VOL. 32 S-2

CHEMOTHERAPY

TA-058 (TBY¥ 5 MK/ WFSE
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BEK YD E. coli, K. pneumoniae, Enterobacter I8, C. freundii 15 ¥ iZxt+ % TA-058 oo fii
®Ahik ABPC, CBPC, TIPC 7z ¥ L[A|%n 1 ~2 BxfE@hrn, PIPC Xviz%b4 -7z, P
mirabilis [ LTIRING4RICH L T D38AHTH 73, indole (+) Profeus JBiZiZZh
55X 0447, P aeruginosa \oxtLTix CBPC, TIPC X v #h 3 4,»d PIPC kv x4 54
BhThot,

2) WU - Pt

fEER A TA-058 # 1,000 mg 1 ||+ 5L, 59#%ICHY) 94 ug/ml, 1 INpl#fic 19.3
pg/ml OMmMPWEHE SN, LML T8 HEM%ICIL 0.44 ug/ml Lig o7z, MPEEHIL a
TO0.20 50, AHTIX L3R TH oo ZOBEDRPHMITHS % 2 B TFY 3,523 ug/ml
DRPBENRB LN, BEERE TIcRERD 74.3 BARPICEMR & iz, 7, probenecid fiff
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3) HEPRAREL
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H+35,

I m & A

1. ARH&

kWD E. coli, K. pneumoniae, P. aeruginosa
#54%, P. mirabilis, indole [g44: Proteus |&, Entero-
bacter 8, C. freundii % 27 Bricxt+% TA-058 Dk
INREBIEMEE(MIC) %, HA(CREESEELIC
WEVRIE L7, #eHik pH7.2 @ heart infusion %X
HiE Ay, EEREi: bouillon —7EEREIEE 100
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37°C 24 pEERBZIC BB RECHFLHIES A
RIBEOPBRELX L ->T MIC L L7,

% 7= [FE¢iz Ampicillin (ABPC), Carbenicillin (CB
PC), Ticarcillin (TIPC), Piperacillin (PIPC) o
MIC v hbETRIEL, FAIDEFNLHE LI,

2. ™ %

E. coli izxt+ % TA- 058 » MIC i Fig. 1 iz=+ X
912.0.39~=200 pg/ml 253 LTH Y, 54 Bk 27 &
A5, 6.25 ug/ml 7 XERUTCREFELHEILS I,
Z ot PIPC LR1%ShH—BMERESS LoD, AB
PC, CBPC, TIPC 2 & X Did 1 ~2EBxfENIZH DT
bHolc, AH|IE ABPC X1 CBPC n#iEi/1n+EM
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ml LLED MIC #;RL7c 28KB LU 2THDH L, *
NENS BRI XV TR TIARD MIC 23 6.25 ug/ml
LLFThoic,

K. pneumoniae \Zxt+ 5 AR OFE ik Fig. 3 125
TPV T, S48k 52 8RS 25 ug/ml Fioix, EFhUL
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Fig. 1 Susceptibility of E. coli to TA-058
E. coli 54 strains, Inoculum size ; 10%/ml
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Fig. 2 Correlogram between TA-058 and ABPC or CBPC
E. coli 54 strains, Inoculum size ; 10/ml
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Fig. 3 Susceptibility of K. pneumoniae to TA-058
K. pneumoniae 54 strains, Inoculum size ; 10¢/ml
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Fig. 4 Correlogram between TA-058 and ABPC or CBPC
K. pneumoniae 54 strains, Inoculum size ; 10/ml
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Fig. 5 Susceptibility of Enterobacter sp. to TA-058
Enterobacter sp. 27 strains, Inoculum size ; 10¢/ml
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Fig. 6 Correlogram between TA-058 and ABPC or CBPC
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Fig. 7 Susceptibility of C. freundsi to TA-058
C. freundis 27 strains, Inoculum size ; 10°/ml
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Fig. 8 Correlogram between TA-058 and ABPC or CBPC
C. freundii 27 strains, Inoculum size ; 10%/ml
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Fig. 9 Susceptibility of P. mirabilis to TA-058
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Fig. 10 Correlogram between TA-058 and ABPC or CBPC
P. mirabilis 27 strains, Inoculum size ; 10°/ml
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Fig. 11 Susceptibility of indole (+) Proteus to TA-058
Indole (+) Proteus 27 strains, Inoculum size ; 10¢/ml
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Fig. 12 Correlogram between TA-058 and ABPC or CBPC
Indole (+) Proteus 27 strains, Inoculum size ; 10¢/ml
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Fig. 13 Susceptibility of P, aeruginosa to TA-058
P. aeruginosa 54 strains, Inoculum size ; 10%/ml
(II”)
_loor
5
= 80F —TA-058
4 -——CBPC
® g ——TIPC
= —PIPC
2 -
§ 10 7~
Q / /
20F _ /
1 e A "'T‘ o 1 e 1
MIC (#g/mb) [ 0.1_0.2 0,39 0.78 156 312 6.25 12.5 25 50 100 2200
A0 | T 2 8 12 13 1 18
CBPC | R SR T - U
TIPC 1 3z 13 18 2
PIPC 1 3 10 13 6 3 1 4 13

