CHEMOTHERAPY

EMABBURICHITZ TA-058 OXatay - BRI BEA

® OB Kk BHR-B® M
HIR M= K FIME-.Ae MX
gy e 22 & i PR Rk

HH# B
[ A LB

FiLns=v) L REFEHR TA-058 L >WTEMABBUKT RN LTV, UTOMREBE,

L sk : A AEIENERMERK 15 7 70 ko> MIC #6512, 1.56~8.13 ug/ml i 27.2 DM
MR B Y, —F, 100 ug/ml SAEOMMERR S 30 EH -1k, '

2. WRIN, Bt 1g WEERO 30 s34Eix 34.7 ug/ml, M 78 4y, AUC K 64.6 ug/mlehr. ¢
Hole, 6REMPARTENEES. 1 K THoT,

3. BRPMESEMAMRE © 1 g WEROBMIRMLN, FEMIRMLN, FEHEWL, FRIFERA
MELHIRL, TORE/EHMTE T, BGMBEDERHMN (Toax) IEAEMT 42.0~52.6
5y, MM (TW) (X FEBINRK 56.8 5y, ZHM 45.2~55.35), RFME (Cmax) RFERMRMN
24. 4 ug/ml, FAAM 10.6~16.5 ug/g, MEEHMR TEM (AUC) i2ifui¥ 74.5 ug/mlohr., Z5A%
25.8~41.4 ug/mlehr. CRIFLEBITER LI,

APR. 1984

4 RRRBITHE: 1g RERES, RFZERBITERL, EHLM FKicRHELEDOK 25~

30 DBITH WD bhvic,
5. RILPBITIXED -,

6. FESRALAK : 10I0EMARRMYYE (7THKB) 1@ 1g 1 B2~ 3BT AICRK

BEEBD, BERRPE»oT,

LD TA-058 OEMARSIRICI T 2HAEE B,

FXbE

TA-058 iz HIMEKRXSHICISV THBEAZ 6
B N2 FAL-D-7ARSX L &HFTER=VY v
FREHRTH 5,

ARix7 7 L BEE, BEHCHENERL, R
#ainy e, CBPC, APPC, 5 X ' PIPC k v [EBET#
WEAERL, BoBRAEROREE IRV, X,
vitro LB AR LY muvo KT APRICEN,
EWMERBEETIVHRRIRBBOOA TN S,

WU, BEMEHER Tix, M, BECLIHOLCH
mPRESH LN, BBRARELHL, EBMOLRY,
RbE~bBRICHMEESh B, £, BHELEWVWD,

bhbhiz FF¥iL>oVT, EMARERT RME T
W, REEBREOTUTRBET S,

MHREAE
PN BRI FSEERIC X VB L,

KB ARERMEEIX E. cali ATCC 27166 % REHM
B0y FECIVMEL, SMERARBITC W
BIWU pH 7.0 145 M MRS L EA L.

MAERRIIERAHBILOBRIE L MR L L, BM56
.6 A X Y BBRISTAE 6 B ¥ COMICBRKZEER AN
R AR L e BEITER L,

R x

1. #iMA (Table 1)

B, ERAHSIRORL DR OIS s
DO 1510k icoWT, MIC fZMELE. Mt
i3 108 cells/ml D5 — ¥, S. aureus it 1.56~3.13
ag/ml L 100 ug/ml kizsyh 3, S. faecalis i% 1.56
~6.25 ug/ml TRt TH S, E. coli i3 0.39~3.13
pg/ml & 100 ug/ml LhEOREEIRYRTNS, K
Dneumoniae it 25~50 ug/ml TH Y, Serratia ix 100
ug/ml LLE, P aeruginosa it 1.56~3.13 ug/ml &
50 ug/ml Lizyh T3, H. influenzae ix 0.05ug/
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ml LSETH SR, R EOSREICIH 5 WRKD
PR TRLY, BEERIT 1 56~3 18 ag/ml {H3F
rEr—20bY, 21 2% & L%, —F 100 ug/ml LLE
nﬂ&%tm%mﬁhﬁo

