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FLOEMAAR~R =) A TA-058 o %5 465K RN
— WREMEARBRREIL DV T—

R ®=
TR T R MBI R AR
RAR—M - =H AB-EH BW-/MI &
M) FRBEIL R I

R AUE
LSS P

Zif B3P -RE EBEX-R¥ WM -OR EE
At BRIAE R P EF LRI

- -TA-058 DAMIHRN L L THBERA & HvT CBPC #3H¥ L LT cross over THRIN L Pt
EME L. 2 ORI, b (T1(8)) »3 TA-058 ¢ 1.2 KM, CBPC 0.8 ML TA-058
BOVIER L kAR & 55 LStz CBPC L iiERERZ M TH o, & FALRIE~DB1T
i3, 2g one shot #E# 1 ¥ T 0.4 ug/ml (n=3) TMMMED 0.9K Th-o7,

RERAOMRN TRURIBBIRE 3400, BFHE 7 0, BUERIMILSE 2 PoR 43 Mic L TA-058 &
BELE, REEBRIED 5D, SHEEHMERBBRGE 10 90 (B2 74, WEW 4 300 IciX 100
BORDETH o, WIEMMHERIRBLSE 24 PlicH+ 522 1x UT 1 EZHFVMAM T 54. 2% 0
AR TH o, WHEDOTHICIE, WTFhIEYDTHok. REBULETIX, E. coli, MM
DMK, Mz S. epidermidss, S. faecalis %70 GPC KHRTH o7,

KRBT SRNTIE, BBEORERL LT, 1SR —BEoBRE RS, %E
TRERR ER LI o, KR TIE, Fi8iEiio GOT, GPT OB LAFIMN4HMd -1,
WRERERE TIX, BUN OB LRGN 1 b -7t RMMICIIREBEH o7k,

2 Gl

TA-058 i, SEEABTMBEShFLVENAOY
BRR=v ) vHTH B, LEMERR, Fig. 1iERL
RE5IE, WEic N-2F1-D-7 245Xy kAL
% Amoxicillin ¥ TH 5, TOHELL TR, <
YAEMBRELBSVWTREATWB X O IZ, BREE
:3MpBMERTIX in vivo HENR, EFO PCs
)] Carbenicilliq (CBPC) % Piperacillin (PIPC) iz}t
RTEATWEZ L TH 3,

- Fig. 1 Chemical structure of TA-058

‘ . o S\/CH,
‘ FHOON c,
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CH,CONHCH, -3H,0

4@, R4z TA-058 icoVTEXMHRMN L LT®R
W& BEME, PRSI~ OBITEME L, MKAR
MELTHRBHEBICKST 5BBEBRERKEL,
FROBEHE LAY, BT VWTORMERT -
DTRET D,

I MH&EHE

1. RREH
i) MmrpBE L RepyEmt
BEEERXA BT volunteer 4 iz, TA-058 L xfHA)
o Carbenicillin (CBPC, V=", HR¥XH %
#1lg, HRK250ml ZEML 1M TRHE
(D.1) T, cross over EZXvigEL, Mfid, R
WEE, RPENRERELE. ZhicESn»TEEHE
R ERH L. BRI He->Tit, £
F—RICTHedic, KAYIIM—*=a—LL, #5
BRiE 5 SHENC, HHEKEIAKY 250ml #b%, #ERT
FFicER, 6RFMGicIRELER X, 447D volunteer
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X% 2 Bz 533, TA-058 scifmte CBPC %&i#ik %
heh 2HToL L, RIEMME 280 3\ T KX &
cross over L5 L7,

WMEREH EITREME E. coli ATCC 27168 L+
BhyTicEok,

i) & bAISZAREE (PF) ~0REBTT

TA-058 %#2g, 4Kk 20ml 2 ¥ML T, one
shot #MEL, 1KMRICRTZM~ v — Y EITV, B
MBRBEERRL, @RE (PF) ORHIME & f1 P
LELITRELE, EREIAIRABEIEATHS,

2. BNERRYMIET

R & 4T - LRI R T RRB, SL)IEHERBE B
FFR+FMBED 3 RWBEDWRBEL T, MMM IEFI56
F£BALVBMSTE2ADTHAMTH 5,

AT £ i ABRBE T, FREEBYE 34 B
(RMEBIREME 10 0, 1RACMOMENE 24 1)), WOIR T B L RS
BIMALK 2 PO 3 HTH B,

BEO WRETFIZ, BMEEMEREBYYE T 10 4
BETHRMET FIRIT 17~65 ME T, MMM RS
YufE 24 BUTIRBIE 15 B, KAEIH, FMRIX 25~87 %
ETTH B0, 65RELED KiRHIX18HC, 240
BSEELEDE, WHETHRLSTHET, £EMiz17~39

Fig. 2 Serum concentration of TA~058 and CBPC
1g D. L (n=4)
(ug/m1)

Serum concentration

0T ()
Time
‘Table 1 .Serum concentration of TA-058
and CBPC

%11%2

TA-0s8) 32.6 | 54.7 28.1 ] 20.0 11yot‘6.; 2.3
142.6 |£1.1 |22.3 |+0.9 | <08 ]+0.5/+0.1

cppc | 24.0 | 55.4 | 25.3 | 15.2] 6.8 2.3 0.5
+3.1[+1.9 [£0.8 [+0.6 [+0.6 |+£0.3£0,3

Mean + S, E.

