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In vivo iz k13 XA WO T B L Vb aH LW AR~ = Y 8 TA-058 DRBEBYEIC
DT ERR « BERATFREIT - o

1) T-tube #AHicisVT, TA-058 1 g WEkolEHPREEE TIPC 1g & o crossover ¥
T B L7c, TA-058, TIPC & iz 2EM#ic RaiaHPREEIZEL, EhEh 246.5
ug/ml, 66.6 ug/ml T Y, TIPC o 3. THEMEER LY,

2) TA-058 1g MME&OMRPEARH PMEEE, MEREMAE (3M) LBRMEHIZ X5 HMALR
We 5 BTt 218.9 ug/ml L RWIREENB O, 2 RMIEOIBIEARMIIRE (9F]) R¥E
18.1 ug/g THolt,

3) TA-058 & X UED{M{ETH 5 penicilloic acid, 5-epi-penicilloic acid # HPLC g% A
WTHRRELR, Z? TA-058 ¢ Chemical assay #:} Bioassay #: & mHIpB{REkit r=0.998
Thofeo BHPIZIZAME 12.9~31.4% (F1524.6 %) FELLA, 38 —20 °C %Hdifk
FH TR 30 BicmL iz,

4) FEPER 127, BBAEFSS 1140, B 23 licxi LT TA-058 1g 1 H 2 B 7 12 AAMMMEIC T
5~9H (¥7H) Ms L BROBKMZRIT, ¥BH3H, FH 16, OO0 2H, EHl
B, TH1HT, HHRE6. 4K THolc, MEENHRIL, E. coli, Klebsiella, C. freundii, S.
Saecalis 1x{%k Lichs, P. aeruginosa, B. fragilis, Enterobacter 3 BRAFE-izHB L, BUEMA
it, EMHRMTEIREMNESHT, 9T 1MLED bhixhoik,

ULk, TA-058 i3fEiH~MMECHBTL, BEBRIMECH L THALZERD 1203,
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AROMBBEAREMET S  f-lactam RILEMK
B, EPRHMREEERENEY, I/ EMER YK
BLTRER B, DOEO WAL KRBT LR X
D, HEARZ FARHRMHERD I ERTE, &<
AL THD 2 MO EMA MK S cephalosporin
ARMBPLERY, WIBRE VRN S B RKA
oMBAERE, WEZVSEHREh, BERH{SH
TearNrLbl, ETOMBRELLTS S LAMEM
BREATIHMANY hADIK & SLM S MBIz i
b TERRD, FF7AMENRENTIHNOIILR
THLBOTHBLOHEEH NG,

o, BERREO BN T OBEXE Y T ABN
BEREDTVWESR, RETRANTLY 5 LABERN
b3 S foecalis B ILWERLELTHMLSS D

Fig. 1 Chemical structure of TA-058 and
its metabolites

‘ CH.CONHCH:
PA (Pemcllloxc acid)

(':H'NH'
&u,conHcr,
5-epi-PA (5-epi-Penicilloic acid)

MQ_?H’—CO—mrX
COOH

AMPC (Amoxicillin)

Y,

TA-068 12, Fig. 1 oL &{bempeNL, =
ho6yIAMMEMICHLTEAR KNS &RT &5 PC
nNedbd,

bHBh, FILBRENIZLEEVHKNRRY b E
AL, &6 snmustro OHMAN in vivo ILBWVWT S
+REREMERD L, ABRBRECHLT LM
HREEOR TS, §E, bhbhix TA-058 ol
WS AR I 0 5 KBS R & W R X O MAY TSR &
LCHEHTBITE VRN L,

& Hik

BR¥n 56 4E 10 B MM STEET B ETD 10 2 AMic
R KEEZMB s8I L OO BEERIC BN TA
PR &R e 3o e RE Lic, £D5D, KD
RIZEHMRSE St FNRS 28 iR L, B
1260, & 16HITHY, LERAILH 34~8138 (E62.5
R), 23~82 (W5 62.8) Thol, S5HRTF
BEEOfE AR L Yt L, BERZIROHBITIIIE o e,
Z 0 28 Hl & i3Ric AEEMBYE & 2 te AEEES 9 Hlicis
WT TA-058 BEEKEMRAYIS & UMAEIEAEH - BITEM
ML7, &5z, balloon occludable T-tube® # i¥fit
Lz 2 Wiz 8T Ticarcillin (TIPC) & o crossover
iz X SN MEEO RS L UF TA-058 kpRMD
B &fToM,

