Vou, 32'8-2 CHEMOTHERAPY 727

MABSRICE TS TA-058 @ HRyJ7 30 AT

thie RE-RE £NH-4R BBH-BE L=
TR ARSI B i A\ 2
(EfE : BEL=%ie)

TA-058 DEBBBM~DBITERZSWTRMNLE, Mz LT HMTFELERNTH S, £
DUOMABRFERALSEHL TS,

KWK, FERIR JOM, SR, FEAB, FEEHENE, FERHR LT K%
E#REL, Two-compartment model # v \WRiFL 7,

A#I2g one shot WiEHLL-mEo WP MBEITAAIMIRNL L FEIRM & DMz KEZ L, 0¥
DIAIXFAIMRAL C 1. 4 B0, FEBRMLT 2.0 RMTH oM,

HERBALIRPIMAE 13 Z-AAMRIC X 0 BDENWD b BAL, 0.21~0.52 B (12.6~31.24)) DFEEH
TRIEIZBL, Crmax iX 34.1~58.4 ug/g Thotz, FBMITEEMc LY PR 0.53~

L1 (31.8 9~ 1FM6 %) THok,

MEEHR T OEK (AUC) iZMHIRML I MEE D#] 30~50 HicEL 7,
Zh b0k 5, TA-058 O AR~ OBITERIERICRIFTHS LML,

rLBHIC

bhbhizpi# TEARR=> Y »MTd5 TA-058
N1gRERFIZBIT 5 MM, HBRMS X CERERK
PAOEROBITHEIC OV TR EM X 5 L 3iE, EWR
ARBERIC K13 584 ORBBEE T T 5 KK 0 BKKOH
B, 2oL EBE LAY,

geTEkH TR, TA—osg,Zg BERCBY 5EH
RADBITIZ OV TR ERY, EF0RALBED
TUTE#RET 3,

1 MW, HXBNsTtoRy

sk &

TA-058 o P iEE &5 X HESRMM~ D BITIEE R
M3 B TAR B RS LT, #55#%i 2g one shot
BETHY, TA-058,2 g % yEMAMREA 30 ml i Ve
UKHMIAR L D 825 L7,

BEMNSIIEL LTHMTERRAITH 505, oM
OBARERALEEL TV,

HMTFE LM © 139 P F IR 5 F SR
ERIRL, FRHICKRARRIRI ¥ 5B L. FEMH &
DLV IER T I ABRREREUR & I SEEENTRE & AR L 2 ORF
DFRAARIL & 0B L 72,

BRI L i b SR A ATV, —20°C 42T
WA LRI B L7

PR, I, TEN AHGE FERSSIUF

BERO £4R, RREEBSEKY By ke T
v, —20°C I THRERFRRIBICB L 72,

Mz & e A 4AMA 0 TA-058 IMEERIEIX, M0
RIFRFFERTIC T E. coli ATCC 27166, M. luteus ATCC
9341 #MEW LT 5 Bioassay EEAV. M, WlHE
IRRRY kA v 57 4 —k (HPLC #) it &
ZMBERIE b HER Lie,

b. | i X%

FEH) Z L oo T R IREE Tz B UM B ARMRPIIREE & &KUY
bbb R E T ORM O WEF I %3 L Table 1
2R LTz,

Table 1 T# b e EREIZ >\ TS/ EAMIT &

ﬁoka

Fig. 1 “Two-compartment model

L1
C , C,

1 fn
kll)

Ci=Ae*t+Be Bt

C,=C(eBt—e )

Ci @ Ml

C, : HERRABREE

Kiz, koo Mii#, RAEREIOBITHEEERK
ko : PEMHEEERK




728

CHEMOTHERAPY

APR, 1984

Table 1 Concentration of TA-058 in serum and internal genital organ after administration
of 2.0 g dose intravenously

