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Effects of Chemo-Endocrine Therapy on DMBA-induced Rat
Mammary Carcinomas : Combined Effects of Leuprolide Acetate and
5’-Deoxy-5-Fluorouridine

Kikuko Ota

Experimental chemo-endocrine therapy studies were conducted regarding the
tumor effect, biochemical ER values using the DCC method, and histological
changes, including the mitotic index, in the DMBA-induced rat mammary car-

cinomas.
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The DMBA-induced rats were divided into six groups according to the drug
administered : (1) a tamoxifen (TAM group), (2) a leuprolide acetate (TAP-144
group), (3) a 5-deoxy-5-fluorouridine (5’-DFUR group), (4) a TAM+5-DFUR
group, (5) a TAP-144+5-DFUR group, and (6) a control group.

The antitumor effect was most remarkable in the TAP-144+5-DFUR group with
a response rate of 73.7%, followed by the TAP-144 group at 65.7%, the TAM+5’
-DFUR group at 58.0%, the TAM group at 52.4% and the 5-DFUR group at 30.0

%.

After receiving treatment, biochemical ER and PgR values in the cancer cells
decreased in the TAM group, TAP-144 group, TAM+5-DFUR group and TAP-
144+5-DFUR group. The mitotic index decreased in the TAM group, TAP-144
group, TAM+5-DFUR group and TAP-144+5-DFUR group.

Histologically, vacuolization was characteristically observed in 50% of the TAM

group, focal necrosis in 50% of the 5-DFUR group, and squamous metaplasia in 40

% of TAP-144 group.

The most significant effect against DMBA-induced rat mammary carcinomas was

observed in the TAP-144+5-DFUR group. Thus, chemo-endocrine therapy seems

to be more effective than chemotherapy or endocrine therapy alone for the treatment
of breast cancer. (Accepted on February 26, 1994) Kawasaki Igakkaishi 20(2) : 85—100, 1994
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Fig. 2. Experimetal studies of chemo-endocrine therapy in

DMBA-induced rat mammary carcinoma
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Fig. 4. Growth curve of DMBA-induced rat mammary carcinoma
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Fig. 5. ER values of DMBA-induced rat mammary carcinoma

Table 1. Histological classification of DMBA-induced rat
mammary carcinoma

Histology % No. of rats
Papillary 26.7 8/30
Tubular 30.0 9/30
Solid 33.3 10/30
Cribriform 10.0 3/30

Table 2. Antitumor effects of chemo-endocrine therapy

Drug I.R.(%) response
TAM 52.4 negative
5-DFUR 30.0 negative
TAP-144 65.7 positive
5-DFUR+TAM 58.0 positive
5-DFUR+TAP 73.7 positive
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Fig. 6 a-f. Tumor growth curves after chemo-endocrine therapy
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Fig. 7. ER values in DMBA-induced rat mammary carcinoma
following chemo-endocrine therapy
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Fig. 8. PgR values in DMBA-induced rat mammary carcinoma
after chemo-endocrine therapy
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Fig. 9. The number of mitoses in DMBA-induced rat mammary
carcinoma following chemo-endocrine therapy

Table 3. Characteristic histological findings after chemo-endocrine therapy

chemo-
endocrine »
therapy| TAM TAP-144 | -DFUR |TAM+5-DFUR| TAP+5-DFUR

Histological

change
Vacuolization 50% (5/10) | 0% (0/10) |10% (1/10) 10% (1/10) 0% (0/10)
Focal necrosis 33% (3/10) [33% (3/10) |50% (5/10) | 60% (6/10) 30% (3/10)
Squamous metaplasia |10% (1/10) [40% (4/10) |10% (1/10) 0% (0/10) 70% (7/10)
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Fig. 11. Photomicrograph showing focal necrosis in glandular
tissue after administration of 5-DFUR (HE : X60)
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after administration of TAP (HE : ax200 bx400)
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