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Josamycin B89 5 EEHI 1L O CICERIRHIRFFE

PR E-RBNEZ - RESCE - SRR
METREXBE-NREEE (T BEETER)

I # £l

Josamycin {3, HRRO+iEH LS8N Strepe-
omyces narbonensis var. josamyceticus 1T & ) HE X
No<s7n74 FROFHEHE TH 3020, KFlic>
WTEBNE T IKERRNREZT22/DT, TORE
ERET %,

I 2R

A, HRERATNEHD

a. HRAE

FEREKRZ, [REARACBLRIRIN KSR
BB LURBRERRD 3T/ 7 — ¥t Staphyloco-
ccus aureus 39 ¥i, Enterococcus ¥k, E. coli 19 ¥k,
Klebsiella 5tk UMD > %, BEAEREOFRHEH
JBD 5 REH ek DR R 9 ¥, [EXIIRES KU
ALIRERE ORER AR ORI 9 %, KIMERED
MAEHROREHES 6 #kE AW 1o, MENRAIREICIE,
SHEE3,. Heart Infusion Agar % 2 ERBRE
KT S LERREFSBER © 12X, REHEI,
VL-broth+Agar % B\ 3 ERMBIRET, Steel-Wool
HEOW 2R, 37°C 48 BRRICHEL 7o BEFIEA
{3, Josamycin (B85 JM PIFM), Erythromycin
(EM), Oleandomycin (OM), Spiramycin (SPM),
Leucomycin (LM) 8 X?¥ Lincomycin (LCM) ® J1{f
DbpDT3 6 EEERAY, BREEZHILT 2R/NEE
% 3$->T Minimal Inhibitory Concentration (MIC)
EUT,

b. AT

1. F&EME

1) Staphylococcus aureus, Coagulase @ (F1)

IM i3, 1.56 meg/ml iKBERDILEF L, KBS DK
i3 0.39~1.56 mcg/ml (5309 48, >100 meg/ml @
Bbd THHONI, HOTERICONTS, 0.2~3.13
meg/ml & KT 100 meg/ml 7z & 2Pl OB
20li%EL, IM i3, EM, LCM X bii, 1 ~ 28
MIC 4% <, LM, SPM Li3iZFA%STdH 308, OM
X vz MIC fEiRIEWV,

JM 100 mcg/ml PlEDO#HKIZDNTH 5 L MDA T
b 100 mcg/ml D ETRXMEMSED 5N %,

2) Enterococcus ($2)

THOATH B0, IM |3 1.56 mcg/ml 4 ¥, 100
mcg/ml PIE3#HT Zo0Aichi 5 OM, LM,
SPM &i2i2A%, EM X 099% 0, LCM X b
MIC fEiZ & q

3) 77 LB@EE (£3)

i) E. coli

19 #th, EM i3 25~100 mcg/ml iz £#ds, LM
T3 50 meg/ml T 1 BROSHAT 308, fhidd~T 100
meg/ml PIETH 5,

ii) Klebsiella

EM, LM 100 mcg/ml~25 mecg/m]l OFHH LN
328, HEFTIRT~T 100 meg/ml Y ETH 3,

2. BRRHEHE (&4)

24 #h, EM, OM, LM, LCM {3 22 #bs 6.25 mcg/
ml PTic %7 255, SPM £ £ U M i3 18 ##s
6.25 meg/ml PIF T, #ic IM T 50 meg/ml DIE
O¥EH 6 ¥ & B0,

B, DRYT - Bt

a. RFE

ENARDOKEIWE, [EXMRESRER 4 14
iz, Aiflicis JM 400 mg PR 6 B5RE4E, %3 BER
JM 200mg % 5% 7' Fo¥E20ml ICIERL THEL,
mhBEES JCRPEELHEL, BRATIE, BERDE
BEHREL 1,

HAphiz, ARH I iZEHER, 1, 2, 3, 4, 6,
12, 24 BB A MMM, R, WWRZRERL, MK
H##iRks 0 3ml ERIUNESBERKEHEL DD
R, RZZO—BLABERREC & 0 gkEh
BB L bDER, BHREZAREEE Y +— ViICR
U pH 7.8 @ 115 M BEHSEEKICT 2 ERICHRL
REVF A Y~ RSB L bDEROL, WEERR,
A MES ke Cook HAEETRELLT, BE « JILDE
JERLSO® 125 UiC WARESOD I TER U 1, BERAE
HEREZIZ, pH7.0 OBEERNARKICTHRRL,
B3 8.0% DOBARRBHERBMKE MA fc Heart
Infusion ¥&ih% U 7z,

b. BfFEREK
1. 6Wfi4E 400 mg PERA (1)
1) meReE
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4. BEHBICHL TR, B3&AE DK 6. 25 meg/
ml YT T %45, 50meg/ml PLEICHLHH0, &<
¢ IM i3 50meg/ml DI LD 6 # &, MBTERK
D&,

