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RAORREREL & (LZRBERDRBIER & OBR
RELVBEARINI =7 054 FERRAYRHICET 35
WRERITH D, Streptomyces narbonensis var. josam-
yeeticus WX DO THEEIND, EEEROEETH 30,

BET TOERY, HMENRETI, REHOATIR
o= 054 FRAEHE L ZZRKTH 25, BY
CBY 2BEMBER T, LD IVRENESATH
BEWND,

AXiFAE 29 FEBEOBIMC X - TRI N7 &R
PHRROBFEEHLELTELEDIDT, TOKERZ,
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"B REMNEH =R

B E X E#®EYR =
HEEFE

B AoonicERiE, 2nHERBIcEHTEN
ZThOBINIREAROEHTH 3, TWHRER
DREYF—Fkb—HAL S,

WHEDRIE : (WPREZELFCIOTRES NI HRE
WWEL, FRBREC LD THELZAIEL 7o B7E
HEA =P - AV T 2—Ya VERTH 3,

THHEDFEE : MS 537 BLXUZDERKLBL, KE
XD 0.1~1.0meg/m]l THIMET 22 LiIckDOTHT
307, BRITK IMHOHEERIT, EIRZEH 50 mcg/ml
ZAUBRKRER TOMMEMRE, EHES TR
hTOZNELBL THREL 7o BRI IIEARE
HERO, BEORIEICIY Simazu A7 b=y
720 h7 Y x—2—%f, 530mpg OBRIRITXDT
BlE L7,

#& g

RO ¥ UBRE 1,209 e d 5 IM ol 1%

#1 BIC/RU Too ‘

EIF IM @ S.aureus T34 3 MIC 047
(%)

<072 02 04 08 1.6 3.2 63 125 25 50 100 100<
BNRFM LB (meg/ml)  fhgesks T 1259

REMEBED MIC O~ 1.6 meg/ml it D,
mtEEHEO MIC i3 100 mcg/ml I ETH 3, TR
B0 MIC EZ0%OBREICLD, 800 meg/ml PE&
WIBOBDTH B EMHBEL 12, IM DHEI %M
Dew/uil FEAEYHLERLTHSE, =) R
<4 vV (EM) XDREND, ALVTYEF=4vY (O
M), sfaz4vy M) EZRETHZT LMD
D5, H1IROREICH O HOH, 985 iIcD2 T
EM 0GB HEREL 1 EREB 2ZRTRU oo Strep-
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#2K EM OS. aureus Tx¢4 5 MIC O4%#H

<0.10.102 0408 1.6 3.2 6.3 125 25 50 100100<
BB HEBE (meg/ml)  fgeshs © 985

tococcus WL T3, Staphylococcus \Txd 3 XV
BB EIN), TBLOEKICHT 2 MIC %
H2RICRL T, 77 ABHEKHESTNORMEO =
7054 FEAAEDEEABRTURROCZ L TH 3,

H3IR IM @ Streptococcus \Txdd % MIC 04

(%)
30

&

EE20

10

<02 0.2 04 08 16 32 63 125 25 50 100=
BASEHEHEIERE (meg/ml)  guzeskdd : 125

#2k IM OBAOEKICHT S MIC

54 #% MIC(mcg/ml)
Pseudomonas aeruginosa NCTC10490, 100<
Escherichia coli B 100<

BMW 100<
K12 100<
NIH 100<
Cl4 100<
Proteus OX 2 100<
Micrococcus flavus 25.0
Streptococcus faecalis 6.3
T12 0.005
mg 0.005
Staphylococcus aureus 209 P 0.8
NEWMAN 1.6
TERAJIMA 1.6
, SMITH 1.6
Bacillus subtilis PCI 219 0.4
B. cereus var. mycoides ATCC 0.2
9634
Sarcina lutea ATCC 9341 0.8
PCI 1001 0.005

SNTHD< 27954 FERET 370, BXMWHEE
Htze HBUCTHOWERIZ EM &, =/ 054 FER

EHRTRBON, BAD<w /054 FERAEYHELS
XWHEDOH 2 EBmMdNTNE Y Ya<l vy (LCM)
TH b, BARKEONBLSIT, IM it U THRWE

w4 IJM & EM & ORX Ttk (S. aureus)

100l l { 6 [11] 1] 52
: T 1T 11 ,
0 3 T 113
125] [ 1] L
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6.3} .
3.2} o
EMI sl
. 1 1
o-8r 7 3 1J] a1 M
. 12 |29 [10] 4 O |
o2r { > 13 [17]10
. . T I A
0.10.2 0408 1.63.2 6.312.5 25 50 100
IM RIS 207

HiEART 52 #hid EM it U T dRWERBEEROT
W3, TEBRIUEBROSHH L HTORIMWENHES
MHICEH BN B, 727°L EM T MIC &<, IM©
DENDBEN 1 BOHICRER LRI 5B, T
NREH? OCRILBTAHTH DT, BEWMELRT
bDTH 5, w7074 FEREYETREICED 3R
DHHEEVHRFIBH THEGEH 2METHDT, 20O
CERXDNTIHERT B3, LCM L ORXMiEEH 5L
(B5X), M ic&OIHERTHRIZPIRD LCM ik