MTho',

B Kk 2MMEERT, ANLs (D.L) X one
shot Wx (LV.) ic X »7, #MHE D.I 0@, 5
%7 F omE I MRK 500 ml £/, LV, T4
X 20ml #AVWe, BE5MHMI DL ©1), Brel~
2EMT, LV. TiEkard TiRE LR,

M AIEMMIEIMR Ti23 B, SENMER
ERATIZT5 B, MEMME TS B, RETII2~4
H, AYHNEARTII6BRTHS, 1 ARsKiz2~3
EAMOBL, F2EMIXA3LLANIg1E, 4g

1EOHALH 5,

R OBERMICIZ, 2TOEMTHOGEMOHA
AT > TWizv, EMERIZEY - THMRICX3T LA
¥—OHKOWMBL, FAIL LTHRARE LR, Bt
LYIELIERICRY M EIT -1,

HMEIZ DWW T DY, WMARIEHNEK L MR
WBYguErx UTI EEMD it ), Eofommin:
HMEQHER X o, TOMICEROER, L2t
ek U e HTRER X 3R WERIT -,

I R ®

1. EWMHNN

i) Wiy 2 HEMt (Table 1 ~3, Fig. 2,3)

TA-058 DM TIY, AR TROEPRESKLHE
{3y 54.7 ug/ml TH o1, Mo CBPC TitEH
55.4 ug/ml T, —2 CREFELZBIDAIN,
Z0HOWBIZ CBPC 256 BT, iETAMMPRE
BHET ZDITH~RT, TA-058 CixPoh, 8
TIRIEWHERLE, ﬁHTOM¢¥ﬁM (T%(®)) 1,
TA-058 A% 1.2 R, CBPC 0. 8 WsM, AUC o
Tix, TA-058 p3 97.6hr.»ug/ml, CBPC #: 68.6 hr.

Fig. 3 Urinary. concentration and recovery of
TA-058 and CBPC
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TA-058 1g '?CBPC e (%)
5 5, 000 " " Il 2100
S A ]
E 40000 {1 480 $
] [ 8
g 30000 1 \ 60 &
8 1 A Pat -
22001/ ) 40 £
XTI 5
5 1,000 | 2
0 012345678(hr.) 0123456780r)
Time Time



¥0L43QQ&-2 CHEMOTHERAPY 577
Table 2 Urinary concentration and recovery of TA-058 and CBPC

) Ol 1~2 2~d 4~8 8~8 hr.
Concentration (ug/ml) 4,027.0 4,823.7 959.5 189.1 119.2
AL +1,896.8 +1,032.6 +262.2 +41.4 +26.1
"f . Recovery ( % ) 24.2 46.1 59.7 64.0 65.7
+5.26 +2,23 +1.6 “+1.9 +1.1
Concentration (ug/ml) 4,345.1 5,798.1 1,035.9 168. 1 57.6
CBEC o +1,236.6 +680.3 . +301.5 +38.9 +10.4
"7 “Recovery (% ) 133.3 59.9 72.6 74.9 75.6
‘ +1.6 +2.5 Y +1.3 +4.7 +8.5

Table 3 Coefficient of pharmacokinetics
A B a B T¥% () | ' AUC
No.of case| (,g/ml) | (ug/ml) | (brv) | (ar1) | (hr.)  |(hr.eag/mi)
TA-058 1,000 mg 4 55.4 45.6 3.13 0.57 1.2 97.6
"CBEC™ 1,000 mg 4 7.7 59.6 25.0 0.91 0.8 68.6

Table 4 Congentration of TA-058 in human
" . prostatic fluid
<. one hour after bolus LV. injection of

2g of TA-058
Sample | Serum |Prostatic fluid | Prostatic fluid g,y
No. | (ag/ml) (ug/ml) Serum
1| a0 | 04 0.93
2 145.0 | 1i30.6 1.33
3 ' 55.0 0.3 0.55
Mean |  47.7 0.4 0.94

o

ug/ml Thote,

RORED ' — » OHBE TR, WEAMcETAEL,
Wit 1~28M% I BHIE 2 FLi. TOHEIX
4,828.7+1,032.6 ug/ml TH o7, SHEME THORF
EMRERIE, TA-058 A% 65.7%, CBPC 2% 75.6 TR
% CBPC (a5 7z, '

ii) & MASZMREE (PF) ~o#4T (Table 4)

