voL. 32 S-2 CHEMOTHERAPY 621

PR EF RHHARIC 3017 B TA-058D JE K, 185 A 19 45 i
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MR — - FRAKR-A LR
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(L FRHREER)

FH=2 Y R EHBREHR TA-058 14 2 I X CBRRMRN 2147w, AT oikE &
2o
(1) HEA 27 LERMEAREE 8 MR B A (MIC 43#i) & CBPC icHifelL, PIPC 24z
1~2%% 2. E. coli, K. pneumoniae \zxt L Tid CBPC (2R 1243 Proteus indole f&1E
TiRRRE o1,
2) BABE: 1g ARREROMPR XU RPMEEY | ERAR L 2 REMAR L T LT 5L,
A TR EE 60.7 ug/ml, BERPMAEE 2,809.6 #g/ml, 24 ERIRPEIRTE. 1% T,
#EETIXENEN 31.5 ug/m], 3,709.1 ug/ml, 1T THh o7z,
(3) EEPRRLER @ FERR BT SPERMMEREREZ 104, RMEBIMEM RIRIRYLEE 4561 TH Y, HIET
100%, #ETIBEOEDERL B, BREDHARIZAE T %, BETEHTH o1z, HIEM
(BRAMEED) 65 B1)) 12 1 BT shock FERZ A5, ML LELHICEBM LU, BRREE (K
FHER 57 #1) £, FANC X3 LEX DN DBER % 2 HliciBb i,

CHIC

TA-058 2, HONEHASHITE VW THBSLCH
_R=V ) UVRENARADRTHY, TOBELORE
BRI N-2 F-D-7T ARG XL 2FTHZ &
kdz (Fig. 1), APROMNEKER, 77 2BH~R
BEELLAHL, LA ORBEHCERTZZ LR
bRTWE, £, v~V ABRERTAFROMAICH L
TN ERDBETL, moivo BT 3BR5BHE
PREFFI LTV BY, SE, EFoRAAOEME
bURBKMBRIEIT OB EBLOTEORKERE
T3,

I. Zuis

.7 &E &H

5 &

UBZRGEORBEBISYBEED 5 & 8 i (E. coli, C.
freundis, K. pneumoniae, E. cloacae, S. marcescens,
Proteus indole postive, Proteus indole negative, P.
aeruginosa) 4 54 gkkic> %, TA-058, CBPC X
U PIPC o> MIC 4345 % bl U 7o o SRR B B3 106 cells/
ml TR AfL s S RERic X ) MIC 2RI L7,

KR

E. coli i, Z#ix CBPCizix 1 %% & 548 PIPC

Fig. 1 Chemical structure of TA-058
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Fig. 2 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
E. coli (54 strains)
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IR 1 ELIRAMTH -7 (Fig. 2), C. freundis ©rt
ERE LITERR KIS & &, BITED Shitd-
7= (Fig. 3), K. pneumoniae 0%, CBPC icjx1~2
x5, PIPC izitific 2~ 3 K4 5mMMTH o1
(Fig. 4), E. cloacas Tix, BZMEHKOIFRE=HL
DL 225, AFic BT RLEERD VN E
B, £4kcik PIPC 2 1 HBE% 5 HINAHE R
(Fig. 5), S. marcescens TIZ=FI& bIZLAYTRT
AHERR TEIZW» Sz vy (Fig. 6)o Profeus indole
iz, KNI CBPC X b 2%, PIPCXb 3
WREY, - e (Fig. ), Proteus indole (& Tix, =
&L B, WHERNITX 1 ~ 2% PIPC X+ <h
Twi(Fig. 8), P. aeruginosa Cix, ##it CBPC X
h 1%, PIPC X0 3¥%550MTH - (Fig. 9),