1) :F, BFEMRNE1T O RESEFCHLT,
iz TA-058 1g %*4EMAWM 20 ml iM%, 550
B THARAEE Lic, BARPEREE %I IO %
BR ERIL L, ZhE B il P eE L Ui, BRREG:
1Zbhic (Bb 2 %) B¥E T OERTER L TER
MEHEZBRL, TORAMELREL . 21T, AR
SIARE R, PATHECIEREL FFRD S &IREL, FERENR
BREITV, 1X2cm OEBRERA ZIREL, FEPEHMRA
MEEZRELE, Thbb, B LICERAAMY ORE
A+ 3R X UMk g, EBAHKIC TEL %
L, BV —FILTKIELEMY, T2 Fv 78RR
B ANT, M, BEHLREKcERET -20°CT
BRI LT, I RERMICOWTIR Blic RHL
Tco

2) #J84Fiz balloon occludable T-tube #3#EA L
T MRIAEREAEED 2 Flic RV THFER 18RS LERB L,
FHROMELIBE F v — UBHRBTFIB bk
#2053 A T-tube OSHEBIZPAB(L, AEMERE XL
» & 2 AMEH RN OBFFER L ERLE Lbiess,
TIPC %#%iM¥L+5 crossover #:izT TA-058 3k
U TIPC £h¥h 1 g Btk 1 R JEH & O EiR
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mL, wnawmummmz&&#m 6HFM % Tk
BRMNLE,

HiRF|OREH LR, TIPC X P. aeruginosa NCTC
10490 ¥ VB R~ —F 4 2 2 kiz L % Bioassay ¥
TA-058 (IMEM L LT E. coli ATCC 27166 &R
% Bioassay (i LU TROWMME s v~ + 57 ¢
~ (HPLC) #:&#tFAL, TA-068 DRMIMBHTHS
penicilloic acid, 5-epi-penicilloic acid, Amoxicillin
(AMPC) &5yMtEik e, SRMghMRE, dowchse
RIFMMC T, AN L UIERAARAREL 345 M
Y MK (pH 7.0) #AWTHERL, #RbLER
1P =% N

TA-058 o HPLC #i%, TSK-GEL, LS-410 (5 4,
WMEWER) ¥FERLA 1S0mmx4mm id Ov9AE
M L7 B2 ERT 635 BUmlRkiE 2 u = b /5 7R
R, BAER (OVE570—, TURTH) LI
RaM & EHED 7 MCEA LK, 0.1M KHPO, & 0.1M
Na;HPO, & G{EML7 0.1 M Y %% (pH 5.0)
¥BEHE & LT H# | ml/min; 4T 4yME%, 0.2M
K,HPO, & 0.2M Nay,PO, & G{ESIL™ 0.2M Y &
MRS 0.3 ml/min. (pH 11.4) 2 fluorescamine-
acetone ¥k 0.4 ml/min. & #8IEL L, Kt coil iy
T# 8 I, excitation 380 nm, emission 480
nm BN THIZHEREEH 240-S e TR 21T
2

3 ) EEEKAORRINIX, TA-058 ¥#1[E1g 1H 2@.
R0 AMIE (3 HIDAME) 12T, 5 BMELE&E

L, EORMKDEDOUIER, WAL LTEL, M, &
WA, WY ARSHERONR, KW, HhRK,
FIAEDS, CRP DOIER{L, 38 X UMDIC X 5,
MOERERR, Blumberg #iR7s Y IATBTR O L1
BN 3 BLARR BRI LOEEBN, “hbnie
EROLH, Eciz—MOUMWNRS5 ALUNICES AL
COERRPL L, 7 BUNI-MBOEEERD Sh
LOEPCRPME L, T HLLEMRLT RO
DBEY SR> COERIA L WELE, ¥

4) ¥7, MEEMMMNOEDIic, +=El 7
FHMpE iz T-tube 3 H8W 6 h e iEH & HAIEINE
ARBYy %R ~® (2 Y= hAYTTALY LBR
L, MK, REEITV, BRCEREFLBRER
MEkickS&, SEME 108 cells/ml iz°C, TA-58 0
B/NFEWPE IERE (MIC) &#MEL .

