Text S2 - Measurement of the mutation rate 

Unfortunately, because of the unexpected switch from Genemorph I to Genemorph II (see Materials and Methods) we were not able to measure the mutation rate of Mutazyme I directly. Therefore, we made an estimation of the mutation rate based on initial template amount and total amplicon yield, according to the manufacturer’s instructions. Based on this, we found a mutation rate of ~2.1 (low mutation rate) and ~6.0 (high mutation rate) per amplicon. Since the Genemorph II kit is currently still available, we were able to make a more direct estimate of the mutation rate for this kit. An error-prone PCR was started using 565 ng of pACTEM as template (the exact same conditions as used in all experiments that used the Genemorph II kit). Mutated amplicons were digested, ligated and transformed into DH5αE as described in Materials and Methods. After overnight expansion of the library in 500 ml LB + tetracycline, suitable dilutions of cells were plated on LB + tetracycline (keeping selection pressure on the plasmid, but not on the TEM-1 gene). The next day, 20 random colonies were picked from the plates and each of them was grown separately overnight in 5 ml LB + tetracycline. After this, cultures were miniprepped and TEM-alleles on the plasmids were sequenced. Sequences were checked for mutations, starting at the start-codon and ending at the stop-codon of TEM-1 (861 bp). In total, 66 mutations were recorded (see Table S4), resulting in an average of ~3.3 mutations per TEM-allele. 

