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B8

w774 FRAEMETHD T3 o= (CAS No.73684-69-2) | 12T,
FHRHEES EMMAEEREEERERORMERNS) » AV TARBERSEIG =
L,

M B L7 BRI, (APNBIEE (T v b BRRUE) . BE (BROIEHLD) .
SR (FUARVT v N EREEE (T M), EREBEEM (T NERYEF),
BIEFEER USRI T A B ERBRETH B,

RROGRNPD, It~ VB ECLARET, RERNIE, PEEEOET,
HED WBC DIEER EThotz, | _

EBEBERBRR VRS AERBRIIER S TS, EMEAICL YT 16 BB~
RIA RREEMETHDZA 0O >EEEZ AV RS VERBRITRMthE D L
PHERRSNTEY., e, FEOT v b~D 6 » AREIZRBWTHE L R MHIEEEE
WM 2 R T AN FEMNEEIIE LN TWRNW T E EUEEEMRBROER. It
A VUBRERIC L o THERIEE R2EEEMERERVI L0vD, BESHREBR R U
BAERRERNTL— REEGFERE (ADD) ORERNFRETH L LEZ bR,

EEERROEREEEIMMERROR/MER, T v FOREERHRERBRILED
N EFNE4 mgkgFE/H Th oo, ARBEEMRROF - RNARS5THB b
BHEERRR RS AMRBRN 2N & 2E 2 T, 255 1,000 258A8 LSt
89 ADI 1% 0.04 mglkg AH/B CTh oz, —7F. MAEMSEM ADI X, VICH o H=Ic i
3T 0.004 mglkg BRE/H EBRE LR,

PUEIZXY I u<a o OoRMBREEEFHIC VT, ADI & LT 0.004 mgkg
EE/AZRE L



I FHEANRBDBEEROBE

1.
Bl
2. HRRSO—HA

e Sl

4 Mirosamicin

3. %%
IUPAC ' - ' '
¥4 : (1R,28,3R,6E,85,95,108,12R,14E, 16R)-9-[(28,3R,4S,6R)-4-dimethylam-ino-
- 3'hydroxy-6-methyloxan-2-ylloxy-3-ethyl-2-hydroxy-2-[[(2R,3R,4R,5R,6R)-5
-hydroxy-3,4-dimethoxy-6-methyloxan-2-ylloxymethyll-8,10,12-trimethyl-4,
17-dioxabicyclo[14.1.0lheptadeca-6,14-diene-5,13-dione

CAS (N0.73684-69-2)

4. HFR
Ca7Hg1NO13

5. 9FE
' 727.89

6. HHER

7. BROER . : : :
Tudwd RS T LENE, —HOS T ABREBRUVA a7 A/ L TH
BARETA~I T4 REFAEWETH D, Iuthel v OARERGZ—RE
(Japanese Accepted Names for Pharmaceuticals) X, 44, IRT <A LV EED
b= (1986 &), Tk, EEN—R4# (International Nonproprietary Name)



BIafwf P bREEN (19894) Z L %%1T, 1990 i u¥< A Lok
Bl
1978 4RI Micromonospora griseorubida sp. nov.O¥FEABE NS, w7054 N
NEMETHD IV~ VVBERRER SN, Z0hhbTERRSTHE 16 BEOD
YAV ERRET AL k., BAEERS F LTOERNES
Shiz, Imdhed v, 1988 4 3 HICBOFERSMEY A 275 X Bk UMt
2 V=V ORRE ETERHRINAD & LTHRREIh, 0%, BROMERARO~A 27
T AR OIEFE FRHRIAD RUOBITL07 2 U HEEREOTIE (EEm
) & LTHERBEN. S, FHlRO~A 275 X< ifidk% EINE & 35 Bt &
LTOERHEEPR2ENTWS, BB, SAETIoy<A Uil NABERE LT
DERIXARW,

WEHRITOW T, K ERHRIAD 1, AR 2720l 28+ 2817 AR,
= (EEIAD) IRAICET 27201 e BT 5815 BRI, H2i5h EEENAD 14
AFCH 5, | |

BB, AT 47 VX MIEBACMES BEEEEINARESh TV A,

I REHICRIBZBROBE
1. (REIRE (IR - 4345 - 1R - Heil)
(1) EPBESR Sy R)
@ mFPBRERVHEAEE (2R 2) '

Wistar %7 > b (8 1 ikn, M, 85 ITE) I m¥~A 0 30 U 60 mg (i) /ke
ARELBEERRHEOZE L, #5304, 1, 2, 4, 6. 8 RIR10 B0 fiE e
WEMFHEELETEAE SN TV, HEMFEFREICOVTIE., 30 mg (Ol /ke
R ERSHET 2 BRI 0.53 ug/m &72Y ., 8 BEHEICIMIRA (0.05 pg (F14E)
fmL) i & o7, 60 mg (i) kg AERGEETIX, 2 BFHIZIZ 22 0gmL 720,
5 10 FREFEIHITIE 0.11 pe/mL BRI, EYERE T A —F —TX, 30 X160
mg (Hfl) /kg FEREHTENLTH Twetd 1.42 XUV 1.28 ., Ke (HISEETEE)
1% 0.49 R U054 hrl, AUC X 2.01 R116.85 pg-hr/ mL Th Y, MEIEEICREGEIC
L BEIIFED bR odz,

@ o (B>v b)) (BE3)

Wistar 27 > & (128, . 15 LAH 2Ivod<A 20 R 30 mg (F3ff)
kg FEZHEERRREOZE L, 85 1 BEHRICRT 288 6, L. . T,
T, JEdE. FEE. oNBEE, BERG. B, PR, FERCMIE) OENLSHRBMEDT
REBETHALBN TS, S ud<f iy bOERNIZELS %L, 20 RO 30
mg (71fl) kg FEZEHL I (F4FH 0.64 KU 2.05 pglg) . Al (1.52 R}
4.21 pgle) . Bhg (0.99 RN 2.75 uglg) R UM (0.75 XU 1.68 uglg) Tixmig (0.11
ETY0.30 pg/ml) & HE_TRBEOSHHBRD b, BESfkomWENchr L

Uk 17 SEEASEE SRS 499 BT Lo TEHEICED b 2 S uEE

7



MR E T,

(2) FpIEAR &K

D a9%

(BH4) _
LWD f8iR (423 » Ak, M: 658, 28 35 I nd< L8R5 3 oy
wA T LT bmg (M) /kg REX BEERSHMNEE L, EREICAEH OS5I

WURRI STV S, (AEMFEERRE)

| REERATROERIIE 1D RY Thd, Il 3B E 30 5SRO 1 R
BILGHE OB TR SN, 185 4 %)

BRED BN,

#.1 SHEHAICREITS Int~vs U ORBNTEIEE n=3

CRBWTHEDZ R < Sk

ERAAERNE FREPEE (ue(hil)/e(ml))
#5065 IFEE 5 1 PSR B5 4 Wi
iiiky 1.2 1.0 0.21
A 0.39 0.40 0.10
BERA 0.08 0.10 <0.05
T 3.3 4.5 0.87
Bl 7.6 9.8 4.2
/NG 2.2 1.8 0.28
fii 2.0 2.3 1.3
Refi 4.3 4.4 1.5
BEH- 225 263 71
e p A ) 285 153 28
RiDfEHA 84 28 1.8
FRHEBR : 0.05 pe(FE)g(ml)
@ WNEUVEH (2Hb) :

