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IREEMHAFE ST H TA-058 DXny, BRI M
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Ry E. coli, K. pneumoniae, P. mirabilis, P. vulgaris, Enterobacter, S.marcescens
BLW P. aeruginosa % 30 ¥kM- 210 Bricxt LT, TA-058 33 X Uf AMPC lil#|> MIC % {4m
A AMMELIZ X D 10%/ml, 108/ml'SEmCRIE L . E. coli it LAMZ 105/m] R 100 ug/
ml LA EL 3.13 ug/ml iz, AMPC i 100 ug/mi LLE L 6.25 ug/ml iz ¥ — 2 % § >—M{ED 3
ER LTz, 109/ml M CRTEM L bR —BRSRIFL L o, K. pneumoniae, P. mirabilis
2t LCIFEEHA & b BB & SR E THRAEV AW ERLEY, ARDH R BRIEEECC
Bh oM, P vulgaris, Enterobacter 8 X1% S. marcescens O=NMKiZizH¥ERL b EFOH%
BERSME Y BRV TR =TRtE L Bbhit, P aeruginosa iz LARIZ 108/ml M Tt 50 ug
/ml LT 7THOASH/L, 23#i% 100 ag/ml BBz EhilEThHoehs, 100/ml EMTiT
3.13 ug/ml H 5 50 ug/ml X T 28 Bk 198k (67.9%) MM L, HEHRFLESEMELRL
o

TA-058 33 X U¢ SBPC & 2g ¥ MM APBF44IC cross-over iz X b one shot #EL/c
BRO MW ML 5 iz AHK], SBPC i34 45 148.3 pug/ml, 202.5 ug/ml &mLik, A H
123313 5 MLz 1.5 Bef, 1.1 FMCH ok, AUC (f-hMBEdh# TEM) 3% 191.2 ug
/mlehr., 219.1 ug/mlehr. L i IFRIZEDEEF LI,

Z##l, SBPC Wi 8 Wil % TORPEINRIZEN TN 81. 1%, 82.6 % &L RFLRPHtEiE
L7, RERPMEIRYIO 1 BEMIcH Lo Hh, % 16,675 ug/ml, 9,875 ug/ml LHL fd
27,

R RESYE 22 Blicxt LAKIE 1 BB 1~4g, 5HMM one shot MDD\ iX Killh
B#E Lic, e U.T.1 EKDHHELE (BoMK) KR-THok. TOREEDH6H, A
ST, HHOHITHY, RAHDRIZS.1HBThHolc. HMBUBE T 20 PP AL LR 114
RABRBETIE 2Bl 2 PISHHTH -7,

MBEERIZIX S epidermidis 1%k, S faecalis 5¥, E. coli 2¥, K. pneumoniae 3, S.
marcescens 2 ¥, P. vulgaris, P. rettgers % 1#kis XU P. aeruginosa 3 MRl s hic,

BIMRWERR S A 6N, Kl RBELERETL AR X3 L Bbhs REHEITER
Ehitdrole,

{ ® cephem RHLEMRIMBEhTHBVD,
LhLRBEsZhboEMOE RS T ARERERL
B-lactam RFAEMROMREIF, BPEHBRICHT S HTBHBMARY b A M IEA S, ABPC,

BHERMO = —XOELrbBVHEHDHY, HEAR AMPC £ X UFwvbw 5481 #{% cephem RHLMRZ

7 FPADEVWLE G f-lactamase IZKER cephem FIohB LT, 77 ARBMEREIHET 5NN e

FREEPROBBI LI >THY, RicHHELBr0B CEFLTETWS, %7, b5 zRXAKOR

I LI
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oo HORFEROMA L ENKE I PPN
Mo antabuse MEH L Y HERORRICBWT
WLV REE s £ &5 & LTy 30801010

TA+058 12 AMPC Hidkn—-2>T, HEMFELTH
gsn/7AmﬂtiLub$6h E. coli £izL®
bFB77 A MERNK b BB EAL L oby
i vivo HEVBERTVWBEZ L AMBEhTVWE, &M,
AMoRBEBREIZN TS MIC, MEBRATO BRI »
BREEBEL, T, SEMMERBMREICRIT S
KFE2 o MERDO MM E fTo o T RET S,
Fig. 1 kAFOMEXERL R,

