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. FENRBMAERROBE (W2, 3)
1. XA

FAF I e~ THD, AH 1 mL FICEA I e ~A1 20100
mg (i) &FEND,

2. ek - HR
HWE X, Mycoplasma hyopneumoniae., EIEITK~ A 277 X< fifi
KTHD,

3. BiE-HA=E
B (%4 A28z 5KZ2R<) 11 H 1l AE1kgH47=0Iod~
AT LT 5mg (Nffi) ZHANIC 3 AMEST 5,
ARFEMAERICESE UV A7 ERKBEICB O CTERAZR LB AR ESNS Z
Lo Tnn, 1

4. HRMFF
AREAIOWRMAIE LT, pH HWEEANTE AL, BIRLAIZX VLT L a—
V. BWENE e Lo ) a—nfilHINR TV,

5. HEOEE

RutvA RS T AGHE, O T AEEE N YA 2T X+
XNLUTHENDEET L Y7074 RENAEME CTH D, BITE., BB ETIL,
&, BE OB OFREHRMAIN AR I N TEY . KA E LTI
REPKE~A a7 7 A< iRk z#EINE & LTRGBS TS,

A AT TATMHRIZERDEENDS T R TOELZ THEAEL TS EE X
Hiv, AEIZEBWTEH, 1993 FOFHE T EHHMKD 61 %R E = RE
THREBPBIIZ DO TE L, WEZIEOE LWE T &2 KRR FNE
KZH-H LTS, (B 4)

IOV AaTTRARICH L, LV EECTRHIERHFEFTCE L/ TH D
ERA~OICHANREH T EEZ NI END, AR, v~ 7T E
100 O BIFE KGR GEN 22 STz,

I REHICRIMNEOHME
1. EFIIHTELENH

AREANIHEHOEFF & LU TORKBHRFBEIN T DL, KBAIOFAITH S
nY~ A IBE, B, BEOLEOEL0fEBHSNA L L THER STV
%o BIRICR L2 R AV BRI & 0 . AR % 5 Rl L5
B, EATHD I ¥~ Uy BNk G 25 ARICITHRHBIRARBICRS 2

VAGBHGEE TIE, 26 HRBEMHICH T 2B THMFEE2TbRVnI L Tno,



ERfERIN TS,

ABIHF O pHA#AGEH E L THERH I TV DBEARE, BRAA E LTEHAIN
TWAHER DL Ta— L ENEAELTHERASA TS v L7 3
— WIS BMIINY), EIELBNMME L THERH I TS, JECFA I
BWTHEARIT, LVEARRE L ToO ADI 28 30 mg/kg (A#E/H & S TWb,
Fm. RUVUAT IV a— VTR ESTR., LEEFMRE., XUXT7T T K, B
X, XU T I a— v O EEFER YLD Group ADI & L T
5 mg/kg KABE/ANERESHTWD, 7abL 27U a— L, wECEMH
EELORMAELE L TREMELEZEETHMMEN TS, (B 5~7)

FHITHLZIaY~A 2 OWTiE, BIEED L Z A, HATIZ ADI 2%
EINTE57, JECFA, EMEA LT FDA IZBWTiEX, I~ a1 00
ADI O MRL O E T 72 STV RV,

2. B3 5KEH
(1) RICBITH2REMHAR (R Q)

LWD 2 DK (L2, 2 » Hilm, 6 BE/BE) ZHW T, A®AIDO 1 H 11 3
HEERHANES (oY~ LT, 0, WHE 5 mg(hfi)/kg, 3
T 15 mg(ffi)/kg) FRBRNFEhE S 7=, #EBREIIL. S EH/REN KK G 1
HiZIZ, 380 3BH/MEN e fdie - 7T BRI & &, mBElEmEIC I, £
O — R EE K QiR F IR EE N FE i ST b,

5 K& TN 15 mg (J11lli) /kg # G- FEIZHEE C— @M D LR IH K NRD HLTZ08
RIR, REBIN, MKRFORE, MERAELFORE, BEEELOC—KHEE
DFEIIC EE DB L IRE T 5 ELIERO SN ho T, HEHAIZHON
TIE. W ERECITERE ., 358 CTIREE DD & o fE IR & OVl #2352
b, FHEHETEW T R EG% 6 HUWN, 3MEEMECIIHRG% 9 HLL
NIZVH R LTz, &G OF R CTIXE GO RNICIREIR SR D b, A
ARSI, 2EALKRDL D WE~ 707 7 —V % FRE L RIE
AR OESE N RO L=y, &5 1 KO 7 HRRISIE— 50 i B F A
NROLN, HE57THRIITEERLED b,

PLEXY KT 2IvnY~Ag v OfGEICEDEEIIRE NS @D
AL T, BRSO TREMICHBEIX 2V &Pl ST,

(2) BERARICHETH2REMTM (R 9)

SR OR (R EET. 1~2 » Hilin, 70 BH/ARERE) AW T, K
WK1 H 1M 3 HMEEBEAHENEE (Ied~s LT, 00 AR
5 mg(J1fii)/kg. 35 : 10 mg(fl)/kg) RERSEhE S v, 855 H e
B (590 HEL L) ETOBKERMPIEEEENBLEINL TV,

5% 1~7 B ERECEBEAMOBAOAENRD S0, F 0%
FT R COEBY THABEIXHER Lz, ToM, —BRERO R K OEIERIX
RO LNTEEMEICREETEND O L HE Sz,
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FRRoOXIIC.ABAOER THLII v~ XMW HEREL E L TH,
%&UﬁOiE®ED&5ﬁ&LTﬁ%éhfwéﬂ BEOEZA, AR
TlX ADI "R ESNTHE ST, JECFA, EMEA O FDA 2B\ T% ADI
EOMRL OFEITRENTW AW b, Sad~A D ADI ORE
WZOWTHIRDO EB VI EZER L=, ZOME, AHOIat~A1 v
®» ADI &£ LT O0.004 mg kg RE/HZBHHATHIEDRBEY THDLEEZ LN
7~

Flo, KRB OBMA L LTEHEENLIWEIZONTIT, YZWEEZEWT 5

c&%%%%ﬁi%ﬁféék%z%héo

bz &b, ﬁ%ﬂﬁﬁ@C@%éhé@@ﬂﬁhfﬁ\ﬁ%%ﬁbf

t ORI EL 52 DA EMEITER T D EE LN,

L, AANTI~ 7 v T A4 RRFAEME TH 5O T, FEAMMEEZ T L7
WEIZOWTIL, A%MNEBREF SN D& TD D,
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FDA K E A dn R LT
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1 B, W% oL (I 34 F£EAEEERE 370 5) O—H% Ik
T oM (R 174 11 H 29 AAF, SRk 17 R AT EE SR % 499 5)

2 g ZEREER A S, ~ A 7T 100 BT EE G RE KGR B EE
(RAFK)

3 JIgy ZJERIERE NS4, ~ A 7T B ok 100 i E SR G LS KGR P EE &,
WA ER EPESOIIFE R (FX) ok CRAR)

4 Fx AT, K K, BWORYE B R, E RN, 2006 4F,

p198

5 JECFA, WHO Technical Report Series, No.617, 1978, p13~14

6 JECFA, WHO Technical Report Series, N0.909, 2002, p73~84

T BWmEEEZEAS, BMEEEZEFMOMROBIIZONT FE  FH 972

B, BIWHAERLIEE F7 o 72 a— L EESRS LT AR OBEO R

A (A~ A EHFE L PNy MESK) OFEEICHR D B EREEE

FEAR 22T, 2007 A

8 I ZEREERE S, ~A 77 B0 100 @ FE 3K G RS & GR A 55 &,

NATER et CRaX)

9 JIig = EREKR S, A4 7T 7k 100 B EE L ROE KRB EE,

WATER EIRRER CRAR)
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~ /T4 RRPEWETHD TRt~ (CAS No.73684-69-2) | 1O\ T,
KMl EYE (B 3K PR A AR OIRMEENE) & W CR AR AN 4 52
Jiti L7,

P AL U 7= 3RBRaRE L, RN ENRE (MEZ » b, IRRONS) . B (REONEHAD) |
atEE (v AKOT v N fiaMEN (T v N, ERERAEENE (7 v REORT ) |
BN O T2 BT D5 R E CTh 5,

