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S, HIXIZIFORRZE L 1B bl ho e,

2) TA-058 5 iz AGs 1L LRI L iehr o S marcescens, Proteus #5}1K

P. aeruginosa \=xt L THRYEHNEH Hhite,
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4) EEKSYM N P aeruginosa \=xt+ R R TA-058 & GM OHHARK LML, XWT

TOB, DKB, AMK DT - 72,

5) #IBERG~ v 2icwt LT TA-058 & AMK #(FR L7 25 in vitro O L RRICH

WHRDR EBD 12,
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R=VY L ERAMVT =AY EOBRHERDRY
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HRBRCOVTRMLEL I AEELHRDREBED
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1. BRERICEITIIHADHR

1) A EA

TA-058 &, 7 I/ EbEEFREHR (LLT AGs L
+) & LT Amikacin (AMK, F#&M3), Dibekacin
(DKB, Bijafu#), Gentamicin (GM, HiBFamuiik)
# X U Tobramycin (TOB, HEBFHREK) AV,

2) 6 A B

WIHERHRTED S. aureus 209-P JC-1, E. coli NIH]
JC-2, S. marcescens OU-29, P. vulgaris 11D-84, P.
retigers KU-23, P. aeruginosa No. 12 38X P. ae-
ruginosa 35R 1z L MNC P, aeruginosa DEEER5y vk
20 BREMEA LT,

3) A

BHREBEOFE®IZ 12 Miiller-Hinton broth (Dif-

co) #, RulRHMILME (MIC) MEicix Miller-
Hinton agar (Difco) # v /=,

4) BREANGFRADRO R

B AR FE S B/ NREFH IR EE (MIC) gk’
I L, XM TA-058 L AGs oEhFhf
AR Y Hx D BEHIC BRE& L Checker-
board gkiz X > THEME L 7=, A% R i3 Checker-board
ETHBOh-FHAD MIC & 2RpHR L1=-Ro MIC
DRk &  Fractional Inhibitory Concentration
-index® (FIC-index= 8ty A& MIC/A HiEK
OMIC+ BRI D BRI MIC/B HHFlo» MIC) #K
OT, HELR,

2. BMEELTHRIIHTIHABROBRH

In vitro T, TA-058 iz R, AMK i
RZt:D P. aeruginosa 4013 3 X (f TA-058 (&%
#T AMK (22220 P. aeruginosa PI-67
¥EAL, Zhboi% Heart-infusion broth (%
BF) T37°C, 1 55k Lok, WEHARL, BHeAN
LT, 5LF U H~1/10BRBALT, 0 0.5ml/=
YR LR L, 1 ReRI#IC TA-058 12 R##ARIC,
AMK Bl L, tRO%HA: TA-058 (.
v.) & AMK (i.m.) ¥[REE L, AMK ZHEBE
BT EFEpRERE RV 1.56 mg/kg 8LV 3.
13mg/kg » 2 Ak Lic, HHRIZIEDHIELHERE
#THM~ Y ROERFBREL, FHRERICRTIER
®H 5 EDg EMHL, HEic Oay 59 ¢ Fractional
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Fig. 1 In vitro synergistic effects of TA-058 and aminoglycosides against various
bacterial strains
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Quotients-index (FQ-index) # R 7,
I 3 KRR

1. BEREAtAYHR

AfEkicd 5 TA-058 » AMK, DKB, TOB #
a0z GM L oHtRZRI Fig. 1 IR TH-
7o S aureus 209-P JC-1 35 X U E. coli NIHJ JC-2i%
TA-0584z3.13~6.25 ug/ml, AGs iz 0.1~0. 78ug/ml
LHEEAICH R E R LAY, fTho AGs L nil
AEbER BT L HARRIZEE L, FIC-index 131.0
~0.5T, HMAEVWLIZTFARBDELL Rond,
GM L A& b Tix E. coli NIH] JC-2 2 & #H
WRETRE o, i), S. marcescens, Proteus 3
XU P. aeruginosa (zxfL Tix, TA-058 &3\
AGs it 2BEMR LT LB AV barbb
¥+, fiihd AGs L DA ADEICBVTY, Ko
FIC-index 0.5 LAT o leli 38 FARZIR 2138 6 h,
%z S marcescens OU-29, P. aeruginosa 35 RiZx}
THHRRBBIIEATH - /<,

