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5 2 9

28 6 13
1 0.2 mL A

B 7.0 0.5 Log10 FFU 8.0 Log10 FFU

1

2 19 0.2 mL 1 0.1 mL 1
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1

4 1 5

28 6 13
1 0.2 mL A
B 7.0 0.5 Log10 FFU 8.0 Log10 FFU

2 19 1 0.1 mL
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1.

A B C D
A C

A B A
Hemagglutinin HA

Neuraminidase NA H1 H18 N1 N11
A H1N1 H3N2 B

HA NA HA
2

WHO
WHO

MedImmune WHO

HA HA

2014 11

2022 12 30
3 4

4

2.
A B

37
3

2.1
2.1.1

WHO CDC WHO A B
HA NA

A B MDV A/Ann 
Arbor/6/60 B/Ann Arbor/1/66 A B MDV

6 PB1 PB2 NP NS PA M 1
8 Vero
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2.1.4
2

f

2

a b
b c
c d
d e
e f

2.1.5
2.1.5.1   

3

3

a

b

HA
HA HA

RNA

a
b

2.1.5.2
DNA

EDTA

DNA EDTA
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5

A B 
pH

B C

2.2.4
pH

2.2.5
6

6

3 30 20
2 8

30 20 20
2 8 18

30 20
2 8

2 8 18

2.R

2.R.1
L- L-

2.R.1.1
L-

L-
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2.R.1.2
L- L-

3.

3.1
3.1.1 CTD 4.2.1.1-6

1 15 17 2 32
1 7

2 0.2 mL 0.1 mL 107 FFU/ /0.2 mL 28
2 1 14 49 HAI 1 49

2 21 1 2
4 4 3 107 FFU/

3

7

A H1N1 A H3N2 B Victoria B
1 A/California/7/2009 A/Perth/16/2009 B/Brisbane/60/2008 B/Wisconsin/1/2010
2 A/New Caledonia/20/99 A/Wisconsin/67/2005 B/Malaysia/2506/2004 B/Jiangsu/10/2003

1 49 2 21 HAI
3

A H1N1 H3N2 B Victoria

3.2

CTD 4.2.3.2

1 2 A 1 B 3 4

2 200 mmol/L 65 mmol/L 35 mmol/L
pH7.2

3 1 A H3N2 A H3N2 A/Rhode 
Island/1/2010 107 FFU/
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3.R

4.

WHO WHO Technical Report Series No.927 Annex 1 Guidelines on 
nonclinical evaluation of vaccines. WHO; 2005
22 5 27 0527 1

5.

5.1

CTD 4.2.3.2-1

5.2
8

8

mL/body mL/body CTD
4

3 a)

+ 
4

0b) 0.1 c) d)
0.1e)

0.1 4.2.3.2-1 

a) 0 0 14 28 0.05 mL/site 0.1 mL/body
b) PBS 
c) 107.5 FFU/
d)
e) 0 28 31 56

5.3

5.4
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5.5
9

9

mL/body mL/body CTD

SD

6 20
3 14

20
6 a)

0b) 0.2b) c)

d)

0.2

d)

0.2

F1 d)

0.2

0.2

0.2

F1 0.2

4.2.3.5.1-1 

a) 6 13 20 14 8 1 6 13 20 0.1 mL/site
0.2 mL/body

b)
c) 107.0 0.5 FFU/
d) 21 21 21 21

F1

5.6
CTD 4.2.3.2-1

5.R

6.
6.1

VN0107-A-J301
M nested PCR

RT-PCR
HA HA1

6.2
18 49 99mTc-DTPA

10

0.44
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10

SD 
%

76.3 ± 18.5 7.8 ± 8.9 0.9 ± 0.9 2.5 ± 1.6 4.2 ± 6.5 8.3 ± 15.7

6.R

7.
2 11

11

D2560C00007 2 6 100
0.2 mL 0.1 mL 1

0.2 mL 0.1 mL 4 2

VN0107-A-J301 2 18 911 0.2 mL 0.1 mL
1

7.1
7.1.1 CTD 5.3.5.2-1 D2560C00007 2014 11 2015 2

2 6 100
3
0.2 mL 0.1 mL

1
4 2

100 94 1
6 2

14 38
28

28

14 12
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12 14 D2560C00007
n % N 100

