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CHEMOTHERAPY 659

. BONERXSHMBOFSLAR penicillin RETER TA-058 & MM X ML RIS

RMERMEAL, TORAME, REHERHLE,

 BGMARIT 1981 £ T A LY 19826 | A ¥ TO MIC AMKRRREBE & €0 MK, MR
BREHOAH 15 BRICHRIBERIIARLABETHS,

055 EMEREOREICIE 1B 18 2L 2g &3 BM, AMSERBBYIEICI1E 2g
RVL4g &5 AN, WEERIARMETRE LK,

BN RBBYIE 12 5, MMM RBBRE 12 0licis L, UTI RAWEEN Bol) icmr
THERHRRE L. MMMEREBRESHDS B, A2 5, HAHOM, B 2H, H2E100%
Thot, WEREBRIEZZ RS ), AR 215, WH8H, BN, ALK 3%TH-

ko’

MO FREEMRUAE 12043 5 MIAEAORIRIZINKR 50.6 B TH Y, S faecalis 10kh 8%, E. coli
1LBRSP T8k, Proteus /R 10 ¥kP 6 BB LT eds, Pseudomonas M 20 ¥k 11 8, Klebsislla

138k 8 ¥k, Serratia 10 ¥k 8 BRTFMEL T\ 1k,

BfERBIERIL 1 IO IBD 2 d o 2%, REBRREM T 1 Hlic GOT, GPT {0 LA B,

RCBHIC
TA-058 REAMEKASH MR EIALF LV ES
A penicillin FHEH THY Fig. 1 kR+Leimn
AEHLTWS,

Fig. 1 Chemical structure of TA-058

S
no—@—clnco , _Tg:
N 1—__N|
co O COOH
hees
CH,CONHCH, :3H,0

AR S ABHES L CREHICH LAVWREDE
FL, #kox=vy v REMTH5 CBPC, APPC
BIOPIPC X ) EMBECHRBEMERL, Lo b,
MECLYAPr BV IPRESB LN, HYWRPH
BEXRBD b5 LHESATVEY, Xk, ReKE
MLTOBaEIIc X » — B, HHBHEL LBV
tEEhTVv3, ;

IOk REMMBRMESE X, bhbhRAMNKSE
BREMS X CIEA%, MBICRVTREBBRESE
kAN ERET MO BEOTCEDORERRERET
3,

wENREVESE

BExt B MMM R B R & REBIZIZA D
EMER LA+ 5 WM RBIBYE & L TAMKEBR
B oMk, BIERBTO 15 KRk 1981457 A
£9 198246 1 B ¥ CoOMIC SARRBB I ABLESE
FTh5, 9 MMERBBYED 12 PlitT < Tk
BOhY, MMMIREEBYLEE TI2 B 58 0, Kt 14 5
THIETD -7, FRZBMIERBBRIER 21 R

b TLRICHML 20 RIS G B <, Mt REMYE
X255 8TRETIC AL, 60~T0 RD FMAHE S
Bhotc, BehHkiz Table 1, 2 L7+ & 5 icHiMiE
REBYPECIZ1IE1g 2 1A 1EERIX1g 284
2B R i ARRIEE L, MO RESGYEIC L 1 B
18 ¥70i22g W« ¥ 2 & 2o i3 A E L.
Fe 5 ARV BLRGIE PR BEMRAAE S 3 AN, B R R AR
fEiX5 A& Lie,

B DR AT XN

FRANE LTHREAE L 854 TR A ICERER OB L
REZTork. HEERE LTHRR, RN, BUK, 3
ROFEK- - BEZLZ, RATRL LTAnREK, R0
WRFE & EBORIE 21Tvy, TA-058 izx343 MIC §i
EEFIREARMRY BITLI,

MR, UTI KPEEE (B BV
ZTOMMD ITECTHREL . BfERICOWTIRT7 v
¥ — UG5 ¥ B AR & RN L S AR ORKRE
& LTHMmo RBC, WBC, Hb, GOT, GPT, BUN,
Creatinine 7z ¥ #JEL 7=,

R %

TA-058 #EFEMIXHMIERBEBYSE L 12 7], B
HRBBREIEIX 72 PITH 84 I TH o v, MMEREB
RAEDPNRIZ BB 104, SHBFIRR2HTH
ofc (Table 1), BMEMERBEBYAEDAIRIT HBHLHDE
2584, MEBEBER 104, SHBEFRLIATH-
7= (Table 2),

