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It~ U EAEYES ETHROERA (A 77 B 100) I2OWT, B
i R AR 2 S0 L 72, ARl PR AICAR D E RIS T2 I S vz,

ARHFNOERTHDL I v ~A T iF, BEZEEZERITEBWT ADI 28 0.004
mg/kg RE/H L E I TV 5,

F 7. ABFNERH S TOAERMENZ OV TIE, AR D% OBET O SR &
OARBANORE - HEEZBET L L. KREFOZHEMS L LTERLEGEDOE F
DR BIEE CXIBRELEXT,

AElL B SN IEARRA O FEEICR L ER OB T, BEAMMFfIC, K
AN OL 2B ST L2 RAITRD RN e B 2 7,

UboZ &t REFINEENHEHSNDR ICBNTL, BRMZELTE FO
PRI A 5.2 HATREMIIEE CE RRE L B X T,

B, ARBOFERHICY > TE, It~ s v rRN~ruTA4 NRIVEDETH
5 Enn, AR ICBE T 2 R AR M ICE ET D MNER D D,



I. FHERBYAEESROME
1. E£#

FANFInY~A o ThHD, AEAI 1L mL Az v¥~A 22 100 mg (F
) &FEnsd, (BH1)

2. MEe - R
BN E Y Mycoplasma hyopneumoniae, WWEIXIR~ A 27T X< itifk Th
%, M1

3. iz BE
B (%A AZBABE2R<,) IC1H1E, AE1kg47-0 o~ A
& LThsmg (Uifl) ZfHAMNIC 3 BREEFENT 5, (1)

4. HRNEFE
ARBFNIOTIAI & LT, pH FHEEANTE A FR., TR LAIE o7 ra—n &
Fzevrvr o Z)a—p3fHENTWS, (B#1)

5. FRORR

Suat~A RS T AR, D7 T AREE KON A 27T XA=Tx L
THHOZATH~7u 74 FRFUEME TH D,

BUE, ENTIHE AAIOENC, ROEEHINIIAL 3O EEHIIA K OFOR RN
AL DN 22135 DEREHNIEI D AGE STV Do RO EBRRINAN LR s 5 K
MR~ A 27 7 X< g A WIHE & L ORI T 5,

VA AT T ACRIZERNELZND TS TOEL THEAELTND EHEZX LR,
HABEIZBNTH, 1993 FOFTHAE T L HHIFIRD 61 %3 IR Z h A 578 L
PR Tl < | SRR OZE LWE T 22 EZRABFARRRZ 726 LT0 5,
(ZH 2, 3)

ZOA AT TARRITH Ly L0 R THIBMWEDIIRG C & HAIEICTH 2 IS
A~OISHNERATH D L EZ BN Lo b, AKRFIOHGRREN 2 Sz,

ABANL, 2009 4= 8 FIAR &= 7ok, PIEOHIE (6 4R 23kt L7c7e
O, BHEARFHIMTOIELOTHL, (B9, 10)

Ui G E IS & L CHEERFIT 6 £ L shiz, (2 10)
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I. ZeEICRIMEOBE
1. FHIRUEHME

AHFNOTHTHD I nd~A v Ud, BRLEEER BT HERGFAE

(ADI) & LT 0.004 mg/kg (KHE/H L EINTND

A#HIO pH FEHI & L THEHA S TWAIEARE., EREHE LTHEA ST
HRXUDNVT N a— VR OERE L TEERESRTW S 7 r e L 7Y a—uiE, »
TNLEMBIN N OEELTIM E L TERA S TWa, lAREIE. JECFA (I
BWT LA E Lo ADI 23 30 mg/kg AHE/H &5 ﬁé}h“(b\é RUDNLT
a— I, BMZEZEESIZEWTEWHY 7 F o oumgl e LTHHMIL Tk,
F£72 JECFA IZBWTLEEFM, ZEEFWE, XU X7 NVT ke N, BBV,
Ry DT )V a—)L J O BEFERER YLD Group ADI & LT 5 mg/kg A#H/H &
RESNTWD, 7Ly 7Y a—i, BNEEEESICE W TEY AERL
DOEMANE LCRHMiS T, (B 4~6, 11)

UbozZ ot REANZEEZN T DEMANL, £ ORI, BEFO MR
ML OARBFN ORI - AEEZET DL, KRR OEHERKS E L TERLESS
bt M OREEREIIBBE CX 2RE L E 2T,

2. HRBHER
B OB ERK mFHNE (S e~ A 20 IR LK 2 W7 i wlBRI
BT, Aldflz 3 AHBANES (KRG mg(hif)/ke (KE/R)) L7cHe
P, N AP MRWG. /N IE . VESERALAE P M ONESREAL AL A 0 X 1
YA U UREDP RS 25 BRICITMEIRIR (0.05 ngUhfi)/g) KifiTdh 722
EDHER SN TND

3. RIcxd b%£eHk
(1) REMHER
K (LWD %, 2 7~Hiin, EE0E 6 5/ (ARG A 1 B 1[5 3 H FEGEH R
NG (I ad~A & LT0omgUil)/keg KE/H ., & A& : 5 mg(Uifi)/kg K
H/H XX 3 f5E - 15 mg(Uil)/kg KE/H) L. ZeMBRNEGR I Nn-, 3
X, 3 EHBEN ARG 1 BIRIC, 7Y 3 BN RS T H IR R
it iz, Z ORI *&ﬁ & K OMLR S RO RR A 5 8 Sl S T,
R L O 3 (5 BT CT— B OTEENE TR b=y, (KR, (K&
AN, IR R R A m@ék%%ﬁﬁ wE EHE M IR E OFIR IS
DB RET HELITIRD 2o Tz, BEELIZHOWTIX, FHERTIX
WRED, 3 % ﬁfi%ﬁ@%¢£ﬁ®@%&@@ﬁ# W BT, W ERE
TIEWTFN L EG% 6 HUN, 3EEMETIIEG% 9 BLUNIZIHK Lz, BEE
NEDFIR TIFTRERED 5 RPN ICIRE S8 S, WEARAR AR, 287
Emﬁ%éwiv&n77~v%£mkLt*ﬁﬁ@&ﬁﬁvﬁ%# oY Wi
BEE L RN T BRIZIE TS AARHE TR AE SRR O H AL, &5 T HIRIDIXMEE B