Fig. 1 Chemical structure of TA-058
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(i) i & A

REBULSESIRE E. coli, K. Dneumoniae, P. mirabilis,
P. vulgaris, Enterobacter, S. marcescens 3 LU% P.
aeruginosa. % 30 ¥k3t 210 #kicxt+ 5 TA-058 3 X (X
AMPC 0 MIC # (L ¢k SmmEic Xy 10%/ml,
109/ml HMCWE LI, H5#hiz, Heart Infusion %
Kk (%0F, pHT7.0) 2B,

(i) BPEEES X RS

RERA BT 4 £Ziz%f LT cross-over iz & . TA-
058 $X X SBPC 2g #5%7 Fo b 20ml ic2EML
T34Md7 T one shot #iE L7-BEo M P BEER L
REGMEMPEL 7o, SRIBEIARIENTEA], HEH%S,
15 30, 1, 2, 4, 6RMIHK, WRIX2, 4, 6
BXUBBMHEI{T»7-, TA-058, SBPC n@EEDH
it M. luteus ATCC 9341 % B\ T agar well T
ok, WERSEHIZEERIE M (RBF PHT.0) A
e, HRIRERIERRICER U TP RERIEIC 12 TA-058
YN %BPC BHEAICRIL L 4 &0 BHREDR
AFROME, RPBEREICIE PHT.0 © PBS &
X33 Lr;w:,

(iif) - EEpRgomR At

u&mﬁﬁmm U Plic LT, AFLIH1~
4 ER2EIC A1) T 5 AMBES 5V IR REIHFEL .
hh%o{im]a)s 1N V U.R. %1 P. aerugmosa *
BT 5 W IR AEHT 40°C BA o B RSk L

DOT2HBMMIZEELA 1)L, TUR-P ol
SLHRBR 80 BBV DS & - Te S IRAHL M IC WAETH -
fe1f& droprout & L7, &h LS 22Mic L
U.T.L RHMRMEEN (W) ek R dEL,
24 Pl2plic iV TRIERDORM 1T - 1,

H XMA&

(i) /i W A

E. coli 30¥kizatLT 109/ml #EMTizdkHo MIC
it 3.13 ug/ml iz 9Bk (30 %), 100 ug/ml LAkic 15
B (50 %) L—itkic¥fiLi, —F, AMPC iz 100
ug/ml u_bh 158 (50 %) L, RIAEIRTHLA

RO KM BS B2 & 28 MBS hit (Fig. 2),
10¢/ml A TIREEA & b 1 BREMSEIERI~ 81T L1z
BRI Y AR AMPC & b BZiEske BFEL 25
h, 3.13 ug/ml LUFIC 158k (50 %) 9% L7 (Fig.
3)o K. pneumoniae izxt LT 10%/m] A T2 mIH]

Fig. 2 Sensitivity distribution of clinical. isolates
E. coli (10%/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
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& 100 ug/ml LA R % 21 B (T0% ), 258K (83.3
%) HA6h, mERESKAE LB, LaL, TA-058
Tix 0.2~50ug/ml (9 ¥k (30%) LML, AMPC
LD IREMHERE N E VWL B (Fig. 4), 10¢/m] T

Fig. 4 Sensitivity distribution of clinical isolates
K. pneumoniae (108/ml)
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Fig. 6 Sensitivity distribution of clinical isolates
P. mirabilis (108/ml)
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Fig. 8 Sensitivity distribution of clinical isolates
P. vulgarss (108/ml)
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ETREH & b 1~ 2 B R~ B oA, A
AMPC #3185t RIRE 5y 8 THIETH 5 (Fig. 5),
P. mirabslis {2 L Tix 108/ml, 105/ml HHCHEHX
ELIREVIRRMED T & RL TV A5, 100 ug/ml LA

Fig. 5 Sensitivity distribution of clinical isolates

K. pneumoniae (10¢/ml)
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Fig. 7 Sensitivity distribution of clinical isolates
P. mirabslis (106/ml)
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Fig. 9 Sensitivity distribution of clinical isolates
P. vulgaris (10¢/ml)
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BOBEERD I b BV . IIERIMN O NI 10%/ml
gmeizdi ¢, AMPC Y 3.18 ug/ml LATFIC 10 8
(33:39%) D53 L 228, 109/m] gi© TA-058 o
ERSREBROYHO '~ 2 1% 0.1 ug/ml BATFicH S i,