SAOMERM

1. BEMMWICKT S TA-058 DHAAE
(1) TA-058 1g MEHOMNPRE

WP RS 6 FITMEL T, TAD58 1g BHHE
OIMPRETE 72~198 ug/ml, ¥y 146.2 sg/ml L

PC ﬁl& L CrHBpoM i & r L7 (Table 1),

(2) TA-058 1¢ Mo BN PRE
9 ic 5\ THABEREH PIREE R ME L 2. EORKE
PAEH-hMBFIZ 589 ug/ml. Th Y, 6.5xg/ml PITFT
& o R PAED 3 fEW L, HPLCETMELL 1H
(FEW6) BB k. TR 218.9 ug/ml LR

Table ! Concentration of TA-058 in serum, gallbladder bile and tissué after
intravenous bolus injection of 1g

(Bioassay method)

Case No. Serum (ug/ml) ' Gallbladder bile (ug/ml) Gallbladder tissue (g/8)
1 176.5 589 55.5
2 194.1 217.5 3.3,
3 213.3 18.8
4 52.2 9.3
5 197.8 22.4 18.5
(218.9+201.8)
6 121.6 96.9* '13.8
7 ; 6. 5w ¢ '18.6
8 72.0 2. 5% 12.5
9 115.0 0.2%%% 897
Mean + S.E. 146.246.4 ’ p SRR 131*:13;‘74 "

*  HPLC method o
*=+ Obstruction’ 6f ‘cystic duct
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,4&x 33 Table:2 Biliary concentration of TA-058 and TIPC after intravenous bolus

s 80-~T 4 2i¥®  injection of 'l g by crossover method -

et AR - "~ "Biliary concentration (ug/ml) o
A (iiig+ |1 ‘Antibiotics TIENNAE SHN T | T ; -
syt b i+ P~1hr. 1~2hr, 2~38 hr. 3~4hr.. 4~5hr. 6~6 hr,
sAg | SBA0B8 | -61.7 246.5 134.2 17.1 57.2 36.1
4451& VoWpE- | g6 66.6 23.6 7.8 'glo <3.0
i |, TA-058 | 53,4 L MLe 104.5, 49.4 B4 23.8
kg g TIPC | 180 | - 484 3.2 13.2 6.3 43

Fig. 2 Biliary concentration of TA-058 and TIPC
Ifff_ﬁil' 1.0g i.v. #g/ml - 1.0g i-v.
a TA-058 72F 48kg | 35M 62kg
200} 200
N 8 g
s S TA-058
5
Sk 1}
~/ TIPC
’ N N,
1 1 " &
™2 34 5 eobm 0==T——=23 4 5 6m
Time Time
N~ M

£

Fig.'3 Chromatogram of TA-058 in serum and bile

Serum (5x1)

5  10min.

Bile (ix1) '

5-epi-Penicilloic acid

~ Amoxicillin

»Penicilloic acid

TA-058
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s BITERH . (Table 1),

(3) TA-058 1g MEikoDEMMEMAIRE

TA-058 1 g WhiE 2 pMIB 7> O MO MBRALBEALMR P IR
BEi 3.3~65.5 ug/g, ¥ 18.1 ug/g L MK&RL ko
JEPESMEL THBEFTH, MEAL EDRRIZE
REWd izt o7 (Table 1),

2. TA-(058 & TIPC & crossover ikickSM

LR T {o)-d

TA-058 1 g Wt DiEHF81TE TIPC 1g #bw
& LLBHRIN L e, TA-068 DAEH-iBE, 1 g WikicT
BEH2BMIZTE— 2 28L, 141.6 ug/ml & 51
246.5 ug/ml & TIPC DEh LML T 2.9V L
3. T X BT 5z LB L7 (Table 2, Fig.2),

3. TA-(58 & EDKMANYOBHHBIT

TA-058 mDpEM+RBES Bioassay EkikTHRIEL
B LAX 9Kz oW T, & 5ic Chemical assay gk

ecid, A-epi-penicilloic.acid ThENOREELS L,
Table 4: iRt & 5 icipMERESIC>h T TA05 &
penicillolc acid o MMEEL ik PR/ Lic S5-epi-peni-
ciiloic acid DOMBEN LAT S, LirL, RPicsns
h%s AMPC g PToMIEENS Lt Fig.2
DIEPIC BT 0.7~0.8% L MKk £z bhz