P. aeruginosa DEEER5YRER 20 iz x4+ 5 TA-058
L AGs DfF%hE % Table 1 ;5L 7z, TA-058 &
AGs %ffH LA D FIC-index # 6, RE LM
BT FADRR 2< B ohhb -7 ke,
FIC-index 3 0.5 Aij# » 5\ iz E LA T O EERIC Y h
2o AGs LOBHHBRBLLBH oz o7 P ae-
ruginosa 4010, 4011, 4009 33 X T° 4008 » 4 BT T

TA-058 |zttt T, FDN1#k (4008) i AGs i@\
BSMERL, fho 3 Bkiz DKB 2 >>100 ug/ml, AMK,
TOB XU GM icHBEOMM:TH - /2. FRYR
N8B S Bidki KAt AGs 1 BRMTH Y,
TA-058 » MIC ¢, 1.56~100 ug/ml ThHo7c, ZhbH
O WD 55 4014 Bix AGs (2 28, TA-058
ICITE %, 4043 Bkiz AMK o3zt ©, DKB, TOB
BIUGMIcHitE&RRL, HFRAYDRIBS Ghizh o7
WIS BEAE 7 — o &R LT,

2. RIREERTORICKTSHAYHR

P. aeruginosa 4013 33 X O P. aeruginosa P1-67 184y
-® 22w+ 5 TA-058 & AMK o ffH%h#ix Table
212 Td - 72 P. aeruginosa 4013 Biguic xt+ 5
WA 58500 EDy i3 TA-058:> 1,600 mg/kg, AMK:
8.8mg/kg Th-7A%, AMK 1.56 mg/kg #HA+
%L, TA-058 o EDy 2 70.5mg/kg IZIETFL, &
Hiz AMK # 2{%#&o 3.13mg/kg BT 5L,
EDso 12 21.6 mg/kg ICIEF L, BELHADRIEEBD
bh, FQ-index iZ#h¥h 0.22, 0.37 THH, HK
KSRV ERDRAB bR,

P. aeruginosa P1-67 @iz a3 % HiAl# 585> EDs,
ix TA-058 : 583.6 mg/kg, AMK: 42.2mg/kg T&
57205, AMK # 1.56mg/kg »3vvd 3.13 mg/kg
A+ 5L, TA-058 » EDs iz & £h 108. 6 mg/kg
BIU 61.8mg/kg LIETL, BELGADRELBD
Hbh, Fh#ho FQ-index 3 0.22 3X100.18 &7

Table 2 Synergistic effect of TA-058 and AMK on experimental infection with P. aeruginosa in mice

EDy (mg/kg) ; ;
Infected organisms Drug* MICI * Fractlo_r}a(li Q}:f tients
(ug/mDiTA 058 AMK index
TA-058 6.25 | >1,600 —
P. aeruginosa 4013 AMK 1.56 — 8.8
1.0x10® CFU/mouse 0.22
TA-058(+ AMK1. 56 mg/kg)*** 70.5
(60 LD 5) (1.56/8. 8(—;—70, 5/1,600)
TA-058(+AMK3. 13 mg/kg)*** 21.6 (3.13/8.8421. 6/1, 600)
TA-058 3.13 583.6 —
P. aeruginosa P1-67 | AMK 3.13 — 42.2
1.5x 105 CFU/mouse 0.22
TA-058(+ AMKI1. 56 mg/kg)*** 108.6
(90 LD ) (1.56/42. 2;— 128. 6/583.6)
TA-058(+ AMK3. 13 mg/kg)*** 61.8 (3.13/42. 2.5 51, 8/583. 6

*: Administration :

1hr. after infection (TA-058: i. v., AMK : i. m.)

