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B2

v 7u7A4 FRAWE THD (S ad=A 2 (CAS No.73684-69-2) | 12DV T,
EHRHES EWMAERLBTEERHERORMIERS) AV TRMMEREETEL =
L7,

FEMCAL U 72 SRR, (RN ERE (T » b, BRRUER) ., BE (BRI BAD),
BHEE (U ARDT v b)), BaEEE (T v M. AEREEN (T y RROTTE),
BEEERUBMENFHEEICET 285ERETH D,

RBROBRNG, Ind~A B L8, KEEMNG, BEEEDEKET.
HeD WBC DK EThote, '

BHEERBRE ORERAMRRIIER SN TRV, EMEAIZLYREIUL 16 B~
T4 RRGEME THD A O oL AW ERASRBRIIEETHDI &
BHERINTEY, 2&%’4@? v h~D 6 » A B#ESIZI8VCTH 5 7R IS O 5E
MR RRT A EMEFNEEIE R TWRNWS &, E-BEEEHBOBR,. Sut<a
UNERIZ & oﬂ%@zﬁ% ERBBEEFELTREIRNI LMD, BUERERBRROHEN

AMERIRE RNTH—HERFFAER (ADD ORENTRETH S a%z bz,

EEMEARROESHEE IMEAEOS/MER, 7 v NOBRERERPRERERENOE
Wit EEMEE 40 mgkg(RE/B Tholr EFHBREFEMRROT —Z BNR+45THB a
EMEEEERRE RSB AN 2N L 2B X T, Z2F58 1,000 28 H L
& ADI 1X 0.04 mg/kg AE/H Th-o70, —7F, AEYSERY ADI ix, VICH 0EHRICE
ST 0.004 mgkg AEH/B EFRE LR,

PRIz LY 2 vih=d o0& RS ZOVTH, ADI & LT 0.004 mglkg -
HE/HERE L.



I i REMAEELOBR
1. Bk
' HEH

2. AFHAD—BH
g Inthe
#4 : Mirosamicin

3. kP4

IUPAC
%4 : (1R,2S,3R,6E,8S,98,108,12R, 14E, 16R)-9-[(25,3R,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[14.1.0theptadeca-6,14-diene-5,13-dione

CAS (No.73684-69-2)

4. HFK
Ca7Hs1NO13

5. #F=
727.89

6. WG

7. HROER
YA PURTT AGERE, 07T ABREEREPYA 27T X<zt LTH
HWARETHwInIA4 FRVUEVWE CHD, In~v( O BAREREL—REH
(Japanese Accepted Names for Pharmaceuticals) (. %8, IRT< A L EED
b (1986 &) . £ D%, EREA—4FF (International Nonproprietary Name)



NIingwf T bRESHE (19894) Z& 2%, 1990 FlzI vt A ik
HlL7,

1978 £RIZ Micromonospora griseorubida sp. nov.DERLEMNL, w7074 Nk
PEME THD IV T~A VUV ERRAIN, ZOFNRLEERRSTHD 16 BRO
SeYel VUORBHTAZ LICRBI L b, BMAERSE LTOREPES
Eiz, IudbwAf ok, 1988 4F 3 AICEOMRIRE~ A 277 A< im K URTRME
o U —FOIRERE (@SENAD) & LTEREN, 20%., BKOMEMRES~A a7
5 A OIEERE EERRINAD ROHDIIEHL07 A Y A EERO TR EEEN
K) & UTERSR, SH, HtBEO~A a7 5 AviiREBENEE THEHAE
LCORGRFERRINTWE, 2B, §BETInd <A Y ijie NAEERE LT
DEERIZR, ’

AREHRIC VT, IR ERHRIED 12, RARMT 2720 LT 5817 B,
% (EEEENE) AR T2 7DIC L& T D156 B, Hoidb @EENAD 14
HEITH B, ' &

2B, RUT 47U A MIBEEANCHE Y BEEEEIARESHL TN,

I REMICERIBBROBE
1. FNEIEE (WU - 2340 - U3 - HEitt)
(1) EhEERER >y )
@ mEFEPRERVHANEE (2 2) .

. Wistar 27 > I (838#h, M, 85 IL/E¥) I a¥~<A 2 30 KU 60 mg (/) /kg
RELZHEEFAREEARLS L, #5304, 1, 2. 4, 6, 8 RN 10 IO MFFRED
WEHFHERETHEENTWS, BRRLFEFEREICOVWTHEE, 30 mg (i) /kg
RER5HT 2 BFAIEIC 0.53 pg/mL & 720, 8 BERIZICITRERA (0.05 ug (1)
/mL) i & 7207z, 60 mg CHff) /kg AER ST, 2 BFEEIC 2.2 pg/ml & 7229,
#5510 FFRIBIZIE 0.11 ug/mL SR S iz, EMERE AT A —F — Tk, 30 X160
mg (i) /kg BEHREEHTENFN Tield 1.42 R 1.28 Kefl], Ke (HIHETESH)
1% 0.49 (R 0.54 hrl, AUC X 2.01 X1r6.85 pg-hr/ mL TH Y, JHIEEICEEEIC
X BHEITFED b oz, |

@ %1% (MSv k) (BR3) _

Wistar 27 > b (12886, #E, 15 L/E) i Ind<=A 220 XU 30 mg (Fifi)
kg REZBEEFAHR S L, &5 1 BERgICE T E8&F 0K, DI ., FTE.
e, MR, BERE. MBEE, FERG. AL FRE. FERUME) OERNSHIENE
MEEBETRLN TS, Ind<f Ty MOBRIZEL ST L. 20 KT 30
mg (Fiff) /kg FEHRGEL BITH (F4 T 0.64 KT 2.05 pelg) . AR (152 BT}
4.21 pglg) . Big (0.99 BTR2.75 uglg) KU (0.75 RO 1.68 png/g) CihfiF (0.11
KT 0.30 pg/ml) & HATHRBEOSMBIED b, EmfifitEomnEYTHL L

U SRk 17 SR A SHIE ERE 499 Fic L - THEIED v B EE

1



PSR S 4177,

(2) XDhEEIAR (B
D 9 (BE4Y
LWD R (a3 » A, M: 658, £8H 85 KIny~f U 8HZInd
<A LT smg () /kg AR BEEFEMNRE L. BEMICEBET OS7mCo
WTHRE SN TWS, (AEMFIEEDE)
BRSO ORBRIIR L O LBY Th 3,
IR OB AR S ., ®’E 4 BRI

YA 3RS 30 2RO 1 B
ERWTHIENZER Safkicom

PERD LT,
#F1 FHERAICRBITSIot<a U OMBRTEHEE n=3
227 RiTA FBPRE  (ug(Hi)/g(mL))
B 5 0.5 Bl W5 1 K% 5 4 B
JilE S 1.2 1.0 0.21
A 0.39 0.40 0.10
E7:0] 0.08 0.10 <0.05
ST 3.3 4.5 0.87 -
B 7.6 9.8 4.9
/NG 2.2 1.8 0.28
fit 2.0 2.3 1.3
e 4.3 44 1.5
JEH 225 263 71
BEHELG R 285 153 28
AR 84 28 1.8
' KRR : 0.05 pg(FE)/g(mL)
(BFE 5)

