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ARHEBIC B 5 Josamycin

ALBR - RE F-G5RE— - TEB 2

RGP « (LEWRS - I E B - dil—

BHEE  BEAEB - KERE - BERER
BAkE HiLse

YattvA i, Streptomyces narbonensis var.
josamyceticus DEET BF< /a5 4 FT, 1967 £k
W« RO ICEDT, TOHE, BPMABER, KO
THHE? LI X D TZOEMENBE R >V THRE SN
120 TNODEBHEMRICEDEY a V=4 v Vi3
DKICIIBTE D, BUKIZRX BT 2RERERRK
T, 77 LBEMIRE, Sarcina lutea, FEETL X ITE 0
WENID D 5, BRARIILZAKED 200mg $£T,
BATE 4= 1BREL, H6MCE, 3~10 A/

HERARL 7o
I JMoRBERICEXIZTERFOKRT
1. mFORE

heart infusion broth (HIB) i Em#E (BE) %5
%, 10%, 209, 40 % FHiL T Staph. aureus 209P
it T 2B/ NS IHIBE 4 tube dilution method
THEL 72, CORRMBERMCE 2HEHOEL LV
BIEDLE M1,

2. pH o

HIB o pH % 5.0, 6.0, 7.0, 8.0 D4 BEEL L,
Staph. aureus 209P #icxtd 2 pH DEBLBRHL
1o TOHR pH 7.0~8.0 O T4 ) AITHROTIEME
ZBD I,

3. HROXE

HEEEEL 105~100 CEX TR/INEBERIEBE LK
Hlfco ¢ DR 10'~105 THEHOREERL
(&1),

% 1 Influence of various factors on the antibiotic
activity of Josamycin

Test org.: Staph. aureus 209P
Tube dilution method

1. Serum
40 % 20 % 10 % 5% Cont.
0.6 1.25 0.6 1.25 1.25 mcg/ml
pH:7.0£2
6108
2. pH
pH5 pH6 pH7 pH 8
5.0 2.5 1.25 1.25 meg/ml

6x108

3. Inoculum

108 107 108 108
1.56 0.8 0.8 0.8 mcg/ml
pH:7.0+2
I m ¢ B E

BERABF 3Lz IM 1.0g 208151, 30
4y, LR, 2K5fE, 4 WM, 6 RRIBRAYIZRML M
hEELREL .

RlEEid S BR R (pPH7.0+2) 27 Cup
THREBE LT Sarcina lutea ATCC 9341 #%%FEH
Ufo

BEAROERI IM 0RFE% 10, 5.0, 2.5, 1.0,
0.5meg/ml @ 5B L L, serum curve & HBL 728
B pH 7.4 @ Sirensen Buffer ®» Curve #»i Serum
Curve t—HL 7 (& 2),

Z% 2 Standard curve of Josamycin

mceg/ml
\ 10 50 25 10 0.5
Buffer pH

Serum 22.2om 19.4mm 17.6mm 15.8mm 13. 8mm
pH 7.0 20.6 17.8 15,4 13.1 10.5
pH 7.2 21.4 18.6 16.4 13.7 11.3
pH 7.4 22.3 20.1 17.4 14.7 12.9
pH 8.0 23.0 19.8 16.4 13.5 11.5

Buffer : Sirensen Buffer

COFERIM 1.0g ZROMICKS L RO MPRE
@ peak |3 1KET 2.2~3.6 meg/ml (2L, 6KAT
T2 0.5meg/ml ITOMEERL 72(% 3).

# 3 Serum levels of Josamycin 1.0 g per os

test org.: S. lutea ATCC 9341
method : cup plate method

Y 1 2 4 6 hrs.

