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B Cohort of concern: a vague definition B N-Nitroso compound subclasses: cohort or not?
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DNA. An understanding of the struc?tural features which mltlgat§ .a?ctlwty has been 2 Nitrosoal k oxyl am | nes N-—;,O B - S
curated [2, 3] & used to suggest refinement of the structural definition of the cohort : : : | Rk
of concern to allow N-nitroso compounds with low carcinogenic risk to be assessed Which N-nitroso com pO unds mi g ht not . . . . 7’!{,N “O:L{L o
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a-Hydroxylation: the potent mechanism 3. Nitrosamines without a-hydrogen B B N O
The carcinogenic activity of N-nitroso compounds is typically attributed to metabolic o l{l |<| I{l
formation of an alkyldiazonium ion via a-hydroxylation (Fig. 1). Although it is * Cannot undergo a-hydroxylation to form a diazonium ion. x 7< >< SAr Ar” AT
possible for carcinogenicity to occur via other mechanisms (e.g., nitrosoureas may * Aliphatic substituents: negative in carcinogenicity assays.
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Fig. 1. Alkyldiazonium formation via N-nitrosamine a-hydroxylation. _ _ H H >< \l:LLL
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B Cohort of concern: redefined be non-carcinogenic.

Presence of an a-hydrogen is critical for significant carcinogenic potency. Therefore, it may be reasonable to redefine the cohort of concern to include 5 Aromatic N-nitroso com pou na N’:’O N':'o N{'O

only dialkyl N-nitrosamines bearing an a-hydrogen, or a hydroxy or an alkoxy substituent (as the metabolic products) (Fig. 2). Nitrosoureas & | | |
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Fig. 2. Current scope of the cohort of concern, subclasses to remove from the cohort of concern & the proposed scope of the cohort of concern. . .
negative result in the Ames test should be accepted.
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