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Fig. 1 Two compartment model (Chart1)
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Fig. 2 Three compartment model (Chart II)
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C : Drug concentration (¢g/ml or g)

K : Transport rate constants (hr1)

V1 : Distribution volume of compartment 1
W : Drug dose

t : Time after injection Chr)
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Symbols as same as Fig. 1
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Table 1 Serum and tissue concentrations of T-1982 after intravenous injection of 1g

Subject Time | Venous Concentration(¢g/g)

Name | Age |B:W.| (min) Cng/m Myome- | Endome- | Perime- | Portio. | ouigquct | Oyarg
¢ | (xg) Ceg/mD | ¢ fum trium trium vaginalis E

S.N. 52 64 14 76.0 87.5 53.0 82.5 56.5 65.0 3L5
F.Y. 48 51 14 137 80.0 30.5 104 81.5 64.0 25,0
T.Y. 49 55 17 72.0 68. 8 130 120 125 120 90
H. O. 36 46 17 63.0 122.5 110 115 128 128 178
M. Y. 49 48 18 52.0 70.0 40.0 47.5 52.5 50.0 54.0
T.M. 37 56 24 93.0 56. 3 41.5 56. 3 79.0 54.0 34,0
M. 1. 33 52 25 50.0 21.0 90.0 25.0 87.0 90.0 83.0
T.T. 52 67 30 73.3 8.0 19.8 58.0 75.0 58.0 46.3
1.K. 48 57 30 61.3 60.0 145 100 46.0 103 35.0
T.S. 44 54 31 92.5 56.0 26.0 66. 5 69. 0 57.5 37.5
S.N. 52 50 41 91.5 48.0 56.0 68.0 68. 0 87.5 56.5
K. H. 42 — 50 36.0 55.0 53.8 85.0 100 70.0 63.8
H. S. 59 59 56 59.0 42.5 58.0 150 59.0 46.0 4.0
S.U. 41 61 65 44.0 31.0 22.0 32.0 59.0 54.0 12,0
H.T. 60 56 115 57.0 37.5 16.3 45.5 21.9 — —
S.T. 47 70 120 37.7 21.0 27.0 25.8 27.1 25.0 29.0
K.F. 39 — 120 40.0 55.0 62.5 92.5 75.0 46.0 50.0
T.F. 40 58 145 26.8 13.0 19.0 20.5 27.0 20.5 16.5
H. O. 43 56 150 12.0 12.8 7.8 2.2 31.0 18.0 17.0
C.K. 45 75 160 25.3 6.8 11.5 14.3 19.3 20.5 26.5
Y. H. 31 62 180 — 7.5 10.0 11.0 18.5 24.5 29.5
M. O. 46 44 200 17.1 19.8 8.8 7.8 11.8 — —
A.Y. 48 69 205 25.7 6.5 9.0 9.0 12.5 9.0 9.0
S.K. 30 — 210 17.3 5.3 37.0 19.5 28.0 21.0 21.0
T. 1. 45 — 225 24,1 11.5 20.0 8.8 13.0 17.0 20.0
S.T. 49 — 240 14.4 16.0 16.0 23.0 37.0 17.5 33.5
H.M. 32 64 249 6.0 1.5 1.3 2.8 3.3 3.7 4.2
K. N. 43 59 289 6.1 <1.0 3.0 5.5 5.0 2.4 5.0
F.K. 41 44 361 3.6 1.5 11.0 3.4 2.3 2.0 1.3
E.I. 35 43 382 1.3 1.5 7.5 2.4 2.5 2.7 2.6
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Table 2 Pharmacokinetic parameters for T-1982
after intravenous injection of 18

Total
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Table 3 Pharmacokinetic parameters for T-1982 after intravenous injection of 1g

Tissue i : : . Portio . .
Myometrium | Endometrium | Perimetrium e Oviduct Ovarium
Parameter vaginalis

Kis (hr™3) 15.08 6. 54 6. 62 7.37 7.7 7.46
Ka (hr?) 16.94 6.82 5.38 6.17 6.81 8.53
Cmax (pg/ml) 82.8 69. 6 84.5 84.7 82.2 67.1
Tmax (min.) 6.2 16.8 21.8 18.8 16.8 12.7

Table 4 Equations for the concentration of T-1982 in serum and uterus
tissue after intravenous injection of 1g

Serum Ci(t)=92. 56e—18.97t {85, (8e—0.5%2t
Myometrium Cs(t) =608. 9e—16.94t — 687, 4e—18.97t4-78, 49e—0.592t
Endometrium Cs(t)=—39. 55e—6.82t—49_ 86e—18.97t4-89, 40e—0.592t
Perimetrium Cs(t)=—72. 47e—5.38t—45, 10e—18.97t 117, 57e—0.5%2t
Portio vaginalis Cs(t)=—59. 09e—6.17t—53, 36e—18.97t 4112, 45¢—0.592t
Oviduct Cs(t) = —46. 90e—6.81t —58, 70e—18.97t+105, 60e—0-592t
Ovarium Cs(t)=—13. 82e—8.53t — 66, 18e—18.97t 480, 01e—0.59%2t
The data were calculated by computer by means of the two or three
compartments model (pg/ml or g)

Fig. 3 Simulated and actual concentratiol pf Fig. 4 Simulated and actual concentrations of
T-1982 in serum levels following T-1982 in myometrium of uterus following
intravenous injection 1g intravenous injection
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Fig. 5 Simulated and actual concentrations of
T-1982 in endometrium of uterus following
1g intravenous injection
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Fig. 7 Simulated and actual concentrations of
T-1982 in portio vaginalis of uterus fol-
lowing 1g intravenous injection
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Fig. 6 Simulated and actual concentrations of
T-1982 in perimetrium of uterus following
1g intravenous injection
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Fig. 8 Simulated and actual concentrations of
T-1982 in oviduct following 1g intrave-
nous injection
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‘ Fig. 9 Simulated and actual concentrations of
‘ T-1982 in ovarium following 1g intrave-
nous injection
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Table 5 Comparative study of Cmax and Tmax
after intravenous injectin of 1g

T-1982 CzZX CTX

AAEQEAEQEREC
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~ (7 s v/ N~ A

Myometrium 6.2 82.8/ 3.6| 58.3] 18.0| 2.7
Endometrium 16.8] 69.6| 4.2| 64.0) 20.4| 2.7
Perimetrium 21. 8| 84. 5 24.6 3.2
Cervix 7.2 47.0] 28.8| 4.4
Portio vaginalis | 18. 8| 84.7 27.6| 3.6
Oviduct 16.8| 82.2| 5.4] 57.9| 22.2( 3.7
Ovarium 12. 7| 67.1] 12.6| 32.2| 24.0| 3.1
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PHARMACOKINETIC STUDIES OF T-1982
IN THE FIELD OF OBSTETRICS AND GYNECOLOGY

Masaya TATENO, Tooru SHITANO and MASAHARU FUNAsAKA
Department of Obstetrics and Gynecology,
Toyama Prefectural Central Hospital

For the purpose of basic study on T-1982 in the field of obstetrics and gynecology, the concentrations
of T-1982 in the serum and various tissues of the uterus after intravenous injection of 1g were measured
by bioassay. And a pharmacokinetic analysis was studied in 30 patients.

1) The serum levels were calculated by two compartment model and various tissue levels were
calculated by three compartment model, and these simulation curves were obtained.

2) T-1982 was rapidly distributed to these tissues, and these tissue levels were correlated with the
serum levels. And sufficient tissue levels were maintained for an adequate period.