57 57.0
a 10 10.0

51 51.0
7 7.0

34 34.0
3 3.0
1 1.0
3 3.0
2 2.0

N n
a 38.0

28 1 42%
42/100 2 33.3% 2/6 1 4%

13.0% 13/100 4.0% 4/100 4.0% 4/100
28 1 1

7.1.2 CTD 5.3.5.1-1 VN0107-A-J301 2016 10 2017 5
2 18 782 521 261

20.0% 11.5%
5% 80% 2 1

767 2.0% 782 521 261
2 6 7 18 2 1

0.2 mL 0.1 mL
1

911 609 302 ITT
910 608 302 ITT

26 4 21 11 10 4 2 2
1 1 0 885 595 290 PPS

14
VE VE % 1 100

PCR

4
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24
1 2

1 1
5 6 7

2 2

25.5% 152/595 35.9% 104/290 VE
95%CI 28.8 12.5, 42.0 % VE 95%CI 0%

13

13 15 VN0107-A-J301 PPS

VE %
95%CI an/N % n/N %

152/595 25.5 104/290 35.9 28.8 12.5, 42.0

N n
a 95%CI

14 38
28

2017 4 30
8

14 14

5 38.0 37.5 37.7
6

7

8
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14 VN0107-A-J301

N=608 N=302 N=608 N=302
n % n % n % n %

441 72.5 208 68.9 411 67.6 192 63.6
a 60 9.9 24 7.9 36 5.9 9 3.0

388 63.8 177 58.6 360 59.2 159 52.6
131 21.5 65 21.5 109 17.9 52 17.2
203 33.4 126 41.7 169 27.8 111 36.8

89 14.6 43 14.2 68 11.2 32 10.6
18 3.0 5 1.7 11 1.8 2 0.7
55 9.0 26 8.6 40 6.6 17 5.6
51 8.4 25 8.3 33 5.4 18 6.0

N n
a 38.0

28 2%
15

2 8

15 2%
VN0107-A-J301

N=608 N=302 N=608 N=302
n % n % n % n %

219 36.0 100 33.1 54 8.9 25 8.3
47 7.7 30 9.9 6 1.0 5 1.7
27 4.4 7 2.3 1 0.2 0 0
19 3.1 11 3.6 1 0.2 2 0.7
18 3.0 9 3.0 14 2.3 7 2.3
17 2.8 8 2.6 3 0.5 1 0.3
13 2.1 2 0.7 11 1.8 0 0
12 2.0 7 2.3 6 1.0 3 1.0
12 2.0 5 1.7 0 0 2 0.7

N n

4
1
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7.R
7.R.1

D2560C00006 9 006
MedImmune

28 6 13
GCP 006

10 006

006
006 2016/17

VN0107-A-J301 J301

006 J301
J301 2 6

D2560C00007 007 2
J301

9 2 006

J301
7.R.2.1

J301 J301
006 007

7.R.2
7.R.2.1 J301

J301 GCP

9  7 18
868 433 0.2 mL

0.1 mL 1 7 8 9 18
2 7 8

10 006 modified CDC-ILI PCR
modified CDC-ILI

PCR
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GCP
J301 CRF

1 305 213 92
3 2 1

3 PPS
J301 PPS 595 290 11) 3 1

302

2017 1
1

J301
PCR

7.R.2.3 J301

J301
J301

J301

11 3 PPS CSR
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302

115 57
2 1

7.R.2.3

2003 3

7.R.2.2
J301

14
2017 4 30

J301
PCR

HA

J301

14

2017 4 30
4

2017 4 30

J301
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J301 14

7.R.2.3

J301
VE 95%CI

28.8 12.5, 42.0 % VE 95%CI 0%
7.1.2 1

1 J301 PPS

CDC-
ILI 12

16 17
VE 95%CI 36.6 6.5, 56.8 % 16

83% A/H3N2 A/H1N1 B
CDC-ILI 12

VE VE 17

12 37.8 38.1°C 37.6
1
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16 15 J301 PPS