6



HEIdO LI,
PLEDNS, RICkHT A I ath~ A 3 OB 5I1Z L A EEI TR > —1BHED %
B¢, BEREFICBWTZEMEICRBEIX VW ST S n-, (8T

(2) ERREER

MR (Zoeacfefl, PERIRET, 1~2 2> Afe, 70 B/&G-8E) ([CAR®F A 1 H 119
3 BB ANERE (Rat~A b LT0 mg(hl)/keg (KE/H, & A& :
5 mg(fih)/kg R E/H X% 2 55 - 10 mg(fl)/kg ARFE/H) L. EEAERER) £
iz, HGRED HARE (B 5% 90 HELE) F CORKIER LK O EFL 1B
RNz,

Pe 5% 1~7 AIC®GRE CHEREEA O A ORERE 23380 -3, F0%IT
2 TOMY CHFAEIZEL L, oM, —BERORE R ORERITED b
TEEMICHBEITEN L O LTS, (B 8)

4. BEEZHRBICEITSABREORERRE

RIS 2 ZBMECHOW T, s (2009 42 9 A ~2015 4£ 8 ) PITHE 11
ik, 560 BHOFH A 2N FEf S v7z,

T 3 BINHME SN, DO THNL, HEEHEKFEIEIC X 2 25t
Actinobacillus pleuropneumoniae \Z 3 % MR 9 53 B& o 72 FE 1T Mo O Rt 2 12
ke Thotz,

FHA L7z 560 SHICARA OFR LI L HRIEINITRD biviginoTz, (B 12)

5. BEEHMICEITS2LEEICET 5MERHRE

TR (2009 4 8 A ~2015 410 A) H{Z PubMed K (O} J-STAGE 7 — #
— A R— AR EAT o T2FE R, RN R ORI T 2R EII o7z, (BR
12)



M. Bam@EesLT

ARHOFEHTHLHI v~ A 03, BRMEEZESITBWT ADI L LT
0.004 mg/kg (KE/H & BE I TV D,

F 7 ARBFHNAEH S TWDEIFNSOW T, LRI, BEAEO 72 ME2TA &
OARBAORE - HEZZET D&, RRFOEZAEMRE LTERLESEDOE R
ORI T ORE L Z X7,

Alal, R ST ARRF O AR DGR OFHAIZI VT, BEASFAIC,
KUK OZ MBS AIGRD b e n e & 2 7,

ko Z &t REFIDEONHEHENDBRY BT, BEFELETE b
DREFEICR B % 52 5 W REMEIT R CX D RRE L& 272,

B, ARAOERIZY > TE, Ia~vA v rRn~vr a4 RRFAEWMET
b Lt FAIMMERE ISR 5 /@R AN HET 2 LERD 5,
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11.

12.

JIIs = JERER A S, ~ A 7T B 100 B ESER L RE KR RGEE R

INFR)

JIFs = JERBSRE S, ~4 77 B2k 100 B G RLEAGRREE, IR

R BIFRSOIFER (BA%) OfdE (RAFK)

A& ORAT, Sam K, BWIORGYE 5B R, EfHAR, 2006 45, pl198

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

JECFA, WHO Technical Report Series, No.909, 2002, p73~84

‘e ZEAR, @R ENNOR I ROBEIZOWNT UFRH 972 7) , B

YWRERSHMEE 707 xc=a— a2 B D ET 55 L OEOERA] (R

T~ A EFHE GOSNy MESFHR) O FFEICR D B R AR oW

<, 2007 &

JIIG = JEREERR A S, ~4 7T B 100 @ A ESE SRS AGERGEE, R

gk et RAFK)

JIIFs = JEREER A S, ~ 4 7T Bk 100 #i A EELBLEAGERGEE, R

fHER BB CRAFR)

SRR A S v A T B 100 BRI PR A RS

EMOKPER B EI MR AT « 3 - Sl AERSESEY N EE L F ek
(2005 4% 3 H)

RanZBZER (BYMAY 7 F o OBRIMANIO R a2 B RS R (CFRk 29 4F 1

H)

HATRBEME S . ~ 4 7T B9 100 BWHAERLFBEERGEE INTER
(FEAFE)
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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 b 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 &
DHERSINTEY , REFNDT > b~D 6 » AMHEEIZIBW T S 7o llafE S & M5
A TR ARG O N TWARWD & FEEFEERBROMBE, It~ Aa
VUDNERIZ E o TR RIRE & 72 D B tE 2 R S0 2 L | BB L OFE M
AERERZ RNTCH — HERGFAEE (ADI) OREITRETH D EEZ LIV,

FatE RO R E E T IMEAEOR/MEIX. T v FOIFRETEHEIERGRBRNO5 5
N IEFEMER 40 mg/kg (RE/H Tho 7o, B ERERBROT — 2 PR+ ThH Z &
P2 FE R M OV DS AR N 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,

bIZE Y I et~ oa v O MEREEFMmIZOVWTIL, ADI & LT 0.004 mgkg
KE/HZRE LT,



I FHMEREMAEEROHE
1. A%
PUEEA

2. BRSO —RES
FIE AN =i A

Yo%, . Mirosamicin

3. L%
TUPAC
¥4 : (1R,2S,3R,6E,8S,9S,108,12R,14E,16R)-9-[(2S,3R,4S,6R)-4-dimethylamino-
3-hydroxy-6-methyloxan-2-ylloxy-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

7. FAROERE
R ateA T UNRT T AR, DT T AR AN~ A 27T A2k LT
WhEHRT D~ 7nI4 FRIAEME CTH D, I~ A 200 HRERS AP
(Japanese Accepted Names for Pharmaceuticals) 1%, %], IART~vA T EED
Ay (1986 ), =Dt%, ERER 4 # (International Nonproprietary Name)



NI~ Af o ERESNTE (1989 4) Z E&%F, 1990 FiZ I~ A v Uog
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, REMIETFREIZOW T, 30 mg (Jiffi) /kg
(REREGHET 2 FFFITZ1C 0.53 pg/mL & 700 | 8 W& ICITMm RS (0.05 ug (J14il)
/mL) Aii & 72> 72, 60 mg (JIfl) /kg IRERFGHETIE, 2 FEff&IC 2.2 pg/mL & 720 |
510 R 121% 0.11 pg/mL 23 Sz, SEpEhie N7 A —& —Tix, 30 K160
mg (M) /kg REHRGHECTENEI Tipld 1.42 KON 1.28 Kifl], Ke (JHICHE &)
1% 0.49 %11 0.54 hr't, AUC % 2.01 &£116.85 ug-hr/ mL TH V., HIGEEICHREEIC
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~ ity FOENITIELS 5 L, 20 KO 30
mg () /kg (REFGREE HITH (%% 8 0.64 KT 2.05 uglg) . A& (1.52 KO
4.21 pglg) . Bhigk (0.99 K 2.75 pglg) K OWiig (0.75 & TN 1.68 pgl/g) Tidimig (0.11
& OY0.30 pg/mL) &R TEREOSANTRD LI, EasBlfitEomnWEYych b 2 &

