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#
1954 4= PINNERT-SINDIO %1% L.NINENT L i X
b Streptomyces ambofaciens O BZEIEIEH» &, Spira-
mycin A Sh, 4EE o BB TERRSH
X b HF i, Spiramycin o FHi¥fk » L T Acetyl-
Spiramycin R Xh -, Acetyl-Spiramycin (243K
? Spiramycin K HE LT, MPEBESIOCBENR
BESTsuTEBhelER2RTLEhTEY, BRADE
Bis LCBKRKBERREC OV TRE Lo THE T
%o LLF Acetyl-Spiramycin % A-SPM, Spiramycin
% SPM r#53,
1. A-SPM OHERACRIETERFORT (R
i) OFOXE
Heart infusion agar wEmE (BH) % 50%, 25%,
5% DEIgEREML, AT FUYRE 209P Kk X
UpEKex+ % A-SPM OR/NEEHERE (MIC)

# 1 A-SPM o Staph.aureus & 5t 3% HEEA

CRETHERTOVE (mcg/ml)
209P #k FE &K
50% 3.12 6.25
259, 3.12 6. 25
I i %
5% 3.12 6.25
Control 3.12 6.25
5 25.0 50.0
6 3.12 6.25
pH 7 3.12 6.25
8 1.56 3.12
Control 3.12 6.25
10° 1.56 3.12
108 3.12 6.25
107 3.12 6.25
& & 108 6.25 12.5
10° 25.0 50.0
Control 3.12 6.25

FREL, MEERMEDOTh LB LI, 50%, 25%,
5% DOAMBIEMT, 209P ke LCixmiEs mxik
Wt R 3.12meg/ml T, FEKCH LTHA
#ic 6.25 meg/ml TENRENREERMEESh, ZOR
BT 2 REIEMEC IO THEE IR,

ii) pH O&E

o pH % 5, 6, 7, 8 D 4BRECAE L TEAS
FeoERE 209P ghicxtd5 MIC 2 JiET 5L, pH7.2

*x 2 HMEARZ A

SPM | A-SPM
Staph. aur. 209 P 1.56 3.12
” Terajima 3.12 6.25
" Smith 1.56 3.12
” Newman 1.56 3.12
Streptococcus S 23 1.56 3.12
" T6 3.12 6.25
" T 12 0.8 1.56
" Mg 3.12 6.25
" Cook 3.12 6.25
" faecalis 1.56 3.12
Diplococcus pneum. Type I 1.56 3.12
Micrococcus flavus 0.4 1.56
Sarcina lutea PCI 1001 0.2 0.4
C.diphtheriae 0.4 1.56
Bacillus subtilis PCI 219 3.12 3.12
" ATCC 6633 3.12 3.12
Bacillus cereus 3.12 3.12
K. pneumoniae >100 >100
E. coli B 6.25( 25
/7 BMW 100 >100
n K12 50 100
/#  NIH >100 |>100
. NO2 (field) >100 >100
/7 NO 14(field) >100 >100
Shigella flexneri 2a >100 {>100
Ps. fluorescens >100 >100
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L= BBt MIC i3 3.12 meg/ml Thotoht, pH
5 TiX 25 mcg/ml, pH6 3 Xt pH7 i 3.12 meg/
ml, pH 8 Tix 1.56 mcg/ml TH+NRITNEE ¥ HIEX
h, BEAITHENORMEEIED bivice ¥, FEK
EEWThH 209P #he £ AL R LI

iii) ABOYE

BEREERY 105~10° &% 2T A-SPM o MIC #
Elio 209P #%, BIVFEH WMEL I EEHRC
XBHREHNDENRRD bt

2. A-SPM OHBERANRIT ML

BEREOEERE X OCETORESHRCHT 55
B A7 }7 A%, 0.05mcg/ml A 5 100 mcg/ml ¥
TORERTITEXFRAREC L HRE L (& 2).