/ a N =595 N =290 VE 95%CI b

%n % n %

152 25.5 104 35.9 28.8 12.5, 42.0
A 133 22.4 91 31.4 28.8 10.6, 43.2
B 19 3.2 13 4.5 28.8 -42.2, 64.3
A H1N1 2 0.3 2 0.7 51.3 -244.3, 93.1
A H3N2 127 21.3 86 29.7 28.0 9.0, 43.1
B 16 2.7 9 3.1 13.4 -93.7, 61.2
B 4 0.7 3 1.0 35.0 -188.5, 85.4

65 10.9 50 17.2 36.6 10.9, 54.9
A 46 7.7 38 13.1 41.0 11.4, 60.7
B 19 3.2 12 4.1 22.8 -56.8, 62.0

79 13.3 49 16.9 21.4 -9.0, 43.4
A 79 13.3 49 16.9 21.4 -9.0, 43.4
B 0 0

N n
a 1
b 95%CI 95%CI

17 15 CDC-ILI J301 PPS

N =595 N =290 VE 95%CI a

%n % n %
127 21.3 89 30.7 30.5 12.3, 44.8

54 9.1 45 15.5 41.5 15.3, 59.6
N n
a 95%CI 95%CI
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18

18 15 J301 PPS
VE 95%CI a

%n/N % n/N %
152/595 25.5 104/290 35.9 28.8 12.5, 42.0

2 6 64/226 28.3 39/108 36.1 21.6 -8.6, 43.4
7 12 71/273 26.0 52/139 37.4 30.5 6.7, 48.2
13 18 17/96 17.7 13/43 30.2 41.4 -9.6, 68.7

79/302 26.2 51/144 35.4 26.1 1.2, 44.8
73/293 24.9 53/146 36.3 31.4 8.0, 48.8

b 66/254 26.0 48/130 36.9 29.6 4.4, 48.2
86/341 25.2 56/160 35.0 27.9 4.7, 45.5

5 c d 105/407 25.8 74/199 37.2 30.6 11.4, 45.7
e 46/187 24.6 30/91 33.0 25.4 -9.7, 49.3

N n
a 95%CI b 2015/16 c 2011/12 2015/16
d 5 1 e 5 1

VE VE
6

1 6
20% 30%

6
16 10 31

2 6
VE VE

J301 PCR
7.R.2.1

15 1

15 1

1 115 57
65 25 2

3
VE 19
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19 15 J301 PPS

VE 95%CI a

%n/N %  n/N %
152/595 25.5 104/290 35.9 28.8 12.5, 42.0

1 b

152/530 28.7 104/265 39.2  26.9 10.6, 40.2

2 b
102/480 21.3 72/233 30.9 31.2 11.0, 46.9

3 b

217/595 36.5  129/290 44.5 18.0 3.1, 30.6

N n
a 95%CI
b

15 1
23 8

15 1
103 52

VE 95%CI 0 J301

J301 VE 28.8%
42% J301 VE

J301 A/H3N2 83%
2016/17 A/H3N2 85%

2016/17 29 6 19
13 VE

A/H3N2 VE A/H3N2

2016/17
2016/17 A/H3N2

VE 21.1%14 56% VE
23.1%14 56% Clin Infect Dis 2020; 71: e255–61

https://verbraucherschutz.sachsen-anhalt.de/fileadmin/Bibliothek/Politik_und_Verwaltung/MS/LAV_Verbraucher 
schutz/hygiene/influenza/Effektivitaet_der_Influenzaimpfstoffe_2016-17.pdf 4 12 19

A/H3N2 2014/15
6 15 A

VE 95%CI 37 27, 45 % Euro Surveil 2016; 21: 30377 2016/17
6 A/H3N2

13 https://www.niid.go.jp/niid/images/idsc/disease/influ/fludoco1617.pdf 4 12 19
14  A 90% A/H3N2
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38%
16 2017

