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tFx w-BHE-K-KFIX—
HORER FHBF PR
(EfE: dbx HB#E)

L £ 2 & &

Vistamycin (LLF, VSM L 8%3) & Streptomyces ribosi-
dificus nov. sp 6 x bR FFiEHE T, 2L» SF-
B HEEHEL R LOBBRRR I DL B Y, L%
¥ %13 O-8-D-ribofuranosyl-(1— 5)-O-[a¢-2, 6-diamino-
2, 6-dideoxy —~D-glucopyranosyl- (1 — 4)] -2-deoxy-str-
eptamine L EH LR, 73/ 7z y FRVIAEWE
BT %, 4FRk CyHyNOyy, 4F & 454, Kicil
HTETHL, BUEIMEL, =V ACHLTHERLD
LDy i 225mglkg & X h, RELHWEATH B, Db
D77 LB BEFECR L TASHEARZ b
FALTW52, RBEE - BEACH L TRAEDER
Slev, BHANESC L YAV IFREYRL, Ry
WEIRTHD, TLBERCHTsHEL? KM X oE
WEWH, REBRZDbDOROWT 2, 3 OXEBNE
Kzt ze, —#® KM, SM L &L 22 BITLD
T, TOREEHET 5,
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1. BEHEEO VSM (3T 3R2H

{ef Rtk BRI CERIR D RERS R D I Z M (B % 1)
E LRI, Bl DLl H T, RIEEIXER6 KT
T MIC>100 meg/ml, KBTI 8k 7 #aix 1.6~
12,5 ¢, 1 iz >100, 7 v 7> =512 6 k&b 3.1
~12,5, = vF r3 7 & —TIX 4 ¥kd 3 £Rix 6.3~12,5,
1 B >100, a7 F v ERE T 0.8~50 ©O A< &
i Lo 738 209P o MIC 3 0.8 THot,
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Hia BRI CRLCLONK2 TH DA, KBE - 7
V7Y SREWT VSM & KM Gl L a i
&, SM X hRRFihTwien, BEETIM SM
B Ch, BT FoRE TS ZBiEREORS
THo7,

8 %« DB OV T OO — a2 FRTH L, F2
DEFHT, BHHIZAVA VSM & KM & ofiizzs
RttEn 5 X 5z, SM it BT —3 A i #1238 i
HART L 5 TH o,

2. HIERHEER

WAFE I TH o & 35 h MICZ JIE LT, HIEMHMIC
BEELcDb, ARMNCRBEXRDLVWRBRE»IL 1A
EHxY LD, EHEEERWERECEKL, BHED
FREOEIOIE/NEE R LT, FEWN MIC fHEL
Too FEED 6 R DOWTIT e D e BUEIZE 3 DLk b
T, WA VUREO | ek, HEM MIC H
BHEAMIC {HoX3 I, BREMEROBHIERK
THs ELBbhi,
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X 2 Vistamycin, Kanamycin, Streptomycin iz %t
TOBREHEMOLE (REKTERT)

1) Pseudomonas

>
g
— D W oA T D
=
\

50 100 >100

P
+1.6 3.1 6.3 125 25 50 100 >100
MIC meg,/ml

3) Klebsiella

16 3.1 63 12525 50 100 meg/ml
4) Enterobacter

3.0 6.3 125 25 50 100 -100
1475) Staph. aureus 1 .- meg/ml
/..

e L
16 3.1 63125 25 50 100 meg/ml

VSM, KM, SM % #hFh 20 mg/kg | @EfHEL, 48
FEEISER L RN RS oBEORE IEFL
AR S THEY R LT, BB R % iz L
Too TOREEIZFE4 D LR 0T, FEOPNIE IR
DRE DML, R >THEROEFEMELRT LD
ET5H L, 28kE D KM, VSM, SM EHBEDIETHIE
NRIFTH oI, FHEOEIERICHTS MIC fHx
TRICRT,

4. BEHROESR

BE.JIEOEEECIY, VSM % pH7.4 o M/
15 SR CHERL, RBEE LTHEE 7 Py
B 209P HAEES PCI-219 % A& o e Lic,
R3mEish, PCI-219 ZH\BBE DI 5 HREFZMEN

Staph. aureus
2

%2 #HEHo MIC ffiofis (mcg/ml)
# # | vsMm KM | sMm
E. coli 1 3.1 12.5 >100
2 6.3 12.5 >100
3 12.5 12.5 >100
4 >100 > 100 >100
Klebsiella 1 3.1 3.1 100
Enterobacter 1 >110 > 100 >100
Staph. aureus | 50 25 100
#23 Vistamycin o |88 2 # E B
S MM, C: R
B - 100 50 25 12,5 6.3 3.1
S. - - = ’ + —
E. coli 1 —
C. - - l +
S. - - = ’ + —
E. coli 2 I —
c. |- -]+
S. - - = + —
Klebsiella
C. - - =
S. - - = + —
Erterobacter
C. - - =
Staph. aureus S. - - - B B +
' C.| -+ + + +
S.
C.

