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FLOVEERR=vY LH,

TA-058 &ARMIJEICREFRIEAT Senic, XMy, REKARNE

Fol. AROHMR~2 iz, ABPC, CBPC kUt PIPC iMiBlLThLEETH o, S
aureus 20 ¥kix 0,78~12.5 ug/ml (MR MDH &R L, peak ix 0.78 ug/ml 38 XX 3.13 ug/ml
KH->TERENSK, 25.0 3wk, P aeruginosa 10 Hix 25~>>100 ug/ml 2L T,

50 ug/mlLATFIZ S B, 50 BHIA BT, ARMRRIC 50 mg/ke 1 ENHEL T, RERABEAKA
~IXHEEH 30 H%IC 6.0 ug/ml ORBEANRED peak ML b, LEIRTHLPITHPLT
6 REfIHIZ 0.7 ug/ml Th o7z, 30 IFEDOFK » MMLiIX5.28 B ThHofc, HRIAMAREEIEN
0 ABICRE L, SHREMEMICIIE Y BITRELRL, RAMIC L0220 RELBITSALD S
e, BRERMICIX, SARKIME, WK, SNERES, AWRE, ABRINE, (CIMECRERER,
REBBRO2 14 ERICHL, 16 1.0g ¥/i22.0g 1 H1ERVL 2 [EEE 2 ARREL
THREDR RN L, B85, %8, )1 OfMArx b, SPCBERIRA LS bhik

b‘?f\:o

FECHIC

TA-058 i, B0 MK KR S CHMR & h iz penicillin
Rt MR T, 6 frggiic N-xFr-D-7 zz~79e/
YHTamERTHhbbERS,

AR, 77 hRER, 77 AREECLL HEER
¥RL, BEEARKEENOLV, LT i vitro i
BIBXY Y i vivo OYHRICEH I ERIGEDRN A
EbohTnB,

BARMBBRECREKSE BT 5cd0, X#MR2b T
CHEKMRME fToc0T, UTFTREO REKE RET
3,

I EBA &

. B

BEEREEkicHT 54580 MIC %, BA{LEHRE
SORMMEEIC X D RE LI, HMERI, Tryptic soy
broth iz —piHH L 7Bk & AV e,

2. ERERDMEKICNT SMEH

S aureus 20 i3 X % P. aeruginosa 108KIZxH+ 5
RSt &, ATk LTRIELX,
3 BABT

HEmBFE (KK 2.5~3.0kg) EHNT, FHo

IRBITERMN Lz, 1E50mg/kg ¥ LT, &
A KE X Rk 2RI L, ATFEANE & ik
BORMAOHES LM, ¥, AEAKNRED peak
FRICHRER 296 LT, RAAMPAIRBEZBIEL /o,

MBERIEYY, M. luteus ATCC 9341 #REML L,
MU b YA EREERE RV SRR Y v S HEIC L -
7ro BEDOFKIRE 5 UC standard curve {EpRiCiE,
pH 7.0 @ phosphate buffer solution # v x,
‘4, B

REFliE, SMRAIE 15, MRARIRS 1 F, SMERER 1
B, A6 Fl, ARG 25, (LB ERER
245 X R IREBY 1 FI0F 14 PITH B, ThbDE
FlizxtL T, &K% 1@ 1.0g L 2.0g #1H1,
2[6] one shot ¥ ¥ id ARHE L THRRZIR 2B
Uiz, ABUREYEIC X AR 1 BKESHED SR 2 L
o

TRTOEFT, AFOBRAREGZBETS o7,

I kKRR

1. SERRY b

Tablel iR+ X9 Chb, ZERTRTHMEKTH
bblic,

H. aegyptius 1.56 ug/ml, M. lacunata 0.19 ug/ml,
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Table 1 Antimicrobial spectrum (ug/ml)(10%ells/ml)
Organisms No.of | Ta-os8 ABPC CBPC PIPC
H. aegyptius (K-W) 4 1,56 2.5 3,12 6.25
M. lacunata (M-A) 7 0.19 <0.19 <0.19 0.39~0.78
S. pneumoniae 8 0.78~1.66 <0.19~0.78 0.19~25 1.56~6.25
C. diphtheriae 4 0.78~1.56 0.19~0. 39 0,78~1.56 0.78~6.25
N. gonorrhosae 1 <0.19 0.01 0.02 0.19
S. hemolyticus 2 0.19 0.05 0.19 0.78, 1.56
S. viridans 2 -8.13, 6.25 1.56 25 1.56, 6.25
S. aureus 4 0.78~6.25 0.38~100 0. 39~6. 25 0."78~6. 25
P. aeruginosa 2 25, 50 >100 25, 50 6.25, 25
S. aureus 209 P 1 0.78 -0.39 0.30 0.39
Table 2 Sensitivity distribution of clinical isolates TA-058
Organisms | NO-Of | <0.2(0.39 [0.78|1.56 |8.13]6.25 [12.5] 25 | 50 | 100 [>100
S. aureus 20 5 3 5 3 4
P. aeruginosa 10 1 4 2 3