28 ®5 %0 PF o WAL 0.3~0.6 4g/ml
T, T 0.4 pg/ml T o1z, MPMEEDTHIZAT.T
#g/ml T, OWIEELLIE 0.000 (dirPREED 0.9%)
Thotz, ‘

L KRN

i) REEBLAE

a) BiEHMIERIEWSAE (Table 5~7)

BUERBESS 7 PlicHS S BRit, ¥ (excellent)
SH, &7 (thdderate) 2 HT 7 HI 7 B, '100% DOH

PHRTH -, BERERRD 3 HITIZ, WIhbLEY
T, HH®100% kB, ERMO MIC i3 6 FITRIE
Lieds, E.-coli 1#kd3i>1,600 ug/ml oOfitEs ;r L7
LOD, D 48D E. coli it 0.8~1.6 ug/ml OfEh
TeEME R L, 10 SERID HRE Shic dliflki 4 ¥
134T, ThEOMILARIC X ) 2ESIHK LT,

b)) MRAEBMERIERYE (Table 8~11)
REBEDRIZ 24 Hih 13 P(HZS I, FR8HDT,
54. 28 Td o fe MBI 5ZR XK (eliminated)

104 (41.7%), WP (decreased) 34 (12.5%) T,
A4 134, 54.2 BIZPRE B, MRITH
LT, ERIL (cleared) 8 #(33.3%), M (decre-
ased) 34 (12.5%)T, A#T24HP 114, 45.8%
KHBTH -7, RBERER X ZHRAER, ¥F1
&, BH1E, LERHIF, EHIFT, CHEDE
TEAEDE LIcEBHRIZ62.5FTh 37,

UTI jAERRIEE Table 10 (R Lz, BOMEIRH
RBECI L1 BIP BBICHRT, T2.7BRBREHR.
e OBRTIE G-3 DMK DL R 34, 100 %D
HHREBOS, G2, G-4 TROCHMNLY, %
hxh 4P 34 (15%), 3HP 24 (66.7%) DF
BRCTH oo MKEBLTIZ 13 4P 5 Hlic AT,
38.5 BOHRTH olco G5 TREHEMN LD 6 HF
140(16.7 %) DRETH -7, G-6 Tix 7 Fldh 4 i

(57.1%) EHEHTH o1, : ’

BABIZE Table 11 (R L, MERAICRTH &

5 & h-gipkakiz, GNB 11929 ¥, GPC 47 134k
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(RPAERKREO LD E 1 MET3) T, fhiz M
IMOHD D AHTARTH o0, TBINE LRE
Mk 13T M GPC 138Kz £T MELA,
GNB2OHRICH LTI 188K, 62.1 Bk BREFLA,
E. coli cix 11560 8 8k (13%), K. preumoniae izix
4k 38 (T5.%) OWRZR & A0S, P. aeruginosa
KHAREBO RN oo PEHIHBMTH 75T, K
preumonias, P. aeruginosa 13 2 k¥ >C» Y, E. coli,
Citrobacter sp., P. maltophilia 3, Fh¥h 18+
Thok. ‘

BEHED 7Rl 2 RIZEDS TEI AR LD T,
12~ 4 g B TRFI20REM B Iz W & Bl o %k
RUERD BREBO L, SEihEBRE FBT5 B
T I8, 1~3 ADBIEEE L, £HICEREE
Hido7 (Table 12),

BERIALRD 2FIcT 2 HRiIT 1 A 1E 28, 6
ﬂlﬁm&&‘l‘\n‘)‘h%ﬁﬂmﬁkif*ﬂm&&. R
Wiz, ¥ 14, H1ME LA (Table 12),

LR 2

BMMBIER = LT 1 44ic 1g one shot W #47 -

TeBR, —iltED WAk KA, ZoMTR, REEE
DL e ZWLER, EREBORP T Lhb, BN
AECLIERWTH-EBb S, Tofficiz, 24)
TR ERR L0 oM, BRI, M,
Wk, FFMIBIZ OV UMM &47 57 (Table 18), %k
Mk, 41 PiCREMBEREE 1T-o TV 55, RElic
L3LBbhsd REERihor, WKL, 374
OMMT, BUN BB EAGIN 1 Hd o, FFHEMN
1%, 38 PIOMMTH 4 FIORY W (Table 14),
A& L OERRBRICONTHRD &, FFMEBRRAHR 4 5
D5y, ALMCER L OMED Y LBHbDIX 24
(P 19, 36) T, B5BMRD D LBH I3 LD,
L3 (R 39) Thok, TDH L, 19 & 39 128K
Bl X VREEERLTRY, FROBWEIIFLT
ok tBbhsHTHS, Th®D3HiL, BHFRIT
Aiehrote, HEH 12 ORAX FEXEZAHLTRY,
GOT, GPT o LA &b iBHed;,  tn%6n A
MOBRFTHILRR L D, LOMENENZ L2 b, K
KL OBETEMTH 5, RIMBEL 38 P 4 4, 10.5
¥ Thot, BUN BE LAWIX, A& L oMMk