AR OFRER D, I u~A U UBEIC L DA, RERINIS], MIREZEOIKT,
D> WBC D&l 72 & Th o7,

TP FR MR ER K OIS AUMERRBRI I 2 STV Ry, EMEA XV RIL 16 BE~7
nIA RRGVEWE THDLZA vy D stz AW TR AR TH L Z &
DHERENTEY ., F72. AKDTF v b~D 6 7 AEEITIBUVTH & 7o kifafEErE & O
BT A2 R B F RO O N TN Z R ONEEE B O R, S oY~
A UMERIZE o TR & 72 DB E R I N2 L h | BB L OV
DAMERERZ RNT S — HEEEFAE (ADD) OREIFFRIRETH D LB X b,

BB o R E E I EAEOR/MEIX. 7 v FOIFRETEHEIERGRBRNO5 6
N HEFEMER 40 mg/kg (RE/H Tho 7o, B ERERBROT — 2 PR+ ThH Z &
P2 EE R M OV DS AR DN 22N T & 2k 2 T 2R3 1,000 2@ A L7 #is
) ADT 1% 0.04 mg/kg (AH/H CTh-o7c, —F . #AEYTH) ADI X, VICH O&F Iz
ST 0.004 mgrkg (RHE/H & FE LT,

UbIZE Y I et~ oa v ORMEREEMmIZOVWTIL, ADI & LT 0.004 mgkg
KE/HZRE LT,



I FHMEREMAEEROHE
1. A%
PUEEA

2. BRSO —RES
FIE AN =i A

Yo%, . Mirosamicin

3. 24
TUPAC
¥4 : (1R,2S,3R,6E,8S,9S,108,12R,14E, 16R)-9-[(2S,3R,4S,6R)-4-dimethylam-ino-
3-hydroxy-6-methyloxan-2-ylJoxy-3-ethyl-2-hydroxy-2-[[(2R,3R,4R,5R,6R)-5
-hydroxy-3,4-dimethoxy-6-methyloxan-2-ylloxymethyl]-8,10,12-trimethyl-4,
17-dioxabicyclo[14.1.0]heptadeca-6,14-diene-5,13-dione

CAS (No0.73684-69-2)

4. 5FK
Cs7H61NO13

5. HF=
727.89

6. EEX

H 0

HO H
OCH; OCH4

7. FAROERE
RateA T UNRT T LGRS0 ST AR AN~ A 27T A2k LT
WHERTLH~7u74 RRIVEME THD, Irth~A 2O HAREREL LT
(Japanese Accepted Names for Pharmaceuticals) 1%, %], IART~vA T EED
HEAs (1986 ), =Dt%, ERERI 4 # (International Nonproprietary Name)



NI~ Af o ERESNTE (1989 4) Z E&%F, 1990 FZInh~ A v ogk
L7,

1978 4F\Z Micromonospora griseorubida sp. nov. DY ARNG, ~7 274 RA
TAEWETCHLI VT~ A T UHPRAIN, ZOFNOTFEERESTHD 16 BERO
im%v4vy%$%#6:kmﬁﬁbk:&bg\@%%Eimkbf@%%#%i
ENiz, Tut~A 0L, 1988 4 3 HICEHOMREE~ A 27T X<k f OM=YL)

o U —HOiEEE EEHRINAD) & L THER I, ZD%., KO MfERT7% &Uv4z7
T A=k OIEES (EEHRINAD R OB DT A U ABHIRO FHEE (FRHIN
ﬂ)kbf%séﬂtoéﬁ TR D~ A 27T A= ffidk e &3 2 5 &
L COEGBHRENRINTNWD, ok, SHETI vt~ ik NAEKNE LT
@ﬁ%iﬁw

RIRH DWW T, K (ﬁ?ﬂ/ﬁﬁnﬁl X, BRI 272010 &3 500 7 HRL
% (FEHRIED 1XEAICMtT 5729 *Tém5ﬁ%\#0i%(@ﬂ%mﬂ)mz
HETH 5,

B, RTT 47U A MBS D RN R E STV D

I REHICHRLIABROME

1. AREIRE (RN - 74 - K3 - BE)
(1) ESEHER WS>y )

@ MEPEERVHAASE (2 2)

Wistar 527 » & (8 #fin, M, 35 VL/EE) (2 a¥~A 30 KT 60 mg (Iffi) /kg
REZHRERGIREO&G L, &5 3047, 1. 2, 4, 6, 8 KTN 10 Kffil#% O Myl iR
A TFREREECHE SN TS, REMIETHREIZOW T, 30 mg (Jiffi) /kg
(REREGHET 2 FFFT1C 0.53 pg/mL & 700 8 W& TR (0.05 ng (J14il)
/mL) Aii & 72 o7, 60 mg (JIfl) /kg IRERFRGHETIE, 2 FEff&IC 2.2 pg/mL & 720 |
510 R 1213 0.11 pg/mL 23 Sz, SEPEhie N7 A —&—Tix, 30 X160
mg (M) /kg REHRGHECTENEI Tipld 1.42 KON 1.28 Kifl], Ke (JHICHE &)
1% 0.49 (0 0.54 hrl, AUC (£2.01 %, 116.85 pg-hr/ mL TH V| JHIEE &K GBI
X HMEITED R o T,

@ o >y k) &3

Wistar 527 v b (12 s, e, 15 VL/FE) (I mth~A 20 KTV 30 mg (M)
kg (REEZ HEEEHRE Q&G L, &5 1 RIS DMk (4, Ok, Ak, P,
e, e, BENE. /DABEE. ARRG. FRAL DRER. R K ONLE) OERNSAE IR
HEBETHRONTWD, It~ iy FOENIZIELS A L, 20 KO 30
mg () /kg (REFGREE HITH (%% ) 0.64 KT 2.05 nglg) . AFli& (1.52 KO
4.21 pglg) . Bl (0.99 KO 2.75 pglg) LOVHE (0.75 O 1.68 pgl/g) TIidifmig (0.11
JOY0.30 pg/mL) &R TEREOSANTRD LI, lgasBlfitEomnWEYych b 2 &

VSERY 17 4R AR 9788 B i 499 51T & o THITZITE S HALT- 7 g HvE



ISR S Tz,

(2) EhEEsiR (B
@ 2/ SR

LWD FifR (BE22 3 » A, M : 6 80, K3 : 38H) (I vnH~A T BHEZ It
~A e LT bmg () /kg REZ BRI APES L, RREFRICHRR T OS54
WA S TWD, EMSFIERTER)

RREF R M OFERITE 1 DEBY TH D, I r¥~A 335 30 0 LT 1 K
B\ IRFPH OAERN AT DS RS S A, $e b 4 BRI IZ 3T IR A Bk < 4kl 2 oA
INFD BT,

#.1 BAERFRIZEIT S I ot~ A 2 OMBENTRE  n=3

B FAENIEE (ugUfi)/g(mL))
¥ 5. 0.5 B[4 B 5 1 % 85 4 Fr%
ki3 1.2 1.0 0.21
17 Al 0.39 0.40 0.10
=] 0.08 0.10 <0.05
J ek 3.3 4.5 0.87
ik 7.6 9.8 4.2
/NG 2.2 1.8 0.28
Jifi 2.0 2.3 1.3
I ik 4.3 4.4 1.5
BV 225 263 71
FESHE A A 285 153 28
JELI A 84 28 1.8

FRHFRSE : 0.05 pg(Hfih)/g(mL)

Q@ WIKRUHM (H5)

LWD fEK (323 » Alln, E8E, 35H) (o ~wA v BFlEzInt~ A&
LT 5mg (i) /kg (KE % HAIFHANES L, BEICME G5a1H, #5 30 4.
1. 2. 4, 8, 12 KON 12 Kefit%) . #EOYR (BEGRTH~&GER, 5% 0~4, 4~8
P, 8~12 HRE], 12~24 W, 48~72 TN 72~96 Hifl]) ZEE LTI n¥~A D
WU K O W TRET STV 5, (BRE A E Bik)

NGB OFERIT, K2 D LBV Thoto, Jath~A v OMmBETRE TR L%
I ER L, T AUCHE 2.43 pg (1) - B§l/g, P4 Cmax (3 1.1 pg OHf) /g, °F
BTt 14 ThHh -7,

#*.2  HEF AR G% O M iR

MmAEFRE (1.1pg (i) /g0 n=3
BG4 RGEIRE R () AUCY | Cmax™ | Ti2™
ESae L [l] 0.5 1 2 4 8 12
<0.05 0.98 0.96 0.51 0.22 0.05 <0.05 2.43 1.1 1.4