5. WY, BEMiBAL TREMNDISVDS, 6KiE
400 mg WIRTI3, 1Bf%IC 1.4mcg/ml LERBE
RRU, RPBER 2RA%IC 41.3 meg/ml L BRFT,
6 RSEHEM B IL, 4.5~7.8% T, ABREL O DATE
CRBICHINS SN, ARICESTNEO8HCE
NTHBINZDTHA I,

6. 200mg HBEMTIE, 1KAS% 0.69 meg/ml &5
BT, ARE%RICLLRETE LD/, Rl
1 B5R9%%IC 240 meg/m! & HEE it X 1, 24 BT
23.99% DHEMETH DI, BEEhAL, 6.0~7.8 mcg/
ml EBRAEBECHMAE A o SREKEND, 24BRIT
BbThic 0.38% KXo,

7. EEERHIICE, 174 © ARRIYEIC A v, 124
(70.59%) HREBEDONIz, & K FRERPET
1212 Al 9B (75.026) KRR b lc,

LA UKED > OBRHE O KRS & BRI ES—BL
BORbBONICE, BRLTHEORREEZZTLD
PHEENRSA I,

8. BUERELT, AT, KR, BERSE 1A
o, FFRETIE, MURERT GPT k5%
BEERL 05, Z0OMiTid, GOT, Alphos. TTT,
BUN &3 & ICRERAD SN HDT,

9. SKEXMAPTHRETRHESIBRENRENT
>100mcg/ml @ MIC fE%R3Dic, BEMICI, ¥
LWSHRZRL 7 RIDD Steh, BRh~DAHEE
ICHEE RS SN2 A, BLUMABBEIREEZENS
HROBELEIADE D LARLERY T IHEND
A6

AWMXOEEL, ¥ 1E Josamycin HAELKICTHRE
U, % 16 @ AR{PEERSCBOTEERRLLT
Y VRITLICTRE (FTvr—1F) L,

e, CEMEBOBEESHBICERHL, B
PiEEY I BEBEM, FREEEATTTEOL
AKENRBRESHEBOF 2~ icsBL LS 3,

T x [
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5) BEBHE fhi: ==Y v 1(5):281~291, W 22

6) JI LR f: == ) v 2(9):617~618, 1949
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FUNDAMENTAL AND CLINICAL STUDIES ON JOSAMYCIN

AKIRA ITO, HIDEYUKI HASEGAWA, MAKIO KURIHARA & KAZURO TARAO
The First Department of Internal Medicine, Yokohama City University Medical School
(Director : Prof. KOKICHI FUKUSHIMA)

1) E. coli and Klebsiella were highly resistant to josamycin (JM) showing the minimal inhibitory
concentrations of 100 mcg/ml or more, while in Staphylococcus aureus some strains were
resistant with the MIC values of more than 100 mcg/ml, but others were sensitive to JM

showing the MIC’s of 0.39-3.13 mcg/ml.

2) The serum levels, sputum and urinary recoveries were studied after a single iptravenous
administration of 200mg of JM in a patient., The maximum serum level was 0.69 mcg/ml
after one hour, and the maximum sputum level was 17.4 mcg/ml after three hours with the
sputum recovery of only 0.38% during 24 hours, The maximum urinary level was 240 mcg/ml
after one hour, and the urinary recovery during 24 hours was 23.9%.

400 mg of JM administrated orally every six hours in a patient gave the peak of serum level
of 1.4 mcg/ml after one hour, the peak of urinary level of 41.3 mcg/ml after two hours and
the urinary recoveries of 4.5—7.8% during every six hours.

3) In clinical application of JM in 17 cases, results were proved to be effective in 13. Among
them, especially in respiratory infections, 9 out of 12 cases had good therapeutic effect.