Fig. 10 Sensitivity distribution of clinical isolates
~ Enterobacter (10%/ml)
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Fig. 12 »?ensitivity distribution of clinical isolates
S. marcescens (10%/ml)
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Fig. 14 Sensitivity distribution of clinical isolates
P. aeruginosa (10%/ml)
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AMPC o1z 0.78ug/ml &b (Fig. 6, 1),

P, vulgaris, Enterobacter 38 118 8. marcescens iz
ML THRRNEIC X > TR B, FRAL bIigx
A Y DMBRIRTNE &R L, RO HARITIZV

Fig. 11 Sensitivity distribﬁtion of clinical isolates
Enterobacter (10%/ml)
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Fig. 13 Sensitivity distribution of clinical isolates
S. marcescens(10%/ml)
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Fig. 15 Sensitivity distribution of clinical {solates
P. aeruginosa (10%/ml)
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T LB bhe (Fig. 8~13), P asruginosa izl
TiX 10%/ml #EMTIX 6.26~850 ug/m! DOMizEHK|T
1 7 BRI L3, AMPC T2~ T 50 ug/ml B LD
MHEHKTH o, LML, 10%/ml KM TizAHx 3. 13
~12 5 ug/ml DMz 28 Bk 118k (39.3%) /HLT
B HIBEOHMNAIRENL, AMPC i210¢/ml
T LLBRS 25 ug/ml LU L TH -7 (Fig. 14, 15),

(il) mPMEER X ORI

K| 2g one shot WD MM 4 4 DRI
TIMES ic 148.3 ug/ml L E'— iz, 150%
iz 105.5 ug/ml, 30 43z 73 8 ug/ml, 1 EEMikIC
51.6 ug/ml LML, 6RIMMICIZ 5 0ug/ml L 22
-7, SBPC 2g one shot Wik inhimBeEiE4 4D
WHHIMT 5 kic 202 5ug/ml L £~ MERL, 15

Fig. 16 Serum concentration of TA-058 and
SBPC 2g 1. V.

Sz 143.3 ug/ml, 30 4¥#ic 100.8 ug/mi, 184
iz 65.8 ug/ml L DR L EAB I WA & 5% L 2 memn
Hicix 33 8 ug/ml, GMSMICIX 2.7 ug/ml Iz LY
¥ o7 (Fig. 18), A MIC BT 5 MMMt EMiLl. 5
FM & R o eIz L, SBPC it 1.1 B5MC
Hofe, AUC (M BEdhal FHiM) ix%i3s L SB
PC 1% 4 191 2 ug/ml-hr., 219.1 yug/mlehr. THY,
ZIERW L Bbiie, &%), SBPC HRKHD gk
Vel bsnavieab iy bORHAER) ideh ¥
11161, 8.05L, Vr(AM= 23— b 2 o FOi#R
K)ix% 8 80L, 4.82L Thot, #-T Vc+Vr it

1

Fig. 17 Urinary excretion of TA-058 and SBPC
2g L V.
Agar well method, M. luteus ATCC 9341

