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Figure S1. Replication phenotype of chimeric virus containing predominant ORF2-6 haplotypes. (A)
Virus titers Stocks of chimeric viruses titered on MARC-145 cells and reported as focus-forming units
per mL stock; (B) Viral RNA was purified from chimeric virus stocks and quantified by RT-qPCR
(Applied Biosystems). Results are reported as the least square mean (+ standard error) of virus
titer and virion copy number. Pairwise comparisons between all viruses were assessed using a
student’s t-test and groups with different letter assignments significantly differ at p <0.05.



Table S1. Amino Acid changes in ORF2-6 haplotypes from late day samples from pigs with rebound
viremia.

Haplotype Haplotype
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Pig  NT AA NT AA NT AA | NT AA
Gr2 | 3% C C C

114 . la - C Y I -

291 GP2 9w | G M | A I G M

99 GP3 9% | T S C p C p

L1z 1050 GP3 143 | T F T F C L
CEmy e p i I

L2 e T C T - T

1553 GP4 129 | GV | G v A 1

El A vV A

lie 5y Gy e | I C C C

68  GD2 n| G s| A N| A N

PSS v v A

134 . o T . C -

GP2 237 M M 1

L e ] B A - i

1050 GP3 143 | T F T F C L

1553 Gpa 129 | GV | G \ A I

3197 CEET A v 7w
e - C . C e C
S S K N

e e o - A &

EES Iy S K N

il e 2 s ) C -

GP5 41 I L i

s 45 N N D

1884 GP5 57 E E A K
G R K

20 : Lie 0 A c

1050 GP3 143 | T F c L

1523 GP4 119 | A S Not G G

3068 1553  cpa 129 | G % Applicable | A I
@ el v A

e B o2 C -

2480 M 63 | T L G v

* The nucleotide (NT) position is based on the ORF2-6 region, with the first nucleotide of the GP2
start site designated 1. The amino acid (AA) denotes the associated protein, amino acid and amino
acid position in the protein. Shaded regions indicate sites where a NT change occurs in an
overlapping reading frame, and the amino acids changes and position is listed for reading frames.
b Haplotypes A and B represent the haplotypes present at the highest and second highest
frequencies within each pig, respectively. © The consensus nucleotide and amino acid in the
inoculum. * Synonymous change.



Table S2. Amino acid changes in ORF2-6 haplotypes predominant in late day samples from pigs

with prolonged viremia.

e Haplotype Haplotype i
Position Ab Bb Inoculum
Pig NT AA NT AA NT AA NT AA
GP2 41 IL S IL
122 E 3% T F C . T F
GP2 4 P L IL
131 . C T T
1134 E 42 A A A
1050 GP3 143 T F T F C L
1523 GP4 119 A S G G G G
1553  GP4 129 G \% G Vv A I
289 GP2 97 G \% G Vv A M
1050 GP3 143 T F T F C L
3161 1553  GP4 129 G \% G Vv I
GP5 32 S N N
181 A A
810 5a 35* G Q Q Q

* The nucleotide (NT) position is based on the ORF2-6 region, with the first nucleotide of the GP2
start site designated 1. The amino acid (AA) denotes the associated protein, amino acid and amino

acid position in the protein. Shaded regions indicate sites where a NT change occurs in an

overlapping reading frame, and the amino acids changes and position is listed for reading frames.

° Haplotypes A and B represent the haplotypes present at the highest and second highest

frequencies within each pig, respectively. ¢ The consensus nucleotide and amino acid in the

inoculum. * Synonymous change.

Table S3. List of Chimeric Viruses Assayed for Neutralization and/or Replication Phenotype.

Pig Haplotype ORF2-6? ORF2-42 ORF5-62
A v1113A v1113A-2-4 v1113A-5
1113
B v1113B v1113B-2-4 v1113B-5
1134 A v1134A NDP NDP
3068 A v3068C v3068C2-4 v3068C-5
3161 A v3161A ND ND
A v3197A v3197A-2-4 v3197A-5
3197
B v3197B v3197B-2-4 v3197B-5

2 Region of PRRSV genome contained in chimeric virus; » Not Done.
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