LSRR 17 EEAR S SR 499 BT K o THTZITED S AL R 5L



ISR S Tz,

(2) EhEEsiR (B
@ a7/ SR

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

IR R DA DOFERITE 1 DEBY TH D, I r¥~A 335 30 0 LT 1 K
B\ IR A OAERN AT SRS S A, e 4 BRI IZ 3T IR & Bk < 4kl 2 oA
INF BT,

#£1 FBHERSICBITS I gt~ A 2 OB EYEE  n=3

B FAEPNIEE (ugUfi)/g(mL))
¥ 5. 0.5 1% B 51 W e 5 4 Wefit%
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)
@ RUNEUHR# (B 5)

LWD fEfx (#4323 » Alin, E8E, 380) IcImt~A v Bz Iah~v sk
LT 5mg (Jifffi) /kg REZ HRIFFANKS L, fREOCmEE (R5a1H. 5 30 4.
1. 2, 4, 8 XUV 12 FFfftR) . AL OYR (BehGaIH ~&GERT, 5% 0~4, 4~8, 8~12,
12~24, 24~48, 48~72 KN 72~96 Fffl]) ZHHLL T mt~A1 o ORI &L Ok
DONWTHRT SN TS, (EDFHIE D)

WINGREROFERIZ, 2D EEY Thotz, I a¥~A v OMFEFRETRG%A
WIZ B L. P AUC T 2.43 pg () « /g, 3 Crax 12 1.1 pg (M) /g, F
YITyplE 1.4 FFETH - 7=,

2 H[EIFH N G1% O e R R
mAEPEE (ug (J3ffi) /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. **[wg OUf) /g]. ***[RE]. BRHERA : 0.05 ng(Ufli)/mL

FHA~OPEINT, B5% 0~4 BEN OO Hiv, #&51% 12~24 B 7213 24~48 B
W TPt R 2R L2, RIS L3, &5 72~96 BB T b PEt 23 81
HINTe, IRTP~OPEINT, #5% 0~4 RIS S PR 2R L%, 23IciE Lz
N, BH% 72~96 Kl W T h PN BlE Sz, BE51% 96 e LIN O f 58l 2%t
T D EAPEER L, E 6.8%., R 12.5%, FERT 19.4% ThHh -7z, (F3)

%3 WEGIAE S 96 BRLINOPEIRL OHEIR (BUEREROE R =

wieE (mgOhfl) | 58 (mgUifm) G- 8Tk 5 HREIEEER(%)
# 17.8 260 6.8
IR 32.5 260 12.5
IR 50.4 260 19.4

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

Q@ k@ =Ko

WL FiIK (AR 20kg, 58H) (2 n¥~A 2 30mg (Fifl) /kg {AEE % Hi[a|5&H]

RO&E L, &5 2% O O I vt~ A o0 L OME O LRI OW T
fREts iz, (HPLC %)

RECR OB LRI MG, B, I CENZI ) 73%, 72%., T5% & @\ O R T
FAEL TS, B L OWFliE S CIlE i E ) 54%, 59% & L OFEHE & lb~1Ku b
RKThol-,

it R A (3-N-TAF LI at~A ) JMEPIC 17%., i 11%., Bl

Z 10%. FIIZ 19%. BV 34% & mWWFHAR LR TR S -, R D (10,11-
/I: Fr It~ a ) [ IET 6% Sz, ZOMoE TITbhbT N Tho
oo TNHDZ END, I ut~A VU RICHR TR SN D LHEE Sh, e
MIICE A THDH EEZ BN, (R 4)

#4 &G 2EMBOERNTO I ot~ A o2 MO O PR (%) n=h

Bty | BB | Sadedfoy A GRRHLF)

Ly 739 ﬁiﬁﬁﬂ@A(léﬁ)\ 1@#@3(}(4.3)\ AED0),

30 - " FREEFC), FEIGO. s
Wi i o R#AGAD, (GHBOGD. (D0,

FEER02), G, Zithb.0)
e 589 @E#@A(w.o)\ 15%#@30(5.1)\ D60,

fHEERLD, 1G9, Z0t86)
—_— 53 ﬁ?ﬁ#@A(aS)\ {*\%%{F%B,C@z)\ DS,

FEWIEFO05). 121606, ZDith9.)
i 754 ﬁfﬁ#@A(uA)\ ﬁ%ﬁ#@B,C(aO)\ D),

FEERG), 1$inG06), Zi6.3)

— =P En T, E—7miEE 0 & L TR L,



R A : 3N-TAF LIt~ A

RFM B : 3-0-T AFInth~ A

R C: 27-0-T AFNLIa~af v

R D - 10,11- eIt~

RFHE : 37-0-F AF/1-10,11-Fk FaInt~<A v
K& F : 27-0-F AF/1-10,11- Fr I~ A v
R#W G : -N-AFV A KIndh~vsvv

@ HHt SR

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

A FERIEICE T 2P OHERIT, Beh5% 24~48 FEEY 7.0% &b %< .
¥ 5.1% 96 B0 BAEHRIERIT 11.4% Th - 7=, £7-. R OYRIERITIRE% 12 B0
BREPEIRN 13.1% ThH Y . ZOROHEIIDOT N T, Beh5% 96 Ko RFEHEI=R X
15.3% Cdh -7, (5% 5)

HPLC IEIZ81T DR O RHEHEIERIE, & 5% 12 K 6.9% TH Y . D%k Ok
T, KE5% 48 BT 7.9% Th 72, e 51% 48 BRI LR IR WA O HIE
gL 7p o7,

5 AR5 96 KO T R BRI AR ORI (MU FIE ) n=

DNIA SRRy Ly Seez/oilin s Beh B3 A Pt
(mg () fi)/5H) (mg (71f)) (%)
# 610 68.7 11.4
7 610 93.4 15.3

(3) EMEEHRER ()
® K@ M)