A  58kg 0.6 22 21 0.9 0.5mecg/ml
B 53kg Tr. 3.0 1.6 06 Tr. «
C 57kg 1.8 3.6 1.7 08 Tr. »

average 0.8 2.9 1.8 0.8 0.2mcg/ml
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FIBEBASTF 241 IM 400 mg 2B0OMICERSES
LA omhEED peak 2 1.0g #E5DEALE
BIC 1T 20MIE 1.2~1. 3 meg/ml T L 7:(F4)
® 1,

# 4 Serum levels of Josamycin 400 mg per os

% 5 Urine concentrations of Josamycin
1.0g per os
test org.: S. lutea ATCC 9341
method : cup plate method

0~ Y4~1 1~2 2~4 4~6hrs. Total Recovery

test org.. S. lutea ATCC 9341 15 300 430 220 65mcg/ml
method: cup plate method (55) (40) (50) (60) (90) ml
Y 1 2 4 6 hr. 0.8 12.0 21.5 13.2 5.9mg 53.4mg 5.3%
B 53kg 1.15 1.30 0.68 0.36 0.36 mcg/ml 95 340 390 225 50 mcg/ml
D 62 kg 0.60 1.20 1.05 0.50 0.42 ” (25) (20) (40) (60) (60) ml
average 0.88 1.25 0.87 0.43 0.39meg/mi % 68 156 135 3.0mg 40.3mg 4.0%
1 serum levels of JM 200 440 460 170 50 meg/ml
, (60) (20) (56) (65) (60) ml
meg/ml
1ot 12.0 8.8 23.0 11.1 3.0mg 57.9mg 5.8%
average recovery 50.5mg 5.0%
THBERARTF 2 LIC 400 mg BOBE5O 6 BEE
i.of TOERRIIENEN12.196,14.7 % THD7(F% 6),
% 6 Urine concentrations of Josamycin
1,000mg per os average 400 mg per os
test org.: S. lutea ATCC 9341
method : cup plate method
2.0t
0~Y% Y¥%~1 1~2 2~4 4~6hrs. total recovery
7.5 160 560 360 37 mcg/ml
A 400mg per (60) (40)  (40) (60) (100) ml
HIP N ©0s average
1.0F '\.\L 0.45 6.4 22.4 21.6 3.7mg 48.6mg 12.1%
1 i \\\\
! S 2.0 64 200 620 30 mcg/ml
Jr TTm==S (4.5) (25) (40) (75) (100) ml .
. 0.1 1.6 8.0 46.5 3.0mg 59.2mg 14.7%
M1 2 3 4
‘ 5 Ghrs average recovery 53.9mg 13.4%
I R & 8 IV HiRRS PSS A

IM 1.0g 2BERABF 3 LBROMICHREL 18
DRBPBED peak |3 1 ~2 BKRIT 390~460 mecg/ml
WL, 6KME TCORMFEHRIUNER 5.8% THo/
(#5)

BEREDOEBEMKICONT IM ITHTERERARY
b I ARERERBRECKDAEL 72 8 F, Staph.
aureus \CRRSEWARTHKEE, ZEHE, Klebsiella,
RIBHEIZED 7 7 ARBRE T L TR4AT 100 meg/

*=7 Spectrum
organism M EM
1 Staph. aureus 209P 0.8 mcg/ml 0.1 mcg/ml
2 Staph. aureus Newman 1.56 « 0.1 ~»
3 Staph. aureus Terashima 1.56 »~ 0.1 «~
4 Staph. aureus Smith 1.56 ~ 0.4
5 Streptococcus Mg 0.056 » 0.0125~
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6 Streptococcus faecalis
7 E. coli 1253

8 E. coli B

9 E. coli BMW

10 E. coli K12

11 E. coli C14

12 E. coli NIH

13 Bacillus cereus var. mycoides ATCC 9634
14 Sarcina lutea PCI 1001

15 Sarcina lutea ATCC 9341

16 Klebsiella pneumoniae 602

17 Pseudomonas aerug. NCTC 10400

! 6.25 mcg/ml | 0.025 mcg/ml
L >100 P L >100 p
>100 P ' >100 "
>100 ” ’ 50 W
>100 ” >100 "
>100 " -~ >100 .
>100 , | 50 "
0.2 ” ' 0.1
0.05 ~» | 0.1 ”
0.8 « ! 0.025 »
25 " | 12.5 «
>100 " >100 "

HIA.: agar streck method

% 8 Sensitivity Distribution of Staphylococci to Josamycin in Surgical Fields

Inpatient (50 strs.)
0.05 0.1 0.2 0.4 0.8 1.56

MIC (mcg/ml)
3.12 6.25 12.5 25 50 100 >100

IM 1 2 6 8
EM 1 3 10

33
1 35

Outpatient (50 strs.)