(Table 5); £z, il (pH 8.8)4c TA-058 . ¢
180 ug/ml (72 X 5 lHMML, 37°C T incubate L
FBROBRRILE 2B &, Pig. 5 1Kt X 5 il
TiX'5HMT penicilloic acid iz 15 BB BE L
YL, LaL, Table 6 X8 LiciBH &4 i
BB Lickrl, —20°C MM 3 BMURTFSIC MR Uicks

Fig. 4 Correlationship between. chemical and
bioassgy mgtlgod of TA-058 concentration
in human bile

(HPLC #%) T TA-058 3 XUMEDB5MRY peni- #g/ml
cilloic acid, 5-epi-penicilloic acid 3 XX AMPC % 1000 £=0.998 (';_8)
BE L1, SR HPLC 7w < b /5 4% Fig. 3 i ; p<0.00L
=+, TA-058 #RBE> Bioassay & Chemical assay % y=0.985x—4.93
B & OMBAICOVTH, FAMAREK r=0.998 LIEHICH wl S
WigBEYEE® bhie (Fig. 4), L7c#->T, Bioassay s
HEOBERMIEHFTH TA-058 £0LDOMEE g
L, ORBIMBOHEA oA LR TE B L1 ; ¢
%5, Table 3 (HEMEAEH ) TA-08, penicilloic E 10}
acid, 5-epi-penicilloic-acid OWMEETT, MR 5
P 12.9~31. 4 B & G 5, fBHH TA-058 MEED
BIEL 2 LHPATLEN, UL, 1HH TA-0SBR L/
EX BRI BT 5—eg§1‘g§ggg;ggg‘gcid le:i:t& 10 (118 e lb. . 100 Tio
WICKE < R BHEAER L, TA-058 1g MiE#, 6 Biosse comcantratin #e/al
Feflicbc b BEsRYIC i8> TA-058, penicilloic
Table 3 Conc;fntration of TA-058 and its metabolites in human gallbadder bile
Total TA-058 | Penicilloic acid ?;el?i-. o c+d c d
f enicilloic acid — —_
(a) (b) : © (d) a b b
(ug/ml) (ug/ml) (ug/ml) (ug/ml) *) (%) *®
673 586 66.7 20.3 12.9 11.4 3.5
243.5 200.8 33.1 2 9.6 17.5 16.5 4.8
266. 1 183.1 67.6 154 stz | 869 8.4
141.2 96.9 3.5 3 & 7.8 3.4 31.7 8.0
72.9 51.1 185 9 % 3.3} 29.9 ! 36.2 6.5
19.2 e 18« i f
- by R itk
8.1 6.1 1.7 0.3 a1 i 2 4.9
1.3 | =
0.1 . + \.._j RUL
Mean+S.E. 0 24.6+7.1 | 27.8+10.4 | 6.018
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‘Table 4 Biliary concentration of TA-058, penicilloic acid and 5-epi-penicillolc acid for
< 6 hours after intravenous bolus injection of 1g

1 » Biliary ‘concentration u(_.ug/ml)‘ )

] 0~1hr. | 1~2hr. | 2~8hr.-| g~&hr. | 4~Bhr. | B~Ghr.
72 | TA-058 69.0 252.9 129.2 97.0 52.8 28.5
F ¥} Penicilloic acid 32.6 53.4 20.4 24.1 19.2 -18.7

48 kg | 5-epi-Penicilloic acid 5.1 14.4 22.0 47.8 54.0 “ 52.5
% gTA-oss 63.4 168.2 133.3 53.2 | - 30.4 25.7
M. ”] Penicilloic acid 23.1 21.9 26.8 174 | 1m0 16.6
olkg 5-epi-Penicilloic acid 3.3 15.7 31.5 39.8 48.2 53.8
Big; 5 ‘Stability of TA-058 in human bile Fig. 6 Case 16 67 F Cholangitis
at 37°C :
c Op- | TA-058 1gX2/dayX7 |
[} T
. zlag/ml g J
) 8 ol
§ 38
. 3 37 ,/\‘ A A
A 36
150 WBC 5,200 10, 400 5,800
. Tenderness (#) (#) (#) (#t) (#) (+)
'g Defense (#) (£) (4+) (+) (+) (<)
£
§ 1001 Table 5 Concentration of AMPC in bile after -
© - 1g intravenous bolus injection of
Ly TA-058
20 Time. .| AMPC (ug/ml) | Ratio to TA-058(%)
10k 5-epi-PA before n. d.
‘ T 1° 05 - 0.8
A A \\ 3 2° 1.1 0.7
R 3 5hr. 3° 0.9 0.7
Incubation time 4 0.4 0.8
5° <0.5
6° <0.5
Table 6 Extracorporear change of TA-058 (—20°C frozen for 3 weeks)
before after -~ hefore()
TA-058 6.1 ug/m!l (75.3 %) 5.8 ug/ml (68.2 %) 95.1
Penicilloic acid 1.7 ug/ml (21.0 %) 2.3 ug/ml (27.1 %) 135.3
5-epi-Penicilloic ‘acid 0.3 4g/ml (3.7%) 0.42g/ml (4.7%) 133.3
__Total 8.1 4g/ml 8.5 ug/ml
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OTA-08 3L CRIES MM ORMERLE M2 b 0T
$3.-20°C ORURIET S, D Tiid 328 TA-058
OREFBAHTER, MEICIFCEERERok LW