4) The side effects were quite minimal, only nausea, anorexia and itching being observed in each

one case.
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1 BRSHIC 1. 4meg/ml & BEBESRL, 2% 2 BRI IC 41.3 meg/ml & BT 6 BERIKICITH 7.4
1.1mcg/ml, 3% 0.8 mcg/ml LFAL, 6K meg/ml ZRU B 6 Bkt & i3 18.0 mg (4.5 %)
#%ic 0.3 meg/ml £RU 7o & 6 BMIEIC 00 mg B THDlo KD 6KMICIRENDBODbH B2,
MRIRL, OENRESS 12 B%E LU 24 BE%  102.0meg/ml £5RL, 25.5mg (6.4%) Okl S 12,
it &4 0.4mecg/ml &7V, FIE RNR%D 6BsAT%  6RAIESOHMELL 2L, 4.5%, 6.4%, 1.8% &

OfELD 0.1 meg/ml HLIEDTINB, BWLTED, HltEhiihr o IMb, RIREL DL
2) ROBES IURbHki ATER, {bzxhTHtzhzhtBbh s,
# 1 Staphylococcus aureus 39k D Bk
MIC mcg/ml
Total
<0.1| 0.2 | 0.39| 0.78 ’ 1.56 f 3.13] 6.25| 12.5| 25 | 50 | 100 |100<
M 1 7 | 23 1 7 | 39
EM 16 | 11 3 1 6 | 39
oM 2 | 13| 16 7 | 39
LM 3| 18 9 1 7 | 39
SPM 1 3| 25 2 1 7| 39
LCM 2 | 11| 16 1 2 7 | 39
CPRRRE)
% 2 Enterococcus T ¥ORZH
MIC mcg/ml
Total
<0.1| 02 [ 03| 07| 1.56] 3.13| 6.25| 125| 25 | 50 | 100 |100<
M 4 3 7
EM 1] 2 1 2 1 7
oM 3 1 3 7
LM 3 1 3 7
SPM 1 2 1 3 7
LCM 1 2 1 3 7
(ERBRE)
%3 75 LRHEBE 24 hoRSH
MIC mcg/ml
g/ Total
<0.2| 0.39] 0.78] 1.56| 3.13 ‘ 6.25 ‘ 12.5 ‘ 25 | 50 | 100 |100<
M 19 19
- EM ‘ 6 10 3 19
s oM 19 19
¥ LM 1 18 19
SPM 19 19
LCM 19 19
IM 5 5
3 EM 1 1 1 2 5
3 oM 5 5
kY LM 1 4 5
% | spMm 5 5
LCM 5 5

(ERFBRE)
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BB B3k 9K
% 4 BREE 24 HORTHE |(SERHBE 9%
m % h % 68
MIC mcg/ml
Total
<0.1| 0.2 0.39] 0.78| 1.56| 3.13| 6.256 | 12.5 25 50 100 | 100<
IM 2 1 5 1 2 2 2 24
EM 8 2 3 3 2 4 2 24
oM 3 7 6 3 3 2 24
LM 10 1 4 5 2 ' 2 24
SPM 2 3 2 4 2 2 1 1 2 24
LCM 6 1 6 4 2 3 2 24
(S{Zﬁ BWRE (VL-broth+ Agar))
Steel-'Wool 3 48 EsR§%¥HE
X1 3) ERERE S X UKD
meg/ml BEhAZ, 1 ~6ET 6.0~7.8mcg/ml DEE
2.0 ‘400mg 400lmg 40(Img 40(img 40(1m8 A Sh, #ic 3R%RIC 17.4meg/ml EEV, Fi-
24 59 iIc d 3.3 meg/ml OEEEMHDI-H3, 24 Big
1 BEMtEIZ 0.76 mg (0.3896) icg E1Ehotz,
;“’ T R W B K A & (%6
- N ABEh ORISR LE 17, 1 H 1600mg %6
A > KRS IC IR & & CEIBRRIE S ME L 7o, AL,
. AL B3 H, BESH, FH21 BEERAL . KEORH
1234 6 218 Bhr i, SRS, WERA 2P, BAERERE
[Remefs fududnd 7.4 | 102.0 418.0 mog/ml » XVBSCIRZ ST, XBCI 2T
il aso[nmponfon] 1480 | 25500 62700 meg B 2flB XU R 24, F{LIRE LA, BingE 2
l{:ﬁig 18.0 25.5 62.7mg #l, BES%, LO5%, AMKELAT, BHIA
i 43 o4 78% (52.99), @tk 34 (17.6 %), %54 (29.4%) T

2. 200mg ER (E 5)