F4 HOETFPORBE~ vy ALTRECHT 5 BE
TR 1 %) . Vistamycin & KM, SM & o

Jeat %
IREEE A (5 EF1g)
Staph. aureus
No. 1 # No. 2 #
Vistamycin
20 mg/kg ik 2.2 2.0
KM 2.1 1.9
SM 2.5 2.1
PIg 2.6 2.2
MIC VSM 12.5 25
(mcg/ml) KM 12.5 12.5
SM 12.5 25
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R 3 Vistamycin {E¥gE. HEE - RERER
20

418
115

mm

10

1 10 100 1000
g mcg/ml

M4 MmEFFUC LB Vistamycin FEH#E fh 5 O &

20

RAIRIROR N
i (pH 6. .
11- 15 M/15 Mgl i
. PCI- 2191 ik
23

mm

10

1 10 100
o meg/ml

®5 flix e fIHKE KA L L Vistamycin R
kR orER PCI-EEKE)

10 100 meg/ml
b= 3

TR, IEERENDTDT, LEOREIRTRT e
DLORARREE U, BB EE AR R 2 (F
B Ltc, B (AR pH6.8) % 4> THAEFR
L7 & EOEMEmT, M4 DLk h, BEEEHRER
DERI VRS Bbbhic, 7ol kBT
L7 VSM % RS AR LB 2 frg LAs
Lh, M5mEkh, YAMFMOLD L, 37THMGRE
LichbDEDHIRIBEALEEREDT, DEOETIZ

BEAERWEDEBbRT,
5. FRmB®HF

Borksh, DAEROEKLFAV, VSM OR&EkS
B LA, 3B VSM BET TOEILSEDO Listhi
ExERS5 CRT, BERDOFEL —1.17 Ly, 3L
AEELBEZR LRI DT,

6. MEEAFES

BlEx M, e 77 % 48 BERIEHI X 2 i

%5 Vistamycin O ifiERIKE

BIL# EERRE AT
Ht (%)

0 12 23 35 46
1 13 mecg/ml | 23 22 29 32
2 4.4 4.0| 7.8 7.5]|13.5
3 3.0 4.3 4.4 6.0|11.5

WERFY : —1.17
# 6 Vistamycin OB L 2 mEEEES
4w R OB OE

£ B AR
X % M % *§ 5 i i
1 38 mcg/ml 20 mcg/ml | 48%
2 22.5 7.8 65
3 12.5 4.0 68
T | 60%

X 6 Vistamycin o % %1 i
(20 mg/kg 17 1E)
100

Half-life : 0.45 %[

B 10f
mcg /ml

2
BE

X 7 Vistamycin O REEH A « RehiRE |
(20mg/kg  #hn:)

1000J ‘
b= PRAPIRIE ——————
100 o~
B e e
meg/ml |1}
10 WQH‘P&EL’E
\\
\
\
v el -
\
1k lf
123456 %s 181234 8 7724

FEABARI, R6DEsh,60% Linh, PEEDR
BRMRZ BRI,

7. kEPBE

VSM #RKE 20 mg/kg fiELicd ¥ 3 FFHD
MAREIR6D LR D T, ©—7{Hk 30 H%chd
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R 8 Vistamycin o R R G« RebiggE
(20 mg/kg i)

10000 l /\ﬂ\
/ o
PRAEL *

A
PR W
1 2 3 4 5 6

K9 Vistamycin o [ %54 % EE
(=v A :40mg/kg k)

10+

0.1

305 1 2 3 IER]