B (TaAT—, 3 PR FHWTI ot~ A o OHETRFE DS (20 mgkg
(RE) BRBRNFENE S, BREFICIARNIZR T 28 0 R ath~ 1 v RO
WTHREF STV A,

HPLC EIZ X W HIE LZfERITR 6 0L B THhD, HIE LSRRI B N TTRT
DR CI vt ~A U UDRERS E LTHEELRED, g, P clat~ag o og
AR 50% EIRVME T~ 7o, £z, I TRE A 23 14.3~17.8%
K OMRE D 75 11.0~14.0%, JE7HH TG A 25 25.6~30.7% DAL THEL T
WS, ZRLIAMIWT IS DT e bR TR N HE SN Toc T E o7z,

£6 FOEERNTO I B~ 1 2L RORMIOTIMREE %)  n=3

B 5 e | It ATv FRABBER (HFRE)
(mg/kg A ) R OMRat** 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

N AR 46.6 45.4 53.4 46.7

Rt A 30.1 30.7 25.6 28.8

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

KRH D 2.3 3.0 3.7 2.8

N s 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
R C 2.6 1.5 3.4 3.2

KR D 14.0 11.3 11.8 11.0

N AR 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

ISR OERIEEMOT — A0, MK, B E FRROR R AR L,
W UE B ROR#IM F. R# G, ZOMOT—S AT 0, WIS T,
R#PA : 3 N-FAF LIt~ g v
@B 3-0-TAF A InY~ A
At C : 2-0-FAFA I Y=g S
R#P D :10,11-V RrInd~vig vy
R E : 3-0-F AFL-10,11-Vk FrInfvsf v
R F 0 2-0-F AF/1-10,11-VE KaIad~vAf v
R G« 3 N-AFH A KIm~of s

@ Htt (ERES (&R 9)
BB (TaAT— T _"—x—H— K9 MEE, T 9PUEE) AV TIaYwAa Y
L BE 2 B EFRERR O (I rt~A 20 & LT 10 LT 20 mg (i) /kg (AH) #%5-L.
PREFICHEIRIEE M Z I L TS ut~A > OpttHic W TS S -,
WAEMTFRIERECEIY I o~ A U UVREZHELIEERITIER 7T LBV TH D,
10 & O 20 mg (i) /kg (RER GREC I D% 544 24 BRI O R H o> 35 RS HEIEE
IXZNEI 19.7 LN 22.9% Th - 7=,

KT FERIEEYTH R BRIEIER (%) (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) (08 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 S OHRHC D TRE ST B, (B - IR - A E
=15, Ik : HPLC {£)

FRORHO I v~ U BIERRE L7-fRILE 8, 9 OLBY Tho, B5H
24 KD I ath~ A U OFEFITEIT 2 BREPEERIT 11.1% Th o7z, £z, JRFP DR
FEPEIR A ) € 5T 5.1%. HPLC 5T 4.9% THh -7z,

&8 FIRBIFEIRFIRIER (%) (WAEMFRERTE)  n=5

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 RIPORFEHER (%) (HPLC#) n=b

v il BhH& PR (FRFfE)

(mg(fi)/kg 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[F, 3 HEANES L, Solkdes 15, 20, 23, 25, 28 X1 30 HEZ 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 UATHHRR S (0.05 pg (i) /g) KR CTH - 7=,

(2) %BHEER B @ &M 12)

RMAEOW (EBIE, 92 7~ Al ZHWTAREID 1 B 18 3 HEESHL A NS

(I~ A & LT, 0 mgUifi)/kg, HHATER : 5 mg(Jifl) /kg LT 10 mg(J)
i) ’kg, W HAKETEED 2 58 : 20 mg (V1) /kg) BRI Eh Sz, SFRGHREOHE
AT TN 1, 18, 18, 24 A TH ~ 7=, WBREM)ITREETY) (Rf&&5- 5. 15, 20,
25,30, 35,60, 90 H%) [ZHEEND I vt~ A o v OFEREMIZ DWW T Micrococeus luteus
ATCC9341 ZEH & T AN FIIEREIEIZ LV Et Sz,

AREFNDOFHRNT GAZ360T DFE L, BB GHE L S ISTESERALAT A > PR, i,
AN > MYE . AL HENG . TESTERALE LR DOIETH - 72, 5 mg (Fiffl) /kg #E5RETIE,
BoEP G- 15 B121Z 3 Bl 2 O FSHBALAR A TR RS (0.05 g (i) /g) Z 37
(I EF5T (0.05 XTr0.07 pg (i) /g) Wi=2s, Bt h 20 B ITIT2B A3 HBR A
AL roTz, £, 10 mg Ofih) kg FEHEE KON 20 mg (Ufih) /kg e G- TILENE R
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AP G- 25 H KON 30 HARIZ B HFRAR & 72 o 72,

(3) %BHEER (K @ =M 13)

LWD RO (EBMHE, 2 7 Alln) ZHWT, AFID 1 B 1[5 3 HFEEHRNE S
(et~ s e LT, 0mg(Ulh) kg, & A& : 5 mg () kg, 2f%5& : 10 mg ()
i) /kg) FRBRANESE X7z, SEGHOMEEREBEIIENEI 1, 15, 18 BHTH -7=, &%
RFr) (Rcf&# -5, 15, 20, 25, 28, 30 H%Z) ([THHMEND I vt~ A1 2 OFREMEIZD
WT (2) LIREROBAEYFIE BIE TS S iz,

AREIFN DA NG 1T D78 IIIE 5 mg (Jil) /kg ¥58E CHSERAT &I 5 A >
PR, FEN. /NG, RS > Mg, AL JERONAT, 10 mg (Ufi) /kg B 5-#E T
VRIEGEBAL A P > P, BN, /M5, TSR AL A > g, A, IEMIDIETHh -7z,
5 mg (JIl) /kg # G5-RETIE, Hf&& 515 B2 361 141 (0.06 ng OOfil) /kg) % i<
2F 2 RS (0.05 pg (U)Mi) /g(mL)) Kiwid 720 2o 1 H1&T 10 mg (Jiil) kg %
HREO 2B G- 20 HIZ ISR & e o7z,

(4) [T5AHOHDOKEHE =M 14)

WAL (F—7 UM, 10 1A (cIad~A 2> (0 mg (Jifl) L8/
B, WHE 75 mg (OUf) AE/EFE. 2158 : 150 mg (flh) HE/EFE) 2ate~—
A NMRETERE 7 A ERT G- L. BEET &EET 30 7. 10, 14 LT 21 HEZED 6 K
RUZB T DT B A OHIRE 2 AN TR EEE CHIE LT, 728, 150 mg H5HETITL 1
B COREHAES 10 BRICERRALL EOKE (0.076 ug (Fiff) /g) 235580 iz
N, ENLANORETITESWIRZE T, WIho&ERIZBN T It~ v
ISR EnZe otz (EERA - 0.05 ug Jil) /g), 1 BFEOHAI at~A 2 VN ER
FRFRLLEGRD Bz Did, SREEN DT Z CITERT 5 LB 2 b7,