l‘!/nﬂ (v=4) P2 o—e TA-058

%
100
Agar well method, M. luteus ATCC 9341 0. 50
200 8000 40
180f 5
160 o—a TA-058 4000 20
140k 0—oSBPC : ,
120} Drug [Case ‘(’,;g- 0—1b| 128|248 4—6h|6—8h| Total
100}
12,000 1,500] 1,000 €20] 1731, 5¢1mg
8or KO.| 5 'y'200] ‘150 105| 61.5 24.272.1%
60 X.M.| 63 |7000] 5,800 1,500] 1,000 5501, 257mg
40} M- 80| 14| 13| 75.0| 55.0/62.9%
20 17,500] 6,000 2,600] 1, 140{1, 964mg
o TA-09S.M.1 59 |'y'205| 30| 234| 107 7.8/9.2%
Drog|Cusel )| & | W (%" |V |2 |4 )€ 2%, |'70 | 8200 3,500/ 2,000 860] _200[1, 726mg
¥|\70 | 1,150] '280] 190| 81.7 24.0/86.3%
KO.|5 |10 13 | 94 | 7 | 3 | U4] 7.7 sew| 62 |16675] 4,200 1,775 sazslzsmlmg
kM| 63|13 | 86-| o0 | 42 | 35 [14.4] 59 1,14 20| 181 35.3/81.1%
TA-0s8iSM.| 59 | 135 [ 100 { 70 | 46 | ®2 |10.5| 4.3 Ko.| 56 | &30 %20 2’%’[1’% o ;‘?‘,“"
Y.Y.| 70 | 135 | 103 | 62 [40.5]165| 5.4] 20 <M.| 6a |16-000[10,300] 1,850 001.303‘«
. 7200 361] 148 % 17.5/65.5
ean| 62 |148.3|105.5| 73.8 [ 51.6 | 30.6 [ 11.2 | 5.0 sspclonl o 17400 %000 5.0 “2] i1 i
KO.| 66| 235|180 | 125 | 79 | 44 |12] 3.4 - 95| s00| 302 24.2]82.6%
9,600] 5,100] 3,350 910 2201, 9%3mg
kM| 63|15 |108|7 | 57 ] 2| a8 10 Y. o |35 1 l 10319.71%
sBpc|S.M.| 59 | 250 | 175 | ms | 77 | 38 |12.2] 3.3 9,875| 5,650| 2,788 l 180]1, 652mg
. Mean] 62. | ’ ’
YY. 70175 |15 %0 [ 50 | 27 | 9.0],30 9o 316 241 8;:1 20.3(82.6%
Mean| 62 |202,5{143.3[100.8] 65.8 [ 33.8 | 9.3] 2.7 Leml
Table 1 Pharmacokinetic parameters
A “ B /4 B T¥(A) 1~ AUC 0~ Ve Vo
P8 | (ug/ml) | Gug/ml) | (e | (b6 | chr) |\ Ywe/mihe) | @ | @)
TA-058 103.3 © 175.9 3.95 0. 46 . LS ° 191.2 ™ 11, 16 8.80
SBPC 128 2 120.2 4.53 0.63 1.1 219.1 8.05 482
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£10.96L, 12.8TL L&Y, H@oER SBPC X hh
RyRENal (Table 1),
© AMORPIMITRYIO 1 B 4 /AT, 104mg
(55.2%) I2L, '1~2B8Mic 241 mg, 2~ 4 FM
ko 161 mg PEiE & n 8 WM % T Bkt 1,622 mg
Th ) RPEULRILBL. 1 ¥ TH -k, SBPC RE¥D
AFsMic 991 mg (49.6 %), 1~ 2FMlic 316 mg, 2~
4RIz 24img Rt h, SREME TO Mk
1,652mg THY RPEIURIZ82.6 K Th ok, AW
RPREEIZAH], SBPC & b iz ¥ 1 BEMIZ S,
4% 16,675 ug/ml, 9,875 ug/ml L 5% TG\ RPREE
gL (Rig. 17),
(i) REBRAOMRN

el 7n o e MRS 22 > U.T. 1 X%
IRERMOMRED)IC & S RAREERM IR 6 ) (27,8
%), AHTH (31.8%), MMM (40.9%) THY
VAN MMIL 50.1 % L o (Table 3),

TRBERIN DR TIIMARE (60) BLUMSRE (2
P) BORPTRBEIN EhFN83.3%, 100% L
hTHWa, W1 oMP3Im, WIMI5MH 3
OHHETH - (Table 4),

MIMEABMIZ S epidermidis 1 ¥k, S. faecalis 5
Bk, E.coli 2¥, K. pneumoniae 3 ¥k, S. marcescens
2%, P vulgaris, P. retigeri % 1 ¥k, P.-asruginosa
IWVKRMES Wi, LHL, S marcescens ix 4 ¥ 2

