VOL. 23 NO. 3

CHEMOTHERAPY

1313

WIRERFHEIRICE 0 5 Tobramycin o {f AR ER
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F U &

Tobramycin (TOB) i3, »XE Lilly Bfs2iiic
THRSWAT I/ 7)Y ay FROFBRBEMET, B
HT2HROMEYEERAKICERBERRI rridd
5, & £ i Pseudomonas aeruginosa ¢ 3¢ L T i3, Gentami-
cin (GM) LHRTHRABHLBEHIEZHET 3 & © W& v
%b\z)”o

Zokt, bhbhid, EFEHEKRRNSH XD KH
ORMEEZY, WREMTBROBRIVECHERT I2BE%
B7eDT, ZOMEEZRET B,

noBE A

TOB #5711, ®SHOBEL Iy BEINIC Pseudo-
monas aeruginosa 12 T4 %, TOB, DKB, GM
MIC %, AFUFRIEFIEERITL HJELI

3HIE  0.78~100 < pg/ml DIRIRWNTE 2 7R UIZ
b5, 72 T3H TOB % 0.78 ug/ml 2k, 1.56 pg/ml 4
¥k, 3.12 pg/ml 4 & FRSEHEMEDS 83.3 % (T LT,
DKB, GM 3 1.56, 3.12 pg/ml H3B8DIBD 3T, 50
% Tdh -1,

DKB ¢ GM TiidixEfED MIC TH-725 D
30 DKB 5Tk h, 3 AIDRSH: 8 IEALIX
TOB>DKB>GM O %% Lz (Table 1),

MREBLREE

NREAFTAUBEABE S X A KB F 204 T, ZDN
P, SEERERER A4S, BERERER OBk FRIE6

B, RERKEEPEIRE R 4 B, AU 3 B, kARSI
R, REs, BHRARE1HITD 5,
BH5Hd 1 Hic 80mg 2 1 ~3[EIMEL, ®5HK
133 ~100TH -7,
235, FNROHEL, TRoHEAECI DT>
AR EBR G L CEEEEBROBUREDLS
ER) L RPRIEOMEK, RFTROIERLR X OCFR#MO

IER b,
R R OB, KRR X CREOYEF 2
R,

JEZh - IR OME, B DI Do

(7: 7 — 7 VHEBEDEHEE, Eéﬁfr%@*ﬂ)
EBERWFCEEE->T LWV ELI,

AERERER DB E -

N. gonorrhoeae 52 HLIPRICMEL, HREAERD3 H
UPICER LIz b D2EZ) & Uiz,

Z Dt DEGUED LA ©

BAxOEBND Y, —BUICHEERED L EETER
WS, EABEOHEPIREZERL, EMIMHRZNBHEE
UTZe DWTC, FEEDIERL, HIEROMEK 2HELEL
L1z,

BE K R &

SUEBEBR © 4fId, 3FIFHBOBE T, EH
4 I UBENEOY 7~ F VHBHITH 5,

BERZIRIIES 2 B, B3h2 61T, BICTEEDEDS
Ao, RAHIMEREF 4 2DENTEHIKKE L
2o

Table 1 Susceptibility of Pseudomonas aerugino;'a to TOB, DKB and GM (12 strains)

MIC (ug/ml)

0.2 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 100 <
TOB 2 4 4 1 1
DKB 3 3 3 2 1
GM 3 3 1 2 1 2
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M 2R MmCE, SEBIL D E. coli, SEH| 4 @ Proteus
vulgaris PSHOFTHICELELIHS, fiEHI2, 3D E. coli,
Klebsiella 1334511z (Table 2),

EVEREBR | 60 & LM R E (BT £ 4
B, &G 2H) T, 4T —FNVHEBRTD 5,

DRI S 4 B, %2 61T, TSR EHNIT
A5, MR 4PIIHEEL, 28hcEd o
RO A BNz, F1z, Pseudomonas (ZFEHIS, 6 & %
s Uteo IRAEIMERIE, & 7 — 7 VBB TIIRE
RO UTITE EE o 0hS, BHEED 2 FlidH 5 D>
2L 2R Uiz (Table 3),

B EEPEIR R ¢ 4B SHEPITD - 1205,
1, 80 mg %121t 160 mg 5 CEHN2EI,

PRS2 24 RILA T W 2R U, BB VTAXU, N. gonor-
rhoeae }IEL & % 3 HEWIZED bNisig o1z, &