A-SPM OEETHEHIN T % & 71k 3.12~6.25
meg/ml, FEBRE K LTI 1.56~6.25 mcg/ml TH
FuIET 52, ZORBIIARCHE Lc SPM Of
B LEFRENERFERRTIO 1 RERRE TH2
ro KIBH, MiARHE RBH FARECHLTIRE
L HHBEINTE

K, ARRESEY VML, 2727 —EIBiE,
< v=y M3, 33X DN-ase [BiED 7" v BRE 238
BieonT, A-SPM i3 12 BEOMERICKT 5K
FHSAY, BERFREREL BV Lic. MHFRTI
i3 100 mcg/ml k h 2 ZFHHRL, 0.05mcg/ml ¥ T &
Lico HEEZHT Bacto-Peptone(Difco), pH 7.2 % {&
FB, EEEERERNY 18~24 B, ¥ 7o FiREEML Heart
infusion agar (3%f) (pH 7.4) @i L, 37°C, 248§
Mg rOR/IRBRILBEXRE L (& 3, & 4,
F DR T A-SPM @335 RSt 5 A, 12. 5 meg/
ml EH A ED 151 B (63.4%) MAAMLTHE -~
2% L, 12.5meg/ml LT CREXBLEI RO

1% 205 £k (86.1%) Thotc, 25meg/ml L) - # it
Ber ek, 25mceg/ml i 26 £ (11.0%), 50 mcg/
ml LA 78(2.9%) THDolo WouiE 5, SPM xt
THEZEFHCONTHRD L, 12.5meg/ml i~ »
&b, 12.5meg/ml PATFiC, 169 ¥k (71.0%) #3474
LT Y, 25meg/ml i2iX 56 £k (23.5%), 50 mcg/ml
BAEicix 13 # (5.5%) Thoto D=2 RS54 ¥
AR 2 RZH o7 <13, Erythromycin (% 0.2
~0.8 mcg/ml DRSIc 189 #k (79.4%) 21 H#L, 1.56
meg/ml LTI 207 £k (87.0%) # LTk b, Mk
BOSHSREIT 31 £k (18.0%) T 2fz, Leucomycin
R B REM ST OVTIL, 1.56~3.12 meg/ml D
RiC 155 #k(65.1%) 757 LT h, 3.12meg/ml L
Tz 213 # (89.5%) DREZESMER LT oo it
RO GHESAREE, 25 Bk (10.5%) T o7, Oleando-
mycin & ¥} 3 B BZESAER, 3.12meg/ml LL T iz
179 # (56.5%) fFZE LT3k b, Oleandomycin o fitit
BRA 3.12mcg/ml [f iz, 104 #(43.5%) Oft=%
%7~ L7z Lincomycin iz %f 3 % B3 M 4 ik, 3.12
meg/ml AT 228 # (95.7%) % LHTHEY, FOE
— 2% 1.56 meg/ml . E LTHML T Fi

. R4 REAMTBEBEUAL
(238#)

