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sion of cloned cDN As. cDN A sequences in which
the context around the first AUG codon is extremely weak (e.g., pyrimidines in positions -3
and +4) often turn out to be incomplete; the real
initiator codon lies upstream from the artificially
truncated 5' end of the cDNA. So, knowledge of
the translation-initiation context rules has encouraged some to search for the missing Nterminal coding portion of the gene in question.
In rare mRNAs, mostly of viral origin, the first
AUG triplet occurs in a very weak context. In
such cases ribosomes initiate at the first and
second AUG codons, producing two independently initiated proteins.4 The postulated dependence of this "leaky scanning" on context
has been confirmed in a few labs by showing
that mutations that improve the context around
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A survey of 5' noncoding sequences from vertebrate mRNAs revealed a consensus motif around
AUG initiator codons. Within the GCCACCAUGG
motif, the most highly conserved nucleotides were a
purine, most often A, in position -3 (three nucleotides upstream from the AUG codon) and G in position +4, following the AUG codon. Systematic mutagenesis around the translational start site in
preproinsulin mRNA revealed that recognition of the
AUG codon was strongly dependent on A 3 and G+4.
Translation was moderately affected by mutations in
the remainder of the consensus sequence. [The SCI®
indicates that these papers have been cited in more
than 1,570 and 1,060 publications, respectively.]
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