Fig. 14 Correlogram between TA-058 and CBPC or PIPC
P. aeruginosa 54 strains, Inoculum size ; 10¢/ml
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P. aeruginosa izxt+ % TA-058 o /ix Fig. 13
Rt THB, KKl MIC ik 1.56~25 ug/ml
iz 358, 100 pug/ml Eid Tl BiZ 19 kB HL T
Wi, ZOR#iE PIPC X v 1 BYRREES 548, TIPC,
CBPC kDix1~2EBpiEN-bDTH-N, Fig 14

Table 1 Summary of healthy volunteers

Rt &Sz, AKRlE CBPC L ohili))o i &2
&, CBPC iz 50 ug/ml LAto> MIC %3 L/ 53 Bk
5 21 BRIz ARID MIC % 1.56~12.5 ug/ml T -
fco ¥7c, PIPC & DM TIXEICAANC 25 ug/ml LA
EERLAE KNS S 11 KA PIPC o MIC 2t 3.12

Fig. 15 Serum levels of TA-058

~TA-058~ Healthy volunteers, cross over (N=6)
Case | sex | Age | BW | BL | cCer 1,000mg, L V.
(yrs.) | (kg) | (cm) |(ml/min.)
(#g/ml)
M. W. | male| 21 60 165 102.7 100
N. T.|malel 21 61 167 105.4
M. T.| male| 22 66 171 164.6
M. K. | male 21 59 166 126.2 "
H K |male| 22 | 62 165 | 152.2 %10
K. O.|male| 22 65 165 109. 4 ]
B
Mean 2.5 | 62.2 | 166.5 126.8 @
+S. D +0.6 | +2.8 | +2.3 | +26.1
——— - 1
%K1 2 2 6 8 (br.)
" Time
Table 2 Serum levels of TA-058
Healthy volunteers, cross over (N=6), 1,000 mg, I. V.
Serum levels (ug/ml)
Drug Case
1/12 1/4 1/2 1 2 4 6 8 hr.
M. W. 137.0 78.0 47.2 25.2 12.5 4.20 1.51 0.56
N. T. 104.0 61.2 41.6 24.4 11.8 3.48 1.25 0.50
M. T. 102.0 58.8 35.2 18.8 8.6 3.07 1.12 0.45
M. K. 90.0 48.6 31.2 16.4 10.1 3.42 1.12 0.42
TA-08 | y k. 63.0 49.8 33.2 17.4 7.8 2.38 0.86 0.32
K. O. 68.0 33.6 23.6 13.6 7.5 2.50 0.94 0.38
Mean 94.0 55.0 35.3 19.3 9.7 3.18 1.13 0. 44
+S.D. | +27.1 | +14.9 +8.2 +4.6 +2.1 | +0.68 | +0.23 | =+0.09
M. W. 152.0 111.6 74.2 45.2 22.5 5.18 1.56 ND
N. T. 149.6 86.1 54.0 32.6 13.5 3.49 1.10 ND
M. T. 148.8 82.5 51.0 30. 1 11.7 4.29 1.49 ND
M. K. 110.0 88.8 55. 4 30.3 13.0 3.38 1.01 ND
TIPC | B K | 118.4 9.6 54.6 27.2 8.7 2.50 0.92 ND
K. O. 133.2 86.4 61.4 32.0 11.6 3.81 1.29 ND
Mean 135.3 91.0 58. 4 32.9 13.5 3.78 1.23 —
+S.D. | *17.9 | +10.5 +8.4 +6.3 +4.7 | +0.91 | +0.26
%k kakok Kk kkk *
* . P<0. 05, *x . P<0.01, sk 1 P <0.001
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Table 3 Pharmacokinetic parameters of TA-058
A B a A TYe(a) | T%(B) AUC
Drug Case (ug/ml) | Cug/ml) (hr. ) (hr.™") ?l%r,) 2/?11‘.) (hr..#g/ng)
M. W. 133.9 35.4 3.84 0.52 0.18 1.33 103.0
N. T. 83.9 31.5 3.06 0.53 0.23 1.31 86.8
M. T. 98.0 23.2 3.40 0.50 0.20 1.39 75.2
M. K. 92.3 28.0 4.97 0.53 0.14 1.31 1.4
TA-058 | g g 54.6 18.5 2.10 0.51 0.33 1.36 62.3
K. O. 67.4 20.9 5.11 0.51 0.14 1.36 54.2
Mean 88. 4 26.3 3.75 0.52 0.20 1.34 75.5
+S. D +27.5 +6.5 +1.15 +0.01 +0.07 +0.03 +17.5
M. W. 101.5 79.9 3.44 0.66 0.20 1.05 150.6
N. T. 131.4 51.2 4.03 0.65 0.17 1.06 111.4
M. T. 133.3 35.6 3.29 0.53 0.21 1.31 107.7
M. K. 88. 4 42.3 2.44 0.63 0.28 1.10 103.4
TIPC H. K. 119.4 18.7 2.06 0.51 0.34 1.36 9.6
K. O. 115.7 29.8 2.20 0.51 0.32 1.33 109.9
Mean 115.0 42.9 2.91 0.58 0.25 1.20 112.9
+S. D +17.4 +21.2 +0.79 +0.07 +0.07 +0.15 +19.4
* * *%%
*: P<0.05 *x . P<0.001
~12.5 ug/ml Th 1=, 1,000mg # 1 EIFFEL, RERIZMPRES X CRPR
Ex fEL, TA-058 Wii{EAEOEH L HBRHL
T R HEt ’