S. pneumonsae 0. 78~1.56 ug/ml, C. diphtheriae 0.78
~1.56 ug/ml, N, gonorrhosae <0.19 pug/ml, S. hemo-
Iyticcus 0.19 ug/ml, S. viridans 3.13~6.25 ug/mi,
S. aureus 0.78~6.25 ug/ml, P. aeruginosa 25~50
ug/ml Chotr, S aureus 209P % 0.78 ug/ml ¢
dolc,

Zhixifgeo Aminobenzyl PC(ABPC)Y, Carbeni-
cillin (CBPC)®», i X 1¥ Piperacillin. (PIPC)® z¥{tl
DHBEARY fNVTH B, P. aeruginosa iZ3xtL Tiz,
CBPC icEILeidi &R L,

2. BIEKQMD S. aureus /5S> UIC P. aeruginosa

B2

Table 2 LR+ L ThH5B,

S. aureus ix 0.78~12.5 ug/ml [CB2MEENH &T
L, 0.78 ug/ml $ L1 3.13 ug/ml KZ/HDOWLRDH Y
EFhEh58, 25.0 %8 %KLk,

P. aeruginosa ix 25~> 100 ,ag/ml i3 zi] LT, 50
ug/ml LUFIC 5 ¥, '50. 0% NBH Bz,

3. BABT

BRiZ T RT2ROESETH b L,

1) AIEAPNBAT (Fig. 1)

HEHR LT URMITIX 4.2 ug/ml OBITRERTL,

50mg/kg L V.
rabbit eye . -

AARED

s |

2.23]5.28]5.48] 10.07] 0. 6| m.26] |

YK 1

2

&—0 : Serum level
O+=-O | Aqueouns level

™ 0w



VOoL. 32 §-2

15 BEMIIC peak fl 6.0 ug/ml A3z Hhft, LAMIX
WL T 1R 5.0 ug/ml, 25AA 4.6 ug/ml, 4 KM
1.45 ug/ml, 6§ 0.7 ug/ml TH o7, MPMEER
1 FefHs peak T 188.3 ug/ml #5RL, LARIZHE
FTHOPIBMA LT, 6 R 0.93 ug/ml THot,

Rkt (UUF, Bifukk) i3, %EMTS5.28%T

Hote

2) [RABRAMEE

BN 1% R OREMPIREE X, Fig. 2 (Rt ZE
{TH3,

SRR TIXIRAR, ERRSIKIC 40 ug/g B OMMRE
ERLl. RWT, SHRF, SAIE, AROETH -k,
BRATIX, WEERAIC 29.49 ug/g &7 D) ik
BAhbh, WBAREEBIC G 11.86 ug/g &R L1c, WFHE
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1212 0.43 ug/ml T, KEhfKiCiZBITIRA LD B

2/Ce

Fig. 2 Ocular tissue concentration of TA-058

(rnbbit eye )
50mg/kg I. V. }hour,

10 20 30 40(4g/g or ml)

Lid
Bulbar conjunctiva
Extraocular muscle
Cornea
Sclera
Aqueous humor
Iris and ciliary bod,
ens
Vitreous body
Retina and choroid 222222
Optic nerve
Serum

28 29 49

Table 3 Clinical Results of TA-058

Days of | Total

No. éeg; Diagnosis Eye Organisms (g)??iirlgegoiésute) ?ggloirr;ist- dggs Effect efsfie%is
1 287 E:rtgg;lﬂm OD S. aureus 1.0x1 L V. 3 3.0 + -
2| % | Meibomianitis | OD | S pneumoniae 1.0x1 L V. 3 3.0 | # | -
3 496 dA:;t;ocystitis s |, S. e?bil\jil:rmidis 1.0x1 L V. 4 4.0 + -
4| ¥ | Corneal ulcer | OD | S epidermidis 1.0x2 D. I 7 140 | # | -
5 %3 Corneal ulcer (0] S. pneumoniae 2.0x1 D. L 5 10.0 + - _
6 7; Corneal ulcer oD ﬁsg éelsrﬁxenta- 2.0x1 D. I 6 120 | + -
7| ¥ | Corneal ulcer | OD GNR 2.0x2 D. L 5 200 | # | -
8| 4 | Corneal ulcer | OS GNR 2.0x2 D.L 5 200 | - | -
9| % | Corneal ulcer | 0S - 1.0x1 L V. 6 6.0 | # | -