Tz, AU E B2 20130 (FEAOIEDL, I—/L7 SRR, 10 BH) CTfro
=& 2 A, XHERE, WHE (75 mg (Jifl) ABEBEFE) #GREA N2 & (150 mg (U7
i) AR HEREOT X TOREICENT, 2B E2E L UxbiroHicIm
A DRI Lo T,

3. SEEHEER &M 15)

ddY Z~ U A KN Wistar %27 > b (5 Hfin, W70 b HERESS 10 DL 12X~ A
VU ERA, BT ROEARNEES Lz, RO0BECIHRERAFAETHLRETITRD bR
9, LDso [3MERE L $ 12~ 7 2 >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 I oY~ EEICLDATAKRDT v FD LDso

BT B RE LDso (mg/kg (K8  (95%(EHIRA)
1 3
%M >2,500 >2,500
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~ A BT 596 (554~642) 508 (456~547)
AR 171 (159~185) 196 (184~210)
70 >2,000 >2,000

7>k BT 527 (499~557) 461 (441~482)
HRIRA 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 HREIESHEMRER (Sv b)) &M 16)

Wistar 527 v b (5~6 i, MEHES 10 UL/RE) & V728 (0. 3,200, 8,000, 20,000,
50,000 ppm : #E 0, 273, 721, 1,738, 3,405 mg/kg {AHE/H . i 0. 288, 773. 1,856,
3,611 mg/kg IKEH/H) $5128B1F % 28 HMOHAMEFIERER TR b= m AT ik
LLFDERBY Thote, £, &8 5 ILORIEREZRNIEIT TG/ T 28 BHIFDO#]
BLMEEITIR -T2,

RERHIRT I SE BRSO B e o T2,

— WA EERIEIRBIZL CIE, 50,000 ppm £ 5-FECHEREE HICEE- 6 H B HHE,
B TITHPE DGR BTz, WL b IR I [EHE 2 FE 0 BTz,

REZLTIE, 20,000ppm #G-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 BTz, F£72. 3,200ppm LU ERGREOMERET GOT KOV LT F =2 OIEfE
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 72T 4 RORMME, #HTid GOT ofF

BRMMENRED DL, WINLERT — X #HANOELTH Y #5 & OREMEIL /e

WwWeEZ bhi-,

JREEAECIE, 50,000 ppm KEHEOMEETRE, TRV TA, BV TL ZaTA( R
OIEME, HECTEEABRICKIT 5% 7 EORfE, M TCREED SEICHEH TR A R
DD LI, 20,000ppm L AR GREOMERE KL O 3,200 ppm K 5-HEO—# TRIZE S
4V et/ =02 0 NNl VRV SV AV = & RV NOY S Ao VAN @ i SE Y [ = = S ) QO P it
HICRENEA~ DD SN2 o T2 2 L DBt 2 Rk L T D S D TlER<
PUEME P 512 3 2 AKRUSOR GRS D& oy 1 D R B 53 2 I E O LENZ L 0 |
EIBICK R OVEBRRE IMERT 5 2 SICERNT D k2L E 2 bz, 7=, pH
DEAEHED 3,200 ppm LI ERERETERD =0, Wiy pHT 225 9 OFPH CTH
D, wHEFEMICRIBEE 2B L L 1TB 2 Do T, WU b IREIR 2 [BIE 358
OB,

R B ClE. 3,200 ppm L GEEOMEREC B RGOMokE - LhE 20 H ERIFH72 5
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
HETHY, BERELIIBZ N 0T,

JREAEAR AR ClE, W OFT RS 50,000 ppm 5 HEDMERE T S, [HIFERE
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 o ERBU MBI Y, B BE CIIEREE ARG AR OGRS BTz,

FHFiE M OV i 0D BB 1~ BB IR (2 3B W CTREIIERD B o 7z,

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

(2) 6 Y AMIESHEYSER (Sv b)) &1
Wistar 527 v b (5~6 H#in, MEES 20 DL/EE) % N 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) BE5IZB1T 5 6 » AMOHEMEFERER CERO S =@ ERT XL F o
LBV Thote, o, KHES ICOBEIEREZBNCER T THREGHE T4 2 » ARIO#IZE L I
BEITR -7,
PRERHAR] BB D B v o T,
— B2 BRI IR ES, B R, BKEICHERWE B G ITRIN T 5 REITRE O b
x5 723, 20,000 ppm £ G- OMEREZ AREHININEI & 2 VTR A A STz,

P RENERALEELVD BIFFEL)
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MEFARAE TIE. 20,000 ppm FGREOMET WBC OAEA, MR AE(LFEAIRE T
TR 2 T DIRED - B3I,

JRIEATIE, 20,000 ppm #GREOHERECREDIRIE, HETIIH U U LAOMKAE K NF
BEOEENFRD BTz, 8,200 ppm LA EFR GO THE SN ) VLK =
T4 FOAE, HETHHNTIZBELED EE., 8,000 ppm LA B HHEDRERET 2 E)zht pH
O EH METOH Y T AOIMEIZ DN T, A7 K OV ER PR B A~ DR FR D
%mﬁ@ot:k#%mﬁ%ﬁ%ﬁ%¢5§@@@&<\ﬁéwgﬁﬁmiémwﬂ%
R E Doy 1 O R BG4 D IR R OZENZ K0 . BIBPICK R OERE DM
W5 Z LICRET S ZRIEE LB X bivle, [EHERETIE. MEEONTR B REIER A D
Nic, ek, MECII—HMOEBIZHEENRD bV, HEMEMIIEED bnen-o
72

R S ClE, 1,280 ppm LA ¢ 58 CHEMKAF NS BB O « LB & O EEH
DI, [EERECIIMERE S I EE H D VIR GERD H vz, 20,000 ppm %58
O EIE C N kT B OV EE B DR FE 72T (RS 10%) 23 “E¥0>%&7:~iﬁ2%§0>tt§§§%0>$§
FE7RBEINCK 5%) 0338 B LTz, EIFOMEXT - (bEEO ML, FrEAIR G X5 Zkim
WETHY, BERELIIBZ LN T,

BRI ClE, SR E R GICRR T 2 B IEERO o Tz,

B D NOAEL (%, M#E#E & ¢ 8,000 ppm (# : 436 mg/kg (REH/H |, 1 : 519 mg/kg
KE/H) B2 6T

