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BRZICHIT2 TA-058 OARN I L B E MR

MR EEB M mEEComh RF B R
R R et B

# L\ penicillin REFAEHRK TA-058 ORERE I R1T 5 RABIMER L UFHMEBRAE 7 Hlic

B R E RN LI,

PR 18.85, M LT F = L HERZRRE 4 BICKR 1 g RMHELARED 5 5%, 8#F
Mg mPREIZERFh 112.0 ug/ml, 5.4 ug/ml Thot-, f FHEMRMIT 2.4 B0, 8HEME

THORDENIRIL 52.3 B Th -1,

Big4p, DHEXEXRLIG, FH1H, REBEKYAE L HIic 41 ~2g/8, 3~23 HEEH
L, E328, A236, 2B/ 1A, B 1FORMEELN, EYHRITI T4 THo, &
FRECERT 3 L Bbh 2BIEH, MEREERFEIVD oAk,

RCHIC

BOMNEKRXSH THRE S W24 & penicillin TA
-058 DEMEILL T SENMBERM L, X, B
RAPESLTROBBEBREICH L TENORE &
fToDT, TOBERRIZOVWTRET 5,

5 &

DEABHE

HIRABLEE 4 4 (SERb 72~92 5%, 78.8+9.0%, f&
K 40.8+4.8kg, MiF) L7 F=> 0.7~1.2mg/dl)
EHRE L, ThOEFIDOMPE S LT F = ST IERK
Kb, Jv7F=ver )75 21% 28.0~58.7
ml/min.,, %5 45.9+13. 2 ml/min. T - 7z (Table 1),

TA-08 DENT 2 MM R REB L%, AKll1g ¥
20ml OREH AR AKICEML, 3 5353 T one shot
ML, 54%, 304Y, 1B5RE, 285RE, 48500, 68F
W, SRMicRM L7, £/, BiESHM%E T 2R

Table 1 Subjects in pharmacokinetic study of

TA-058
S-Creati- | Creatinine
Case | Sex | Age w%(i)dgt nine | clearance
80t | (mg/dl) | (ml/min.)
KY| F | 76 | 39.0 0.9 45,1
AM| M | 92 | 350 1.2 28.0
NA| F | 72| 46.0 1.0 51.8
FEXK| M| 75 | 430 0.7 58.7
Mean 78.8 | 40.8 1.0 45.9
+S.D. 9.0 4.8 0.21 13.2

FBICBRIR LT,

TA-058 DkREAMEERTEIX B. subtilis ATCC 6633
¥7:1% M luteus ATCC 9341 H¥REH LT 58
FART 4 R 7EICE VT o0, HEHUT b Y 7 by A K
e (GRBF) AV, mPRERREICIE 7~k
T, RPBEREICITY RS (Y45 M, pH 7.0)
TR L 7- St & Ao, BRRIZY © BB
(145 M, pH 7.0) THEHARL TR@ICHL 7,

Bohi-RIEA% two compartment open model
{23 Tix®» T pharmacokinetic parameter *JHHL
720

2) BRI

BAFNS64E7 A X b HBFIS64E 12 B £ Tiz ABRL 7=
FHYRBISE 7 BPlic oW\ T  TA-058 DEEKRZIBRORMN %
fTofc. 26 62 LA EORIE TH 55, 3 i 90 5%
RoOBEMKE TH S, HREBIIMR 45, DHEREX
R1B AE 1G], REEGE 1 FITH 5, REEKAE
1EERICX L Tik 18] 0.5, 1 A 2EOBEEXIT- 7,
o 6Hicit 1E1g 1 H2EDHEEEIT-7, BE
R 3~23 8 ThH B, 3HITIIARHE 3HTIE
¥, 14Tix one shot #iE#1T-7-, AMEHED
BERRSEFLYvbE, 2779 7GHLLLIF VYA
T3 ® 100 ml (Z¥5fR, 60 903 TRE L7, HEDH
B 05% TeAaL b LY KhqAy 2~3ml i
WRLTHREL,