2. B, Wit

1) mPMEE KK 50 kg, FFRMIBER OMABA
BMEic, TA-058 1g % 20ml |[CHML, M3HT
PEL, FOROMPMEEEERYICAE L. OB
@ Fig 1 RTmd T, +0 %Mz 30 43K 3¢ 7
ag/ml, 1 REPE 19 6 ug/ml, 2 EEMUK 7 8 ug/ml, 4 B
MK 2 5 pg/ml, 6 BEMME O 85 ug/ml TH Y, MM
784}, AUC M 64 6ug/mlshr. THotx,

2) Rkt R_EoLER D 6 FeMARPHEMIZ Fig
2 oin{ T, 2 R OBERELS, 2,635 ug/ml (448 mg),
2~4 F5RIPI A 583 ug/ml, (116 6 mg), 4~6 REMIPNAS
313 ug/ml (15 Tmg) TH Y, 6 BMINOHENRIL 58 1
FTHoMto

1. REAEEERARE

FEERLL, ARBEORRAEBHRA~OBITR
EXRET 520, TEMKC XYM TFR2SRHNG

Table 1 Susceptibility of clinical isolates to TA-058

17080 PLZHENNAK] 1 g EWMEL, —Ewpsizinds
EMH U, Bt MHEToOMMIE, EH%, mHi
FERIMR X TOMME L, FIRICITIR & FERIAR
AHMM LA, WHWMRTFEWA, FEME FEN
W, FESN, TEMN, SE SIMOSMAIC MR
WL, MBEREE T —20 °C IZMIRTEL it MIERS,
MMRNEE N, RESF A —THEMIMLL, =
hERLLTEDO LMERIB LA,

1) MEmM Table 2 (cR+ 38D, #E5#S554
L) GRM 25 SHcbR ) 9MiP VT ME L, M
PWMBEIL 554y 24 ug/ml ERMMIAEL L, BEFEFAGIZMR
L, 6FM254Tix1 0ug/ml 2R LA, FEMAIR
L M ARALIAN & 124 —BC L, R iR &R L1 (Fig.
3), FEEWL, HRBEMALL 55 FHOTFENWED
18 5 ug/g X MWML L, B E LIZIZERILREOR
BETASYX b0, FROMRERL, miNPRE
D1~TT HDOREERSZ LEALNLTH S,

2) K HEEEkoMH Two compartment mo-
del # v, MM MER C=Ae~"t+BeeBt D&, F
EOMRMLINS X O FAEMRPMEEIL C=As(eKEt—e K

70 strains, 10% cells/ml

0060102 )|0.39|078)1.56|313[625(125| 25 50 100 |>100] total

S aureus 1 2 , 2| 5
S epsdermudss 1 2 , 4 3
s _'faecahs 2 2 1 ) 5
§ pyogenes 1 1
E coh 3 5 4 2 4 18
K pneumonsae 2 4 2 8
K oxytoca ) 1 1
P. vulgarss C ] 1 1
P musrabshs ;’**f' T ' 1 1
P. morgans T A / , B Dl { 1 1
S marcescens . 7} Var, b ”f :;;j:_ ‘ 1, }‘ ‘ 5 5
€ freundu / ; 1 1 i il 4 6
E cloacae 1 V47 LI 1 ) //" ’ | 1 4
P aerugsnosa /'\.// 4 4 11 1 L 4,/ 2 |12 3 9
H wmfluenzae 2 2z (;#”’:; "»«3{ 2

