VOL. 23 NO. 3

CHEMOTHERAPY

1361

Tobramycin 7 A RHESRIC 353 5 BRI IS

w®HE & B-TE B E-BAE =]
LR B AR

Tobramycin {3 Streptomyces tenebrarius OB & 3 %
HAEMEHAS K Nebramycin @ Factor6 T& b, 1970
FEREA—-74) )~ THRSALFLLT I/ BEH
BRAEHAT, TRORERXEB LTV 3,

OH
HO CHe
HO CH,NH, o)
H,N (0] .
(0]
H:N

AT EOLDTRERNHETH D, HAREHICLD
ERATHEMZRFZC LIRS, EPhicRdicH
REhzEobhTwi, AAOKER, LKEHOHE
ARZ PFLZEEL, LODIRBECHT ZHE N

Table 1

REHROHERELBUTRELBRHLCED, 351
FUBBICHT 3 EM A Geatamicin EEHBELTHNC
EMBTEHT 3,

40, HFRERRIDAHORKERY, SEIHE
T ARZERR, RE5komhBE, LRHABITNR
FOEBEREZTRLY, SORERABERCST 3HE
KERAE2R4284%5820T, UTHET 3,

x B X R

1) SymEicn g 2 B2k

ERABEBOREBYEEL ) OB, T2bb#
23, IRB%, Z OB ELEELD> 538U T Staphylococcus
aureus 23 #, E. coli 20 §:75 & (T Pseudomonas 14 §EiT
NNV, Tobramycin (TOB) fiE 1 (MIC) %X
FHRABFRRICK VHE L, ARICHIE L. Gentamicin

Susceptibility of clinical isolates

Staph. aureus (23 Strains)

MIC 0.19 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100 >100
ug/ml
TOB 4 15 3
GM: 3 15 3 2
BB-K8 2 5 10 6
DKB 1 2 11 7 2
KM ' 3 12 8
E. coli (20 Strains)
TOB 1 4 10 4 1
GM 2 7 1 1
BB-K8 6 )
DKB 1 11 8
KM 7 10 2 1
Pseudomonas (14 Strains)
TOB 2 8 4
GM 3 5 2
BB-K8 6 4 2
DKB 7 3
KM 1 2 6 5
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Fig. 1 Cross sensitivity of TOB, GM and DKB
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0.19 0.39 0.78 1.56 3.12 6.25 12.5 25 50 100
TOB

(GM), BB-K8, DKB i3} ¢f Kanamycin (KM) & D
W RRAlz, o, WEERE, AXR(EREZXDE
» AU,

i) 75 spathisel

Rz Table 1 1TR$T EBHThbH, E. coli 208 1T
3% TOB DEZ#ESTHI, 0.78~12.5 pg/ml DRIT
B L, BRED C— S EI23.12 pg/ml LA SN, A
D7 ¢/ EEHERFAR E LB T, FRIOHE X
GM iZHflLTsh, DKB X hiz 1 EEE, BBKS
BL KM X hid2 ~3BREEFENI: MIC O fi#gt%
181z, Pseudomonas 14 BiT4 % TOB @2tk 7hid,
0.39~1.56 pg/ml DRI L, BH: ©— {Hi1Z0.78
pg/ml ThH Y, MWEERIZED -1, ORI, b
FlEHBUTR b BENICRETH -1,

Fig. 11z E. coli 33X {* Pseudomonas {TI3\} % B2
HER%ZRUTCHS, E. coli T3t LTIk, TOB & GM
DB L TOB L DKB Dficid s  iHBENR D
5N B, W IX 5 Pseudomonas D FHE TS, AHFiX
GM, DKB : pfficBistrhaffi 2 B 5 b3, WAl X
hb1~2BENIRERBIEPHENSN EHR

“Hbh i,

ii) 75 ABHEIRE

Staphylococcus aureus 238k 3317 5 Tobramycin D
MIC i3, $TNTOEBDS 0.39~3.12 pg/ml D [ 1T 7H
U, B2HD ©— 2 {Hi% 0.78 pg/mliTH S Niz, fBd 7
3 EoBEACREUAERI & O T, A BB-K8 X
KM 1 hy MIC T1~3EREEENTEKY, GM
& 0" DKB & 3HUIU TSN HED i,