2. Mm&LURPRE

5 &

BEREABF3AEXMRE L, TA-0581g (500 ml

Fig. 3 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
C. freundsi (54 strains)
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Fig. 4 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
K. pneumoniae (54 strains)
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Fig. 5 Cumulative percentage of clinical isolates
inhibited by TA~058, CBPC and PIPC
E. cloacae (54 strains)
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Fig. 6 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
S. marcescens (54 strains)
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Fig. 7 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
Proteus indole (+) (54 strains)
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Fig. 8,+Eumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
Proteus indole (—) (54 strains)
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Fig. 9 Cumulative percentage of clinical isolates
inhibited by TA-058, CBPC and PIPC
P. aeruginosa (54 strains)
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Fig. 10 Serum levels of TA-058 (1g) after drip
.. infusion in healthy volunteers (n=3)
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SEAHUKIC M) & 1 RMA T T RRwE LML,
R—D34T7B2MMT TRMMELR, T
b b RS ST AN EEHEMO R SR RBT 50T
MEE, RPRER L CRPEIRRELBRN L, 157
M5 Cixir Mk, 1, 1%, 1%, 2, 3, 4,
6, 8, 24NMEIZLPREDOWEEITEV, RPME
i20~1, 1~2, 2~4, 4~6, 6~8, B~24W
MK &R L (Table 1), 2 ppMis Ty
Msate 1, 2, 2%, 2%, 3, 4, 6, 8, 24EME®D
s, 0~2, 2~4, 4~6, 6~8, 8~24
BMOZGRPMBEERIEL x (Table 2), Rz
withbry AEIC k), RPRERLIT4HMETD
fsMEEE E. coli ATCC 27166 2 #REM L L, 6 KM
Lo mREEIX M. luteus ATCC 9341 % MEM L
L bioassay iz TRIE L, ¥, M, RPMENE
&L HUMREIZ i Yas MY RRIR 1K S5 RIRE AV .

N OR

1 e Y 5087 0D ST 22 0 i L P IR BE 1 AT BB 1 I
BOAEHRTER icdh b, 60.7 ug/ml, LSRR PRE
X0~ 1RMicd b, 2,809.6 ug/ml Cdh -7 (Table
1), 2RMHE TR REL 2FRMBICS Y
31.5 ug/ml, BFGRDMBEIL 0~ 2T 3,709.1 ug/
ml ©d - (Table 2), Zih b 3 AOEHMPREEHS
* 1AL 2 B AR L TR 5 ¢ Fig. 10
DXy, T (AH8) FXAMET L 4FM, #ET
LTEMICH o7, LREMARE 2RMARICRD 5%

Fig. 11 Urinary levels and excretion of TA-058
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Table 1 Pharmacokinetics of TA~068 in healthy volunteers
Serum concentration of TA-058 )

(1g D.1./500 ml ealine/1%r.)

Volun-| . . B ‘,  Time after injecti(oh (hre)
teer | AEC | (kg)' ,
LYl 0| 80t 1 et | 1800, 2| ¥ | W o e e,
Y.T.| 23 60 0 | 58.5| 63.4| 45.5| 32.4| 2b.7| . 07| 6.0(, 27| 1o} {3‘, d
K.H. | 22 67 0 | 49.1| €3.0( 44.0( 20.7| 190.8| 0.7[ 5.6|"'2.3| 0.94nd
T.K.| 23 67 0 | 86.9| 56.8| 847 23.0| 14.9| 9.0 43| 16| 06fpd
mean 0 | 48.2| 607 41.4| 28.4| 185 95| 53| 23| 08} -
Urinary excretion ¢f TA-058.
Volun- Age BW Time after injecﬁon (hrs) N
teer WB | g~1]1~2 2~4|4~6|6~8|8~u
Y.T.| 23 60 623.7. | 1147.8 | 605.1 | 246.0 | 6.3 14.2
K.H. | 22 67 | 4608.5 | 3957.0 | 2085.6 | 728.1 | 249.8 19.8
T.K.| 23 67 | 3196.6 | 2744.6 | 916.9 | 243.0 83.6 9.12.
mean 2809.6 |/ 2616.5 | 1202.2 | 405.7 | 133.2 14.4

(ug/ml) (nd.=not detectable)

Table 2 Pharmacokinetics of TA-058 in healthy volunteers
(1 g D.L/500 ml saline/2 hr.)

