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T, —80°COD7 Y ~¥—HITHERET 5, TOE
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KB 2 %I, ZhUNOEKDE A IEE LA 2
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60 ARIIEBB XIOBENCEHZE5AL5 LI
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RRYYTHE « RE0 —80°C REDHEK % 37°C DIRIBH T
BRI L, 21 Z W OFEINCIE L T Heart infusion
broth THEBEA R U 1288, Streptococcus pyogenes, Dip-
lococcus pneumoniae 33 X O° Klebsiella pneumoniae 122U
Tk, Z20 0.1 ml 2EBERICHERE L., EROEK »
BR < BEBR 1T DT i3, Gastric mucin Type W-1701
(FEREZE) % 5 %ICis s L5 KNA, Zd 0.2 ml 28
BERCEERE LI,
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REKTHERL, TOB OFAIL, HHEKCAREEIN
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Bix, &b osnRy, BEEE I BEgSL
5 R DE 2 HE FRESNC & - TFZ - 7
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T EDgo & ZDIEHERA (95%) 2HHEL, 1@
BRTEBUI,
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L {ic—fE LT Table 1 ,KRY, ¥3°, TOB D3R %
ABE, VI LABEETIR, 7FYREBRIYECHLT
BROHIRYSIR 2D T30, EEE L S T IHRER
Bied 2 38RIEWE TRV, Wol2 ), &7 LBEE
BT, MR LTT FoREicdd 3 & B
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B, BRIMHEAREE 80750 it LT, BMKER
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ARY b5 ADHED HED TEEUUIEENZRLUTNS
EWA B, BOTZDERHL 572 51, Table 11TR
Ihiz EDgy & b, ZR6DEMEDMEIIE, 7745
PR LU Tid GM>TOB>DKB, 45 4 it gic ¢
UTik GM=TOB>DKB, & iz, RBEICHUTIX
TOB>DKB>GM QIEE 723,
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SEMV 5hic SEIEANZ, WITh L REBECED
TETHEEINTED, ULbd, BIBORELD 3EH
OFEHIETEDOH AEAVPRRINTZD T, I 5T
LORZHLMTT 2 EN» S, MEK2Z2EL6ED
Pseudomonas {T-DWNT in vivo HERRREB» 7755120
D22 & 2EL EOBREUERIC L > TE LN 3E
HHID EDyp 36 X OMEHERAIZ, MIC & & dic—FL
T Table 2 {TRUIZ, Tabb, GM 2 &% # D #
(PS-24-S, Ps-17, Ps-25 35 & {8 X-239) 1, TOB,
DKB ¢ 3 iTEZHTdH 503, TOB (D in vivo 53,
GM, DKB 0z & L, MW EEE2 b - TH
T3, GM TIHETH b shs5 TOB (TidEZ
HChH 5 PI-67 [T LTk, in vivo G FAREDKEEH
BHHRahtz, CoicLTid, DKB § $1:68%Th
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Table 2 Effect of three antibiotics against experimentél Pseudomonas infections in mice
};ac;dbo}n_t;;w:w In;;;Iuvm Challenge me TOli S ) T - GM 7 5 DKB
__ stmin | size | LDso | EDso | (MIO | EDsp (MIC) | EDso | MO
Ps24S | 8.6x10° | 400~800 | | &% o ase | 3152f5 1 5o 03 e | ©8)
Ps-17 3.8x10° | 10~80 [6‘163{%'_75] (156) ‘ [1394120 63) ; (6.25) [101.12-61314'28] (1.56)
Ps-25 29x107 | 10~40 [2.9%'323.77] ; 039 | 8.02m10. 271 (56| 5,080 7.14] | 078
X239 32x107 | 10~0 | 08380 ‘ W56 | | g1, 551 059 | 4638 757, | (1:56)
PI-21** 6.8 x 10° 50 >188 o100 | >120 ©(100) >200 100)
| !
PL67*** | 7.5x10° | 10 (6.7611.60] ‘ (3.13) i 2120 G100 | 1015551 30 | 629