RATERZIRIT BREREBBAE T2 %% 84, &
eyl WHOH, Bivk2 PITHDE100% Tho7

(Table 3), MEFHASRERMNT 2L E. coli 8kt
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T8, P. mirabilis 1 & E. cloacae 1 BRiz+~Tik

L, {#%®0% (%0) TH - (Table 4), MIC £
HEHD L MEDRE X < R LiMKMPBRIZ T ~T6.25
ug/ml LA, Hsigko E. coli 12 100 ug/ml PLET
# -7 (Table 5), MM RISMUEE 2B 5 REFKZHM
FRMNTS L 1B 2g BETIXNR6H, AR 156, &
2 31 45, B 4 0, A I 40.4 ¥ TH -7 (Table 6),
1R 4g RECIREM2H, W6, HH7H, Bkl

#, HZH#53.3 % Th -7 (Table 7), 2HLBHL
RNz Table 8wt 2 <, W8 M, 21,
W38, AWM. 3K TH-Tt, MRICHT PR
REX17.9% (124), %W 13.4% (9H), =%
68.7% (4841) THY, MMRICHT I
3.3% (), MYP15% (5H), WE16.4%
(114), FE4.8% 30H) THor, :
UTI EEVMERN D BRBIZ Le BoTRNL

Table 3 Overall clinical efficacy of TA-058 in simple U, T L

Symptom Resolved Improved Persisted e
Efficacy on
. De- Un- De- Un- De- Un- bacte riuria
Pyuria Cleared| ©roaged (changed| €'¢27¢d| creased [changed| €163 creaged changed
£ | Eliminated || 8 || 1 9 (90%)
g Decreased
£ (Replaced)
@ | Unchanged 1 1 (10%)
“Efficacy on pain
on urination 10 (100%) Case total
Efficacy on pyuria 8 (80%) 2 (20%) 10,
lg‘ Excellent 8 “(80% ) Overall effectiveness rate
|| Moderate 2 10/10  (100%)
I l Poor (or Failed) 0

Table 4 Bacteriological response to TA-058
in simple U. T. L

Isolates No. of strains Era(dgiéc;:ted Persisted*

E. coli 8 7(87.5%) 1

P. msrabilis 1 1€100. 0%) 0

E. cloacae 1 1(100.0%) 0
Total 10 9(90. 0%) 1

* Persisted.: regardless of bacterial count

Table 5 Relation between MIC and bacteriological response in TA-058 treatment (simple U.:T,:_ 1)

Isolates MIC (ug/ml) (Inoculum size 10¢ cells/rx}l) ‘ . E:;e l;‘i‘otal
: <0.2|0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 [=100 :
E. coli 2/2 2/2 | 2/2 o/1| 11 7] /8
P. mirabilis | 1/1 11
E. cloacae coE s /1 | 1, i
1&%] (136.30) (1(%.2@(1%.20) (1(1)(/).1 0) (g./cl)‘ﬁl(x(lx/).lo)':ém/)i(&
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Table 6 Overall clinical efficacy of TA-0568 in complicated U. T. I.
1gx2/day, 5 days treatment

ﬁﬁ‘bte;'i'uria' ~ Fyuria Cleared Decreased Unchanged E:gggt? uria
Eliminated 6 2 9 17 (32.7%)
.Decreased 1 1 (19%)
Repia@ 1 2 8 11 (21.2%)
Unchanged 1 3 19 23 (44.2%)
Efficacy on pyuria | 8 (15.4%) 8 (15.4%) 36 (69.2%) Case total 52
6 (11.5%) Overall effectiveness rate
15 21/52 (40.4%)
Poor (or Failed) 31

Table 7 Overall clinical efficacy of TA-058 in comphcated U T L
2gx2/day, 5 days treatment

N ' Cleared Decreased Unchanged Eﬂgﬁﬁgg
Eliminated 2 1 1 4 (26.7%)
Decreased 1 3 4 (26.7%)
Replaced
Unchanged PR 6 "1 (46.7%)
Efficacy on pyuria | 4 (26.7%) 1 (6.7%) 10 (66.7%) | -Case total 15
"__" “Excellent 2 (13.3%) Overall effe;:tivenm rate
[ ] Moderate 6 8/15 - (53.3%)