**: Fractional Quotients-index: (EDs, of first antibiotic in combination/EDs, of first antibiotic

alone)+ (EDs, of second antibiotic in combination/EDs, of second antibiotic alone)

*+*: No effect in this dose of AMK alone.
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REHK & ORT 2 BAE, HIRR X2 bArDIEK,
DO, md:EHBROR I, MR OB YT
50, SHRLVERMENTVER=0Y v RBBWVIL
7 ruxRY L RENME AGs LofitAL, LiFLid
RETRMIRRAE O e, RRAREMHFELTHVWGAT
Wb,

TA-058 + AMK, DKB, TOB Xttt GM r ot
RAPRICHOWTRM L 2#R, S aureus 209-P JC-1,
E. coli NIH] JC-2, Proteus (%L TixtihnszvsLiz
FTHERDE LB bhied -85, S marcescens
OU-29 XU P. aeruginosa iz i385 & i 7z FATRZHEHS
Rohfc, TA-058 Liirfb¥ 5 AGs OB WMC LD
GERAZVRDOZ IR Thd - 7205, S IZB 60k
O S, a2 KD 67 6N JONEY & L [RIRD
B TH -1, P. aeruginosa izxt L T CBPC, SBPC,
PIPC Bn =Y . & AGs & OHRNHERYE ¥R
FTILERFTTIREH LN TS, Rk TA-058 &
AMK, DKB, TOB® 5\ iz GM & o fitfic & 0 BEEKSY
WD P. aeruginosa 20 Bk 16 Bk (80%) ICHERZIE H3
Rohic, FIC-index Dfih 6 HARZE LRGN - 10
iz GM roftHTH» Y, kT TOB, DKB, AMK
DONETH -7=h%, DKB £ AMK oMliciziz L A K EMN
hotc,

Wiz TA-058 XU AGs icxt+d 2824 & HA%
BoBEYR5 L, TA-058 iz MIC: >100 ug/ml
THtE & SR L7 5 Bk N 4 #kid BERZIERN B s ht,
AGs o MIC Lixdh s W BFRMKARVE S THoT2, B
RZEDBD b e KEBsy O BRITERMEM & Bk <,
AGs Hifjo MIC LR AGs o MIC niediz
i£1:4~855ikl : 8~16L—ELTHY, TA-
058 MHIREEREEMA DT THLAE L TWHE, AGs
DOFEBEFREL, ThEROEROBZMEICLL T,
HRDREVBEDIZLETFRL TS BN S,

BRERY~ v 2zt 5 ABRIE TA-058 (=%
DR, AMK ICBZ2M D P aeruginosa 4013

X TA-058 (22T AMK (2 2220
P. aeruginosa PI-67 (c>WTEKEL A, “Wihicgk
DT HHORRARLEBS bhic, Z0 in vivo DR
i in vitro OMERL—BLTRY, TA-058 4
AMK O ff ISR D B2 38 T L+ 22RO W%
b0 LBbnr,

X L
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THE COMBINATION EFFECT OF TA-058 AND
AMINOGLYCOSIDE ANTIBIOTICS

HiroTsucu Yosuipa, Keiko Kouvyama, Kato Tani

and TouTtaro YAMAGuUCHI
Microbiological Research Laboratory, Tanabe Seiyaku Co., Ltd.

The combination effects of TA-058 and several aminoglycoside antibiotics (AGs) were examined
and the results obtained are summarized as follows:

1. S aureus 209-P JC-1 and E. coli NIH] JC-2 were both sensitive to TA-058 and AGs tested
alone but combinations of TA-058 with each AGs produced only an additive or a weak synergistic
effect (Fig. 1).

2. S marcescens, P. vulgaris, P. rettgeri and P. aeruginosa were not always sensitive to TA-058
or AGs, however, combinations of the two drugs gave a moderate or a marked synergistic effect
(Fig. 1).

3. The combinations of TA-058 and AGs were synergistic for 16 strains (80%) of 20 clinical
isolates of P. aerugsnosa (Table 1).

4. The synergistic effect against clinically isolated P. aeruginosa was most potent with combination
of TA-058/gentamicin (GM) and followed by TA-058/tobramycin (TOB), TA-058/dibekacin (DKB)
and TA-058/amikacin (AMK) (Table 1).

5. The combination of TA-058/AMK also exhibited a marked in sivo synergistic effect in an
experimental infection of mice with P. aeruginosa (Table 2).