1H

I, 160 mg 25 UTCHERI 13, 1413, RERANITEIRLS
BN, URFHEICIZTNTORE RS LK LIz (Table
4)o

Z Dt DREYUE © AT ARG 3 filb> 513 3T  Pseudo-
monas aeruginosa Hs 4y HE X N, fE 1813 Pseudomonas
aeruginosa, Proteus vulgaris & 312355 U222 3 HITH
%, fEP 19 1% Pseudomonas aeruginosa >, Proteus vul-
garis TARAR L, BT DIF I3 FEGE L, AEF] 20 (& Pseudo-
monas aeruginosa HS E. coli {TA AR U, Klebsiella 139
D, B OIS CRER UL, TRGFEA 5N
Do IR TH %0

fEF 15, 16, 171X, #RED Pseudomonas aeruginosa
BEBITHAERL, TEE, HIEROEEDL»oNIC
=%, BRBITH B (Table 5),

UEl, MRZIRZ E LD 5 &, 20 Hild, #5134 (65

Table 2 Clinical response in acute pyelonephritis

. Urinary findin;
Case Age Body  [Dose (mg)xTime/day Organism Wr y g Fever Clinical Side
& > ) (WBC counts/HF) Remark
No. weight Duration (days) response effect
Sex Before After Before After | Before | After
1 |6738] 60kg 80 x 2 E. coli 108| E. coli 103 | 100 3~4 + — | good after OP -
(5)
2 76 S 80 x3 E. coli 107 - 40~50 | 4~5 + — | excellent | after OP -
(@]
3 |5938| 60kg 80 x3 Kleb. 106 - 100< | 4~5 + — | excellent -
8)
- 7
4 |478| 56k 80 x 3 Morg. 104 - 3| 100 |20~30| + ~ | good after OP -
®) Prot. 107 Prot 10 (catheter)
(catheter): During the use of urinary catheter
Table 3 Clinical response in chronic pyelonephiritis (acute inflammation)
Urinary finding Subjective
Case; A;e Body  Dose (mg) x Time/day Organism (WBO) symplom | Clinical | o Side
No. Sex weight Duration (days) (Fever) response ma effect
Before After Before After |Before |After
80 x 2 Pseud. 4 Nephrostomy _
5 (658 | 48kg I (0.78) 10 - 100 (30~ 40| + — |excellent (catheter)
80 x 2 ?6{02“5") 1090375, 10° Nept
. . tomy
6 (372 | 30kg X 50 ~100[50~100| + | — | good | CPMTOS _
8 Pseud. 106S. aur...3 thet:
(8) (3.13) 10 (6.25) 10 (catheter)
71439 | 55kg. 8?8;( 2 E. coli 107 - 100< 20~ 30| + — |excellent |Renal stone -
Prot. 10° 3
81653 | a4kg 8?13)2 mir. Px;‘ 1071 100< | 100 + | = | good NC(P{‘:;:::Z")‘Y _
o Rett.10%] " catheter
Prot. 10°
91278 | 5Tkg 8?7; 3 mir. - 100 | 5~ 10| + | — l|excellent {ijc?nl stone ~
Entero. 103 reter stone
T 80 x3 106 Nephirostomy |
Rett, - ~ — lexcelle .
10{609 | s2kg 10) Rett, 10° 100< 5~ 6 + excellent | theter) |- —