1. BEFH &

BREERLA 6 &2 AV T TA-058 3 XU TIPC oo
BEER X URPHEM %, £hEh cross over TR
Lic, BERAZZETHBETELER, SR GH %
H8KE (creatinine clearance) | Table 1 {Z;r3 L&D
BREREOVPEVLOERRE LIz, /2, Thboxt
$RIZ cross over & T probenecid f##fkpIZ i3 5 TA-
058 D MEE, KPP S HbW TR L, R
A TA-058 33 L1 TIPC1,000 mg #4HEREK 20
ml (KHEML T3S TIEKEL, 54, 1549,
304, 1, 2, 4, 6, 8EEMI% I Th Bifn, MmiEsy
L%, TomErmPREREICEL,

mABREERIE & FRFICmARE®O0~2, 2~4, 4
~6, 6~8RHOERFRMIFICERERL, RPBELRAE
L, Zhic BRl#o REE F L To ROPPEEE ¥ R
b, BERLOE»HEHORPEINRZEM L, K
hmEEE, SREMIRE PHT.0 oY o EREEK (PBS)
T 10~200 Iz HR L TRIRICBE L 7,

ST TA-058 o mP@E, RPHE i BsXiFT
probenecid DEEELRIT S BT, F—BEMAIK
ST probenecid 1g #FO#E 30 4¥%ic TA-058

72

135, HMEEMEX B. subtilis ATCC 6633 #K%E
HLT2MEY v THEICE DTV, Elkdiiz, mPR
BERITEICITIER £ P HmMERRE, RPRERECR
pH7.0 PBS #|®% R\ 1=,

2. |

1) RERAICETSMPRE, Rpdit
(1) 4 B

{REERK A 6 441z cross over iz T TA-058 XU
TIPC 1,000 mg # 1 [El#E L7 BEo> mhMEEHH I
Table 2, Fig. 15 iZRLiz 39 Th 5,

TA-058 o MBEIEN 5 HICTFE 94.0 ug/ml
FRL, 1RME CREROSECET L, 1 HRE
12 19.3 ug/ml T, LA REE T HBAGEARIC (KT
L, SEsMI#iciE 1 ug/ml LAF Lk o7, —%, TIEC
T2 RERERIC 7z > T TA-058 £ b bV PRER
FUIAS, ER% M TRRERETH -, ERE
54326 2 BRI COSREIEIZFEE M CHEELAR
DEXBDI,

WAl pharmacokinetic parameter & Table3 K
RL7-E 8D Th b, TA-058, TIPC o (8
1) XERERT 134 FeR, 1. 20 R CHEOED
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Table 4 Urinary excretion of TA-058
Healthy volunteers, cross over (N=6), 1,000 mg, I. V.
0~2 hr. 2~4 hr. 4~6 hr. 6~8 hr, 0~8 hr.