Serum concentration of TA-058

Vlolun- "t B.W Time after injé?:tiqn «(hrs)’
Age oy : i - .
teer &) | o | v [ 2 |oust [2ar | x| & | & | & |
SE] ' )
Y.T.| 28 | 6 | o | 260 33.0| 20.5[ 25.0| 205 —| 3.4| 1.4[nd
KH. | 22 | 67 | o | 250} 30.0] 25.5| 21.8| 140 75| 22| 1.0|nd
T.K.| 28 | 67 | o | 25.0] 81.5] 235} 19.0| 12.5| 50 2.4 |07 |nd
mean 0 | 253 35| 262| 2.6 157 2| 27| 1O0] -
.U:Tm’(y excretion of TA-058
l—— -
! Volﬁn- o B W ! .~ Time after injection (hrs)
teer | *ke) '\ gma | 2~4 | 4~6]6~8|8~u
Y.T.| 23 | 60 | 2431.95| 2499.3 | 395.0° | 408.7" [ "30.8
K.H.| 22 | 6 | 3469.0° | 3284.5 | 1447.1 | 2241 | 10.7
T.K.| 23 | o7 | s26.3.| 2180.1 | e73.4 | 2009 | 102
. mean | 3700.1 | 2654.6 | 838.5 | 277.9 | 202

(ug/ml) (n.d.=not detectable)
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mmmmmm&mnem Fig. 11 125
Lite - 24 MR EURRIZANE T 76.1 %, RETTIH
Tthalte

. BEEREIME

5o
WAI5EE 6 B2 IRTSTAE 1 BETOBWFICHEX

SELIMIABEE X UBGIREE T2 E M 12 AR
LR REBRIEBE 654 &t & Lk, EDNEON K
arm— A PIIREE RIEMAMMEMBES 10 9 (Table
wm&mmmm (Table 4) T&Y, B
#nﬁﬂms-#'t‘. BRERLPABRETH o, A
Fiewh BHE Ak 1A 18 1g one shot M # 3
Al 3e G LL, BREATIR 1E0.5~38WY
2[5 ARTEHERH10E (3 5 ~30 g) one shot ¥ idA
WS - L. SEPEMIZ, UT] RONMEME—
B B X CRMRIC T - 7. BIFER, RERERIEMD
RMRFERIC X 5 AR HORANESH,
B2 65 i, BEIL 5T MEXRE LTiTb I,
¥ xR

(1) SIEMMIEHLR L1001, H5H7 0, A% 3 HI°m
X SbERAFLMIZ 1005 TH o (Table 6),
BEMIMBZ 100 10BkL S E coli T, 5HIB
(90%) W& L T35 (Table 8), ThbHD MIC L
OMAESH B L, MIC R LR 7BRizT~T 6,25 48
/mIBETHY, Thboik2TRMEhL (Table 7),
(2) AN RISBRAEASHIR, W3 M, WHFITR
ARYWITIBETH > (Table 8), UTI MIMgmeE
TR H7F—FARARD LB, 5 BTHhTh23p,
5HLBHOETRED 62% (28/45) LB kD,
BRA R | 30%, 28E38%, 3R 100%, 4850
%, 5BE20%, 6B 5% TH oM (Table 0), ¥
BORhRIE, WEMIREDS4BRPIBRE3HK DIHELEA TR
Y, P.aeruginosa 3 11 kL b B { AMENASHOH
5RTH D, E. coli, S marcescens ixr bic 4 L
HRWMEhr)R, C. fréundii, K. pneumonias, E.
aerogenes BAEVREETH - (Table 10), Th
b MIC LoBRERSB L, 25ug/ml AT TR
%, 100 sg/ml & & % 5 bOUKPIEHDHKTH -
o (Table 11), #HHMNBAWEL2286T, EDOPRIZ P.