HAZ - *lpg OOf) - BER/gl. **[ug OUf) /g]. ***[RFH] HRHERA : 0.05 ng(Ufli)/mL

P A~OPEINL, 5% 0~4 B DB B, 5% 12~24 FEF £ 7213 24~48 B
M TRt R 2R L7214, A L7223, #%51% 72~96 BRI T b HEit 38l
BENT, RP~OPE T, #E5#% 0~4 B RmPEER 2R L2, 2IckED Lz
M, FEG% 72~96 RFEIZR W T HERIEABIZE STz, & 5% 96 BFREILIN Of G- &%}
T D EAPEER L, E 6.8%., R 12.5%, FERT 19.4% ThHh -7z, (F3)

#*.3  HIFRNEG& 96 BFHIIN ORI R ORISR (A FRERE)  n=3

et e (mgOhfl) | 58 (mgUifh) G- 8Tk 5 HRIEER(%)
# 17.8 260 6.8
IR 32.5 260 12.5
IR 50.4 260 19.4

FRHFRS : 0.05 pg(Hfih)/g(mL)

@ RK#H EEHe)

WL K (REL 20kg, 5 88) 23 oH~A v 30mg (Jifl) /kg {KH % Hi[EHR ]
OG- L, %52 BRHEOMBT O I mt< o 0 R OREI ORI OV TR
mfeniz, (HPLC %)

REACROMAKLRIT MG, B, I CE N 73%, T2%, T5% & T
FEE L TWEps, IR R OVl TR 248 54%, 59% & ik & bR b
RThoT,

Fio, R A (3-N-T AT NI adh~A ) [TmERIC 17%. Ml 1%, Bl
12 10%. FHRIC 19%. AEHHIZ 84% & @ik TRt S, & D (10,11-
ve RrIntvf r) GIHRT 6%t Snia, TOMOMEETITHLT N TH-
2o TNHDZ END, It~ A VAT EICHB TR SN D EHEE Sh, 2R
MIIRHIA ThHD LEZ BN, (K4

F4 &G 2RMBEOEENTO I v~ A 20 ROEHY OISR (%) n=b

P55 B R G2 R GREBEEER)

20 s 739 1&:?5#@&16.7)\ 1&:?5#@3(}(4.3)\ A DA.0),
kg I fEEFRG), f$#G0.3), Zf4.5)
il it s AGLD. (GH7BCGD. (SO,

FEER02), G, Zitb.0)
e, 589 hjﬁ#@A(w.ox 15%#@30(5.1)\ D60,
SV ERQLD, 1EGLI), 2086
i 93 {@#@A(QS)‘ 1&%%{%13@0(42)\ DY),
FEWIEFO05). 121606, ZDith9.)
i 54 Fﬁfﬁ#@A(ll.ﬁl)\ ﬁ:ﬁﬁ#@B,C(ao)\ HEDL3),
FEERS), 1$InG06), Zi6.3)

— =P En T, E—7miEE 0 L L TR L,



R A : FN-FAFLI 0~
KA B : 3-0-FAFAI mHhw A P
Rl C: 2-0-F A FA I aHhv g T
KW D : 10,11-VE FrIad~A v
REWE : 3-0-F7 AF/1-10,11-Vk krImd~vag v
REYF : 270-7 AF/L-10,11-VE RuIndvof v
R G - 3-N-AFH A FImd~ A

@ HHt SR

R (IKEE 20.4kg/FE, #92 » Hiin, HES3EH) (vt ~A 2 30mg (Jiff) /kg (K
Z AR OG- U, BRIRRICEE R OYR ($¢5-4% 0~4, 4~8, 8~12, 12~24, 24~48,
48~72 TN 72~96 WFft]) ZHILL T v~ A v ORI SV TG & 7z,

A FERIEICE T 2P OHERIT, Beh5% 24~48 FEY 7.0% &b %< .
B 5.1% 96 B0 BAEHRIERIT 11.4% Th - 7=, £7-. IR OYRIERITIRE% 12 B0
BREHEIRN 13.1% TH Y . ZOROHEIIDOT N T, Beh5% 96 Ko RFEHEI=R X
15.3% T o7,

HPLC IEIZ81T DR O RREHEIERIE, & 5% 12 K 6.9% TH 0 . D%k O:
TN T, KE5% 48 BT 7.9% Th 72, e 51% 48 BEMLIRR IR WA O HIE
AL 7p o7,

X5 HBIEE A BG4 96 KO REPHIE LK O PRI (UEwSRIERTR) n=3

NIA SRRy Ly See/Bllin s Beh B3 A Pt
(mg () fi)/55) (mg (J71f)) (%)
# 610 68.7 11.4
7 610 93.4 15.3

(3) EMSEHR 3B
D RK#E WY

& (TaA 77—, 3 P 2HNTI et~ v OHERGRE O &S (20 mg/kg
IREE) RN FEM S, BREFICENICE T 2T o 2 ad~ A 2o R OMEmIC
WTHRETE TV 5,

HPLCIEIZ L VHIE LI RIZER 6 D LBV TH D, HIE LIEEAHRSEIZBNTT T
DR CI vt ~A U UDRERS E LTHEELRED, g, P clat~ag o og
FHRAECEE DK 50% EARVMETH o 72, £/, R TREM A 28 14.3~17.8%
KOG D 23 11.0~14.0%, JBH A TIEAGE A 725 25.6~30.7% DFEA L TIE(E L T
W, ZRLSMIWT RS DI e e R TR NE SIS E o Tz,

#.6 BOEENTO I oY~ A 2 KOOSR (%) n=3

B 5 e | It ATr FRABBER (HFRE)
(mg/kg A ) RO 9 4 6 8
N A e 80.0 81.8 82.5 77.8
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R A 10.1 4.1 5.0 5.9

ik | 1% B 0.5 1.0 0.7 1.0
R C 2.2 4.7 3.2 3.7

R D 2.4 3.3 3.3 3.6
e Ay 46.6 45.4 53.4 46.7

Rt A 30.1 30.7 25.6 28.8

20 IRt R B 1.9 2.5 2.3 3.1
Rt C 3.2 4.4 3.3 4.4

R D 2.3 3.0 3.7 2.8
oA 50.7 51.5 53.5 53.2

R A 15.9 14.3 17.0 17.8

I | Rt B 1.9 1.0 0.7 0.2
KR C 2.6 1.5 3.4 3.2

K& D 14.0 11.3 11.8 11.0
e Ay 67.7 69.4 67.2 70.8

R A 7.3 6.3 7.0 5.0

s | e B 0.9 0.7 0.8 0.6
Rt C 3.3 7.1 6.3 6.0

K& D 7.5 7.6 8.6 7.8

* SR OSERIBAMOT— S A0 i, B FRERORERE R LT,
o UCHE B RORE B, R G, ZOMmOF -S40, DFRb RSO RS T,
RAWA : 3N-TAF LI af~ A
H@HW B 30T AF N Inh~v A
R C: 2-0-T AT Int~vA v
R D : 10,11-Vk FrIny~ag v
RHPE : 3-0-F7 AF/L-10,11-Vk FuaInd~v o v
R F : 27-0-F AF/L-10,11-F RuIad~A
R G : 3-N-AFH A FImih~ A

@ Htt (ERES (&R 9)

BB (TaAT— T _"—x—H— K9 MEE, T 9PUEE) AV TIaYwAa Y
EFIOHEEFRERRO (I rt~A 0 & LT 10 LT 20 mg (i) /kg (AHE) #%5-L.
PREFIICHEIRIEE M Z I L TS ut~A > OpttHic W TS S -,

WAEMTFHIERECEIY I o~ A VU UVREZHELIEERITIER 7T LBV TH D,
10 & O 20 mg (i) /kg (RER GREC I D% 544 24 BRI O IR H o> 35 RS HEIEE
IXZNEI 19.7 LN 22.9% Th - 7=,

x.1EIRIESYH R EYEIER (%) (B EWFHIERE)  n=9

5 FRIEREE  (FRpRE)
(mg(Chff)/kg (A H) 1 2 4 6 8 10 24
10 0.4 1.7 4.7 8.9 12.1 14.3 19.7
20 2.0 7.2 11.0 15.3 17.5 19.4 22.9
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Q@ HEitt (FRA) (07 10)