10| ¥ | Corneal abscess| 0S GNR 1.0x1 L V. 4 40 | + | -

1| 8 | Corneal abscess| OD GPR 2.0x1 D.1I 7 o | # | -
2| $ ;ﬂ‘rig?gggﬁs OS | S epidermidis 1.0x2 L V. 7 140 | + | -
| 7 ;ﬂ‘}gfgg{iaﬁs OD | S epidermidis 1.0x2 D. L 7 1o | + | -
| % | Orbital 08 |23 mompemobticus | 2ox2 D.L | 5 | 200 | + | -

o Causative organism
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4. EEEK R ‘

TA-058 DRESkAME Table 3 iz L7k,

SRMMOBEINE, AR WBEORR, ML B35
MEMALLOT, PHIBMONERT, S aureus &
BHLx,

A¥1B1E 1.0g &WiE, 3HMIc 3.0g &y
L TUBME SR IXTHAR, 10 L7t IREIR A DEFIN &
12 S preumoniae MM &AL, 1.0g 1 H 1 EME
LT, 3HMEELY, RIHMMN3 ARICIHEL, Hit
WAERIZ T B BiCilk LR,

BTN, KREMIC B, EXREICLYR
WL, SERRL TIREBMORR, MW LK%
Bariobohi, A% 1.0g W&, 4BMic 4.0g &
EMLT, BMWFRIIERLY,

AMRBOENIL, TFBOPRIERT S pneumo-
niae, S. epidermidis, JEFME 3 L UF GNR A& h
7co 1% Atropine jIR & &% 1 BA¥HKD 1 H4AEA
REGALT, 1.0g £/ix2.0g # 12V L 2EAR
BELE, 5~7 HMlIC 10~20g ##5LT, 5HF
4 Pl IEORE/ N, HEBBR LN TEDR W LAEDICHE
ALk,

FABURFOERID 512 GNR %X GPR SR &
hiz, 2.0g 1 H1EREHELTT BMIic 14 g 2N
Liz, X TH00c HRLTEYERLE, 1.0g
B LIEMTIZ4 BMIC 4.0 2EN LT, MR
IMARID A LNT, HRDORRTH o7,

LIRS B4R R D 2 Mz, BRNESIS X AN
HWBIC RELLOT, HIEKRERS ML 2eddh
oo REBEMMAI WD B, L bic S epidermidis HSIE
BHXhic, A% 1.0g % 1 H 2 [E#kiE 723 AT L
T, 7T BETIRABEARRITIHEBLT, FHICEBLT
w3,

REBROESL, RRORHA, WIS X<, che-
mosis A4 L LW TIRBRERROFTREE L, &
Wiy &1t S. epidermidis, S. nonhemolyticus M,
Bli&hic, &% 2.0g, 1 B2EARBELT, Bt
HEEROBRA S S, 5BMIc 20g 5L T 10 B
BICRIERRIINED, Tl LI, |

20, BHER L LTT VAX—-KISixA b, N
A% fTbhicmkiRE, FEMERE CRFHELRL
TebDRRN T,

| ®”

R RRELAE I % L C TA-058 YEHRGHT 5 b iciR

LTz bhiciikE, #ko PCHILHEEL THE,
AHIOHEAR> + iz, ABPCY, CBPC?» &It

k4

PIPCY iciLlLT<HRY, P. aeruginosa iZL TH,
CBPC Ml -HiMAERL e, Thik, #30HEA
MBS A, RS RO Y LY T‘ﬂﬁéhk
FRONMEA IR BCDTH o1, :

EERYMD S aureus DBEAEIL 0.78~12.5 ug/ml
WL TRY, P aeruginosa Trt 25~>100 ug/ml
DR TH o, KICHINHME L CBPCY 0
BARTIX, S. aureus 100 kT 0.5~25 ug/ml 5345
L, P. asruginosa 15Tt 256~>100 ug/ml M4y
ThoftZ b kY, EROTMKIZHT 7K HR, 2
¥ CBPC iz@elL TR, LT, S aureus Cix
ABPCY [k b {EMZIEMic 3H L, P aeruginosa 1k
ABPCY X b mmsttetMic, PIPCY X v{Km2itmMic
L THbRE, ZORME, HR VRSO L0 12
B340 LBoGEmERT LOTHo1,

FThbb, ZRiX S5 L0E, BiERICEVWRERR
2 b AVERLT, P aeruginosa i b 5BEDHES
LRy i ambhnik,