@ BNERUHE#
- LWD K (a3 » Alh, =B, 380 ItInd~A L rBAIZIuvf e
LT 5mg (Ofl) kg BEEBEEHRANES L, EENCME (&E1H, 85 30 4,
1, 2. 4, 8 XU 12 FF[#fR) . ERUIR (BREHTH ~&5ER], #£51% 0~4, 4~8, 8~12,
12~24, 24~48, 48~72 R 72~96 B[E) #HFERL TSI ﬂ#v4//@%mﬁuﬁﬁk
DNWTHRETENTWS, @k FHEEE)
RNERBROBERITZ, 2D LBV ThoTe, Iu¥<A //@Lﬁlﬂﬁ@%ﬁ“ R HE
W2 EF U, ¥ AUC: X 2.43 pg (M) - BERR/g. 3 Cmax i 1.1 pg (1) /g, F
B Tl 1.4 BEFTHo T, :

#* 2 HEFHANZREZOLESMETRE
miEPRE (e Cil) /g n3 .
B ERRERE () AUG" | Coax™ | Tig™
Eia: ] 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




BT : Flpg (M) - W], *Fpg O /gl **TIREREDL. BRHERSA : 0.05 pgGiff)mlL

EF~OHEE, BE5% 0~4 FREN RO B, HE# 12~24 BFEE 71X 24~48 B
B CREIEERER Lz, SEIcHD U2, {548 72~96 BB T b kA8
BANTE, RE~OHES, #5148 0~4 BB EEHRERLZ R Uiz, A L
5, 5% 72~96 Rt B W T HIRAEE S vz, #5% 96 IFE LIRS EiTHt
T3 EHABEI R, 260 6.8%. R 12.5%., EREP 194% CTho7m, (E3)

&3 HEFHANERGE 96 RRMUNOPREER UHHEER RENWFHNERE)  o=3

HRHHE (mg(hif) | 58 (mgUi) B 5 BT 5w B HEER(%)
£ 17.8 260 6.8
R 32.5 260 12.5
IR 50.4 260 19.4

HRHEER : 0.05 pgChii)/glmL)

@ & (2HEe)
WL (FEH 20kg, 5F) It v 30mg (Fiff) /kg (KE % B[RS
 BROEREL, 5 2EREOHEBETO I 2 YA L R ORE O EIZ oW T
et & iz, (HPLCIE)

FEAEOMHEKRILEIT NG, BiE B2 FhES 73%, T2%. T5% & @V EHET
FFE LTV, BEH R UHFRT Ttz T8 54%., 59% & fofE#k & B
RTH-T,

Fie, REWA @ "N-FAFILIadws ) FMEFIZ 17%. Bl 11%. B
12 10%., APl 19%. FEH-IC 34% & BV R e &Shi-, 34 D (10,11-
e R Inted ) [ IFET 6% Sz, oMo TIiihb TN Tho
Tra THBHDOZENL, T rdwa iR TRE SN EHES ., RS
PIREM A ThB EELLN, (F4)

x4 52 E%‘ﬁa?f&@éﬁiﬂﬂ TOI ¥l RUREHOFHAREE (%) n=b

BE & Bt IutwAf v Rty (k) .
FEAQ6). 8IHBCUS), DL,
g el 732 FEERG), (SHIGO3. ZOieD
B[ e 55 FEHAGLY. {EMBOGL. SR,
HEMEF02), REMGLY), o0
S ke | FeAG90. R#BCOGD. DGO
| AREERLD, HGAL3. ZoEe)
— o3 fETIAGS). {HHIBOAD), (DRI,
{SHIEF0S), (ElinCG6)., T
u 54 FeAQLA, FGPB,CE0. (D).
fEEFC), (SHmG08)., 2063

— V=il C—Z2EHEF 0 LTEHLE,



REYA : F-N-TAFAI YA

R#HB : O-TAFNIaFwAf T

R C: 2-0-FAF LI =l

REWHD : 10,11-Pk FrIgges v

KRB E : 3-0-F AF1-10,11-¥k Fu I o /v
KRBT : 2-0-F A FN-10,11-PF Fu I af<of
R G : 3" N-AFV A NIafwsw

@ Hft SR

JR (IFE 20.4kg/fE, #2 » Ah, #38H) I vuP=A 3 30mg (Hffh) /kgAE
ZEERREIR RS L, BN ERUR (R57% 0~4, 4~8, 8~12, 12~24, 24~48,
48~T72 TN 72~96 BefE]) Z2ER LTI n¥~A OOV TR S iz,

WAMZHEREICBT 2EFPOPEMRIL, 5% 24~48 FFEIN 7.0% EHZ B L.
$ 514 96 BRI o0 BRI ERIT 114% Th o7, E7o. RO OHBERIHRES 12 B/
FRRHEED 131% ThH Y. TOROIEMIHT T, R5% 96 FHHE O RREHRHEL -
15.3% Th-o7-, (&5)

HPLC Iz 81T 2 RP O RERERIE, 5% 12 H#Fﬁz» 6.9%Th V., Z D%k O
2T, RE5E BEHT 7.9%Tholz, REE 48 RHLIBIIRZEMEOR I

TREE IR,

#5 HENENREE 96 MO THRBEIER OPEE (REWSHERE) n=3

YHR5E Rt E BE Bz oHHEE
{mg (F2flh)/ER) (mg (F11H0)) (%)
E 610 68.7 11.4
7 610 93.4 15.3

(3) EpBEHR B

D RE K8
B (FoA5—, 3FE EAVTInY<A //@%E%ﬁ?ﬁﬂ‘ﬁzu&‘“% (20 mgkg

BE) RBRAEME S, BEBRGICENICBT 3880 I 2~ A L RUREmIC-
WTHRE SR TW3,
HPLCEIZ I VAIE L EERIIER 6D EBY TH B, HIE w_%a#,m:m YR
O TI Y, VUoRERSE LTHEELER, i, T TcIgtel g
HHERLLEAHI 50% LIBVME Th -7, Fio, KEDIIATIEF CREW A 25 14.3~17.8%
EORE D 23 11.0~14.0%., JEHF TS A 23 25.6~30.T% DR THEEL T
Wiz, FRUAMIWVTR S b T bR CREBEIE S NITTE R h ot

%6 BOEKNTOI YAV RORBHO THAREHILE (%) n=3

BEE A | Ipdes s FaREEE (D
(mg/ke (HE) RUMRSH™™ 2 4 6 8
ey 80.0 81.8 82.5 77.8

10



@ A 10.1 41 5.0 5.9

mi® | 3B - 0.5 1.0 0.7 1.0

3 C 2.2 4.7 3.2 3.7

&t D 2.4 8.3 3.3 3.6
Ipdef iy 46.6 45.4 53.4 46.7 -

REH A 30.1 30.7 25.6 28.8

20 BB [ k@B 1.9 25 2.3 3.1

K C 3.2 4.4 3.3 4.4

@& D 2.3 3.0 3.7 2.8

gL v 50.7 51.5 53.5 58.2

R A 15.9 14.3 17.0 17.8

IiTh& | fesit B 1.9 1.0 0.7 0.2

R C 2.6 1.5 3.4 3.2

REH D 14.0 11.3 11.8 11.0
o v 67.7 69.4 67.2 70.8

KB A 7.3 6.3 7.0 5.0

T | 3w B 0.9 07 0.8 0.6

3 C 3.3 7.1 © 8.3 6.0

R D 7.5 7.6 8.6 7.8

* IR CERESYOT—FED, MK, BlEE FRORERER L,
¥ UM E RORBEMF, (&%) G, ZoMo7—FF0, WIhbENCDRboTk,
REHA: FN-FAFLI YAl
REWB . 37-0-TAF LI gtV
KEWHC: 20T AFIndef v
K@D : 10,11-Vk eI udef
REHE : 3-0-FAF1-10,11- Pk FuIogpes v
REWHF : 2-0-FT AFA-10,11-PE FrIni<f v
R G : 3"-N-FHX¥A FInthwsw