B (ELONEE. 9 60 iEh. 58, ATHLMZABHICHRS) 123 ad~A Lo 8k % B
RO (I a2 E LT 10 mg OOl /kg (AE) 5L, REHGICHE L R %
Bl CHREL L C S v f S0 ORI SO TRE ST B, (B - IR - A E
=15, Ik : HPLC {£)

FRORHO I v~ U RIERRE L7-fRILE 8, 9 OLBY Tho, H5H
24 KD I ath~ A o OFEFITEIT 2 BREPEERIT 11.1% Th o7z, £72, JRFP DR
FEPEIR A ) € 5T 5.1%. HPLC 5T 4.9% THh - 7=,

*.8  FEIRBIFERFIRIER (%) (WEWFERE)  n=b

vl 55 PR (RERT)
(mg()fil)/kg {4 H) 4 8 12 24
R 10 2.5 3.8 4.4 5.1
£ 3.7 8.0 9.5 11.1

*.9 RPoRHER (%) (HPLC{A) n=b

v il BhH& PR (FRFfE)

(mg (/g A7) 4 8 12 24
bR 10 2.8 41 4.4 4.9
2. BEAR

(1) ZBHE B © &E 1

LWD FEfK (58~64 Hilin, M, 18 HE/MEE) (It ~A 2 5 KON10 mg (Fiff) /kg
Z1H 1[E, 3 HREANES L, soikdes 15, 20, 23, 25, 28 X1 30 HE DG 6
REAUCIIE. AR, R, Bk, /MG, BEMG. SN fn A, Bek& g amAaz & FE i
A R A A R ERIETHIE Lz, WThOREIZBW TS, S0 I oy~
A 2 UTHHIRS (0.05 ug () /g) K CTH -7,

(2) %BHEER B @ &M 12)

MO (EB8VE. 92 » i) 2RV Ao 1 A 118 3 B RELES NS

(Ru¥~A L LT, 0, WHTER 5 mg(Fh) ke K10 mg (Fff) ke, & M
ETERD 2 %5 : 20 mg (J1l) /kg) BRI EE Sz, FRGEOMRKEITENZE
AU 1, 18, 18, 24 BHTH o7z, HBRENMITRERFRY (Reif&ix G- 5, 15, 20, 25, 30, 35,
60,90 HZ) IZHFEN D 2 <1 o v OFREPEIZ DUV T Micrococeus luteus ATCC9341
ZRER & T DA TFHIE BIEIZ XV E S v,

AREFNOFHRNNT GAZ360T DFE L, BB GHE L SIS ERALAT A > PR, i,
N> ITE, AL IENG. ESRAAEAADIATH > 7=, 5 mg(Uifi)/kg & GHETIE,
Btk b 15 BRI 3 il 2 B TERALAR A THRFRS (0.05 pgUifi)/ig) %32
EFEST (0.05 2T 0.07 pg (Uil /g) W23, &5 20 BHZITIXAEA 0 H R
& 727, Flz. 10 mg(Jifilh) /kg & H-HE& O 20 mg (Ji1il) /kg % 58 TIXENZE A
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b 25 B O30 HARIZAF] 3 6 HBRAR & 7o 7o,

(3) ZBHEER (K @ &M 13)

LWD RO (LB, 2 7~ Alln) ZHWT, AFID 1 B 1[5 3 HFEER NN S
(Y~ A LT, 0, WHE : 5 mg(Uili) kg, 2 f5E : 10 mg (M) /kg) #lbR
DNEN Tz, BFRGROMREBEIIENEI 1, 15, 18 BHTH 7=, By (B
5.5, 15, 20, 25, 28, 30 H%) ([ZHARN D I v ~A o OFEEMEICOWT (2) &
[FRE DT I E BlE TRt S vz,

AREIFN O ARG D78 IIIE 5 mg (Jil) kg ¥58E CHSRERATE D 5 A >
e, BNE. /DG, FERREEALAR A > Mg, AL BRI ONAT, 10 mg (OOfi) /kg &% 5-8#£ T
VEIEGTEBAL A P > P, BN, /M5, TSSO EA AL A > G, A, IEMIDIETHh - 72,
5 mg (J1flh) /kg #5BETIE, &5 15 BRI 3 B 141 (0.06 ng UOf) /kg) % Fx<
2F RS (0.05 pg (U)i) /g(mL)) Kiwis 720 2o 1 #1&T 10 mg (Jiil) kg %
HREO 2B G- 20 HIZ ISR & e o7z,

(4) [T5HAOHDOKFEHER &M 14)

FEADIES (F— 7 UREHERE, 10 3550 I a~1v v (0, WHE : 75 mg
(i) AB/EEFS. 255 : 150 mg OOfl) /AE/SAFE) Z&Te—R MNRfEEHE 7 B R
ek L, BERILO®REHT 3. 7. 10, 14 K21 HED 6 BiflicBIT 51 b Ao
HR R 2 AR R E BV E CHIE LT, 7038, 150 mg BEGHETIX 1 B CO ik
510 BRZICEREIRALL EOFAE (0.076 ug Uifl) /g) MFRD HILIZA, ENLII Oz
RTIEHFKGHMEZBL T, WTIhoRERICBEW LI nd~ A v i3IS nino
- CEERS : 0.05 pg UUf) /g), 1 R OAI nth~A v RNERBRRUERD I
7Dl REENDRN -T2 LICERTL EEZ O,

F7o, R URERE B 5 A 0130 (FEADIE DL, I—/v7 MR, 10 3456) TiT-
=& 2 A, XHERE, WHE (75 mg (Jifl) ABEBEFE) #GREA N2 & (150 mg (U7
i) AEER) BESBEOTXTORKIZBN T, 2R 2@ 0 CixbiroficIn
A DRI Lo T,

3. SHEEHEER &M 15)

ddY Z~ U A KN Wistar %27 > b (5 Hfiin, W70 b HERESS 10 DLAEE) (I~ A
VU ERA, BT ROEARNE S Lz, RO0BECIHRERAFAETHLRETITRD bR
9, LDso [3MERE L $ 12~ 7 A >2,500 mg/kg KE, 7 v k >2,000 mgkg (KETH -7,
Flo, vUAKDRT v R EBIT LDso ITFIRN <K F<@&ZnEG5DIEICE<S 2D Wi
O G CH MR AR o7z, (3 10)

#10. v~ UEEICIATAKRDTT v @ LDso

BT B RE LDso (mg/kg (K  (95%{EHIRA)
1 e
%M >2,500 >2,500
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~ A BT 596 (554~642) 508 (456~547)
WA 171 (159~185) 196 (184~210)
70 >2,000 >2,000

7> b BT 527 (499~557) 461 (441~482)
HRIIRA 243 (236~251) 250 (243~258)

— B EEARIEIRBIZE TR, U AKOYT v R EBIZIZITRBEOREZ 7 L, RO
HCHREIIRD LN -o T, IR TIREGEMoMEE, N, Bg, ik,
WZTEREE N A O AL, FRERRARR A I3 P ERREIC & 2 BPERIE GO R EEER I Al
BODLIL, It~ VRMEREIE A E T ERHRE SN TS ENG, ET
BHICBITARGEHANOINEII ah~ A U AZERT D LD EEbivs, FEEHITIE
B GENLDOREIR DM, JEEHIH]CTF 7 /) —E 25RO Hilz, BRNE G TR EERIC
FECHID T B AL, SETHCITIEEING], PPN E 721 E 1, IRk, SRR 5
723, I CIZZF DR EFIITFRO LR -T2, B, I uth~A v U BEICEL A5
NP, F7 7 —8, B2, EREIEOBIZ O DOEIEN RSN Z L b, M
WARREIRRIE & HEE S Tz,

It~ A U OWERRS. R R ORI OV T S RBRICIAAR RS R, I v
<A BIFRIFE LWEERB AR L,

4. BHRESHHR
(1) 28 HRIESHEMRER (Sv b)) &M 16)

Wistar 527 v b (5~6 i, MEHES 10 UL/RE) & IV 7=iREH (0. 3,200, 8,000, 20,000,
50,000 ppm : #E 0, 273, 721, 1,738, 3,405 mg/kg {AHE/H . it 0. 288, 773. 1,856,
3,611 mg/kg IKEH/H) $51281F % 28 HMOHAMEFEIERER TR S - m AT ik
LLFDERBY Thote, £, &8 5 ILORIEREAZRNIEIT TG/ T 28 BHIFDO#]
BLMEEITIR ST,