MIC (mcg/ml)

006 01 02 04 0.8 156
IM 2 14 14
EM 5 20 5 1 1

3.12 6.25 12.5 25 50 100 >100
1 1 18
1 17

ml PIED MIC 2RU7(E 7).
V SENRESETRCHTS IM B3N
ABNBEL OB 727 F O ERE 100 %k (ABR&H
B 50 Bk, AREEK 50 ¥) KHOWT IM BXU
EM it 3 2 BEHE 2 EHEORRXERBREL BB/
REEILBEEZS >THELA(ES) (K2, ® 3),

2 Sensitivity Distribution of Staphylococci
to JM in Surgical Fields

%

1ok outpatients (50strs.)

C3JMm
0 EM

20

<005 0.1 0.2 0.4 0.8 1.56 312 6.25 12.525 S0 100>l’00
MIC (mcg/ml)

3 Sensitivity Distribution of Staphylococci
to JM in Surgical Fields

9
80

inpatients (50strs.)

60
CJM
CJEM
401
20
H a

S005 01 02 04 08 156312625125 25 50 100 >l
MIC (meg.mlj
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CORBRABEEZM]TIE0.1~1.56 meg/m]l THIES
N340 17 #% (34%), 100 meg/ml DI L O E RS
HD 33 # (66%) THDt,

FIAREBEK 50 BRiCOW T3 0.4~1.56 meg/ml
THE1EEh 3D 30 # (60%), 100 meg/ml DA - DT
HHRIZ 18 % (3626) THD, Ak, ARBEHKEELD
T ZORZUSHIT2BHARL, £0 peak (3 0.8~
1.56 mcg/ml TH U HERIZABRBEICE CEDH O,
oK, JM, EM k20 TOHBEBEFREABREE I,
ARBEHICH T TREF LR 4, K5).

4 Cross-Resistance

Staph. aureus (50 strs.)
(inpatients)

Staph. aureus (50strs.)

(inpatients) mm/

>100 . i
i ]

meg/ml

f=]
'S
cee
eve
..
.e

0.2] .
0.1
=0.05 /"« L
<00501 0.2 04 08 156 812 625 125 25 50 100 > 100 meg/ml
M

CORREIM & EM & OB TRARBRXWHIIED
S5, ABRBREKRT EM TxLTiX 3 #% 12.5
meg/ml Y ETH-7zDicnl, IM TirOThd 1.56
meg/ml THIEIN TN 3, ’

5 Cross-Resistance
Staph. aureus (50 strs.)
(outpatients)

Staph. aureus .( 50strs.)

meg/ml
L (outpatients)

>100
100
50
25 .
12.5
6.25
3.2
1.56| .

0.8 .
0.4_ os o8

0.2] wi .
0.1] ..

=0.05

EM

£0.05 0.1 0.2 0.4 0.8 1.563.12 6.25 125 25 . 50 100 >100 meg/ml
IM

VI PRER{EFRREK
ARMIRERYE 12 flic IM 51 X 23R 2 1R
L7 (% 9),
WNRIIEE 2 4, B3 A, F36, BRE2H,
iy VB LA, BERREEOREHMEELLAT
»5