*  Confidence limit: (mg/kg X 2)
**  TOB- and GM-resistant strain
***  TOB-sensitive, but GM-resistant strain

BRUIC PI-21 o LTI S 86HI & i i 2 7R3 s
Bolie Lk, BHED Pseudomonas % T3z - 125K
REBYEECN LT, TOB 138 5 eI IR %2R
L, 2\, DKB, GM QIFE 72 %,

3. AMDRICEXITHEFOESE

<9 R % Uz Pseudomonas JHBELSE i LT, TOB
DENIZHRVB SO ELST2DT, FAEID in vivo (T
BT AIEARBE » 3 51T T 5 12w, Pseudomonas
aeruginosa PS-24-S B2 BRI & LU, LUTOFEER 21774
51 5ds, AL LTz GM 23 AT,
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9, EHERONEE BRI E OGRS, ET2
A% 4T & o THER U 7co £58L% Table 3R Urz, F
bbb, AFURMEHTISWTIE, TOB o M4, 10

DWRRZDHERZ TR WoIE D, L F IETRINEE
ASWTIE, AULI0T EEETH D2 M5 L F VRN
BHCHERTZN 6D EDy {HIdEL, &7 ZRI010* &
BEHEEAE LR 2ERERT S o1, 2DL
E&h, RBIGRICHT MY, WHEAOHERERI,
HEENORMEL D, LA Challenge LDgo, 2
b, LDy OfifERLPEELIIDICEE SN DL
RIRINB, 235, 1AL EOERIZ, Zh)s@mYUE
EUTOBEBICERNSD DT, LT 5 C & 2 BT
2o
b) kﬁ”ﬁ(ljﬂfu I &% %‘M

ZNZNE T ARG T2 1#)52 .f’i‘t)‘, LDou
3B LT TR GO BT OV TRE Uiz, A

M,

AERED EDyo fEi % | &332 &, BEEERNT1006%, 1000£%F  Table4 i Z/RUL1z, T7ub 5L, TOB fEiz, WEEHE
EBWBINAITULIIN ST, 2O EDywid, 2% h 2 1 R4 X OF 5 BRI B b IR IR SR T, 2
%, 8fEDEs -1, £12, GM DAix, 10° fERE DRI M. 3 [EIRS L O 8 BRI T2 M 2 f5 D EDy,

BT 107EERM RS B2 RUIL, 2
$h, THEME EEMEROBINTE § 725 T EDg fi
AT A MEANSDH 505, GM itk LT, TOB di35

ftinsfEohtc, iz LT, GM OBAIL, RS
» 5 8 IR 528U C, EDs filiicf B oL B R
WD LSNP oT, WoIT D, BEHERENT 1 05,

Table 3 Effect of inoculum size on antibacterial activity of TOB and GM
against experimental Pseudomonas (PS-24-S) infections in mice

Inoculum size Chfges%ge Mucin EDs oTOB(Ratio) EDs oGM(Ratio)
8.6 x 104 400 + 1.2 (1.0) 43 (1.0)
24 x10° 10,000 + 26 (22 89  (2.0)
24 x107 100,000 + 10.1 (84) 194  (4.5)
24 x 107 - 2.7 (2.3) 4.9 1.1)
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Table 4 Effect of administration-time on antibacterial
activity of TOB and GM against experimental
Pseudomonas (PS-24-S) infections in mice.

EDso (mg/kg)

Administration time
TOB GM
~1 hour 23.6 35.2
0 hour 2.9 44
+1 hour 1.7 6.6
+5 hours 14 44
+8 hours 29 4.0