1 A-SPH
SPM

50F

251

— n7
100 >100
7

02 04 50

X3 ARSHERE T BARIUES N

Wgo. 05 0.1 ] 02|04/ 08]15]312 ] 6.25 f 12.5 ] 25 | 50 | 100 |>1oo 3
PC-G 5 | 5 | 42| 12| 10182 [22]16] 7| 14]|11]| 4| 2
TC 1 14 | 30 | 4 | 24 | 24 | 19| 4| 5| 5| 13| 4 "
CP 5 2| o | 23 |06 |67 | 8| of| 5| 4 p
sM 13| 3|22 |18 |17 | 24| 40| 16| 14| 16| 46 p
KM 13| 19|15 |3 | 28|43 |68 | 4| 2| 3| 8 "
EM 2| 4|8 |47 |53|12| 5| 2| 3| 1| 2] 3|15 p
oM 12 |11 |3 |75 |6 | 18] 4 1| 13 p
LM 2 | 12 | 20 | 68 | &7 | 8 3l 2| 38| o p
SPM 1| 2| 2] 23|60 |81 |56 | 2 1 "
A-SPM 1 5 | 48 151 | 26 1| 5 "
LCM 1 24 |79 | 94 | 28| 2| 2| 2 1] 3 "
NB 11| 13 | 68 |114 | 19 | 8 3 11 "
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%5 A-SPM o % X W & (mcg/ml)
N strain Phage A- : »
o.\num- [\ o"*|PC-G|CER|CET| SM | TC |CP | EM | OM | LM |SPM gpyLCM NB | GM
ber T
1 58| I [>100| 25| 0.8 [>100 [>100 {>100 [>100 [>100 [>100 [>>100 [>100 [>100 | 6.25 | 6.25.
2| 179 | NT |3.12| 0.4| 0.4 >100 [>100 | 6.25 {>100 [>100 {>100 [>100 [>100 [>100| 0.2 | 0.8
3| 181 Mixed| 6.25|1.56 | 0.4 [>100|1.566.25| 0.8 |1.56|1.56|6.25|12.5| 0.8 0.2| 0.8
4| 203 Mixed 1.56| 0.4| 0.4| 0.8 | 0.8| 100 |3.12 | 1.56 [>100 | 12.5 | 12.5 | 1.56 | 0.8 | 1.56
5| 210 Mixed 0.8 0.4| 0.4| 0.8 | 0.8|12.5(3.12[>100{3.12| 25|12.5|1.56| 0.8] 0.1
6| 216 I [>100| 0.4| 0.8 >100{6.25| 100| 100|1.56|3.12|12.5[12.5| 25| 0.8(1.56
7| 226 Mixed>100| 0.8 |1.56| 0.2 [>100|6.25| 0.8 1.56|3.12|6.25 |6.25]3.12| 1.56 | 0.8
8| 237 | NT|6.25] 0.2] 0.4| 0.2|1.56| 25| 50|1.56(3.12|6.25|6.25[>100| 0.8 | 0.1
9| 247| T |6.25| 0.2| 0.8[>100| 0.4 | 12.5 [>100| 1.56 | 3.12 | 12.5 | 12.5 [>100 | 0.4 | 0.05
10 | 261 Mixed>100| 0.4 | 0.8| 0.4 [>100|6.25| 0.8|1.56 |3.12|6.25 | 0.2|3.12| 0.8 | 0.05
11| 271 [Mixed>100|3.12| 0.4 [>100| 0.8 | 12.5|1.56 | 12.5 | 1.56 | 12.5 | 12.5 | 1.56 | 1.56 | 0.8
12 325 1 100 | 3.12 | 1.56 [>100 [>100 | 1.56 [>100 | 6.25 | 3.12 | 3.12|6.25 | 0.8 | 0.4 | 1.56
13| 327 [Mixed 100 |3.12 |1.56| 12.5|1.56 | 1.56| 25|3.12|3.12(3.126.25|6.25| 0.2 |1.56
14 | 334 Miscel 100 | 6.25 [>100 | 6.25 | 3.12 | 6.25 [>100 | 3.12 | 3.12 | 6.25 | 12.5 | 3.12| 0.2 ] 0.8
15| 481 | NT |6.25| 25| 50| 100|1.56|12.5] 0.8|3.13(|3.12| 25| 25| 25| 50| 0.8
16| 571 | m | 100{1.56| 0.4 [>100 [>100|12.5| 0.8 |6.25|3.12|6.25|12.5|1.56| 0.4]3.12
17| 598 | T [>100]|1.56| 0.8 [>100 >100| 50 [>100 [>100 |3.12|12.5|12.5|3.12| 0.4| 0.8
18| 613 NT [>100|3.12| 0.8 [>100 [>100|6.25| 0.8 | 6.25 | 1.56 | 12.5 | 6.25 | 3.12 | 0.4 | 1.56
19| 614| NT [>100]1.56| 0.8 25[>100|12.5| 0.8|12.5|3.12|12.5]12.5|1.56| 0.2 |1.56
20| 621 | NT [>100{1.56| 0.8 >100 [>100| 50| 0.8|3.12] 0.2| 25|12.5|1.56| 0.2 |1.56
=7 & 73 i€ A iE |
wol 5 5o & % |enmn & xw | RERERSNERERanms mrem | m R
1|8 |36|& & # % |10,000 800 5 4,000 | BB/ | (=) | (=)
2|8 |68| AR K TFTRE| 680 Staph.aur. | 1,600 4 6,400 |41 B[ (=) | (=)
3|5 20|45 B 48 # B E | 5000 | Staph.aur. | 1,600 3 4,800 | & B[ (=) | ()
4|9 |17|&E TF B % |11,200| Staph.aur. 8o | 3 2,400 |9 B} (=) | ()
5|8 13|Z&Z T K | 8700| Staph.aur. | 1,600 | -4 6,400 | ¥ B | (—) +)
6|8 |19{& K B | 6800 Staph.aur. | 1,600 6 9,600 | 4] BA| (=) | ()
7|8 |31|& M W | 9,000 | Staph.aur. | 1,600 6 9,600 | t7 B | (=) (+>
8| a5 |19 |® 0 i | 12,800 | Staph.aur. | 1,000 5 5,000 | ¥1 B | (—) +)
oo |a3|EEMERRX 880 1,600 | 3 | 4,800 | ®®A | (—) | (+)
09|56 Z,, T, B0 1020 Staphawr. | 160 5 | 8000|8 M| (=) | (B
11| 9|54 | A LB B%ERK| 6400 800 4 3,200 | %@ | (—) +)
12| 9 (39 | EBBE Y v<B% | 9,500 | Staph.aur. | 1,600 5 8,000 | ¥ BA| (—) +)
13|9(33|A T B m| 89%0| US| s0| 3 | 2408 B| (0 | P
1|5 36| 2 % &R 13600 800| 5 | 4,000 |%8#%| (=) | -