@ #Hit (BRES) (R 9) _

& (Fud F—  7—s—x—H—, 9B, . IOPE) ZHAVWTCIodvaY
VAR BEEREFEED (S b LT 10 K20 mg () kg (A5E) 51,
BN EREADZER LTI v <A Otz >V TR S hs,

WEDFNERER IV I oA VUV BERHIER LEERIIE 7T 0LBYTHS,
10 U0 20 mg () /kg (KEREEEIC I 23 5% 24 B0 E R th o0 8 REPEH R
X ENEN 19.7 B 22.9% ChoTlr,

KT ERESYTEIRERER (%)  BEWFERE) p9

WEE BEEEERT (R
(mgChffi/ke HRE) 1 2 4 6 8 10 24
10 04 1.7 4.7 8.9 12.1 14.3 19.7
20 2.0 7.2 11.0 15.3 17.5 194 | 229

11



® HEft (FRAD (B 10)

% (BRPREE. #9 60 EE. 5 3P, )\IEIF'EJ%:MWJ BE) KIntva //%zﬁﬂ%:é
EEERED (Iet<a e LT 10 mgUM) /kg AE) H#5 L, BEMICELRE
Bla R L T adva T OFRitc DWW TRETSh T3, (G- R EDSENE
&}k, JR : HPLCiR) ‘

ERPRFOI I~ L VBEBERZRELERIIZE 8, 9 DBV THS, &%
24 IO I v <A U OEPITBIT A BB RIT 11.1% ThoTe, £, RTPDE
TR R RN EERET5.1%, HPLCET4.9% Thoiz,

KR8 ERFITHZEFIME (%)  (BMEYWFHNEERE) b

ot ®EE REIBAFR (RFRED) ,
(mg(HVke FE) 4 8 12 24
R 10 2.5 3.8 4.4 5.1
2 3.7 8.0 9.5 11.1

K9 RAPORESHEE (%) (HPLCH) n=5

v BEE RIEERR (RRE)
(g ke AE) 4 8 12 24
R 10 2.8 4.1 4.4 4.9
2. BEFEB

(1) BRYEE B © (3K 1D

LWD ffF (58~64 HIEs, M, 18FE/MEL) W Ind<=A 5 K10 mg (F1f) /kg
#1H 1E, 3 BFHARNES L, KE&RE 15, 20, 23, 25, 28 K130 H#E D 6
RERICITE. FHA. PR, B /NB. 8. SIS, RRESEAEEMS
P 2 A R EREE CTHIE L, WThoOBSICBWTYH, FEGo I nd-
A I RRHBR SR (0.05 pg (Il /g) RiFTh oz,

(2) BREER (K @ &/ 12)

TRHRBOR (F5E., M2 » A8 2RAVTAREED 1 8 1H 3 HEEEGANERS

(=g LT, 0 mg(Fif)/kg, ERTEE : 5 mg(Ff) kg XT* 10 mg (77
i) kg, FRERTERED 2 & : 20 mg OHff) /kg) BRBRBEHEI N, SFRGHOH
RFREIIENEN 1, 18, 18, 24 B ThH o7z, HHREWIIREN (&KERS 5. 15, 20,
25. 30, 35.60,90 B#) TN I o~ A T OBEMICOWVWT Micrococeus luteus
ATCC9341 ZREHE & T 5MEDFNERBIC L VRS &=,

AHROFHRANREIZRBT 2EFHEL, SR b IR GRA > TR, B,
MBS IE, FA, BB, ARG ADIE Ch -7, 5 mg () kg BEFETIE
RS 16 BRIC 3 HIh 2 B D IESTERIAL A CRERS (0.05 ug (Jih) /) %:b‘é‘#
{Z EE-T (0.05 ZUR0.07 pg(Ff)/g) Wiz, H&HERE 20 BRICIZEFB3RIEER
K& 2ot Fio. 10 mg (V) kg FEFHER T 20 mg Al kg EFETITEN TN

12



SI&HEE 95 B RN 30 BRI 2EIARHRFSRRS & 2o Te,

(3) BREHEER (K @ (2R 13)

LWD RO (EB8E, 2 » Al Z2HWT, REFEIO 1 El 1E3 EF?@%%WW&%

(TPl LT, 0mg(FiiD/kg. BEFRE : 5 mg(FH) /kg, 2/%E : 10 mg(hH
i) /kg) FRENEHRINE, FREROEFRFEIITHLER 1, 15, 18 ETHoMz, &
BFA (Rf&d5 5. 15, 20, 25, 28, 30 HE.) IZHEERNOD 2 <A 2o OBEMEIC-S

VT (2) CEROREMEMERE TR EN, |

ABH DA EICBIT AEEHEIE 5 mg (U4l) /kg ¥ 58 CHREEA LG A >
FFlid, ik, NG SR > 0E,. HA. BIHEOIET, 10 mg Oh) kg REFHT
VXPESTERALAR Y > i, B, /MG, FERHRALEAG A > Mg, I, IEDIETh -7z,
5 mg () (kg |EFETIE, BKHE 15 BRIZ 35 1 61 (0.06 pg (Fft) /kg) %<
é@#ﬁﬁ@ﬁ(O%uﬂﬁﬁWﬂmD)%ﬁkﬁn\_®lﬁﬁﬂ%0mﬂﬂﬁMgﬁ
BEROLFINREEE 20 O RICHRHBAARE & 2o,

(4) 1F5A#>hOREAR (BH 14) -

FHFH2IEL (=7 VMR, 10 258 KIivd<=A3 0 (0 mg UME) A8/
B, BHE : 75mg (JMl) AR/ESE. 2/5E : 150 mg () AE/ER) Z2Eie~—
A MRETELE 7 HEERRS L, 51, B5&T 3, 7. 10, 14 BN 21 HHD 6 B

. RIEBIT AR bHAOHRESHAEDFENEEETHE LR, 728, 150 mg |REFETIE 1
BETOLRKES 10 BRIZEERAULOHKME (0.076 pg (Fifl) /g) PR D LN
B, FRLUSNOBETCITREHELE LT, WThoBREEIcRWTh Il v
IR SR hote (EERA : 0.06 ug Jifll) /), 1EBOAI v ~A Y BEE
FRALL LD b Dk, REERD -l LITEETS EE2 b,

Fiz, ALRBRERRDHOEDL (FEELOEL, I—/V 7 VIEHERE, 10 B8 TfTo
el Z A, XEE, FHAE (75 mg ()f) AR/EEE) BREHERV2EE (150 mg (7
i) AEEE) BREBOTRTORKIZBNT, £2HBREBZE L TikbA oIz m
Pt U OBREIETRD NN T,