Drug e Levels |Recovery| Levels |Recovery| Levels |Recovery| Levels |Recovery|Recovery| Rate
(ug/ml)| (mg) |(ug/ml)| (mg) |(ug/ml)| (mg) |(ug/ml)| (mg) (mg) | (%)

M. W.| 4,660 | 587.2 920 134.3 184 20.8 22.8 4.5 746.17 74.7

N. T.| 4,600 | 561.2 720 | 266.4 114 18.8 12.8 3.0 849.4 84.9

M. T. 1,660 | 581.0 355 97.6 560 89.6 29.0 5.5 773.7 77.4

M. K. | 3,200 | 569.6 580 69.6 112 14.6 11.6 1.4 655. 2 65.5

TA-08 |y K.| 4,520| 479.1 | 1,220 | 96.4 | 294 | 25.0 | 25.2 3.0 | 603.5 | 60.4
K. O.| 1,900 | 608.0 730 197.1 116 19.2 13.6 2.0 826.3 82.6

Mean 3,523 | 564.4 754 143.6 230 31.3 19.2 3.2 742.5 74.3
+S.D.|+1,040 | £44.7 +295 | +74.6 +176 +28.7 +7.4 +1.5 +96.3 |*+9.6

M. W.| 3,090 | 463.5 2,820 197.4 350 38.5 110.0 9.9 709.3 70.9

N. T.[ 3,490 | 680.6 1, 740 156.6 276 27.6 49.2 4.9 869.7 87.0

M. T.| 3,680 | 662.4 1,740 | 200.1 415 45.7 63.0 7.2 915.4 91.5

M. K. | 4,580 | 421.4 1, 460 153.3 402 40.2 67.2 6.4 621.2 62.1

TIPC |y K.| 4300 623.5 | 1.240| 930 | 174 | 131 | 20.2| 1.9 | 7315 | 73.2
K. O.| 5,000| 775.0 2,100 136.5 393 29.5 27.9 4.9 945.9 94.6

Mean 4,023 | 604.4 1,850 156.2 335 32.4 56. 4 5.9 798.8 79.9
+S. D. +723 |+135.6 +557 | +40.0 +94 +11.7 +32.1 +2.7 ||+129.9 |+13.0

skkk *kk X%k ‘ * *
* 1 P<0.05 ** 1 P<0.01 sk . P<0. 001

Fig. 16 Urinary excretion of TA-058
Healthy volunteers, cross over (N=6)
1,000mg, I. V.
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BREEFX A 6 21 cross over @iz T TA-058 35X U

TIPC 1,000 mg # 1 Bl L7<BRO RS PEtkix Table
4, Fig. 16 iRTLBD ThHH, RPMEIEIO 2F
MTR LA, £ OMEITAF TR 3,523 ug/ml, TIPC
T 4,023 ug/ml THo7cdd, WE L LEMOBEGL &
LIZRPBEEIET L, RPEULE bR, BOID 2
Bz & b £ < EIR S h, FAEELEHRFEY 564.4 mg,
604.4mg, #L, LAEREEIOEBICHE > TR L,
RebBEE, RepEE L bic 0~ 285, 6~ 8ksMm
RAR CHEE R AROENAR b, Lal, BiE
#% 8 B £ TORPEUNRIX TA-058 TE74.3 %,
TIPC T79.9% LWEMICERIRD RN T,

2) TR - BEMIC R (2T probenecid DKW

(1) o 8 E

[F—eRER A 6 41 probenecid 1g 1 BIPNAR, 30 45
#%iz TA-058 1,000 mg 1 @§E LI BRomPREHES
%, TA-058 BOM{ERRED £ h & ik L 7o fkiftix Teble
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Table 5 Serum levels of TA-058
Healthy volunteers, cross over (N=6), 1,000 mg, . V.