[ ] Poor (or Faitea) 7

Table 8 Overall clinical efficacy of TA-058 in complicated U. T. L
1-2 gx2/day, 5 days treament

L) ' 3

N Cleared Decreased Unghanged Eaf?:fgx?i{ug:
Eliminated 8 3 10 21 (31.3%)
Decreased 1 1 3 5 (7.5%)
Replaced 1 2 I 11 (16.4%)
‘Unchanged 2 3 T 25 30 (44.8%)
Efficacy on pyuria | . 12 (17.9%) 9 (13.4%) 46 (68.7%) ‘Case total 67
“§§ﬂ “Excellent 8 qu 9% ) -Overall eﬁectivéﬁeés rate
|Hl_..M99°rEF°. N 2 20/67 (43.3%)

:l Poor (or Failed) 38
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Table 9 Overall clinical efficacy of TA-058 classified by type of infection
‘ L - No. of cases . Overall
Group (Percent of total) Excellent| Moderate | Poor effectiveness rate
1st group (Catheter indwelt) 23 (34.3%) 1 8 14 39.1%
2nd grou o
- (lBost prostatectomy) 5 (1.5%) 2 3 40. 0%
ingle [———— — - —_ Y| TT————— |7
>N8% | 31d group (Upper U. T. L) 7 (10.4%) 2 2 3 57.1%
infection I — ~
4 th group (Lower U, T. L) 14 (20.9%) 4 4 6 57.1%
Sub total 49 (73.1%) 7 16 26 46.9%
5th group (Catheter indwelt) 8 (11.9%) 1 7 12.5%
Mixed 6th grou T
infection (I\f:) catheter indwelt) 10 (14.9%) 1 4 5 50.0%
Sub total 18 (26.9%) 1 5 12 33.3%
Total 67 (100.0%) 8 21 38 43.3%
Fig. 2 Laboratory findings of before and after TA-058 administration
¢ — — m—
’:5})(()) ) RBC (n=80) X10' WBC (n=79) g/dl_ Hb (n=80)
25 16
15 12f
5 8
beiore aftler before after before after
U  GOT (n=79) u GPT (n=79) mg/dl  BUN (n=79) mg/dl Creatinine (n=79)
e lsoﬁ 70¢ 4r
I ———
r 60
- L 3 -
loor 100} %
I i 40
I 3
50 b
L 20
+ 10
before after before after before after before after
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Tabie: 10 »Bacteriological response to TA-058

in complicated U. T. I

Table 11 Strains* appearing after TA-068
treatment in complicated U. T. L

d_v_fsdlates : 3:&132 Eradwa(t;‘fl) Persisted*

8 epidermidss 3 2 (66.7%) 1
8 fascalis 10 | 8 (80.0%) 2
E. coli 11 7 (63.6%) 4
S marcescens 10 2 (20.0%) 8
K. pueumonmiae 9 4 (44.4%) 5
K. gxytoca 8 1 (33.3%) 2
K. ozaenae 1 0 (0.0%) 1
P. mirabilis 1 | 1(100.0%) | o
P. morganii 1 | 0 (0.0%) 1
P. retigers 8 | 5(62.5%) 3
P.‘aeruginosa 17 | 7 (41.2%) 10
P. cepacia 3 2 (66.7%) 1
E. cloacae 5 2 (40.0%) 3
Cofreundii |« .1 | 1(100.0%) 0
GNB 2 1 (50.0%) 1

Total 85 | 43 (50.6%) 42

* Persisted :‘regardless of bacterial count

Isolates No. of strains (%)
S. spidermidis 1 (6.3%)
E coi 2 (10.5%)
S. marcescens 3 (15.8%)
Klebsiella 1 (5.3%)
P. morganis 1 (5.3%)
P. vulgaris 2 (10.5%)
P. aeruginosa 2 (10.5%)
P. putida 1 (5.3%)
E. cloacae 1 (5.3%)
E. gergoviae 2 (10.5%)
C. freundii 2 (10.5%)
Flavobacterium 1 (5.3%)
Total 19 (100.0%)

* : regardless of bacterial count

Table 12 Relation between MIC and bacteriological response in TA-058 treatment
(complicated U. T. I.)