LWD &K (i3 » A, =8, 35) CInd~vA L VESEI el b
LT bmg (Fifl) /kg EEZHEEHFRMNRES L, REERCMmE REFH, #5304,
1, 2, 4, 8, 12 kU 12 BFfElfR) . ERUVIR (BE5eTH ~HFS5Em. &£5% 0~4, 4~8
Befd, 8~12 FFfE], 12~24 BF[E. 48~72 RO 72~96 ) #ERLTI e/ vd
I B ORI Z DWW TRET S W3, (eSS EERR) |

RINFREROERIL, R2ODEBY Thotr, Int~A o oMmifEhEEIHRESRE
HIZER L, W AUCT 2.43 ug (J3l) - B5fl/g. 18 Comex 13 1.1 g (i) /g,
BTl 1.4 TH -7, |

=2 BEEFANRSHR O METRE

MmEEFEE (Llug JHE) /&) n=3
5 HRRREME  (FFRHED) AUGY | Cpax™ | Twe™
B GRT 0.5 1 2 4 8 12
<0.05 | 0.98 0.51 0.22 005 | <005 | 243 1.1 | 14

0.96



BT : *[ug () - F¥fll/gl. **[ug OO /gl ***[EA).  MRHEF : 0.05 pg(H /L

EP~DOFEIL, 5% 0~4 R DRO B, H57% 12~24 B £ 7713 94~48 1%
FI TSR AR Lic g, B3R LS, 54 72~96 BRI T bk aye
g3, RP~OHET, B5% 0~4 BEICREHEEL R UR%E, 28Iz b L
B, 5 72~96 BFRICR W T HEREEIE S s, #4514 96 FEREILIN OB SR
IO PR ERIT, B 6.8%. RY 12.5%. FERT 194% Th o7, (F3)

K3 HEFANESE 96 RRUAOSEER OHRE (REYFNEERE) =3

. fephltE (mgChff) | H5E (meChil) | @ HEEIH APEER%)
# 17.8 260 6.8
R 32.5 260 12.5
IR 504 260 19.4

RRHHBRA : 0.05 pg(hifiyg(mL)

® ftH (S®e)

WL R (FER 20kg, 550 I oy <1 30mg (Ffl) /kg KE % BERRS]
BROFEEL, &5 2EEEOEBETO I o< A S EUREW OERILERIC SV TR
&hi, (HPLCE)

RECABEOHERIIME, BiR. B TEh ST 73%, 72%. 75% & BV HET
FHEL TV, BB RUWFIES Crii 22 54%, 59% & Lo#E#R & MRt
BCHoTr,

. KB A @N-FAF LI ud<s ) RMEPIE 17%. fHic 1%, Big
IZ 10%, FHIRUZ 19%, JBH- I 84% & VAL TR s iz, (3 D (10,11
Tk FuInted V) BT 6% SNl FOMOBEB T T Tho
7o THBOZ MG, IrYof URFIRHRTCRHENS LHEESh, T/
MIRE A THBHEEZLNE, (3 4)

#.4 B 2EBBOEENTO I B VVRCREMOFHSERESE (%)  n=5

BE&E | e InPof v Raty ERER)
20 o, w9 - | fEAQeY), {SBOWY. ASIDL0)
—— FEERC), (&G0, Znitids)
vk - s FEHaABLD, {BC5D. FEIADILD.
. HEHIEFOD. {S#GALY. 2050

e 539 {EEAG90), {EHBOG.D. FEIDE0).
FBEFLY, {EGLI). ZoihBe)

- 73 {RHAGS, REMIBOAD). HEIDES),
EPEFOD), EHG0S. Zofhos)

it _ R@AUILY, AEMBCGO. (DI,
FEEFG). 8GO0, Zites)

— B PR ENT Y—/EER 0 LTEH L,



KA A - N-FTAFAI gl

R B : 80T AFNIdY=Ay

R C: 2-0-FAFLI Y~y

RFH D 10,11 FeIadtes v

@B E : 37-0-T AFN-10,11-Pk FuIohes v
K@M F : 2-0-FAFN-10,11-VE FuIpg=wa v
KEH G : 3"N-AFPA FIngwaiy

@ ¥ B

K (AE 204kefA, 2 » Ah, HESHR) W Iy~ Y 30mg (Fff) /kg hE
ZHEEBHEREARES L. BEHORERVR (%54 0~4, 4~8, 8~12, 12~24, 24~48.
48~72 U 72~96 i) 2L T I <A S otz S TSt S i,
WAEYFRERRIBIT 2ETOHRERT, 5% 24~48 FER 7.0% L b %< .
P 514 96 FEfE 0 BERPEIERIX 11.4% Th o7, T, REPOIEESRITIZ 5% 12 BEO
SRMIEERD 13.1%TH Y . TOROETHLTHIT, B5% 96 ¥ 0 REHEEE
15.3% Th o7, :

HPLC R B1T A RO RAREHEIRIT, 5% 12 B2 6.0% ThH Y . TOROE
P3N, &5%48%@(79%(&010&5%48%%%%@%%&%@@&
Reg& ootz

#.5 HEREOHREE 96 RO AN ERUHE (EDSHNERE) n=3

g s SRR BeE5EiR 2R
(mg C3I)/ERD (mg 7)) (%)
% 610 68.7 11.4
7 610 934 15.3

(3) EpaER &)
D K ¥

o (IaAd 77—, 3 TE) 2BVWTI w*)"?/r U OHEAREHREORE (20 mgke
KE) FEBRMBEME S, BENCENIIRT 88T 0 I nd <A LU RUEIIC -
WTRE STV 5, | ‘

HPLCHEI L VHIELEERIZFR 6 DL RBY Tha, HIE LEEERICBWTTIRT
OB TI oA VUBRERDE LTHEELEYN, g BHFTcIoyes I vg
FRERLEEDH 50% CIEVVME Th o7z, Fiz. REMWIRS R84 A 28 14.3~17.8%
EUOMGEM D 75311.0~14.0%., JEH R CraEm A 25 25.6~30.7% DML TEEL T
Ay il %nu%iwﬁn%bfm&mﬁfﬁﬁ%# ISz Ebotc,

#.6 BOEFATOI u%v4//&0ﬁm%®$ﬂﬁmm4(% =3

BEE | B | fuvwLry praclesp G )
(mglke &E) BOMRE* 2 4 8 8

ey 80.0 81.8 82.5 77.8

10



L | RS A 10.1 4.1 5.0 5.9
miE | K B 0.5 1.0 0.7 1.0
&Y C 2.2 4.7 3.2 3.7
R D 2.4 3.3 3.3 3.6
Tod=wA v 46.6 45.4 53.4 46.7
KE A 30.1 30.7 25.6 28.8
20 B | @ B 1.9 2.5 2.3 8.1
R C 3.2 4.4 3.3 4.4