% 9  Clinical studies on Josamycin

Case |Age|Sex Diagnosis Dosis Organism ?ﬁc . Adj. Ther. 1%;;; lsiif(fi:ct
1. E.O.|20]| { |Panaritium 8001;1%(1 Staph. aur. | 3.12mcg/ml] — Good| None
2. T.T.| 22 | m |Panaritium 800%x 3 | Staph. aur. | 1.56 « Incision Good| ~
3. T.T.| 59 | m |[Facial Furuncle 800%x3 | Staph. aur. | 1.56 » Incision Good| ~
4. ' K.K.| 26 | m |[Facial Furuncle 800x5 | Staph. aur. |3.12 « Incision Good| ~
5. A.1.|60 | m |Ulcer of leg 800x 10 | Staph. aur. | 1.56 « Anti-inflam. Poor| ~
6. T.S.| 26| m |[Infected Atheroma [800x5 | Staph. aur. | 0.8 ~ | Incision Good| 7
7. A.T.|16 | f Infected Atheroma [800x7 | Staph. epid. | 1.56 ~» - Poor| ~
8. I.K.| 40| m Infected Atheroma [800x4 | Staph. epid. | 1.56 «» Incision Good] »
9. Y.H.| 24 | m |[Abdominal Fistel [800x3 | E. coli >100 ~ — Poor| ~»
10. Y. S.| 55 | m {Subcutan. Abscess [800x 10 . g — Anti-inflam. Good| ~
11. T.N.| 18 | m [Furuncle 800 x 4 . g8 — - Good| ~
12. Y.Y.| 53| f [Lymphangitis 800X 5 — — — Good|
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12 ihEOBRIB SN/ b DIZ 9 HiTtT D H B 5HlIC
Staph. aureus, 3 Plic Staph. epid. % @iz, D1
Rz eD®’ E. coli ML, {EFEIBRONTI
H 800mg %4 4, 6 T & 3~10 HREMRA I ¥, ¥
Bi32.4~8.0g TH2, BERNRHEEEIKZZODZ
i1,

CORR, 12 Pich BRI 8, |4 PIOREEB .
SHPID S B 2 FllE Staph. aureus T % MIC s
1.56meg/ml iIZ dpp b O FHREBDEHD1DIIE
O®EEICERT I EEBEbNS, ZDMOENBIIER
REAHLTOE260 14, BHMEREEALEYD, X
BEEARBLI.DDIHTH 3,

VIiI & e B
12 FERPELEER, BB R EOIERRE D S 1L
»ot, )
VI #& i
1) REFERACEXZTHERTFORS T3 pH7.0~8.0
THROWHREREARL, BR 100~10° TEETH D,
MEDFLBIEDE DI,

2)

3)

4

5)

D

2)

3)

ABEREBR T F o ERE 100 #Ricd 3 2 REH S
HRARBE SRR 508k Tl 349% #80.1~1.56
meg/ml T, ARBESHKRTIIZD 60% £310.4
~1.56 mcg/ml TR ISz,
IM 1.0g BOHSORABFIHEBED peak i3
1 RS T 2.2~3.6 meg/ml 2L, 6 BT TOR
rhENERITEY 5.89% THDT .,
ABRRYSE 12 MOEARRKRTRIBED 8B, E5
4BTH D1,
BWERRAMICED SIS hDI,

& £ X W

Osono, T. et al: A New Antibiotic, Josamycin.
1. Isolation and physico-chemical characteristi-
cs. J. Antibiotics, Ser. A XX (3) : 174~180,
1967

Nitta, K. et al: A New Antibiotic, Josamycin
II. Biological studies. ]J. Antibiotics Ser. A
XX (3) 181~187, 1967

# 16 @EALPREFZSKRE. BREFEIH

JOSAMYCIN IN SURGICAL INFECTIONS

SHUNJI IsHIYAMA, TAKASHI SAKABE,

UicHI TAKAHASHI,

TOHRU KASAGI,

YUSUKE NAGASAKI, MATSUKI YAMAGISHI, IKU KAWAKAMI, ISSEI NAKAYAMA,
SHIGETOMI IwAl, HIDEO IwWAMOTO, TOSHIHIKO OSHIMA & MUTSUMI TAKATORI

Surgery, Nihon University, School of Medicine

Josamycin is a new macrolide antibiotic with high in vitro activity against Gram-positive bacteria.

The following results were obtained.

Antibacterial effect of josamycin was intensified at pH 7.0-8.0 of media, it was stable at 105-107
of inoculum size and no influence was observed in coexistence of serum.

2.2-3.6 mcg/ml of blood level and 390-460 mcg/ml of maximal concentration in the urine were
obtained after oral dose of 1.0g in healthy adults. Urinary recovery rate was 5.8% in the first 6

hours.

Josamycin sensitivity of 3496 of staphylococci cultured from surgical infections in inpatients was
ranged in 0.1-1.56 mcg/ml, and of 60% in outpatients was 0.4-1.56 mcg/ml.
In the open clinical test of the drug it was found that the results were good in 8 cases of 12, and

failed in 4 cases, and no side effects were observed.





