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TA-058 DX - KN BEAYM N
—FE (2% AE A T & B DK AR —

BA HE-thH it ®wm ER K > 4
JVRETH L) | OGSV e o A b

FLORESBR=v Y L HITH 5 TA-058 DXLMH) « BRERMN & 1TV AT oM & 87,

1. BERERNTIZ, MARHEBRRRGEZPOL Lo Plic ARIEERL, 80% (8/H]) nF
PR LB, MREBONRIE, FWRIRE2 5, AR 1 H, (HREESR3F], WA 3 A
Thott, THHEDEWRD S L CHORHBHEELE DX THT, WMDY Tix S aureus 1k,
Streptococcus sp. 1 ¥k, E. coli 3¥k, Klebsiella 2 ¥k, Enterococcus sp. 1 (kDAH 8K TH »7c,
MREODRTIZ, WRIY, WER1IM, FRINTHY, BHRIISTH WIH) Thot,
R LI 3Bl ARIERRTIC E. coli X &hi 1, Klebsiella B hi- 2P TH -7,

BIfEAIE 1 FILARRE T, BeEantokmm, FEME, WM b BRI bhkh-
*o

2. HKBOORM T, BMTFERTED 18 FIicAN 1g 2L, 30 53~240 53K OWAR LMD
® TEORLODEARE L FEER, TEGN FTEABR IFE IAROEMMBITIRE & RIE
L, 30 380 4 B TH 5 &, BIRMDMARE 39.4 ug/ml icxtL, FESIARM MM PARE
1239.4 gg/ml LHUVERRLE, SRAMMA~OBITRIESSE, THSMARE R LH
22.2 pg/g ®RL, BREAMBESR LIRS 16.54g/g FRLI, %, WARMOMNE 100 & L
A0 ofll, ThbLFERIKLE X FEER~OBITO LR, TERIRMmAMMTL 100 Z5RL,
FEER, FEHE, FEAM S, SPROKIZEITHR 56.3, 50.5, 45.7, 51.5, 42.0 THo
o 60 %0 5 MOVIHTI:, WIRMLMKAMEE 25.8 ug/ml, FEMIRM 25.9 ug/ml THY,
FEEMN14.2 ug/g, FTEHE 12.4 ug/g, FEPB 9.94 ug/g, 59E 13 ug/g, JBM 12.9 ug/g 0
BERL, WM, FEBHMRMIS X UhLod RBNRPIIEE L I RAERFIC R Lz, #iE 240 538
BRI T PSIREEDS 3.7 ug/m], FEEHAIRMPAIIMEE 3.7 ug/ml, SR 2.6 ug/g, FEMNM 1.3
vg/g ERLI 1R ok,

2 C® I Fig. 1 Structure of TA-058

TA-058 kO REHKR A IR TS &k 64 HO-Q-CHCONHIrSI CH,
Pl Nt Fo-D-7 2 A5 ¥ B+ BR=V Y v : o
N:

RiEMR T Fig. | OMEREHT 5, KM 7 A 5o -

BEW, 75 amisWicH LEBD 2L, BEHRR &,

f”. Bz, in vitroiciS ZHR XY in vivo B (JZH,CONHCH.-:;H.O

ARicEh, FMERSBILEECH LT IR BRRK

BRH b TV 3EY, (2S, 5R, 6R)-6-[2R-2-(2R-2-amino-3-N-methyl
48, bhbhBEMARFEICBVTARICHNT 3 carbamoyl propionamido)-2- (4-hydroxyphenyl)

BES s EMORNE ToRDT, TORMERET acetamido)-3, 3-dimethyl-T-oxo-4-thia-1-aza-

8 bicyclo [3.2.0] heptane-2-carboxylic acid tri-

hydrate
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AR IGTHISL ) GERBERE R ABHZ ABRH o B4 9 4
¢, APREMS6ET AHHEMETEL BOMIZR
HL, FiZ19~50RITbE>TN 3,