{5 D 2.3 3.0 3.7 2.8
B Ees 50.7 51.5 53.5 53.2
REW A 15.9 14.3 17.0 17.8
i | i B 19 1.0 0.7 0.2
R C 2.6 1.5 34 3.2
R D 14.0 11.3 - 118 11.0
Iad=d v 67.7 69.4 67.2 70.8
Rt A 7.3 6.3 70 5.0
R | /5B 0.9 0.7 08 0.6
& C 3.3 7.1 6.3 6.0
R D 7.5 76 8.6 7.8

¥ ARROERESHOT—SEF Y, MK, BiRE FROBERERLE,
e i RE B ROREMS F. 8 G. FotoT—2F 0, WTh b B iahot,
R A - N-FAFLIne s
BB : 8-0-FAFAVInY< AL
REMHC: 2-0FAFAIntvws v
RS D: 10,11-Pk RerIadvs v
REMWE: 3"-0-FAFA-10,11- Pk FuIagesf v
KRB F : 20-FT AFA-10,11-P FuIndvsf v
& G : - N-AFYA FInges v

@ Bt (ERES) (B9 4
B (FaAdT— T—R——p—, 0B, . OV FAVTIoYeA
VEIF|OHEEREFIRD (I ud~A e LT 10 BT 20 mg(CHl) ke 55 #5 1.
RENICERIESWAERL T a¥<A ot oW TR S iz,
WAEMFNERBICIY Indl/ PV BERRELERBRIEIR T 0B ThHA,
10 X} 20 mg (Uil ’kg BERERICRBIT A% 5.% 24 FROER P O L RETE RS
BENEN 197 R 22.9% Tho T, ‘ .

R ERESYTEHREIREE (%)  BEH¥OEEE)  n=9

w5 REIEAFR (R
(mg(H kg 55 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 72 |- 110 15.3 17.5 19.4 22.9

11



@ Bt (R (B 10)

3 (BRONER, #9060 Eip. 50, ATAIFIZARMOICERE) LI nd<q L tlke s
EFRHIRED (Trd<A & LT 10 mg(hil) /kg (KE) B51L. BEMICELRS
BAIZHER LTI nt=a Y0P D TRIF STV S, (@3- R  SEmSnE
&7k, R : HPLC #)

BRORFOI o< L VBERZRELEERITIR 8. 9 0EBY Tha, 1514
24 R D I m Y~ A o OERICBIT D BEIERIT 11.1% Thotr, £, RHOR
TEPRERIIMAEY FNERIE T 5.1%, HPLCET4.9% Chotr,

&8 ERFEHREBIREE (%) (BEDEEEER) b

ot ®EE RRRRFR  (FFRE) "
(mg(F1 kg (55D 4 8 12 24
o 10 2.5 3.8 4.4 5.1
#= 3.7 8.0 9.5 11.1
#=9 RPORFEHEME (%) (HPLCHE) n=b
Y wREE | FRIRREE] (FFRE)
(mg(Hil)ke KE) 4 8 12 24
TR 10 2.8 4.1 44 4.9
2. REER

(1) BRB/EER (B © BR1D

LWD fEK (58~64 B#s, M, 1I8EE/ED KInY <A 5 RUN10 mg (Hflf) /kg
18 1E., 3 HEFAENEE L, &REE 15, 20, 23, 25, 28 RN 30 B4 DE 6
RERIC Y. B, TR, B, /MG, BB, SRR, SN ARG
R EE 2 MEHFREERETAE L, WThoRErsnTh, S80I oy
A VURHIRA (0.05 ug (1) /g) RETH-7z, '

(2) RERAB (B @ BR12

RO (B, 52 5 A 2BV TARHIO 1 B 13 3 HEERFANRE

(IrPwa e LT, 0, BERETER 5 mgOUfl) kg RTF 10 mg (1) kg, # %
BTEED 25K : 20 mg(F1ff) /kg) BEAVBERINT, EREFOHERBEIITNT
L1, 18, 18, 24 EHTH -7, FHREDITRREFN) (RIS 5. 15, 20, 25, 30, 35,
60.90 BEE) IZHRBR O I nd <A v OBEMEIZWT Micrococcus Tuteus ATCC9341
PREE & TAREVENEEER L VRN I, |

FEFOFANRE R BRI, %58 L bICEREMGRE >TE. BiE.
MR > ITE, B, BN, ESEMEEHADIETH o, b mg(hil)kg #EFHTIL,
RS 15 HEIC 3 Bl 2 FIOBEHENIHA TREER (0.05 ngUili)g) %b3hic
EE-T (0.05 XY 0.07 ug i) fg) Wimhd, Bf&iRs 20 AR ICITEFMRRHBRE
W& irofz, Fiz, 10 mg (1) kg H5F R 20 mg (J1ff) kg 5 TITENEhE
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5 25 H R 30 A 2FXRHERER L 7o o s,

(3) BEEE B @ E13)

LWD %OfR (EBHE. 2 7 A 2BV, A8# 0 1 5 1H 3 BEESSENEE

(RuPes e LT, 0. HHE 5 mgUhfl) kg, 2R : 10 mg(Fl) /ke) B
BRI NI, FREFOUERREITATH 1, 15, 18 EThH o7, BRI (R
55, 15, 20, 25, 28, 30 A%) ITHEBNO I nd =1 L OBEMEICOWT (2) &
FHSR O FHIERIE TR & iz, _

FREFNOFHANES I BT ZREHRIL 5 meg () kg 5 GRS B A >
ATiE. B, /NG, EREMHA>ME. BN, BIFOIET, 10 mg (i) /keg BE5RET
VIERTERALAR A > BT, BhR. AN, SEFERALELAS A > iE, 5. JERDIETH 57,
5 mg (Fff) /kg |EFETIE, HMIRE 15 BRI SHIF 141 (0.06 pg(Fifl) /kg) %<
SRR (0.06 ng () /g(ml)) FFEERY, 0 1HRU 10 mg () ke 12
EROLHFRMERG 20 ARITRHERARE L 2o,

(4) FBEADOROBRBAR (B8 14)

EEHOED (AT MR, 10 B4 kInd~<svy (0 BAR: 75 mg

Chf) AR/ELRE. 215& : 150 mg (fl) ABR/MEE) %&ie~—X NREFSE 7 B &
TG L, BEAIEOGERERKRT 3, 7, 10, 14 XU 21 B0 6 BREEBIT 314
PIRE L IRAEMENEERLETHIE Uiz, 7238, 150 mg BEHTIL 1 BE TOLEKE
A 10 BRIZEERAL LOZAE (0.076 pg (Fl) /g) AW b, T 0R
FETRRGFHRZE LT, WTHOBREHIIRBWTH I vt~ 4t Enidso
71 (EEMRF : 0.05 pg (1) /g, 1 BEOHI nd<A //ﬁaﬁaﬁﬁﬁiut D B

