOTHERAPY, 1969 Vol17 No.4 ; 694-699

ARFER, RIS T, fRHERA, HEANEE  WREREMERIZIS 1T 5 Josamyein D)t A.
CHEMOTHERAPY, 1969 Vol17 No.4 ; 701-704

HRHE—BH, PRIIAKEE, SIS0, ARFE, =2 K OEImED @ Y a <A
D F344 T v MBI D 13 AR, fA BRI, 1995 ; % 113
W 1 44-50

K Kasahara, A Nishikawa, F Furukawa, S Ikezaki, Z Tanakamaru, IS Lee, et al: A
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