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BT L bit, ThEBKEMICEALY, AK1g #IBREMHESPIic one shot MWL
5, EOWHMWPRMED ' — 7 ik 30 Hkich bbh, ¥ 58.4 ug/ml #5RL, 1 FEMBIIE
33 42.5 pg/ml, 2 WEIERITTES 21.6 ug/ml L7z 0, 6RMIRLLPICRETE X, BHPREET
3P OVWTIEL, ERMIZ L3I 2XBH LI, 3Hh 25T 6 RMBE CHMETE X,
2055 1 ATk 3 BsMtkic ©— 2 4 130.3 ug/ml #5RL, 4ABEM%ICY 115.7 ug/ml DRGHEY
Allc. RPMIZIRIFT 1 g one shot Ptk SR E TIZEERD 88.9 Bkt s hiz,

AR ESNEURD BYAE 15 Flc RA L, BYENC FRRELD L, (LIMEEESR1HP1
%, BRSAIMRUEE 1| ik 1 ), REREPNRBEE 2 B 2 4, IFEORREEARI 6 IR 541 (83.3 %),
BIW - BISHRBESE 4 P 3 (T5%) IRERFhASTH Y, BUNERED 1 PICIRENTH -
Teo WHERIZZD o 7283, —BUEOREMAR ZRLILbON1Hbok,
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Fig. 1 Chemical structure of TA-058
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o ¥, EDHLOIPMicoNT IR FRLE Trol I &, RBXUMBHDENIIE pHT.0 phosphate
T-Fa—7L VBB ENFO REENELE, buffer ¥H i,

Bioassay iz i MMWRARY v VB EITVVRERANL LT 1) PR (Fig. 2, Table 1) : X#[1¢g % one
¥ E. coli ATCC 27166 & B, &#8, working shot EL 72D B DO MMPIRED ¥ — 2 1% 30 HKics
standard O #ARizi, M¥o standard & LT Moni- b, 80.65~42.7 ug/ml (Y15 58.4 ug/ml) &iRL,
Fig. 2 Serum concentration of TA—OSB after Fig. 3 Bile concentration of TA-058 after 1 g
1g one shot intravenous injection one shot intravenous injection
(ug/1) (#g/m1)
80r 150L
0k ommo Average oo Average
1001
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Table 1 Serum concentration of TA-058 after 1 g one shot intravenous injection
Case ‘ Serum concentration (ag/mlf)"
Age Body weight : ) ’ '
No. I\‘Iame (v0) (kg) 30 min. ’1 hr. 2hr. 4hr. 6 hr.
T g e
1 | T K 76 44 80.5 - a0 | 9 — | -
. A W N ! e P i
2 | T. N 73 52 Bl . — 33.6 - 104 | 101
3 | F. O 59 60 | 427 31.7 18.1 = -
PIE A ™ 65 -~ 68.8 — 1 a1 | 28
5 T. U. 30 57 52.0 35.7 23.2 8.3 3.5
Average 58. 4 42.5 21.6 9.3 5.5

Table 2 Bile concentration of ‘TA-058 after-1g one shot intravenous injection for:
patients with T-tube drainage

Case ' Bile concentration (ug/ml)

No. | Name | A89 |Body weight| o ipr | 1~phr.| 2~3hr. | 3~4hr.| 4~5hr. | 56 hr. [T hr
1| ™K | e | w trace | 140 | 102 | 102 | 85| =Yl
2| TN | 7 52 187 | 343 | 2056 | 108 | 88 | 62| 36
3 | RO | s 60 181 | 171 | 1303 | 157 | 4n1 | 208 | -

" Average | 184 | s51 | 3.7 | 456 | 205} 135 | 36
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Eokiz | BT 42.5 yg/ml, 2 RMBTPY 21.6
pfml, SREMBT 9.3 ug/ml, 6 REMBTI 5.5 ug/
ol T HEO S OhIETF LY,

2) EHHRE (Fig. 3, Table 2) : x|k L5 &h
AN RIBENEET, WHIC T-F 2~
FLry Rl LA BE TS,

srxem B, KK kg ORETRIEEIIR
15 A Bk &, GOT 65, GPT 55 CEED EAN
bot, AHI1g & one shot W Ltk AR M
B, LREIRIRREI I 3 o 2o 0%, 2 BEMIBRICIE & —
2H 14 pg/ml $TRL, CIBWRL 5 FMSkIX 8.5 ug/
ml &R ok,