EEER DRI PER D & DEHEVIZHE - T, excellent (¥
%), good (F%h), fair (K%, poor (FEH)) »
ABBEIC R LT, SRR BIECRERE S BIfE
RAoFEL R LI,
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1. kB M

TA-058 1g one shot ¥iEiso WMHIC 1T 3 M
MEEHEFS & Table 2, Fig. 1 1wz, 4 floFHm
DREEICOVWTAD L, K5 Q% T, 112.045.93
ug/ml Thote, 1HME T 43.63+10.41 ug/ml,
8HEM%TIX 5.4+4.68 ug/ml THhott, SHMKE
TORPEULRIL 39.8~62.9 %, F#52.3+11.7%T
3 - 1= (Table 4), Two compartment open model C
#2477 L 7= pharmacokinetic parameter | Table 3 i
RLIH, AP0 RHmPRELHCTHR LT A
—5—%%5L, T (B) ix2. 40, mPREHR
Fimfk (AUC) 209.9 hr.eug/ml TdH -7-,

2. ESERMYRE

g4t BHEIEXRRLHA 1AL REBYSE

1. H7olicEREERL, ¥2026, AH3H,
SHEHLE, FHIATHY, FHLUEOEMLT Hh
5 PITHMIZ .4 BTH o, K4 DEROERL,
Table 5 iz7x+#8, LAFIZEOMMER<S,

M1 o2m %, AN

THEMICIBOYIEX, LMK Y - Hhic Co MK
Sleth, WA LRI L B SEFTH 5, Bise
£78, BREREBEL 5 %M LLHEOBHK %
*, BEOWALEYD, ABLDNL, DSE%IR
HTHY, BREIRHTE L) -7, KX 1E1g1
A 2[E 3 AMO B 5 THRH. RFAFTRD Bl iE,
CRP @R »bh, ¥HLAELE,

=2 18R B BA

WA RS & KA+ 5 BHERAATH S,
BRABITRHATH A, X¥1[EI1g 1A2E2A
MoMEEIBZ -1z, B MK TR, AEK L

Fig. 1 Serum levels of TA-058 in aged (1,000 mg, 1. V.)

n TYX (B) AUC
#g/ml a—a Aged 4 2.4hr. 209.%hr.-xg/ml
100 A
r O---0 Adult 18 1.4br. 102.1hr. ug/ml
50 : volunteers
10k
-
5t
1 S~
C o
1 1 L 1 1 L 1 ]
0-5 1 2 3 4 6 7 8hr.
Serum levels of TA-058 (ug/ml) Urinary
recovery
1/1211/2 1 4 6 8hr. | (0~8hr.)
Aged patients |112.00| 63.38| 43.63| 31.68| 17.58( 9.03| 5.40 52.3
(Mean%S.D.) | £5.93|+9.85|%10.41|+10.55| +9.70| +5.83 | +4.68 +11.7
v IAdt:letrs‘ 135.23( 59.93| 28.99| 13.81 4.92 1.72| 0.74 79.72
un
° +10.09{ £5.01 | +2.75| £1.36 | £0.56| +£0.16 | £0.10 + 2.84
(Mean+S.D.)

% : Data from reference 2)
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Table 2 Serum levels of TA-058 in aged
(1,000 mg, I. V.)

