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Genotoxicity of Carcinogenic N-Nitrosopropylamine Derivatives in

the Hepatocyte Primary Culture/DNA-Repair Test.

HirosHr Yamazaki, Yukio Morr*, Kazumr TovosHi, HiDEKI MoRri,

SHIGEYUKI SuGIE, NAOKT YosHIMI, YoICHI KONISHI

The genotoxicity of N-nitrosodipropylamine, 8 of its oxidized derivatives and N-nitroso-2, 6-dimethy-

Imorpholine was examined in the hepatocyte primary culture (HPC)/DNA repair test. Nine N-nitrosa-
mines which are known to be carcinogenic and mutagenic were clearly positive in the HPC/DNA-
repair test. N-Nitroso(2, 3-dihydroxypropyl)(2-hydroxypropyl)amine did not elicit DNA repair, but
showed a borderline mutagenic response in the Salmoella/microsome test. Thus, the HPC/DNA-repair
test displays a comparable capacity to the bacterial mutagenesis test for detecting the genotoxic

effects of this class of carcinogens.
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Vascular Changes in Primary and Transplantable Pancreatic
Adenocarcinomas Induced by Propylnitrosamines.
Masami KaTsuract, TakesHI OBarA, TaAKAO MAKINO,
KAzuHIKO YosHIYA, SHINICHI ITo, NAOKI MATsuO, HitosHI URra,
Yukio Morr*, HaziMe Orsai, Hipeo UcHipA, YoicHi KonNisal
 Vascular changes during formation process of pancreatic adenocarcinomas were periodically investi-
gated by comparing microscopical observations of primary pancreatic adenocarcinomas of hamsters
induced by N-nitrosobis(2-oxopropyl)amine with microangiograms of transplantable pancreatic adno-

carcinomas induced by N-nitrosobis(2-hydroxypropyl)amine.
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4-Hydroxyaminoquinoline 1-Oxide Metabolism and DNA Adducts in

the Early Sfage of Tumorigenesis in Rats: Comparison of Target

Organ Pancreas with Non-Target Organ Liver.

Ayvumi Dempa, YUukio Morr*, YosHIHIKO YOKOSE, KAzZUHIKO UCHIDA,

YosHIAKI MURATA, TakA0 MakINO, Masauiro TsuTumi, YorcHr KoNisHI

In order to probe key early molecular events which might be responsible for the initiation of rat

pancreatic tumorigenesis by 4-hydroxyaminoquinoline 1l-oxide (4-HAQO), the uptake and metabolism
of carcinogen and the formation and subsequent repair of DNA adducts were monitored under cond-
itions of high and low pancreatic tumorigenicity and in the liver. Results indicate that metabolic
profile of 4-HAQO, quantity of DNA adducts and levels of DNA replication are key factors involved

in initiation of tumorigenesis.