Table 3 'Clinical summary of uncomplieated UTI patients treated with TA-058

Cﬁz:a A ge|Sex 'rli.i:g_ _ 'Treatmer];': rati-stoy::g; Pl}_';* B-acteriuria"' Evaluation** .:i :“ 1::{::
ax " day| ROUL (day) Species (Count| MIC|  UTI Dr
1(41] ¢ JAUC ‘1x1 IY 3 —"_*_L —%— E—_":QI—' 10° (6.25 Excellent| Excellent| —
2|22] 9 |AUC 1i1xi l'LV: 3 —t—*- % g_‘:—di 100 -l—fig Excellent | Excellent| —
3{s|9|Auc|ix1|Lv. | 3 | M| # |E coi} 10° 10.78| pycepient| Excellent| —
433 ,9 AUC[1x1 ] LV. 3 -% —"l"— E—_"Lh 107 (1.56 Excellent Exoellentv —
5 | 59 . AUC] 1x1 . g | M| 5—:‘”—” 10 16.25| pyceltent | Excellent| —
;: 3:9 -? ‘:AUC- 1x1 | LV. 3 -*—l"— %— E—'__w—ﬁ 10° 13.12) pxcellent | Excellent| —
'L:ip ”k 'AUG| 1x1 I;V. 3 -%— -i_+— I%‘)n%%- i—g:- OT(% Moderate| Fair -
| R T - : moniae
89| % [AuC|ix1|Lv. | 5 || # |Ecoi| 100} ipcceiient| Fair | —
s 3; % ;AUC ‘1x 1| Lv. 3 | M| # . col i_g: | Moderate Moderate| —
m_“{ 6§ |9 |AUC| 1x1 | LV. s bk s 107 || Moderate Poor | —

AUC :Acute uncompl ica‘ited_.cystitis

Before treatment
* “After treatment

UTI: Criteria by the UTI .committee
Dr: Dr’ s evaluation
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Table 7 Relation between MIC and bacteriological response to TA-068 treatment (AUC)

MIC (ug/ml) Inoculum size 10 cells/ml Not
Isolate done Total
=0.39] 0.78 1,56 3.12 8. 26 12.5 25 50 100 | >100
i % % bel % %
E. coli (100%)| (100%)| (100%)| (100%) &%) | o)

No. of strains eradicated/No. of strains isolated

Table 8 Overall clinical efficacy of TA-058 in complicated UTI
0.5~3 gx2/day, 5days treatment

N Cleared Decreased Unchanged Eaﬁcetgtriuria
Eliminated HE 3 5 11 (24%)
Decreased 1 1 (2%)
Replaced 2 3 9 14 (31%)
Unchanged 1 18 . 19 (42%)
Effect on pyuria 7 (16%) 6 (13%) 32 (n¥) Patient total

"_“ Excellent 3 (6.7%) Overall effectiveness rate
|—| Moderate 14 17/45 (38%)
I___I Poor (inclding Failure) 28

Table 9 Overall clinical efficacy of TA-058 classified by the type of infection

Group (ge?c::tp:}‘:ggl) Excellent| Moderate| Poor 9::;}1;?:‘:“'
Lt %rCoa%heter indwelt) 23 (51%) 7 16 ! 30%
Monomicro- 2 ngl’gsrt0 1plgostatectomy) 8 (18%) 3 5 B8BY
bial 3 rd group(Upper UTI) L1 (2%) 1 100%
infection 7"y group(Lower UTI) -4 (9% T 1 2 50%
Sub total . 36 (80%) 1 12 23 36%
Polymicro- Sth é:?heter indwelt) - 5 (11%) 1 4 0%
bial 6(Ctlla:t}gneter not indwelt) 4 u»( 9%) 1 2 1 5%
infection Sub total 9 (20%) 2 g 5 “%
Total 45 (1009 I 3 a4 2 . 38%
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Tpble 10 Bagteriological response to TA-058
in complicated UTI

