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Table1 Detection of A (HIN1)pdm09 virus with PA I38T/M/F resistance mutation - Mie Prefecture (2018/19 Season)

. Specimen Age in Antiviral . Body
No. Disease onset date collection PA substitution temperature
date years treatment (PA 138T/M/F) )
1 2018 10 26 2018 10 29 2 No medication 1381 39.8
2 2018 11 1 2018 11 2 9M No medication 1381 39.3
3 2018 11 4 2018 11 5 4 Unknown 1381 37.9
4 2018 11 14 2018 11 5 9 Unknown 1381 40.2
5 2018 11 4 2018 11 15 44 Unknown 1381 39
6 2018 11 29 2018 11 29 4 Unknown 1381 39.5
7 2018 11 29 2018 11 30 6 Unknown 1381 39.3
8 2018 12 2 2018 12 3 6 Unknown 1381 39.1
9 2018 12 3 2018 12 4 9 Unknown 1381 37.8
10 2018 12 3 2018 12 4 7 Unknown 1381 39
11 2018 12 7 2018 12 7 10 Unknown 1381 39
12 2018 12 5 2018 12 5 Unknown 1381 39.6
13 2018 12 6 2018 12 7 6 Unknown 1381 39.7
14 2018 12 18 2018 12 19 8 Unknown 1381 395
15 2018 12 16 2018 12 17 11 Unknown 1381 38.8
16 2018 12 21 2018 12 17 14 Unknown 1381 39.4
17 2018 12 21 2018 12 14 12 Unknown 1381 38
18 2018 12 20 2018 12 21 7 No medication 1381 39.6
19 2018 12 20 2018 12 21 9 Unknown 1381 39.7
20 2019 1 8 2019 1 8 1 No medication 1381 39.2
21 2019 1 21 2019 1 22 8 No medication 1381 38.5
22 2019 1 24 2019 1 24 3 Unknown 1381 39.4
23 2019 3 7 2019 3 7 9 Unknown 1381 38.7
24 2019 3 8 2019 3 8 9 Unknown 1381 38
25 2019 3 10 2019 3 11 9 Unknown 1381 39.9
26 2019 3 11 2019 3 15 73 No medication 1381 38.4
27 2019 3 5 2019 3 15 71 Medication 1381 40
28 2019 3 21 2019 3 22 1 Unknown 1381 38.6
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Table2 Detection of A (H3N2) virus with PA 138T/M/F resistance mutation - Mie Prefecture (2018/19 Season)

_ Specimen Age in - o Body
No Disease onset date collection Antiviral treatment PA substitution temperature
date years (PA 138T/M/F) c)
1 2018 10 18 2018 10 19 4 Unknown 1381 39.8
2 2018 10 18 2018 10 19 9 Unknown 1381 39
3 2018 10 19 2018 10 19 9 Unknown 1381 38.7
4 2018 1 5 2018 1 6 7 No medication 1381 389
5 2018 11 20 2018 11 21 12 No medication 1387 * 37.8
6 2018 12 12 2018 12 14 3 No medication 1381 39.7
7 2018 12 18 2018 12 19 9 months Unknown 1381 40.2
8 2018 12 22 2018 12 22 11 Unknown 1381 394
9 2018 12 24 2018 12 25 4 No medication 1381 39.1
10 2018 12 31 2019 1 4 2 No medication 1381 389
11 2019 1 7 2019 1 7 4 Unknown 1381 39
12 2019 1 5 2019 1 7 6 No medication 1381 40
13 2019 1 10 2019 1 11 7 Unknown 1381 39
14 2019 1 11 2019 1 11 4 No medication 1381 40.1
15 2019 1 14 2019 1 15 7 Unknown 1381 39
16 2019 1 14 2019 1 15 4 Unknown 1381 39.6
17 2019 1 16 2019 1 16 9 Unknown 1381 39
18 2019 1 22 2019 1 23 9 Unknown 1381 39.8
19 2019 1 27 2019 1 29 6 No medication 1381 39.9
20 2019 1 30 2019 2 1 5 Unknown 1381 39.2
21 2019 2 3 2019 2 4 2 Unknown 1381 38.8
22 2019 2 13 2019 2 13 3 Unknown 1381 384
23 2019 2 16 2019 2 16 6 Unknown 1381 30.1
24 2019 2 17 2019 2 18 4 Unknown 1381 39.8
25 2019 2 17 2019 2 18 4 Unknown 1381 39.9
26 2019 2 24 2019 2 25 10 Unknown 1381 39
27 2019 3 9 2019 3 11 13 Unknown 1381 394
28 2019 4 4 2019 4 6 13 No medication 1381 40
29 2019 4 15 2019 4 19 3 No medication 1381 40.4
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Substitution of the Isoleucine 38 of the influenza virus polymerase acidic subunit (PA) to
Threonine (PA 138Tmutation) is an indicator of anti-influenza drug, baloxavir marboxil-
resistant mutation. To understand the epidemic trend of baloxavir marboxil-resistant viruses,
we conducted a sequence analysis of the PA gene of influenza A(HIN1)pdmO09 virus (25
strains) and influenza A(H3N2) virus (29 strains) which were isolated in Mie prefecture
between October 2018 and April 2019.

Our analysis revealed that influenza A(H3N2) virus isolated from a child patient without
prior baloxavir treatment possesses the baloxavir-resistant PA 138T mutation. Since this
patient has never received baloxavir treatment, There for, it has been denied that the
administration of baloxavir allowed the PA 138 mutant virus to selectively propagate in this
patient.

This result suggests a possible acquisition of the PA 138T mutant virus by human-to-human
transmission.
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