Bopiz IR B, KK 52kg OBETH D, #A
KRESHENSRDT, ¥F. PTCD &17- THRE
Riofth, 1O 5 MW 3 X U RIEECMKE 17
feo 8 10 H BICARIO BBHPREEIEL Y, RE
YA DKFMER GOT 58, GPT 45, Al-P 14, 7-GTP
110, LDH 280 ©, EEEOMBNERED Shir, &5
HEOWMTLE— 7 8 34.3 ug/ml £RL, 7HMKIC b
3.6ug/ml EiRLI,
|, W3PIRS9R, B, 60kg DBET, MEUHOH
#ikiz GOT 12, GPT 8, Al-P 8.8 T, ERTh o1,
B1, 2EROE— 7 AL BIC 344 BLT 14.0 pg/,
ml T, HBEER SR DICRL, T OEFITIRBES
1~ 2Bl B IREE 13 117.1 ug/ml, 2~3 BEMT
130.3 pg/ml, 3~4BEMIC 115.7 ug/ml OFGME &R
L» 5~6BMo fBH» 5% 20.8 ug/ml ARESH
*e

#) Rebgnt : 41 g & one shot MEL=%OR
BREHERIT 1 BN E Tic 5RO 35.1%, 26M
$TR 54.6%, ARMIZTT 68.6%, G6EMETT
82.5%, BREMTHRERD 88.9% Th o1,

BSKUERIALM (Table 4)

TA-058 &#b & i SHBHIURD MW 16 #)T,
X0 5 BHITICIMEIERES 1 ), REPIBRIE 1 4,
RO MREE 2 ), ATBRAIMRYY 6 1), R « BKHDAR
WBHE 4 5, HiEsE 1 ATh 5, ZhboEHIic
LT, x¥&1E1~2g 1H2~3[HE, one shot i
BEXIT SMMELxE, SE5EMMIZ7~16 BM, KR
SRt 14~60g THolt, FHO BRDHRUE i3,
Table 3 XMz LidioTRIELA, ETORKE, 1L
HRERD 1 R EY, WEABKE 1 Sl ¥, M
PRBYE 2 Bl 1 ), A 10, WA 6
PITRED2H), 3P, WIH1H, BN KiER
BEIE 4 FIPTRED LA, D20, LR 1A,
RUMERED | Fliz e, R YORRER, Thbk ¥
LBl Table5 miRY, 15PIPE/SH, A7
B, SCHERLY, EW2HLhY, ¥BHLEDESD
FRAZRIZ 15 P 1251, 80.0 BThof,

SNEIZKT SR

15 BRI 5 5 11 912 5 17 Bk M YMES hik,
TROLRIMERIMBYR 2 5, Serratia BIHMKy 2 H,
S. faecalis, Citrobacter, S. epidermidis BIRMI4% 1
B, BREBRAHIT, B 4EF»SRENIMS L
Do, AKlOBEICXY, 1HFR5H (45.5%) T
ERBMELIc, €05 bbitix, Serratia BB

14, S epidermidsis BiMyBgu1 4, S faecalis + E.
coli, K. aerogenes - E. coli, 33 Xk P. mirabslis L
S. faecalis L DRESBEE 1 PTH o7,

AR

AR ERICH - EAORIERIZ2( B bhith-
7eds, fEHI6 T AMHKERIBRIC GPT 25 60—93ic LR
L7z (Table 6), ZhidfbG& hik+3ZLickDIE
BEZELTVWSZ 06, FRChRT I bDLEL
bhic,

Table 3 Criteria for evaluating effectiveness of an agent on infectious
diseases in the field of surgery