Isolate , i\ig&i:f! Era(déc;ated Persisted*
S aureus 2 | 1 (50%) 1
S. lpldim 1 1(100%) 0
S fmalls 2 2(100%) 0
E. coli 4 | 4(100%) 0
C. froundsi 4 | 1 (25%) 3
C. diversus 1 1(100%) 0
K. pneumoniae 4 | 1(25%) 3
E, cloacae 2 1 (50%) 1
E. aerogenes 3 1 (33%) 2
S, marcescens 4 | 4100%) 0
. \iquefaciens 4 | 2 (50%) 2
P. mirabilis 4 | 3(15%) 1
P. mor ganii 2 | 2(100%) 0
P, stuartis 1 1(100%) 0
P. aeruginosa 1. 11 | 5 (45%) 6
P. maltophilia 1|0 (%) 1
Pssudomonas sp. 1 1(100%) 0
Asromonas 1 1(100%) 0
Alcaligenes 1 | 1(100%) 0
Acinetobacter 1 1(100%) 0

Total 54 | 34 (63%) 20

* regardless of bacterial count

Table 12 Strains* appearing after TA-058
treatment in complicated UTI

Isolate No. of strains ( %)

E. coli 3 (14%)
C. freundii 2 (9%)
K. preumoniae 1 ( 5%)
E. cloacae 3 (14%)
E. aerogenes 1 (5%)
S. liguefaciens 2 ( 9%)
P. wdgaris 1 ( 5%)
P. geruginosa 4 (18%) .
P. fluorescens 1 ( 5%)
.. Pypuomonas sp. 1 ( 5%)
Yeast 3 (14%)
. Total 22 (100%)

* regardless of bacterial count

"""E’ma D4 ¥k, E. coli, E. cloacae 35 XU Yeast
BEh¥h 81 >Th o (Table 12),
@ BERL LT, 14T shock ¥EBRLU. FEH

RT2RAE, EHSNMm3 B (5EBSRSH) TN
M=, BYERIER, HIFHSHIL L IMERME
DM - S0mmHg ¥ CET, ARE LTRAERGIL
BT IO T 2 Mtz iEDTEMIL, RO
HERE B, REFIZIIRKT V¥ -0BEREIRAEN -
o

FHUZ & B L WS N EEREMORE L LT3,
15T GOT (24—314), GPT (16~208), Al-P (227
—458) DA, fho 1 ° GOT (22-+55), GPT (25
—50) D ERAEH N, EOMOER TR LS
LEZ N SRIER, REMBKIIBH bhizdr o,

N % L

REDERMEPAEROMBICIZDEELWVLDORD Y,
WiC 7 = ARGERIL 7 7 ARERER 2 AT RER
OHERICH LEETH 28, €5 FT78~LED
HBMARI VS ARERLDODBZ LIRERTREN
ETH5, LirL, WbWBB=HRLvbhaH LY
7 = b2HN, 77 ABREECR LAEEOMRSh
LOTHHYME, 77 AMHEE I L TIRERDORIFRE
Fldps k=) LAl LML B Z & b3tE
FTHRRTH B, DL )RRV TEKGLEHSO
—2T, bibi&/ T ABMEEIIH L THENENR L
ERBR=V Y VHIT, BRARI bR 554
HOMRBYHELNELIATHD, =V L HL, +
7= AR XUVT I/ BMEERAUC I L — B WD X
DENZ L, KEBREY LG5 AIlRED 52 L Sh
5, MADO FHEE RALES L B2 oh306TH
B, 3T, ZOX5HBMAILR=V ) L REAH
LLTARY b7 AN IEL 2 FEME AL AT 5
CBPC%, SBPC®, PIPCO%nBR%&h, BERHLH
ZIECRAVWHRTWSR, T Tie Rl o RIE%)
5+ LD LIFVABVORBIRTH S, 4EH, Bl
MEHALH KBV T RS hE =2 Y VR HiAEH
TA-058%, MIC kodisittiz CBPC il %23,
25 K ED HRMEIC RSAEWIRERA Y M5 ok
BL, vV ABRIBRERICISNTREOR=v Y LA
LT Shlcl@RErmT I epmbhTna?,
= TEE I, FHORKIBBRICHT 5BZER X
CARBERO b FMENBBERMT 5L L bic, 8
REBYSEIT T SRR R L UL > ERMNE
ch 2o