Total 73 Pl 1| 3| 6| o|10| 3| =] 3] 7% |a|mn

% a3k 14) 43] 86]129]143] 43| "Tas|100| 57|30
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Fig. 1 Serum levels of TA-058 (1g, L.V.) Fig. 2. Urinary levels and excretion of TA-058
(1g, LV)
40 3,000F
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~ = T =
= = R
§ %0r 3 S
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E20r : o
£ | :
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Time(hr.) Time (hr.) Time (br.)
Table 2 Tissue concentratjon of TA-058 after intravenous injection of 1 g
(ug/m), ug/g)
Time after administration (hr. : min.)
0:55 1:10 1:13 2:45 4:00 4:07 5:30 6:05 6:25
Serum 240 | 230 | 230 | 8.8 4.6 6.0 1.3 10| 10
Uterine artery 22,0 21.5 23.0 8.4 4.0 [ 5.5 1.8 0.5 1.0
Perimetrium 14.0 14.0 13.0 5.0 2.2 1.8 0.7 0.5 0.3
Myometrium 17.5 11.0 11.0 3.6 1.7 2.2 0.6 0.4 0.3
Endometrium 18.5 8.4 11.8 2.8 0.9 2.0 0.6 0.3 0.2
Cervix 16.0 9.8 13.8 4.0 1.7 2.9 0.8 0.3 0.6
Portio 16.5 16.8 17.0 5.7 2.5 2.9 1.2 0.7 0.3
Ovary 12.0 — 11.3 — - 2.5 0.8 — 0.1
Oviduct 11.5 - 13.3 4.6 2.2 2.3 0.5 - 0.8,
Fig. 3 Tissue concentration of TA-058 (1g, L. V.)
25 25
[
= 20r o aUterine artery g 20 p— v
2 o——a Perimetrium ) o——a Portio
g i Myometripm Y Xt Qvary
= ©0———-0 Endometrium ~ o0-——0 Oviduct
g 5
- 8
g 10} # 10F
3 S
0 8 R
1 2 3 4 5 6 7 0 1 2 3 4 5 6 7

Time (hr.) Time (hr.)
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A) DR EBVT, Smmplex iz & Y FIERIA4EME
gERDk, Table 3 ZARHT L A ZRB A ER &
b e MW HUNCERRIRPIREEO YN (TH) it
T X 5 I MmN 68.8 43, AAAMRIL 45 255,34y
L, X, BAMEISREIMN (Toax) IXFBMDH
42 943 & 2Rl 47. 2~52.6 43 & BRLe R EEI L
rEEETRLY, HMRE (Cuax) X FERIARMmIND
24 4 pg/ml, ZHMICIT 10 6~16.5 ug/g DHITLIME
pohit, MEHMTER (AUC) 2 MARMN 74 5
pg/mlshr, kXL, FRMARMM 57.1 ug/mlehr, T
76 6 BICHEY L, FAEMPICiT 25 8~41 4 ug/mlehr.
T34.6~55 6 BIZHY L RIFx BITERLE, Fig ¢
EBROBBHA L Y B oh NP RE, FEBR F
N, FEOGM, FEABRORENY I L —vaL
#—-7%, Fig. 5 CiRKG X, FEES, F8
B, 5P, JRROMBED L I 2L —Yavh—TEFRE

Lice #H0ZL b, MNPEEE & CHERR L i Mis
BEUTHRETSZ ERRLTVS,

4 MR RasiTe

MR, BR~DOBITEBMT Sicw, HHMN, FXK
PREELWIE L, SYHRAT, AR 1 0g RAMCTIEL,
Syt ki, WD, FEAEHRERL THRIEICBL
. MK Table 4 BXLX Fig. 6 ZRT LB T,
TREEH 24 4302 6 O WM 37 S3iC 13 X KIS IIME P IC A 11
PlizonWCRIEL X,

1) IR Rfkdn i M BE

BRI, MWEH 42~45 30— Mdb Y, Ty
34.5 ug/ml T, DIEAGEIZMMIEL, 1BEMANHT 26 0
ag/ml, 2FFMI5 4y 6.5 ug/ml, 3EEM 24T 2 1 ug/
ml, 9N 37 3 Tit 0 2 ug/ml DORIENB LI,

2) RS E1 o0l # i i b R BE

AW~ DOBITIX RIFTHRONTH S, #%5% 245

Table 3 Pharmacokinetic parameter of TA-058

; T AUC () AUC(0-4)