2) BB

BEBILIRR D 1 iG] (29, {4 54 kg) 2V,

) .
0.19 0.39 0.78 1.56 3.12 6.25 12.5 25- 50 100
TOB

A1 H 80 mg 2 AMGE#KOMAREE, FLTRBGTE
S UBHABT2RN LTz, 25, AEHIZ Table 2
DOEWI0BITH H, AFNTK 3 NKIEEZERE LI EH
Thb, BlEHE L, Bacillus subtilis ATCC 6633 %%
EE T AMEPREICE b, ErEghge Buffer (pH
7.2) THABUTRELIZ, B, Fig.20eisH T,

IR #87% 1X 80 mg iRk 30 2T 7.2 pg/ml 2R U, 6 B
% Ti3 0.6 pg/ml TH 5, o125, FHARITIL6
R T b HEAER LHBTE3, 102 ARfE#RB L
°3 B HOBHAIC b FHIOBTIZBD Shizh -1,

Fig. 2 Serum level and transfer into mother’s milk
and pus
K.F. 29 yrs. F., 54 kg (Puerperal mastitis)
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Tobramycin % ERARHEROBERIGH & UT, KE
YUE, BAPIRYYE, Vo 1R, EEIRRE
D R R MCRAR R SRE D A HBHNTEEA Uiz, migid,
Table 2 33 ¢F Table 3 (TR LD Th %,
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AHRIOFEHHE, 1E80mgl H2E (8 - B %
ERERAE L, SEEE OB S 31 B 16 80 mg MKk
BERTE 12, REABIZ4~T7 HEBL Y, BRI
320~1,120 mg T&dH 3,

1) RERBRIE

Tobramycin % RESRYUER 7 FIIC A L 72, R
3, ABERO#i% 2B EER 36 L BREAGAHEE
SUBMR 3, L OARDIEBERER 1 HIT, W
b BB D IREEBYUEY ER TH > 12, HHID
BEARBI4~6 H, ¥&IZ320~960 mg Th 5,

HRRE DN, E. coli 6] & Klebsiella 15| T
b, E. coli e3¢ % TOB p MIC i3, 1.56~6.25 ug/
, Klebsiella T3¢ UTid 1.56 pg/ml Th -1z,

—

m

ERZIROHE IR, R OME, AREROK
&, RUBERROBED 3 S hiFw, TXTOER
DR U DRELR), RPMEDOME L RILEFRRO
WEBAOLNIZLDR2ERE L, TNHUND b DI
ZHEME LIz, 7543, Table2 Tix, ERHEE2,
EH 2O L UTHRE U, MEZIRE R, £FEMiTo
WT, —RIC3HE, 4AEB L6 HBIRER LI
», AFIOMBERNSIRIZ, 3HEMNEH 44, 488
HE2H, BI6EEMHELE1IHTHD, BEMITH
MBI L 2PIE DO R 2 81,

ZEBI 1 : IR S 0 A THE, BRI BEEREH
fE, ARIOEA#IBITTHL, BRERIMEELT,
Re#E b 3 BRI ITME LIz, 28t E. coli D

Table 2 Clinical results of Tobramycin

Case

Dosage .. .
No. | Name| Age Diagnosis Organisms Daily | . Total Clinical course Clinical -~ Side
Days response effect
dose dose
- Fever, Lumbago
Pyelonephiti y
1]cs |23 (l)’,:e::::cy v monty | & €0l 160 | 6 960 Urine finding \ + -
mg | days ™8 WBC 16,700 10,900
R Fever, Trias (+) \
2 [NY.|28 E. coli 160 5 800 Urine finding + -
Pu
(Puerperal) After 3 days bacteria (—) :
i " Fever \
3 |KK. |52 . coli + -
(Post ope. myoma) E. coli 160 6 %60 After 6 days bacteria ()
. . Trias (+) >(-)
4 | K.H. | 31| Cyst E. 4 + -
. ystitis coli 160 4 640 After 3 days bacteria (—)
5 |LT. |48 " E. coli 80 4 320 " + -
Chronic cystitis Trias (+) > (-)
6 |Y.A. |31 (Renal calculus) Klebsiella 160 6 960 Urine finding + -
: After 4 days bacteria (—)
" ' Trias (+) > (-)
K. tit) . coli + -
7 | A 30 | Cystitis E. coli 160 5 800 After 4 days bacteria (—)
Abscess (+++) = (++)
8 | S.Y. | 38 | Inguinal abscess Pseudomonas 160 7 1,120 Count of Pseudomonas - -
(Ca. colli) () = (++)
= Incision
. Redness (+) > ()
Pseudomonas Ulcer (++) = (=)
9 | Y.T. | 26 | Vulva ulcer 80 7 560 + -
" Staph. epiderm. Pus (+) > (-)
Used with steroid hormone
Fever =
» Redness, Induration
10 | K.F. | 29 | 1-Puerperal mastitis Staph. aureus 80 4 320 - Abscess > -
Incision
Fever =
* Puerperal intra- Bacteroides (++) Hypogastric pain =
U |27 | 4 40 - -
111U 2 uterine infection E. coli ") 160 6 Lochia =
WBC 19,600 —18,200
r-Adnexitis Fever, Hypogastric aix;
12 | Y.0.| 29 | (Post-ope. interrution Unknown 160 6 960 i pat, + -
. Tenderness of Adnex \
of gestation)
Peptococcus (+)
Tend f uts ¥
13 | TK. | 42 | Pyometra Proteus () | 160 | 6 960 encerness of uterus + -
. Used with drainage
E. coli )
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Table 3 Susceptibility of isolated strains
Case Organism | SM TC cp KM ABPC CER GM | TOB ( M/IC