3. StEENEER (2R 15)
ddY BTV AE U Wistar 27 v b (5 8ER, W bHEES 10 IL/ER) oI nd<A
YRR, BRTRUHIRAHRE Lz, BORECTHREBAAETHLRTERD LA
T LDso [XMEHE L 12~ 7 A >2,500 melkeg BE, T v F>2,000 mgkg KETH -7,
Fiz, vURARUCT v b EBIT LDso IFRRA<E T <BRBREDIEIZEL 2D, W§
NOBERE THEESPERIRD bivkd o7z, (X 10)

10 IoP=A T UEBEILLEURAEDTT Y MO LDs

it B 5HRER LDso (mg/kg (£H) (95%{SIERSA)
iz ' 3
g O >2,500 >2, 500
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VDA B F 596 (554~642) 508 (456~547)
F R 171 (159~185) 196 " (184~210)
B o0 >2,000 >2,000
vk 2 T 527 (499~557) 461 (441~482)
ARA 243 (236~251) 250 (243~258)
—HRRZERRIERBE TIL, vV ARDT v b & bICIZIERROBEEL T L, BO#K

ETCEHTED bIved ol R TRETIHREELOER, KT, BHE, B,
TR RS D3 A G, TREARB PRI I PRI L 5 B ERIEB-CR SRR RS
BOHI, IV, VATHERBEEE TS EAREER TS E D, KT
TEIZBT AREMBULOKISIEI v~ PV ICERT D b0 L Bbh 3, EEHTIX
B EEALDEIEOM, EERIGCTFT 7/ —ERRO bviz, BIRNRE CIIREERIC
FEEBIBAH GV, FETHCIIESENE, FERH E 7= iHE R, R, SN LHh
e, EHEFITCIREDREREIIRBD bhiholz, 2B, Inhvl VU REIZL 5
iR, 7 7 —€, Fiz, MRELORIUHADEERHZLND L 1D, FE
IRHERERRE L HEE T, ’

Lot~ A U OWEBRS. SRR ORERICONT %H% WCRRRERER, =
<A U EIEFEE LVWENREETR L,

4. HSYNENSER
(1) 28 HHHESHSHSAR (Tv k) (BR 16)

Wistar 5327 v I (5~6 185, HERES 10 PT/ED & AV 7=IEET (0. 3,200. 8,000, 20,000,
50,000 ppm : BE 0, 273, 721, 1,738, 3,405 mg/kg (AFE/H. #f 0. 288, 773. 1,856,
3,611 mg/kg (A5E/H) HBEIZBIT 5 28 BEOEAMEMRBRTED b -SEFTRIX
UTDERBY Thotz, Tic, & b ROREHREZNICERIT THRER T 28 HROE
BLRER{TRoT,

RBREIEFICFIEERD b o tz,

—R%H 72 BRI B B I, mompmn&ﬁﬁfwm&%hﬁﬁsaaﬁaﬁ%
BETITHEERRED b, WL bAREMEPICEERSED bz,

FEZELTIL, 20,000ppm HEFEOHE CHRERMIE AR S, 50,000 ppm 58
DMERE TR GEHZ D DA L REEENMFEISED bhi, £k, BEEREKR
LIEENSRD b, Wb R T I EHE RS b, REIREEOKTE
ETELERNSTE,

MRFHHRA TiZ. 50,000 ppm HSFHOMEHEC RBC, Ht, Hb RU/MRIKOEIE
AH 5, B R RV Tk WBC DIREZSR3% & 17z, RBC, Ht, Hb DEMEX 20,000
ppm BEBOTH L b, EERRTIL, %@W@C@ﬁ$_ﬁﬁ%m B b7z
PTG IEESEANOE L Th o7,

MEAE(ERRES T, 50,000 ppm BEEOMBETRY L7 TATIVER R
U7V T4 FOBER #ETIHREI ?w:~x®ﬁﬁ&@T&M@ﬁﬁ# R bz,
20,000 ppm FEFZRWT S U 7 YT 4 FOKESHERET, 717 22 OEE
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HETRY L, £, 3,200ppm S HREFEOMET GOT RO L7 F=rOEE
PR LN NBIER ITRICEET A2 (LR D o ho/c 2 &, RO b0
AL EMEEEOSAINEINT ABETH I LD B L AR L 1IE 2 o T,
EEFETCH, MEEL DIZ 7 LT F = RO N U 54 FOBME, ETIT GOT oF
BRIEESEDONEE, WTIhbERT—FESHANOELTH 0 &5 L oM

In LEZzbhi,

RBETIL. ammpmnﬁéﬁmﬁﬁfﬁi‘be&A FUOA Zuif R
DIEE, HETERBRBRICBIT 37 A7 EOREE, CEEE0EEICHS SN EE
EDRFRD LI, 20,000ppm LA S EEOMHHER O 3,200 ppm HEHEO—ITHES
NieozasA4 R, TRITABAINIDY U ADERIZOWTIE, A LFEHNEURESE
BN~ OEERED DN No 2 E N EBEELE XML TWA 0TI RL,
FAEDE R LI L A KRIRRE DB F O EICEET 5 BRHE BT LY |
BRI R CEBRERNMERT S - LIERT 2 S ROBEEEx b, £z, pH
DOFEMEIHED 3,200 ppm SR EFTRD LR, WD pHT 25 9 OHETH
D, BEFNICEEE RAELEIZB L bR, Wt b RERIE Pz EEAFE
D i, ‘

Jeres E =T, 3,200 ppm UL LR EFOMBECEROEX - LEE20 AEKERNZE
fE23, 50,000 ppm #SHEDOHERE CHTIE, MIRE URIROMES « LLEEOEERRED L
FUir, EHERETIL, 3,200 ppm 2 BB S5 CRERS L EREROHENRD bhi s,
ZFNLSMIEERED b, SBOKS - HEEOBMEIL. FESEEC X5 Rk

HETHY  BERELIEIEL R T,

FEARREEAIRE TR, WThOBTRE D 50,000 ppm ﬁﬁﬁiwﬂﬁﬁ?&‘c‘?f b, EHERE
THEIEAED biviz, g CIIRERER BEOWITE U o BRNEHRO U v
BEOBAER) FROONE, MR CIIRELEHENS. B Y L CIER
BREIRD U o BREGC R MR A, B IR E R IR 0B AN D b v,

gk RO EFBBEXNREIZBWTATEIRD b,

AFERD NOAEL &, HfHE S % 8,000ppm (# : 721 mg/kg (5E/H . M : 773 mg/ke
KE/R) CBRESNIE,

m)ﬁ&ﬁﬁﬁﬁﬁiﬁaﬁcvzw(ﬁﬁrn

Wistar 27 v b (5~6 18Es, MEMES 20 IL/ED) 2 FAW-IEEE (0 1,280. 3,200, 8,000,
:20,000 ppm : # 0, 69, 176, 436, 1,080 mg/kg RE/H., i 0, 82, 207, 519, 1,280
mglkg RE/H) | EIZBIT 3 6 » AR OEAMEFEERBR THRD BN EEEFRIZLLTO
ERY Thotr, Tir, FEESILOBEEREZINCRITI THRELTHE 2 » AOBE LB
EEITIRoT7,

R P ETAERD ot

—RRIRER RN EE, REE, BAEEBRHERECERTIERITED N
Ao Te A, 20,000 ppm FREREOMERE ARG & 2 W IEHER 2R 4 b s,

P ABELEEALEERLVD CAITAL) .
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MM T, 20,000 ppm HEROHET WBC OEES, MKALEEHRET
IR F L DIRED R B, | |