No (g | Cagymly | 2 | cin (8 KE) (niy Cugli) (ug/m (a8l
1| Serum 4133 | 48 | 0010 | 0010 | 683 - — | s | esz
2 | Uterine artery | 61,87 — | 0038 | 0012 | 56.8 442 [ 244 | 571 | 526
3 | Perimetrium 41 62 - 0 033 0 013, 55,3 . 412 143 ([, 344 | 8L7
4 { Myometrium 43 39 - 0 030 0 013 53.2 49 6 127 310 | 286
5 | Endometrium 47 58 — 0. 026 0 014 49 0 51 2 10 6 25 8 24 0
6 | Cervix 42 69 - 0 031 0 013 54 0 48 1 13 6 328 303
7 | Portio L’ 71 01 — ‘0. 026 0 014 51.1 52 64‘”_ 165 414 | 38.1
8 | Ovary 46 40 — 0 034 0 015 45 2 42.6{ 131 275 26,2
9 OVldugt 43.75 - 0. 029 0.013 52.8 49.8 12.5 30 6 28.2

1 , C=A«we®t+Bee bt

29, C=A+(eKEt_g KAL)
Tnitial value : A=40, KA=0 03, KE=0 012
Weight : I/C?

Fig 4 Tissue concentration of TA-058 (1g, I.V)
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Fig 5 Tissue concentration of TA-058 (1 g, I.V)
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T 7.8 ug/ml OBITHED bh, 424 T—2K10.5
ug/ml H®oh, 185MANHETIZ 0.7 ug/ml, 25
4y 6.8 ug/ml, SEEM 2 4T 3.1 ug/ml, 0 M 37 3T
i1 0.85 ug/ml OBITIMD b, EDMmPOWEIL

BN PREDHEB L Y @B SRy —TFERLE,

3) ¥EAPRE

ERP~OBITIZ, HWH~DOBITL Y 20BN,
24 53T 2.2 ug/ml, 42~454)T 16.6 ug/mi, 3mm

Table 4 Transference of TA-058 into umbilical cord blood and amniotic fluid after

intravenous injection of 1g

Time Maternal blood Umbilical cord blood Amniotic fluid
24/ 25 g3.0v T8 1ee 0.4 2.2%
Z e | WS e T,
ok G e | BT ar o
1°26' 10.0 7.3 -
2°05' 6.5 6.8 -
2°40 8.2 6.5 4.4 o
3002’ 2.1 3.1 9.0
9°37' 0.2 0.85 4.2
* mean

Fig. 6 Transference of TA-058 into umbilical

Fig. 7 Concentration of TA-058 in breast milk

cord blood and amniotic fluid after intra- (1g, LV)
venous injection of 1g '
0.6
Sof =
= o———o Maternal blood }!‘ 0.50r
& 4} 0-=——-0 Umbilical cord blood X
? a—-—a Amniotic fluid g 0.40
: g
g 301 £ 0.30f
E
8 20t © 0.20f
8
(8]
10f — 0.10f
-“\~~
———= e 1 1 1 1 1
Pl S s s v e —— W
023 4 5 6 7 8 9 10 1 T?(h4)56
Time (hr.) ime (hr.
Table 5 Concentration of TA-058 in breast milk 1gL V.
1hr. 2hr. » 3hr. 4 hr. 5hr. 6 hr.
H.S \0. 53 0.61 0.57 0.46 0. 42 0.31
K.M 0.22 0.33 0.21 0.28 0. 2'1{,, 0.24
M.T 0.25 0.20 0.16 0.16 0.18 0,10
S. I 0.35 0.36 0.33 0.35 02 0.19
- 3
K.K 0.12 0.30 0.35 ¥ 0.30 2 0.18 0.20

(ug/ml)
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T 9.0 ug/ml DWMERRH X i,
5. BRABTRE

NRRBONL 2~3HMBILDY, —MIZ (ERE TH-
e,

EWIC AR 1 g #MNEL T, $5% 1~ 6RMAD
BILERERL, BITRELUE L, Bl Tables &
XU Fig. 7 izmt ey, RILHic 0.1~0.61 ug/ml