50mcg/ml % R Lz Half life 13 0. 45 W5 & by 7,
MU EKRE No. | KBTI 20 mg/kg fE Lk &
DR « RPEEXIEL, 18 HBCECREY S
ELTHEAR S Lic, TORBIRTIDEERH T, B
HTRRERRGOESEIMPEBEDS 50 1 BETH
DA, F2EBRIEER Ui, RAEEIT A E4
ANz, ©—7 fEiXEo 20 ffinvLehbl ke
L, 20 E OEHBICITIBITREE LM e — 2
EVLES | B B EEHRCH Lo/ D EETH D7,

KE No. 2 wxil, R LCcRABELESLCHE
Lieat, @EAEELSAUL S iR « R of
BaERLE(X8),

8. MRBARE

VSM # -~ A1 40 mg/kg %, | B3 ESoL
LTI VSM BEORIELZ O &k 9 JifT Lic,
v — 7 30 St d v, | BEUBEBcAbh
2o ZD 2 [EBLSDIF « 8 - s X OBAEDL I
HARETH (K9 ),

=y AR AT o % — b & VSM O—SEEEE &H R
BERE 1:4 ObhKREALTOLERIK | KRR
Bk, 1 2BlsKieh 1 SEARTBRESLZ T2

KT <7 AEHRAE SR~ b2 X 5 Vistamycin
i o WP (40 meg/ml FEW T T 5 5 HR)

TR S
BB
BB ES * o B
¥ <1% <1%
B <l <l
= 6 14
fiti 39 41
fitd 2 19
B oW % 4 14
1 bl 158 94

X 10 H.H. 30yrs. ¢ Pyelitis acuta

< % 13 14 15. 16 17 18 19 20 21
C 1
40 Vistamycin 500 mg X 2/day #t 5.5g i.m.

? AN

37 -
i N SAAARAAN
R & @ Ecoli =)

- S10° ml

74 ATBRME SA(—) CP(—) TC(—)
KM(#) NA(#) CER(#)

[ 3R % 6800

ik (1wEM) 77

& 11 H.Y. 75yrs. & Chronic bronchitis

cr S 30 X 5 10 13
f0l==¢ =

CB—PC Vistamycin 500mg X 2/day #t 17.5g i.m.

FlULEREL 610 () 1000
Mk (LEER) 17 9

TOL, o 1 20 ¥k, LiFdo VSM 3@
ERRE Lic, BTDEBVEERTRTLE, 200K
BOBC N SADHEE & L DTh, —BT HIDWR
PHELL, ELKHF - TR L feo e,

Pt. ERPRIZER

. HH § 2#Bksx

KI0D kb, REEE LT Escherichia coli % >105
jml ZRep X bR L, ZDflic VSM 1 H 500 mg
2@ L, 5.5 ARMGEIT Lic, EARTEL, RTH
xR RN L e, AR EHTE S hi,

2. HY. il @EKExs

K« B RERF LTV A0 TH DA, BIREHE
TLTLE S dBRATHETH O, VSM | H 500 mg
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2@ 17.5 AMBERGIT Lch, L<rEhil,
MAEFEROE L AFEOER EBbhi (K 1),
Ee b, & CRBEIWERIRA DR ILADT,

1§ =

VSM 11 KM r#EEELDELTELULTWB T &
5, KM XTSRS DFEETHREDLRD C
ERAF IR NEZATHA S, DRI EDRE
FTTH DD, ELFBETHHONRERXTDWTIL, Tt
FEERBICOWTHRER I LR Lis gl g
TH55,

VSM i3tk & <, BEgE VTl KM
Ipduwz EprambhTs b, $ 17 B R CFEREESE
SHRALALRBED Y vHES Y ALB VLT ORI
b, TOHEEWT KM 5 R RH3C &
TX X5,

DT ool 4 DERPIBFCI VT, Wik
VKM LA L LI T AR L bR D Z ENEL,
LA LTRRLLEN)H B LB DB
X5 THot, FED No. | B« [RPBEREDE
BT\ T, 2EED VSM fimkiciy, R
D LR L, MFPEER» ) BECEL, 8
1B &Ml Bigofe g —vEELILZ &EIX, 7tk
WA ET B, BOREARBCARRED, HPHE
ShaB - RELIWMP LTE I L LBEGRERDBD
M Lo, IR 7 5 X O 8 IR IERRE: T CTRISE L
o R A Licdd, 2 OBk 5 mFEEo
HEBINTL O RO T WA Z ENELELLR, D
TIRH « RPBEOHB S EHRC KT 2 I E%#ELL
LT B0E 5 kb Ly,