DI, BREERDRP-TZ LILERT 2 B2 b,

it, FIURBRE B2 50080 (WELOIED, I—F VEHE, 10 85 TF-
ek A, XBE. EAE (75 mg, () A8/ESR) BEBREU2EE (150 mg (F
) RE/RE) BEBEOTRTORBICENT, 2RBHMEEL I bR oFIcI
VoA VU DOBRBIIRD biholz,

3. SERHER (38 15)
ddY e v AR Wistar R7 > b (5 8, VWP b RS 10 LAY I ny <o
VURRA, KTRUBIRNES e, BORETIHASRAAETHLEREEAD LR
F LDso 1M & 12~ 7 X >2,500 mg/kg K8, T v b >2,000 mglkg KETH -7z,
Fho, YUARUT v MEBIZ LDso IR <R F<ROREDIEICEL 29, 11\‘3‘
NOBRERR THHECEZIR D bid o, (% 10)

#£10. InP=AIrBERRLAZTVARUT v D LDso

EhiptE B R LDeo (mgkg (RE) (95%(S1BIEF)
. iz i3
B o >2,500 >2.500
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A B T 596 (554~642) 508 (456~547)
FERA 171 (159~185) 196 (184~210)
# 0O >2,000 >2,000

7w b E T 527 (499~557) 461 (441~482)
FRA 243 (236~251) 250 (243~258)

—IREOZEERERBE T, ~ VARV v M & bIISEREOREL R L, ROR
FTREERO Db oiz, R TFHRECRIF S OMEE, £ THEMN. BE, EE.
MEFERLED 2 530, SRR I BRI & B A i S 3R R A
ROLI, IRV RN BT AL B BEINTVAB I b, BT
BRI B3BREFMNOTIEI vt Lt BETE 50 & BEbh s, BT
BEMAOEIROM., FERINEIRTF T ) —ERRD b, BIRNRE IR EER
FRUFRH LI, FEOUFITIHIESNG, FERME 2 IME L, B, RRERED LR
TR, EHEFI TR Z OBREREIIRO b ehok, B, Iudel L BEIN L 35
FiZPREE, 77/ —F, iz, REEEORICLHOEIERRONE = Lk, I
LSRRI S HEE S vz,

YA U DMEBRS. SRR OREIC SN THRBIREER, Ioy
A DL IEEELWEERBEE T L,

- 4. BEESEEER

(1) 28 HRESHEMHER (Sy b)) (BB 16)

Wistar 527 » b (5~6 i, MEREE 10 IT/EE) % AV 7= 168 (0. 8,200. 8,000. 20,000,
50,000 ppm : & 0, 273, 721, 1,738, 3,405 mg/kg E/H. H#E 0, 288, 773. 1,856,
3,611 mg/kg AE/H) #EIZBIT5 28 AfOES riﬂriﬁ%ﬁm%&b L= BRI
PTFOERY Thote, £, &8 5 LOEERETICE RITTHRERTH 28 ADE
BERERITIRoT, |

HBRHE B THIE D bhedo Tz,

— XA ERRIERBIZR T, 50,000 ppm HEFECHERE L bz 5 6 HE M HHE.
BHETIIHERRD bz, W b RESRPICEERED b,

REZRL T, 20,000ppm B EREORETEEREMITHISR b, 50,000 ppm 52
OWERE THREEZ N DA L2 ERENHHNERD b, $i, SHEERUEKEIC
HIRESRRD bR, b\'@‘h%bk%%ﬁf’aﬁtlﬂ WEHERSRD B, EEIEEO/KE
ETELENoT,

m&%m&ﬁrifmmowm&ﬁﬁmﬁﬁvazHifm&wmmmﬁwﬁﬁ
AF B, BIZVEEIZRV YT WBC OEEDFES bz, RBC, Ht, Hb 0 {&fErE 20,000
ppm BEBOHETH A BN, EERBRTIL. B0 WBC O/ I AZTERBH L
BTN HIEBEHANOELTh o7, - _

MR E{LERIRE TIX, 50,000 ppm REBEDMERETRZ L7 TAT IV EDR R
V784 FOEER  ETREIL S NV a—ADEER T T.Chol ®EERERD b,
20,000 ppm REFITBNTS M) F VT4 NOBESMRET, 747 3 v OEER
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77%'(?%1&5 bz, iz, 3,200ppm Ll EREBOMMET GOT RO V7 F=r OIEE

o) %ntﬁﬁ%‘ﬁﬁﬁuﬂﬂﬁ WEET 2 2L ER D Bntcmoﬁ__ &L RO RBEOE
ﬂ:# HROGEENT 2 BECHAZ LMD BHIC L 3B L IIE R o,
@@ﬁ?%\ﬁﬁ&%m7V7?m/&ﬁ%)ﬁU?§4P@ﬁﬁ\ﬁ?ﬁGGT@ﬁ
EREEFRBD NN, WTNLEET -2 HENOE(LTH Y B85 & ORI
WEEZ LR,

PRAETIL, 50,000 ppm BEFOMHETRE, FrU DA, AU TA, FuS5L R
DIEE, ETEERRICBIT A X VA7 EDRE, ST OB EI 2 a S
ZHAFD b, 20,000ppm UL HREREOERER TR 3,200 ppm BEO—IRTEE S
7uFA R T RITAHBWEA T 7 ADERITONTIE, R UYRES A
FIE~DREPBD DN oTe 2 L BESESES KB LTV A L0 Th < J—‘“E
WERFIC L SRR EOR S ORI EEST AIENNEENTEIC Ly, &
BRI R OERENMERT 2 Z L ICERT 2 2R E L2 bk, if:\ pH 1
FEHEASHED 8,200 ppm LA EREBETR® b 28, Wit b pHT 525 9 DFEFTH Y |
EMENCREL 2B IZEZEL N o T, W BTSRRI EE R 5
i, '

fRERE & Tid, 3,200 ppm ut&@ﬁ?ﬁﬁﬁf%ﬂ%@‘fﬁﬂ LE B2 BRGNS
fE25, 50,000 ppm EFEDOHEHECHFIEE, BIRE OBIROHES - MEEOE[NRZED L
e, [EHERETIL. 3,200 ppm LA R S CRELRBR O EREEOEHENERD b=,
THUMMIEESRD bivie, EROHES - MEEOER{EIL, HEFREIC X5 R
EETHY, EMERELIIZEZ N2,

REMESEARE CIE, WThORTR b 50,000 ppm B 5EEOMERETH B, (RIERE

TIEENIRD L, BB TITEERSERE GHEDOIEITE U v NBIRLEE O U w3
BRI OAMER) 2RO b, BB CIERE RERER R, B oG ER
BREED ) VBB RS, B IR E R IR O AEED b,
FHgR OBROETREBEZORECBVWTERIRD O ho T,
AFBO NOAEL 1%, MEREE & 8,000ppm (EE : 721 mglkg {RE/H, M 773 mg/ke
RE/R) REShT,

(2) 6 Yy AHHENENEAR (Sy M) SR 17

Wistar 527 » b (5~6 iR, MERES 20 VL/EY) 2 v 7o iREE (0 1,280, 3,200, 8,000,
20,000 ppm : B 0, 69. 176. 436, 1,080 mg/kg (K&E/H . H 0, 82, 207. 519, 1,280
mg/kg (FE/B) BHICBIT 5 6 » BEOEAMESURBR CHEL OB RN TO
ERYThotr, i, S5 EOEEHAZFICERITTRSETE 2 »r AREOHELH
EafTlpolz, -

