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Establish HSN1 Flu Virus Infection Ferret Animal Model
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[Abstract] Objective To establish the Influenza HSN1 influenza virus infection ferrets animal model. Methods
Groups of three 4—to 6—month -old ferrets were inoculated intranasally with 10° and 10*TCID,, of HSN1 A /Vietnam /1203 /
2004 in a volume of 500ul.. Ferrets were monitored daily for clinical signs of influenza infection and body temperatures
were recorded once daily. Every day take nasal turbinates for RT-PCR. On day 5 postinoculation ferrets were euthanized
and trachea lung heart liver slpeen kidney small intestine and brain tissue were harvested and examined by light
microscopy. Results For each titer virus tested in infected ferrets we observed fever weight loss nasal rattling
sneezing and died. Virus was detected in the nasal turbinates and heart liver slpeen kidney small intestine and brain
from all of the iinfected ferrets. Of the ferrets inoculated with H5SN1 virus there show focal severe pneumonia in lung.

Conclusions In clinical signs virus detection and histological changes were observed ferrets were infected HS5NI1
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influenza virus which 10* TCIDj, titer was a more appropriate to establish flu animal models.
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Tab.2 Virus detection and titration in samples from nasal cavity ( log,, TCID,,)
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Fig. 4 Histological features of the lung, brain and small intestine in ferret's inoculated with H5N1 virus
TE A B S Il (A) KA (D) /NG (G R I G 20 2 W I ik 52 T 298t IR R it 4 oA | R 48 2D
K1z 3% ] ILERBE H kE (B) RN 20T UL 5y kb P I 4% i 47 ) PRI 4 400 i 222 <2l 2R 3 31 | vl DL /N KRR R
SE(E) /N SR W 55 (H) , S A4k R BRYL s P i il (C) KM (F) /N (1) 307 WK i BS540, A
B.D E G H.HEx100;C F I.IHCx200

Note: No abnormality was seen in the lung (A), brain (D) and small intestine (G) in the ferrets of control group. Of the

ferrets inoculated with H5N1 virus, there show a pattern of necrotizing alveolitis in the lung. The alveolar walls are
necrotic, and alveolar air spaces contain edema fluid, desquamated epithelial cells, and inflammatory cells (B). In barin
there show prominent perivascular infiltration (arrow) (E). No abnormality was seen in the small intestine (H) in the
infected ferrets. Influenza viral antigen was seen in respiratory epithelium of bronchioles (C) and small intestine (I) and
gliocytes in brain (F) by IHC (arrow). A B D E G H: HEx100; C .F .I: IHCx200