Serum levels (ug/ml)

Drug Case -
1/12 1/4 1/2 1 2 4 6 8hr,
M. W 137 78.0 47.2 25.2 12.5 4.20 1.51 0.56
N. T. 104 61.2 41.6 24.4 11.8 3.48 1.25 0.50
M. T. 102 58.8 35.2 18.8 8.6 3.07 1.12 0.45
TA-088 | M. K 90 48.6 31.2 16.4 10.1 3.42 1.12 0.42
alone H. K 63 49.8 33.2 17.4 7.8 2.38 0.86 0.32
K. O 68 33.6 23.6 13.6 7.5 2.50 0.94 0.38
Mean 94.0 55.0 35.3 19.3 9.7 3.18 1.13 0.44
+S.D. | +27.1 | +14.9 | +8.2 | +4.6 | +2.1 | +0.68 | +0.23 | +0.09
M. W 124 67.8 44.8 27.4 14.6 5.10 1.88 | 0.6
N. T. 12 55.8 34.8 22.0 1.2 4.10 1.52 0.52
M. T. 76 38.4 29.2 18. 6 10.7 3.99 1.38 0.61
TA-08 | . K 7 36.0 24.4 19.0 11.7 4.70 1.80 | 0.81
with |y g 93 70.4 48.4 18.8 13.7 3.58 120 | o4
probenecid | i 72 42.0 28.4 17.2 9.2 3.20 113 | 0.6
Mean 92.3 51.7 35.0 20.5 11.9 4.11 1.49 0.60
+S.D. | +21.5 | +15.1 +9.6 | +3.7 | +2.0 | *0.70 | +0.31 | +0.13
*kk *% *

* 1 P<0.05 * : P<0.01 »* . P<0.001

Fig. 17 Serum levels of TA-058
Healthy volunteers, cross over (N=6)
1,000mg, 1. V.
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Table 6 Pharmacokinetic parameters of TA-058
A B a B T¥(a) T (Sﬁ) AUC
Drug Case | (ug/ml) | (ug/ml) | (hr) | (beo) (hr.) (‘ﬁﬁr. (hr.epg/ml)
M W. 133.9 35.4 3.84 0.52 0.18 1.33 103.0
N. T. 83.9 31.5 3.06 0.53 0.23 1.31 86.8
M. T. 98.0 23.2 3.40 0.50 0.20 1.39 75.2
TA-058 M. K. 92.3 28.0 4.97 0.53 0.14 1.31 71.4
alone H. K. 54.6 18.5 2.10 0.51 0.33 1.36 62.3
K. O. 67.4 20.9 5.11 0.51 0.14 1.36 54.2
Mean 88.4 26.3 3.75 0.52 0.20 1.34 75.5
+S. D +27.5 +6.5 +1.15 +0.01 +0.07 +0.03 +17.5
M W, 119.8 43.0 5.02 0.52 0.14 1.33 106. 6
N. T. 123.1 34.2 5.78 0.52 0.12 1.33 87.1
M T. 79.9 30.0 6.84 0.50 0.10 1.39 71.7
TA-08 | . k. 107.3 29.2 9.49 0.46 0.07 1.51 74.8
with | g K. 88.7 33.2 3.37 0.55 0.21 1.26 86.7
probenecid | g o 61.1 22.5 3.49 0.47 0.20 1.47 65. 4
Mean 96.7 32.0 5.67 0.50 0.14 1.38 82.1
+S. D. +24.3 +6.8 +2.30 +0.03 +0.06 +0.09 +14.7
*
* . P<0.05
Table 7 Urinary excretion of TA-058
Healthy volunteers, cross over (N=6), 1,000mg, I. V.
0~2 hr. 2~4 hr. 4~6 hr. 6~8 hr. 0~8 hr.
Drug Case
Levels {Recovery| Levels {Recovery| Levels |Recovery| Levels |Recovery||Recovery| Rate
(ug/ml)| (mg) ((ug/ml)| (mg) |(ug/ml) (mg) |(ug/ml)| (mg) (mg) | (%)
M. W.| 4,660 | 587.2 920 134.3 184 20.8 22.8 4.5 746.7 74.7
N. T.| 4,600 | 561.2 720 266. 4 114 18.8 12.8 3.0 849.4 84.9
M. T.| 1,660 | 581.0 355 97.6 560 89.6 29.0 5.5 773.7 77.4
TA-058 | M. K.| 3,200 | 569.6 580 69.6 112 14.6 11.6 1.4 655. 2 65.5
alone | H K| 4,520 | 479.1 | 1,220 | 96.4 | 294 | 25.0 | 25.2 3.0 | 603.5 | 60.4
K. O.| 1,900 | 608.0 730 197.1 116 19.2 13.6 2.0 826.3 82.6
Mean 3,523 | 564.4 754 143.6 230 31.3 19.2 3.2 742.5 74.3
+S.D. |+1,040 | +44.7 +295 +74.6 +176 +28.7 +7.4 +1.5 +96.3 [+9.6
M. W. | 4,900 | 421.4 790 105.9 955 66.9 215 20.1 614.3 61.4
N. T.| 4,720 | 547.5 282 39.5 650 91.0 112 23.3 701.3 70.1
TA-058 M. T.| 1,260 | 554.4 226 72.3 510 100. 6 219 44.9 772.2 77.2
with M. K. | 3,600 | 326.8 826 76.0 875 70.0 396 36.4 509.2 50.9
gg%ben- H. K.| 4,620 | 485.1 1,600 144.0 865 64.0 201 25.1 718.2 71.8
K. O.| 1,980 | 388.1 382 75.6 378 42.0 212 47.9 553.6 55.4
Mean 3,513 | 453.9 684 85.6 706 72.5 226 33.0 644.8 64.5
+S.D. |+1,552 | +£91.0 +516 +35.5 +230 +20.8 +93 +11.8 (|+102.4 |*10.2