HEBEHIE R THIERED b o Tz,

—RERERREWRE, EEE EARIERYERSICERT 22RO oI
D302 A3, 20,000 ppm B ESFEOMERET ARESEIING & 5V IIDEHET A A b vz,

kB ER P EERL NS UTRL) .
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RFAIRE TIL, 20,000 ppm ESFOHET WBC OIRIER. Mg/l 2ARE T
R E oy DIER A B,

R TIL, 20,000 ppm #=GEEDHERE CREDEAE, %Ti%)?AwﬁW&UF
BEDFHENRD b, 3,200 ppm M - EHOBTERSNEF M Y ARG o
TA ROIEE, e TH 5 BBEDEE, 8,000 ppm Bl 5B OMEETS bk pH
DEF HETOD I T LDBEMEIZONTIE, AR ORI B~ 0 H B
bRl LA LBEEEE RT3 LTl . FAREREIZ L 57}@&1&%
HREORESTFONFRCEET 2 BNEEECTEIC LV . BIBNIOK R UEREIME
W52 LICRRT SRR L2 b, EHEREECH. M PN S EERLRE
Nic. 28, ETIE—EHOEHE! ﬁﬁﬁm R B A, FEFEMEIIED b b
7o .

ISR E R Tl 1,280 ppm DL RSB CHBKEIICE BB - LEBOSENSE
WhTe, EEFETIIMEEL HICEE D 5 VIR bivi, 20,000 ppm B0l

HECHRBRE ROLLEEORERE TG 10%)28, RO CIIBHO L EEDRE,
NG 5%) 235320 bz, S0t - %ii@ﬁﬁi EER ST L 2 ZRaIBE
ThY, SEEELIZIZZ LN T,

IREEERRE T, R ERSICERTAEEIIRD o1,

AFERD NOAEL 13, ##fE L % 8,000 ppm (K : 436 mg/kg {5E/H . ## : 519 mglkg
®&E/H) ¢Exbhi, ‘

5. BHENSBR GRS o
EEBEERRROREBAMRRIIFER S L TR0,

6. EWRESHAS
9 HABFERBRIT R X TV R,

(1) BRROBEWHBESRAE (Sv ) (BHE18)

Wistar 27 v b (12.38#, #f. 25~26 IL/A) & AVW3E&EIRERD (0, 40, 200, 1,000
mgkg FE/H) RECIABRBRICBWNTEDLNZEHFTRIIUTOLRY Thotz,
TR ORET ART BNE 17T BETOM1 B 1 EFTV. 20 BIZEHES v o> 2/3

EHTOE U CGHERPEERL LTRE F) ~0OBEEREL. BY O 1S DIFHR
Ty MIZOWTIH BRI LTHAR (F) ZBELE CHE S, FiBELRE
B 1D 3&E -SB L. %m%nﬁﬁ“bjw%‘%@twmﬁﬁa%ﬁf; 5 & EBHITR
HARRE (F) ~OREZBRELE,

EEW CIIBRmE RS\ X AR THITRD bR oz, —ﬁ%’]?‘cﬁﬁmﬁﬁﬁﬁﬂtﬁ%—
EERLEUHBRFTRICEEISRD bhiahofe, BHEECEERMEERVEKEDE
B EESEEY O 200 mgkg KE/A U EREFICA LN, BHEERUEKEDEE
REEA, WEFO 1,000 mgkg KB/ A B ERTH B,

FJRIRCiE, 200 mgkg AE/BU R EHOBECEEREERERA BRI
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BT Bﬂ’biﬁ?ﬁhoﬁ.o Fi HER T WTINOREEE IC L 5 0OBE835 b+,
AFEREANZ OV TLEFIEIRAD b e o, Fi-, Fzﬂé?)% RS OBEIRED b
IRV fall
AFRBRD NOAEL 12 BB 40 mglkg K5/, 47 C 40 me/ke (KE/A | tljé)’ﬂ'c
i£ 1,000 mgkg E/A LB 2 vk, BEEITIED LR,

(2) EFBHER (VYY) (3819 |
Za—PV—=7 U NRUA MEVYF (46 » A, M 15 LAY %AV V-mEiRO
(0. 50, 100, 200 mg/kg AE/H) 5L ARBICBVTERD b ST R

TOLBY Thole, HRMEOEREIT, HIEG6 BXE 18 B =772\, £4E 29 iz

WELR L TIEREZRE L,
ﬁ@h%@—ﬁﬁ@f; %%Dﬁr“ W@@ RERL, FRETR. REERZHET R R OSSR

E&T i j&’é‘ / plu &7) Bﬂtﬁﬁao 71'\—0 —‘jj‘ ﬁﬁif}\i 200 mg/kg ﬁKE/E{ &L

HEED 4 ] 'C?Eﬁz‘n{»?ﬂ: L. FESEEERORENR LN,

FRYE T, 200 mglkg B8/ B £ SFE CRUIRHEEIE L U B8 ol 8 1o A E{EE

Ko, TOMICERIRD bNizhot,

AABICB 1T 5 NOAEL 13, BB R OWEE & 12 100 me/kg (RE/B L 2 bz,
BRI bhahorz,

7. BiEEERER (38 20)
BEFEICET B8RO in vitro B in vivo RO R £ 11,12 10F & »ir,

F11. invitroRB

e R ME | ER
Ames 5% Sallmonella typhimurium 0.1. 056, 1. 5. 10, (=23
, | TA98, TA100, TA1535. 50. 100, 500
A1537, pg/plate(=S9)!
Escherichia coli WP2 uvrA-
REEEEEBR | Fr{=A -nAP-FiiE3E Don D-6 48 | 50, 100, 200, R 2
i -1 800 pg/mL (-S%16hr | (16hr:200,
B Uf 32hr) 300 pg/mL)
(32hr:200 pg/
ml)
125, 250, 500, 1,000 itk 8
pg/mlL (500 pg/ml)
(+S9;4hr+ 16hr)

1. TA100.TA1535.TA98.TA1537 {22V TiX 0.1, 0.5, 1, 5, 10, 50 ug/plate. WP2 uvrA 12
SUWTHE L, 5, 10, 50, 100, 500 pgfplate, '

2. 32 BEfAAEELD 300 pg/mL TiHBHEMENRZED bRl oTr,

3. 1,000 pg/mL TiioZi 438 ab bileihot,
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#12.  InwvivoitEs

AR KR RE5E - R
NGB ~ U A B 15, 30, 59, 119, 238 mg/kg T

. {RE/H & BEIEENR S
/R CD— 1= U A5 HEHk 2,000 mg/kg KB/ H % 24 & (25
FERT 2 EEn#ES '