ug/my
1 E. coli + - - e+ ++ +++ +++ 3.12
2 E. coli ++ - - +++ - ot -+ 1.56
3 E. coli + - - +++ +++ +4+ e 6.25
4 E. coli ++ - - +++ +++ +++ 4 3.12
5 E. coli - = - +++ ++ +H+ 4 3.12
6 Klebsiella +++ +++ ++ +++ — - +++ 1.56
7 E. coli ++ - + +++ +++ +++ +++ 3.12
8 Pseudomonas | — - - — - — 4+ 0.78
9 Pseudomonas | + - — + _ _ 4+ 1.56
10 Staph. aureus| — — - - - +++ +++ 0.78
11 _E. coli - — - +++ ++ +++ +++ 6.25

Bacteroides - ++ +++ - - - - /
MIC 33.12 pg/ml ThHo12, ZDHKb, BHMICRE 3,

PREEUOOEREZBPEELIN, BREIBD L
9, TNEREASEFT, 5 v ARITHENER R L
12

£EBI 2 : FENIERA, MERORHE LIBT3,
CEX OROS THRERNIXERETH - 1205, ER
4 HECEBEBROBEE/L %A, AH] 160 mg D 51T
& AIEEPBIALIZE C 5, AMBEERIEDHITHE
U, RAMBEIZ3 BRI IIME U, 235, DM E
coli » MIC 3 1.56 pg/ml Cdh -1z,

RIS, 4,5, 7 1 WVWIFh b HBRBMEOB E B A
BIOBEMRT, A%D1 H 160 mg #5 (FEFI5 11 80
mg #§E) X HhEHThH-7 (EMEIZ3~6H).

fERI 6 I AFIBHEAEZAHLTEY, LELIEH
R BRTEMMEREMRRBITH 5, 4 B O RE TI,
Klebsiella %5y HE L1205, AFORSH, BEPEROD 14
K72 o T RYLER ROIERL & RepfEOM%E (4 B
B) %alc, SME Klebsiella @ MIC i3 1.56 pg/ml T
»HB, UL, ZOHDEBRBEL TV IZETS, 3
HBICHER (E. coli) 221z,

2) B REGTRAR RARRYLE

fED] 8 | FEBEKRIITY & 4 IMICEBE R R LTz iE
BITH %, Wik b Pseudomonas U, 71+ X 22
HHBRTIE GM T U»BERENBED bhizvicy
(Table 3 ), A#l% 1 H 160 mg 7 AR, & 1,120
mg I UTz %S, Pseudomonas 300 Uizic s ¥
b, 6 HEICYIPABIE 2 LR UIZZ) Bl Th %, 2B
Pseudomonas <43 % TOB @ MIC i3 0.78 pg/ml ¢

ER 9 I M RBBICEEDORD SNIERNT (WX b
Pseudomonas & /LR D Staphylococcus epidermidis H3iHy
AN, A¥1H1E80 mg LEIBEE x57u4l KD
RIR2HHE LICRER, BBEIHEL, B4 BETH
KU, HOBRRBFROPREEZALNIY, FEKER
DEBOEBRERT 5 L, MEFIOPAMEICE 5%
HEBABNETHY, COEAMH, Tobramycin B
DOERHBZERE LIz,

FEBI 10 : APIEIBICRIVAERS LRAZH L, &
#11 H1[B 80 mg 5T % B LIZ, UL, B
®, BBLOBEADPEALIZDT, AFIES & HE L,
UIBBMG % KM U1z, &4 Tix Tobramycin 1 H 80 mg
BE2E 4 BEEL, COMIC, AIRUICHRKREE
WErxfE Uiz (Fig. 288),