ARERHIRT I SE TR D B e o T2,

— WA EERIEIRBIZL CIE, 50,000 ppm %5 RHETHEREE HICEE- 6 H B HHE,
B TITHPE DGR BTz, WL b IR I [EHEDFE 0 BT,

REZLTIE, 20,000ppm #5-HEDMETHRERIINIIFIZS LS4, 50,000 ppm 57
DOHERE TG E% DB O 072 REIEIHNHI G860 b ivie, £72, HEFE&KUHEKEIC
HAEDFRD BT, W HREMIR I [EHE 580 B2y, IREII RO K %E
FCELEDST,

MR ClE. 50,000 ppm HE5FEOHER T RBC, Ht. Hb K OMiL/IMER DIEAR
I B3, A EIZ BV TIE WBC OIRENFRD 57z, RBC, Ht, Hb O{XAEIL 20,000
ppm HEFEOHETH BT, BIERBR T, D WBC ORZEBEZENRD by
MW T IS IREEFRIFHN O (L Th o T,

MRA LFRIA TlL, 50,000 ppm & GHEOMEME TR Z X7 7T IV RN R
U 7Y T4 ROEA I 12 7 L 2 — 2 OIEAE K OF T.Chol OEE 73385 BT,
20,000 ppm HGHEZEBWNTH MU 7 U&7 4 ROBEESHERET, 77 I > ORfED
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HETRRO BT, F72. 3,200ppm UL EHEGEEOMERET GOT U7 LT F =2 OIKfHE
FRSD B IV DB O B3 2 2 bS5 b e o7 Z & | KT H DA
LB OSSN T DECTH D Z b FEIC L DB L IIE X o T2,
EERETYH, ML I/ LT F=0 KON 754 ROKME, Tt GOT ofF
BRMMENTED DI, WINLERT — X FEHANOELTH Y #5 & OREM L7
WwWeEZ bh7-,

JREEAECIE, 50,000 ppm KEHEOMEETRE, TRV UL BV TL ZaTA( R
OIEME, HECTEEABRICKIT 5% 7 EORfE, M TREED SEICHEH TG R
NGO BTz, 20,000ppm LA EREOMERE K O 3,200 ppm FEDO—EECTRIER Sz
774 R, FRITLAHLWNNIHY T LAOEIZONTIEL, AR R YR BRI
R~ DFEENBD Lo T2 2 LD BlgEE 2 KL Cnd b o TiEil, Ptk
WV 52 K D KRISORR S D &y 1+ ORI 5T D INME T OEIC LD . §
ABEPNIZ K S OVEEFRE DMERT 35 Z S ITRK T 5 IR E LB 2 v, £72. pH @
EAEHED 3,200 ppm LA B GHETRRO SN, W T vh pHT 205 9 OFIFHTH D |
FMEEACRIE L R D B L L 1T B 2 Do Tz, WL BRI th 2 [ 23588 &
iz,

R B ClE, 3,200 ppm L GREOMEREC B R OMoxE - LEE 20  ERIFH 725
fEAS, 50,000 ppm $5HEOMERE THFE,. Mg KR OMaxt - LB EOIRMENFRD 5
ATz, [HERE T, 3,200 ppm LA EFEGRECRREE 7223 & B E EO SEDTRD LAV,
ZLIAMIEE DGR Btz BERGOMx - lhEEOSMEIX. PTEAPRGIZ LD kW
WETHY, BERELIIBZ LN T,

JRFLAREAIRA Tl WITNOFTR S 50,000 ppm FG-REDMERETH S v, IRERE
TIXEEDGRD BT, M CIXm A 7o (WEOET & U BRI o U o
ERECOPMER) D3FRD BTz, MR CITEREE 72 Fe s, BRI Y NS Cldhrk
RO U 2 ERBU MBI Y, B BE CIIEREE ARG AR O ER D BTz,

FHFiE M OV i D BB - BB IR | 2 3B W CTREIIERD B v no 7z,

AFRER D NOAEL 1%, Mk ¢ 8,000ppm (K : 721 mg/kg (RE/H, M : 773 mg/kg
KE/H) EREINT,

(2) 6 Y AMIESMEYSEE (Sy b)) ST
Wistar 527 v b (5~6 H#f, MEES 20 DL/EE) % W 7=IEE8 (0. 1,280, 3,200, 8,000,
20,000 ppm : % 0. 69, 176, 436, 1,080 mg/kg {AF/H . M 0. 82, 207. 519, 1,280
mg/kg IRE/H) 52T 5 6 » AMOHEMEFERER CERO S mERT XL F o
LBV Thote, o, KHES ICOBIEREZBNCER T THR G T4 2 » ARIO#IZE L I
BE2ITR o7,
PRERHAR] I ZIE BT D B v o T,
— BRI IR ES, B R, BKEICHERE B G TRINT 5 REITREO b
o723, 20,000 ppm £ G-HEOHMEREZ AR EHININE] & 2 VTR A A STz,

P REEE&AHEEE VD CITHELD)
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MR T, 20,000 ppm #5HEOET WBC OEAEAS, IMRALFHMmA T
1Tk & X7 DIRED B BT,

JREFAETIX, 20,000 ppm $5-HEOMERETIREDIKME, HETITH U 7 AOKfE R ONZ
BEOEAENFRD BTz, 3,200 ppm LA ERGHOBETHZINTT N VAR D7 =
T A ROBAE, METH S NIRRT EDEE, 8,000 ppm LA E# GREDMEME T E)zht pH
D EF MECTOH Y 7 AOBAEIZ OV TIE, AT R ORI B~ DR 2035860
%mﬁ@ot:k#%mmﬁﬁ%ﬁﬁfé%mfﬁﬁ<\ﬁé%E&QK;émwﬂ%
HEHREE Doy 1 D RIZ B G-T 2 iR O LN LV | BEIBPIZK K OEMRE ME
W95 Z LITRRT 2 R LB X b/, BIERE T, HEONTBEIENAD
iz, 7ok, METIT—HOEBICHEZENRD b, HEMEMHITERD o
72

figas B & CTlX, 1,280 ppm P B GEECTHEKGFHINZEEOMX « LEEEOSENTE
DI, [BERECIIMERE S &2 EE H D VIR ERD H vz, 20,000 ppm FEOME
TG R ittt ook M ONPLEE B OBR S 700 R () 10%) 23, ‘*E¥0>%ET::iﬁxﬁﬁa>tt§§§%0>$zr“iﬁ
NG 5%) D3a8 8 B ALz, BT - lhEEO S, PrEAlBe51c X 5 ka2
ThHY., BHEEELIIEZ NI T,

JRBLEAR FRORAE Tl SR E RGN 5 BT bl o T,

AR NOAEL 1%, WErE & ¢ 8,000 ppm (# : 436 mg/kg (RE/H ., M : 519 mg/kg
REH/H) &2 b,

=9

5. EBESESEREUENSAERER
TR M OFE s AMERRBRIT SN S TRy,

6. HIEHFEFMEHER
2 HEAREGHGRBR L5500 S LTV 70,

(1) BROBEMFIRSHE (v k) (2 18)

Wistar %27 v & (12 #in, M, 25~26 PL/RE) 2 v zssfil#ta (0. 40, 200, 1,000
mg/kg KH/H) BE5ICXHBERICB W TRO b Bm T LIZ L T LB Tho 72,
PRIV DT FE 7 H225 17T HE TOR 1 H 1 [TV, 20 HIZHAET ~ b 2/3
ZiE FOUIH U CUERRIIBIE R & L TR (F1) ~OREZHmAEL, 7% O 1/3 DIflE
7w MZOWTIT ARG S L CHAER (F) 2L E CWiE St 70, FrBEsL T3
eSS 1 DL/RHA 25k - i E L, TV IR DT O OB E(T/ D & L HITK
HARMEIE (F2) ~OFErind L,

FENY) TR G B 512 X DT HIEERD B ivZe o Tz, — iR 7e BERIEIREIZE,
IREZAE I OSHIRR AT R B 3580 B o 1=, BRI EOA B MEE R OEKEOA
B EE T O 200 me/kg AE/H UL ERGHICA L, BfEMEKEORE
7REfEDS, BT O 1,000 mg/kg KB/ H&GRETH BV,

Fi R Cix, 200 mg/kg &5/ H UL L& GHEORECH R R EREREN A b 72 LIS
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IR e ino Tz, Fr HAERTIE, Wi omaEE %&5@2%i&%h?
ETERET N OV T H BFIIERO B o 7=, £z, Fo BRI G DREI IR b/
Mol