ERDOL ST, MEEZAVIEREATERRCIVTRLBREEZRLER, Fva
== ZANA A Z —Jifi#3K Don D-6 Ml % iV - e R B SRR CII B OREECh o,
—7%., RAAETH S 2,000mgkeg % 2 FRICE VR ABE L CD-1 =Y 22 Hu iz
INERBR TR DORER Th oz, Fio, BENBSO/MERBRIZEB N T b RO R A
BESNTEY. in vitro TRONCRGEETOFRINERN CR - 5 Theikiie g
EBwbolE: 5N, _

Feo T, IrPod VUIERIC L o THREBIEE 2 A BESEITRV LD EE2 00
Do '

8. TOfoOEE

(1) hiREHABRE VEEREESR (35 22)

® bhFEERBR (ELEYR)

Hartley RE/NET v I (B 6 IW/E) ZAVHRERBROBRIILTOLEY Tho
Teo BRABIDR 1E, 5 3EEHATES (181 meg BINBIE). TE: 1 metFCAS,
MEE (BBER) : BSA 1 mgtFCAIL X W iTot, BREE10 BRICERLTELN:
Mm% EFE PCA RUSIZHER L. 12 BEIC ASA R0BER T2 -7,

ASARISTiE, Sud<A U BIWRE N FCA FRIB/EHRL bIZT7F 74 53 —fEk
D 6T, R PCA ST, Ird~<A VUBEREII VT bRETH o,
—77. BEGRTHS BSA B CIIBEIRNART T 7 4 5% — Rk R LAeRNEE
L. PCA U Tid BSA BEFEDELENED bk, '

@ hREER (¥9X)

BALB/e = U A (., 6 IWE) AV EHESERROERIILTOEBY Thotr,
BARE 1B, 5 3 BfEMEmN#E (18 1ug/0.5 mL, IE: 100 ng/0.5 mL. ME (S
PEXHEE) : OVA 10 pg/0.5 mL, Wb Alumt&{BA) 1L V1707, HIKEHIE 10 B
WELLT/RONZMEXT v b (SD R, B) 2AVWEEBSERET 74 5%—
(PCA) K fERE L, |

et VUREMEE BV PCA RIS EMBEThH-o7r, —F. BETRTH
% OVA BB CIIERTUEDEENTE D bhir,

3 FREUND'S complete adjuvant: FCA
fKEELT AR =T SN
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Q@ REZBFHEHE (Maximization test, ELEY )

Hartley RENEw b (HE 40 [B/EE) 2BV REREERBROBEIIU TOLRBY T
Holz, HWERIT 2 FHERRE U, [EEI u¥~ 1 O RIERE, I#5T DNCB BERE (5
PERRR) & L7, 1 REEIL, S LICTDEELETLEy FOBEE LEEEI-D
W (85% =4 / —N) +FCA. @FBAEMERE (T ¥ <A : 1%, DNCB: 0.1%)
HEIE, OFBIEHERR (Sny<gy . meNmzozw-HmA%EEﬂﬁ
0.05 mL §ORARE L THTR- 7, 6 A BICESEIIC 10% T w7 U LFRET Y v Ag
'ﬁaévtuv%ﬁﬁb&uﬁﬁ%KVtu/%H%ﬁbﬂw%u_%ﬁﬁ%gﬁﬁ(\
2w 1%, DNCB:0.1%) 02 mL #HERA L C2RBIEL L, &L, 2
WIRAE 14 BERIZ, BB LA IEMERICBEREER L-8BK (IS atvf oy 0~1.0%.
DN&BO~OH®OlmL%%§ﬁ%ﬂ,24ﬁﬁﬁuﬁﬁ%®ﬂ%®€ﬂuomfﬁﬁ

B LT,

~D%v4//ﬁ¢ﬁ1m§%7v»%—§fiﬁb%ﬂ&#oto —JF, BBHERERT
%6DNmBW@ﬁTiﬂ%&@#@%#é%ﬁ&w9&”%&%@7vw#—ﬁﬁﬁﬂ
ok,

(2) BFFWEERER Draize %) (B 23)
® HEEICHT 5— 2Bt
HAHBEYYX (T, 608 OHHMEBEHEL, A~D D410 A, C: BER

. B, D:BERBE) o, SuteA v (0656g05ml) EEEE SIOBELE

HDVIEREREIC 24 FFHBMA L, BATMOFEEE L K, igRUOSE) of
FZOWTEBTME 7T RRBETDH L & bid, 24 RO 72 B ORE R S — RSN A
T ol AREML, FEMFREEIT 2o, iz, 7Eﬁ®ﬁ$%\ﬁﬁ%uirﬁﬁﬁ
PHRERER Lz, WRE LT, AESERE SRS Lz,

v, R EM URE R CIEREREE, BED A\ WVIImERS., BERE
BWTHBRERILHRER NHESRD b, FEEA Ty s A3 20, Sndvdg
VUORTREORESICE I N, FEERENRE TR, 2 fIOoRERECTEREIC
PIEE OREEMAEE. REBICBIT2EE/LHMm, BHeBoft, 2EOERER U
A FRETEERAS, BERRE T 1 Al THRE ISR, #Aﬁwzéﬁu%iwiﬁm
Hohi, FEREREBME CREERE Dok,

@ REEICHT P FHERR

AAHGEYYX (H, 1100 OERZAEEE LTIovS I 01g ZHEERE
L. AIRIGELERE Uk, 7ILEREEEE, 4 L2505 (5% 20~308, #IEK
T 1oHEEE) &L, B IBROABCOWTERESR 24 B0 7 B £ THEIRAIZ
BETHE b, AIRSEOFELAED L ISR M 2T o7, £70. 7T B HEEE,
BREIAIZ OV CIR R AR E e L7z,
- AIRMEE T, REEOAEDIZIZLFA TARESEICESIREDN 24 BE~4 BEE T
Robi, I 4 TIHERER 4 BEBELL, £k, 1fIEEROENEUME DOBE
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EBTED bz, WE TN, BETERER, BEROSWN 7T BERUBEOESRT
bBHONT, FFAOER. REGHTCIII oY v A VUL RE~RE DRSS A
Ehic, —75, TEBBETI, 24 BEBOBEIC BV TAE CRERIREN 1 fIcoLmn
bh, MEECTIRR, BERCSWIEER S LN, 8 BE CIoEisE Lz, iT
FRREIHR LN ok, AT, I oA LU BERREmI S E S ni,
REALRFEIRE T, RIS TREAEAR UL 2 RIS LRED b, &R
TR EROEMRURIEE, EERBORE. MENER RSN, HEciEREs,
RER CHIEES VTN OB~ B ED SV RECED b, —F. R
ABCEIIH BN T, FETORBE /2 BRI LAERD bk,

9. REVMFERNZEICET 2RERR (B 24)

VK 18 FERMELHFRATRE - B AREEDE OMER SR ERE (TR 18
F 9 A~FpK 19 4F 3 AEM) 0BT MERMHERE T2 I ad<A L0l
5X108CFU/spot iZ&t) 2 MIC B3SFANLNTVWD, FEEIZ. F 13RI TN S,