Table 3 Pharmacokinetic parameters of
TA-058 in aged

Serum level of TA-058 (ug/ml) (1,000 mg, 1. V.)
Case AUC
112 1/2 2 4 6 8hr Case | A B a § T%(ﬂ)(h
1 1)(1/hr.)(1/hr.) (hr.) O
K.Y.[107.5 68.2 51.3 35.0 18.0 10.8 6.0 (ug/ml)(ug/m)(1/hr)1/hr) (hr) *yp)m)
A .M. |113.0 72.5 52.0 45.0 381.0 16.5 11.8 K. Y.| 65.9 42.0 1.18 0.24 2.9 230.8
N. A.[120.0 63.0 41.4 25.2 12.4 4.7 2.0 A.M.| 64.6 67.9 3.84 0.22 3.2 325.4
F. K.|107.5 49.8 29.8 21.5 8.9 4.1 1.8 N. A.| 83.3 61.4 3.75 0.43 1.6 165.0
Mean | 112.00 63.38 43.63 31.68 17.58 9.03 5.40 K| %9 450 412 0.40 1.7 1346
+S.D.| 5.93 9.85 10.41 10.55 9.70 5.83 4.68 Mean| 75.8 56.2 3.35 0.30 2.4 209.9
Table 4 Urinary levels and excretion of TA-058 in aged (1,000 mg, 1. V.)
Cer 0~2hr. level | 2~4hr. level | 4~6hr. level | 6~8hr. level 0~8 hr.
Case . recovery rate
(ml/min.) | (ug/ml, mg) | (ug/ml, mg) | (ug/ml, mg) | (ug/ml, mg) | (mg)
A M 28.0 2,550 229.2 (0~4hr.) 1,700 137.0 400 32.0 398.2 39.8
N. A 51.8 2,850 202.9 830 215.7 420 103.3 93 23.4 545.3 54.3
F. K. 58.7 1,850 469.2 410 83.1 270 69.9 127 6.5 628.7 62.9
Mean ‘ 52.3
+S. D. +11.7
Table 5 Clinical results of TA-058
. . . Bacteriology Clinical Adverse
Case |Age-Sex| Diagnosis | yefore/afier Dosage Effect Effect
1 |F. K| 62«F Erysipelas 1gx2x 3days D. L. Excellent (=)
2 |A 78 M Pneumonia 1gx2x2ldays I. V. Good (=)
Acinetobacter
Klebsiella
Enterobacter
3 |F. U| 70F UTI E. coli 0.5gx2%x23days I. M. Fair (=)
E. colt
Klebsiella
P. aeruginosa
4 |N. A | 12.F ‘l?x%l:fcehitis 1gx2x10days L. M. | Excellent (=)
S. aureus
5 |AAM| 92.M Pneumonia | Klebssella 1gx2x18days I. M. Good (=)
H. influenzae
6 | K K.| 94 F Pneumonia g Z::Z‘anosa 1gx2x22days D. L Good =)
7T|K S| 95+ F Pneumonia | Klebsiella 1gx2x 7days D. L Poor (=)
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MR, IR A R SIHTIE R8I B L 7o ps, SR
RRIEL e AR LB L,

RS 10 Zt, RESMESREE

WAF 53 SELAK, THHIEDI-H W& ) DBETH D,
FREINE BB 7o ob IRIGIRYYIE & MR DIRL, SEMOBE
RN 5 £ 51F, TOME /FERERE 8T
Wi, IBfNS64:6 A5 H LY B BME B, Mt
ICABE L7, E. coli 122 WERRD WD b Lic
Ceftazidime 2g/AD#E, REHT—TN HREIT
W, M, INROUBB SN, Ceftazidime 1k 2
BRI FUORM, MROMENLSHH, TA-058 1g/H
OEER1Tolc, REMTIL Acinetobacter, Klebsiella,
E. coli, Enterobacter ¢ 5 f&IF® #igH» 10°CFU/ml
PAERI &S hions, ARIEE 4 B BICiZM8LIRIRDHK
#LA 6N, LA L 10,000/mm? LA ko AMBRKE
AEE, 8 A HICHBURMEA R, LARME LY
TREVRHE BVEL, R ER%ZD RERTIZ
E. coli, Klebsiella, P. aeruginosa higgiEh, \W¥h
L5 4 2 7 ic T penicillin REFCTEOEKTH
o1z, AR E-BRIAE— BIZERERAER OB & 7205,
EBPICHRER I, CREREHE L2, KAEH)
13 % » 1 Cefbuperazone, CP-45899+ Cefoperazone &
KICEELTLRRSEBL» - B™AITHY, TA-
058 k2 H AHICELE Lic, SIRTIIREBRL AL
hic,