AR D NOAEL (ZREM) T 40 mg/kg (88/H ., EVE T 40 mg/kg (AE/H, HAERT
X 1,000 mg/kg KE/H & B 2 Bz, EETEMHEITERO HivehoT-,

(2) ESFHHERER (D) =H 19
Za—U—F RERUA NETYYX (4~5 » A, ME. 15 UC/HE) 2758k o
(0. 50, 100, 200 mg/kg AH/H) 52 X HRBRIZIBWN TR BT s 7LIELL

ToLBY Tholz, HRWEOEEIL, TR 6 B D 18 HE TIT/2W, 1EIE 29 HIZ

HEUIR LRI 2 MA LT,

KB O— R 7R BT IR B ZS . IR L,

RCld, #5228

TR AL, o R I I L M OV R T
ITRO N7, —J7, EBEETIL, 200 mg/kg RE/H &

'?/ =
HRED 4 B TEREENMEIE L, BEEBEHEOREN A LT,
FEIETIE, 200 mg/kg {2@/ H % 58 CREIBHEATE IR U= REEMW O IR RIS B AED
TRBIVTEH, F DI ITERD N T,
Kﬁ%"HéNmmLiﬂ@%&@%ﬁ&%KHMm%QWEE&%2%ﬂko
1 Tﬂ:/r EGAY)) %ﬂfiﬁ)/)fio

7. EEEEHEEE (=1 20)

BB 2 KAED in vitro O in vivo i RBROFE R A2 11,12 10 F & 7=,
#*11. In vitroii R
AR x5 = (EES
Ames Rk Sallmonella typhimurium 0.1, 0.5, 1, 5, 10, pet
TA98, TA100. TA1535, 50, 100. 500
A1537, ng/plate(S9)!
FEscherichia coli WP2 uvr A
Quta RS EAER | Fo =2 -nas-JiliH oK Don D-6 #fl | 50, 100, 200, BotE 2
fia 300 pg/mL (-S9;16hr | (16hr:200,
J% O 32hr) 300 pg/mL)
(32hr:200 pg/
mL)
125, 250, 500, 1,000 Bt 3
pg/mlL (500 pg/mL)
(+S9;4hr+16hr)

1. TA100.TA1535.TA98. TA1537 (Z-O\ Tl 0.1, 0.5, 1. 5. 10. 50 pg/plate, WP2 uvrA (2
ST 1, 5, 10, 50, 100, 500 pg/plate,
32 FFFALELD 300 pg/mL TIE T HENTED Hiv7e o7z,
1,000 pg/mL T3 HF GRS b o7z,
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#12. in vivo iR

bR x5 B R
/IR ~ U A BRI 15, 30, 59, 119, 238 mg/kg (=
R/ H % HrlEEN B G-
IIMZ R R CD— 1~ v A EHEHI 2,000 mg/kg {RH/H % 24 IFF =3ds
MR < 2 B a5

FRRO LI, MEZHAWVLEIFEAEERBR XTI b EEE R LR, Fr A
= — XN AKX —Jilif 3k Don D-6 filfiu A 72 et R B i BR CIIAMEORE R CTH - 72,
—JF, IRAHETH D 2,000 mg/kg % 2 HEICHOZ V& OESE L7- CD-1 ~v 2% fvic
IR CIIRRMEDRER Th o7z, Fo, IEENEG-O/MERBRIZI W T H DR RN
WEINTEY, in vitro THROIIZGHERIT OFFNAMRN T Z 2 FTREMEIFIER IS
AR N RS AoV Wi

WoT, T ut~a VUATERIZE o TREME L e 2 BIEFHET 20D LB BN
o

8. TMOHhDHER

(1) REMHBRRUREBRBESSEER (2 22)

@ mEMHER (ELEY L)

Hartley ;2 €/LE > ~ (., 6 VC/EE) ZHAWT=HURMRBROERIZILL T LB TH-
7o FAEITE 1E, B3 [EAEE FiEdt (18 : 1 mg (BUMUSAE) . TR : 1 mg+FCAS,
MEE (BBExTER) : BSA 1 mg+FCA ([C XV {To72, HRAEAE 10 B ICERL L TE Lz
M3 % [AfE PCA BUSIZEA L. 12 H#I1Z ASA DA 1T o7,

ASA IS TIE, S utr~ A o UMM O FCA EREBAEREL HICT T 7 ¢ % o —fiEtk
ITERD 6T, [FIfE PCA IS TIE, S uth~A VUV BHEMFITOT b ThH -T2,
—F . BIEXIRTH 5D BSA FAERE CIXEVNE 27 77 4 7 % v —t a2 LB SE T
L. PCA & Tl BSA R FURDBEENTRD ST,

@ HmERMHER (TVX)

BALB/c %2~ 7 A (I, 6 IL/BE) ZHW iR ERBROMBRIILL IO LB Y Tho 7,
BAEITE 18], 3 EIAEREN& S (TRE : 1 ug/0.5 mL, IT#E : 100 pg/0.5 mL, IIHEE (B
PExFE) © OVA 10 pg/0.5 mL, Wi h Alum*EiBS) 2L ViT-o72, IRAEE 10 B
ICERI L CTHELNZMEIXT v b (SD %, #) ZHWCRESHRET 7 4 7% —

(PCA) ISMZMER L7,

It~ A U ENTEEZ Ve PCA KOsl Tth o7, —H. Bt ToH
% OVA JEAEIMIGE ClIFrRIURDEADFRD b,

3 FREUND’S complete adjuvant: FCA
OKBAET VS = WAL

18



R RERE/EMSHER (Maximization test, EILEY )

Hartley 52 E/LE > b (HE, 40 PL/RE) Z2 W2 RS RRAEMEBR OFERIZILL T L B Y T
Hot-, RBRIL 2 BHERE L. TRHII vt ~a U8 ERE. TTRHE DNCB J&IERE (5
PERHIR) & L7, 1 WIEMER, &S BICTOHEL-ELE Y FOFRE EBEEICZO
RIE (85% =% /7 —/v) +FCA, QFEIEWERK (R at~A 1%, DNCB:0.1%)
+Ist . OB BIEMERE (S ut~A13 v 2%, DNCB: 0.2%) +FCA L %FRC
0.05 mL TSR WN&5- L i1/ 72, 6 H BIZHESHNLIZ 10% 7 7 U LT h U o A&
HHGU YD U284 L, 24 BEM%ICT ) 2R E B [F-— IS B EWE IR (2
aY~A 1%, DNCB:0.1%) 0.2 mL ZPHZEEM L C 2 REMEE Lz, BEiL, 2
WIAE 14 B1ZIZ, BB LI ARG B MEAIR L oS sk (S rth~a v 0 0~1.0%,
DNCB : 0~0.1%) 0.1 mL Z#BAZE8&An L. 24 B2 ORI O A #IZ >V C AR
ANCEIER LT,

I A UURERE I T LV ST e o Te, — . BT
&% DNCB JEAFRE TIIRLEE & OV Z {1 © 58 & 5 IRIRY 2 Bl 7" 1L 2 —SOG 3R
OB,

(2) BFRBEAER (Draize i%) (M 23)

@ HEBIZHT 5 —RRIBESER

AARBGHEY X (B, 600) OWHEELHTEL, A~D Ot 4277 (A, C: f@HFF%Z
&, B. D:#ERE) 1IhF. Suat~A 2 (0.5g0.5 mL) WikZE4 3 Lol g
B DUVNIEEZJEIZ 24 WERIERAGT L, AL ORRMEZA L GRLBE, Jinf L OVEE) OF
ME\ZOWTEAR 7T HMBIERT 2 & &I, 24 KON 72 BEME ORE R 5 — kRS MEA >
T AEREM L, RHERHm AT/ o7z, F£72. 7 HREIOBIZER, BATHRALIHELAHR
PR A S L7, kIR LC, AAFRAEIR A FRRIC AT L=,

YA B EAT LT R E IR A ALBE, VRIS 2 WIS, BUHEREIC
BT ORI N OV GRS DT, RgMEA 7 v 7 X8 &7e, Irh~A
AT ORI R S T, BRI Tl 2 BIORETE RS CEZEIC
HRREE DJIEMHIIIRIE, KRB 2|, fEEROLM, BEOZENE &K O
DT RGS, BRE RS TTIE 1 BTS2 AR, A SRR O A K OB FE O ZEE R
DOz, ABEEIREATH CIT AT IO b o Tz,

