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(WHO 318 L #7F # : 2025/11/21-Avian influenza weekly update number 1023 )

2003-2014 | 2015-2023 2024 2025 Mt
L vV 7 P 7 i 7 i 7 i 7
&) = &) = &) = &) = ) =2
# | & | & | K | & & #
I B2 8 5 0 0 0 0 0 0 8 5
Fiep 1 1 0 0 0 3 0 11
® i % 56 37 6 4 10 2 17 8 89 51
S 0 0 1 0 0 0 2 1
il 0 0 1 0 0 0 0 0 1 0
¢ R 47 30 8 2 1 0 1 0 57 32
% 1 0 0 0 0 0 0 0 1 0
A S 0 0 1 0 0 0 0 0 1 0
NS 210 | 77 | 149 | 43 0 0 0 0 359 | 120
& R 197 | 165 | 3 3 0 0 0 0 200 | 168
L 3 2 0 0 0 0 0 0 3 2
¥ & 2 2 1 0 0 0 0 0 3 2
Lo B 0 0 0 0 0 0 1 1 1 1
@ 1 0 0 0 0 0 0 0 1 0
R 0 0 1 1 0 0 0 0 1 1
22 4l% 1 1 0 0 0 0 0 0 1 1
= At 3 1 0 0 0 0 0 0 3 1
7 FL7 0 0 2 0 0 0 0 0 2 0
s 25 | 17 | 0 0 0 0 0 0 25 17
134 12 4 0 0 0 0 0 0 12 4
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BB 0 0 1 1 0 0 2 2 3 3
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2004-2022 = 2023 & 2024 = 2025 &
o AL 2| 1 (2] v [2ea] v [rre] e
Afghanistan fe & iF Yes Yes
Azerbaijan I T Yes | Yes
Bangladesh F e Yes | Yes Yes | Yes
Bhutan 3 = Yes Yes Yes Yes
Cambodia R R Yes | Yes [ Yes | Yes Yes | Yes [ Yes
China YR Yes | Yes | Yes | Yes [ Yes Yes
Cyprus A e gy Yes | Yes Yes
Hong Kong e Yes Yes Yes Yes
India R Yes | Yes | Yes | Yes Yes | Yes | Yes
Indonesia Er R Yes | Yes Yes Yes Yes
Iran =P Yes Yes Yes
Israel v d 3 Yes Yes Yes Yes Yes Yes Yes Yes
Iraq B35 Yes | Yes Yes Yes | Yes
Japan P Yes Yes Yes Yes Yes Yes NYES Yes
Jordan He Yes
Kazakhstan ¥4 fE Yes | Yes | Yes Yes
iém) N. Korea A 3% Yes Yes Yes Yes
Korea R Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes
Kuwait FRAF Yes | Yes
Laos % B Yes | Yes
Malaysia 5 ke Iy Yes | Yes
Mongolia 57 Yes Yes
Myanmar @ Yes | Yes
Nepal Rp Yes Yes Yes Yes Yes
Pakistan = A drh Yes Yes
Palestinian T BT Yes Yes
Philippines e Yes Yes Yes | Yes | Yes
Lebanon * ¥ e Yes
Saudi Arabia MBI E | Yes [ Yes
Taiwan E Yes Yes Yes Yes Yes Yes Yes Yes
Thailand 3R Yes | Yes
Turkey ELRSEIE! Yes | Yes Yes Yes Yes
Vietnam A% Yes Yes Yes Yes Yes
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Albania fef= R Yes Yes Yes
Adustria R Yes | Yes | Yes | Yes [ Yes | Yes § Yes | Yes
i HLR I 2
Belgium A pE Yes | Yes | Yes | Yes | Yes | Yes [ Yes [ VYes
Bulgaria A 41 &7 Yes | Yes Yes Yes § Yes | Yes
Croatia REE I Yes | Yes Yes | Yes Yes | Yes
Czech Republic E S Yes | Yes | Yes | Yes | Yes | Yes Q| Yes [ Yes
Denmark % Yes | Yes Yes | Yes Yes | Yes Yes Yes
France e Yes [ Yes | Yes | Yes | Yes | Yes | Yes [ Yes
Finland By Yes | Yes [ Yes Yes Yes
Estonia RN Yes | Yes | Yes | Yes Yes
Faeroe Islands E R Yes | Yes [ Yes | Yes | Yes
Georgia o Yes
Germany 1% B Yes | Yes | Yes | Yes | Yes | Yes | Yes [ Yes
Greece 7 R, Yes | Yes Yes
Hungary @7 41 Yes [ Yes | Yes | Yes | Yes | Yes | Yes [ Yes
wM Iceland k5 Yes Yes Yes Yes | Yes
(40) Ireland T EW Yes Yes Yes Yes Yes
Italy ER Yes [ Yes | Yes | Yes | Yes | Yes | Yes [ Yes
Latvia Pl A Yes Yes Yes Yes | Yes
Lithuania bl Yes | Yes [ Yes Yes | Yes | Yes
Luxembourg R 4 F Yes | Yes | Yes | Yes Yes
Macedonia g H g Yes
Montenegro FEMRR Yes [ Yes | Yes
Moldova BE SR Yes Yes Yes Yes Yes Yes
Nederland i Yes Yes Yes Yes Yes Yes Yes Yes
North Macedonia A5 H g Yes Yes Yes Yes Yes
Norway e Yes | Yes | Yes | Yes | Yes | Yes | Yes | Yes
Poland w Yes | Yes | Yes | Yes [ Yes | Yes f Yes | Yes
Portugal 757 Yes | Yes | Yes Yes | Yes | Yes | Yes
Romania BB LI Yes | Yes Yes Yes Yes | Yes Yes Yes
Russia B R Br Yes | Yes | Yes | Yes Yes
Serbia ER AL Yes Yes Yes Yes Yes
Slovakia SIRESE T Yes Yes Yes Yes Yes Yes Yes Yes
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Slovenia LR A Yes Yes Yes Yes Yes Yes Yes
Spain 2y Yes Yes Yes Yes Yes Yes Yes
- Sweden I & Yes | Yes Yes | Yes | Yes [ Yes Yes Yes
e Switzerland HL Yes Yes Yes Yes Yes Yes
Ukraine B Yes Yes Yes Yes Yes Yes
United Kingdom R Yes Yes Yes Yes Yes Yes Yes Yes
Algeria fe 2 41y Yes Yes
Burkina Faso E- o PR Yes Yes Yes Yes Yes Yes Yes
Benin ] Yes Yes Yes Yes Yes
Botswana DS RS Yes Yes Yes Yes
Cameroon v R Yes Yes Yes Yes Yes
Ceuta i Yes | Yes
Congo B 5 Yes
Cote d'lvoire %7 % g Yes Yes Yes
Djibouti = Yes Yes
Egypt S Yes Yes Yes
Ghana fuakiy Yes Yes Yes Yes Yes Yes
Gabon ‘v Yes Yes Yes Yes
Gambia v 3 Yes Yes
Guinea A Yes Yes Yes Yes Yes Yes Yes
Libya UG Yes
?;f; Lesotho S Yes
Liberia LA Yes
Niger Rp Yes Yes Yes Yes Yes
Nigeria ERRUER Yes Yes Yes Yes Yes
Namibia A Yes
Mali 5 1 Yes Yes Yes
Mauritania F AR L Yes Yes Yes
Mozambique E= i Yes
Reunion ¥ R P Yes Yes
Senegal BN AR Yes Yes Yes Yes Yes Yes
South Africa % 2b Yes Yes Yes Yes Yes Yes Yes Yes
Sudan R Yes
Togo 58 Yes Yes Yes Yes
Tunisia RRE I Yes
Uganda R ¢ Yes
Zimbabwe S Yes
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Argentina R REES Yes Yes Yes Yes
Bolivia HAlad Yes | Yes Yes
Brazil 7 Yes Yes Yes N(ES Yes
Canada do £ 4 Yes | Yes | Yes [ Yes | Yes | Yes | Yes
Chile il Yes Yes Yes Yes Yes Yes
Colombia R Yes Yes | Yes Yes Yes Yes Yes
Costa Rica B A7 H 4o Yes | Yes | Yes | Yes
Cuba w7 Yes | Yes
Ecuador W Yes | Yes Yes Yes Yes
Falkland Islands A R Yes Yes Yes
P Greenland ¥ 1% Yes Yes Yes
(22) Guatemala N BB Yes Yes
Honduras ikt Yes
Mexico Eo# Yes Yes [ Yes Yes Yes Yes Yes Yes
Panama = Yes | Yes | Yes | Yes Yes
Peru Fo 8 Yes Yes Yes Yes Yes Yes Yes Yes
Puerto Rico B EE L Yes
Paraguay = AR Yes | Yes
ot Sancaa s | 8 B8 Aotk Yes Yes
Uruguay G i3 Yes Yes Yes Yes Yes
Venezuela L pe Yes | Yes
America iR Yes Yes Yes Yes Yes Yes Yes Yes
g Adustralia R Yes Yes Yes
() New Zealand aE B Yes Yes