DERBEOBITHED b, 0~ 7 3FPA TRV

0. MEEM
1) B L UBE L&
BRI ILATO 56 £ 6 B X Y 5746 § £ COMIicH

FoKSEBAMERL I ABE L7 10 BRI AL, £0A

Table 7 Clinical efficacy of TA-058 classified by diagnosis

—_—
Efficacy
Diagnosis Excellent Good Poor Not clear Total
Endometritis 3 3
Endometritis + Adnexitis 1 1
Adnexitis 1 1
Pyosalpinx 1 1
Parametritis 1 1
Puerperal fever 1 1 2
Ileum diverticular abscess 1 1
Fig. 8 . Fig. 10
CaselE.S. 22yrs. 42kg Endometritis Case4 Y. T. 47yrs. 47kg. Endometritis
Sept. Oct. (D&C) Sept. (Adnexit is)
30 1 2 3 4 5 6 7 345678 9'10111213141'51'6_
BTY "
ST I ol
38F 39t
37 '/\\fw_/\__- 38t
36} ) 37
. % L
Culture E. coli (#) E. coli (+) : }
Lower Culture| E. coil )
;.bt‘!:mlnnl + + + £ £+ - Mdominal| 4 b+ +++++ 44 ———
Tenderness + + + + + - ?-'n'dd:.lu'g“ +t4*H#++++++1+~—
WBC 19, 500 5,200 Tenderness| # # # + + + + + + + — — —
CRP 4+ 1+ WBC| 9,200 2,600 3,600
CRP| 4+ 2+ -
Fig. 9 Fig. 11
Case 2 A.Y.23yrs. 45kg Endometritis Case 6 M. N. 34yrs. 50kg L.-Pyosalpinx
(F oetal death Aug. Oct. (D&C)
D&C 31 1 2 3 45 6 7 8 9101
Dec. Jan, B.T.C . e L
B 2 3 3 1 SR | ST BRI g
. 38t
. mm 37 P A
B.T.C ‘—\/_\N\/W
38 36F ,
37 \\/W - Operation
36F Culture =) (=)
Culture | (—) S. epidermidis Purulent | .
Rt 4+ & - Hom Sekin rrEE -
" wac| 9,400 T 3100 mominl‘i- + + + + + £ -
CRP| # # WBC|8, 400 9,200 5,800
CRP 2+ 4 + . o
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#ix Table 6 IZiRT- X Hic, FEHAMSESH, FEAN
EAWMERA 100, (TMEBSE 14U, IPEEEINR 1 B,
FESRAMS L O, EWW2 6, ERBAKINE 1 ¢lo
AR I10ATHE, WhHEIR, 1E1~2g %102
~IENBEERRIARMET, foERRGRALT
win,

2) BRYEXN

HRHEE, BREOME BHREROHE, BE
RO ¥ HREMICHNT L, WOWNBEBLE
LT, 3 BUARICEOM. S X CEERI K I i &
hEREEEDHL L, AR EIRD L TIEROK
ERHOPTRVODORTHAE RIS L L, Ml
KRR, B, WK, FARCDT .,

3) KEBIRHRRHR

Table 6,7 L7 3 X 5 L FEARKAD 3 Fliznihd
AR O FEABYEHA T (Fig.8,9), 4~6H
M 7~11g ORETIFL L FHTHD, FENBR
REMBRBREAGEL T 1 Bi2 12 BRI 26 g D5 TH
HThHon (Fig. 10), IMEEAMRITEOMHBEZRD
lﬁlli 4HM6g V)wﬁ THED, SPGB 1 BliE
m,g DRIHL, BARHLANT, Kr— aREL
*#,; 8 A 14g ORETHES) (Fig. 11), FEHE
TFELRIHRROFEFRAMAD 1 fli2, EBUTRL
kY S epidermidis ML, A#1 H2g #8 AWM

Fig. 12

Casel0 T.O. 49yrs. 47kg) Ileum diverticular abscess

(Dlvernculectomy)
Dec.

24 25 26 27 28 29 30 31 1 2 3456
Fﬁ_ﬂ_ﬁ'_'_'_v—r—'—ﬁﬁﬂ

. E. coli (§}) E. coll

nl-ng

fischarss L g
WBC| 13,800 6,700 8,300 7,700
CRP| # . # -

18 g8l Liedt, MROBEMWZL, HYTHo, BW
Mo 2Bz, Lbiz E coli izXBBUTH RS, L
bRLISRIEL, ThPh#g), AHTH -7k, BN
HINED 1 X, THES, FEANED MFL LT MK
L, EIAMAKIRE WAL b0, Yk Bwas
LTRv—vERMLER, BMSERLEL, FYT
dole (Fig. 12), LAE10 MW 2 7, H7H,
BHIOIT, APV K THo1,

