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Fig. 1. Model for drug transport
between plasma and tissues.
B(t):Plasma concentration of a
drug
V:Volume of plasma
T., T,:Concentration of a drug in
tissue (i, j)

W,, W;:Weight of tissue(i, j)
k., kui, ks First order rate con-
stant
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Fig. 2. Tissue and body fluid concentration of ME1206 after oral administration of ME1207

100mg/kg to beagle dogs(n=23).
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Table 1. Tissue and body fluid concentration of ME1206 after oral administration of ME1207 100mg/kg
to beagle dogs(n=23)

Tissue and Concentration (ug/g or ml) (Mean=+SD)

body fluid 0.5h 1h 2h 4h 6h 24h
Plasma 5.92+2.06 10.03+3.82 5.21+2.11 1.49+0.73 0.47+0.19 ND
Brain 0.03+0.03 0.05+0.02 0.01£0.02 ND ND ND
Gum 1.07+£0.57 1.73+091 0.64+0.16 0.36+0.14 0.15+0.16 ND
Mandibular gland 0.44+0.39 0.68+0.27 0.23+0.08 0.02%0.03 ND ND
Parotid gland 0.96+0.68 1.51+£0.55 0.79£0.31 0.20+0.08 0.06 £0.05 ND
Tonsil 0.69%0.35 0.91+0.45 0.284+0.14 0.11+0.06 0.07£0.12 ND
Trachea 0.68+0.42 1.40+£0.59 0.9540.55 0.63+0.50 0.21£0.05 0.0440.07
Muscle 0.21+0.15 0.4440.23 0.194+0.14 ND ND ND
Heart 0.61+£0.45 0.72+0.30 0.27+0.13 0.07£0.01 0.03+£0.02 ND
Lung 1.05+0.73 1.53+0.65 0.75%0.31 0.29+0.05 0.22+0.09 ND
Thymus 0.42+0.18 0.52+0.03 0.32+0.09 0.08+0.05 0.06+£0.05 ND
Liver 33.53+16.16 50.77+16.23 20.02+6.60 9.57+4.20 1.194+0.26 0.03+0.06
Gall bladder 11.84+4.95 29.63+15.19 22.71£8.02 21.29+14.90 8.92+3.28 4.81+5.50
Stomach 18.60+4.01 11.80+2.78 5.32+0.80 4.63+£1.52 2.06+1.03 0.07£0.06
Small intestine 8.93+6.74 5.69+0.14 4.17+0.94 222+0.85 0.85+0.29 0.04+0.04
Pancreas 0.59+0.45 0.59+0.11 0.2540.08 0.08+0.06 0.05+0.01 ND
Spleen 0.43+0.31 0.58+0.24 0.25+0.11 0.07+0.03 ND ND
Kidney 9.74+6.06 12.34+2.19 6.91+4.15 1.774+0.20 0.87+£0.11 ND
Urinary bladder 3.05+1.93 5.79+£2.74 1.68+0.92 1.51%0.77 0.42+0.24 ND
Ovarium 1.72+0.96 3.03+0.89 1.83+0.49 0.53+0.06 0.16 +0.04 ND
Uterus 1.71+0.87 2471097 1.12+0.30 0.55%£0.57 0.19£0.21 0.05%0.09
Vagina 3.19+2.09 3.44+0.53 2.19+0.47 2.13+2.51 2.09+2.56 ND
Aqueous humor 0.01£0.01 0.06+0.02 0.06+0.08 0.06+0.02 0.03+0.01 ND
Cerebrospinal fluid ND 0.05+0.05 ND 0.01£0.02 ND ND
Pericardiac fluid 0.39+0.22 1.09+0.27 1.35+0.51 1.02+0.17 0.85+0.40 ND
B-bile 341.06+126.22 | 682.48+429.17 | 679.09+463.86 | 41555+136.64 | 379.43+276.65 | 177.74+126.15

ND : Not detected
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Fig. 3. Ratio of tissue and body fluid to

plasma concentration of ME1206
after oral administration of ME1207

100mg/kg beagle dogs(n=3).
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Table 2. Area under the tissue concentration curve (AUC) and pharmacokinetic parameters of tissue
distribution of ME 1206 after oral administration of ME1207 100 mg kg to beagle dogs (n=3)
Tissue and Parameter Tissue and Parameter
body fluid AUC body fluid AUC
(ug-h/g or ml) Ku/Ka (ug-h/g or ml) Ku/Ka
Plasma 25.98 — Liver 116.18 5.004
Brain 0.07 0.004 Gall bladder 237.28 3.943
Gum 5.01 0.167 Stomach 56.62 1.598
Mandibular gland 1.12 0.064 Small intestine 28.29 0.819
Parotid gland 3.80 0.153 Pancreas 1.77 0.066
Tonsil 2.73 0.090 Spleen 1.17 0.059
Trachea 6.18 0.160 Kidney 36.73 1.325
Muscle 0.72 0.040 Urinary bladder 15.61 0.529
Heart 1.69 0.075 Ovarium 8.54 0.318
Lung 5.58 0.157 Uterus 7.84 0.252
Thymus 1.84 0.058 Vagina 32.62 0.417
AUC : Trapezoidal rule, K,,/K,, : Derived from deconvolution
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Relationship between the maximum tissue concentration and

pharmacokinetic parameters (K, /K,) of tissue distribution of
ME1206 after oral administration of ME1207 100mg / kg to beagle
dogs(n=3).
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TISSUE DISTRIBUTION OF MEI1207 IN DOGS
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760 Morooka-cho, Kohoku-ku, Yokohama 222, Japan

A new oral cepharosporin antibiotic, ME1207, was given in doses of 100mg/kg to beagle dogs in
order to study its distribution to various tissues. The following results were obtained.

1. The maximum plasma concentration of ME1206, observed 1 hr after oral administration of
ME1207, was 10.03 gg/ml, and then it decreased rapidly.

2. The highest concentration in tissues and body fluids was observed in B-bile followed by liver,
gall bladder, stomach, kidney, plasma, small intestine, urinary bladder, vagina, ovarium, uterus,
gum, lung, parotid gland, trachea, pericardiac fluid, tonsil, heart, mandibular gland, pancreas,
spleen, thymus, muscle, aqueous humor, brain and cerebrospinal fluid, in that order. The maxi-
mum concentrations in all tissues and body fluid except the stomach, small intestine, pancreas and
pericardiac fluid, were detected 1 hr after oral administration of ME1207, and then they declined as
the plasma concentration also decreased.

3. Areas under the tissue concentration curve (AUC) were large for gall bladder, liver, stomach,
kidney, vagina, small intestine, Urinary bladder ovarium, uterus, trachea, lung and gum. The order
of AUCs was similar to that of the maximum concentrations in the tissues.

4. The pharmacokinetic parameters(K,,/K,,) derived from plasma and tissue concentration using
the deconvolution method correlated well with the respective maximum tissue concentrations.