FOSR JM & LCM LR XMt (S. aureus 52 #)

(mcg/ml
>100} °
i
50 F
251 .
&y 12.5 s
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% 3.2 » [
1.6 .
= s B °
0.8
3} ° o e §
= oer e 3 .o
. [
0.1r

0.1 0.2 0.4 0.8 16 3.2 6.312.5 25 50 100 100<
JM® 8 % (mcg/ml) o —k%RT

O S. aureus ® IM iTxd 2TREES
(meg/ml) S. aureus DIM Iz KT 2 EHERS
25,600 1 SPM
}
6,400
® 1,600 s
# 400F g
w loof
P
6.25
1.56 f—- L
1 2 3456 7 89 10111213 14 15(A)
B0 &K
MR 0 S. aureus 209P
CHLORIR(SHIPE)
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bEVEEERT, LCM 2 EM R0, MHEEFH
#BIZCERBVOT, IMitHLTENMIC 245,
LCM 2@\ MIC 2RI XS BFLRTHONE
B2, COBABEDLNR,

S. aureus 209 P %D IM WMHEHEEZAELS <4 v
v (SPM) WH:0#B L HEL 2 (6K,

209 P #i3 IM Wii%E SPM Wik & D5 L &L,
HTRiR=YRAD S. aureus BRITHT 2 IM DiaE
$BRTH 5, EM LRABRUERSBONI, T1E8
> IM ZKBABRORETOELEORETH BT EM
bh b,

BIH <=9AD S. aureus FHicxts 2 IM OisEE
103X 0.2ml. i.v

2hrs. IM 2mgX1 i.m.

10 - -
< 9 "~ EM 2mgX1 i.m.
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us4 FEREYERET FYREREIRDO LS s
BHINT0ED, A BRIRTD</7 074 Nt
DEHTHD, ChRETIERIUROC LUuHNS, &F
ARBHAVRESRICHONI LI IC IM It L THW
HTHs, B Bz EM & OM KEWRELTTEE
ThHd, bD2EHERLRINEESETNDIR C BT
Hb, COBRCEBTIHEBRIBEED EM F/:i3 OM
IERRmNh 3 ¢ L ick>T, EM, OM, LM, SPM
E5iCiIE LCM iz & 800 meg/ml PLE& W5 B\ HE%E
RET 3,

HER IM ORFEHILONT
Josamycin Smg/ml KiEMHEKEH
(meg /ml
100
50l i Witk . Staph. oaureus 209 P 5°C e—e
" 37°C -=-x
25 -
X5t
# 6.5+ Pttt SR
- I e
1.56
= 0.78}
0.39F
1 2 3 4 5 6 7 (M)
RTEE % (LB (T MiBE)

BIN JFUBRBICBI2</ 054 FEHA
YRS IIE

@

[ (Lot B,
A @/ (EM, OM, LM, SPM)
[EF%ETWE
(EM, OM, LM, SPM, LCM)
B #:(EM, OM) fitik
C ®:EM %23 OM OFEHIC I > THHORER
(EM, OM, LM, SPM, LCM)

EM CHMEL L xDFEY EM OB EOHE
AT B 10 Mix 0.1mcg/ml © EM THIMET 3 &
X DA A4S DT, 40 54MBET 50 mecg/ml © EM

FIO0R EM BT RIZTRHEOZE

0.D. (530mu)

40’
0.8 -

0.7 |

0.6 o—o % (EM % L)
0.5 o—& EM (50 meg/ml)
. TN ANY $5Hs T
0.4 | 20" =W

0.3

Boot % S B

0.2}

0.11

2 4 6 8
2kl (hr)

F B B :S. aureus MS 537

% B :EM 0.l mcg/ml

FEEHR  EM (50 mcg/ml) i1 ANY #3pT
DFRE L TE

ZE&UEMHPT, EM 28R 0HR & 3IZRBICHEE
TE3X9ICILBLEERLTN S, 50meg/ml O EM
ZEAUHEAREPTHIETX 2812, IR TRELRE
LT# 5% & 800meg/ml Pl kD MIC %579 ¢ & AR
ShT3, #11 NRRESEEcRTT EM BEOY
BTH5, FIMBEDOKMEIZ0DTH 3, 0.1mcg/ml ®
EM misEds, WMHBBCiZS 2L RT3,
0.01 35X 0.05meg/ml OFMETHHRVFLT 3
TEMTE 3, 0.005meg/ml TRIEBETX,0.58%
U 1.0meg/m] TREESEBE THEOFLHIIA SN
B, MENEHEOHEB—F THEOFHEERT D
TH5Hh0, BEELBTRREAOESRIEDLNT
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FUR HFHiCHT 2 EM BEOXE
o—o t® (EM % L)
0.D. (530mg) EM (50meg/ml) MIANY 3ZH TR