4) MRFELHZR

Table 8 (iR X 5 ICHMBIRIH S hixBiz E. cols
LS. epidermidis DHTHofehi, AKX BHRMT
HE2H, MDYIF, FE1ROMEEL B,

5) # A

ERROT VAX—FUESIE L Hb <, BIERIRE
Polt. REMOTLTIX, 1Hlic{ER%E GOT, GPT
DEAELEYEETH ) EOREFKICHE L (Table
9, 10),

1. &8 )

D EORMERIET 5 £, TA-058 12EEMARHBYE
XL, HRRE), MEENHESED Hh, BIERIZY
BWZ L EBD,

x %

AL, FSICT I MBEENA Ui REmE
ELOMLVEASRR=2 Y v Th 5, KA OKRE L
T, HMHDACHEROFEA<2 MV EFL, B
ERCHAERIC X 2HENDR<, <2 RRMIBYR
fEic kT 5%81x, CBPC, PIPC Y h@hTWai ¥
DRBEDFEATND, i, BHEORIUIRET T
PhiEmLT, ERTRENELHh, PIPC ZYick
L, ¥@¥b BN EDKBLDD, ZhonZeh
b, FANLZ R 6O E R L TEREIR T ORI
X LERARERIE 252 LAMES NS,

ZORIC2WT, BEFn 5T 46 A D% 30 B A A L8
EFERE, FI L RIS IAIRWT, B0 L#
B, BERAFEORELRHE S, EOHRAMSFHMES
hieh.

Baix, TOVLRTSYAO—RE LTEREEBRA

Table 8 Bacteriological response to TA-~058

Response
Inolated organisms "~ Eradicated Decreased Unchanged Not clear Total
gbefore treatment ~—_| .
3 5

E. coli ' 2
8 \épidermidis |
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Table 8 Laboratory findings before and after administration of TA-058

RBC (x10¢) WBC Hb (g/dl) Ht (%)

Case No. . ‘ ; - .

Before After Before After Before After | Before |. After.
1 469 428 19, 500 5,200 15.2 4.1 47 4
2 443 428 9, 400 3,100 13.9 13.3 44 43
3 384 334 9,300 7,100 13,5 11.0 42 33
4 380 426 9, 200 3, 600 10.2 12.0 30 40
5 445 396 15, 700 9,000 14.0 12.5 42 4
6 392 389 8, 400 5,800 12,1 11.6 40 39
7 365 380 12,700 9,700 11.0 11.5 40 42
8 385 418 8,100 3,400 123 | ‘12.8 38 40
9 397 407 11, 000 5,100 10.7 10.6 36 37
10 356 360 13, 800 7,700 10.9 11.4 31 33

Table 10 Laboratory findings before and after administration of TA-058
Case N GOT (U) GPT (U) . Al-P (KA) BUN (mg/dl) | Creatinine (mg/dl)
0.

Before | After | Before | After | Before { After | Before | After Before After

1 25 20 27 17 3.4 4.5 | 13 7.4 | 0.6 0.6
2 12 10 10 8 4 3 | ‘s.2 4.3 0.1 0.08
3 13 15 12 9 3.4 4.7 8.8 | 11.6 0.6 0.6
4 18 29.5 9.5 25.5 3.9 2.4 15.2 10.2 ] 0.4 0:5
5 14 11 8 3 4.8 5.0 12.6 13.8 0.4 0.3
6 12 12.5 9 10.5 6.1 5.9 5.0- 6.8 0.4 0.4
7 11.5 8 7 4 4.6 5.4 11.0 5.7 0.5 0.5
8 10 10.5 8 12 7.2 8.6 — — 0.4 0.3
9 11 13 11 9 8.0 7.4 7.4 8.2 | 0.4 0.5
0 | 1 23 4 | 1 59 | 4.1 9.6 6.0 0.6 0.62