@ HRHRIRIC® T BRI AR

AAAGHEY VX (B, 1100 OLRZUHEE LTI aY~1 0.1 g ZHRERE
L. AIRITEAESTRE Lo, TILARGEEE, 4 B2 Uit (5142 20~30 #. TRk
T 1 M) &L, SR, LR OB OV TR % 24 FEEIN S 7 H £ THRIRMIIZ
BT 5L L b, RIRBIZEOERZ b &R 21T/ o 72, £72. 7 H BBIZ#%,
P AL DU TR BRI RS & i L 7=,

WHRAIBIZE Tld, REEEF O AREDOIZIE 2B THREEIRIZIE 5 IR 24 Fifil~4 B% £ T
BB, 9B 4FITIRIERE% 14 BREAF LZ, 720 160 CIRAREOZ2H K O O 1
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NSO BNz, WD IR, FEIECIRRAR, A O 7 B #% LB D#IET
HRD BT, FLEORER, RUIEHFEECIE S o~ A 3 AR ~ 58 ORI 45k
Shlc, — ., VRRRE IR, 24 Refilig OBIEC W THE CREE 72 IR DY 1 ] TOHGED
HAL, FERETIIFRIR, L OV BN A bz, 3 HETIZ ;’c{%LLto LY
BAZEEII BN o7, PHERETIE, S ad~o O 3R E LRSI E STz,
B RO I, %%@ﬁfﬁgﬁﬁkﬁmﬁﬁ*%r¢WMﬂmb%m %ﬁ
TIX EROZEM R OFIEE, EAEORIE, AR OSIEE Y, FEEClIiaERmE

TN N OSHEREIRABE 3T 00 S B~ IR 8 B WITHRREEICRR O BTz, — 7. %@ﬁf

AN AT A BT, KT ORI 2R RIEM LR b7,

9. MEMEMEEICET IFHAR (11 24)

Wpk 18 R R AL BRI SN - B PLE MY E OMEY) IR 254 Rk 18
£ 9 A~FRE 19 4F 3 AFEM) 2B\ T MEESEEREICST 2 I~ A 2 0
5x106CFU/spot (23517 5 MIC 2SR5 TW5, fEFRIE, £ 13 ITRINLTND

#.13 InvvA L rO&FEREICKT A MIC

/R ERLIERE (ug/mL)
4 BREK Mirosamicin
MICs, el

18 PR S
FEscherichia coli 30 32 32~128
FEnterococcus species 30 64 2~>128
B
Bacteroides species 30 16 1~ >128
Fusobacterium species 20 32 16~>128
Bifidobacterium species 30 =0.06 =0.06~32
FEubacterium species 20 =0.06 =0.06~0.25
Clostridium species 30 >128 1~>128
Pepz/fococcus species  /Peptostreptococcus 30 8 =0.06~32
species
Prevotella species 20 0.12 =0.06~0.5
Lactobacillus species 30 16 1~32
Propionibacterium species 30 32 16~64

A SNTEED 5 5| HARVY MICso 23 STV % DX Bifidobacterium species
KON Eubacterium species T=0.06 ug/mL T& ¥, MICcalc5i% 0.000981 mg/mL T -
7

W

A TIEME D & 2 e b BHED & % J& D V-2 MIC50 @ 90%[EFEFRS D T RRAE
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M. BMEEZEFM

1. EHFHNFEICDOT

(1) BERESHHER

At OWT, Ty E Wz 28 A 6 # H Rl At iR A =
STRY ., HERE L IAREIEIIENS], 8722 s X O E MERO RV E 0388 S 7 hs
B & M 7pfidas st 2 o 3T IR H /e o 7o, f HAKV NOAEL 1X 6 » A it
MR CIE SN IET ~ b 436 mg/kg KE/H Th - 7=,

(2) HERESHHER
2 HAREGEAER & 2 VM TAEURAT M ORI, 8 PE I M Oz L 8 G- BR O Fn R e,
i SN TZRBRIT T v N OSBRI GEREBE N X ofagEERRch o2, =
B OFRERIZ IV CTREM KON Fr BN O A FEREIC k9 2 BRSO AT TR IXRE O BT,
LRV NOAELILX T v FadBE B 538 O #3651 D BT O & OERR IR
(2RI DR EIREIZ LSV 40 mg/kg (RE/H TH -7,

(3) BEEEE ENAMRER

BAREMERBRIZ OV T MR 2 W D IRIFZSREEHBR TlaunF i btz R L2,
Gt R E SRR CIIGMEOR R Ch o 7o, —Ji. IRFAH®ETH S 2,000 mg/kg % 2 HIFIC
DrfEOEE Lz CD-1 v U A% AW/ MERER ClIatofE R CTh o7z, 7o, gk
N G-O/MERBRIZB W T HREEORER D ME SN TEY . in vitro TR.ONT YR
W OFINAEMRNTE Z 2 REHIIEE IR DO EE 2 bz, Lz~ T, Ird~
A UTERIZE > TREIRIE & 72 D8 m@EtEid e b0 EE X D,

TR PE TR M O 23 AMERRBR 133206 STV 202y, EMEAIZ LV RIC16EER~ 7 1
T4 RRIVAEWE TH L2 A 0 DI o ZE W TN AMERERITEETH D Z &n
RSN TWD, Fo, AFNDOT v b ~D64 HRIBEIZITH & o el E0E & OY
HEFEVE 2 3 5 M E R BN IS DAL TR,

Dbz Ent, Iut~a v U RNBEFREENAMEYE CTH 5 FHEHIRN B 2 6
b,

(4) SHFMEEDIY FRA 2 FZDWVT

I YA O T, BIEEERDAMEYE TlEenZ Evb . ADI ORREIX AT
BTHLLEBEZI LD,

W SN TV DR ONT-FERBRIZIB N T, b IRW & THREE R 5 08D
LI EBALNDIERIL. T v FOIE AR 55 T 54172 NOAEL 40 mg/kg
KRE/H CTh o7z, 2 HREBEHIEMERBRIIFER SN TORWD, 7 v NOIRE B G5
BB W CTRAFTIETRO 5 TR 63 72 < L b REW ROV F, B OAFHRBIZ 1T
BIIFRD BTV,

7. HAMEMERBRIC OV U bIRW AR THBE R 5 ORERRO b LB %
LNDIEIFEIL. 7> b 6 A EERERIZ 31 5 NOAEL 436 mg/kg {AH/H T
HY . ZOMEITT v b OWREFAIER G THE b7z NOAEL @ 10 524 ETH o7z,
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F72. 28 HEIKL N6 » A MiiAM MR TS b miBIc k& 278137 < 85
MNER SN-Z S X DR SN2 R 59  NOAEL (2 6 K& 27T e o 7,
6 » H £ CORBR TR SN-FETRETH Y . Sl esmEImEZ oo T-,
ZOZEMNG, EEEEERERI TG S LTIV, R E R B OB ER N
D BHALD ATREME IR EHER S5, F 7o ARSI A m R ER O 1 FLIZR H 41TV 5 23,
ZODHAMEEMFRERIC B WD TAESYE TN WETE ~DEENRD SN TN &
M5, AFEREICR U TR A2 LTI RetEiiRn e E 2 65,

& HIKVNOAELI IR B TR B 5B OFE R B 15 540, ADI % ET D72 DITE
TR 538 ONOAEL 40 mg/kg KHE/H ZERAT 500 @E 4 THL EEZ BN,

2. WEMFENTZEIZDT

A FHIEEZONW T, VICH B A K7 A ANZES L HTICREZIT 5 IR DEEH
RN, SRR 18 FEE A M E EMERRATRE (B ATTEM Y E OMA Y F 105 AT
PHELNTEY, ZORENSMEDFN ADI 25T 52 LN TE D,

MICecale (Z 0.000981 mg/mL, FHE A FEx S 4125 3B OPEMRER I I THIER G-
% 96 Bl & TOHKG-REITKHT 2 IRFPOHEIERN 15% TH - 72 2 & AR 85%., FEIHN
) 220g, © MAE 60kg @A L, VICH 0FHAITE D,

0.000981 (mg/mL) *1 x 220 *2
(1-0.15)3x 60 ™4

ADI (mg/kg (K H/H)= =0.00423 mg/kg A/ H

EERMENT,

*1: RBRRICTE O & 2 b B O & 5 & D) MICso D 90%(5#ERR I 0 FERAE

*2 : KEBNEY(2)