100 meg/ml Ll ki@ 4 #ED B EERHERRH D D,
FRESHEETEL VIIEECE YL 20 #ico

WT A-SPM DX [itERBFE L (3% 5)o OM, LM,

SPM @ 3 Fic st L TIXE\ R FHEH S Hh 5 2%,

EM = &EmED 9 #d 7 #id A-SPM it 12.5 meg/
ml LIFORZHLY R Lo OFERCH LTLES
LW ARt R & St hs2tcs
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£6  A-SPM SPM 250" ROk SRom PRE

20F

30 | A

4 8 8" hr
A-SpM 0.42 | 220 140 1 083 | 0.72 ! 0.59
sPM| 021 | 055 121 182 | 068 | 048

("9/ml) (%3% F1918)

3. mRE (K 6)

A-SPM ¥ X vt SPM 250 mg # R A 3 &icTh
FhAOBIICARE R, 30 4, 16/, 28R, 48
f, 6 Bl 8 RN LCTHE Lico MBI,
Cup ##% f\» Penassay agar 6.0ml % Base agar ¥
L, zhic 24 BRIMEESIC KRS Ui, RRE, Sar-
cina lutea PCI, 1001 ¥k 4 A KIFBEROEE,
10¢ % 4 A 7° Penassay agar 4.0ml % Seed agar &
LCEBLAIE L, 7o pH X 7.2 ¥ Ui,
3HITFHDMmMPEEDRETIE, A-SPM i3, #5%1
B CREMFAEE, 2.2mcg/ml WEL, LEHEAR
WAL, 2BR{E T 1.4mcg/ml, 4 BREET 0.83
mcg/ml, 6 F§R{ET 0.72meg/ml, 8 BERMETH 7o
0.59 mcg/ml F{FEDT\ o Wi 5 SPM Oy b s
13, 1BR{EC 0.55 mcg/ml, 2B 1.21 meg/ml,
ARFREMET 1.82 meg/ml L HFEMABERCEL, 6 R
fET 0.68 mcg/ml, 8 FfEi{ETix 0.48 mcg/ml T % >
1o Thehd A-SPM 254, 1 RHEITTROITE
BRFRECEL, UBE DS LT DRL,
SPM i1, BAamABEENERLABM T — 272/
h LR35,

4 EEERBER (T

NEIRYIE 14 Plicxt L, A-SPM % #EA LD K
BREB Lico BREREARREINCRD L, W7
Bl, ey vRRRK 10, BEMSRL Y voRRE 26,
BEGx, BEH KTRE Vv @i&167T 20
RIEWDO S MBI Th ol BRABEORELTLOK
10 fIlTVX, Staphylococcus aureus B hRR % 9 5y, a-
Streptococcus ¥ DBAREL 1 FITH Dk,

A-SPM o fEFIEIX 12 200~400 mg AHk, 1 H{ERA
£ 800~1,600mg T, H¥X 3~6 H, FHKLE
2,400~9, 600 mg, ¥y 5,600mg THhr,

BRSROYIEELEY, HEORMH A ALY
SRAAXIRHE 12 ERUE 14 BRETHRE LAK
T X B RHERECIEN DI, FOREUE, 4161
T7.1%, B% 10 fIT71%, E%H3HIT 21.9% Th
b, BRHEIX 78.1% Thot, BRI DN
Tshyotz,