EM4 MR T MEIEIR

LAEZMEDBETH D, HH, MEK, CRERL
T TRB LY, MM LRESE2BH Y, itk
RREBE LI, BRETTRATH 55, EMRELHE
HRMICHIL, IMER, WPRRRELHRL, ¥PLy
L,

EHS 2m B, Mk

B, MR, BAED VR L AR & DU L 1%k
&ix H. influenzae (), S. aureus (+), Klebsiella
(H)vsgtiahiz, AFBE 3 B BICIIMAL, FEE
FER b MROHICHR LIeds, v#eaE, CRP. mitoyk
BROLBI D, BHEHELE,

FEHE B4 k. Mk

PWRAROIHBEOABRRELRAL T, KER
RINBL%, EOERIEC X 5 EMEEC T AR, Ao
HTHofchs, MBLRBLVMRERE L., R¥%
FIR DKM T S. aureus(#t), P. aeruginosa (+) Bk
Hah, &F1gl A2ED HEICL) BH, A0k
3, CRP o¥@EHH LN, W LRIREIECLPEE
Liehs, ARLHEL .

R SR I, W%

REICRRBHE, MREGRELI, FAKREE MR
¥, Ami, CRP i bHESEALLT, JEEHKD
Rk T2 Klebsiella p3gtH & hiz, Cephem Rfi4H
IKCEERIBEL TR Y, FAIREDHLHELL,

25Epic 5T TA-058 {FHPIcARICc L3 LEBD
NABERIZA bR o1, ARIERATEOERER

Table 6 Laboratory findings

RBC Hb Ht WBC Eosino Platelet
Case | (X10%/mm) (g/dD) (%) (%) (X109 (1 U)
b a b a b a b a b a b a b a
2 411 402 11.6 | 11.2| 34.9| 34.6 | 9,100/ 9,200 1 23.032.1| 6 9
3 291 255 8.1 7.0 | 26.2| 22.5] 12,900 9,100 3 3 |42.8|51.6| 14 9
4 427 | 407 12.4 | 12.1| 38.0| 36.5| 12,700, 6,700 0.5| 0 |24.7|32.7| 11 | 10
5 351 | 375 9.8| 10.6 | 31.0| 33.4| 6,200 5,900 2 |20.7|21.4| 11 | 16
6 300 | 360 8.4 9.8| 27.1| 31.5| 9,400 5,800 1 17.2] 10 9
7 406 | 363 12.3 | 11.0| 38.6 | 34.5| 9,700 15,000, 0O 1 22.9|22.5| 8
GPT Al-P BUN Creatinine Na K Cl
Case (L. U) (1. U) (mg/dl) (mg/dl) (mEq/L) (mEq/L) | (mEq/L)
b a b a b a b a b a b a b a
2 1 34 4 ] 9 11 0.7 | 0.8 138 | 141 3.9| 3.5 106 | 108
3 2 26 26 57 56 | 5.2 | 3.1 138 | 134 | 5.1| 4.3| 103| 98
4 7 11 24 19 22 15 1.1 1.0 138 142 4.7| 4.6 101 | 109
5 9 17 39 37 19 23 1.1 1.2 142 141 4.3| 4.0 112 108
6 2 2 73 91 19 4 | 0.7 | 0.4'| 136 134 3.9| 4.7 107| 105
102
7 6 2 33 27 28 17 | 0.7 | 0.7 144 143 | 4.3| 4.1 107
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% Table 6 RT3, FANC LB L Bbh I REME
BB LR Ao,

