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[ Abstract] Objective To establish ferret models for the novel avian-origin H7N9 influenza virus. Methods A/
Anhui/1/2013 (H7N9) virus was administered by intranasal instillation to groups of ferrets. Clinical signs, virus shedding
from respiratory tract and pathological analyses were recorded. Results Inoculated ferrets developed typical clinical signs
including body weight loss and sneezing. Peak virus shedding from respiratory tract was observed on 3 — 5 days post
inoculation (d. p.i.). Virus could also be detected in heart, liver, and olfactory bulb from inoculated ferrets. The
inoculation of H7N9 could elicit seroconversion titers up to 1280. Leukopenia, significantly reduced lymphocytes but
increased neutrophils were also observed in ferret models. Conclusion Collectively, the ferrets models enables detailed
studies of the pathogenesis of this illness and lay foundation for relative drug or vaccine evaluation.
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Note: Figure A, B, and C represents average temperature, average weight, and upper respiratory tract virus shedding level of inoculated

ferrets with H7N9 virus respectively.

Fig. 2 Virus shedding, body temperature and weight loss changes of inoculated ferrets with H7N9 virus
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Tab.1 Clinical signs and replication of H7N9 virus in ferrets

I RAE IR Clinical signs TR R AL S EEIEE Virus titer (Log;y TCIDsy/tissue)
NN FImEE Y Bt Euthanized time E Jiti i N JiF i (=3 17 MLER
Weight loss (% ) Sneezing Lethality (d.p.i.) Trachea Lung Brain Heart Liver Spleen Kidney Intestine  Olfactory bulb
9/9 3 4.92 259 - 2.8 - - - - 5.41
9/9 0/9
(10.7/9.3) 7 4.11 2.87 - - 2.16 - - - -

Y 108 TCIDs, HTNO & 3SR B A S SRR E T I 10. 7% 8L 109 TCIDs, HINO & HiBm A S HIAE L TR 9.3% .
Note: “10.7% for animals inoculated with 108 TCIDs, of H7N9 virus, and 9.3% for animals inoculated with 10® TCIDs, of H7N9 virus.
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Tab. 2
lymphocyte populations in whole blood

Impact of viral infection on the ferret

BREL (dop.ic)  WBC(10°/1) % LY* % NE“
-1* 15.9 64.8 17.9
7 8.4 38.8" 57.6*
14 13.4 55.1 37.7"

W% LY KEVARM T 20 ;% NE. Pk 40 i i 40 1,0 - 1d. p.
LR o+ GEGERTE LR GTE X, P <0.05,

Note: “ Mean percentage of leukocytes that are lymphocytes (LY ) or
neutrophils (NE) from 3 ferrets per group; * -1 d. p. i. ; the day before

inoculation; * Statistical significance; * P < 0.05 compared to the

values of -1 d. p.i.
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