3) B ARPBRYLE

ERTENBRE TEMRSBR FEERED 3
i, A#KI1H160mg 4~6 HHEL, 2HHZ, 1
BIEID A 2 18 12,

PRHMER, B - MEOFR, HOMEL T,
3HURICH - HATROERLSHEL A2 D 2 HF
%5, REBEERUSBECTA» > T2 OREREHEL
12

FEG 11 [ IEIRALE THEIREE, AUk E XL, R
Sl 3 HE X hRE38C, BREEREMDH D, FH%
HALI, UL, 4 B% TR, POFHERRH
B DS (Bacteroides, E. coli) & ZDREZTHBEL X
PBHEZ AN E X YIRS LB LI,
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fER) 12 RED b & TOATLEIRHIEE, 37°CHED
BMETEE2RATARL, G4BBIET ZBRE
HOERE - S HMBRESHRED b iz, FHIBSHE
4 HB X pERERICE, 5 BT, RFFTRIE
LAERELI,

fEG 13 FEMOME L EE RS T 2R A, B
RS HBED SNIEFTH 5, THEBEE ZH S
n, FEANE Y Peptococcus, Proteus 33 X X E. coli (/)
PREINI, FFEES (1H160mg) & [~F~—
MEBI L AR LVF—DiTk Y, BHRFTROBR,

WER A, UEOEMI2BI 131, WL d, #

ROYFERITE DER LB 5NIERTH 5,

4) BRESEOE LD
DlEDREERIET 5 &, RESBSSETIZ 7 Bk 7 5
Ty BRI RSRAE Tid 3 Blh 1 1T, B ARPIRSY
IECix 3B 2 FITHEDH BN, A I3HICHT 5
AFOEEIL 76.9% (13 Bk 10 BIEZ) T 3.

5) BIVER

AEZEICE HRETXEEARBD b Mg d o
2o Fi2, 7 HITHRE D%, FF#EE (SGOT, SGPT iz
&), BHEe (BUN, REE/SE) %3 Lichs Fig. 3
TORTEID, & RREFRLPBED TV, T,
IR 5 » 5 OBEHIT b MPIERABIC L b HEE UTcH
HERITIRIZASDHED B bhsh -1z GERIL).
UL, RAOHERZ# LT, &FIDHERB~DOR
BRFSEECT IHENHS 599,

Fig. 3 Laboratory tests before and after TOB

treatment
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& 1%, Tobramycin DWTERARHEE T E#
By - BRIBRE 28 A, 2 XOREREIS

1) ERIROEERRICN S % Tobramycin DRERSZH: B8
13, & &I Pseudomonas {3t LT, D 7 T/ Ellh{AR
FERIE B U TENIHE N 2B T ¥R D LN
2o

2) AFDMADEIUE LB RIF T 505, Hit
N3 L OB RA~OBIL, fio7 T/ Bk RiER
LRARTEN T RBD I,
3) ERAFHRBUCHY BERIGH & LT, AHER
PRERYLE, B ARPIRRYLE, MR ARRRUE D 13 Bl
HERAL, 76.9 % (13 Hlk 10 BIE %)) OEREREIZ,

4) FEWSICX Y, FHIT~NIEWEAEED Shig
Do 12,
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LABORATORY AND CLINICAL STUDIES OF TOBRAMYCIN
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

Serji MaTsubpa, MikiHiko TaNNO and TakasHr KASHIWAKURA
Department of Obstertics and Gynecology, Koto Hospital

Laboratory and clinical investigations of tobramycin, a new aminoglycoside antibiotic, were carried out
in the field of obstetrics and gynecology to obtain the following results:

1) The antibacterial activity of tobramycin against clinically isolated strains of E.coli and S.aureus was
almost similar to that of gentamicin, whereas tobramycin was more active than gentamicin and DKB against
Pseudomonas. )

2)" Peak blood level of 7.2 pg/ml was obtained at 30 minutes after intramuscular injection of 80 mg of
tobramycin. )

The distribution of the drug into milk and pus was very low as those observed with other aminogly-
coside antibiotics.

3) The drug was clinically applied to a total of 13 cases including infections of urinary tract, pelvis and
skin and soft tissue, and it was effective in 10 cases (76.9%),

4) No side effects nor adverse effects on clinical laboratory findings were observed.