RO BABATIC VT Btz EXAH bR THR
W

fld#?)‘&ﬁ' Lk TAhiC J:hi:f KRIZ 50mg/kg1
LT, BIRAMICH % BEMIC 6. 0 ug/ml »
peak {3z bh, FEMit 5.28 BCh ol Zhid,
K fL L L CBPCY TR, 50mg/kg L
T % FMiC 4.5 ug/ml 0 peak #iT, 6.2 ¥DEML.
BrobhTWwWadZ b, CBPC LRKOHERETT L
DTHoT,

IRAMAREEIZ >V Tk, AAIZSHEES, RARER
LTy REFT, BOBITRERALDLNE, £
LT CBPC® 0ﬁiﬁﬁﬁ®ﬁ£ﬂkiiifﬁﬂ"'6 i,m:
bote,

U Lo Buairith 5, *ﬂli:t 75 LRGSR, IR
HiC X SIRBRSEICERE LT, RABTRRIETH
2ZLhb, BRIRGMFETESLDOLEL DR,

BEERRIC, S aureus, S. epidermidis, S. pneumoniue,
S. nonhemolytm 077 LARBHEERE, BIO GNR
HRBED /5 LSIHBES RIS h L RIR, aﬁ!. ﬁ
RO ESHRIBBRYE, fx&wdbﬂiﬂtﬁ%ﬁ#ﬁﬂﬂﬁ
NEBBRUEIC | IR CEE A IR LI,
#Fhkix, 1E1.0g ¥72i22.0g, 1A 1kwL 20,
one shot ¥k %73 KHMME L b O, ERHITI

1E12.0g 1 H 2 EREAEY L B bhk,

BER L LT HET<E b0 Z 0T, higE
(RBC, Ht, Hb, WBC, Plat., Eosino.), ff*(GOT,
GPT, A-P), % (BUN, S-Cr) MiERET, RAEI

Bldbhiol,
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Bk, TA-058 12'5 ARHESRM, MMM X 5% rapy 17(7) : 1207~1306, 1069
AORBRAEITN LT, BEKENARAR PCHTHD 3) RKEER, WREK, FUXDF, A B, M
LB BRI, REAK : T-1220 BB A O 7 O %MKy 72

BRFIOIBEE 5 ) e FIDREBA &M Iz BILB L L B Uiz BEKAM N, Chemotherapy 265(5) : 1528
It ~1538, 1977

¥ 4) MOE B A LLMEE SRR, HMy N YA
I, TA-058, 1982 (M%)
1) Z@s#E, EFWA: Aminobenzyl penicillin  5) KHEXR, Kk yF, EREK M R:2
(Viecillin) om#tass . J. Antibiotics Ser, MR R, WIC AR KRS —
B, 15(6) : 393~396, 1962 Carbenicillin X RSz X SMABF 2 & ic
2) ZEKE, KEEXR, MEXS, SHEM, Wik RS —. MEAR30 © 885, 1976

M F : Carbenicillin o R#aysH, Chemothe-

FUNDAMENTAL AND CLINICAL STUDIES
FOR OPHTHALMIC USE OF TA-058

Masao Onurstr and SkiGEO NAGAI
Department of Ophthalmology, Niigata University, School of Medicine

Hrsaya Tokupa and Keizou Arimoro
Department of Ophthalmology, Kyohrin University, School of Medicine

Fundamental and clinical studies of TA-058, a new penicillin antibiotic, were performed in the
“field of ophthalimology, and the results obtained were as follows. :

¥ The bacteriological activities of TA-058 was similar to that of ABPC, CBPC and PIPC.

The distribution of the sensitivity for 20 clinical isolates of S. aureus was in the range of 0.78
~12.5 ug/ml and the peak were at 0.78 ug/ml and 3.13 ug/ml, and each number of strains were
5(25 %) respectively, -

‘#Ten strains of P. aeruginose were sensitive at 25~>100 ug/ml and of these five were distributed
under 50 ug/ml.

"2) Ocular penetrations were examined in the rabbit eye. After intravenous injection of 50 mg/kg
the aqueous level reached the peak of 6.0 ug/ml after %4 hours. Aqueous serum ratio at 30 minutes
was 5.28 . The ocular tissue concenfrations at 30 minutes after intravenous injection showed high
levels in outer parts of the eye and relatively’ high levels in inner parts.

3) In the clinical study, the intravenous injection or drip infusion of 1.0 g~2.0g onceé or twice
a'day was performed in 14 cases, such as external hordeolum, meibomianitis, acute dacryocystitis,
corneal ulcer, corneal abscess, iridocyclitis purulenta, orbital infection. The result obtained was
excellent in 5 cases, good in 8 cases and poor in 1 case.

4) No abnormal findings were recognized and no severe side effects were observed.