=9

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

6. HIEHFEFMEHER
2 HEAREGHGRBR L5500 S LTV 70,

(1) BRROBEMFIRSHE (v k) (2 18)

Wistar %27 v & (12 #in, M, 25~26 PL/FE) 2 Hvzssfil#za (0. 40, 200, 1,000
mg/kg KHE/H) BE5ICXHBERICBWTRO LB LIZ L T LB Tho 72,
PRIV DT FE 7 BH225 17T HE TOR 1 H 1 [TV, 20 HIZHIET ~ b 2/3
ZiE FOIH U CURRRIIBIE R & L TR (F1) ~OREZ AL, 750 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 BERIEIREI 22,
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 N&ﬁ@ WEIIHA LT,
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 DRBRIZIBVN TR BT s 7LIELL

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

HEUIR LRI 2 MA LT,

REEW) O— R 7R BT IR B ZS . IR L,

RCld, #5228

TR AL, o B I I L M OV IR P
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 vitro iR
B POE & i
Ames Rk Sallmonella typhimurium 0.1, 0.5, 1, 5, 10, fet:
TA98, TA100. TA1535, 50, 100, 500
A1537, Hg/plate(xS9)!
FEscherichia coli WP2 uvrA:
GuaREETER | Fof=A" - ~hAS-fifiH 3K Don D-6 #fl | 50, 100, 200, Boit 2
Ji&) 300 pg/mL (-S9;16hr | (16hr:200.
J2 O 32hr) 300 pg/mL)
(32hr:200 pg/
mL)
125, 250, 500, 1,000 Btk 3
pg/mL (500 pg/mL)
(+89;4hr+ 16hr)

1. TA100,TA1535,TA98, TA1537 [Z-o\ Ti% 0.1, 0.5, 1, 5, 10, 50 ug/plate, WP2 uvrA I
ST 1, 5. 10, 50, 100, 500 pg/plate,

. 32 IFREALEED 300 pg/mL TIFHZFHURIGRD BV -T2,

3. 1,000 pg/mL TIFHAPHUEI TR Lzl
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12 in vivo Bk

bR PO Beh & AR
/IR ~ U A BRI 15, 30, 59, 119, 238 mg/kg Pt
{KEE/ B Z HRIEEN &% 5
IIMZ R R CD— 1~ v A EHEHI 2,000 mg/kg RH/H % 24 IFF =3ds
MR < 2 [ a5

FRROXIIC, HMEZHANVD Ames B TIIWTFRBEREEZRLIEN, Ty =—X
NI A S —ifid 3k Don D-6 #lifid & FIV 7o Qe (R S BB Tl ORE R Th > 72, — 75,
RICHETH S 2,000 mgkg % 2 HEIZHZ W #EO#EE L7z CD-1 v 7 A % W7o/ MEZRR
BRCIIRBEOR R TH o To, Fio, EENEREG-O/NMEABRIZIS W TH RMEORER A HmE S
NTHY ., in vitro THEROIIZYLERET OFI AR TR Z 2 FTREMEIFIER IRV
DEFEZ BN,

o T, TP~ A T UNIERITE » TREME L R DBIEFEEIT RN D EEZ BN
Do

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 (BGMtiR) : BSA 1 mg+FCA) (2 XV {T-72, RAEAIE 10 B ICERIL L THE LTz
M1 % [FfE PCA BUSIZEA L. 12 H#IZ 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 5z~ A (I, 6 PL/ff) ZHAWI=hsERBROERIILLTO LB Th o7,
BAEITA 1 [E, 3 3 [EEHENE S (1#f : 1ug/0.5 mL, ITEf : 100 ug/0.5 mL, M#E (5
PEctR) : OVA 10 pg/0.5 mL, Wi h Alum4EIRE) I2X0ITo72, HRFIEIE 10 H%
[ZERI L TR o zmiEIL7 » b (SD %, #E) Z#HAWERESHEET 7 0 7% —

(PCA) ItZAER L7,

It A U URMEMEE Ve PCA OSFEBIRMETH -7, —F . BtERTH

% OVA JEAEIMIGE ClIFrRIURDEADFRD b,

3 FREUND’S complete adjuvant: FCA
SRBET VR = L
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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 —/L) +FCA, QFEIEWERK (R at~A 2 1%, DNCB:0.1%)
+ist . OB BEMERE (S ut~A3 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&Am L. 24 BRI ORI O A # 2>V T AR
AN LT,

I A URERECITEEL T LV —OSIERRD e oo, — ., BT
&% DNCB JEAFRE TIIRLEE & OVFEIEZ {1 © 58 & 5 IRIRY 2 Bl 7" 1L 22— FUG AR
OB,

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

@ HEBIZRT 5 —RRBESER

AARBGHEY X (B, 600) OWHEELHTEL, A~D Ot 4277 (A, C: &%
&, 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 OVEIED GRS DT, RsMEA > 7 v 7 X8 &7e, Iuh~A
AT E ORI R S T, BRI Tl 2 BIORETE RS CEZEIC
HRREE DJIEMHIIIRIE, FRBICBI 2E 2, fEEROLM, BEOZENE &K O
DT RGS, BRE RS TTIE 1 BTS2 IR, A SRR O A K OB O ZEE R
DOz, ABEEREATH CIT AT IO b o Tz,

@ HRMIRICx T BRI AR

AARAGHEYYX (B, 1108 OLRZUHEEE LTI a~1 0.1 g ZHERE
L. AIRITEAESTRE Lo, 7ILARGEEE, 4 B2Vt (5142 20~30 #. ik
T 1M &L, SR, IR L OB W TR % 24 FEEIN G 7 H £ THRIRMIIZ
BT 5L L b, RIRBIZEOERZ b &R 21T/ o 72, £72. 7 B BBIZ#%,
P AL DU TR BRI RS & J20iE L 7=,

WHRAIBIZE Tld, REEEF OAREDOIZIE 2B THREERIZIE 5 IR 24 Bifil~4 B £ T
BB, 9B 4FITIRIERE% 14 BRERAF LZ, 720 18I CIRABEOZ2H K O O 1
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NSO BNz, MDE IR, FEIECIRRAR, A OIA 7 B #% LRI T
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 VW0 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

#1383 S~ A T UDOKFEIZKT 5 MIC

s/ BEMIEE (ug/mL)
E4 M Mirosamicin
MICso 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
Peptococcus species . 30 3 <0.06~32
| Peptostreptococcus species