*

Ak

*k

*%
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Fig. 18 Urinary excretion of TA-058
Healthy volunteers, cross over (N=6)
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Table 8 Clinical results with TA-058
Case Clinical Causative TA-058 Response Side |
. . Remarks
age/sex diagnosis organisms Dall(yg;iose D‘(’(‘i':;‘;’" Bacteriological | Clinical [effects
Post renal
Acute . 2.0X2 : -
T.S. 29/M pyelonephritis E. cols D. 1 12 Eradicated Good - gz:ir:)sflan
AH 4/M| U T L E. coli 1,052 10 | Eradicated | Good | — | CRF (CAPD)
. Post renal
Acute Acinetobacter | 2.0X2 : -
K. S. 32/F pyelonephritis $p. 1 5 Persisted Poor - gztlir:)sr{plan
Table 9 Laboratory findings before and after TA-058 administration
Case RBC Hb Platelet GOT GPT Al-P BUN S-cr
(x10% | (grdl) (x10) | (mU/ml) | (mU/ml) | (B-L U/L)| (mg/dl) | (mg/dl)
T. S B 273 9.2 14.2 32 49 5.9 20.3 1.7
A 215 7.3 21.9 16 27 2.0 30.1 1.7
A H B 278 8.0 29.2 17 29 7.3 39 8.0
A 268 8.2 29.7 13 13 5.2 40.6 7.6
K. S B 268 10.4 24.4 22 21 5.2 68 8.1
Tl A 442 13.4 14.2 34 36 4.8 76 7.4
B : Before A : After
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CLINICAL STUDIES ON TA-058

ATsusH! Saito, JINGORO SHIMADA, KoYA SHiBA, TAKEHISA YaMmajl,
MoTtorumr Saecusa, Hironosu Inara, Tosuio Hojo, Masanosu Kajt
and TApasHt MIYAHARA
The Second Department of Internal Medicine,

The Jikei University School of Medicine
Y asusHt Uepa
The Jikei University School of Medicine

The antimicrobial activity, absorption, excretion and clinical effects on TA-058 were investigated
and the following results were obtained.

1) Antimicrobial activity

The antimicrobial activities of TA-058 against the following clinically isolated organisms, i.e. E,
coli, K. pneumonsae, Enterobacter sp., C. freundsi, indole-positive Proteus sp., P. mirabilis and P,
aeruginosa, were 1~2 steps higher than ampicillin, carbenicillin and ticarcillin to E. cofi, K. pneumo-
niae, Enterobacter sp., C. freundss, P. msrabslis and P. aeruginosa, while 2 steps lower than piperacillin
to those organisms.

2) Serum levels

The serum levels of TA-058 in healthy adult volunteers after intravenous injection in a single
dose of 1,000 mg attained to 94 ug/ml within 5min. and 20 ug/ml within 1hr. after the injection.
When TA-058 was administered in combination with probenecid to the same volunteers, serum
levels were almost similar to those when TA-058 was administered alone.

3) Urinary excretion

The maximum urinary concentration of TA-058 reached to 1,900~4,600 ug/ml, and within 8
hours after TA-058 injection, 74.3 % of the drug was recovered in average from the urine.

4) Clinical results

TA-058 was administered in 3 cases of urinary tract infections who had chronic renal diseases.
The results were 2 good and 1 poor. No side effect was observed.




