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            Abstract
Clustered codons that pair to low-abundance tRNA isoacceptors can form slow-translating regions in the mRNA and cause transient ribosomal arrest. We report that folding efficiency of the Escherichia coli multidomain protein SufI can be severely perturbed by alterations in ribosome-mediated translational attenuation. Such alterations were achieved by global acceleration of the translation rate with tRNA excess in vitro or by synonymous substitutions to codons with highly abundant tRNAs both in vitro and in vivo. Conversely, the global slow-down of the translation rate modulated by low temperature suppresses the deleterious effect of the altered translational attenuation pattern. We propose that local discontinuous translation temporally separates the translation of segments of the peptide chain and actively coordinates their co-translational folding.
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                    Figure 1: Prediction of the translation rate in the ORFs of the E. coli transcriptome.


Figure 2: SufI is translated via many transient intermediates, as predicted from the translation-rate profile (a) and experimentally detected in synchronized in vitro translation in an E. coli cell-free system (b).


Figure 3: Altering the pattern of the slow-translating patches perturbs the co-translational folding of SufI.


Figure 4: Decreased translation temperature counterbalances the altered pattern of intrinsic ribosomal attenuation.
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