*3 RO AR L U CAEwFRICHIAATEE R R (RIS 2/ 0 #5388k T G- BRIz 5 R o
PR 16% D F A b L ITHEE LT-,)

*4: b MAE (kg)

3. —HENREFAFE(ADD DOEEICDOUT

It U ACOWNTL, BEEEESAMEME CIIRVWEEZLND I END
ADI 3% ET D Z ENARETH 5,

TR B W TE LN B KV NOEAL 1, T v MIBIT AR OB TR
HIPE 53R 40 mg/kg KT/ A ThH o7, Z ORI S ADI 23 ET 51575 T,
FEFE 10, fEAZE 10, T —Z REIZ X 2B 10 DZ2445%7 1,000 2558 L. #hsm
ADI /% 0.04 mg/kg (AE/H L& X Hivd,

—J5. MAEMFAIADI 130.004 mg/kgRE/H L 3%E S, #EFIADI (0.04mg/kg
KE/H) L0 HIEVETHD Z ENDBADI Z2RET HI2HTZ-> TiE, 0.004 mgkg &
/A ERETDH LY & ST,

4. BEEREZEFMICONT
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EXDY, T ut~a o ORMEBEREETNIC OV TIE, ADI & L TROEZEH
THILENEL EEZHND,

S~ AT v 0.004 mg/keg (AHE/H

BRI ROV TR, HFHMIRR 2B F AW EAEED RIE L 21T O BRICHERE T 5 2 &
&

el
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<Hl# 1 BYRAEERORE- RE>

P il IR RN MEMROH= it PR L S
et A U EAR | K 1 HEE LTERE kg 472 | RHICHET D720 L

Gy &9 % fREHA A

Y 4mg (i) LATO&E%E
fAEHZIE L TR D% 535
Z&,

I D17 A

7 (PEINFS 2 bR
<o)

fidkl 1t 24720 100g (F74h)
PITOEZRLT TGRAOKE
THIE,

BRHICHT 70k
D5 HIHE

AHAOIEH

THELLTHEDIELDE
B4 144729 Thmg ()
i) LA FOEZEEHIIRT
T250g L Li=boafkn
BeHEFBHZ L,

EHICHT 21364
K O DO A FE D
A EERIT 14 A H

N g TR
oy & 3% BOKERIF

1 HE & U TRE 1kg 47
Y 4mg (J)ff) LLFO&E%L
FOKIZEE L TR O 54
HZ L,

BT DI L
R HH1T7 A

7 (PEINFS % B
<o)

7k 1L %472V 100mg (/)
i) LLFOEZER L TR
AG5452 L,

BRHICHT 70k
Fe T HHTT HE
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<Hl#f 2 BREEFOHH>

HEFR AR
ADI — HEPGETA &
ASA REENRE T 7 4 T F > —
(Active systemic analysis anaphylaxis)
AUC (AR B AR T i
BSA BifyE 7 V7 2 (Bovine serum albumin)
Cmax iR
DNCB 2,4- dinitrochlorobenzene
EMEA RN 2 3E ) T
GOT INE I UEA XY affig s T AT I —8
Hb ~EZa vy (i)
HPLC ERER s v~ N7 5T 4 —
Ht ~v h7 U M#
LDso Y B E
MIC B/ NEB LR E
NOAEL pillesr1
OVA JRE 7 7 2 > (Ovalbumin)
SENRIET 7 4 T X —
PCA ] .
(Passive cutaneous anaphylaxis)
RBC AR ER %
T TH R0
T.Chol oL ATo—
VICH W) = 3K 5L O FRGRER A G RO AN BT~ 2 [EER W =ik
WBC H 1 Bk Ex
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<sH>

1

10

11

12

13

14

15

16

17

B, SISO IEE (FD 34 AEEAR RS 370 5) O—iZzckiEd A1 (OF

A% 17 4E 11 H 29 BAAfF, Rk 17 4EEAE 53 SR 499 &)

JIR =R EAE, S v~ A U BRI & T AROEHA] (w4 FTE

¥ 100) OHIEEELS5, FHNEE

JIIRF = JERERR S, S aY~A v U 2ARIS & TAROBER (w1 7T

£ 100) OHIEERL 6, tENEE

I = JERSRE S, B EIRGRLEAGERREE ~A 77 e 100 USHE

BF10-2 ; VIT4A ORRIZE T D 0Am a0k, fENEER

Iy =R, B R SRS RGERRREE ~A 7T BV 100 IRfAHE

£ 10-1 ; VI14A OIKIZE T DI OSSR, +EPNE R

IR = JERSRE S, B H EIR ORI R 2 B i R A I EE 3 2 44

JEER (AOIELHTETY) OfEEE 1-11, MRMOJKIZET 2 AERNARHER

5% (HPLC %), fEN&E

IR = JERSERRE S, B RIS ORISR 2 B b A A M 2 BE 3 2 4l

JEEE (BOIXBHAT ET V) OfiEEE 1-12, VIG-30L Ok O#5ZBIT DD

FPRYEI (BRI RER, FENEE

IR = JERSEE S, B RS ORI 2 B A A B3 2 44

JEE (BOIXHEHT BT V) Off/eErt -4, MCM OBIZE 1T 2 AERNARHEER
(HPLC {£), ttN&EE

JHe =JE RISt B S O SR A I AR 0 2 B bl R R B M L S BT~ 2 A

JEE (BOIXEHT ET V) OffiEER 11-5, MCM Oft 0 #51281) 2 O R

EAYYEM (F) 38R, tENER

IR = JERSRRE S, B RIS ORI R0 2 B b A A T 2 BE 3 2 4

REE (BOIXHHTET V) offidgr -7, MCM Of% 1512 81) 2 O R

YRR (B #RER, FENERE

Iy ZJERRRA S, BRI RS AGERGEE ~A 77 BV 100 &8E

£H11 ; VIT4A OKIZEBIT 275R8MHRE (20 2), &R

I = JEREREA S, B ERG RIS ARRGEE ~/ 7780 100 IRANE

¥l 13-1 ; VIT4A OJRKIC I HFEMERER, HNEE

I = JERSRR S, B EIRGRUEAGERREE ~A 77 e 100 USHE

B 13-2 ; VIT4A ORRIZE T DI, fENEER

JIG =R NSt L, B RS AR RGEE A XbHTET Y IRMNE

$l 13 ; XO14F OHADEBIZBIT DI B AR (1), &R

Iy = JERSRRA S, B SRS AGERGEE ~ A 778U 100 &8E

£ 3 Ex REMS, Miporamicin KON D4y, i~ A, F v NI

%2R, THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

JIIE =JEREREA S, B ERG RIS ARRGEE ~/ 7780 100 8%

B4 RIUEET 5, Miporamicin @7 v MIEIT 5 28 HMIREER G- 2t maklR,

THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

Iy =R, B SRS AGERRREE ~ A 7T BV 100 228G
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Bt 5 AR5, Miporamicin @7 v MIEIT 5 6 » HFRAER G187,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

18 JIify = JEREREA AL, B ERLAEAREGE ~( 77 e 100 254
Bl 6 ; LS, Miporamicin D7 v MIBIT D IFOLFETEAMNE 545, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

19 IIfF =JERSRR S, B HEERNRLEAGERGEE ~ A 77 Bk 100 5%
Bl T 5 e RIEHL S, Miporamicin @ ¥4 FI2351F 2 MO BETERGURE 1 5% 53R,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

20 JIiF; = JEREEE A S, S ERLEAGRHGEE ~A/ 77 B 9E 100 5%
¥l 8 ; S, Miporamicin D48 RJFMEAER, THE JAPANESE JOURNAL OF
ANTIBIOTICS, 1989

21 IR —JERERRE A SAE, S o ~A L v BHES & T AROERA] (AT T
¥ 100) OHIEEEl 4, FHNEE

22 JIiF; = JERSER S, B A BLEAAGRAGEE ~ A I B 100 28 E
£t 9 ; HEPIES] S, Miporamicin OFUFRME M O JERUWEMER, THE JAPANESE
JOURNAL OF ANTIBIOTICS, 1989

23 Iy = JEREEME S, A ERLEEAGRHGEE ~A/ 7T B 9E 100 5%
Bt 10 ;5 /MR 5, Miporamicin O RENME 7 W% 2 W7o R fili ek, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

24 BWEEFRBSR, 18 FFERWLZ MR ATE | BT E O
A HOW T DA, 2007
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