Table 6 Overall clinical efficacy of TA-058 in acute simple cystitis

* Sym:;}t(;m Resolvred Improved Persisted
Pyuri Cleared | Decrea- I{l“' Cleared | Decrea- th;- Cleared | Decrea- Uh’;' llfgci:teriur(;:
Pyuria ear cha- |Clear cha- |Clear cha-
: sed nged| sed nged sed nged
Eliminated|| 5 || 2 7(100%)
Bacteriurial ?Eg;m) « %
Unchanged ( %
Efficacy on pain on P ,
urination 7 (100%) ¢ %) ‘ ¢ % Case total
Efficacy on pyuria 5 ( T1%) 2 (29%) « % T
[ || Excellent 5 (11%)
———— . Overall effectiveness rate
| I Moderate 2 ‘
7/7 (100%)
. Poor (or Failed) 0 o

Table 7 Bacteriological response to TA~05§ in uncomplicated U. T. L

- Isolates No. of strains Eradicated Persisted
E. coli o 9 9 (100) 0
8 epidermidis 2 2 (100) 0
- S. paprophyticus 1 1 (100) 0
" 8 gureus 1 1 (100) 0
Total 13 13 (100) S0
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nweRRbh3,
X % %

1. MM

WRUR & Bkt D AR X, XtRAID CBPC & cross over
EOHB LR, TA-058 i ilBED £'— 7 (lic s
2z, Tmax iX, WFhbBEMTRTH ) BT
Wohirhok, AHTOMPEMM (T (M) ir
TA-058 p%1,2msMlictL, CBPC A20.8 M TA-
058 HIRRIEMETRLY, #-T, HRHMPMEE bEF
# CBPC X Y 2RMBRNERELL, RPRED
B TIImA L LR, 1~2MTRl 4,823.7
+1,032.6ug/ml ([CT5WOREEF L, 8EEME
ToORPEIMIT TA-058 A3 65.7%, CBPC 2% 75. 6%

L% TA-068 YEVWHTH -7,

LiEOMRM» 5, TA-058 12RD CBPC X944
AR R L v D MRk BRiTiE, 124 CBPC
EMMOBRRRERTHMRITH B L1 B,

E FMISZAREE (PF) ~8B1Tik, 2g #E5T18m
%D FHMEN 0.4 ug/ml THote, BT,
Ampicillin (ABPC) OB 0. 10 ug/ml ChHoke
WO LT 5L TA-058 ReSW T 5HK,
MWMEELL X DL P MBED 0.9 % L 5D TEVWETH S,
T DRI DMBEBIT YRR M SIM A D TMic v &
NI, Y0 X5 RRNIEIE S ik, SHER
ICERERM L ETONRYS LRTH 5, - f-lactam
FizZhEToOMM TR, 28ic PF ~0oB it
BICHMLTEVWYSD, Zodhey PCs it CEPs il

Table 9 Overall clinical efficacy of TA-058 in complicated U..T. L
1gx2/day, 5days treatment

N Cleared Decreased Unchanged Efficacy on
Eliminated ] 5 1 4 10/24 (41,7%)
Decreased 3 3/%4 (12.5%)
Replaced 2 2/24 ( 8.3%)
Unchanged 2 7 9/24 (3’( 5%)
Efficacy on pyuria 8/24 (33.3%) 3/24 (12.5%) 13/24 (54.2%) Case total 24

|——_I| Excellent

5/24 (20.8%)

| | Modarate

8/24

[::I Poor (or Failed)

11/24

Overall effectiveness rate

13/24 (54.2%)

