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Virus detections by subtype: WHO region
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Influenza B (Victoria)

Influenza B (Yamagata)

Influenza A not subtyped
Influenza A(H3)
Influenza A(H1N1)pdm09
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H3NZ2 geographical clade distribution since 1st

September 2025
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H3N2- Global time-dependent variation in frequencies of genetic
clades/subclades collected since 1stSeptember 2025

Clade-Subclade frequencies over time
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Antigenic Sites of Influenza A(H3N2)

Influenza A(H3N2)

Hemagglutinin (HA)
Neuraminidase

Receptor-
binding site

Antigenic

site E

Antigenic
site C

Glycosylation
site

Antigenic site B

Key antigenic sites on the HA surface antigen
of influenza A(H3N2)

Zambon M, Hayden FG. Influenza A(H3N2) Subclade K Virus: Threat and
Response. JAMA. 2026;335(4):307—310. doi:10.1001/jama.2025.25903



Antigenic Sites and Amino Acid Changes in the K
Subclade Variant of Influenza A(H3N2)

Location of amino acid changes on the HA surface antigen
in the K subclade variant of influenza A(H3N2)
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Zambon M, Hayden FG. Influenza A(H3N2) Subclade K Virus: Threat and
6 Response. JAMA. 2026;335(4):307—310. doi:10.1001/jama.2025.25903



Influenza A(H3NZ2): VCM Sept 2025

Human serology studies

« Human serology studies were conducted using the SH 2025 serum panels by Hl and VN with
recent circulating A(H3N2) viruses with HA genes from 2a.3a.1 subclades J.2, J.2.1, J.2.2,

J.2.3,J.2.4 and J.2.5.

« When compared to titers against cell-propagated A/District of Columbia/27/2023-like vaccine
reference viruses, post-vaccination HIl GMTs or VN GMTs against many of the recent viruses in
J.2.2,J.2.3, J.2.4 and J.2.5 subclades were significantly reduced.

The data supported recommending a cell-propagated A/Sydney/1359/2024 (H3N2)-like
(J.2.4) virus and an egg-propagated A/Singapore/GP20238/2024 (H3N2)-like (J.2.4) virus as
the A(H3N2) vaccine antigens for the 2026 southern hemisphere.

I NH 25/26 vaccine mismatch H3N2



Influenza A(H3N2)
viruses antigenically
characterised by
haemagglutination
inhibition (HAI) assay,
England, March—October
2025 (n =41 viruses)
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sebom, F. et al. Euro Surveill. 2025;30(46):pii=2500854.

https://doi.org/10.2807/1560-7917.ES.2025.30.46.2500854



Early onset season England
Daily percentage of tests positive for influenza (7-day rolling average)
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UKHSA 'National flu and COVID-19 surveillance report: 29 January 2026 (week 5)



Interim vaccine effectiveness data

Rapid communication &= Open Access

Early influenza virus characterisation and vaccine  Like [JIE

effectiveness in England i autumn 2025, a period dominated
by influenza A(H3N2) subclade K M) Check for updates

Freja CM Kirsebom @), Catherine Thompson?, Tiina Talis2, Beatrix Kele?, Heather J Whitaker? , Nick Andrews! , Nurin Abdul Aziz?,
Christopher Rawlinson', Rebecca E Green!, Catherine Quinot!, Nicholas Gardner? , Elizabeth Waller! , Alex Allen? , Conall H Watson4,
Suzanna LR McDonald? , Maria Zambon?, Richard Pebody*® , Mary Ramsay®” , Katja Hoschler? , Anika Singanayagam2*" @),

Jamie Lopez Bernall4*

10 https://www.eurosurveillance.org/content/10.2807/1560-7917.ES.2025.30.46.2500854#htm| fulltext
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Most influenza detections are A(H3N2)
97% of genetic characterised viruses K variant

Reported positive tests by subtype

1500+
1000+
500+
. Influenza A
iH1N1}pdeQ
0 R PR A Ay r— nfluenza A
W31 W35 W39 W43 W47 W51 W03 WO7 W11 W15 W19 W23 W27 H3N2)
Froportion of subtypes detected . inﬂuenzaﬂ
100% (not subtyped)
Influenza B

