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Epidemiologic, Clinical, and Genetic Characteristics of
Human Infections with Influenza A(H5NG) Viruses, China

Appendix

Appendix Table 1. Viruses sequenced in 2021
GISAID Access ID Virus Name Subtype Passage History Location Collection Date Host Age Host Sex
EPI_ISL_1081369 A/Chongqing/00013/2021 H5N6 C1 Chongging 2021-01-02 51 Male
EPI_ISL_6585606 A/Hunan/11318/2021 H5N6 Original Hunan 2021-10-03 66 Male
EPI_ISL_6585605 A/Guangxi/10287/2021 H5N6 E1 Guangxi 2021-09-01 48 Female
EPI_ISL_6585604 A/Guangxi/10285/2021 H5N6 E1 Guangxi 2021-08-21 55 Male
EPI_ISL_5159431 A/Sichuan/07348/2021 H5N6 Original Sichuan 2021-07-19 65 Female
EPI_ISL_5159426 A/Hunan/10117/2021 H5N6 Original Hunan 2021-09-11 40 Female
EPI_ISL_4568644 A/Chonqqing/02/2021 H5N6 Original Chongging 2021-07-09 66 Male
EPI_ISL_4568643 A/Hunan/09911/2021 H5N6 E1 Hunan 2021-09-03 58 Female
EPI_ISL_4568642 A/Hunan/09285/2021 H5N6 E1 Hunan 2021-08-07 54 Male
EPI_ISL_4558108 A/Sichuan/06689/2021 H5N6 original Sichuan 2021-07-05 55 Male
EPI_ISL_10792669 A/Guangxi/04901/2021 H5N6 E1 Guangxi 2021-12-25 53 Male
EPI_ISL_10792670 A/Guangxi/04900/2021 H5N6 E1 Guangxi 2021-12-31 28 Male
EPI_ISL_10792672 A/Guangdong/12903/2021 H5N6 E1 Guangdong 2021-10-27 52 Male
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Appendix Table 2. The association on prevalence of underling diseases with influenza A(H5N6) infections*

Underlying diseases Chinese population H5N6 AlV cases, no. (%)
Underlying disease (>18y) e 30 (63.83)
Hypertension (>18y) 27.50% (1) 14 (29.79)
Diabetes (>18y) 11.90% (2) 4 (8.51)
Coronary heart disease (>15y) 0.10% (3) 8 (17.02)
Cancer (>18y) 0.29% (1) 6 (12.77)
Chronic renal disease (>18y) 8.20% (1) 4 (8.51)
Chronic obstructive pulmonary disease (>40y) 13.60% (1) 1(2.56)

*Data on the underlying diseases were available for 47 cases of >18y and 39 cases of >40y. AlV, avian influenza virus.
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Appendix Table 3. List of mammalian adaptation related molecular markers of the human A(H5N6) viruses in China