Prevotella species 20 0.12 =0.06~0.5
Lactobacillus species 30 16 1~32
Propionibacterium species 30 32 16~64

P SNTZWERED 9 B e HIKV MICso 234 STV 5 DX Bifidobacterium species
KON Eubacterium species T=0.06 pg/mL T& D, MICecalc5/Z 0.000981 mg/mL T&H -
7o

(&)

A TIEME D & 2 e b BHED & % J& D -2 MIC50 @ 90%[E RS D T RRAE
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I. BEnEREh

1. SHFEMNEZEIZONT

(1) BERSHRER

AR OWT, Ty &MV 28 HEI&R O 6 » H A a a5k 32k
IANTEY  HEREE & ITAREIEININE], B e' i X O A MEROR ED B S 20
B & o Tplias w2 R 3T IERRD B vZe o 7, e bV NOAEL (3 6 » A [Mdiats
MR T BV 1ET »~ b D 436 mg/kg KE/H TH 7=,

(2) HEEHRLESMHHER
2 HARETHEAER & D\ FAEYRAT M OMERATI, 8 PE ) M O LI # G-3BR 0 0 B L 72
Ehi SN-RBRIL T v N OSBEEMERGRBR L O X oaERR Ch -T2, =
U5 OFRERIZIB W CTRIEM) KON Fi B O AFHREIZ 3T 5 AL ITRRD HivT,
& HIKWNOAEL X T v b OB R G55k O-REM 235 1T D BT E DR & OHERR
WIZB T AIREEAEIZFESV V2 40 mg/kg KE/H TH o 7=,

(3) BEEEE ENAMRER

BWEEERBRIC OV T, MEZ AV 5 Ames BRIV b 2R L=y, Yufm
HREERBR CIIGMEOR R TCh o7, —J7. IRAEHETH S 2,000 mgkg % 2 HRIZHO
DREOEE Lz CD-1 ~ 7 AW/ MERBRCIIRMOR R Ch o7, £, MEVENH
Ho/NERBIZB O T HRMEORENRE SN TR Y, in vitro THR.OITZYEIRETE O
BRDAEMRNTE Z 2 AREMHEIZIER IRV b LB 2 b, Lo T, Irt~vlv
NIERIZ L - TREERIE & 22 2 BIEmEII Vb D EE X HND,

@M EE R R K O 08 AMERRBRI T 30 ST, EMEAIC LV EIC16ER~ 7 1
T4 RRVUVEME CTH D XA a s DI >z AW TR BN AR TH D Z &0
RSN TS, £, AFIDT v b~D6s A BIERGAZITH B 2 E v O
HEAE N 2 RS 5 B RO BN IS S TR,

bz tint, Sar~a v o NEBmERNAMYE TH 5l iettiflun & 2 5
b,

(4) SHEFHTEEDIY FRSA 2 MZDOWVT

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

W SN TV DR ONT-FERBRIZIB N T, b IRW & THREE R 5 08D
bNIZEBZONDFEFIL. 7 v b OSBRI GHER THE 572 NOAEL 40 mg/kg
KEH/H Th -T2, 2 HAVBFERBRIISEN SN TWRW, T v F OB IS G-3RI
B TRATEHEITRED N TE 6T D7 < L bR A O F, REW O 4506121 328N X
D HALTURUY,

7k, AR OV TR IRV B TR ER G- ORENRRO bl B %
OIDLIEEEIL. 7 v FD 6 » AMiiaMEERERICIIT 5 NOAEL 436 mg/kg {AH/H T
Y. ZOMEIET v OB G-RER TS 572 NOAEL @ 10 f5U ETh -7z,

21



F7z. 28 HHKL T 6  H R aMEmMmR T5 b 7o m g8 R & 7281370 < 51
FER SN2 Z LI K Vm SN T3 A 53 . NOAEL | ?bj(é“ IRFELIRIN DT,
6 » H £ TORBCHIE SN EIEITEE TH Y | L RIBSEIEITRRD b o T,
DT END I‘i'@%‘fﬁiﬁ%ﬁ&i%ﬁ@éhftib VRS, FRRMEREERER DL E O EMER )
n‘b?sf)EﬂéT PEIAR W EHERI S D 7o A5 AR O R FLITBR 5 TV 2 23,
ZOoOAMEMERER I W TR E X imﬁzz%ﬁﬁf\@%ﬂ%mm LTV RWNWZ &
D AEFEREIC KT U TRt e A ST ARt R VN e B b D,

b IKVNOAELI i””“ﬂﬁ/ﬁkﬂ;ﬁﬁﬁﬁt%@ft%ﬁ b6, ADI ZiETd D78
~ DFFE TR GRERONOAEL 40 mg/kg RE/H 25T 2008 EE THD & %z %
o,

2. WMEPFEHEZEIZONT

A FHIEENZ SN TIE, VICH A KT A AZHES S HICRE LT 9 12 E Dt
PRI, SRR 18 HEER M A SR A THE @i ABTE MW E O A
NHEELNTEY ., ZOMENSIAEYFHADI Z2H T 52 LN TE 5,

MICealc (Z 0.000981 mg/mL., FHEE A FEz S 4025 IO PRMEER I I CTHE G-
% 96 Bl £ COHR G REITHT D IRFTOPEIEED 15% Th - 72 2 & 2RI 85%. HEIEH
) 220g, & MAHE 60kg A L. VICH OEHRIZ LY

ADI (mg/kg A5/ )= 0.000981 (mg/mL) *1 x 220 *2
(1-0.15)3x 60 *4
EERMENT,
*1: RBRIKITTE D & 2 fic b BE O & 2 8 D) MICso D 90%(FFERR R O T RRE
*2 1 fEBNEY(R)
*3 R L LTSI RI R R (RICH T 2% N 5B R 58 ot 2 Rt o
PEMEERED 15% DHEILZ & &ITHEE L7z,)

*4: b MKHE (kg)

=0.00423 mg/kg A/ H

3. —HENSAE (ADD) OREIZDWT

SueYvA Al ONTE, BIREERDNAMEME TlEWnWeEEZONDZ LD
ADI #RET D Z ENARETH D,

FMEFIRBRICB O TE LN BV NOAEL 1%, 7 v MIBIT DB OETERK
5RO 40 mg/kg RE/H ThH -T2, ZOHENS ADI Z5%ET DIZdH Tz > Tl
FEZE 10, fEAZE 10, T—F REIZ X 2B 10 DZ2445%7 1,000 2558 L. #Esm
ADI 1% 0.04 mg/kg (KHH/H LB X HiLD,