75%
50%
25%

| [ |} |
Aug Sep Oct Nov Dec Jan Feb Mar Apr May Jun Jul
25 26

0%

11 https://www.gov.uk/government/statistics/national-flu-and-covid-19-surveillance-reports-2025-to-2026-season
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Primary care (Influenza-like-lliness consultations)
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12 https://www.gov.uk/government/statistics/national-flu-and-covid-19-surveillance-reports-2025-to-2026-season
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Hospitalisations/ICU admissions

Hospitalisations ICU admissions
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13 https://www.gov.uk/government/statistics/national-flu-and-covid-19-surveillance-reports-2025-to-2026-season
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Lab positivity by age group
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14 https://www.gov.uk/government/statistics/national-flu-and-covid-19-surveillance-reports-2025-to-2026-season
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Hospitalisations — by age group

Hospital admission rate per 100,000 trust catchment population

Under 5 5to0 14
30
20 o
4-
10 5.
-
W41W47 W1 W7 W13W19 W41W47 W1 W7 W13W19
45 to 54 55 to 64
15
10.0
75 101
5.0
5-
2.5 //\
0.0 0-

W41W47 W1 W7 W13W19
75 to 84

100+
751

0 LS

40

50

20 55

W41 W47 W1 W7 W13W19

W41W47 W1 W7 W13W19

85 and above

W41 W47 W1 W7 W13W19

15 to 44

o N B O

W41W47 W1 W7 W13W19
65 to 74

20
15
10
5
0

W41W47 W1 W7 W13W19



s UK Health Security Agency

Flu vaccines 2025 to 2026 season
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Vaccination Uptake

2024-2025 - 2025-2026

% uptake 65 and over
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Vaccine effectiveness methods

 Test-negative case-control study design
« Cases: Influenza PCR positive tests
« Controls: Influenza PCR negative tests

National
Vaccination
Register

National hospital

Influenza PCR admission data

-14 to 2 days

testing data

 Study period: 29 September to 2 November 2025

« Multivariable logistic regression
 Test result as the outcome
 Vaccination status as the exposure of interest
- Confounder adjustment for test week, age, region and clinical risk status
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Vaccine effectiveness

Unvaccinated Vaccinated Unvaccinated Vaccinated

Outcome Age (years) Influenza controls controls cases cases VE (95% Cl)

ED attendance 02-17 A 2,372 335 1,558 60 : —- 74.8% (66.3 10 81.4%)
02-17 A H3 2,372 335 311 10 ! —_— 74.7% (52.3 to 87.9%)
02-17 A H1 2,372 335 18 4 :
18—-64 A 8,353 478 1,835 78 : — 32.8% (13.3 10 48.6%)
18—64 A H3 8,353 478 298 6 ] - 59.9% (14.8 t0 84.5%)
18-64 A H1 8,353 478 60 1 :
z 65 A 10,442 2,037 1,048 193 1 — 34.7% (22.2 10 45.3%)
> 65 AH3 10,442 2,037 112 18 : - 34.8% (-9.1t0 62.9%)
= 65 A H1 10,442 2,037 48 2 :

Hospital admission 02-17 A 1,956 281 924 38 ] —a— 73.8% (62.8 to 82.1%)
02-17 A H3 1,956 281 288 10 : —_— 72.8% (48.3 t0 87.1%)
02-17 A H1 1,956 281 17 3 1
18—64 A 6,831 390 1,273 58 : —a 32.5% (9.6 t0 50.4%)
18—64 A H3 6,831 390 288 5 : - 66.3% (23.7 10 88.3%)
18-64 A H1 6,831 390 56 1 1
> 65 A 9,404 1,796 942 161 : —a— 39.0% (26.4 t0 49.7%)
> 65 A H3 9,404 1,796 111 18 t = 31.7% (-14.4 t0 61.2%)
= 65 A H1 9,404 1,796 48 2 :

_20 0 20 40 60 8o 100

VE (%)

19 https://www.eurosurveillance.org/content/10.2807/1560-7917.ES.2025.30.46.2500854#nhtml fulltext
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Vaccine effectiveness - children

Unvaccinated Vaccinated Unvaccinated Vaccinated
Outcome Age (years) Influenza controls controls cases cases VE (95% Cl)
ED attendance 02-17 A 2,372 335 1,558 60 : —- 74.8% (66.3 10 81.4%)
‘ 02-17 A H3 2,372 335 311 10 ! —_— 74.7% (52.3 to 87.9%)

02-17 A H1 2,372 335 18 4 i
18—-64 A 8,353 478 1,835 78 : — 32.8% (13.3 10 48.6%)
18—64 A H3 8,353 478 298 6 ] - 59.9% (14.8 t0 84.5%)
18-64 A H1 8,353 478 60 1 :
z 65 A 10,442 2,037 1,048 193 1 — 34.7% (22.2 10 45.3%)
> 65 AH3 10,442 2,037 112 18 : - 34.8% (-9.1t0 62.9%)
= 65 A H1 10,442 2,037 48 2 .