HA* NAt M2 PA PB2 NS1 M1
No. Strains Genotype Clade 192 226 227 228 Cleavage site 19 27 30 31 38 591 627 701 92 103 06 30 M 139 215
1 A/Sichuan/26221/2014 2014A 2.34.4a T Q R G PLREKRRKR|G E \ A S I Q N E F M D A T A
2 A/Guangdong/99710/2014 2014B 2344 T Q R G PLRERRRKR|G E \ A S I Q K D E F M D A T A
3 A/_Guangdong_/ZQ874/2015 2015A 2344 T Q R G PLRERRRKR|G E \ A S I Q D E F M D A T A
4 A/Guangxi/13486/2017 2015A 2.3.4.4h T Q R G PLRERRRKR|G E \Y A S I Q K D E F M D A T A
5 A/Guangdong/18SF020/2018 2015A 2.3.4.4h T Q R G PLRERRRKR|G E \Y A S I Q E\V D E F M D A T A
6 A/Guangxi/31906/2018 2015A 2.3.4.4h A Q R G PLRERRRKR|G E \Y A S I Q K D E F M D A T A
7 A/Guangxi/32797/2018 2015A 2.3.4.4h A Q H G PLRERRRKR|G E \Y A S I Q K D E F M D A T A
8 A/Beijing/39052/2019 2015A 2.3.4.4h T Q R G PPRERRRKR|G E \Y A S I Q E D E F M D A T A
9 A/Anhui/2021-00011/2020 2015A 2.3.4.4h T Q R G PLRERRRKR|G E \Y A S I Q E D E F M D A T A
10 A/Chongqing/00013/2021 2015A 2.3.4.4h T Q R G PLRERRRKR|G E \ A S I Q E D E F M D A T A
11 A/Shenzhen/1/2015 2015B 2.3.4.4d T Q S G PLRERRRKR|G E \ A N I Q E D D L I D A T A
12 A/Yunnan/14563/2015 2015B 2344 T Q R G PLRERRRKR|G E \ A N I Q K D D L I D A A A
13 A/Yunnan/44625/2015 2015B 2344 T Q R G PLRERRRKR|G E \ A N I Q K D D L I D A A A
14 A/Shenzhen/1/2016 2015B 2.3.4.4d T Q S G PLRERRRKR|G E \ A N I Q K D D L I D A T A
15 A/Guangdong/16SF013/2016 2015B 2.3.4.4d T Q S G PLRERRRKR|G E \ A N I Q K D D L I D A T A
16 A/Anhui/33162/2016 2015B 2.3.4.4d T Q S G PLRERRRKKR|G D \Y A N I Q K D D L | D A T A
17 A/Hubei/29578/2016 2015B 2.3.4.4d T Q S G PLRERRRKR|G E \Y A N I Q E D D L | D A T A
18 A/Hunan/30727/2016 2015B 2.3.4.4d T Q S G PLRERRRKR|G E \Y A N I Q K N D L | D A T A
19 A/Guangxi/55726/2016 2016A 2.3.4.49g T Q R G PLRERRRKR|G E \Y A S I Q E D E F M D A T A
20 A/Hunan/55555/2016 2016B 2.3.4.49g T Q R G PLRERRRKR|G E A A S I Q E D E F M D A T A
21 A/Fujian-Sanyuan/21099/2017 2017A 2.3.4.4b T Q R G PLREKRRKR|G E \Y A S I Q E D D F M D A T A
22 A/Jiangsu/32888/2018 2018A 2.3.4.4h T Q G G PLRERRRKR|G E \ A S \ Q E D E F M D A T A
23 AlJiangsu/1/2020 2020A 2.3.4.4h T Q G G PLRERRRKR|G E vV AT S I Q E D D Y M D A T A
24 A/Sichuan/06681/2021 2021A 2.3.4.4b I Q R G PLREKRRKR|G E \ A S I Q E D D \ M D A T A
25 A/Sichuan/06689/2021 2021A 2.3.4.4b I Q R G PLREKRRKR|G E \ A S I Q E D D \ M D A T A
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HA* NAt M2 PA PB2 NS1 M1
No. Strains Genotype Clade 192 226 227 228 Cleavage site 19 27 30 31 38 591 627 701 92 103 106 30 41 139 215
26 A/Sichuan/ZGQ2021002/2021 2021A 2.3.4.4b I Q R G PLREKRRKR|G E S I Q K D D \ M D T A
27 A/Sichuan-Luzhou/Lz20211439- 2021A 2.3.4.4b I L R G PLREKRRKR|G E S I Q E D D \ M T A
Q1/2021
28 A/Chongqing/03/2021 2021A 2.3.4.4b | Q G LLREKRRKR|G E \Y A S | Q E N D \Y M D A T A
29 A/Guangxi/10285/2021 2021B 2.3.4.4b | Q G PLREKRRKR|G E \Y A S | Q E D\N E F M D A T A
30 A/Guangxi/10287/2021 2021B 2.3.4.4b | Q G PLREKRRKR|G E \Y A S | Q E D E F M D A T A
31 A/Guangxi/04900/2021 2021B 2.3.4.4b | Q H\R G PLREKRRKR|G E \Y A S | Q E D E F M D A T A
32 A/Guangxi/04901/2021 2021B 2.3.4.4b | Q G PLREKRRKR|G E \Y A S | Q E D E F M D A T A
33 A/GX-guilin/11151/2021 2021B 2.3.4.4b | Q G PLREKRRKR|G E \Y A S | Q E D E F M D A T A
34 A/Hunan/09285/2021 2021B 2.3.4.4b I L G PLREKRRKR|G E \ A S I Q E D E F M D A T A
35 A/Hunan/09911/2021 2021B 2.3.4.4b I Q H\R G PLREKRRKR|G E \ A S I Q E D E F M D A T A
36 A/Hunan/10117/2021 2021B 2.3.4.4b I Q R G PLREKRRKR|G E \ A S I Q E D E F M D A T A
37 A/Hangzhou/01/2021 2021B 2.3.4.4b I Q R G PLREKRRKR|G E \ A S I Q E D E F M D A T A
38 A/GX-hechi/01/2021 2021C 2.3.4.4h T Q G G PLRERRRKR|G E \ A N I Q E D E F M D A T A
39 A/Guangdong/12903/2021 2021D 2.3.4.4b I Q R G PLREKRRKR|G E \ A S I Q E N D F M D A T A
40 A/Chonqqing/02/2021 N/A 2.3.4.4b I QR R G PLREKRRKR|G E \Y A S NA~ NA NA NA D \Y M D A T A
Ly A/Hunan/11318/2021 N/A 2.3.4.4b | Q R G PLREKRRKR|G E \Y A S | K E D E F M D A T A
42 A/Sichuan/07348/2021 N/A 2.3.4.4b | Q R G PLREKRRKR|G E \Y A S N/A Q K D D \Y M D A T A

*H3 numbering system was used. N/A, not available.

TN2 numbering system was used.
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Appendix Figure 1. Time-delay distributions for laboratory-confirmed human infections with

A(H5NG6) influenza, China, 2014-2021. A) Days from iliness onset to hospital admission, B)

days from illness onset to laboratory confirmation of influenza A(HSNG) virus infection, C)

days from illness onset to anti-influenza treatment, D) days from iliness onset to ICU

admission, E) days from hospital admission to death, F) days from hospital admission to

discharged. The average days of delay are shown as dashed lines. Lines colored in blue and

red represent time-delay distributions for A(H5N6) cases before and during 2021,

respectively. Dashed gray line indicates the overall time-delay distributions for A(H5NG)

infections during 2014—-2021.
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Appendix Figure 2. Evolution of the eight genes of influenza A (HS5N6) viruses.Phylogenetic
trees of HA, NA, PB2, PB1, PA, NP, MP, and NS genes were shownin A,B,C,D, E, F, G

and H, respectively. Human origin A(H5NG) viruses were colored in red.
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