BEREShic L Y ¥ (Table 5),

Table 2 iR X 5 ic TA-058 DREGKIEMRD MM} MERORRIX 24 I2M & xtkl Lz, BWAERIE
Table 3 Overall clinical efficacy of TA-058 in complicated U. T. I
N Cleared Decreased Unchanged bEif\?:tcear?t’:r?:
Eliminated | 6 2 3 11 (50.0%)
Suppressed 1 1 (4.5%)
Replaced 1 ' 4 5 (22.7%)
Unchanged , 5 5 (22.7%)
Efficacy on pyuria 7 (éi'fsgé) 3 (13.6%) 12 (54.5%) Case total 22
l%i%?xoellem | - 6 (21.3%) Overall éffectiveness rate
B Moderate 7 (31.8%) 13/28  (59.1%)
:’ Poor (or Failed) 9 (40:9%)
Table 4,.Overall: clinical efficacy of TA-058 classified by type of infection
Group (ggr.cgfltcz?es Excellent| Moderate| Poor Sf},:ét%l\}eness
total) rate
1st group (Catheter indwelt) 9 (40.9%) 2 6 33.3%
. ‘2.nd group (Post prostatectomy)
isr::fclzon 3rd group (Upper U. T. L) 5 (22;. %) 2 60.0%
‘ 4 th group (Lowef: U.T. L) "6 (21.3%) 3 1 83.3%
Sub total 20 (90.9%) 5 9 55.0%
' 5th group (Catheter indwelt) 2 (9.1%) 2 100%
ﬁ}::gmn 6 th group (No catheter indwelt) '
Sub total 2 (9.1%) 2 100%
. Total 1 22 (100%) 7 9 50.1%
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AR AL 6T, £/, RNm, ks R
ETIXEED) 12 T KA E BRSNS JEHIBL A 6, 700 710,
Beh-1% 9,800 (AN L, FEM 19 THRMYY IMERA B L
A1 7,600 A2 3 5.1% 12,400 k2, GOT %75 A% 506 i=

GPI' p3 42 526 25212, Al-PH35.7 16 26.242, BUN
IS M6 20 ICERERMINL LI+~ & /i
Wixa Lo bieh -7 (Fig. 18), LaL, fEH 1211
AR 3T B D BMEHLNTHY, BEWRE

Table 5 Bacteriological response to TA-058 in complicated U. T. I.

Isolates ;\lt(x)"aionfs Eradicated (%) Persisted ?f(:é?ftrgtearfxgmappeared

S. epidermidss 1 1 (100%)
S. faecalis 5 5  (100%)
A. faecalis 1
E. col 2 2 (100%) ‘ 1
C. freundss 1 1 ‘
Citrobacter 1
K. pneumoniae 4 3 (75.0%) 1 A
S. marcescens 4 2 (50.0%) 2 1
P. vulgaris 1 1 (100%)
P. rettgers 1 1 (100%) 1
P. aeruginosa 5 3 (60.0%) 2 2

Total 24 18 (75.0%) | 6 H 7

Fig. 18 Laboratory test before and after treatment with TA-058
RBC WBC GOT GPT
x10° 506
252

3r 1 20
Before After  Before After
Platelet Al-P Creatinine
X10°
L L

" \ 2} A

30 E 15 F

20 2 O : 10

10 g P e

Before After  Before After  Before After Before After



VoL #RBiS-2

CHEMOTHERAPY 695

BELTWEEBbh, EONDOAMMBNE LB O
dokes ¥ P, SE 19 2RI MBI, R,
LEEERALTRY, FAUE 4 AR OERENSTR
ELARDDREMEHT L B2 Shic,

N % ="

TAZ058 K OUMIZ N2 F)L-Da7 2 15 ¥ e KD
L AMPC BNk TH 3, ZORIMOEARIZLY AM
PC LY LM AOMM, HElix~2 bADIIHITH
bhTW3B, S aureus I ¥ D 75 ABESRMIZ XT3
Filihi: AMPC XY ETLB LBbhEN 75 LM
HEETRAEMCRARA X 5ic E. coli; K. pneumonias
BLU Pmirabilis i34 25002 10%, 108/m] 68
© AMPC X0 h T3 Y, ¥/, P. aeruginosa izt
LTLdSRENHM DRI L Bbhi, SREk
R a0, HETRIELYE CBPC, PIPC @ P. gerugi-
nosa (T8 10°/m]l B TCOBEME L — 2 13K 4 25
ug/ml, 3.13 ug/ml iZH - 7=, KK P. geéruginosa
a5 10°/ml FEMTOBRZE L — 2 12 50~100 ug/
ml ML kizd 50T, &AMz PIPC,CBPC kv P
aeruginosa iz ¥ MW HiIz LB LE A BIB, PCHR
AN THEEROHBEHEETSE3EREL LT PC
ase T 3REHSAIEIc D, PCase 1,1
Fhick>T% ABPC, PIPC, APPC Rz s h
39,