Excellent The principal symptoms and signé disappear completely within 5days after onset of the
treatment.
Good | "More‘qtha‘n half of the symptoms and signs disappear within 7days after onset of the
" {| treatment.
Fair | [“Any one of ‘the symptoms and signs disappear within 14 days after onset of the treatment.
Poor ‘ . "“.'Ei‘;her none of the symptoms and signs disappe_:ar or their aggravation is observed‘a'fier
" | -14days.
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Table.5 Clinical efficacy of TA-058 for infections in the field of surgery
1 et Clinical responses .
Infections Nfumber Effe:tnz;g;ss
Ot cases | Excellent| Good Fair Poor rate
Gholangitis 1o 1 ' 11
Empyema thoracis T P 1/1
Peritonitis & Postgperative '
intra-abdominal infection 2 1 1 2/2
‘Postdperative wound infection 6 2 3 1 5/6
Infection of soft tissues 4 1 2 1 i 3/4
Sepsis /(suspicious) 1 1 0/1
Total 15 5 7 1 2 12/15(80. 0)

Table 6 Laboratory findings before and after administration of TA-058

RBC |, Hb WEC cor | GpT Al-P BUN Cr.
Cose) (a9 | %) S| | (K-A) | (mg/d) | (mg/d)
B A B A B A B|A | B|A| B A B A B | A,
1 (370 390|10.7|11.2( 9,800 | 6,700 | 33| 28 40| 30| 11.9| 10.5( 18 11 1.0 | 0.9
2 | 393( 402 |11.611.8| 8,500 | 6,100 | 23| 24|17 |13 | 5.8} 5.7|15.2(14.0|1.16 | 1.09
3 | 436 | 386 (11.8(10.7 | 14,400 | 9,700 | 71| 43 |73 |56|38.2|31.7]|18 22 0.9 |0.9
4 | 534 | 540 | 17.4|17.7 | 18,200 | 5,900 ( 17 22 (13|16 6.2 | 8.6 | 20 12 1.1 |10
5 | 438 392 |12.7{11.6 | 6,300 | 6,200 | 39| 40|54 |60 53| 4.7}11 7 0.9 0.8
6 ( 332 374 |10.4)|12.0| 9,800 5,100 | 37| 45|60 | 93| 6.6 55|15 7 0.7 | —
74 36| 373|13.2|11.5|10,400| 6,200 16| 15| 8 3| 7.8( 6.7|23.3(18.8]|1.3 |0.8
8 | 392 | 321 (13.7(10.5| 11,100 | 6,500 { 62| 29|57 |11 (33.0)20.3|15.5]12.6 0.9 (0.8
9 | 398 ( 401 |11.6 | 11.2| 14,100 10,700 | 13| 20| 8|11 6.1 | 5.6 — 13 — 0.5
10 | 487 | 427 (16.6 | 14.5 (11,100 | 6,400 | 22| 16 |20 11| 4.8| 4.2| 9 8 - -
11 | 448 | 427 | 15.7|14.4| 9,700 | 7,900 ( 37| 24 (35 (24| 85| 6.9]17.6|11.0|0.7 | 0.8
12 | 374 | 368 |11.8)11.3|10,200( 5,800 | 17| 24|22 (19|10.6 | 9.6 |15.7|13.4|0.7 | 0.8
13 | 470 | 439 |14.0)13.9| 18,300 7,900 | 33| 31(19 (16| 8.6 8.4|26.7|21.8]1.4 (17
14 1 502 —]15.0 — | 11,600 7,200 14| 15|13 [12| 5.6 | 5.8 9.8|10.0| 1.0 |1.2
15 | 200 | 460 | 7.2(12.8} 1,500 3,600 13 25{10|15| 5.0| 8.9|13.8| 8.2 |0.7 [0.7
. B: Before, A : After
* = T3, 15 SEFIPAZHLA LOERE 12 1T, H2HH 80.0

TA-058 7% v ) v b BEBShH LWES
REHAR=2 Y T, B ZL < 75 ABHER XV
75 LI L TAVWAEEAEZ L BY, V508
{t%Miz 2t LTz CBPC, PIPC % ¥ L RBEOHES
TV, R, 75 aBsEEEICHT S HREIE—K
#ic CBPC X p#h<, MIBEIcHT 54BNk PIPC,
APPC |zj34%4 CBPC L LW unbh T
3,