Isélam 1’;_ MIC‘ (ug/ml) (Inoculum size 10¢ cells/ml) dNot | Total
wis. | =0.2|039 078|156 313 |62 |125| 25 | 50 |=100|%"® ‘
S. epidermidis 0/1. | 2/2 2/3
S. faecalis 2/2 | 5/7 1/1 8/10
E. ool 33 | 11 | 11 ' 2/6 1/
S. marcescens 2/8 | 0/2 | 2/10
K. preumoniae 2/6 | 1/2 | 1/1 | 4/9
{ﬂ oxytoca 0/1 | 0/1 1/1 1/3
K. oazenae o1 | ont
P, mivabslis 1/1 “1/% 0
P. morganis 0/1 0/1

B rettgeri i | 0/1 | 4/6 5/8
P. aeruginosa 1/1 | 1/1 | o/t | 2/4 | 3/9 | 0/ |.1/17,
P. cepacia 0/1 2/2 2/3
E.'cloacae 11 | 174 2/5 "
C. freundis 1/1 1/1

& (180°0] 6| CBo.olcton- 0 ador] .| Gady Lo acay| %Sy
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Lz AR LA 30.1% (Y6s), W22 40
F(%), WIBT5T. 1% (%), W4 P 57.1% (%),
WERNX 12.5% (Y6), 6 REZ50.0% (%40) Th~
7= (Table 9), ‘

MIBZAOZH & BN 5 & iMkRIL 50.6 % (“4p)
Thot, WEKIICMMNTSL S faecalis 10 ¥k 8
B, E. coli 118ksh T8k, Proteus R 10 #P 6 BRilik
LT edi, Pseudomonas IR 20 vk 11 8%, .. Klebsiella
13 ¥kch 8 Bk, Serratia 10 Bh 8 BR7EME L Tv /z (Table
10), #HHBHAW o>V T RN & 198HAL,
Serratia 34k, E. coli 2 ¥k, P.vulgaris 2%, P. aer-
uginosa 2%, E. gergoviae 2%, C. freundii 2 ¥iz
YHBHBA LT (Table 11), SMEO S HLMETE
7-digkn MIC % Table 12ic7 L7, S epidermidis,
S. faecalis {3+~<T 6.25ug/ml LAFTH o, E.
coli 1% 11 #kh 5 #kix 3.13 ug/ml LATCH 57056 B
iX 100 ug/ml LAET2IEE 2L T, P. aerugi-
nosa M 2 ¥ix 6.25 ug/ml L 12.5 ug/ml & &\~ MIC
fETHo7ed 158K 12 25 ug/ml LLETH >, Bk
ROEN o= Serratia, Klebssella 31z v MIC {ix
+~T 50 ug/ml Y ETH o7,

B ¥ORHER 2RIV TR shith -7, B
RIRFEMEIC B8V T 1) (1.2%) iz GOT, GPT o tR
EARD, EOMOIEWIC IIREM Lo R IZEBH i
-7 (Fig. 2)°

% E

ATfE, penicillin REROREIZE L L, CBPC,
APPC, PIPC LKA + 5 ATHO AWl
Lo bDAMBINTE TS, TA-058 |3 BiORIEH
KEH CHMBL IR T I/ BRELBA L=
— 2 RMEOFHEAR =Y LHTH S,

TA-058 D#8UIERHRIMICIsVT CBPC, APPC
BIWC PIPC XY {EMET HEERE RLY ALK
BREIz 3 5 %842 CBPC 3 L% PIPC L Y @<
BV, in vitro 1231} BTEMEN i vivo LBV TH=%
REMEh L BEShTVSY,

bhbhn TA-058 DR TIHMIE R BYY

ETIEYE 100 % L ERCRET SRR TH oMo —

¥, bhbhBKEY BRI TRLERL TV
BRBICH S DOEBEB FH T 5 B REBRULE
BLTREDRIA2gM40.4%, 1 B4gH53.3%,

BHT 2L 43.3%Th-e, UTI BMIEMMTS L,
WIMANET. 1%, WMAMNET. 1 %L BT FHR
Thotet, WINN.1%, MSHI25HLTRYE
BTHY, 17T RREMSMETHEE L 1R
(BREESNIMRTHo R, BREARHITF~TFAH
1R 31 P& BRV I 36 > HEHIL 52.8% (Mbs) TH
27, :
MMLHREMMT 5 L E. coli 11 %5 T#, Pro-
teus MK 10 ¥kep 6 ¥k A% IR L TV e 28, Pseudoronas
M 20 #kh 11 ¥k, Klebsiella 13 b 8 #%, EAEMMEA
icd B® Serratia 10 ¥kh 8 BKNTEML T, Zhb
OMkD MIC ¥#ik 5L Klebsiella, Serratia i3
+ T 50 ug/ml LAE, Pseudomonas Rk 16 s 25
ug/ml LAEE Y EBZETH -, 75 ANMER
0 S. epidermidis, S. faecalis izt L TiENEH3
B 28k, 10 BRsH B B L 6V RMBEE HL T
o MIC HikH TG, S epidermidis, S. faecalis
&b 6.25 ug/ml LAF L HMZETH -7z,