—J7 . WAEMFMADI 130.004 mg/kgRH/H LR E X, #EFAIADI (0.04mglkg
KE/H) L HIEVVETH D Z ENBADI 2% ET D12 7=-> Tid. 0.004 mgkg &
B/ HERET D &Y & <,
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4. BREEZEFHMEICDOULNT
PLEXv, Sut<A 2 ORMMEREEIMRICOWTIL, ADI & L TKROEZEH
THZENEY EEBZ BN,
TrY~Ar  0.004 mg/kg (KE/H

BFBRICOV T, SRS R A & 2 EE Y O R L AAT 5 BRICHERT 5 2 &
LY,
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<Hl# 1 BYRAEERORE- RE>

=2 fif Fx 5@ RO E fif AR 1 A
Snt~A T UEAER | K 1Ha&bf%ﬁﬂgét ERICHT 570l k

kGy &3 2 B BRI

D 4mg (Hfl) LLFO&E%
@ﬂ &LT%D&@?%
N

B D17 A

7 (PEINFS 2 B
<o)

fikl 1t 24720 100g (F74h)
PITOEZREL GRAOKE
THI L,

BHICHT D720 L
e D15 A

HOIEH

THELLTADIZLDE
B4 144720 Thmg (]
i) LA FOEZEEHIIRT
T250g L Li=boafkn
BeHETHZ L,

BRI 21354
K O DO FE D
A FERT 14 AR

Nl RS R - =%
%4y &3 B EOKERINA

1 HE & U TIRE 1kg H7=
Y 4mg (i) LT O=E%
HOKITER/ L TR O 54
HZ L,

BRI D720 L
LR 7 A

7 (PEINFS 2 bR
<o)

ok 1L 24720 100mg (7
i) LA TFDOEZED L TR
AG45Z L,

BHICHS D70 E
I HETT HIA
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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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<>

1 B, IIWEOSIRHENE (HF 34 FEARERE 370 ) O—ZET 514 (OF
A% 17 4E 11 H 29 BAAfF, Rk 17 4EEAE 53 SR 499 &)

2 IR ZJERERE A SAE, S ~A LU BN &ETAROERA] (w4 T T
¥ 100) OHIEEELS5, FHNEE

3 I RS, S v~ A Y U 2AS & TROERA (A FF7 v
£ 100) OHIEERL 6, tENEE

4 JIiF = JEREEE S, B AERLALEAGRHGEE ~A 7T B 100 IRAHE
BF10-2 ; VIT4A ORRIZE T D 0Am a0k, fENEER

5 IR = JEREE A4, B AERLALEAGERGEE ~A 77 B0 100 WA
£ 10-1 ; VI14A OIKIZE T DI OSSR, +EPNE R

6 I =JERESERRA S, BRI O FRREIfR D 5 R in iR M B3 2 4l
BEE (AOIXHHTETY) OfidEE T-11, MRMOKIZEIT 2 AERNREHR
5% (HPLC %), fEN&E

7 G S ERSEE S, B ER S ORI R D A A R A B3 A Al
JEEE (BOIXBHATET V) OfiEEE 1-12, VIG-30L O O#5IZBIT DD
FPRYEI (BRI RBR, FENEE

8 I =JERRpR S, B EIR L O FFEIR D 5 & L R A B3 D Al
JEE (BOIXHEHT BT V) Off/eErt -4, MCM OBIZE 1T 2 AERNARHRER

(HPLC {£), ttN&EE

9 JIFy = JERERRRAS T, B R RIS O FFEEI R0 5 & IR AR HnI B3 D 4l
JEE (BOIXEHTET V) OffEER 11-5, MCM Oft 0 #51281) 2 O R
EAYYEH (E) 38R, tENER

10 )i =@t BT ESR L O FRA R D A S e SR Z B9 B 4l
REE (BOIXHHTET V) Offidgr -7, MCM Of% 1 #51281) 2 O R
B (B Bk, FENER

11 )1y =JERR At B ER G ELERRRRGEE A 778 100 8%
£H11 ; VIT4A OKIZEBIT 2758 H#E (20 2), &R

12 )1y —JERSERMA S, B ERGREAGERREE ~A 77 eu 3 100 USsHE
¥l 13-1 ; VIT4A OJKIC I DFEMERER, HNEE

13 )IIfF =JERSRIR S, B AR RLEAGE GG E ~ A 77 B E 100 &
B 13-2 ; VIT4A ORRIZE T DI, fENEE

14 —JEREEEASH, SWHERGLIEARREE AOXbHATET Y &R
13 ; XO14F OHEHICBIT Db Aok (1), gk

15 )1y =JERR A, B ER G ELERRRRGEE A 778 100 8%
£ 3 Ex REMS, Miporamicin K OE DLy, (Rio~o A, F v MZRIT
%2R, THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

16 )1y —JERSERMA S, B ERGEOEAGERREE ~A/ 7780 100 25
B4 RIUEET 5, Miporamicin @7 v MIEIT 5 28 HMIREER G- 2t maklR,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

17 )iy =JERER A, B ER G ELERGERGEE ~ A 778Uk 100 8%
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Bt 5 AR5, Miporamicin @7 v MIIIT 5 6 » HFIRATR G187,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

18 JIify = JEREREA AL, B RS AREGEE ~( 77 100 254
EE6 ; LS, Miporamicin D7 v MIBIT DIFOLFE AN 545, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

19 IIfF =JERSRR S, B HEENRLEAGERGEE ~ 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; = JEREEEA S, S HAERLEAGRHGEE ~A/ 7T B 9E 100 5%
¥l 8 ; B S, Miporamicin D48 RJFMEAER, THE JAPANESE JOURNAL OF
ANTIBIOTICS, 1989

21 IR = JERERRE A SAE, S v ~A v BHES & T AROERA] (w4 7T
¥ 100) OHIEEEF4, FHNEE

22 JIiF; = JERSER S, B AR BLEAGRAGEE ~ A I B E 100 258G
£t 9 ; HEPIES] S, Miporamicin OFUFRIMEM O JERUWEMER, THE JAPANESE
JOURNAL OF ANTIBIOTICS, 1989

23 I = JEREER S, A ERLEAGRHGEE ~A/ 7T B 0E 100 5%
Bt 10 ;5 /MR 5, Miporamicin O RENME 7 W% 2 W7o R fili ek, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

24 FWEEFRER, 18 FFERWLZ MR ATE | BT E DA
A OW T DA, 2007
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