bhbhOBEKRF| T i BE R CHSBERYIENE D o

FLiny, FIFWRTEIRRENL NI,
HEBROBYIEIC BV TRM S iR T hud, K
B, MR, IR L i 5 ARNREDR
PIPC, CBPC ¥ & D LR TV 32, ZhizdxHonsk
L LT invitro ZRBTABELY L in vivo 12813
BHENERTVAED LT 3RBLLXL—HTHLZ
5TChbB, bUbhOEFIBNTY, LEH 6 THamal
RS hic Serratia HAK|#E0 6 ABICIEEL,
¥7-, FEHIO D K. aerogenes (MIC 100 ug/ml) § X
U E. coli (MIC 3.12 ug/ml) p3 %Kk G505 B HizS
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THMERL, BRI OS5V HRONR
Na b, EH O Tizaykmo MIC A2 100 4g/ml
T, BRMETH oD bbb oY, RIFTHKRS
AU e Z L iX, HBMORILIC b & 52K %AN
Rzt 5 AR OMKRE AR TRT S L LB bR
5,

AR RPYRBC, KoL, bhbho
RNMEREATY, 8HEM I Tz 88.9 KAURPIC Phifit
EhTnwad, ¥k, AMEhT, 7EFIVIRLY
BENOSRELADNESRV, S HIEEH~OBITLR
<Y, MRINMYEIC bRV ISR S h S FEHRD 1 >
LEZOND, ARIEROLBY, HHEMAEHKT
Xz, RN, 1L F— A MEETM, =T ety
5 =875 ARIEBEIC T SHMOILLAH N, L
rhoT, FEESK, BERFAICEATSICY > TIZR
Hofk# & OWR L TR BREEKERET S
VERD B, ELAMEREROHRBEHORITZN LD
Thhi, #oBRBEIcESZ L, HLft
B, (R ERARY, BYLMLALETH S,

REBOTM LEME BB IUL, HENEND—§
MR B R LIe b 1 i - e Bsbic, bhbhog
FINFTIRRERED b LS DR A ote, L
feRoT, o=y LRjLRM BERCHT 35—
BER e, FNRRSICHEAT S Z Enligks
KK THELBDLLS,

x "
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A CLINICAL TRIAL ON TA-058 IN THE FIELD OF SURGERY

KaTtsun Sakal, Mikio Fujimoro and Takamr Uepa
Second Department of Surgery, Osaka City University Medical School

TaAkeEYA Sasaki and Sapakuni MAEDA
Department of Surgery, Fujiidera City Domyoji Hospital

AKIRA SAWADA
Department of Surgery, Osaka City Momoyama Municipal Hospital

Susumu Do
Department of Surgery, Osaka City Kita Municipal Hospital

Yuzuru MoriMoTO
Department of Surgery, Morimoto Hospital, Osaka

MasayosHr KAawAsHIMA
Department of Surgery, Fujii Hospital, Osaka

Kemosuke MaTsumMoTo and AKINORT MASADA
Department of Surgery, Joto-Chuo Hospital, Osaka

TA-058, a new semisynthetic penicillin, was tried in the field of surgery. Serum levéls, bile
concentration and urinary excretion were investigated on 5 patients with gallstone, and its clinical
effectiveness including side effects was also investigated 15 patients. The results obtained were as
follows : ’

1. ‘Serum levels reach to their peak levels ranging from 80.5 ug/ml to 42.7 ug/ml, averaged
58. 4“;1g/ml in half an hour after single shot intravenous injections of lg of TA—058 in 20 ml of 20
% gluoose solution into 5 patients and lasted 6 hours, decreasing gradually to the average level of
5.5 ug/ml.

Bile concentrations were assayed in 3 of 5 patients mentioned above. They varied with cases,
showed their peaks one hour after injections ‘in 2 cases, while in another case 3 hours after ihjection :
showifig the conoentratlon of 14 Opg/ml 34 3 ug/ml and 130 ug/ml respectlvely and ‘lasted 5 to 7
hours, -

Total 'ﬁrinary excretion of the drug was 889 mg (88.9 %) on the average within 8 hours.

2. TA-058 was given to 15 patients w1th various surgtcal mfectlons The clinical results were
excellent in 5 patients,.good in 7, fair in one poor in 2 and the efﬁcacy rate was 80 %.

3. No side effect was noticed except a slight elevation of GPT in one case of postoperati]ve
wound infection after the drug administrations. A