VSM (3B A~ O HEE 2 A i d, KM L [F
BTHh, BRI LTH L BIRER DB
N5, TEEAEEREC S CIFEE W S hisho
LR EFTELDTHA 5, s VSM 3fF
RECER—-PEORGR LD, FLIOM@ERHL, ME
TEEOBICE TELILZ Enb, ZHDHETIZIF~D
BAOSEBRCIESTWTHIE LA C & &gk
Db, T HIRKEX RS TERETEDO K
BEichZ LdbELDBRI S, W2IT 5, [RPEEILE
<, BEEDHEREMEEY R Lich b, REERER
IEGIC XDOTH 1 BRI h 2 5BBEATHEEL bR
%o MRRHUEC R LT MO LB 2 & h

ERTHA5,
IV. #% =

FHEWE Vistamycin 12O\ T 2, 3 OERNARD
CREERIRE 21770\, ROBEE 2 70

1. REEEAEEREED VSM 1ok 4 5 RS i:(E % Al
EL, KM, SM tHi#iLicezn, 1208 KM A%
DEEH DT, KM L ORI R RS FET S
D EEbhi, SMiEEOFIIT VSM i3
RTLDO NI ) R EDBRT,

2. ERRERIIEL LTHRENEE XL bR,

3. = v ADWEMAT N UHREE TR KT 5 BB
BERIEZR i suT, VSM 2 KM & SM pe[E DR,
BETR LT,

4. BEREREEERE, PCI-219 2 H\v 2 HE%
X TER L,

5. RIMIRBEBTIETLALEDLRT, MEERARKS
Ridtewr 77 VEFBINTET 60% L 3hi,

6. VSM 20mglkg % FEICHIE Lic& &M
Eoe—71% 30 5#%icd v 50 meg/ml IR L1,

7. VSM 20mg/kg fHIERFDREHHREED ©— 7 {#
IRRED 5 5o 1 BET, RFPEEOZHIL 20 5
Lz B E L,

8. = v A 40 mg/kg fHE Lic & & DU 30
e <, 1 REDRIB &2, BT - -
s & X AREETH D1,

9. =vABAESKR—+E VSMBHKEDREAR
$h, —BEEZHERCSTHERRER L, &S
ke — b EDBECEWTCIIHIEREE & 7207,

AKRILOKREIE 17 B A CEFEEEEHALIER
LSy R T ARKEWTERETNROEARZ LD T LD
REZFL I FERI LT,
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PHARMACOKINETICS OF ANTIMICROBIAL AGENT WITH SPECIAL
REFERENCE TO VISTAMYCIN

Osamu Kiramoro, Kazururo Fukava and Gen-icur TomoR:
The Department of Internal Medicine, The Institute of Medical Science, The University of Tokyo
(Director: Prof. O. KiramoTo)

On a new antibiotic Vistamycin (abbreviated as VSM), several laboratory and clinical studies were
performed, and the following results were obtained.

1. The susceptibilities of various clinical isolates to VSM were measured in comparison with kanamy-
cin (KM) and streptomycin (SM), and those of VSM were almost equal to those of KM. There seemed
to exist a cross resistance between VSM and KM in many instances, however, SM-resistant strains were
mostly sensitive to VSM.

2. The mode of action of VSM was considered to be principally bactericidal.

3. In the inhibitory effect against abscess formation following a subcutaneous infection of Staphylococ-
cus aureus in mice, VSM seemed to be next to KM, exceeding SM.

4. The standard curve of VSM for bioassay was represented by the vertical method using Bacillus
subtilis PCI 219 as the test organism.

5. No adsorption to red blood corpuscle was observed with VSM. The serum protein binding rate
using cellophane bag dialysis was at a moderate grade of 609,.

6. The peak level following an intramuscular injection of VSM at the dose of 20 mg/kg to rabbits
reached 50 mcg/ml after 30 minutes.

7. The bile level in the same experiment was about one-fifth of that of serum peak, the urine level
being as much as 20 times or more than serum level.

8. The organ level was determined following an intramuscular 1nJect10n to mice at the dose of 40
mg/kg, and the peak was recorded in the lung 30 minutes after the infection and in the kidney 1 hour
and thereafter, whereas any level was not detected in the liver, spleen and brain.

9. By mixing organ homogenates of mice with VSM solution of known concentration, the activity
of VSM was markedly reduced, especially in the cases of liver and spleen, showing an unmeasurable
low value.