R13 Io¥=A UOREFICHT A MIC

s/ FEHIEEE (ug/ml)
B4 ‘ BRI ~ Mirosamicin
MICsq il

MR _
Escherichia coli 30 32 32~128
Enterococcus species 30 64 2~>128
BRI MEE '
Bacteroides species 30 - 16 1~>128
Fusobacterium species 20 32 16~>128
Bifidobacterium species 30 =0.06 =0.06~32
Fubacterium species 20 =0.06 =0.06~0.25
Clostridium species 30 >128 1~ >128
Pepz:‘ococcus 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

FESNICEED 5 b, & IRV MICs 334 Eh TV % D Bifidobacterium species
K Eubacterium species T=0.06 pg/mL T& Y, MICcalesi 0.000981 mg/mL Tk -

77'-,-
—o

S RBIE T EMOH AR LEED S B B OFER MIC50 @ 90%(EHEIRF O FIRME
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M. BREFEEEEMm

1. SMPREEITONT

(1) EatEis
FEAMEERRICOVWT, Ty MERAWVE 28 ARIRT 6 » AEalSHRR R ER
ShThYy, e bICEERMMmE. BERELE LU ELEROBENELE SN 58
B & D2 S A R T I RIS b e dso 2, B bIEV NOAEL 136 » A i Ats
WRBRTRONHET » P D 436 mglkg (KE/B ThoTz,

(2) &mEELEFEER
2 WARETERER D B W ITSEIRAT R OREIRAIA. Jﬁﬁ%ﬁ&ﬁﬁ?‘#ﬁﬁ&ﬁ%ﬁ%@%ﬂﬁ, EVAR
i S NIcRBRIZ S v P ORBEERIIR SRR Y Y X DT fétﬁ%ﬁ'(%oﬂ_o Z
NEORRITE VT REMWR U FLREW O ATRERIZ A 2 BERRAFTEERD b,
B bIEV NOAELIL T v MEETREIESRROBEIYIC I 5 EERORER ORI
IZBIT S EERMEICESVZ 40 mgkg FE/IR ThoTz, |

(3) EEEEEBHRALRE
BLEERBRIC OV UL MEZ BV 2 ERERERRBR TRV Th bEIEZR LA,
aEEERRTIIBEOER Th ok, —F., RAFAETH S 2,000 mg/kg % 2 BRIz
DEVBRORELEZ CD 1 v U AZAVW/NGRBR IO R ChoT-, . B
NG O/NMERRICBW T RMEDHERPHE INTRY |, in vitro TRLN-LRAEE
HOFBRBEFNTEZ 2FREIFEIBENbO LB bR, Lo T, Ird~
A AREBIZ L o THEBRBE L REEERIT 2V D EEZ HNB,
BEERBE R OENAMRBIIEE I N TR, EMEAIZ LY RIC1I6ER <7 o
T4 FRAENE TH D H A BV OF >R E AV RN VERBRIIRMETH B = L2
FERINTWDB, Fiz, FHIDTZ v b~D6r ARBREICBWTHL N MAEEEE R
HEFEYE R RS T DR EIIR LTV,
UEDZ enb, Tuted VoRBREEERPAMYE CHIFREIRNES LS
nad, '

(4) BHPMHZEOTY FRS Y Mo2VT

Irded VAT OWTH, BEEERPAERE TN L b, ADI OFREITH
EThiEEZLND, ”
|EINTWARLNEEERRICBN T, BRLEVWHAETHBRWEREOEEINED
b EBEZ DN AHREIL. 7y MOFEBRSRSHRCHE O NOAEL 40 mg/kg
KB/ Tholz, 2 HRBEESMHRBIIER STV RV, 7/%@%*%&%353
BRIZ B W TR i@b%ﬂf%&?&&<&%l@%&oFﬁ®%®E% iR
EIIED TRV,

AFSR ﬁ%&ﬂ&ﬁ%_omfﬁ%ﬁwﬁgfﬁ%%gﬁﬁw CERRD SN EEZ
LILBIEEIL, 7 v D6y AHEAEEERRICIIT 5 NOAEL 436 mgkg K&E/H T
HY, _@ﬁi7xb@“*%&%&@ﬁ%f%%hhNaﬁmaHOFuLf&oto
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it:mﬁﬁﬁvsaﬁﬁﬁé@ﬁﬁa%f Bntﬂ%%ﬁgk%&%i&< B 55
FAERINFZZ LIc LRI n-% EERIIRONT NOABL T b K& AT dote,
6y HETORRTEBESN-SHETEETHY ALk FreEImD b ot
ZDOZ &b, BEBERRIIER STy, ﬁé&ﬁ&ﬁ%utwﬂ&%@ﬁ
R BALD ATREMEIME S HERI X h B, F 7 AETER A TR RER O 4 ) MRS TWA DR,
—ODESEEERBRICRO TATERE UINA BT ~DEERIM b TV T -
D, EFERRICH U TR EE JIST RSN e Z2 bhE,
EbBIEVNOAELIIBREH AR ERROERN HELN. ADI 4 B2+ 575 DILEE
ﬁ%%@ﬁﬁmN@ﬂmﬂh%&g@Em%ﬁﬁ?5®#ﬁéf&ék%thé

2. BEDENRBEITONT

BEMFERIREIT OV TIL, BB R CRIEEE b O, in vitro @ MICso D% T Y .
VICH HA RTA NZESSFWCRERZIT O IR DML RS, Tk 18 EEARE
ERARETHE EATEEDEOBENZNFERAE N CEBLRTRY . = OEEH,
A FRI ADI 2EHT 32 LT 3,

MICecale 1Z°0.000981 mg/mL., #ERE SN A3 0EIIFEOIEERRI B THER S
% 96 R TOREEICHT B RPOUEIER 15% CThoTnm & %‘:*ﬂ#@k 85%. FEHBH
¥ 220g, b MEE 60kg &M L. VICH @Séitﬂ‘m_;: D,

0.000981 (mg/ml) *1 X 220 *2
(1-0.15)sx 60 =

ADI (mg/kg A5/ H)=

LEHEInE, '

*1: FBEIIEEO L AR LEREDH 5 B OFEE MICs @ 90%&@5&5‘%@?@@‘

*2 1 FERNEE(R) .

*3: BROAEYL UTAYZMCH AW RE (Hﬂlﬁo’ﬁéﬁm&ﬁ‘?ﬁ%ﬁ'ﬁ#ﬁéﬁlcﬁﬁ“é Ao
PEERIG 15%DEMAE b LiITHE LE,) : |

*4: v MEE (ke)

=0.00423 meg/kg A=/ H

3. —HERSFEE(ADD OREICDONT
TP P ONTIE, BEEERENA é%gfiﬁm&%xané b
ADI RET D ENTRETH 5,

EEZEBRICBWTELNTER DEN NOEAL X, 5y MBI ABEOREE
R ESFEERO 40 mgkg AE/H ThoTz, ZOHREMD ADI 2/ ETAICH - Tl
fEZ= 10, BEE 10, T—FREBIZL BBMD 10 DL 1,000 2 EE L. =220
ADI X 0.04 mgkg BE/B LEX BB,