Table 10 Overall clinical efficacy of TA-058 classified by type of infection

No. of cases Overall
Group' (Percent of total) Excellent | Moderate| Poor effectiveriess rate
| 1st group(Catheter indwelt) 1( 4.2%) 1 0 (% 0%)
2nd group
Single. (Post prostatectomy) 4 (16.7%) ! 3¢ %)
€' 13rd group (Upper U. T.1)| 3 (12.5%) 3 3 ( 100%)
infection » —
" |4th group (Lower U. T. 1) 3 (12.5%) il 1 2 (86, 7%)
Sub total 11 (45.8%) EIEEE 8 (12.7%)
5.th group(Catheter indwelt) 6 (2§. 0%) aly 5 1 clsf_“'-’?);
Mixed 6 th group Y %)
infection (No catheter indwelt) 7 (_29' 2%) 3 3 ‘ (576-1%)
Sub total 13 (54.2%) 4 | 8- 5B
Total 24 ( 100%) i | 13 (5h2%)
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Table 11 Bacteriological response to TA-058 in complicated U, T. I.
N nf etpai Eradicated Persisted Appeared after
AItsolates ! No Qf strains %) (%) ‘reatment
"E. toh 11 8 (73) 3(2n 1
K. pneumonias 4 3 (75 1( 25) 2
“P. mirabilis 3 1 89) 2 ( 67)
P. morganii 1 1 (100)
"Citrobacter sp. ‘ 1
G N.B.| S marcescens 1 1 (100)
Acinetobacter 2 1 ( 50) 1 ( 50)
P. asruginosa 4 1 ( 25) 3 (1) 2
" Proteus sp. 2 2 (100)
P. maltophslia 1
G. N. B. 1 1 (100)
S. epidermidis . 3 3 (100)
_— S. saprophyticus 1 1 (100)
TS faecalis 6 6 (100)
‘G. P.C. 3 3 (100)
Fungi C. albicans 1 1 (100)
T. glabrata 1 1 (100)
Total 44 .32 (13). 12 ( 27) 7
Table 12 Clinical efficacy of TA-058 on male acute urethritis and acute epididymitis
e ) '~ Treatment Bacteriuria
Case Sex .
. |Age|Wt| Diagnosis | Dose Duration tsg:sp' Pyuria T Evaluation e?fld:
“No: |- - |(kg) (gx_ |Routel“rq. oy Species Count ects
‘ : ‘ /day) :
35 |.., | M | Urethritis |t | | N. gomorrhoese| See
T. 0. ‘“31 12| gono. 2x1|L V. 4 T = — T | Excellent Tab‘ﬁ
36 M | Urethritis M | M | N gomorrhoeae| H
Ts|3| 42| gono. 2x1 | L V. 3 - = — | Excellent | None
3 |gg| M |Urethritis | 4oy |py | o | # | # |N gonorrhosae) # | pyceltent | None
HK 53 | gono. — — = — ;
KS?A 17 | M | Urethritis | 5oy | [ v, 3 M| H | N gmrhwae M| Excellent | None
LA, 60 | gono. - - - ' -
3 M | Urethritis | # | N gonorrhoeae| See
M |2 56 | gono. 2x1 | LV. 3 = - — |- Excellent Tablﬁ
0 130 M, Urethritis | 4.1 |1 v, 2 i M | N. gonorrhoeae | # Excellent | None
T.Q| 78 gono. I - - ‘
ALl gg | M | Urethritis | oy | v 4. g (M| H | N gonorrhoese| #t | pycepient None
R. S 56.|"" -gono. ’ ;& = - - o= ‘
42 M | Acute epi- H | = - -
Mul4 87 |-didymitis 2x1|LV. 6 — — — — | Excellent | None
43 M | Acute epi- | M -
E_L (Y 36 75 |Qidymitis 2x1 L V. 6 - — — — | Moderate | None




CHEMOTHERAPY

584

APR. 1484

) (I1)/3un [euoguiaul @ «x.  (I)/31U) [BUDHIBUISUY : * - = IV VY asered ' { ¢

(281 1°1 [ 6°%1 L9 29 181 S°LI| 9°LT L1 6'67 | €°LT [ 00L'L | 00€°0T | 04V | 27°8% | B°OT | %91 | ¥¥8 | 896 ! ,.m -

1 I 1 L 22l 88 1°6 192 | L°S2 1°L6 [ L'88 | BILT |8°LT | 0Q09°L 0009 S°9% [ 97S¥ | T'OT | S°ST |LLY | DL¥ N ~

§°1 . S'St 2’8 681 S'88 V12 [ 0°12 | 0OL'¥ L1y | (AN 4¢ 88y | = N
It (A S'IT | 6°€1 1°S 0°'s S'4T | 8'SI [T'€2 |9°02 |2'8T | T'8T [ 008'S | 0023'6 | &'E€h{E ¥V | VI | 1:GT | 19% {2L¥ | W
I'T |1 ¥01 |68 L8 18 S'06T | 2°621 | ¥'€ST [ 6°60T | 6°€T | ¥°ST | 00T°L : | 009°0T | 2°6% | ¥"8% | 2791 | 2°91 | 0ES | 0ZS n
T°T (670 |B'ST [6°L L8L | 8PT [(S'9T (6€'%T (€98 [O'LT [Y°92 | 6762|0069 | 006°L |8°9% | 0°LV | L'ST | 8°'ST.| €€S | ¥ES N
60160 (%31 |SST | €9 09 9°'8 9L |¥'12 [¥'LY |Vv'€2|9°22 [ 002'9 | 00T'6 |L'IV |82V | €¥1 {2 ¥l |9Sy |[-19% N
01T |21 S°6 LIt |08 ¥21 | T°LT (S'ST |66 |€'€1 | ¥'2T | 002'6 | O0E'TT |2°9% | ¥'Sv | 6°'%1 | T°ST | 925 |€85 | W
I'T {11 Y01 [S'6 6'6 6'8 Y'Sv |82 |L°69 €16 |Z'€E|¥'62 [ 00E'8 | QOV'ET | 8°S¥ | L9y ¥'GT: G'ST | YOS | OIS N
01 (0°T T°21 L6 | o 6 ¥l IT | L°GP | T°2V | 006'9 | 00L'TT | €°SE T'¥E€- 1731 | L'TT | 90¥ [-68E N
0°T 180 [0°0T |O°%T | LS Ly S3 SE 81 92 00€‘G . | 00¥'6 | L@y |9'LE| €T | %21 |SSy |88 | A

