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Fig. 1 Chemical structure of TA-058
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Chemical name : (2S, 5R,6R)-6-(2R-2-(2R-2-amino-
3-N-methyl carbamoylpropionamido) -2-
(4-hydroxyphenyl) acetamido) - 3, 3-
dimethyl-7-oxo-4-thia-1-azabicyclo (3.2.
0) heptane-2-carboxylic acid trihydrate
Molecular formula : Cp H,; Ns O; S« 3H,0
Molecular weight : 547.58
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S. aureus (54 ¥)

TA-058 » MIC it 3.13 ug/ml iz E— 2 23b Y,
0.39~100 ug/ml (z43# LT3, CBPC, PIPC %[F
BT THBH CBPC X »#hTwT PIPC LR
EThoT,

E. coli (54 %)

S. aureus L [Rl#kic MIC % 3.13 ug/ml iz °— 2 1%
HBH, LIL, 200ug/ml L EOTHERRIZ, FFIA
54¥p 29 Bk, CBPC 278, PIPC 38T b B2t
#Tix PIPC X b4y CBPC XvEhTW3,

E. cloacae (27 #k)

Ao 3 MIC o e— 213 TA-058, CBPC &y,
iz 6.25 ug/ml i3 525, PIPC DRHMIERIL 93 %,
TA-058 % 85%, CBPC {70 ¥ Cdh -7z,

K. pneumoniae (45 #k)

AT 2BZEIRY B, TA-058 % 50
ug/ml T51%, CBPC i3 16 ¥DREZM4TH 5, PIPC
it 12.5 ug/ml T 76 FREFEZHEILEhTW3S, TA-
058 1x CBPC X @ h T3 PIPC XYW H b4
2TW3B,

P. aeruginosa (47 #)

TA-058 » MIC i 6.25 ug/ml XY 200 ug/ml LA
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LicatiL, 200 ug/ml LA EfiHERkIZ 47 Bk 17 BRIB
»H i, CBPC 1% 1.56 ug/ml X b 100 ug/ml LAE
WL, mHERkiX 13 Bk, PIPCRRIRICHL TV S
DT ERIZ 5 ¥ Cdh 7, TA-058 ¢ CBPC i2Rli%"D
WRSEHERR &R LTV 325, TA-058 A% LLeiyiSmaEC
BB MENWRTH 5,

Table 1

I k&Mt

ik, WEEE

WA 564 10 B X DIBFIST 4 1 A £ TIT, 4ffi—p
B X UNEA ST SERBic ABT L 7o PER SR BAE 6 iz 33
WTAREREL, BRDHR L BERARROEEL RN

Distribution of sensitivities of clinical isolates to TA-058, CBPC and PIPC

(inoculum size 10°cells/ml)

MIC (ug/ml)

Strain Drug
0.78)| 1.56 | 3.13 | 6.25 | 12.5 | 25 50 100 | 200 [>200
s TA-058 3 3 28 16 1 1 1
- aureus CBPC 2| 4| 21| 23| 1 3
(54 PIPC 5| 1] 25| 18] 2 1| 1
E . TA-058 1 4 14 4 1 29
- cold CBPC 2| 15| 7| 2 2
(54) PIPC 4| 12| 8| 3| 6| 1| s| 8| 4] 3
TA-058 8 15 1 3
E. cloacae CBPC 1| 3| 15| s| 1 2
@ PIPC a| 12| 1] 2 1 1
. TA-058 2 3 1 4 13 12 10
K. pneumoniae CBPC 3 1 1 1 1 4 2| 32
(45) PIPC s| 15| u| 3] 1| 3 7
_ TA-058 1| 3| 7| 10 s|{ 4| 1n
P. aeruginosa | cppc 1 1 1 4| 7| 17| 3| 1
(4n PIPC 4| 9| 13| 7| s 1| 1| s
Fig. 2 Distribution of sensitivities of clinical Fig. 3 Distribution of sensitivities of clinical
isolates to TA-058, CBPC and PIPC isolates to TA-058, CBPC and PIPC
S. aureus 54 strains (inoculum size 10° E. coli 54 strains (inoculum size 10°
cells/ml) cells/ml)
S. aureus E. cols
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Fig. 4 Distribution of sensitivities of clinical
isolates to TA-058, CBPC and PIPC
E. cloacae 27 strains (inoculum size
108 cells/ml)
E. cloacae