( ): MICof TOB
(catheter): During the use of urinary catheter
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Table 4  Clinical response in acute gonococcal urethritis
Case | 8¢ Body Dose (mg) x Subjective symptom Clinical Side
No & weight Time/day Course - Gonococcus fFect
1 Sex g Duration (days) Miction pain | Pus discharge response | eliec
0 day + ' +
80x1
11 {243 | 62kg @ 1 day - + excellent -
2 days — -
0 day + +
80x1 1 day - + .
12 [ 223 | 59 kg excellent -
(&) 2 days - +
3 days - - -
0 day + + +
160x 1 1/4 day — +
13 | 263 | 68kg excellent -
(€] 1/2 day - — +
1 day - - -
160x 1 0 day + + +
14 | 233 | 60kg 3 La : excellent -
1 2y - - -
Table 5  Clinical response in other infections
- ol Subjective L i
Case Age Body . . DOP e (mg) x Organism Fever symptom Clinical Side
& I Diagnosis Time/day e B B response effect
No. | oix | weight Duration (days) | Before After Before | After | Before After P
o T ] Acute prostatitis 80 x 2 o 7] painonm
15 | 463 | 61kg | (after Nephro- @ Pseud, 10° - + - urination excellent -
lithotomy) + -
Urethral rupture 80x3 7 _ Cloudy urine _
16 | 303 60kg (catheter) 10 Pseud. 10 - + -+ + excellent
T T | Acute orchitis T S
17 | 76 3 | S4kg | (after Prosta- 807’( 3 Pseud. 107 - + - SCI:’_TI pam+ good -
tectomy) M
Pseud. 107
Wound infection (3.12)
18 | 249 42.5 (after Nephrec- 80x2 Prot. 103 - - - Pus discharge excellent -
ke tomy) ) vul. * -
(100)
- " | Woundinfection | o . | .06 3 ) . A
80x2 Pseud. 10 Prot. 10 _ Pus discharge _
19 | 169 | S2kg (aitl:;tl;);elo- o) (3.12) vl - - . poor
T o T Bewd 107 | Ecotito® || | | B
Wound infection .
. 80x3 (1.56) Pus discharge _
20 | 528 | 52kg | (after Tf)tal- &) Kleb, 10° Kleb. 10° + + -+ - poor
cystectomy)
(1.56)
() :MICof TOB
%), FHE5 6 (25%), M52 #1 (10%) T, [FRH 7)o
1390 % Tdh -1z (Table 6), -
B % B

MEZNHR

SYHE I 26 MR, B A 188k (69.2%), W 4
B (15.4%), W4tk (15.4%) T, XT3,
Psecudomonas aeruginosa |9 ¥, W6 ¥k, A3 #k
(Proteus vulgaris 1, E. coli 1, Staph. aurcus 1), N.
gonorrhoeae (X AKEE BNTR, Z OO BRETE, FEE
D72 dp 5 Tobs, IRFTRIL DK K3 13 Shic (Table

BERc it LAz BUN, S-GOT, S-GPT 12
B, Alk-Pase 6 §iic 2T, BUN, Alk-Pase |3
FTRTIEFHHANOERICEEEDY, S-GOT D24,
S-GPT D 1 lTHiEIED LA DA S NI, I
NINLIREABRAT DI TH b, BEENITIZIER{L L TH
h, TOB 8 nE 5 i3IS » Tk otz (Fig. 1
~4),
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Table 6 Clinical results

Number of cases Excellent Good Poor Effective-rate
Acute pyelonephritis 4 2 2 0 100
Chronic pyelonephritis
(Acute inflammation) 6 4 2 0 100
Acute urethritis
(Gonorrhoea) 4 4 0 0 100
Wound infections 1 0 33.3
Others 3 2 1 100
Total 20 13 5 90
Table 7 Bacteriological results (26 strains)
Number of strains eradicated decreased colonized
Pseudomonas 8 5 3
N. gonorrhoeae 4 4 0 0
E. coli 3 2 1 0
Proteus vul. 2 1 1 0
Proteus mir. 2 1 0 1
Rettgerella 2 2 0 0
Morganella 2 1 1 0
Klebsiella 2 1 1 0
Enterococcus 1 1 0 0
Total 26 18 4 4
(%) (100.0) (69.2) (15.4) (15.4)
Fig. 1
BUN (12 cases)
mg/dl Fig. 2
30 Alk-ase (6 cases)
u.
10
20 sl
6 -
10F ar %
% = ==
2 -
) , I |
Before After

Before

After
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Fig. 3 Fig. 4
u. L S-GOT (12 cases) S-GPT (12 cases)
110
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Fig. 5 Case No. 9: Age 27, Sex 4, 240 mg/day x 7days
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Fig. 6 Case No. 2: Age 76, Sex 4, 240 mg/day x 7days
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Fig. 7 Case No. 17 : Age 76, Sex 4, 240 mg/day x 7 days
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Fig. 8 Case No. 4 : Age 47, Sex 4, 240 mg/day x 8days
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Fig. 9 Case No. 10 : Age 60, Sex 4, 240 mg/day x 10days
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F1z, SHNCEER], BE520~30 B % ICHEIRE
BT 1268, 2BsALDEL S A 65N o1
(Fig. 5~9),

E %

TOB %, GM, Kanamycin, Neomycin, Paromo-
mycin SEOBRET A7 I/ SV AV FRIEMELE
ARCLRBEOTME 2R hve b5, Ud b Pseudo-
monas aeruginosa [T LT, GM X i@ Th % &
DHERDBEICHET 5,

bbby, FFOREDONREL->IBEL HHEE
X1z Pseudomonas aeruginosa 12 iz TOB, DKB,
GM o MIC »#5E UTzgsE, TOB 3 DKB, GM
HeT 1 BREEN MIC 2R U1