PREEZETIE, 20,000 ppm REFOMEHE TREDIRE, BETIIY U vV ADKERE
BEOFENRD bz, 8,200 ppm Pl HEEBOBETHERENET N VARTI |
F A4 FOLAE, METH BN 7-EEEOFHE., 8,000 ppm LA EHREHOMHTAH b pH
DLF-, METOH Y T ADEREIZ DN TIE, A{LFERUREERICER~DZENED
LI EhoTcZl ENLEBREEERIT S L0 TR, NEWEREI L 5K
MREOES TONRBICEST 5 BNEEOLTEIC XD . EBNICKEUERE M=
HTaZ e ERT A RMERLZZ b, EHEEE T, MEDNTLEIENAL
iz, 2B, TH—HOBRBEIZFEENIFOONEN, AEREETHEIRD LNRPo
7o . :
IREEEE I, 1,280 ppm UL HE SR CAEKENICSBONS « HEEOBENE
o, EERE TR S & IZEED 2 WITERITED b/, 20,000 ppm #&58
ORERE T R R BB OBERETE 10%)25, FEOH TIHIEROLERDER
BETRBIICH 5%) 05588 bivlz, EOHES! - LEEOERMER, HEFREICL 2 kK
HETHY, BHEEELIIBIoNRI-T,

IR EIRE T, RERECERT S EEIIRD LR,

AFED NOAEL i, HEHEE % 8,000 ppm (B : 436 mg/kg (K8/H., M : 519 mg/kg
BE/B) ¢EX BN,

5. BESEARRURSAMESER
MR EBR R U B AERBIIER S LTV,

6. £RMREEMHB
2 HABFERBII R S L TR, ’

(1) BROB[EBERHESHE (Sv b)) &R 18) | |

Wistar &7 » b (12380, #f. 25~26 JL/EE) 2 AV zias# & o (0, 40, 200, 1,000
mg/kg AE/B) #EIZLARRICBOTREDONIEMFTRIILTO LB THotz,
B ORI ERET A2 17T BEETOM 1 B 1 EITV. 20 BIZHET v b 2/3
PREEUME LU CERRSBEM L LTRE F) ~oREEBREL, &V O 13 OEE
Sy MZOWTIIBERSGEREE LTHAR (F) 2B CHE Iz, FiBELRis
B 1 AR 2 - A5 L. T EhATEREIRERD T2 OB 21T 5 & & BTk
HAFEIE (Fo) ~DEELRE LR,

BEY CIIERER G I 2 THIIRD bR o T, — R EREREIE,
FREE R USIRITRICEFIIRD bz ko Tz, BEEOHELREBEREKENH
EREESEIRET O 200 mgkg AE/A L ERERICHA BN, BEHERVEKEDEE
REHER, BWEHO 1,000 mgke AE/ A RERTH LIE,

F1 l&IR T, 200 mglkg (KE/B U LREREOR CHERERRMEN S b PISHC
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EENIZED bR o T, B HERTIE. WThOBREER I LB EOBEIILLNT,
ETHEEI N DWW T HEEIFED bviehoi-, £, BRI EOZEIFZ D b
mo iz, "

AEERD NOAEL i3 £ T 40 me/kg {AE/H . JBIR T 40 mgkg (RE/H, HAIRT
I3 1,000 mg/kg (KE/B L B2 b, BEREIERD bRD T,

(2) EFEHUSR (YY) EH 19

Za—TU—FV RFRTA MEUVYX (U~5 » A M. 15 DL/ ZRHVWEEHlRo
(0. 50, 100, 200 mg/kg AE/H) FEIZLIZRBRITBNTRO DN ERFTAIZLL
TDLBY Thotz, BHERWEOHEEIL, ITFE6 BHb 18 H =TTV, EKE29 HiZ
FECIHELTRIEERE L,

BEWO—RIRERERESS, FEE ., HmEThR., WEEBRFEET R R VSR

BT, RECKAEZEIRD o, —F, BEE T, 200 mg/ke (KE/H#

~J

GRED 4 I CEEANMELE L, HTEEBEEOEERL LN,

BT, 200 mg/kg A&/ B 25 CRAMEAE L U-REW DG RICEERED
B BAVIER, T DOMIZEFITRD oz oTz,

FRERIZISIT 5 NOAEL i3, HEW R OB IR & $ 12 100 mg/kg (RE/H L F 2 b,
EFAEIIFRD bidso Tz,

| REEEHE (B 20)

BEEEEIZETA8ED nvitro R N in vivo RO R LR 11,12 12F L i,

# 11  in vitroRBR

A P Jith=s | FER
Ames Bk Sallmonella typhimurium 0.1. 0.5, 1, 5, 10. =353
TA98, TA100, TA1535, 50, 100, 500
A1537, - | ng/plateS9)1
Fscherichia coli WP2 uvrA- .
FEEREHBY | Fri=2" -rhaj-fiiEi3k Don D-6 # | 50, 100. 200, i 2
il 300 pg/ml (-89;16hr | (16hr:200. .
T 82hr) 300 pg/mL)
\ (32hr:200 pg/
' mL)
125, 250, 500. 1,000 BB 3
pg/mL ' (500 pg/mL)
'(+89;4hr+16hr)

‘1. - TA100,TA1535,TA98, TA1537 IZ-DW Tk 0.1, 0.5, 1, 5. 10, 50 pg/plate, WP2 uvrA i

WL LL 5. 10, 50, 100, 500 pg/plate,

2. 32 BFALE D 300 pg/mL TIHAOTTHIENSED ot
3. 1,000 ug/mL THHEFHRGEIFED LT, -
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£ 12 invivoRER

i bIEd #5E FE

/INZEAER < U A BRI 15, 30, 59. 119, 238 mg/kg Retd
{RE/[ & B EREENR S
/N R CD—- 1~ w2 FHEMi 2,000 mg/kg (KE/A % 24 B fextse
' IR T 2 BN &S

RO L S, MEZAVD Ames BRRTIIWTNOEEERLZS, Frf=—X
NAAZ—[fiE¥ Don D-6 fifig s AW aERBERR CRBEORR Chof, —F.
[RAAETH B 2,000 mgkg % 2 HEICOZVROKES Lz CD-1 < A% ANz
BRCHEEOER ChoTo, T, BEARSO/IMERERIZBW THREOERNSHRE X
NTEY., in vitro TH E:}’Lﬁﬁéﬁﬁ?ﬁ% mﬁ%ﬁléj‘cﬁglﬁ’ft\_ ARBEMEIIER IRV B
DEEZ BN, .

