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(Reprinted from Nature, Vol. 222, No. 5191, pp. 383-384,
April 26, 1969)
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Induction of Mammary and Other
Subcutaneous Neoplasms in Rats by
|-(4-Dimethylaminobenzal)-indene

1-(4-DIMETHYLAMINOBENZAL)-INDENE (DABI, Fig. 1)
was examined for tumour inhibitory activity against
subcutaneous transplants of the Walker carcinosarcoma
256 at the request of Professor C. T. Bahner (Carson—
Newman College, Jefferson City, Tennessee). The method
used for this test has been described elsewhere!. A single
intraperitoneal or oral administration of DABI in doses of
up to 1,600 mg/kg did not kill 6 week old rats, although
there was marked loss of body weight in the rats that
received doses of more than 400 mg/kg. One intra-
peritoneal injection of DABI within the range 100-1,600
mg/kg completely inhibited the growth of tumour tissue
implanted 24 h previously, and one injection of 50 mg/kg
inhibited tumour growth by 75 per cent in comparison
with untreated control rats. A single intraperitoneal
injection of 1,600 mg/kg, given 8 days after tumour
transplantation, slowed tumour growth and caused partial
tumour regression in three out of six rats. A single oral
dose of DABI in the range 50-1,600 mg/kg had no effect
on tumour growth.

These wesults led us to test DABI for carcinogenic
activity because related compounds, such as 4-dimethyl-
aminostilbene, exhibit carcinogenic as well as tumour
inhibitory activity3-4.

Eighteen male and eighteen female 6 week old rats of
the Chester Beatty Wistar strain were given, at intervals
of 2-3 days, six doses of 10 mg DABI in 0-5 ml. of arachis
oil by gastric instillation. Twelve rats of each sex were
treated similarly with arachis oil only. A variety of sub-
cutaneous tumours began to appear from the second
month of observation onwards (see Table 1). Tumours
with epithelial components, undoubtedly of mammary
origin, were seen in male as well as female animals. We
are uncertain whether the sarcomas and lipomas that arose
were also derived from mammary elements. . It is not clear
whether the neoplasms of internal organs (Table 2) are
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Fig. 1
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[image: image3.png]Table 2. NEOPLASMS OF INTERNAL ORGANS IN CB RATS TREATED WITH DABI

No. of Histopathology of
No. rats that internal neoplasms Rats
Treatment Sex of developed (figures in parentheses still
rats internal indicate times of alive
~ neoplasms deaths in months)
DABI in arachis ¢ 18 3 1 Malignant granulosa-cell tu- 0
oil mour of ovary (15)

1 C{)S,ical adenoma of adrenal
1 Elzgocrine adenoma of pancreas

(13)
DABI in arachis & 18 3 1 Intra-abdominal sarcoma (15) 3
oil . 1 Local lymphoma of lung (15)
1 Islet cell adenoma + 2 exocrine

adenomas of pancreas (15)
- Arachis oil only ¢ 12 0 None

7
Arachis oil only & 12 0 None | 3

attributable to treatment with DABI for, with the excep-
tion of the malignant granulosa cell tumour of ovary,
neoplasms of all the types listed may oceur in untreated
rats of the same strain2. Furthermore, some of the control
rats that are still alive may already have inapparent
tumours of the same or other types.

After the carcinogenic potency of DABI had become
apparent in the present test, we learnt that Folk® had
previously reported the induction of subcutaneous
“adenomas’ (presumably of mammary gland origin) in
Lewis rats given intraperitoneal injections of DABI.

The results reported here are of special interest because
they suggest an alternative to the Huggins technique® for
the experimental induction of mammary tumours in the
study of mammary tumorigenesis and its inhibition.

The fact that DABI has been found to be carcinogenic
18 not entirely surprising because the compound can be
regarded:as the cyclic vinylogue of 4-dimethylaminostil-
bene, itself a potent carcinogen3:t. On the other hand, the
data available from studies of the latter compound do not
suggest that limited oral administration of DABI would
have so dramatic an effect on tumour incidence, nor that
the mammary glands and subcutaneous tissues would
generally be the principal target organs. | | |

This work was supported by grants to the Chester
Beatty Research Institute (Institute of Cancer Research:
Royal Cancer Hospital) from the Medical Research Council
and the British Empire Cancer Campaign for Research,
and by a Public Health Service grant from the National
Cancer Institute, US Public Health Service. |

F. J. C. RoE
R. L. CARTER
N. A. BARRON

Chester Beatty Research Institute,

Fulham Road,

London SW3.

Received March 3 1969.




[image: image4.png]1 Rosenoer, V., Mitchley, B. C. V., Roe, F. J. C., and Connors, T. A., Cancer
Res. Suppl 26, Pt 2 937 (1966)

2 Roe, F. J. C., Food Cosmet. Toxicol., 3, 707 (1965).

3 Haddow, A., Harrls R.J.C.,Kon, G. A. F., and Roe, E. M. F., Phil. Trans.
Roy. Soc., A, 241 147 (1948)

4 RElson, L. A., Brit. J. Cancer, 6, 392 (1952).

5F01%{ R)M and Sheridan, M. A., Proc Amer. Assoc. Cancer Res., 9, 23
196

¢ Huggins, C., Br1z1a,relh B., and Sutton, H., J. Exp. Med., 109, 25 (1959).

Printed in Great Britain by Fisher, Knight & Co., Ltd.. St. Albans.