2025 EP i ¢ R S
2025 4§ 2% A 2%

11+ 4345 WOAH UPDATE ON HIGHLY PATHOGENIC AVIAN INFLUENZA IN ANIMALS 2_ %}
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Influenza H5NX viruses are susceptible to MEK1/2
inhibition by zapnometinib

André Schreiber, Nicole Oberberg ,Benjamin Ambrosy, Franziska Rodner, Sriram Kumar, Duygu Merve
Caliskan, Linda Brunotte, Martin Beer &Stephan Ludwig

Abstract

Highly pathogenic avian influenza A viruses (HPAIV) pose a
significant threat to both animal and human health. These viruses have
the potential to cause severe respiratory and systemic infections in birds
and several mammalian species. The recent global outbreak of the
H5N1 clade 2.3.4.4b spread in wild and domestic birds is now
considered to be a panzoonosis. Spillover events in dairy cattle farms in
the U.S. have highlighted the urgent need for effective antiviral
therapies, especially in view of human infections. This study
investigates the selective MEK1/2 inhibitor zapnometinib (ZMN) as a
potential antiviral agent against HPAIVsS. Our in vitro experiments
demonstrate that ZMN significantly impairs viral replication across

multiple HPAIV strains, including H5N1 clade 2.3.4.4b in cell lines and
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primary bronchial epithelial cells. The mechanism of action is based on

the nuclear retention of newly produced viral ribonucleoprotein
complexes (VRNP), when the MEK/ERK/RSK1 Kkinase cascade is
inhibited. We furthermore could show, that ZMN not only acts antiviral
in a standalone treatment but has synergistic potential when used in
combination with direct-acting antivirals like oseltamivir or baloxavir.
Therefore, ZMN treatment offers a promising strategy for future

antiviral development.
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