Case| Age | B. W.| 7y, Se‘rum (ug/ml) Intgrm} genital organ (ug/g? ‘
No. ((y.0.)| (kg) [peripheral[utefine ovary |oviduct] endomet-| myomet-| cervix | portio
vein | artery rium rium uteri | vaginalis
1 40 51.0 5’ 187.5 | 167.7 27,0 39.5 : 14.5 24.5 54.0 36.0
2 49 55.0 5/ 234.3 3.8 6.8 4.8 7.3 32.5 41.0
3 42 46.5 5’ 173.1 | 187.5 1.8 3.0 13.5 6.3 31.0 38.5
4 28 63.0 5’ 227.0 30.8
5 | 45 | 52.0 10/ | 177.0 |171.0 | 21.0 | 25.5 22.0 | 65.0 60.0
6 46 38.0 10 170.8 | 162.1 5.9 40.2 5.6 18.7 64.8 72.2
7| 28 | 63.0 100 | 192.0 21.3
8 | 30 | 42.0 10 | 197.0 i 34.6 4.1
9 | 54 | 520 14/ | 141.0 |153.0 | 47.0 | 55.0 35.4 57.5 | 35.0 57.5
10 | 49 | 53.0 15 | 135.0 |135.0 | 43.0 | 44.0 21.0 30.0 | 37.0 34.0
11 | 43 | s5.0 | _ 15" | 128.2 |129.9 | 35.0 | 49.0 19.5 29.0 | 42,0 41.5
12 | 41 | 65.0 15’ | 116.9 31.0
13 | 50 | 55.5 16/ | 126.7 | 136.5 | 34.0 | 57.5 48,0 32.5 | 51.0 56.5
14 | 33 | 46.0 18’ | 100.9 40.5 | 55.5
15 | 40 | 55.5 20’ | 100.9 | 90.3 | 37.5 | 38.5 271.0 31.0 | 60.0 57.4
16 | 30 | 48.0 20/ | 104.4 52.4 | 61.0
17 | 23 | 58.0 20 83.0 54.7
18 | 20 | 50.0 25 94.4 '38.5
19 | 41 | 55.0 30/ | 103.2 |100.8 | 24.5 | 24.5 38.0 34.5 | 28.5 40.0
20 | 51 | 42.0 30’ | 107.0 | 115.0 40.0 47.0 | 48.0 52.5
21 | 41 | 65.0 30 90.4 "21.3
22 | 47 | 59.0 30 93.0 35.5 | 44.0 39.0 43.0 | 62.5 5.0
23 | 23 | 59.5 30’ 92.0 21.0 | 35.0
24 | 82 | 42.0 32’ | 101.6 59.1
25 | 43 | 55.0 35’ 72.6 26.0
26 | 42 | 54.5 45’ 75.0 | 72.0 | 40.0 | 28.5 37.0 | 38.0 | 30.5
27 | 49 | ‘49.0 50/ 61.8 | 55.2 | 14.0 | 12.0 18.0 18.8 | 36.0 29.0
28 | 37 | 59.5 | 1°00 51.6 | 55.2 | 25.0 | 21.0 15.0 16.5 | 28.0 26.0
29 | 42 | 46.0 | 1°00 64.0 | 61.0 | 41.0 | 29.0 39,0 28.5 | 36.Q 45.0
30 | 42 | 50.5 | 1°00 40.0 | 50.0 | 24.5 | 20.5 25.0 15.7 | 28.0 30.5
31 | 49 | 48.0 | 1°15 60.0 | 63.0 | 41.5 | 39.0 35.5 31.0 | 33,0
32 | 43 | 53.0 | 1°40’ 22.0 | 19.5 | 14.5 | 12.5 13.8 18.5 | 18.5 24.0
33 | 35 | 62,0 | 1°45 32,0 | 320 | 21.5 8.0 4.1 8.5 | 12.8 18.0
34 | 43 | 49.0 | 1°45’ 31.0 | 26.5 6.9 11.5 | 14.3 14.0
35 | 40 | 53.5 | 1°50’ 28.6 | 28.8 4.8 8.3 7.6 8.0 | 13.3 17.0
36 | 50 | 54.5 | 2°00’ 39.0 [ 350 | 17.0 | 12.8 6.0 5.8 | 2000 18.0
37 | 31 | 59.5 | 2°50’ | 21.0' 11.3
38 | 44 | 46.0 | 3°00 11.0 9.8 8.8 4.3 4.5 6.0 8.3 ‘93
39 | 50 | 44.0 | 3°20 14.0 | 12.0 6.8 | 6.1 4.0 6.5 6.9 9.3
40 38 48.5 3°30” 9.8 10.3 5.0 4.9 4.0 3.2 8.1 5.4
41 | 38 | 52.8 [ 4°00/ 9.7 | 10.0 5.1 6.0 6.1
42 | 43 | 66.0 | 4°10/ 11.8 | 12.1 3.2 4.5 5.1
43 | 42 | 47.0 | 4°12/ 7.2 7.0 3.3 3.4 1.1 3.1 3.4 4.4
44 | 46 | 55.5 | 6°00 2.6 2.6 2.0 1.7 1.3 1.3 2.0 2.0
45 | 49 | s58.0 | 9°00 2.6 2.3 2.3 13 1.1 0.6 1.1 1.2
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Table 2 Pharmacokinetic parameters of TA-058
A B | e | 8 |T%))| ku | ku | ko { Ve hVr [Ve+Va AUCye
(pg/ml) (ug/ml) GHIGD)] () DD DH] @) | @) | QL) |(ug/ml-h)
Peripheral vein| 151.1 64.6 | 2.69 | 0.50 1.4 10.87 1,16 1.16 | 9.27 | 6.95| 16.22 185. 4
Uterine artery 160.7 | 29.0 ] 1.58 | 0.34 2.0 |0.38]0.53(1.01|10.54 | 7.66 | 18.10 187.0
C a B T%(B Cumax Tmax AUCo—m
(ug/g) | (h7) | (1) (h) (ug/) | (h) | (ug/geh)
Ovary 52.7 5.78 0.63 1.1 35.7 0.43 4.5
Oviduct 77.8 6.77 1.14 0.61 4.8 0.32 56. 8
Endometrium 133.5 ‘ 2.71 1,32 0.53 34.1 0.52 51.9
Myometrium 81.0 4.26 1.10 0.63 37.2 0.43 54,6
Cervix uteri- -59.9 | 15.36 | 0.67 1.6 49.7 | 0.21 45.5
Portio vaginalis 75.5 | 11.98 0.77 0.90 58.4 0.'24 91.8
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PHARMACOKINETIC STUDY ON TA-058 IN GYNECOLOGY
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(Director : Prof. Hiroj1 OkADA)

Concentration of TA-058 was examined in peripheral vein, uterine artery and genital organs

including ovary, oviduct, endometrium, myometrium, cervix uteri and portio vaginalis of 45 cases

received simple hysterectomy or other gynecological operations. Data were analized by the simulation

curves prepared from pharmacokinetic parameters using the two-compartment model.

No marked difference in concentration between peripheral vein and uterine artery was observed

after administration of 2g dose intravenously. The half life of the former was 1.4 hours and that

of the latter was 2 hours.

The peak level of TA-058 in those genital organs was attained 34.1 to 58.4 ug/g during 0.21 to
0.52 hours. Some differences in half life among various tissues were observed. They were varied

from 0.53 to 1.1 hours. Area under curves (AUC) of various tissues were achieved about 30 to

50 % of that of uterine artery level.

From the above results, it is concluded that the transfer of TA-058 to genital organs was

sufficient.