—77. WEHFHIADI 130.004 meg/keRE/B L BRE S, BEFHADI (0.04mgks
ARE/R) IV HEVETHD Z L2 HADI #RET 3IH-Tid, 0.004 mgkg &
B ERETDZ EAEY LS,
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4. BRBEREESNMI<OLT
LELY . Imd~d v rOoRREFEEENEICOWTIE, ADL ¥ LTROERER
THLEREYREELILNS,
IrheLy 0.004 mg )kg {&&/H

REEICOVTIE, HIHERREBEE X EEREORE L 1T ) BICHERT 5T &
a_a—én ‘
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<F#E1 BMAEERORE - HE>

R

(P )

FER O &

(R ZR I 2R

YL R
53 &5 B RSN

3

1REE UTHE 1kg ¥ic
" 4mg UM) UTOEZ
FPHTIR L TR ARST 5
&,

BHICHET 57Dz

BT HE0T BRE

7 (EIVRE
<o)

fAel 1t %72 v 100g (J34f)
LT DOEFECTEARS
TAHEZE,

AT Dbz

BRI DETS AfE

HoEH

THEE LTAH2EILOE

B 18%720 75mg ()
| AToEZFEHTED

T 250g & L=t o&E&EN
BETHZ L,

BAIEET 53 b &
B OEOMOAEY D

A PR 14 B

oY A L BREL
%4y & B EOKESINA

1H8E UTEE 1kg Y4/
Y dmg (i) LLTOEE
FokicEN L TR OB 5
AT &,

RRICHT A7z e

BRI AE17 BE

% (BB iR
<o)

#UK 1L ¥7-0 100mg (7

i) LITFOEZENL TR

AkE594 5z &,

BHICHT 57-0ic s

FTDETT7 B
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<Flik2 BREESOBHF>

FERR SR
ADI —RERGFARE
ASA EERERET 7 4 T XL —
(Active systemic analysis anaphylaxis)
AUC 1 SRR B iR T R
BSA £¥ET VT2 (Bovine serum albumin)
Crnax e
DNCB 2,4- dinitrochlorobenzene
EMEA BRINEZE ST
GOT INEIVEBAXV ol NT AT I —F
H - |~E/ory (LEeFEE) '
HPLC EEEEs e NS5 70—
Ht ~vh7 Yy ME -
LDso | FHREFHE
MIC RAFEELIRE
NOAEL HBEMEE
OVA | FIET7T A7 2> (Ovalbumin)
SRHORET 7 4 FF—
PCA (Passive cutaneous anaphylaxis)
phy.
RBC FRIMERE
T TH R
T.Chol Ba L AFn—) ,
VICH P AEEROARREEERORMICET 2ERE IS
WBC HmEkE
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<BE> '

T Rbb, NS ORKERE (B34 £E %éﬂ:z“-% 370 %) O—EREHIET AH (E
FR1T4R 11 A 29 B Epk 17 EEASEE SRE 499 B)

2 i =ERsEps At \Dﬁv4//%€ﬁ&A&T5%®&%ﬂ(74f7t/
£ 100) OFIEER 5, gk

3 JIE=BREREAS, Iud~d SUBEYRD LT BBROENE (v TS5
£100) OFEEE 6, HHrvEsH

4 JIR=IREEHA R, DYAERGRERREREE <~/ I 00 100 RS
$F10-2 ; VI4A DIRKITISIT D045, HNEs .

5 JIEZIREEESRAS, DAEESMEERRTEE </ 750V 100 RS

: FH10-1 ; VIT4A OBRICBIT BRIN R OSSR, Hregis

6 JE=IEEENASt, BMAREROFEEILGEh A SR B 5
RES (BOEHATETY) OMEEE I-11, MRMORKICIST 5 AR
R (HPLC ), #rgst

7 JIF=EREEAR S, BWAEREROBEES) _{fﬁbéﬁnu@%%%mﬂﬁ Rele s aaY
BER BORBRATETY) O#BEEE 1-12, VIG-30L OE N5 BT 2BD
FIRGEE (RIEIR) =R, Ak :

8 JIE=EREMAEH, SAEEROBEES I GRh oA RG24
BER (BORXBLATETY) OfREE -4, MCM 0O _mméﬁim{mﬁ%&

(HPLC %), #REHR

9 g =lEREEH S, @%%E%wﬁ%ﬁ IR 2 R EREETMEICET 27
REE (BORBATET V) OFRER I-5, MCM OROBEICBITABOBR
Reydht (B0 38k, REs

10 JIIK= BRSRat, DMAEEROBEEIED bR ARy Zo il S Y
RER (BOIIBA7ETY) ofEER -7, MCM ORA®REICBIT 2BOER -
salgEtt (BU) =k, #WER .

11 JWE=BREERRSt, DAERLENEARREE ~/ 700 100 288
BH11; VIT4A DIRIZET 5REMHRR (£02), fEs

12 )i =R, BAERREEREREE (7 100 B/AE
Bk 13-1 ; VIT4A OFRIZIS T A EMERER, #IEst

13 )i —ERESA o, BWAEREREEFGREFE <400 100 RS
Bk 18-2 ; VIT4A ORRIZI T 2B ERER, ek :

14 =R R, BRAERRMUERREHE 203 bAT YT RTE
£t 13 ; XO14F DA Bk BidbAhohagse (1), Higp

15 =B8RS, BEAERMERGRREE <~/ 7T 00 100 28E
¥ 3 ; ExARER D, Miporamicin ROV OSEY, REMO~ R, Fv Mokt
LEMEERER, THE JAPANESE JOURNAL OFANTIBIOTICS, 1989

16 JIIR=EEERSH, BMAERMBGERTHHE <~/ /T LVE 100 5%
B4 ALETD, Miporamicin @ Z v MIBIT2 28 MRS SRS,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

17 JEF=EREEatt, EMAERLEERGEREEE ~/ 7780 100 %%
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£t 5 ; AULEF S, Miporamicin DF v MBI 3 6 » B EIREEE SBMEMERER
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

18 IR =BG, BAERMBERRREE <~/ FIEVE 100 2%
#6 ; HiBEF1G, Miporamicin ®F v MIBIT A FEOIER AR GRS THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

19 JIF=EEEEIRASAL, BRERIBLEERTHE ~ (7T UVE 100 B388
BT 24 REH S, Miporamicin 0 74 2381 2 B{F O EFSRREIR N #5348
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

20 G ZIEREEERAY, DAERMUERRHEE <~/ /I 0VE 100 25
# 8 ; B 5, Miporamicin MEREERE, THE JAPANESE JOURNAL OF
ANTIBIOTICS, 1989

21 JIIF=BREE R, S ud~Aa VU B RUERS & TABROEHE (w475
& 100) OfFRER 4, HNER

22 I =fEREERatt, BAEEREREEREE /I 00 E 100 32E

Bt 9; FREFEER] S, Miporamicin OFLFIER CRERENRE, THE JAPANESE

JOURNAL OF ANTIBIOTICS, 1989

23 )i =fEEHRASH, IWAEERERREEE ~/ 780 100 52
EF 10 ; /NEIEARS, Miporamicin DEEME 78 % AV - B FRE RS, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

24 BRIVELEER, Vi 18 FEARLERERATHE | DAREEYE oM e
BEIZ OV TORE, 2007
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