Pe->T, Imbodf VIAIERIZE > TREME L RHIEEEEIILZVWDEZ LGN
Bae

8. TOMOFE :
(1) hRUEBRRUEERENSR &HE 22)

@ HEHEHE (BLTEYR)

Hartley 2 T/VEv b (B, 6 IL/E) 2HAWVWETUEERBROBRIZILTOLEBY Tho
Tro FEVEXIE 1[E, 3-8 EEERE TN (181 mg (BEIE ., T8 : 1 mg+FCA3,
- INEE (BMERTFR) : BSA 1 mgtFCA) 2L D 1T-7, HiRRIE 10 A I M L,’C?%E):}’Lt
MmiE% EFE PCA RIGIZER L. 12 B&IC ASA RIGOEREITRo17,

ASA RIETH, Iudva PV EMRUFCA SHABERE LT F7 4 75%~/~—Jﬂk
ERH LT, A PCA KIGTiE, i< I UBEMEITV-ThbBEETh o7,
—F. BB TH D BSA BERE TN R T 77 4 7% —RIb &R LAFHFET
L. PCA K& Tk BSA fBEFUEDEENTED bz,

Q@ R (?-71)

BALB/c T~ U A (H. 6 I/ ZRAWEHURERBROBERIILITOLBY ThoTz,
BEAEITE 1 E, 5t 3 EIEERRE (T3 : 1ug/0.5 mL, T3 : 100 pg/0.5 mL, TEE G5
PERER) : OVA 10 pg/0.5 mL, Wi h Alumt&iRE) L ViTotm, BREIE10 B
WML TR/LNZMEXT v b (SD R, #) %ﬁb\h;‘%@ﬂ%&J’E’Tﬂﬁw F¥—

(PCA) SIZERA LT,

IuivA URIEMTEE A= PCA K ;téfﬂli’i\réf&oto —7 . BESRTH
% OVA B{EML¥E T ﬂ%'ﬁe?“ﬁsooﬁém A bz,

3 FREUND’S complete adjuvant: FCA
Y KBHET VS = A
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@ RERBFMSER (Maximization test, EIEY )

Hartley SRt/ b (#E, 40 IT/FE) AW EEREEFRROBRIILLTOLBY T
bofm, FERIT 28R E L, 1B v~ U ERIER, TEIE DNCB BiFE (5
PERTR) & L7z, 1 RIBEIL, EBEDBICTFORIELETLVEY NOFRE ESEBICO
Bt (85% & / —/) +FCA, @& EEWEEK (I nd<A v : 1%, DNCB: 0.1%)
+EE. QFRBRIEMEER (I udh< i 2%, DNCB: 0.2%) +FCA 2 EERFRIC
0.06 mL F 2R RNHRE L TTa-7, 6 B BIZESFEMOZ 10%5 ¥ Y UEERT R Y U LS
HFEHEUED CERR L, 24 FERICV Y VER ST R—ELIC S BIEmERK (2
¥l 1%, DNCB:0.1%) 0.2 mL 2HERMA LT 2WEREL Lz, &Rk, 2
WA 14 HERIZ, BIE LA I BEREAR L8R (a1 v 0~1.0%.
DNCB : 0~0.1%) 0.1 mL ZFZEEH L. 24 BEBIOEREOHNEOHFEZ SV THIR
HINCEIER LT,

I A VR TIEM T LSRR bhiahot, —F. BEHET
3% DNCB RAERE CIIAE R ONEIEZ 04 5 850 b\ 5 SWRIEG Bl 7 L L F— S
Do, )

(2) BFPIHEEREE (Draize 35 (ZH23)

D REIZHT I—REHERR

BAHBEYVX (I, 608 OEHEEEFEL, A~D D4 577 (A, C: K
JE. B. D: BEERE) 250, Iud<eALr (0.5¢0.5ml) BIEEE 3CEORERE
HDOVITBIEREIC 24 BB L, BN ORBMELSL (B, MRk EHE) ofF
Bz OWTEAME 7T AMBET S L L biT, 24 RO T2 BFEIE ORE R 65— KRB ~
F o AREH L, B EITR-7, £, 7 BMOBEH%, BREOImEEg
ZRBRESER L, dRE LT, £ABAEEREYRERICER L,

Inhed R RA UTBE R CIIBRERAIE, BED D VIIMES, BEREI
BWTHBRERMHEERTRENRD DN, RS Ty 7 A3 Lz, Tuat<d
URTREREORIEMICHE SN, FREABRFORE T, 2 AloBRERBETEREI
TREOKENAIEE, REEBICRBIAERELRHN, HEBoLH. BEOFERR UM
A, PETERDS, BERE T 1 fICRERMIEEE, BAROEMEVEZEOCEHFE IR
o, FEAEKRER CIIETIIRD L2 oT,

@ BEEITHT SRR

AABREYTY (B, 1100 OERZAERE LTIndvs ' 01g 2 EERS
L. GIRIELABER Y Uic, 7IRERBGEHE, 4 L2 ¥EHE (5% 20~30 7, HUEAK
T 140 & L. BE, IEROAREICOWTHRESHE 24 8825 7 B £ THIRMIZ
BETBHELLHIC, ARBREOESE D L IZHEMFEM 2T/ o, £/, 7 H HEEE,
BTV TR R FAREZ B L -, ~

- RIRAIBIE T ARG O AEDIIE 2 TARESEICE SIREN 24 Fifi~4 HEET
WHLHH, DL AFTIIRER 14 BEBELL, £, 1 HITIIAROZRH RO O
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EPRD LN, TS, BE IR, BERUDWER 7T HBUBOFET
LED O, FLEOKR, RIBFHETIEI n v U PR E~BRE OS5
Sz, —7, VHHE T, 24 B OBEICBWTAR TRERBEN 1 fITOAZ
LA, BIETIIFR, BERCWIFEEIICALNZA, 3 BETIIIEELRE, 4T
HBILRF XA LNR Do, PREFETIL. S ut~a VU EERRESICSE S iz,

TAERERE PRI E TIX, R CTREABEARUEER 2T B3R H, AE
Tl EEOESROFEE, BEEEOERE. MEHAERUWIEE, BECIIIEREE,
ZEERUHREENON T LRE~BE L VT REICED O, —F, S TIx
ARICBLIZA N T, FEECOREERRESELIFED BT,

9. REMPHZEBICHET IREHR (2/E 24)

FRL 18 FERMZEAETE - DU REEDE OMEDFENEERE (P18
49 A~ 19 £ 3 AEM) ItV Tt NERSBEREICT 2 I md v Dl
5x108CFU/spot iZ31F 5 MIC ASFANLH TV D, FERIL, & IBITRIN TN S,

#1383 <A rDEEEICHT S MIC

B/IMRHEFEIEEE (ug/ml)
R I Mirosamicin
MICsp el
KR
FEischerichia coli 30 32 32~128
FEnterococcus species 30 64 2~>128
BRRMEE
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
Peptococcus species o 1 30 8 <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

TRESHEED O b & BIRY Y MICs 33 TV 5 DI Bifidobacterium species
KU Eubacterium species T=0.06 pg/mL TH U, MICealc5iZ 0.000981 mg/mL Th -
7o :

P BB TEEOH AR LEED H 5B DR MIC50 @ 90%{SHHRAO TIEE
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I. BAERETEm

1. EHERNZEIC DT

(1) EaMEEHE |

- EAMEEERRICOWT, Ty AW 28 BERU 6 » A MEAkSHRRN £l
EhTEY, MHEE DICEERMNINF, BELE B L CALROBDERER SN
BA & 2 Arlgse e 2 R BT RASERD b hvo 7o, & B{EVy NOAEL 1X 6 » A RfEAMS
‘%ﬁ%ﬁ“@%%ﬂtjﬁﬁ‘? v hD 436 mg/kg A/ H TH -7,

(2) £EREBRESR
2 HAETIRBR S BV RN R CHEIRIE. SR SIS SRR R, 7
Ef Sh-RBBRILT v FOREHRRIRERRRE OV FXOEi fé?iﬁ:%‘t bofe, T
N ORBRIZRV TREM LU FL B OAFEREIZ T 5 P EFIEEIIRE D b,
= bEWNOAELIZ T v FOREFEMZEHBRONEMICEIT 5 ﬁﬁgw{&ﬁ&@ﬁﬂﬁ
IRz SHERMEICE DV 40 mglkg AE/B Tho T,