D2V B PUZ RN & 3 L, BRI D 28 )
O LR, HERAMMORRE Table 7 iZRL 1,
A MSE 23 D & %,

1 Piftaod {EAemEsRIA B

215 REhTwieiebHERBL L, WETEr 2HTiz,
™ W23 B, WHieH, A2 H), KB 1MTHY,
BB AR
EDHMMIL 86. 4 % LTl RN WBh, EDI1
TA-0S8 ERMRN & 8 AT T EDH S, WM FERMT 5.
B, L b S E I SREFTR L B « thRRETR P 18 : KK 42kg, 67O LT, 10EMIZIRE
Table 8 Prophylactic effect of TA-058 on Biliary Tract Surgery
: ) : ) TA-058 Isolated |[~. :
No..| Case - Diagnosis Cc:;'i‘ph' Operation organis Cl-lf}“cfl
on Route| Dosis | Day |Total| sms . eltec
4 LY, 34M | Chalelithiasis —) | Cholecystectomy | DI {1 gx2 7 14g |Unknown| Good
13 T. Y 73M Cholellthxasm —) | Cholecystectomy | DI |1 x2 7 14 |Negative | Good
3 T T. 79F Cho lithiasis —) | Cholecystectomy | DI |1 x2 8 | 16 |Unknown| Good
4 | A, .T.59F _Cholekhthlasm M | Cholecystectomy | DI |1 x2 8 16 |Negative | Good
5 "T.‘Yl'. 59 F | Cholelithiasis =) Cholecystectomy | DI (1 x2[ 8 16 |Negative | Good
DM : Diabetes mellitus
Table 9 Bacterjological effects of TA-058
slsolated organisms | No. of strains | Eradicated | Replaced | Unchanged| Unknown | Eradicated(%)
“ &%ascalis 3 2 1 2/2
,Sub-total 3 2 1 2/2
E. gl . o, 9 2 1 6 2/3
K. pneumonige 7 1 2 4 1/3
wids; 0xytoca 1 1
E. cloacae 2 2 ' 0/2
C freundn 2 2 2/2
g aefugmosa 1 1 0/1
4., Sub-total 22 5 6 1 5/11(45.5)
%, . Total 25 7 6 12 7/13(53.8)
Table 10 MICs of isolated organisms from human infected bile
Isolated | No. of | MIC t”g/““)
",’5%“;’“"“ strains | o 5 [ 0,39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100|200 400 [=2800 [Unknown
S foecalis | 3 1 |2
&y-coli .9 1 2 1 4
K pneumoniae), . 5 1 1
K. oxytoca 1 1 ‘
Ecpacas | 2 L :
Clfreundii | "3 1 !
P amiginosg "1 | 1 |
‘\‘{b‘(tll(f i 25 ‘:m:lk 5 K 2 \5,. ! 2 i 2 H 6
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FEIC CRERMBRE & 521 TV 3, 1 HANMMS MR
M Bl WHELEL, 612 B°C ELEIRME
L, ARLAMEREREFNTHS. REFHIAY
Bk (RNAERHEA), RIEE+HRBRANENT &
TA-058 1g, 1 A 2[E D AMMMEICT 3 A BICHE, B
O MR, FNARAEM, 28 HBRBOHNRLER SN, ¥
LY L (Fig. 6),
FehaE S5 & Table 8 teaet,