LirL—¥k, E. coli, P. mirabilis iz B~ A
KRHRBBRIEI BV TREATWS X H i, PIPC
»3nix CBPC ¢ MIC RiRIFFRSTH B0, EDy
WCIRARRIZ B DICAE L, in vivo PRTIIEAT
naEBbh3,

f-lactam FHi4mROMEERA O LM PBP-
IBTHYW, &Alix 1B, 14, 2, 3cEmtri+
e BARIOBEIAER N S 6517 bie®, L
>TEABRBREBE ORI b LBbI S,

ARk fhMEEE DO b O SBPC XD IEMETH -7
B MR 1.5 RME BHTh D, AUC iZAMiz
191.2 ug/mlehr., SBPC X 219.1 ug/mlehr. ¥ Kk
hote,

A#| & SBPC 03RO BT, Ve i34 11.16L
8.05L LFEILTWBRA, Vr i 8.80L, 4.82L LXK
¥idt SBPC m# 2 fiiciE L, &FoHH SBPC kil
R~OBITRRIFL 2 bz, —F, &Hl, SBPC 2g
one-shot WMMERE o JRPEEN X R H 0O 1R K TH
16,675 ug/m), 9,875 ug/ml, 1~ 2R TENEN
4,200 ug/ml, 5,650 ug/ml & Xhd THVRENRESL
hi, Lhl, ##hcxtd s @EEREE (10°/ml &

T MIC 2 100ug/ml u.];i:iﬁ',' ) 1X E. coli T30 Bk
15 Bk (50 %), K. pneumoniae i 30 Bk 218k (70

%), P. mivabilis Ti% 30 Bkeh 20 8k (6.7 %) TH VY, P.

vuigaris, Enterobacter, S. marcescens, P. aeruginosa
TIRRMMETHEMRDLLRITE HIZWE -,

B O R i IA SR R OTRIMIZ F\ THAK]
DODRPMEERRL T IRL, ThiELAED MIC &
K2 LELBYLENRDY,. E. coli, Proteus MYusiT
X MIC Doz L 10 36, ' P. aeruginosa MYuEE
T 10 (FO RPN LDETH S LBRRTVWS, ¥
o, WO 1 A)BDTARINN SRR B R W EW 54
EBWTRESRARDMEMGFT s edicik, ®EZh
B4R O RALMARE SR A MO MBC & —ERm
DEEEDLBTLHALETHAT L EIBRLE,

AR I RBRED WSS h B LB HhTH

D18, RO MR PEIR W AFID R P IREE b #sd bh THE
Hahs:Bbhd, Lal, ERcREShiity
RORBPRECIIREN D BDT, BBHRB+53i14
LB OFOERL LTRLMD MIC $/h&Enz
LR VBB, FHO RPBITIR1ZY RIFTHS
2, HERAR2 b, FEACE» R ORNRED 5,
Wb 35 3 R ¥ 7 = A RFAMHRIZ O W TIRIERME
MERMEBRE I 31T 5 BEPRIVATG & 35 = 75 - 7o Mt T 70
FBHBEORAEHRPBOLATWA DI BT 5 &,
FRIDENIZX59. 1K LRRED LD THo, LL,
BRMERABDPENZ L L, %72, S marcescens [ZxtL
%3 Rt 7 = ARTEMHRH 50~100 FORER &R
LTWBDlLARiZ 4P 2 kLo RREliEh TRS
¥, BRRENTEAREREhWIRER L Lo,