AR & 72 I RS OB ST N T, Z2OREHBELLH
b, EDgo (2AIE § ICRRHE SO 8 DI %R U1
COBEEE, TEAOYE L HBETH B L & 2R
BT3B EDTHS 5,

] %=

TOB 3, in vitro T, & { T Pseudomonas T4 LT,
GM 2&tefbd7 3/ Fvavy FHRAEHE IO &
NICHBEELE2ET 5 L Lid, BCS OofRE T L
THEIN TV, §6, FEHEE, I ADRRMN
Pseudomonas FEHYEITH LT, TOB MEIEHITH 3
GM /s 500 DKB gL, MEHNEEZ2 b > TH
NIBREEIR 2RI E 2L U, Fi2, 5T 4
FaERRE R X 07 KU BRERYYE BN IR 2R T
b3, BHAEREEs o ONCIAERICN 3 A 3IRIGEH Tk e
WL kA, 3EEFIFBORBHME UTED bhiz, TOB
1TBE9 3 LI OB IE Wick 5P, PrestoN 5%, 5k
O Warrz 590 < R %0z in vivo DEEBRIER &
33— 3%, 35T, GM iz U Ttk 27733 PI-67
izt UC, TOB, DKB OfERDER Th-72 &
i3, 73/ 7vavy FEEMERORXME 253 5
BT RBRYD B o

HKHID in vivo FHRICHE R L 13T BFICOVTO
f#iTE, ZDFEADOEFN TOERBERER ST 512
WOEELFHD &85, LI, BERMC L5 BE
13, FEHORIN, Bt & BEcBEfRT 3 W TFEIN
%o SEHDERICNT, ZDHED—BIEM I
TOB, GM #FTH 545, RHOEEIZ GM LT
TOB 2300 KX NL 5 Thb, Warrz 5943, 73/
yuvavy FEEYEMO in vitro BZHEDZED, 72
537U § in vivo FHRITKER DO ZN T & BHEL, 2D
BHE UT, FAIMRORIR, D bA5S 2RI LTV
3, ¥iz, CusHotM 5%, 4 X% ANIZKERT, I
X TOB & GM & TZEWA SIS0, K

X TOB DBV ERRTUV B, T bDERIDHE
HAEIRRICEET 5 3 SIS REBEEL Bb 3,
BT, SEO in vivo EERPEUT, HREROFERM:
VD TRIFTH 5 C EHEHINT, ERUERD
WETH L5, HEEMEIE UT, —80°C I HikERE
UHER 2N e, 20—RHEEZLOND, &L
1T, RRBED X5 CHEEMESIEE 25 L5356
LTy, ERFHFOH—LOEKRD» 5, LROBEKESE
HiIHRaInh X5,

# ®

2 OREMBERG~ 7 Ricxid 2 TOB DiERE)E
ICBIL, GM ik 08 DKB %23 BRI E LT, BREL
120

b 3EANTNTH Y TR OIS, MAEE KB
B, SIUOEWEBIMECESTH 505, BHEL L
R ERBE MR 1T 3™ 2 $IRI3H 50

D Pseudomonas BRYufEICf LT, TOB i3, DKB
BIOGM IH § BNIBBYR 2R Uz, %1,
TOB &, DKB & & 3 iz GM jift 1 #iz  HHTH
-1

FERIRIBEBYYE T3 % TOB iR, #
HEES 5 TR DR ERIT & > TRHEIh, &
I, HEFIORSTIE, EHZRTELVHNETHED S
niz,
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IN VIVO ANTIBACTERIAL ACTIVITY OF TOBRAMYCIN

SHINZO MATSUURA, YU TaNAKA and Yasuo KAMEDA
Shionogi Research Laboratory, Shionogi & Co., Ltd.

The therapeutic activities of tobramycin (TOB) in comparison with gentamicin (GM) or dideoxy-
kanamycin B (DKB) were studied in mice infected with various bacterial strains.

These three antibiotics were equally effective against Staphylococci, Klebsiella, Escherichia and Proteus
infections, whereas less active against Streptococci or Diplococci infection.

With several Pseudomonas infections, however, TOB was significantly more active than DKB and GM.
TOB and DKB were effective against one of the GM-resistant Pseudomonas strain.

Effect of TOB against experimental Pseudomonas infection was affected by the number of infected cells
and the administration time of the drug, and especially the administration before infection lost its activity

strikingly.