AR, MM E IR R RETORINE 2 0, 5%
AERBR T, ATMERA 3B, MMAMMA IR THoN

(Table 1),

HEFRIIMES B, SRR 4BIT, Sk 1.0
gXYEN5H, 2.0gx2/BHR3H, 2.0gx3/HA1
W, BERMIZ4 B~11 AW, RH5EkT 10~42g T
bore
1

R REHIELEMIZLLTO L S gDk,

% FEEROKESI 8- 3 BLARICIRIFR® L

b,
% EREROKES 8 E 3 A LA S oM
ERLEGLD,

£ : 3 BRI HEOHMERE > b D,

EROEWCHTIROTHD L, 9POBRKDRITHE
WeW, WHIMEAY, HHEIL8B. 8K TH-1,

MEEABRIC SO THAD L, BERHTERDIRT
W BB THor, HWHBITIE, S aureus 1, Stre-
plococeus sp. 1¥k, E. coli 3¥k, Klebsiella 2%,
Enterococcus sp. 1¥TCh-7, Thbd, 14T
E. coli + Enterococcus sp. HRIBsizRH X,

ARER LI B0 HEKEHRELDIX 78D 3FTH
Y, ERR (Streptococcus sp. — K. preumoniae) L
OB 1R o7, KA LA Klebsiella DR
Shik2 I TRBEELEIFE LY, LT, B
HEFIB L PEERFIZEH4APITH D, EHRIZS.1%
Thol,

IRD 5 LEERSHRE & TR 2 h o T FEFILEHI 8 TH
3., TOEMIZ ABBRICXY BILED LI BE
T, TA-058 1[ml1g, 1H 2[E, 6HM, XERE
(GH2g) 5 LTS - EREHEL, MiEaRd
TREEEON) « BIRMEER TIIERMEAL LR, 2B
THEE L) oW LY B & h T ic Klebsiella 3
FRREEL LBV b L TRIBERTWeie, B
WEL ik,

REBiL 1 AL BRENA oI, BRIBEASKICA]
RRERD, RRMATMGE SMEREY T L, 20
iM% -Table 2 1ZR LB Y Th B, WHhofERic
20T HFFELERIEED bhvird o7,

AL R B

hik:
FREMOBIAIC CHMTESHRTEFELTWS

18 flic TA-058 1g (EEMAMMIK 20 ml (C¥M) &
ERMRX D BRRIZEL, FRFERIINRE TOM
W) & AEMRSRERAOM & L7, FEOU-FE MONRA 3K & Rlipic it
PRBIUTEMIRE VRM Lk, ¥/, AEMORIE
ALz FEWE, TEANK FEESM, JamH, 59
W5 HFTL L, SMERMBEE A0 ML LT fuin
RYREL o, - SREAEMRZ AT M & R — £ &
RAvTiRE, RIEE COMMNBRE L,

ARMER D 4D s M Y RS (PH 7.0) %
Mz, KB Fic®Y b=y & HnT homogenize, 3,000
r.pm. (2T 10 5yMRZEL, i o THRBERITE 1T
-7,

WMEMNE I E. coli ATCC 27166 ¥ % L < 1 M. luteus
ATCC 9341 Bk % R7Etl L + % Bioassay iz X »7c,
REdRIT s M Vo EBREE (PH 7.0) W THE
BLEbDERWE,

