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Table 1 Comparisan of AUC (0 to ) for 6-FU ia varlous
normat and tumor tissues under IHC or normotenslon.
Dose of 5-FU was 40mg/kg.

AUC (ug+min/g) T/IC

Control HC (%)

Brain 281.2 259.1 0.92
Heart. 4846 501.0 1.03
Lung 615.0 637.7 1.04
Liver 301.0 316.4 1.05
Spleen 823.4 767.8 0.93
Kidney 1,788 1,393 0.78
Stomach 751.3 716.0 0.95
Muscle 1,088 1,132 1.04
“Tumor 1,810 2,832 1.56

Fig.3 Relationship between tumor weight and concentration of 5-FU in
Sarcoma 180 tumor tissue. 5-FU : 40 mg/kg, iv.
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Fig.4 Change in AUC for 5-FU dependent on
tumor weight under angiotensin-induced
hypertension chemotherapy
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Table 2 Tissue levels of DXR in Sarcoma 180-bearing mice
) AR y

Control IHC

10min 120min 10min 120 min
Brain 0.168 0.128 0.157 0.115
Heart 4.1 243 4.6 25.6
Lung 14.8 12.6 19.0 12.5
Liver 45.6 42.5 30.7 42.4
Spleen 8.21 6.95 6.61 5.18
Kidney 52.1 53.4 56.1 43.2
Stomach 5.61 4.34 4.40 5.18
Intestine 12.3 7.24 12.4 7.32
Muscle 9.1 7.91 6.17 6.78
Skin 3.25 6.07 1.81 2.29
Blood cells 1.44 0.571 2.13 0.934

(ug/g tissue) DXR dose : 10mg/kg, iv



VOL. 35 NO. 1t

CHEMOTHERAPY 043

Fig.6 Relationship between tumor weight and concentration of DXR in Sar-
coma 180 tissue. ADR:10mg/kg, iv.
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Fig? Change in AUC for DXR depends on tumor weight under sngio-
in-induced ion ch b
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PHARMACOKINETICS OF ANTICANCER DRUGS
UNDER ANGIOTENSIN II-INDUCED
HYPERTENSION CHEMOTHERAPY

Masaakt Okamoro, Avuko Taxao and Himoswr Fuuta

Department of Bacteriology, School of Dental Medicine,
Tsurumi University, 2-1-83 Tsurumi, Tsurumi-ku, Yokohama 230, Japan

We conducted inetic studies on i drugs under i in H(AT-1)-induced
hypertension chemotherapy (IHC). AT-I was administered to Sarcoms 180-besring mice at 1~2
pg/kg/min for 5 min to elevate the blaad preuure. then 40 mg/kg of 5—ﬂuuonrull (5-FU) or
10 mg/kg of sdriamycin (DXR) was admi and sdditional AT-T was infused
into the tail vein for 10 min.

Results : 1. The level of anticancer drugs in the tumor tissue correlated negatively with the
weight of the tumor, suggesting that the anticancer drugs penetrate very little into the deep
region of solid tumors.

2. A larger quantity of the anticancer drugs was delivered selectively into the tumor tissue
by IHC.

3. The increase of the area under the concentration curve (AUC) for 5-FU under IHC was
greater in larger tumors when compared.

4. A lower eflux of the anticancer drug from the tumor tissue was observed in larger tumors
under IHC.

5. The pharmacokinetics of 5-FU and DXR under IHC differed each other in detail.