8 25 3
A/H3N2

2016/17 6
42%

J301
Test-negative 3

7.R.6

J301
19 VE 95%CI 0

J301 J301

J301 15
VE 95%CI 28.8 12.5, 42.0 %

CDC
2004/05

2021/22 VE 95%CI 10 60%
J301 2016/17 40 32, 46 % https://www.cdc.gov/flu/vaccines-
work/past-seasons-estimates.html 2022 12 15

J301 VE CDC
J301

VE

J301

7.R.3
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7.R.3.1

J301 006 007
J301 2%
20 21 22

20
J301
2 18

006
7 18

007
2 6

N=608 N=302 N=868 N=433 N=100
n % n % n % n % n %

441 72.5 208 68.9 362 41.7 176 40.6 57 57.0
a) 1 0.2 1 0.3 - - -

411 67.6 192 63.6 - - -
a) 0 0.0 1 0.3 - - -

219 36.0 100 33.1 211 24.3 112 25.9 42 42.0
a) 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0

54 8.9 25 8.3 4 0.5 1 0.2 1 1.0
a) 0 0.0 0 0.0 0 0.0 0 0.0 0 0.0

4 0.7 0 0.0 3 0.3 3 0.7 0 0.0
0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
0 0.0 0 0.0 0 0.0 0 0.0 0 0.0
0 0.0 0 0.0 0 0.0 0 0.0 0 0.0

N n
a J301
006 007

21
J301
2 18

006
7 18

007
2 6

N=608 N=302 N=868 N=433 N=100
n % n % n % n % n %

441 72.5 208 68.9 361 41.6 174 40.2 57 57.0
a 60 9.9 24 7.9 25 2.9 12 2.8 9 9.0

388 63.8 177 58.6 287 33.1 120 27.7 51 51.0
131 21.5 65 21.5 87 10.0 60 13.9 6 6.0
203 33.4 126 41.7 105 12.1 67 15.5 33 33.0

89 14.6 43 14.2 82 9.4 36 8.3 3 3.0
18 3.0 5 1.7 9 1.0 2 0.5 1 1.0
55 9.0 26 8.6 37 4.3 11 2.5 2 2.0
51 8.4 25 8.3 20 2.3 9 2.1 2 2.0

N n
a 38.0
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22 a 2
J301
2 18

006
7 18

007
2 6

N=608 N=302 N=868 N=433 N=100
n % n % n % n % n %

219 36.0 100 33.1 211 24.3 112 25.9 42 42.0
47 7.7 30 9.9 70 8.1 36 8.3 13 13.0
27 4.4 7 2.3 18 2.1 8 1.8 0 0.0
19 3.1 11 3.6 5 0.6 7 1.6 0 0.0
18 3.0 9 3.0 10 1.2 5 1.2 2 2.0
17 2.8 8 2.6 4 0.5 1 0.2 4 4.0
13 2.1 2 0.7 0 0.0 0 0.0 0 0.0
12 2.0 7 2.3 5 0.6 2 0.5 2 2.0
12 2.0 5 1.7 3 0.3 1 0.2 1 1.0

N n
a J301 2%

20

21 22
J301

20 J301 1
1

J301 23
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23 J301
a b

N=608 N=302 N=608 N=302

c 60 6.0 2, 14 24 6.0 0, 14 60 2.0 1, 13 24 2.0 1, 12
388 2.0 0, 14 177 2.0 0, 14 388 7.0 1, 54 177 7.0 1, 75
131 4.0 0, 14 65 4.0 0, 14 131 3.0 1, 41 65 4.0 2, 36
203 3.0 0, 14 126 3.0 0, 14 203 4.0 1, 35 126 6.0 1, 51

89 6.0 0, 14 43 3.0 0, 13 89 2.0 1, 51 43 2.0 1, 17
18 6.5 0, 13 5 11.0 2, 13 18 3.0 2, 10 5 2.0 2, 7
55 4.0 0, 14 26 3.0 0, 13 55 2.0 1, 10 26 2.0 2, 14
51 6.0 0, 14 25 4.0 0, 14 51 2.0 1, 17 25 2.0 2, 20