L0 101 €9 6°21 [ L'S 0°S Ly 1S9 | Z'8T | 962 | L'6T | 6°11 |002'y |00E'8 |S'9C|L'LE| €QGT | €61 |€6€ |81V | o -
T (21 Sl | S'ST | €S ¥'s €6 1°9 0°vC | 66T |T'TT|2°€T|00FP'9 |002'9 | €TV {O°'TP | 8'€Y | 19T | 82¥ | 12V A
60 |60 [E€6T |€ST |¥'S 0°'s €L 1°L Y12 | 6°8T [S°LT|9°9T | 000'9 |(008‘'Y €8 |¥'LE| O'ET | 921 | 9%y | 9E¥ q
€111 O%T |08 |8°L 2L L1 82 ¥e 9¢ [ ¥°9T | S°0T | 008'F | 002'€C [ 6°0E|€'SE| ¥ 0T |S'TY | 6V | €6€ o
21 | €71 0¥l {021 (28 €8 ST 81 Ve € [€'82 | 162 |006°'L |002'8 [T'8€|L°LE| O'€T|2°2Y | €9% | 6EF n
ST | ¥1 e¥e | €°LT |0°L 89 18 4 [ 4 ¢'8T | T°9T | L°P2 | L°6T | 008'IT |00¥'8 | S°9€ | L'LE | ST [ O'ET | 36E | ¥O¥ W
L0 [9°1- 1091 JO¥T (19 6 S 01 L1 (44 00€°0T | 000'% | S'Ly | 0°'€E | 8'ST | 2°TT | 9S€ | 86€ N
0T |O0OT |T9T |[6°81 *V8 +101 81 92 143 68 | L'81 [2°9T|000'9 (000°'L |8°€E|T'SE| 9°IT | 02T | ¥8E | S8E N
: R »£9 218 6 ST ¥1 LT | $°22 | 262 [ 00S'Y | Q08'S |L'9E | %OV | L IT|(¥'€T {06 |OFF | IN
$0 1071 L'LT [ T0E | «al12 | 44l€2 11 11 9¢ (4 00€'9 | 00T'S [8°%E|[G°L2| 08T [€°6 | ¥¥E | 192 N
80 |60 6°¥1 | 8°21 | «46E7 | +29SE 14 9 (44 S¢ |26 | 1°12|008°L |00L'y |¥'€E|¥°0E| € IT (68 | B8BE | 8¥E W
9°92 | ¥¥2 | 00S9 | 009'0T | ¥#°GE | L'BE | ¥°3T | L'IT | 88 | 09¢- A
9°0 {970 1T | 2701 81 02 | L°S€|9'82 {:000°L [.000'8 | 0°%E.[¥°SE| 3°IT | L'IT [ SOV | Tavy C|
9T | LT ¥038 | L°L2 66 8¢ 131 Sy | 8'8€ | 0°FF | 002°LT | 00T'6 | €25 |€°62| LOT L6 |€EE | ¥0E q
ST |11 18 8¥%l |29 9 S 91 ST | S02|8'ST|00S'9 |00L'S |8°'%E€|2'88 | €°3T | 9°2T | 92V | €€¥ W
60 |80 |8II |L91 4 €l 14! Sy | 0°S2 | 9°6T | 00S‘TT | 00L'6T | 8°€E | L'PE | €11 | 8'IT | 29 | L€ W
11T 10°1 00T (9771 4 9 6 1T | €°LT | S°LT | 006°L |00T‘S *| G'SE* 8'SE| 1°21 | €21 | v¥E | 8¥E n
L0 | L0 ¥Vl [ 8€T [ L8 €L L 9 91 LT | S'9T [ S'9T | 00E€°2T | 002‘8T | 8°T¥ | 6°6€ | V'¥I | 8°€1 | L¥¥ | L¥¥ N
60 [8°0 S2l [€°LT |9°S 29 (4! 6 ¥1 Sl | €°0v [ #°T€ | 00E€'L | OOT'OT | O'€EV [ O°GV | 8'%T | S'ST | 29% | 8LV N
¥T [ ¥T 09T [9°%T [6'8 36 1°22 [ %11 [ L°02 | €02 |L'61|2°22|002‘'c [00S'E>|9'9c|€'88 | 2'21 |82 | €6€ | ¥I¥ q
) Ve |eFT |88 | T'SE | LS9 [8°Z9 | T'IT|LOT|006‘S [00T'S {166 (88| 621|631 | ¥8€ | 8LE N
8¢ |C°¢ ¥'eS [ 165 | %S 19 2L YOl | T°g8 | L3¢ |L'92|S'2 | 00¥’S |00e'L |1°92 (882 ¥'8 86 |S0E |62 4\
21 V'8 09 8 4 vst 0°02 | S'ST | 008'€ [006‘9 .| L'SE.| S°LE| ¥°3T | O°E€T | 18v | 8E¥ q
60 {01 T°IT | 8°€1 ({279 §'S 26 9y 681 |S°IT | 0°2T | 9°9T | 00E'9 [00FV‘OT | S°9€ | €°LE} S°2T{9°2T | 10V | %OV d
9°€2 | 1°61 | 00S'S (0088 | ¥'8€ |9, | 9721 ] ST | €V | SI¥ d
¢1T (21 T°€1 | 2ST |6°S ¥9 9°'6 T°2T |0°12 |L°ST [&'%1 |6°21 | 00€'8 [00S'8 | TOV|¥ OV | €€TFV'€T | LSV | ¥9F ad
60 ¥'8 L'y 'S 1°91 6°ST 00¥% ‘S 2°8¢ 921 ey i
60 |60 9°gl | 20T |S°¢E |8 4 0L 20T (29T |9°%T | €61 ¥ '¥T [000'% |.009°L |80V |80V | S'€T|L'€T | II¥ | 2I¥ q
01T |T°T £'8 S0T [6°9 08 €61 (¥#°LT | 806 |9°G2 [6°9T (09T [ 002'%V | 002'L |8°9E | €68 | 2°2T | 0°CT | G6€ | 8TF q
€1 [0 88 €L 0°6 881 9°6 ~71 0069 2°6¢ T°eT LSY i

