Figure S1: Comprehensive evolutionary alignment of SC3 RREs. The prevalence of each
RRE sequence at a given visit was calculated as a percentage of the total number of
sequences generated from that plasma sample without removing minority variants. RRE
sequences were assigned a code in the form VXX-Y where XX refers to the visit number
and Y refers to the prevalence rank order of that sequence. Nucleotide differences relative
to the V08-1 presumptive founder sequence are highlighted. Sequences in red boxes
have a prevalence of at least 5% and were included in the analysis presented in Figure 2

after excluding the minority variants.
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Figure S2: Evolutionary alignment of SC3 RREs at single-nucleotide resolution. The
alignment includes only contigs that were present in at least 5% of the sequences at a
given time point as explained in the Methods. Sequences obtained from different plasma

samples corresponding to different time points are separated by horizontal red bars.



V09-2 31% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V09-3 19% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V09-4 8% AGGAGCTATGEMTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCMGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
- AGGAGCTATGTTCCTTG TTCTTGGGAG AA A A A ACA A A

V10-2  17% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V10-3  15% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V10-4 13% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V10-5 10% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
- A AGCTATGT T G (55 i AGCAGCAGGAAGCACTATG A

V11-2 38% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCTATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V11-3  15% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCIATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V12- % AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCINATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V12-2 7% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCNATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
AGGAGCTAT A AA A

V13-2  14% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCA“TGGCGCTGACGGTACAGGCCAGGCHATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

V14-2 24% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATIAGCGCTGACGGTACAGGCCAGGCIATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V14-3 19% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATIAGCGCTGACGGTACAGGCCAGGCHATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V14-4  11% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGC“ATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
7 -

V15-2 27% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGC-ATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V15-3  14% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATGGCGCTGACGGTACAGGCCAGGCINAMTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V154  11% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATIAGCGCTGACGGTACAGGCCAGGCIMATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

- AG A C G AGCA AGGA = A A A A ACA A A ATA AACA AGAACA
V16-2 17% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAMTGGCGCTGACGGTACAGGCCAGGCHATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
A

V19-2 34% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATIAGCGCTGACGGTACAGGCCAGGCIATTGTTGTCTGGTATAGTGCAACAGCAGAACAA
V19-3  28% AGGAGCTATGTTCCTTGGGTTCTTGGGAGCAGCAGGAAGCACTATGGGCTCAGCGTCAATIMGCGCTGACGGTACAGGCCAGGCIATTGTTGTCTGGTATAGTGCAACAGCAGAACAA

VI0-1 T00% — AGGAGCTATGTTCCTTGGCTTCTTCCGAGCAGCAGGAAGCACTATGGGCTCAGCCTCAATINGCGCTGACGGTACAGGCCAGGIIMATTGT TG TCTGOTATAGCTGCAACAGCAGAACAA

120 T30 120 150 160 770 T80 T90 2oo 210 220 230 232
V081 100% W = e S— . S T
V09-1 43% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT

V092  31% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARITCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V09-3  19% TTTGCTGAGGGCTATTGAGGCGCAMCAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V09-4 8% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
- A A AR A ACA
V102 17% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT
V10-3  15% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARITCCTGGCTGTGGAAAGATAMICTAAAGGACCAACAGCTCCT
V10-4  13% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V10-5__ 10% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAMAGATACCTAAAGGACCAACAGCTCCT
V11-1  48% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAIMTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V11-2  38% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAIITCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V113 15% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT
VIZT 93% T TIGCIGAGGGCTATTGAGGCGCAACAGCATCTGTI TGCAACTCACAGTICTGGGGCATCAAGCAGCTCCAGGCAAGAGICCTIGGCTGIGGAAAGATACCTAAMGGACCAACAGCTICCT
V1222 7% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
VI3-T 86%  TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGICTGGGGCATCAAGCAGCTCCAGGCAAGAINTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT.
V13-2  14% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAIITCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT

V14-2  24% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARMTCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT
V14-3 19% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
Vi4-4 11% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAITCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT
V15-1 48% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAIMTCCTGGCTGTGGAAAGATACCTAAAGGACCAACAGCTCCT
V15-2 27% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT

V15-3  14% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAGTCCTGGCTGTGGAAAGATACCTAAMGGACCAACAGCTCCT
V15-4 11% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGARTCCTGECTGTGGAAAGATACCTAAMGGACCAACAGCTCCT

- C AG A AACA A AA ACA GGG A AA A A AAGA AAAGATA AAA A AACA
V16-2 17% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAIRTCCTGGCTGTGGAAAGATACCTAAMMGGACCAACAGCTCCT
A

V19-2 34% TTTGCTGAGGGCTATTGAGGCGCAMCAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAMTCCTGGCTGTGGAAAGATACCTAAMGGACCAACEGCTCCT
V19-3 28% TTTGCTGAGGGCTATTGAGGCGCAACAGCATCTGTTGCAACTCACAGTCTGGGGCATCAAGCAGCTCCAGGCAAGAMTCCTIAGCTGTGGAAAGATACCTAAMGGACCAACEMGCTCCT
TTTGCTGA GCTATTGAG GCAACAGCA GTTGCAA ACAGTCT GGCATCAAGCA CCAGGCAAGAWTCC G AAAGATA AA GA AA [of =
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