ﬁﬁhh&bru,R%@%ﬁm08ﬁ0V7AB&
H#iico& CBPC, PIPC #>R¥EH L L TRML,
C. freundsi XU S marcescens (23t L TIX=H|L
LR VRERETH o 7. UOBEHICINTIHBL TE
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Table 11 Relation between MIC and bacterioldgical response to TA-058 treatment (Complicated UTY)

lolate MIC (ug/ml) Inoculum size 10° cells/ml Not | o
=099 |0.78 | 1.56 | 8.12 | 6.25 | 12.5 | 25 | s0 | 100 | >t00 | %00
S. aureus 1/1 0/1 1/2
S. epidermidis 1 |
S. faecalis 2z | 22
E. coli 1/1 | 3/3 44
C froundis 1”1 o3 | .|
C. diversus /1% 1/1
K. pneumoniae 1/2 0/1 0/1 1/4
E. cloacae 11 0/1 1/2
E. aerogenes 1/3 ) 1/3
S. marcescens 1/1 1/1 2/2.| 44
S. lique faciens ! 2/4 2/4
P. mirabilis 2/2 0/1 1/1 | 3/4
P. morganis » 1/ 1/1 2/2
P. stuartis 11 1
P. aeruginosa 1/1 1/2 | 2/5 | 1/3.} S/
P. maltophilia o 0/1
Pseudomonas sp. 1/1 111
Aeromonas | 11
Alcaligenes 11 111
Acinetobacter W b 1/1 " 1/1
Toal | (i) [ T N VI T BT P )

#lix CBPC Li2iER&%T, PIPC iz 1~2%4%5mMk
Thol, ¥, E. coli 83XV K. pneumoniae iz}
LTix CBPC X 9 RR% & 34 Proteus indole(+)iz
IR B LS KT, $B30E BA{LEMEELRS
FEY RO A BN TREShE2ESEROMRH
R LI—BLTWVS,

RSEBCBEL Tit, FA—& (1g) O 18ML 25
B AREEIC L 22 FRM LR, RRlhRETaTY
TiX60.7, #%F Tix31.5 ug/ml L FRIL R Y AR
DEVEBRBEE TR LR, %7, AHETOMPERMIT
B CL 4BRR, BETLIRMITH Y, ARKRTHRES
Miclhr bkt 52 L BEBE NI, RPREET 1

No. of strains eradicateﬂ/No. of strains isolated

BER, 2REMIAIL b2 0~ 4 BERI TR LT 2,000
~3,0004g/ml k45 ic i &, ROPEINRLR 24
HMTERENTG. 1, 1% L WEIIERKIC RIFTH -
o

BRSSOV TR, % TR0 BUMEBERE A8 1053
LTix1 A 1[E1g one shot # 3 BRkE (&4
RKEE) T 100 EOHPERTH -, ThicHL, Wi
B REBYEE 4500 (LARER1~68) KHLT
3ER, AHHHLE T LEVEHRTHoR. TH
LASPIRRIBR BN TH S &, 1 BESHNLEDY
5 — 5 L EBEBN6H & L, HZHRAHE TP,
BETIX0% LE» > D SEOFHBLETFEL
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pbOLEZOND, MEENZRIZ, 24TIX5HK
HEFOMKTH Y, 77 HMMEMIC OV TR
PRVOTHIERR TRV St 4% 80 HDHA R
3, BBTH S faecalis 2L bAWRLTWBZ L
gonTit, ThboitMLE2, 3R+ = aXNH
BUBBHIEZLVWI L EBIS L, BEATSIMML
Bbhd, 75 LAREMD 5D E. coli ix2BkiHAL,
g S marcescens, Proteus iZXtL TiX in vitro T
HRESRSS VD D ICRBFZEMEATRY in vivo
oA R ESIT ML L BRABNh S, LL, €
n¥E K. pneumoniae 33 X * Enterobacter TiXiHk
BREL, BKREHTHEMNE MIC 0L Ddi$h
ShIANEOERL B LB, PORME AR
Thot, C..Sreundii i% in vitro DML —HLIE
WHAERTH o, P aeruginosa i345E DK E AN
¥, MIC OB HLOTH ERLTHWS LoRBDHHH
ko MIC LMEFODR LD BRESLZ L, 24TiX
100 pg/mi A k> MIC #RT LD 29 BkL B E LD
Rtt, 205 H14BKBE DKL I, HE&RIHA
it Yeast Lz T =T/ 5 ABEMTH Y, KW
BOORAEVWE, 24Tk, MERCHT
Y% (Table 8) k{240 AFLNEERELZLT
WEZLIRLENRI) BHBDLIS,