vV | d vV | d A\ d A4 d \4 g \4 g v g vV | d A4 d v d
Yr~vE: 4 S+YI:d | 08V~098:4d | . ‘oN
L1~9°0 02~L 0°01~6°2 SE~0 0¥~S §2~01 000 '6~000 ‘% | 25~8E:NN SFIT:N_ | 0¥S~02¥: N | X5
(1p/3u) (1p/3w) v n) (n (eww/,01 x) Guu/) (%) (p/3) [ (eww/,01X) %D
a0-s NNg d-1v JdO-S JLOO-S J31318(d ogM H Qg | ody
uonjeISIUIWpE 8G0-V.[, J91Je pue alojaq sBuipuy £10jel0qeT] - €1 QL



yoL 2'8-2

CHEMOTHERAPY 585

wffable 14 Abnormal ﬂaborutory data after administration of TA~058

Case ﬁo ST Item Complication Follow up Relation to the drug
Rl GOT . 62,8 — 647 . . . GOT 85.3 )
. o QPT 3.1 — 488 Liver cirrhosis GPT  53.3 Questionable
geL-8EEy G T ' (6 moriths) :
19 GOT a5 - 127 R ' .
fi
v GPT B - 99 Hepatitsi (?) None Definite
o |7 BUN 1.3 — 242 Prostate cancer "None Questionable
Vg ggrr Z;: : j:: None' None Definite
.39 | GOT 109.9 — 153.4 .
GPT 129.2 ~ 190.5 Hepatitis None | Probable

REPED, B—WR L LT, CEPs @ 5 H8TICHE
h, HEEEORCLORERWSZ LBHBETH S LD
kBbhB, LirL, PCs it GPC o 5 Hilli /)%
CEPs, ¥z =# CEPs l~E» TRh T30
€, GPC itk 2RMEC IR EAERTH B bah
v, 8- T, TA-058 DRIZR B~ DHBEEAIZ, £
¥, GPC it X 3R plic EREMTRM S 3 E
Thd,

2. EEMME

BRI FRIBRRILEE 10 I TIX 100 % DHDRT b o1
B, ThidEKENRLT TA-058 iCHEN RS &7
THE B ThoZ L&, BIMRHEL L TR
RETF# L n WS HMME R B E Th o Z L2
bANTYSROBME V2 B, Z D5 LEEBERIE, $<
DROFAEA CHIARDENEFHESDOT, HFL
LEMRIOBE—BDER LRV, LaL, B#
IR 2 B oW, BRAEE, NRTEES
kKib¥o 1 Elo#s (1 F%iE) CTHRKAERZL
BabhTEy®, =5 Lic@ickERATHY, HHO
HRME S THEB L7, BEBRTIL, EREEMIC
MR OER 5 2 L 3B, B> THHEAE—
BRELTAWDRBZ LB, E. coli % GPC iz
LIRMERER R ICITAFIED THRATH S,