N n
a

b
c 38.0

J301 24

24 J301
2 6 7 12 13 18

N=608 N=302 N=229 N=112 N=280 N=146 N=99 N=44
n % n % n % n % n % n % n % n %

441 72.5 208 68.9 177 77.3 83 74.1 197 70.4 100 68.5 67 67.7 25 56.8
a 60 9.9 24 7.9 32 14.0 20 17.9 25 8.9 3 2.1 3 3.0 1 2.3

388 63.8 177 58.6 154 67.2 70 62.5 175 62.5 85 58.2 59 59.6 22 50.0
131 21.5 65 21.5 27 11.8 17 15.2 79 28.2 34 23.3 25 25.3 14 31.8
203 33.4 126 41.7 97 42.4 59 52.7 83 29.6 55 37.7 23 23.2 12 27.3

89 14.6 43 14.2 21 9.2 15 13.4 49 17.5 18 12.3 19 19.2 10 22.7
18 3.0 5 1.7 4 1.7 1 0.9 11 3.9 2 1.4 3 3.0 2 4.5
55 9.0 26 8.6 19 8.3 10 8.9 33 11.8 13 8.9 3 3.0 3 6.8
51 8.4 25 8.3 22 9.6 14 12.5 27 9.6 9 6.2 2 2.0 2 4.5

N n
a 38.0

7.R.3.2
7.R.3.2.1
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2021 8 31 J301
006 007 5 58 1
435 1 161

2 2 2 18 123 19 28 9
42 32 31 20

5 4 3
4 2

1 66 20 4 44
28 100

1

2021 8 31 35
27 2 0 2 18 22 19 10

3 19 8
9 1 1 10 6

Nasalflu Berna Biotech
Clin Infect Dis 2004; 38: 974-80 N Engl J Med

2004; 350: 896-903

MedDRA HLGT
2021 8 31 20 12

2 0 2 18 7 19 3 2
2 3 6

1
4 5 3

ADEM
ADEM 2021 8

31 32 31
2 2 2 18 21 19 5 3

ADEM 10 6 5 4 2
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1 6
5 2 8 2 8

15

2021 8 31 1 006
98 95 2

5 2 18 83 19 3 4 45
14 11 8 5 3

2
1 44 11 11

2 2 27

6 59
Vaccine 2012; 30: 2024-31.

2021 8 31
62 2 1 2 18 31 19 24

6 10 3 18 31
H1N1

Clin Infect Dis 2014; 58:
1149-55.

2021 8 31 3 20
1 14 2

1 2 18 14 19 0
9 5 1 5 2
7 1

15 1

1
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HA

7.R.3.2.2

J301 28

13/608 2.1% 2/302 0.7% 2

2 16 11 PCR

25

2 8

3

12
PCR 11 9

1

16

PCR 2 1 1
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25 28 J301 PPS

 PCR
a

   
39.9

A
A 25  6 

   39.0
A

A 20  6 

39.0  B /CA  5  3 

   38.2
B B /CA  3  3 

   38.8
B B /CA  4  6 

  B B /CA  3  8 

  39.3  B /CA  2 12

  
38.9

B B /CA  3  5 

 38.4
B B /CA  2  8 

  
38.6

B B /CA  4  5 

  38.0
A

A /CA
B /CA  3  5 

  B B /CA  8  7 

   38.1
B B /CA  3  6 

CA cold-adapted
a

J301

PCR

7.R.3.2.3

3

8 36 D145-P500
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3

3 98 99

1 99

21 Day 0 Day 20 4

4 1 3

57 7 6

A 6 B 1 17 A 6 2

4 B

Day 15 Day 0 Day 21 10

3

1 2

7.R.3.3
7.R.3.3.1

J301 47 29

26

17 1 4
A
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26 J301

N=47 N=29 N=561 N=273
n % n % n % n %

38 80.9 19 65.5 403 71.8 189 69.2
a 3 6.4 1 3.4 57 10.2 23 8.4

31 66.0 15 51.7 357 63.6 162 59.3
10 21.3 5 17.2 121 21.6 60 22.0
20 42.6 12 41.4 183 32.6 114 41.8