EWERIIZ AL TIX, 7 LA ¥~ RS Sk
OREX 1AL Bohr o, EHERER Tit 1Hic
GOT, GPT 0 LR & A DR TH o1z,

A EIDBERER X 2R - MEEARFEL &0 HRAH
iy 3 L 75 ABHEN, E. coli, Proteus icitit®
BOMRT 2R E B, EEMMBRNC S 5 Serratia,
Klebsiella iz 3+ 2 ROEd > e, KiZpF—T N
MREACRROB, - AL ELD L, BEHRLR
U ERF RN L TERLTWER,

b4 [
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CLINICAL EXPERIENCE OF TA-058 IN
URINARY TRACT INFECTIONS

SuinicHIRO KiTADA and Suunro Momose
Department of Urology, Faculty of Medicine, Kyushu University

Sencur Nakamuta and Joicur Kumazawa
Department of Urology, Surgery, Saga Medical School

FuMminiko TanAkA, Asami ArivosHi and KiMiTaka Sakamoro
Department of Urology, School of Medicine, Fukuoka University

Tosutrumi TANADA, Yasushr Sarto, Toru SHINKAWA,
Kazuyukt NacaTomo, Yukio Osapa and Nosuyuk: IsHisawa
Department of Urology, Faculty of Medicine, Miyazaki Medical College

Yasukr Sakamoro, IcHikiro MoriTa and Kozo HiraTA
Department of Urology, National Fukuoka Central Hospital

Yasusur Yamapa, Hitonori Kamizaki, Kenyt Arro and Kanicut Emoto
Department of Urology, Hamanomachi Hospital

Kaoru Minopa, HajiMe Nakasu, Akito YAMAGUCHI,
Yasus Fusisawa, Kazuyuk: Tsunopa and Sansuin Hara
Department of Urology, Sanshinkai Hara Hospital

MasaTosur Tanaka, Kazuvo Takavama, Hiroo Yact and Tetsuo OMoTo
Department of Urology, Kyushu Kosei-Nenkin Hospital

Hirovuk: NAcAYoOsHI
Department of Urology, Shin Nihon Seitetsu Yahata Hospital

Jost Yokovama
Department of Urology, Shin-Kokura Hospital

Hipetaka I and Sapamu Anpo
Department of Urology, Kitakyushu City Kokura Hospital

SHINICHI SATO
Department of Urology, Saiseikai Yahata Hospital

\ HiroMi Kawano and Kunmiro Minopa
Department of Urology, Miyazaki Prefectural Miyazaki Hospital

Yosummitsu Mizunoe and Haruka Hirano -
, Department of Urology, National Beppu Hospital

Masaru Minopa, Seinn Narro and Hirosur HiraTA
Department of Uralogy, Hiroshima Red Cross Hospital

TA-058 was administered to 84 cases diagnosed as urinary tract infection among out-patients
and in-patients of departments of urology of 15 institutes (i. e. Kyushu University and its related
university and other hospitals) from July 1981 to January 1982. The patients were treated with 1~2 g of
this drug per day in simple urinary infection, 2 g or 4 g per day in complicated urinary tract infection.

In case of simple urinary tract infection, the clinical effects of TA-058 were excellent in 8 cases
and good in 2 cases out of 10 cases except for 2 drop out cases (effective rate 100 %). In case of
complicated urinary tract'infection, its effects were excellent in 8 cases, good in 21 cases and poor
in 38 cases out of 67 cases except for 5 drop out cases (effective rate 43.3 %).

Bacteriologically, 43 strains out of 85 strains isolated from all cases of complicated urinary tract
infection were disappeared after treatment with TA-058. This drug was effective for gram positive
bacilli, E. coli and P. mirabilis but not for Serratia and Klebsiella.

No side effects were noticed during the treatment with this drug but GOT and GPT elevation
o' laboratory findings was observed in only one case.