MR BYAE I3 2RISR A FIR T54. 2%
CRMMIZIX, Z OMOBLIEICHT ZHME LTid—
RIS 2R Ch -7z, S EIDOMERRE TIXAH|
DHEAR Y b A @B LIER L E L, AR RE
R, XL LTHERLY M ORSBBRCENTE, &
b@EhimMsB o5 b0 L Bbh3,

REIEMIZiE, AR OBV REBYIE IC 31 58
Y, B ORE LS WRAIE S, BREIE f-lact-
amasedEEE4bko> E. coli, P. mirabilis %an GNB Lk,

GPC iz X 54z M RENLL Bbbh 5, ¥
12, h7F—7NAEREIT, SPKEBRTIX, RM1E D
Biasb oD THE L vy, EMBNICAH TRLSEM
#HHkB0ix, S. epidermidis % S. faecalis &\ -7-
GPC Bz X 3B TH 5, L, cephem RELEK|
RECB=#RBE—BICEBEh22H 3%, 0
EOERDORAIXZ S Lz GPC IcHidliEdE R\
LTHB, ZORR BLRELT, #ic S faecalis
REEHML T WBZ ENEL BESLTNES,
ARz OEO BRI BiEEA L LTS DA
ILtBbhs,

BFOBRETFliciznFh bEDE R LI, k25
HRIZH L Tik PCs B LENRIHERN1STHS
ZERAMOEET, FHLED THALFLWRET
»5, PCs izt 5 MHEREH R ML 22 H SB[
i2HBLDDY, FORBERIRIZENDOTHERIRE L
THWTARW, %ic 1[E 2g one shot DR THESIDO%
BHRB oI Z01, BIERLIER TR R WER DK
BN LR ERTHLERATHS,

3. ® 2 #

SERH LIFITHE, | FIESEES R, sl ki
L BAEKR EATH, ThiSt, BES<XEEMNBIER
BHBD oI,

R EM TIE, AFl#ED 5 S GOT, GPT o LAH
N4PIEDShic, ZD9b, 3PIIFROENEIT
HREBULIPITH o, —MIZ, P-lactam Hid,
REMBABR L LT, —iBEOFMIEREMROERE ERAS
LIFLIFED bhBZ L BMbh TS, FRIDORBH
Eix3sglh 4 4, 10.5% LEEFORFRFILHRT, %
KEWEEL IV, R LATERIRW,
FHSREIC SV TIY, BRERLVERTRERT, HiZH
GHEICAFEREO D 50 Cit, HETILERD S,
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PHARMACOKINETIC AND CLINICAL STUDIES OF TA-058,
A NEW INJECTABLE SEMISYNTHETIC PENICILLIN,
ON UROLOGICAL INFECTIONS

Keizo Suzuki
Department of Urology, Hiratsuka Municipal Hospital

[cuiro Nacakuso, Hisao Mrtsui, Hipeki Tamar and Tapasi Ocawa
Department of Urology, Tachikawa Kyosai Hospital

Normiko Oxisaio
Department of Urology, Shizuoka Red Cross Hospital

Yorio Naipe, Tamio Fujrta, HAruyosur Asano and MasaNorr YANAOKA
Department of Urolegy, Fujita Gakuen University, School of Medicine

P

In phartiiacokinetic study, the absorption and excretion of TA-058 was studied in 4 healthy

adult males by cross over method with CBPC as a control. Serum levels of the two drugs were
similar except for their biological half lives. Namely, the half life (T4 (8)) of TA-058 was 1.2 hr.
and it was a little longer than that of CBPC, 0.8 hr.. In the assessment on the penetration into
human prostatic fluids, the mean level of TA-058 in prostatic fluids was 0.4 ug/ml (n=3) with the
fluid/serum ratio of 0.009 at 1 hr. after single administration of 2 g. ]
' “Forty three ‘patients (34 U.T.L 7 gonococcal urethritis (GU) and 2 acute epididymitis) were
treated with "TA—058 at a dose of 1~4 g per day. Against 10 cases of simple U.T.I. (7 cystitis and
3 pyelonephritis), 100% cure rate was obtained. In complicated U.T.I, the efficacy rate was 54.2 %
by the evaliation method of U.T.I. committee. In all of 7 GU, excellent results were gained.
“Satisfactory response was noticed in 2 acute epididymitis cases.

‘O#nterning the in vitro activity on the clinical strains isolated from the treated cases, TA-058
had greater activity 'on the strains of E. coli, and gram positive cocci, such as S. faecalis and) S.
epidermidss, but less activity on P. asrugsinosa.

There was no apparent untoward reaction except for one case of transient nausea. In the results
of clinical laboratory values, slight elevation of s-GOT and s-GPT was observed in 4 cases and
slight elevation of BUN in one case. No abnormal value was found in hematological studies.

It is concluded that TA-058, a new member of parenteral penicillins, is a safe, well tolerable
antibiotic drug and clinically useful on the infections caused by E. cofi, and other enteric rod
sbacteria, in ‘addition to gram positive cocci.