Fig. 5 Distribution of sensitivities of clinical
isolates to TA-058, CBPC and PIPC
K. pneumonsae 45 strains (inoculum size
108 cell/ml)
K. pneumoniae
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Fig. 6 Distribution of sensitivities of clinical
isolates to TA-058, CBPC and PIPC
P. aerugsinosa 47 strains (inoculum size
108 cells/ml)
P. aeruginosa
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Table 2 Clinical Results of TA-058
. . Administration - .
Case| Age Diagnosis Underlying Causative Clinical | Side
No. | Sex Disease Organism Daily [ po e |Duration| Effect |Effect
Dose (days)
62 | Broncho- ) Normal flora
1 p | pneumonia Gastric polyp ' 2gx2 | DLV. 10 Excellent| -
58 _ Normal flora
2 | & Do i Lung cancer | 2gx2 | DLV, 6 |Excellent| -
54 Normal flora
3 M Pneumonia - 2gx2 | DILV. 10 Excellent| -
”
39 . ) ) H. influenzae 10°
4 M Erl;ggglgnia Bronchiectasis &y 2gx2 | DLV. 10 Good -
37 Haemophilus sp. 108
5 P Pneumonia| Bronchiectasis ( ) ; 1gx2 | D.LV. 11 Good -
70 K. pneumoniae 10¢
6 F Pneumonia| Lung cancer K. preumoniae 107 2gx2 | DILV. 5 Poor -
P. aeruginosa 105
Table 3 Laboratory findings before and after administration of TA-058
RBC (rgﬁ’lR crRp |S-GOT|SGPT| AlP BUN |Creatinine
Case (10*/mm?3) (/mm?) /hr) (K.U) | (K.U) (K. A) (mg/dl) | (mg/dl)
b a b a b|a b.a b‘a b’a b'a b|a b} a
1 283 | 311 | 4,100 | 5,300 |90 |60 |5+ + 114161518 | 85| 7.8 9 {11 [0.9]11
2 327 | 303 | 10,000 | 4,900 | 50 | 28 | 5+ + 124231318 7.9| 8.0(14 |16 |1.0]1.2
3 459 | 462 | 18,000 | 6,800 | 45 | 20 | 5+ + (1316|1013 | 7.8| 80|19 |17 |1.3|1L1
4 474 | 462 | 11,100 | 7,400 | 78 | 12 |5+ [ 2+ |18 (28 |11 (34| 9.8| 9.8 9.8 9.0/0.91.4
5 401 | 390 | 10,200 [ 5,700 | 75 | 30 | 5+ | 2+ | 23 (32|30 29| 105% 102% 9 |10 |0.7(0.8
6 447 | 442 (10,200 | 8,700 | 90 {110 | 3+ [4+ (21| 20| 8 7| 9.5] 10.0/ 18 |19 |1.4]1.4
b : before .a: after *: 1. U.

BB RERRIC X+ 2N 7 LRI L
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PIPC X hR%4%5, LiL, <72 ERRIEICHT
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#HTE5,
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TIXED I, AH2H L IR TR L, MiflicX
BPAEMR R CIXEREN K. pneumoniae ThHY, B
BREFETERL o, LHLEERD XS LBERT

L) BRI SR 50, ErrsAloREsR
YT VERD S EBbhE, ZOROVWTIRESED
BRNEBT 3,

6EMIC1 B2~4g % AMBEICEY5ANHIA
Wiz e b AR L7cds, BIFERIZ & CicBRREOR
BIXB SNED o T,

0 k5 i ARRBWER O D R RSOV ER
Th Y, BiER L CERESR AT 5BRMEDRIEHE
LEMRIPIE O HRIC R L TEBELRBRLHIHOL
Bbhs, ~ '
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LABORATORY AND CLINICAL STUDIES OF TA-058

KaTtsumasa Tokunaca*, Yasutsucu Fukupa*,
MoriTAkA Suca, MiNEHARU SuciMoTO,
Masayukl Anoo and Haruniko Tokuomr*
The First Department of Internal Medicine,
Kumamoto University School of Medicine
(* Kumamoto Rosai Hospital)

TA-058, a new semisynthetic penicillin derivative, was studied fundamentally and clinically, and
the following results were obtained.

1) Antibacterial results

The antibacterial activity against S. aureus, E. coli, E. cloacae, K. pneumoniae and P. aeruginosa
were examined, TA-058 was more active than that of CBPC but somewhat less active than that of
PIPC.

2) Clinical results

TA-058 was used in the treatment of 6 cases with respiratory tract infections. The clinical
results were evaluated as excellent in 3 cases, good in 2 cases and poor in one case.

3) Side effects

No side effects nor any abnormalities in laboratory findings were noticed. In conclusion, TA-058

seems to be a safe and useful drug in practice.