RPN
REPRAOZIR & WE LB/ 23 Bl 5 b, MRk

TEAD 6 PIEBRC 17 i & 25 BROME M L. 20

Mz Table 9 iR+ X 5ic E. coli 94, Klebsiella
8 Bk, Enterobacter 2 Bk, Citrobacter 2 ¥, P. aerug-
inosa L%, S faecalis 3BTV TH o, %1, TO
MIC % Table 10 iR L, TA-058 iz & B HamREART
Gumﬂllﬂ%&#}ﬁiﬁiﬂ EhTwi Bop‘ 6H» - o
CET #MERTd - M5 2 & R & hie licH 3
TA-058 o MIC %, E. coli (<0.2), C. freundii
(1.56), K. pneumoniae (12.5), S. faccalu (3 13) T,
MIC A%12.5 L\ K. pneumoniae &g»r—r«ﬂ%
Mok,

TA-058 DHBlERRIRIX, E. coli 90.9%, Klebss-
ella 85.7%, S. faecalis 100 BCH - . MBIz
F200 17 C, C. freundii ixisk LixnS, P. aeruginosa
BHB L,

LU

TA-058 DEEFRME % RN L7 28 5 (RIS PIE
BHT), EMHRMETox 114, 3 39 ERIC R
T, BH7 VX —, HERER, ME—ERERS LT
12 MIREEARE RO BREHIE2 B bhiid -
7o' .

5 L

BOECit, PEBRBEIZBNTY, bolIb{E#HHET
bBLnHENLAR PC %=L cephalosporin RIEA
Y f-lactam FOMERANS HEHRO EHEZL T
39, L L, BETRD 5 iXR$ o cephalosporin
FEBITIE, MBI THOELER, BATIZL
IKXD, HERA<Y FAOIK, FEAOHR, HWM
DER, p-lactarhase izxt+ 5 KxElbi g2 s h
rOIHL, &M PC REFITIE, ABPC L 6fi<>
EUHO pnickREE bo AMPC 2 EARIL LT,
2o COOH F &= F At BHtkE, 6D
NH; #£0 H % ftho iz B#T 3 HkEo 289 Lk

<, ABPC 0 6 SZIMBIR IR TAY T h ) B3, .

U< R# L & TIPC # Piperacillis (PIPCY:%,-ABPC
0NN THDP, LredoT,  TASE 12
AMPC 0 8 (IO RMMEL LT, Nei s A-Dyx
73 ¥/§:ﬂeu~5’wo bDTHB, Zhb 6L
MMRAEIC 12368 LT i vitro SR @B TV T b in vigo
Thbb, SERRBKEIZEY S EDy M) CRPC
% SBPC Lt X¥/x <%, WEkoMmic 29 {HMAHDEF
BB ShEDicHL, TA-058 iEmMEOKEN)
%2 &, MMAN+HSIC in vio TLRMTES L5
WM BB L ShTWBD, bhbhORMTE, MC
P 12.5 ug/ml TH 3 Klebsiells XBRMA N1 KD
2ICe

~%, SBBUKIC Y 5 BREORKER, Wk
WBSE TR 7 5 ARMEIITR Y Th 5 T L bl

O, 75 slpERizEAWPL, 75 AB&#I:BJ:
G lOMmpERSh, Lk, ﬁlu’ 5 Alﬁ
BETY, E coli RRBICHAHL, B11H#H7K oevhsb
sporin FISARL PC MO SMHTh 57 Enters-
bacter, Serratia, Citrobacter 13 X Us5iitilio> B. fr-
agths REBHMMLTHWBZ LARMERTVWEDTY,
Zh bW 3 HEH DMV 3 4o cephem %
EABSERA S WL, ZhbORMHN 24BN
ML TROPZ > THEABE L B> TWBZ LR
VY5 LBERE (i S faecalis DM ETHAL
BHTNBD, TOMLIXAETY 2bh, S foeculis
PIBERRIEIC 33V TR S W5 MEEN E. coliy' Kleb-
siella \LRNTHILTH Y OD, ZhoPT AR
L 75 nREE L { iz E. coli, P. mirabilis High P.
cepacia IZ3L T HbHAV HMAE HL, MIC & MEC
GV TA-058 i3 DHEiR~7 Fvind GMBTE
SEHTHS 5,