(3) EEEH -/ BIRANRER

BEEEREBRICOVCEL, MEE AV 3 Ames RBTIIVThD e ZR LS, et
FEEEZHBRCIIBEDOBR Ch oz, —F., BRAAETH 5 2,000 mgkg % 2 AfICHE
DREOFE LT CD-1 vV R ERAW/IMERR TIIREORE Th o, E, BEENE
E0/MEBBRIZBWTHDEBMEOBRERABE SN TEY, in vitro TRLN-BREERED
BRPEBEA TR 2AREEREFIENbDEEZBNE, LizR-T, Iadwf
VTERIZ & o CTHBIE L R BREEEITIRVWLDEEZBND,

BEERRE UEBAMRBRIIER STV, EMEAIZ LY RALC16ER~ 7 1
FA NRVENE THE5 A v v D ol E AV RBP AMERBRITEETH D Z & 88
BRINLTWD, £, K0T v F~D6 4y AREREIZBVYCH b 2R RIS K O
HEPEME A TR T D BRI EIIE DL TRV,

PEDZ bink, Tuat<f VU REEEREPAMEDE THAFREEIIENEE LS
na, '

(4) BHHERNZEDITY FRSL 2 FSDINVT

T YA AT DONWTIL, BEEERSAESE TIERVWZ &b, ADI ORERF
BEThiEEZLNSD,

WESNTVBRONEHEERRICEBN T, B ECAETHBRYERSOFERR
bhic EHE 2 bNAHEEL. 7/b®%*ﬁﬁﬁﬁﬁﬁ%fqantNaﬂm4om%g
RE/ATH-oTz, 2HRBHEARIIFZHE SN TWRWE, Ty MORETEEIRERRIC
BOWTEFBEEIFEOLATELT DR LEEMME R, REM O ATEREIC T EET
O BTNV,

2k, EaEEERRIOVWTRVEVHETEBRYERSOEENTED b L E X
bNBHEEIL. 7y FD 6 » AFESEEERRICEIT S NOAEL 436 mgkg RE/A T
HY, \_03{@17 v P DOITEBAHIRERBR TE Oz NOAEL @ 10 5L ETh o7z,

21



Fiz, 28 ARIKN6 7 A MEAMEERR R DN EESICRE 2382 < | R
RIAMER S = & 4o & 0 SR S BABHER 5 9", NOAEL 12 b Radratso e,
6 r AETORRCEEINEFHIIRETH Y, B O IRESESHIIEmD bhiah o iz,
TOT LD, BEEERBIIER STV, TAKERRRL EOEEEEN
R BAVD FTREMIEEV LRI SN 5, e ATERAFMERROMRIER LA TV B35,
oD ERMBEIRBIC B CAMBE XIS REE ~OBEIED b TRV &
Mb. EREREICH L OB SR RIFTTHERIMEN 2 B2 bh 3,

B HIEVNOAELIISE AR SRBOERENLEDLN., AD] 2RETAHHICT v
FOREFRHIR S RRONOAEL 40 mg/kg KE/A 2 RAT 201 EY ThHE LEXD
no, |

2. REWFHRRITONT

AN FHFEICOVTIE, VICH HA RIA ESHFICRERAT 5 IO R 5560
RAFDS, PR 18 FERMZEHAREHE @WATEIEYE OMENFHIRERD
BEBLENTEY, CORBRPLIENSH ADI 2EHT 5 2 LR TE B,

MICcalc I= 0.000981 mg/mL., MIERE SH BHEITROSEIHRERICH O CHERS
% 96 Bl = TORERITHT DR T OHREER 16%Th o7 2 L 2RI 85%. BN
A4 220g, b MEE 60kg ZEA L, VICH 0BH=Uz LY,

ADI (mg/kg {K5/8) = 0.000981 (mg/mL) *1 x 220 *2
(1-0.15)5x 60 *4
FEHENE,
%1 BRBRITIE D B BB b RO & B BO T MICso 0 90%{E MR D FHHE
*9 ; FEIBPE()
*3 : EAMRE UTARSEOITRIATRR LS (RS 3R NS RR TR S BICHT 3 R0
HEMEERAY 15% DA RE S L ITHFELE,) _
*4: & MAE (kg)

=0.00423 mg/kg (£E/H

3. —HERGFEE (ADI) ORFEIZDINT _

Irdef I oNTiE, BEEEESAMDE CIIRWEELILNAZ LD
ADI ZRRETHZ LA ARETH B, '

BEHEEORRICBVTELNEELEV NOAEL X, T v MBI A BIRDIEREAR
HF 53 ERD 40 mg/kg (AB/H Thotz, ZOHRM D ADI #RETAICH > Tit.
fiz= 10, = 10, F—FRRBIZ L 58D 10 DZE2fE%5 1,000 ZZF/ L. SHFH
ADI /X 0.04 mg/kg (RE/H &Z 2 b3, :

—7F ., PAESFRIADI 130.004 mg/kgFE/H LRE SN, SMHFEMNADI (0.04megkg
BE/A) XV HEVETHDZENBADI 2ZRETBITH-Tik, 0.004 mgkg &
E/HEHRETAZENEY LM Sh, ‘-
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4. BRBEREREESTSMIZOWNT
PLEXY, T udea I ORBRBREEEFTMIZ OV THL, ADI & L TROELRERA
THIENFEE EFZ NS,
Ir¥eALy 0004 mg kg KB/

FEEICOVWTIR, YFHEFEREZEE AW EEBEORLE L 2ITORICHERET S L
(E‘g—éo
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<H#1 BYREXRSORE - AE>

EZ

A SRE

MERUAHE

FERZEIEHIR

R A VS ¥ <L)
4y &1 B EEESnA

73

1 HEE UTHRE 1kg Hi-
Y 4mg (Jiit} LITFOEZ

FEHRCTRORETS

&
— )

BT BT DI &
F/THEIT BE

7 (FEIRBZ IR
<.

R 1t 2472 0 100g (Ffi)
UTOEZELTROKRS
TRk,

FRHICEET A E
;4 5ET5 B

FoiEh

7THELLTHDELOE
R 146%7-0 T5mg (7
i) UTOEELHFEHTREL
T 250g & Lz bDEIEA
BETHZ L,

BRICHET 31X bHD
R ORE DDA E O
AEPERT 14 BE

I uef U EED
R4y & 3 AR ERANE

1 HEE LTHRE 1kg %7z
D dmg () LATOE%S
oKz LTROBES
A&,

BRI TS0t e
By 217 A

& (EIH =
<o)

Bk 1L %72 v 100mg (7
i) LFDOEZENLTR
O5T5Z &,

BRICET B0z e
T BE7 A
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<A 2 BEEFORF>