TR FRIE R 1o 3 2 AHo> U, T. 1. EZhFF
N BRR) 12X 5 RARKRIRIZ AL 59.1%
TChote, WERAN1R1~4g TH5HMN, 1H4g#H
LEMII8HITH o, BMAMBESIIS p-lactam ¥
HAERRHE LSBTV S - EROBPIB S
hTws, PC REAERIIAKEWER» P, BER
VNI ES L EEANS CBPC H 5V X
SBPC D KBIENTONIR b D o, URHIT S
J ECREELAMZ IR X Y L A ORISR IR &
hTnwhbholeled ke 2+ KEER Shic, Lk
L, BEROMMIEROENEROBEMEHEL, B
ERARBROEAPLIFE LWL ZWa vy, £, bhb
NOER TR AHEEIC X5 Bbh 3 BMEBNE
M, K#if, BEECFREORFEL 1HL 4560
¥, FHOREMIHBEhi,
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REEBRGED WS 5 AMERMIzT 5 TA-068 »
MIC #¥ L, AMPC mo¥hiMiLr, ZHiD B
coli, K. pneumonias, P. mirabilis iz3+2 MIC 1
AMPC X h@Eh TR Y, &Kl P. asruginoss izl
TH 10%/ml EMTHIBREOHMAVFREhi, Bk
FRA 4 £&iz 2 g one shot WM Lm0 M PMRE, RH
PSR LAMR, A<Mz PC RHTER & LTiddi
YN REN B S, ROV LBRTFTH -
oo MRAEAMENE PR IR RGWIE 12 3% 5 27| D A4 B BR 2
RARHE5. 1% TH o, KM HMRR2 bad
BAT, FAIXREBEBLAERRIEN L LT 5—ED
HES 300 LBbhk,
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FUNDAMENTAL AND CLINICAL STUDIES OF TA-058
IN URINARY TRACT INFECTION

Takasur KawaBaTa, YosHitrapa :Oni, Tosumiro GoTo,
Axinort HaNArusa, Tosniakt Kakinok: and Kenicuiro OkaMoTo
Department of Urology, Faculty of Medicine, Kagoshima University
(Director : Prof. K. OxamoT0)

Suinicut NacaTa and Cuan Yine Far
Division of Urology, Saga Prefectural Hospital

Setsuo Asecui and NicHirRo SaxaMoTo
Division of Urology, Kagoshima City Hospital

MIC of TA-058 and AMPC against 210 strains of GNR including each 30 strains of E. cof,
K. pneumoniae, P. mirabilis, P. vulgarsis, Enterobacter, S. marcescens and P. aeruginosa isolated
from U.T.l. were measured by agar dilution method with inoculum size of 10%/ml and 10%/ml.
Antibacterial .activity of TA-058 against E. coli showed two peaks of MIC distribution at 3. 13 ug/ml
and higher than 100 ug/ml. Antibacterial activities of TA-058 seemed to be one fold stronger than
AMPC. Both drugs did not demonstrate strong activity against K. pneumonsae and P. misrabilis.
Nevertheless, TA-058 was ‘a little superior than AMPC. P. vuigarss, Enterobacter and S. marcescens
seemed to be resistant to both drugs. P. aeruginosa was not sensitive to this drug with 10%/ml
inoculum size but 19 out of 28 strains (67.8 %) distributed from 3.13 ug/ml to 50 ug/ml with 10¢
/ml incculation.

Bolus injection of 2 g of TA-058 and SBPC was administered to 4 male healthy volunteers by
cross-over method. Serum peak level was obtained 5 minutes after the injection, 148.3 ug/ml for
TA-058 and 202.5 ug/ml for SBPC. Serum half-life of g-phase of the drug was 1.5 hours, which
was a little longer than that of SBPC. AUC of the two drugs ranged 191.2 xg/mlehr. and 219.1
ug/mivhr,, respectively.

Urinary excretion rate of TA-058 and SBPC until 6 hours was measured as much as 81.1%
and 82.6 %, respectively. Maximum urinary.concentration was recorded at the first 1 hour urine,
16,675 ug/ml for TA-058 and 9,875 ug/ml for SBPC.

TA-058 was administered to 22 patients with chronic U.T.I. 1to 4g daily for 5 days. Overall
clinical efficacy according to-the 2nd criterion recommended by Japanese U.T.I.' committee was
evaluated excellent in 6, moderate in 7 and poor in 9 cases, counting 59.1 % of effectiveness rate.

Five strains of . S..faecalis and a few of K. pneumoniae, P. aeruginosa, E. coli, S. marcescens and
other bacteria ‘were cleared from the urine after the treatment.

No adverse subjective effect and abnormal clinical laboratory test were observed with this regimen.