&T, SRHERICIBY 5 BREORAOIIRIC DT
1, ACEBIERIEA OHESED b0 X U bIF - B
DAL BB A Bty L+ 5 BB~ KAl BT
B, WML RBIcx T, BEOEEFELERL,
T D{LERER ONE & £ Ll kR
e SRLKITHE, Mat, T-tube Xn@bhk

“JBHhic P aeruginosa Wb SEMICHUTE, ¥

I/ RWHEE LT O BEAZVN, Lemﬁ&
T-tube 267 3 /gnﬁzﬁxfnu;aﬁmrhﬁ
Té”.’v"’twcf'ﬂ-“'(‘b%w o
TA-058 DHARIED & OMBUZ VT, B FBET
i, SMicistRic CBPC X D bMRETA R, ¥
w@muy b 18. 8%, U413, G%faboft’%
phbhOBKIC B 5 crossover #ile ks TIPC L
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oLEBITY, Riz TIPC w 2.9~3.7 KM ICB
STomprNakk (Table 2), 7, ANNE« ALY
dicit, TA-068 1g AT AW 580 ug/ml, W3
28,9 ugdm] & HHBWOBRITF 81T R A L (Table 1), 8
AT SRR E N, BEEBREAL
CORPEBUERPMRBE T TA-058 1g: 103 2 REMItR
i 18. Bug/g BITL (Table 1), REEEAFNESREH
ZBNThH, IS OMMARE L 2B X\
2ibd, EEEO MELTWIZ LR S B0 H%
ARV HRATHS 5,

LiLiaRs, P aeruginosa a5y LT
—HeREHME f-lactam REX T 1 BRER LY b
REEEARPTHEZ L RXRMENTIY™, 4550
TREEA~IEShTLE 5 TA-058 1, 0 ERE
KNSR EELRT B - X b BETE LW, bhbih
B TA-0S8 DRERZHIE B ORHERS 5 vV iz FR
ateRdfe ), 0E0 5 S 2 MikBEERIIC £ DR
EeRD 55, Kkic TA-058 9 p-lactamase -t
DA TH 5. T AbS, 83 #ARo cephal-
oapotin YRRz v, TA-058 1t penicillinase I, II
k) HM&hs, TA058 LEHFEBICT A-lacta-
mase' MM ERIA LT, L TR 3L, b FBEYE
HRTOAMIZ LY 21.6 i MAPT3 ALBHBZ L
YLk,

Oz LizBYeHic TA-058 ##pL, 37°C ©
incubate Lxdfp&ic f-lactamase iz X » TA-058 »
f-lactam FAPRER X h 7z penicilloic acid 23¥EHNELE
LRI L T3 Z L b bbd 3, DB,
S-epirpenicilloic acid X 2 JBIMMICHIML, 3~5
RBRICAML, RBiDEIhz AMPC 132 { SEA R
shaic@& i (Fig. 5),

R RAIRBE ORI, HAEHROBAICIZARIL
BEHLBIFE» 5, 26k, Bioassay EMAVLIT
el B, #dWiss v k574~ (HPLC)
BieE BRIE b RWIC YR LT &, bhbhb1980F
&) HPLC ¥ic X 5 H4MROME BT > TV 229,
CORKSERIIH 5 B0 1 ERERET 52 LY
hY TR, EORMBSERT I 2 SRR TS
310, RREH 2~ 3 RAEAROERL T&E5FR
Khpataw, Bioassay #:Tiz—A¥Ic —20 °C JHRSIRF
LOR RGBS & —iE L TIES h T ts, fia
OREDBAWTH 5 A KM L IR TIF —20°C

RECL RS OREVY, TA-058 % Z DR
TRIBRESic e LT TA-058 5 5% 30 ¥ peni-
cilloic acid & 5-epi-penicilloic acid AMEAFAEHHT
ER&h T3 (Table 6),

L»L, Zhb penicillole acid 7z ¥ R¥y_THY
ML BV R RO L1, TA-068 i3 2 M iz BB
PRI ORE I T & h e ARIEAR - 12 ¥ O iz penticilloic
acid L B-epi-penicilloic acid A4 25 % B Sl
ZERLLHALNTHY, ERAMMTLHBLNAS
(Table 3), ®in & HpRINMDOARH oM & RHpA0IC
RELTHS &, penicilloic acld i TA-058 Xy
LSBT -2 1L, Wik TA-068 Rtk X v iR
Dhiz Azt s h Tt 5z L, b-epi-peticilloic
acid L& BIc B T4~6MMBIZ ~2iI2RB LS
WD A — Wit T L, MEINTIZ X5 AMPC
2 0.7% BEEMIAHPIZS HATS Z L YN HBHLE