9 19.1 6 20.7 80 14.3 37 13.6
3 6.4 0 0.0 15 2.7 5 1.8

 4  8.5   1  3.4   51 9.1 25 9.2

4 8.5 2 6.9 47 8.4 23 8.4
N n
a 38.0

006 868 48 433 21 007
100 14

18 D153-P515 6 17
2,229

D153-P514
6 71 2,187

22.8%
23.1% 46.3%

43.9%
AV010 9 17 48

1

2 49 471,000
14 Expert 

Rev Vaccines 2021; 20: 717-28
CDC 5 17 142

Pediatrics 2022; 149: e2021055432

18 D153-P515 D153-P514 AV010
3
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2

7.R.3.3.2
 

 

19  
36 20

238 21 CDC
VARES 154

2 22 79/120 A 28 B 51 1/116 A
2 8 PCR

Vaccine 2018; 36: 4663-71

 

19 30 60

J301 006

20  4 10 3 26
21 238 3
22 8 8 7 B
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7.R.3.4
 

3 MMR 11 23
MMR Priorix GlaxoSmithKline

MMR Vaccine 2010; 28: 1566-74 3 MMR
12 15

MMR M-M-R Merck Varivax
Merck MMR 3 Pediatrics 2008;
121: 508-16 3 MMR 3

MMR

7.R.4

Am J Epidemiol 2006; 163: 181-7 Vaccine 2007; 25: 5086-
96

15 2019/20
2 8 27 23

HA 13 2 13
1 J301 2 18

1
7.R.2 HA 2 2 12

7.R.2 7.R.3

23 https://www.niid.go.jp/niid/images/idsc/disease/influ/fludoco1920.pdf 4 12 19
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J301 7.R.2
7.R.3

25 12 16 1216 1
1

7.R.2 7.R.3

7.R.5
2 19 1 0.1 mL

A B 1
107.0 0.5 FFU 0.2 mL 0.1 mL

1 2
2 8

2 17
2 2

AV006 
Year 1 15 71 D153-P504 6 35 1

2 VE 95%CI 24 AV006 Year 1 88.8 64.5, 96.5 % 93.4
87.5, 96.5 % D153-P504 56.3 43.1, 66.7 % 72.0 61.9, 79.8 % 1

2
1

J301 1

6 5
6 12

180 6 24
42

2 2
2 19 1

J301

24 AV006 Year 1 D153-P504
3



34 
_ _  

7.R.2.3
7.R.3

7.R.2 7.R.3
A B 1 107.0 0.5 FFU 0.2 mL 1

J301
2 19

1

2 19 0.2 mL 0.1 mL

7.R.6

3,000 28

2 18
Test-negative 9,000

3,000 1 3 1 3

7.R.3

7.R.2
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8.
8.1

8.2 GCP
CTD 5.3.5.1-1 CTD 5.3.5.2-1

GCP GCP

9. 1
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2

5 2 9

28 6 13

1.

20 12 25 20 8

1 7.R.3 7.R.4

1.1
1 7.R.2

ACIP 2016/2017 2017/2018

ACIP 2016/2017 2017/2018
2015/2016 2016/2017 CDC 2015/2016

2 17 VE
95%CI CDC 5 47, 39 %25 57.6 25.1, 

76 %26 EMA 2016/17
ACIP 2018/2019

25 https://www.cdc.gov/flu/vaccines-work/2015-2016.html 5 2 6
26 https://assets.publishing.service.gov.uk/government/uploads/system/uploads/attachment_data/file/779476/Influenza_vaccine_effec
tiveness_in_primary_care_2015_2016.pdf 5 2 6
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2016/17 J301

1 7.R.2
ACIP

Test-negative 3

1.2
1 7.R.5

1
2

2 1

9 2

AV006Year 1 15 71 D153-P504 6 35
1

J301 1
AV006Year 1 1 2

90% VE D153-P504 1 VE 56.3% 2
VE 72.0% 7.R.5 1

J301
7.R.5 J301 7.R.2

7.R.3 VE
2

19 1

1.3
1 7.R.6

Test-negative
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27
28 29 30

27

28

29

28
3,000
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30

Test-negative 
2 18

1 1
2 2
3 3

3,000 9,000

PCR

2.

8

2 19 0.2 mL 1 0.1 mL 1