Rt

EEFAOERAER LT mean +S.D. # Table 3 i
wL,

TA-058 1 g ¥ 30 Y0 4 Tz, ARG IWA
TA-058 M A2 39.45+6.53 ug/ml T -7Dic L,
FESARMD MM PIMEE T 39. 48-+6.57 ug/m] L i2IFE
LWERRLE, (i, SERNREIXFEEMAME
DR b#, 22.23+10.62 ug/g /L, FRENMBEN
BHIE< 16.58:+£9.17 ug/g %R LT, ¥7c, ¥ARMLA
WAREY 100 & LBA, FERIRMLNS L CEE
M~OBITOLRIT, FESIRMME T 100, FEE
#, FEFN, TENK IFE, IPRIZELEIE6.3,
50.5, 45.7, 51.5, 42.0 Th oz, 60 %5 Hicown
Tid, WPARM MK PIMEE 25.82+8. 65 ug/ml, FHEIMR
% 25.86+11.05 ug/ml TH Y, FEEL14.18+
9.82 ug/g, FENR 12.42+6.88 ug/g, FEPIIE9.94
+3.94 ug/g, JPEF 12.98+6.96 ug/g, JP4LI2. 88+5.09
hg/g Thote, TOMOBMERFT S D HLRIL 3045
BOBE L FHEDHEA TH -7, HARMAE, FEBIR
i 3 & UMD AERRPS IR B XM EE TR AR I D L 7
P, Wi 240 HROWARMATMEEL: 3.7 ug/ml, FEE)
ARMLPIIRBE 3.7 ug/ml, IPE 2.6 ug/g, FENM 1.3
ug/g8 ERLIC 1BIMD 5T,

% E 3

# U< PR a7 TA-058 i3 6 STAIIIC N-x F -
D-72/ 5 ¥ & BT 2 BHAOR=V Y v R4
KT, 77 sBEE 77 2RMHEIC L REHEH
L, BEAIACD, %S i vitro (BT HRLY
in givo (230 HRRIHEN, AMIRIBRAECH L
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Table 3 Serum and genitalia tissue concentration of TA-058 (1.0g, L V.) (ug/ml, g§)

Time Venous Arterial 0 Fallopian : Myometri- .| Endometri-
Case | (min) serum serum Ovartum tube Cervix | ym um
1 48.4 48.4 20.0 30.8 36.9 30.0 19.8°
2 30 40.2 39.3 13.5 19.3 12.5 14.9 4.4
3 34.2 37.5 13.5 19.8 22.6 11.9 11.0
4 85.0 82.7 9.3 11.5 16.9 16.9 16.9
Mean 39.45 39.48 16.58 20.35 22.23 | 19.93 18.03
+S.D. 6.53 6.57 9.17 7.94 10.62 6.83 5.61
— S
5 33.5 31.5 18.8 10.6 27.1 174 14.0
6 60 19.6 168. | 1.3 8.5 8.9 5.9 53.
7 29.0 21,7 11.8 11.8 11.0 10.3 9.5
8 33.0 3.0 | 175 25.2 21.2 21.7 12.7
9 © 14,0 12.3 9.0 | 8.8 2.7 6.8 8.2
Mean 25.82 25.86 12.88 12.98 14.18 12.42 9,94
+S.D. 8.65 11.05 5.00 6.96 9.82 6.88 3.49

10 16.4 16.4 2.7 3.1 6.8 4.6 6.5

11 90 17.3 14.1 - 5.3 6.8 4.5 —

12 35.5 32.5 . 19.0 23.0 19.0 16.5 10.0
Mean 23.07 121.00 10.85 10.47 10.87 8.53 8.25
+S.D. 10.78 19.03 11.53 10.91 7.04 6.90 2.47.

13 16.0 15.0 13.2 7.5 - 2.6 5.9

14 120 10.5 11.9 6.9 2.8 7.5 4.0 5.0

15 7.6 . 7.8 | - 3.8 1.9 6.4 2.2 -
Mean 11.87 11.57 7.90 4.07 6.95 | 2.93 5.45°
+S.D. | 4.27 3.61 4.88 3.01 0.78 0.95 0.64

16 9.0 10.0 6.8 66 | 65 | 53 10.5

17 150 10.0 9.0 4.7 2.7 5.3 3.7 -
Mean 9.50 | 9.5 | 575 4.65 5.90 4.50 10.5
+S.D 0.71 0.71 1.48 2,76 0.85 1.13