AUBEBRBIEHEEEROZEFEEI0H T
2, EFICTEERGA N, FR6 6, FE 4P &
RINEFEEIE LN,

SEEREERERIZD T ABITH -T2, VWIhd
FEREBT2IZBICRB UICHSBIT, 1H 80mg BLU°
160 mg #EHIE biIcEHRRL, T LT 160 mg H5
Pl AR & ), 24FMABITIZE, fEE
REpirE T MERL, AEBTHLTIE, KM 1g
BE L HENIHRER U

FREZEYUE DI O 2YE RIS IR, REHE BT 5 B
Yu, AdESEAR, MAERO 6 Hli, T Pseudo-
monas aeruginosa HFLRE TH-12H%, 446 (66.7 %)
CEIED A SN, RO 2 Fil b M B 5 T id Pseudo-
monas aeruginosa \IMFLUTE Y, WHENDZIHEDITH 5
T EDEII NI,

SERNZERSRE, NREBS B E A, HH
PEDBYE TH - 12T b 200 53, H ) 5520 fldk
186190 % W LT C L1, TOEADFR2HE->T
WBHEBALB,

MIEZAC S, 268k 188k (69.2%) MHEL, R

EFroR@Emuizd o 1%L 25170,

BIfEATIL, ZORMOEHITRIERINDCE
3, BENCEIEETDH B,

BB TIE, 1260 BUN 2HIE U 12 i 8,
26, WEMBOLERERREANKE ST,

BEORETIE, SHIKRGHHITREL »H B
Audiometry % {53 U 72, TOB O # 5 &i31 H 240
mg, BWEABIZT ~108Th %, BHEMIOWTI,
HANTH UTEUVOEGEESD Y, PEOHERATIEE
DEEFERRCTEMNDHY, & ICRREE OB MR
;T3 7 OEADSEVDS, GM O H B &5 8]0I1F
2 fERPHA UIARTIE, WINAEIEERZRED
o1,

& (]

1) WRBFHERORBRYLYE 20 § (REBEBR 4 41,
EHBEBROIMEIIE 6 6, SMMETERER 4 61,
Z DU DRRYE 6 1) 1€ TOB »iFE L, 24013 4,
Ry 5 6, 2B (FEE 0 %) OERZ/I,

2) MIEZMISIRIL, 26 ¥k, MRER 184, WA 4
¥, ZRAKTH-12,

3) BIVEfE i3, BUN, S-GOT, S-GPT, Alk-Pase
ONWTIR, AFIOREEEALNS bDIdL, T
BE L 2HITED S8 12,

X K

1) Tobramycin KR SLEH

2) BritT, ML.R.; et al. : In vitro activity of tobramycin
and gentamicin. Antimicr. Agents & Chemoth.
2:236~241, 1972

3) BrummETT, R.E.; e al. : A comparative study of
the ototoxicity of tobramycin and gentamicin.
Arch. Otolaryng. 96: 505~512, 1972
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EXPERIMENTAL AND CLINICAL STUDIES ON TOBRAMYCIN
IN UROLOGICAL FIELD

Nosuo FujmMmura, Susumu Kacawa and Kazuo Kurokawa
Department of Urology, School of Medicine, Tokushima University

(Director: Prof. K. KUROKAWA)

Experimental and clinical studies of tobramycin (TOB) have revealed the following results.

1) The minimum inhibitory concentration (MIC) of TOB to 12 strains of Pseudomonas aeruginosa iso-
lated from the patients of urological field. ranged from 0.78 to 100 pg/ml.

2) TOB was administered at the dosage of 80 to 240 mg for 3 to 10 days to 20 patients, including 4 acute
pyelonephritis, 6 chronic pyelonephritis, 4 acute gonococcal urethritis, 3 wound infections and 3 other in-
fections. Clinical results were excellent in 13 (65 %), good in 5 (25 %) and poor in 2 (10 %).

The good and excellent rate was 909 in a total of cases.

3) In bacteriological studies, there were eradication of the organisms in 18 (69.2 9,), decrease in 4 (15.4
%), eradication but colonization in 4 (15.4 %) out of 26 strains.

4) No side effect was observed in all cases.