Hospital admission] 02-17 A 1,956 281 924 38 | —a— 73.8% (62.8 to 82.1%)
02-17 A H3 1,956 281 288 10 : —_— 72.8% (48.3 t0 87.1%)
02-17 A H1 1,956 281 17 3 1
18—64 A 6,831 390 1,273 58 : —a 32.5% (9.6 t0 50.4%)
18—64 A H3 6,831 390 288 5 : - 66.3% (23.7 10 88.3%)
18-64 A H1 6,831 390 56 1 1
> 65 A 9,404 1,796 942 161 : —a— 39.0% (26.4 t0 49.7%)
> 65 A H3 9,404 1,796 111 18 t = 31.7% (-14.4 t0 61.2%)
= 65 A H1 9,404 1,796 48 2 :

_20 0 20 40 60 8o 100

VE (%)
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Vaccine effectiveness — working age adults

Unvaccinated Vaccinated Unvaccinated Vaccinated

Outcome Age (years) Influenza controls controls cases cases VE (95% Cl)

ED attendance 02-17 A 2,372 335 1,558 60 : —- 74.8% (66.3 10 81.4%)
02-17 A H3 2,372 335 311 10 ! —_— 74.7% (52.3 to 87.9%)
02-17 A H1 2,372 335 18 4 :
18—-64 A 8,353 478 1,835 78 : — 32.8% (13.3 10 48.6%)
18—64 A H3 8,353 478 298 6 ] - 59.9% (14.8 t0 84.5%)
18-64 A H1 8,353 478 60 1 :
z 65 A 10,442 2,037 1,048 193 1 — 34.7% (22.2 10 45.3%)
> 65 AH3 10,442 2,037 112 18 : - 34.8% (-9.1t0 62.9%)
= 65 A H1 10,442 2,037 48 2 :

Hospital admission 02-17 A 1,956 281 924 38 ] —a— 73.8% (62.8 to 82.1%)
02-17 A H3 1,956 281 288 10 : —_— 72.8% (48.3 t0 87.1%)
02-17 A H1 1,056 281 17 3 |
18—64 A 6,831 390 1,273 58 : —a 32.5% (9.6 t0 50.4%)
18—64 A H3 6,831 390 288 5 ! - 66.3% (23.7 10 88.3%)
18-64 A H1 6,831 390 56 1 1
> 65 A 9,404 1,796 942 161 : —a— 39.0% (26.4 t0 49.7%)
> 65 A H3 9,404 1,796 111 18 t = 31.7% (-14.4 t0 61.2%)
= 65 A H1 9,404 1,796 48 2 :

_20 0 20 40 60 8o 100

VE (%)

21 https://www.eurosurveillance.org/content/10.2807/1560-7917.ES.2025.30.46.2500854#nhtml fulltext
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Vaccine effectiveness — older adults

Unvaccinated Vaccinated Unvaccinated Vaccinated

Outcome Age (years) Influenza controls controls cases cases VE (95% Cl)

ED attendance 02-17 A 2,372 335 1,558 60 : —- 74.8% (66.3 10 81.4%)
02-17 A H3 2,372 335 311 10 ! —_— 74.7% (52.3 to 87.9%)
02-17 A H1 2,372 335 18 4 :
18—-64 A 8,353 478 1,835 78 : — 32.8% (13.3 10 48.6%)
18—64 A H3 8,353 478 298 6 ] - 59.9% (14.8 t0 84.5%)
18-64 A H1 8,353 478 60 1 :
z 65 A 10,442 2,037 1,048 193 1 — 34.7% (22.2 10 45.3%)
> 65 AH3 10,442 2,037 112 18 : - 34.8% (-9.1t0 62.9%)
= 65 A H1 10,442 2,037 45 2 :