18 240 3.7 3.7 3.7 2.6 - 1.3 -

TENIIAFRRBBD BTN B LEhTWS, H, LML RLPRL, MBBTERSWTHI

HRAORE L LT O PlicARIEER L, BROZR VRIFTHBLEERTWEY, 4H, FROL KR
i1 89 BIZEFEIB, MEFAICIE BORHEIT EHTBLVH TA-058 ZoNWTHOREMMRNLELT
i 57T BEEREBHI, FERBIUFENRBABITRE & NE L, SR

#Hlix Kiebsiella, Pseudomonas \xfL Tix MIC +3E L e HIENE S LR B AW, #ifiui
BREL, Tho v BREL TR ICIXEBEDRIIH WMAIREE & T E SR L d 3 A FEBEIL W h O RIERR T
LB, BREORGRERERE LT IHEAIC bIIFRBECEER L, $4 30 53 Tik# 40 ug/ml,
BAERDOLMORNZ L LERL, ERARFEROBR 1 R CIA 26 ug/ml_ThH Y, Z OERERREAYICH
PIEDEMEEBRO S S EBTH B L EX b, Wt B5H, 4REMETY 3.7ug/ml ERLELHIED

AFi 5 HBAEERIC WS hTw3 PIPC 72 ¥ 27,

D5 D=Ly LAlICKL, BLPRENSES HBABITEIC DWW T, FIRILREE & 100 &
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LTS, SABBAmEL 42 55 56 &, RERBRED
ExF LI, Thbb, FAZEABBRAOMFTRORE
ik D 7 K BRI BRIFICBATT 5 2 LSRR S
hiz,

antibacterial activity of TA-058, a new
broad spectrum semisynthetic penicillin.
Current Chemotherapy and Infectious Dise-
ase. (Proceedings of the 11th ICC and the

% " 19 th ICAAC) Vol. I: 362~363, 1980
2) $30E HAMLEREZERE, HFRVVKYY
1) Nisumvo, T., et al.:In vilro and in wvivo s, TA-058 (1982)

FUNDAMENTAL AND CLINICAL STUDIES ON TA-058
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

Naoniko Mivamoto, HipEyo NakaMura, Masaaki TAKAHASHI
and SHIGERU HAYASHI

One gram of TA-058, a parenteral penicillin, was given by intravenous single shot to each of
18 patients who underwent total hysterectomy suffered from myoma of the uterus, and the levels of
TA-058 in sera of cubital vena and uterine artery, and cervix, myometrium, endometrium, ovarium
and Fallopian tube were determined by bioassay method with E. coli ATCC 27166 and M. luteus
ATCC 9341 as the test organisms.

Mean venous serum level after injection of one gram of TA-058 was, 39.4 ug/ml at 30 min.,
.25.8 ug/ml at 60 min., 23.0 ug/ml at 90 min,, 11.3 ug/ml at 120 min., 9.5 ug/ml at 150 min. and 3.7
ug/ml at 240 min., respectively. Mean serum level of the uterine artery wes nearly equal to mean
level of venous serum at the same time.

The rates of tissue levels to serum levels at 30 min. after injection were 56.3 % in cervix, 50.5 %
in myometrium, 45.7 % in endometrium, 51.5 % in fallopian tube and 42.0 % in ovarium, respectively.

Clinical effect was estimated in nine cases, two cases of vaginal cuff abscess, one case of surgical
wound infection, three cases of adnexitis and three cases of pelvic peritonitis. TA-058 was given
by intravenous injection in five cases and dripping in four cases. Total doses ranged from ten to
forty two grams. Clinical effect was obtained good in eight cases and poor in one case of adnexitis.
The bacteriological effect was investigated in vivo, and found to be effective in 57.1 % of all cases.

No adverse reaction was observed in any of the cases treated with TA-058, nor was there any
marked changes in the laboratory findings including peripheral blood examinations, hepatic and

renal function.