0.8 0.1
0.05

0.7 |
0.6 [
0.5
0.4 |

0.3 + 0.005

Hoat ¥ O B

0.2

0.1}

2 4 6 8
351 (hr)
RS aureus MS537
#F B RTDOWRET 30 HRELE
FEHE : EM (50 meg/ml
ANY #HcoRE ¥ E
WEEOEFBIZCORBTEZ SR, £20DHEBICK
TEEBREIEDTHROMIBEINEC LI 3,
Pk, =70 74 FidEOFEZI DO TR~ I8, K%
T MS537 B oBONAERBKIONT, IMick3
OB EOFERZH 12 KiRT, T DEREK MS537
=69 X LM KX OTMELFEZETE 25/ E L TERS

FL2R M ic & ATHEOHER

0.D. (530mu)
0.6+
0.5F
B ool SR (% L)
2]
% o3t
i
B g2
JM Induction
0.1 .
LM Induction
’/Ino induced
1
2 4 6 8
H#ADE (hr)

BB MS 537-59 (LM. JM. Inducible)
Selection DEEE : JM 50 mcg/ml
Inducer DB : LM %7212 JM 0.2 mcg/ml

N-bDTH3, ED MS 537 ZFRL-& 51,
EM & OM i &2 TOLWIEEHFHTE 2, F 12 B

KHELNB LI IOk, BBLEVEE LM F7-

12 JM 50 meg/ml jnkeh© OREGEE #7384 (no indu.
ced) ICHBE LT, LM F72i2 JM 0.2 meg/ml Tajn

BT L& oTHBERFEEINS, LM TREEY

DITRENRHE E U GBRINERK I, IM itkoTh

MEEAFHETE LV IHERL S, WEOHFHICELT

IM iz LM LB B3ECARBBNEREREINS,

£ £

IM RHEEHIcBONTIE, EM X D350 H5 OM
LM t3RELTH 2, WMHEICHTIEELTS,
ZhETOTNTO= 7054 FREEDRICHETS
3X571 ABEICRIM 3LRHBRTV, UbLEHR
WHEERT LS BBECEVWTOS, IM OR#gER2
LEBTEBDTH B, w7074 FiREOBFRORE
O ya7 /) ~DRICBZTRIHDTEZL S L, —D0DT
ML LU TRDOEIDIBEFNVEEZ DL ENTE S, =
7074 FittEEXE T 3 BE&EF (mac) (2FHHRE
F (i) DEEHTH % Repressor DERIC LD, Hicik
ZORBRDFEINTN S, TD XS IREEIC Inducer
(cOBAT EM 212 OM) 8521 50n 3L, chb
Repressor L #U D&, KiE(LT %, T TTHETHR
EHAPEINTO: mac BEFOERESS, <20
74 FitESRERL TL 3, —7, Inducer ©3% % EM
% 7213 OM 28 mac @D activator Tdh ZA[HEHES B
3, BB T CNIMRBICBE RO, =204 F
MUEFEORRENZD XEHATEZITH B, TO
EZAHCRES L, MECHFESBC 30E»E, AV
<7074 FHH Inducer L12DEZHEMITHH2
TW3EENZ B, COLIBHEMPSChED=Z /T4
FERAEYMEAA 5E, EM & OM i3 Inducer i1
DB ZA5, SPM & LM i3 Inducer {27z DBEW, %
LT JM & Inducer & 3R VBRNEKTHB, Ch
5 Inducer &7 5730 EFIZ, EM & 303 OM i
HHEDS b, FUMBERT LS BHEICRKENZET
5T ERIB, COEBRKRENVEHETH 3,

UL LEbesus4f FERAEAYEAOKES LUKRE
1T X b BAADBER UG UTIES 0 A ROM
BThHs, THbhb, EM F7i3 OM DAD= 07
4 FBHAERRHE»IC C BECEDTH 2, LILE
BOEMRIBICHENT C HE% Inducer LX HHFRL
LM, SPM, M QL DEHicE & 108 BEOER
RTAREOHERT I L TH 3, A BHIIEICER
&SI, TRTD=2 054 FEFARBLY LCM
KT H 5, HOTHLULBHRINEZ< 7054 VE
PRI CBBEICH LT Inducer &2 BTN EB
BEEURMHTHED, ILREAKYDTCHPOLA



VOL. 17 NO. 4

CHEMOTHERAPY

571

BADEREBNBSZ 2 FAHS 2 LBEETH
'50

# -}
REHERDT FURE, £0M0 S 5 sBEERS XIUT
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LABORATORY EVALUATION OF JOSAMYCIN

SusuMU MITSUHASHI
Department of Microbiology, Gunma University School of Medicine

Laboratory investigations conducted in 29 nation-wide laboratories and institutions are summarized

as follows.

The antibacterial activity of josamycin (JM) was studied on staphylococci, other Gram positive and
negative organisms isolated from clinical materials, and it was observed:

1) JM was inactive against Gram negative bacteria as other usual macrolide antibiotics were;

2) JM was active against those strains which were sensitive to the usual macrolides;

3) JM was not active against A group strains among macrolide-resistant staphylococci, which were
constitutively resistant to all the usual macrolides;

4) JM was active against C group strains of macrolideresistant staphylococci which showed
resistance to all the macrolides only after induction by EM or OM, as JM could not be an

inducer in these strains.

Some mention was made on a mutation from C group staphylococci to A group.