Hospital admission 02-17 A 1,956 281 924 38 ] —a— 73.8% (62.8 to 82.1%)
02-17 A H3 1,956 281 288 10 : —_— 72.8% (48.3 t0 87.1%)
02-17 A H1 1,956 281 17 3 1
18—64 A 6,831 390 1,273 58 : —a 32.5% (9.6 t0 50.4%)
18—64 A H3 6,831 390 288 5 : - 66.3% (23.7 10 88.3%)
18—-6/ A H1 6,831 390 56 1 1
> 65 A 9,404 1,796 942 161 : —a— 39.0% (26.4 t0 49.7%)
> 65 A H3 9,404 1,796 111 18 t = 31.7% (-14.4 t0 61.2%)
> 65, A H1 9,404 1,796 48 2 X

| | [ [ | | |
-20 0 20 40 60 80 100

VE (%)
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Vaccine effectiveness by time since vaccination

Outcome Age (years)

ED attendance 02-17
02-17
02-17
02-17
18-64
18-64
18-64
18-64
65+
65+
65+

Hospital admission 02-17
02-17
02-17
02-17
18-64
18-64
18-64
18-64
65+
65+
65+
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Influenza Time since vacc Unvacc controls Vacc controls Unvacc cases Vacc cases

Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A
Flu A

0-6d
7-13d
2-4w
5-8w
0-6d
7-13d
2-4w
5-8w
0-6d
7-13d
2-4w
0-6d
7-13d
2-4w
5-8w
0-6d
7-13d
2-4w
5-8w

0-6d

7-13d
2-4w

2372
2372
2372
2372
8353
8353
8353
8353
10442
10442
10442
1956
1956
1956
1956
6831
6831
6831
6831
9404
9404
9404

43
88
311
24
247
320
466
12
1086
1289
2037
34
70
261
20
200
270
380
10
968
1134
1796

1558
1558
1558
1558
1835
1835
1835
1835
1048
1048
1048
924
924
924
924
1273
1273
1273
1273
942
942
942

56 i
19 i ——
55 |
5 | —
45 .——
39 .
76 L —a—
2 i
110 ——
122 ——
193 L
45 |
14 E B —
34 i
4 |
33 -
33 —i—-—
57 | ——
1 |
95 —
106 N
161 —

— T T T T
=20 0 20 40 60 80 100

«—

VE (%)

VE (95% CI)

-179.9% (-336.3 to -81%)
62.2% (37.6 to 78.1%)
74.4% (65.5 to 81.3%)
78.9% (46.6 to 93.1%)
-8.3% (-50.8t0 23.9%)
31.6% (4.1 to 52.5%)
32.3% (12.4 to 48.3%)
56.1% (-70.7 to 93.4%)
-3.4% (-27.3 10 16.7%)
16.4% (-2 to 32%)

35.6% (23.5 to 46%)
-270.8% (-510.1 to -128%)
53.3% (17.2 to 75.4%)
74.2% (62.9 to 82.6%)
70.4% (17.6 to 91.7%)
-4.8% (-53.1 to 30.3%)
23.1% (-11.1 to 48.4%)
31.1% (7.5 to 49.6%)
69% (-73.5 to 98.3%)

2% (-22.4 to 22.3%)
17.7% (-1.8 to 34.1%)
39.9% (27.6 to 50.4%)




Overview & Conclusions
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* Widespread anxiety about H3N2 drift variant with early start to season
* Proactive campaigns to encourage vaccination, clinical risk groups & HCW

* Moderate winter season in UK.
24+ Health service pressures were experienced
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Vaccine Performance

 Children: VE was high with point estimates at around 72-75%
» Adults: moderate VE with point estimates at around 32-39%
 Similar results found in Scotland, Wales and Northern Ireland

https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf

 Sensitivity analyses restricting to respiratory coded admissions, using an
alternative source of hospitalisation data, removing first 2 weeks of study
period with minimal vaccination found similar results

 Greater uncertainty around H3N2 subtype-specific estimates, we think
influenza A results

* Limitations:

* Very early (no time for waning) - not comparable to previous end-of-season VE
analyses...but interim analyses remain in the same range


https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf
https://publichealthscotland.scot/media/36525/week-49-11-12-25-viral-respiratory-diseases-in-scotland-surveillance-report.pdf

Future

* Interim analyses end Jan indicate similar results

Ongoing monitoring of vaccine effectiveness against influenza A and H3N2
Evaluate VE by vaccine type

Monitor the duration of protection

Population seroepidemiology to understand relationship between susceptibility
and impact
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