1) frh#eE

1 FsR9#% 0.69 meg/ml, 2E:R§# 0.34 mcg/ml, 4
ek 0.17 meg/ml LERL, 6RMKRICIE, A
T&IE Dk,

2) RHRER JURPHETR

BOID 1 FERHIC 240 meg/ml & BEE IR bIcHE# X
f, Dtk 291 38.0 meg/ml, 6RfEKICS 17.5
meg/ml Z5RL, 24 BRI#% TS 3.8 meg/ml ZRL 72,
24 F5RGHEMERIT 23.99% TH DO,

12 ) (70.52) THRBRA D 5 1 7o KEBBITII,

IR IR RRGYE 12 B, BRh7H (68.3%), EBR24
(16.7%) <, 94 (75.0%) ICHBE LA SNz, il
ED 2, A%, BRELATHED, BEAELDS
3 ERETRMABTEE LD Morganella 14, Enter-
obacter aerogenes 1, E. coli, Pseudomonas aeru-
ginosa, Staphyococcus aureus DBABREMH 1 AD
ofed, wIhd JM icy LT 100 meg/ml PLED
MIC EOWMETH 5 DI HEMICIIESH 3V IE
HRT, BRELERDRE—BL TRV A BRELE

% 5 Josamycin 200 mg #i¥

W x s REILRE

1 2 3 6 12 24 24 ReRgdEtR
im B E 0.69 0.34 0.30 0.17 trace trace —
Rt B E 240.0 38.0 37.0 23.0 17.5 6.0 3.8 47.7 mg
v HEtE 28.8 2.7 2.6 2.4 4.4 3.9 2.9 (23.9 %)
M5 ch 6.0 7.8 17.4 6.7 6.5 3.7 3.3 0.76 mg
A 5 0.12 0.16 0.09 0.05 0.07 0.19 0.10 (0.38 %)
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ATXOPBEND A S JHLER L DI, E. coli #
BEIhTH32 IM iz 100 meg/ml Y ETHD,
KM :ORITBRES TV S, KMERML DI
Staphylococcus aureus HHHEINTHB Y M KL,
1.56 meg/ml TH Y, BEKZF L S—BLTNE, £0
i 12 B SiE, BRBEINZH DI,

2~ 3EHIATRT

;) 45 Fs REXM% B, 39.6
°C DR, BW, HEBREEIREL, WRKEBES
%, BBVHETERTIC, PRSI DEMRCOT 3K
230, Bk 22300, EHic IM 1600mg B50L
foo SEBXDEMLL, HMERWLSEREML, BHE
Wb REICBOL, 10 BED WPV HTIE, BED
BANUVIZIZEEB{LL oo BEP L DIZ, Morganella 7%
BBUZH, IMicid >100 meg/ml TH 3 QITERRH
KRELOHEOS DHEHATH 5.0

SER 2. b 5 [EIM%

NN AN iy

IJM_1.600mg per os

V VNAAANANAAANANAAAAANNAANS
5 10 15 2095 H

22300 10400 9600 5500 HifERE
I M]EM]SPMIOMILCH] ()

sputa [

| |>1oo|>1oo}>1oo}>1oo|>1oo[

”éﬁ
(EH 5) 60 ¥ & AEuERkAmR

6 MP & Rinderon i THEMKGEFIC 39°C H0F
Bsfix, CER 500 mg TSN, AIMIR 14400 L%

JEH 5 60 ¥ 3

f[EEHEDNR + JE L

) T 6MP + Rinderon. o, o & oo

CER 500mg]| ‘M 1600ms

A

§NVW \/vvvvwvvvv
120 1309?%5
BmaREK 3200 14400 4100
ok (1) 141 ) (120 90

ERL, BB BRERYOQ, IM #5icX) BRL
DF#RL, AMBRBLIBEL, WHEFRSER/LES
1co B X © Enterobacter aerogenes DSHRH &7z
# JM >100 meg/ml TH2otz,

Y

GEB 14) 66 ¥ & BKMmiE
B amshfk, TEFLRAES2(vY, PCG ©
fER 14 66 ¥ o BIME
L PC—G 400X10¢ U — ] JM 1600mg

Ac-S PM 1600 8,

Www A
Nxvo ,
[eX=X=X=T¢]