7. & &

A-SPM o4 BHBRE, REERACRETHERTOK
, REORERATEORIMS M & OB R 3 AR
BRI DOWTHRET Lo

1) A-SPM 250 mg MER#EDIMAURE L 1 BRI TR
WRECEL, 2.20meg/ml &g h LISHBRACHA LS
EFRfECH 0.59 meg/ml DPWEER RO T Toe W DIF
5 SPM 250mg D PIRCiL 4 B C Bl PIREEIC &
L, 1.82mecg/ml #7R L7zo A-SPM i3 SPM i H UsE
L, BomubFREA B LR D,

2) HHEFACRETHERTFORN T, mEOE
RS bhieholes, pH ORIt ciED
DEFFED b, T, HEC IBMEHOEE]
E?,.Zb 6%7‘:0

3) A-SPM 177 slaMERECH L CUIMEIME
{, 77 ABHREC LT SPM bt LIE R
’?{g«\ Yo

4) FEIOLTHELUCEATE, 238 %hORZTUHSH
TiX, 12.5meg/ml LAITIC 86.1% 2357 LT ice W
OiF 5 SPM DRSS Tk 12.5 meg/ml LLF i
71.0% 257 LT izo OM, LM, SPM & %2 X fiif 4 5%
R "Oh’to

5) HEURYERE 14 FIOERBKE CREL 7.1%,
R T1%, EX 21.9% Thbh, BRE78.1% Tho
oo

6) EWEAX &L leh2l,

2 % X &
1) hREE=, M FHLLVAY T =1 v vHHK,

Acetyl-Spiramycin B8+ 5 EBIHE, J. An-
tibiotics, Ser. B 19-2, 90, 1966

2) BERWE, fb 2 Acetyl Spiramycin w B4 3 &
W, ibid. Ser. B 19-2, 95, 1966

3) {EKEJ\EB, f : Acetyl-Spiramycin o X @Y
BEBREOBF 9T, ibid. Ser. B 19-6, 423, 1966

4) WERBE, f:7€F—1 RAEIT <AL vOH
7 ¥ v REM BT 5 R T, tbid. Ser. B
20-1, 10, 1967

5) FAERE, fh: Acetyl-Spiramycin i B84 5 3K
R, tbid. Ser. B 19-5, 379, 1966

6) B3, ffh. Acetyl Spiramycin o A &} 4 iic
1 5 FARER, ibid. Ser. B 19-5 385, 1966

7) RHFEH, 1. SABERC 315 Acetyl Spira-
mycin Ok X OEERR T, ibid. Ser. B 19-
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8) thiif&, fb: Acetyl Spiramycin iz >\ T, of antibacterial activity. Brit.J.Pharm. 19:
ibid. Ser. B 19-6, 428, 1966 99-110, 1962
9) R.SUTHERLAND : Spiramycin ; A reappraisal

A CLINICAL STUDY ON ACETYL-SPIRAMYCIN

S.Isurvama, T.SaxaBg, S.Usnio, M. FuruHAsHI, U.TAKAHASHI,
T.Kasaci, S.Nacasaki, I.Kawakami, N.NISHIOKA,
I. NAkAvAaMA, S.OsHiMmA, 8.Iwar & H.IwamoTo
Third Department of Surgery, School of Medicine, Nihon University

The result of clinicolaboratory and clinical study on acetyl-spiramycin, which is a new derivative
of spiramycin, is presented in this paper.

The highest serum concentration of acetyl-spiramycin was 2.20 mcg/ml on average one hour after
single administration of 250 mg orally in healthy adults, while that of spiramycin was 1.82 mcg/ml
on average 4 hours after oral administration of 250 mg.

Minimal inhibitory concentration of acetyl-spiramycin to 238 strains of staphylococcus aureus in surgi-
cal fields was tested. 151 Strains out of 238 (63.4%) were distributed at concentration of 12.5mcg/
ml, and 205 strains (86.1%) were inhibited to growth in concentration less than 12.5 mcg/ml. On
anti-staphylococcal activity of acetyl-spiramycin, it seems to have a cross resistance to spiramycin,
leucomycin and oleandomycin.

Oral use of 800~1,600 mg of acetyl-spiramycin daily were tried on 14 cases of surgical infections
including 9 cases of staphylococcus aureus infection and 1 case of mixed infection of staphylococcus aureus
and a-streptococcus. Good clinical response were observed in 11 cases and 1 of them was excellent.