BERIc>nTit, 1HC shock IR & Rk LAA
REBEERL bR, HEHESLPLZEFELE, *
f, -transaminase @ _ LA % 14), transaminase 33
YUY AP O ER% 1 e, AAlick3LEL LN
SHEERER DO REIX, WIER 57 HIh 2 3. 5K I H
bhitZlitrd, Zhbd b, 2EMICRERDR=

VY VR LRGSOV RN EFT S LB Hh,
MM, RARHT 2 bV, 7F74 5% B0~
BORHCFHEThIIRSICHACASRFLBL 0
to

SAEX D ARz, NMMEMBERICIELHTHRATS
B8, MMHERBEIGEL Vb v 7~ 7 LV RRERIC
RADRMIEL, B~ RO RBBUER 2 LBHR
ENSRAL B OND, 7, V7 AME~MRIENIC
MUK MREEHTZZ L0 5, HROBUTRIICH
LTHARRKBENDI LD LER S,

b4 m

1) 0B AR{LEREELRE, HR LV RY DA
M, TA-058, 1982 (M)

2) KBEMK (UTIHFELRRK) : UTIRZRmEEN
(% —=1R), Chemotherapy 28 : 324~341, 1980

3) MHER, @B, R PR B Yy
fEicB i s 4M (Lilacillin) K&k LEicH+
>#M, WAWR 37 661~668, 1975

4) BHEX, K E=, EOXA, AWM . RER
RuiEic ¥+ % Carbenicillin o 1§, Chemothe-
rapy 17 : 1238~1243, 1969

5) AR, K A=, =ZHRE, AW *FHRAK:
REBBYLEC %+ 5 Sulfobenzylpenicillin o
A#M, Chemotherapy 19: 1037~1042, 1971

6) ZH®RE, A% ¥, GW B, BXRET, &M
WK A REBRAECHT 5 T-1220 D%
& ltk, Chemotherapy 25 : 1369~1378, 1977
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FUNDAMENTAL AND CLINICAL STUDIES ON
TA-058 IN UROLOGICAL FIELD

SoicH1 ARAKAWA, Masuvosui HarADA, NosuMasa KATAOKa,

Kencur Umezu, Sapao Kamipono and Joyr Isiticam:
(Chief : Prof. Jon IsnicAmi)

Fundamental and clinical studies on TA-058, a new injectable penicillin derivative, were perfor-

med, and following results were obtained.

1)

"2)

3)

Antibacterial activities

Antibacterial activities against clinically isolated 8 spieces were investigated, and approximately
TA-058 displayed near equal activity in MICs comparison with CBPC, but slightly less activity
than PIPC.
Serum levels and urinary excretions

Serum levels and urinary excretions of TA-058 after 'i. v. drip infusion of 1, 000 mg were deter-
mined in 3 male healthy adult volunteers. o

When comparison of infusion time for 1 hr. and for 2 hr. was examined in this trial, in the
former case the peak serum concentration was 60.7 ug/ml, while in the latter case 31.5xg/ml.
Similarly the peak urinary concentration showed value of 2,809.6 ug/ml and 3,709.1 ug/mi,
respectively. .

Urinary recovery rate was 76.1% and 77.0% within 24 hr. after administration.
Clinical evaluations

TA-058 was treated in 10 cases of acute simple cystitis and 45 cases of complicated urinary
tract infections (UTI). The cure rate for acute simple cystitis was 100% and for complicated
UTI was 38%.

The rate of bacteria eradication in acute simple cystitis was 100%,and that of in complicated
UTI was 63%.

As for side effects (total subjects: 65 cases),a slight anaphylactoid shock was observed in one
case, however the symptom was immediately recovered by fluid therapy. Laboratory findings
showed elevation of transaminases in two cases.