10 209% 8

Emﬁ& 13200 12000 9800 8200 1000

R 84 8 ) (10§ 7 U
" = pt

o ) AL

&%h, DOTC i T—BT&#ES LPBCRHRARE 129
IM & KM OftBIEIDhZ 1L A TRESI, B
HBITH B, BIMEPLVIZ, FREEO THDk,
BEMES LB BETHO, IM & KM 48
DIFICRELLTE D, B U TEEEEZELTLOD
RIELH A Do

v 8 # B (&6, MN2)

IM 5, 3HIKEWERBRD O, KK, &K
FIR, RERERE 1LATOT, WInbBREREick
DEERED T,

ZDMD14AFICIE & L IKEBD S AEIWER I h DT,

7, BE5H, b, BICbhEOTRELEBILEMNTO
m# GOT, GPT, Al-phosphatase, TTT & X7¥ BUN
OEEE A 5L, GOT, GPT, Alphos. £, JEEZHD
1B LEEERLI LEIEBRYE, GPT TH5
Bl 12 BAThsiaderh 23 Bify, #E5RIEIISICEL 34
BT &2 D R LIBIED 1 BlAsd B 43, DOTC, PC, KM
LOBRADIYD, AR ZEDOHEI PRBKETER
Ve ZOMTIR VTS ERHEAND EHT Ho7,
BUN 3 BEXLZEBERICET 2 EATEEHERNT
DELVEMMRL SN B, ECAKKIIZELE
ZoNBHRERD 5NIE LD,

V BREBLUER

RETHR SN Josamycin ZERAL T, ERHIER
ROBREFE TRV T OREE R 2o

1. REmk =277 7 —¥# Staphylococcus
aureus LTI, 1.56meg/ml XHEKARDILEBL,
>100meg/ml it & 5 —2DLids bh b, EM,LCM
kv, 1~28E MIC I3 &, LM, SPM &
213 B4, OM XYz MIC HidE,, fio=wsa7
1 FRBEYERDC R MEEASED SN 5o

2. BEEIKLTS, 1.56 mcg/ml & >100meg/
ml =2 xEL, EM £ D9 MIC EHE.

3. 7 LMEEICRL TR, E coli RU Klebs-
iella £ATHREMUKTS 50
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% 6 Josamycin Ef KK B %
4. E B & & B
£ 6| [ % (B | |5 emm | BEe BER| SR | £ O f
58| g P
B
, ] R
M R L PR A P — || | Dbt
2 45| 5 ” 1.6| 21 [33.6| Morganelia| M>100| — — | &% Bgm“%ﬁ%fmﬁ
3 495 | ” 1.6 812.8 — — Eh | B B EHE X
” E. coli JM>100
4 81| % (REALED) 1.6/ 13 20.8%@‘;8;:3; % >1.lgg PC | — | % |3 L
5 605 | R g it sl | 1.6) 48:[r6.8robacter) pvs 100 [T RE Y| — | A ho e B ow
6 2716| MRARLGE) | 1.6 8(12.8  — — — | Jgi‘%@x&
7 645 " 1.6 38 [p0.8] — 5FUKm| — | &% gﬁ?ﬁ%ﬁéﬁg
8 662 B RAEXL|L16 7112 — — — | B% @%mﬁig%
9 32 2 ” 1.6 10 [16.0, — — — | B ”
10 46/8| K H X Ki B | 1.6/ 55 88.0 — — — | BE%|F B B
11 24| ¢ w 1.6/ 32 1.2 — 27 ¥ — | B gﬁﬁ%’ggi
12 le| w5 b M8 s |16{14ferd E ot | NI00POTCECH g gﬁﬁmgﬁg
13 40/ 2| BHESaMAmE | 1.6] 7 [11.2 — — — | ESH|F B B
14 e6s| B m | 1645720 MAKE 2T = |mw | T #
15 535 v 1.6} 14 [22.4| Stap. aur. | JM 1.56 - — | B% | TR, BBt
16 471210 © 5 % | 1.6 7 ([11.2 — — %% | F B OB
17 6709|pB 4|16 33528 — CER,5FU| — | f&s E%%uég, x
2 Josamycin # 58] - th « RO ERREE
=L v BT KA gﬁ—,‘ Bifr mg/dl
150¢
\/ 60t . 10t 100t
140} ~ ZnTT BUN
401
~ S-GOT =S-GPT Al-phos. 75¢
30 s
50} 5k 50|
40} /\ 20} i
301 >( 25
20 10} - 2§
10' ———
0 4 0 RV RV 4 0 pev.y 4 O JEVN ,/
DI EE? S T B A% - RH %