% x

TA-058 DOELERBAEA 18 42T 5 KNBHKE & R
HLRR I X, AH| 1 g 8BS ko mhRE
{2 135.23+10. 09 ug/ml, 8 BEM# TO.7 ug/ml, B HH4
B 1. 4B, AT 9 liter/body, iR EEdh
HFEHA (AUC) it 102.1 hr.oug/ml, 8 M TR
HERRIET9.THL BEShTWS, P rLT7F=
VEEEORBEIZSWTRN LESEOR 2 DT
it, &K 1g WS Sy Ho M MEEL 112.00+2, 97 ug/
ml b, EERERALRKEORVERTH-1, §
FREMINIT 1.7 fEICHER, AUC 1382 f&ic L T
BEMTH o1, ke, 5 8 E TORPEURR L
BRETIE52.3%L BWEXTRLE, Zh6DOHEBE
itk bhle TA-058 DFEH/EAFEMIT, ERREL
T&/£H cephem ZEHIC, 7 I/ Kk LT
BRIFTAR O B E 12 317 5 BB AN L
—ETB5bDTHD, MK/ L7F =L ENERETH -
Th, VRO 3EFTR 27 vT7F=2YVT5>
A% 45.1~58. 7T ml/min. DA% RL, 92 BOLER Tix
JVTF=r e P YT T RE 28.0ml/min. L{EHEZ
RLTkY (Table 1), hokdic & b 7z 5 BHHEE T 234
bh T3, BREICKIT 5 TA-058 oo HsE
Riz, ELLTZOBRERTICIBZ b0 LEbh, E
LDIEFCONTRBE, JLTF=L e 2 YTTLR
HOEWFIZ L i I R VGRS A Sz,

TA-058 % 7 Bl RRUAE I (A L7z 2%, o
BABELEEL T, MiRicHLTHL1H2g DRET
TR ERL I, B 4 8% 3 Flie HRL EDBEKRDE %
B, EHTH -0 1 PliRARICHHED Klebsiella (T
LOMRFATH o1, Elc, FE, SHUIEERD 24
REREAHTH -85, &K 2 g/ AOBETEDHE

U, IREEITED i 3 e xt L Tk, AHK| 18/11
DEG 1T -3, REBEMEMINE, »T7— T ARIEE
> BRET O WKERRIERNTH Y, %M cephem
FRREY THHRBUCH X B H > AR TH D120
TA-058 ORBEBRN, CRAMCLYE->T LR,
BEVES L Bbh 3B,

90 RIVD IEFE S 7 M FMHIC KK 1 ~2g/
H, 3~23 HM® BE£1T-7h, FHicksL8b
RARER, REMOREZ IMLALORLEL -/, K
FICERMEETIEAL VbR TEYY, KAIH
PRI X B MBWEICH L TIRWKBE IV T LAY
OWNEHREVZ XY,
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PHARMACOKINETIC AND CLINICAL STUDY
IN AGED PATIENTS ON TA-058

TakasHt INaMaTsU, KaTsuniTo Ikuma, KAORU SHIMADA
and Kyoko UrRayamMa
Tokyo Metropolitan Geriatric Hospital

Pharmacokinetic study of TA-058 in 4 aged patients with normal serum creatinine levels was
performed. Serum concentration of TA-058 by bolus intravenous injection of 1g at 1/12, 1/2, 1, 2, 4,
6 and 8 hours after injection were 112, 63.4, 43.6, 31.7, 17.6, 9.0 and 5.4 ug/ml respectively. Serum
half life of § phase was 2.4 hours. Area under the curve was 209.9 hr..ug/ml. Urinary recovery
rate during first 8 hours was 52.3 %.

TA-058 was given in 7 aged patients (4 with pneumonia, 1 with acute bronchitis, 1 with
erysipelas and 1 with U.T.1.). Satisfactory response was obtained in 5 patients by administration of
TA-058 of 0.5 to 1 g on every 12 hours. Non adverse effect was noted in every patients.