(Table 4, 5) L%, HPLC #:o TA-058 » Bi-
oassay R TOREMH r=0.908 LIEHTL{—HL
TW5BZ LA P CoHiliEER TA-068 THY,
{EERER L LTCOMBARLRZLEVWTSHS 5,

B L LT, PC £EKAITH5 ABPC » AMPC
TRESORERNRS~BEK LIV MNPV LnDbIS
2, TA-058 DLEEH 1, 200 FIPRBIZ, b2 34
0.2 % L O TH L, SRBUEOBRAE 152 Flhizit
190G o™, bhbho KMKIRNG & S» it
39 PN T Y BHERIZ 1S ok, ZDX5iC
TA-058 {2 PC REHTIRRB B, 7 LVAX~ROBHE
RARERGEL, R2ERBHLOLBbAhS,

U Eko®gd b, TA-058 2= ) L MERICRE
BEhBw REEHTB ERWE, EWHEA<S b
v, fEhie in vivo iR, BV DLW REE, WEBBBITHE
OEFER L CIEEBRIEC X L CHAZERAT £
FyvyYoBBllvni XY,

X "
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. CHMOTHERAPY OF BILIARY TRACT INFECTIONS (XIX)
WITH EXCRETION IN BILE AND ITS CLINICAL EFFECT
USING A NEW ANTIBIOTIC, TA-058

HirosHi TaniMura, TOHRU Saito, Nosuak: KoBayasHi,
TomoNoBU SaTo, Tsukasa SEkiva, Wu-Fanc Huang,
HitosH1 KaTon, Hirosur TaxAuasur and YoriNorl Hikasa
Second Department of Surgery, Kyoto University School of Medicine
TosHiHiKO AKI, NaoFumi TaMura and TAKesHI [2UKURA
Department of Surgery, Takashima Hospital
Keisuke Maruvama
Department of Surgery, Moriyama City Hospital
AxIRA Hajiro and MasaruMmi TAKENAKA
Departmént of Surgery, Shimada City Hospital
Izumr Maruvama and TovoTake OxAUE
Department of Surgery. Kansaidenryoku Hospital
Hirovasu Hasuino and Humio Rar
Department of Surgery, Shinko Hospital
SuinicHr Nacamine and Masan Nocuchr
Department of Surgery, Wakayama Red Cross Hospital

Biliary excretion and clinical efficacy in Biliary; tract infections of TA-058, a new penicillin
antibiotic was reported that the antibacterial activity i vivo was more effective than in vitro, were
studied and the following results were obtained.

1) Biliary concentration of TA-058 was compared with TIPC by crossover method. 1g of each
antibiotic was given intravenously to 2 patients who had indwelling T-tubes. Both TA-058 and
TIPC reached thé peak biliary concentrations at 2 hours after their administrations. The peak biliary
concentration of TA-058 and that of TIPC was 246.5 ug/ml, 66.6 ug/ml, respectively.

2) After i. v. administration of 1g of TA-058, the mean concentration in gallbladder bile of 5
cases was 218.9 ug/ml, and the mean concentration in the gallbladder tissues of 9 cases was 18.1 ug/g.

3) ;TA-058, penicilloic acid and 5-epi-penicilloic acid were isolated and identified with high-
performance liquid chromatographic (HPLC) method. Penicilloic acid and 5-epi-penicilloic acid were
the metaholites of TA-058. The correlationship between chemical assay and bioassay results of the
concentration of TA~058 in each bile was r=0.998,

The rates of the metabolites after i.v. administration of 1g of TA-058 were 12 9~31.4 % (average
2.6 %), but after 3 weeks at —20 °C conditions it showed an increase of about 30 %.

“ 4);, TA-058 was administered intravenously at a dose of 1g 2 timea a day over 5~9 days in
total of 22 cases including 11 cases of ‘cholecystitis, 11 cases of cholangitis. The clinical results
showed excellent' in 3, good in 15, fair in 2, poor in 1 and unknown in 1 and the efficacy rate was
85.7%.

5):: TA-058 was given to 38 cases including prophylactic use for postoperatwe infection, no side
effects were observed.