MR 2L
ADI —HENFGAE .
ASA RS EF LT 7 4 FHT—
(Active systemic analysis anaphylaxis)
AUC I SE TR BE B T AR
BSA- £MmET N7 2 (Bovine serum albumin)
Crmax e
DNCB 2,4~ dinmitrochlorobenzene
EMEA PRINEZR ST
GOT TNEIVBAZYaEE NI AT I —F
Hb ~EZrbEy (MERE) '
HPLC BRI e NTTT7 4 —
Ht ~< ;7 Uy ME
LDso PHERE
MIC wANEFHEILRE
-NOAEL HEEE
OVA BRA7 A7 X (Ovalbumin)
SEMEE T4 % —
PCA : .
(Passive cutaneous anaphylaxis)
RBC e EREL
Tye TH IR
T.Chol Mol XF5Fo—)
VICH B AEESOAREEEHORMICET 2ERBISE
WBC = IfnEk# ‘
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<BE>

1 ﬁ:un\ TR RS ENE (VIR 34 AEEAS 5748 370 B) O— kT 5l (7
AR 1745 11 B 29 At TpE 17 A S BIE &S 499 )

2 JHGE=BEREGRASHt, et~ U BARS LT DEOERH (747“71:/
7 100) DFEER S, fNEER

3 JE=IEREREAH, I utva U BERGS ETRROERT (w4 77
¥ 100) OFEEEE 6, HNER :

4 )i =JERTHRA S, EWAERRIERRPHEE ~A 77805 100 IRMHE
B 10-2 ; VI14A ORRITRIT D /A5, H:V\L%?H

5 )G RSN SH, BAEELMERREFEE </ 7T 100 HBMTE
B 10-1 5 VII4A OIRIZHIT B RINRUSEMERER, et

6 =[BRS A, B ERLOBEEICEh S AR ST 57
BER (HZOIEbATYTY) ofREER O-11, MRMOB Jm‘%&ﬁsw&ﬁﬁ
Br (HPLC ), #W&kt

7 )R =TEREERASH, BHERSOBEFEILRD AR ERETMmICEd 28
BER (BOIILRTETY) OfEER 1-12, VIG-30L O OREIZRBIT KD
FEpREEL (DPIENR) 3R, HAER ‘ _

8 JIIIF=IEsEE At BAERROFEEINED AR AES SBT3
RER (BHOIEBHTETY) OfEER 14, MCM OBIZISTT 3 A EANAGHRER

(HPLC#), #HER

9 JIIF=fEtskikat, BWAEEROFEESIRb A8 MEE S EaEIc R+ 54
BEE (I BEETETFY) oREs -5, MCM @@;mﬁ%%s_ioﬁzaf%@ﬁﬁ
Eawdak (B0 &%, shgst

10 JIIG=EERSENAH, BAERROBERIHb oA ERYEST- LT 58
RER (RORRBRATETY) OfEES T-7, MCM OROKRSITRT 2R/OER

C SyRudE (B0 R8RSR

11 JI=EsEkt=art, BAERRALEREHRFEE ~/ IV E 100 3EE
BE11 ; VIT4A OFRIZR T 2%EERE (20 2), #WEs

12 )G =R, BRI MERREEE ~(/ 77 EVE 100 HTHE
£l 13-1 ; VI14A ORIz 2B e, SHEE

13 ) =R St, EWAERNELEAGEHEER ~A/ 77V 100 BATE
£ 13-2 ; VI14A DRI BIT A BERER, HHEE

14 =[BRS, BWAERREEARPFEE A2 OoEbATEYT Y BRER
13 ; XO14F OHZ2EBICBIT 313 bAa-PEEER (1), £RER

15 )l =[EREEHFRA S, BMAEKGEARPEE <~/ 77807 100 285
Bt 3 ; 4 KEH D, Miporamicin R UNE DL, REMO<U R, Ty MBiT
AAMENE, THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

16 )R =fERERMR A, S ERGMEFREHEE A 7IEVE 100 B3ER
B 4 ; AILEF S, Miporamicin @5 v M5 28 HEELER G AR,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

17 R =IEREERatt, BMAERSEERRPEE v/ 7 VE 100 BEE
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£t 5 ; RIUFRF5, Miporamicin @7 MIEBIT 5 6 » ARBIRERSEBIEFIRER,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

18 JIlF=[EMHMA 4, BWMAERREERTRFE <A77 100 285
¥t 6 ; HffEMM5, Miporamicin ©7 v MBI DB OFETAFIRSHER, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989

19 )R =EREEME AL, DR ERRENEAGRRFEE ~ /I 100 8%
#7124 RIERK B, Miporamicin 0 792 8B1T AT 0O ETERIR D %558,
THE JAPANESE JOURNAL OF ANTIBIOTICS, 1989

20 JIIF=[EMIH S, BWAERREARBEE /7780 100 5%
£t 8 ; EH 5, Miporamicin NEZFEMHEFER, THE JAPANESE JOURNAL OF
ANTIBIOTICS, 1989

21 JIF=ERESAS, I utvd VU BERIRS \k*;‘“éﬂ%?@&ﬁﬁu (vATFFE YV
7 100) OFEER 4, HAER

22 )G =[BRS, SAHERRELERRHEE v/ 778V E 100 225
B9 ; HEHEF] S, Miporamicin OHURMER UK ER/EMSRER, THE JAPANESE
JOURNAL OF ANTIBIOTICS, 1989 . ' :

23 ) =Rt BMFAEERIERRTRE ~A( 77 EVE 100 5%
#F 10 ; /NE¥E &, Miporamicin DHEME Y VX & AV 7z BETHIEMERER, THE
JAPANESE JOURNAL OF ANTIBIOTICS, 1989 .

24 RAEL2FES, Ak 18 FERGLLERRATE | M AFEEME OMAEY TR
BBz OWTO F.HE, 2007
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I YA VR B A REER RT3 BB E RISV TOHEE - EHo
BEEERIZONT

1. M TR 2066 A 26 B~ 204E 7 H 25 H
2. BUHFE ArF—Ry b Tryvs A, HE
3. E#HRR 18

HER - HROBE EMRERORIZ

1 FHEEF I TV I nd <A % | YFEFRORRIZONTIIRBR Thofind,
4. (1R,25,3R,6F,85,95,108,12R,14E,16R)-9- | {EfO LBV IEEWELE Lz BIHESR).
[(2S,3R,48,6R)-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 @ FHRRETDNA 7 DR
EHThHB,




SEEOTE S

EE BRREEESE 244 BB TR BERTEERRE 250 BI5EE
AT (BRI (BE#%)

P6 | (iR,2S,3R,6E,85,9S,108,12R,14E,16R)-9- (1R,28,3R,6E,8S,95,108,12R, 14E,16R)-9-

L [(ZS,3R,4S,GR)'4"dimethzlam'in0'3'hydroxy' [(ZS,SRAS,GR)'4'dimethx1amino-3'hydroxy-
11-14 | 6-methyloxan-2-ylloxy-3-ethyl-2-hydroxy-2- 6-methyloxan-2-ylloxy-8-ethyl-2-hydroxy-2-

[[(2R,3R,4R,5R,6R)-5-hydroxy-3,4-dimethoxy- [[(2R,3R,4R,5R,6R)-5-hydroxy-3,4-dimethoxy-
6-methyloxan-2-ylloxymethyll-8,10,12-trimethyl- | 6-methyloxan-2-ylJoxymethyll-8,10,12-trimethyl-
4,17-dioxabicyelo[14.1.0]heptadeca-6,14-diene- 4,17-dioxabicyclo[14.1.0lheptadeca-6,14-diene-
5,13-dione 5,13-dione

X EEETTE. E 250 BSEaERHCBT A — U8R YT