AFRICBOTRML, ZZICRBEESBN,
ERABSIROBYWERREILTE, HEomE
¥RizE bRV, 75 ARMERE L RSEEORNEE
BEE->TRYY, B bRROZ LZBHW|ELTW
B9, FHFX, HESIDOEE LV > TERARBUKIC
B AHREWELTIVWLDLEL 3, 46, BRa
BEERIMERIZONWTEOBRENH ML AT
iX, BEMERRIE, #9930 % 2% 1.56~3. 13 ug/ml {hific
B[O~ BdB—F, 100 ug/ml LA EOTHMER 30
IR b, —BEDRHERL TS L ZAICHE
BRbB3bDEARBN, YURT Y ALK ZHBEHTYL
B IEFFOEANBOIDT, SEOBEKICKIT 3E
BERACIBREREORRLER T 5 LXLELE R
55, Thbb, BRUKTOHENIMERFT, £
BATHEIR I BES 2B LHTY, L
TEINWLDTHBH, —HiBW\WT, THEESHFETS
TLERBETRETHBLEL S,

RO, P, EASHBEOWTIR, YUERYY
LATOMRHTR, BNE#HOPICE—7 LVICEL,
AERRBELHE <, PIPC icll, £hX ) b#<, K
HLEV, et RP~BRICHREATNSE, ZOR
Z2oWT, BaeDRELeEMb—ELTRY, R
RFT, ¥MEREVWERBNhSB, FE, BE, Sl
Y BRADORAMSEM~OBITILOWT, B4 ORIE
LTk, 1g WETARTICR® 18.548/8 #
B oh, ESHEOMITRE»OA S L, S#ERTR
B AUC i1z 25.8~41.4 ug/mishr. CHuio 34.6
~55.6 % IZHNL, BITOXWZ E&RLE, BAR
LRI I SHMBITHER WV Z & AKIOH
ARt —onfRfl i X 5,

FEIOBIR, BRBIFICoONTIE, KK, 2R
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FUNDAMENTAL AND CLINICAL STUDIES ON TA-058
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

NankuN Cro, KANGO FUKUNAGA, T,a(;uo Hipaka,
Ryuuzou Tanara, Tosuiaki Suzpkr and Kivorumt Kawar
Department of Obstetrics and Gynecology, Showa University, School of Medicine

Katsuaki Kunn
Kunii Hospital

TA-058, a newly developed penicillin, was evaluated in the field of obstetrics and gynecology,
and the following results were obtained.

1) The antibacterial activity was determined in 15 species (70 strains) of clinical isolates. The
sensitivity destribution ranged from 1.56 to 3.13 ug/ml in 27.2 % and 30 % with over 100 4g/ml.

2) As to the pharmacokinetics, concentration in serum was 34.7 ug/ml at 30 minutes after
intravenous injection of 1g. The half-life in serum estimated to be 78 minutes, and AUC was 64.6
ug/mlehr.. The urinary recovery rate was 58.1% in 6 hours,

3) The tissue penetration of TA-058 in uterine artery serum, uterine and adnexal tissues after
intravenous injection of 1 g were determined and pharmacokinetic analysis was performed. The peak
serum concentration (Cmax) in uterine artery serum was 24.4 ug/ml and the half-life (T1%(f)) was
56.8 min. Cmax in each tissues were 10.6~16.5 ug/g, Tmax were 42.9~52.6 min. and half-life
(T1%(B)) were 45.2~55.3 min.. The area under the curve (AUC) was 74.5 uyg/mlehr. in serum and
were 25.8~41.4 ug/mleshr. in each tissues. Penetration of TA-058 into intrapelvic genital organs was
found to be good.

4) Rapid transference of TA-058 into the umbilical cord serum and amniotic fluid was observed
after an intravenous injection of 1g, and those levels were about 25~30 % of the mother’s serum
level.

5) Distribution of TA-058 into mother’s milk after an intravenous injection of 1 g in puerperants
was low.

6) TA-058 was administered intravenously to 10 cases of gynecoobstetrical infections with daily
dose of 2~3 g. The good clinical responses were assessed in 9 cases and few side effects were observed.
As for the laboratory findings, a little elevation of transaminase was observed in one case. These
results indicates that TA-058 is a useful drug in the field of obstetrics and gynecology.



