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5~6 5.3 ~5.8kg
P3
SARS-CoV SARS > SARS
SARS
SARS
8d
1.1.3 SARS-CoV BJ-01 SARS
Vero-E6 2 Vero-E6
SARS SARS-CoV BJ-01  50%
CPE DMEM CPE
SARS 90% 6000r/min
SARS  30min TCID;,
- 70°C
SARS 10°7TCID,,
SARS 1.2 SARS
5
10°7 TCIDs,/mL
SARS-CoV BJ-01 SARS SARS-CoV BJ-01 0.5mL
SARS.CoV SARS 0.2mL 0.2mL 0.3mL
p 0.2mL
BJ-01
7 SARS 14
1 1.3
1.1 6 0.15ml/kg
1.1.1
Amresco CD3 CD4® CD8*
DMEM Invitrogen RNeasy Mini
kit Qiagen AMV Invitrogen ~ SARS-CoV BJ-01 10> TCIDs, /mL
PCR TaKaRa 1
IeG Bethyl 1.4
1.1.2 SARS
14 Pig guinea 2
Albino hamster 2 Hamster 2
5 Wistar rat 3 P3
3d SARS 1.5
Rhesus macaques
Cynomolgus macaques 20 6 CELL-DYNI1200
3~3.5 3 ~ 5kg 14 CD3 CD4" CD8"
6 3~3.5 3~5kg 8
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1
Table 1~ Grouping and infection of experimental macaques
. . Inoculation dose
Group Macaques Species Inoculation route 1057 TCIDs /L.
1 1# Cynomolgus Intranasal ImL
o#
3#
2 4* Cynomolgus Intravenous 1mL
5#
6*
3 7* Rhesus Intranasal 1mL
g#
o
1mL 4 10* Rhesus Intravenous
1n*
12* ) )
5 T1# Cynomolgus Combined intranasal & tracheal 6ml. 2ml. into the nose and 4ml. into tra-
cheal
™
T3#
T4t
Ts*
T6*
Control Control 1* Cynomolgus Combined intranasal & tracheal 612115111Oifrln:o:}:ai(,::gn;f:,ialintiuﬁzl;[;::?t
Control 2*
1.8 RT-PCR
1.6 210pL
20 12 RNeasy Mini kit RNA
28d 7 RT-
6 4 PCR
3 ~5d 2 1.9 SARS-CoV
732 1421 28
10 56C 30min
3 SARS-CoV
PCR 10pLL
_ 700 C SARS 37 OC 30m1n
) 0L 1:10
IsG 37C 30min
1.7
1% - 2
0.2% 0.4%
DMEM 10% 2.1
DMEM 2 5 14
3000g 30min SARS
DMEM
1/100 1/1000  1/10000 24
Vero-E6
37°C 5% CO, 2d CPE
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1
op M 1 2 3
1-C
2.5
SARS-CoV
<—250bp
2
1 SARS-CoV
2 SARS-CoV
Table 2 Isolation of SARS-CoV from some tissue specimen
Fig.1 Detection of SARS-CoV genomic RNA in tissue specimen from in- .
of inoculated macaques
oculated pig guinea and rat M Soeci Time after Isolation
M. DNA marker 1. Lung tissue of inoculated rat 2. Pharynx tissue of acaques Specimen inoculation/d of SARS-CoV
inoculated pig guinea 3. Lung tissues of pig guinea. o# Lymph node 20 +
Liver 20 +
2.2
Feces 3 +
3* Blood 11 +
2/3 1n* Lymph node 27 +
<39.5 G Feces 3 +
Feces 11 +
1-A
12* Throat swab 17 +
2.3
Feces +
Feces +
3 T1# Throat swab 20 +
I-B CD3" CD4" CD8" Blood 3 *
T* Feces 3 +
T3# Throat swab 3 +
2.4 T6* Feces 17 +
2.6 RT-PCR
2
1/3 2
3~33
4 32d 3
3 SARS-CoV
Table 3 Detection of SARS-CoV infection in cynomolgus macaques inoculated by combined intranasal and tracheal route
Specimen Time after
Macaques - . . :
Throat Blood Feces Lung Lymph node  Spleen Liver Kidney inoculation/d
T1# - + + + + + - + 4
T2* + + + + + - + - 7
T3# + + - - - - - - 12
T4# + - + + + + - - 17
TS#* + - + + + + + 32
T6# + - + + - + + + 35
Control 1* - - - - - - - - 7
Control 2* - - - - - - - - 32
2.7 SARS
2 SARS 6

© PERZFRMEDHRATIKESHEE http://journals. im ac. cn



6 SARS 715

23 4
2
1400 14dpi SARS
1200 W2ldpi § SARS
_ 1000
é 800 SARS 2/3
£ ow SARS
£
400
200 ‘ é . ? SARS 3 5
AL 7 Al
OTT 28 3% 5F 6F 8§ O# 11F 128
Macaques
2 SARS-CoV SARS
Fig.2  Antibody titers of the sera from macaques inoculated with SARS-
CoV
1 ~3 Cynomolgus macaques inoculated with SARS-CoV  intranasally
5and 6 Cynomolgus macaques inoculated with SARS-CoV intravenously
8and9 Rhesus macaques inoculated with SARS-CoV  intranasally
11 and 12 Rhesus macaques inoculated with SARS-CoV intravenously .
3 )
SARS
Melogale
moschata Paguma larvata Raccoon dogs
SARS Nyctereutes procyonoides SARS ’
SARS BALB/c Felis domesticus
SARS SARS- Mustela furo 3
CoV SARS-CoV BALB/c
SARS-CoV
Felis domesticus BALB/c
SARS 10 11
SARS
SARS SARS
SARS 2 SARS-CoV
5
SARS SARS
SARS
3 SARS-CoV
3 SARS-CoV
SARS-CoV
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Abstract To screen small animals susceptible to SARS-CoV five species of animals including guinea pig hamster al-
bino hamster chicken and rat were experimentally infected with SARS-CoV strain BJ-01 by different routes. On the ba-
sis of this further cynomolgus and rhesus macaques were selected and experimentally inoculated SARS-CoV  the quality
they serve as animal model for SARS was evaluated. The results showed that all five species of small animals chosed
were not susceptible to SARS-CoV  no characterized changes in clinical sign and histopathology were observed after infec-
tion but from the lung samples of large rat and pig guinea the genomic RNA of SARS-CoV could be detected by RT-
PCR at day 14 post infection this suggested that SARS-CoV could replicate in these animals. After inoculated with
SARS-CoV all inoculated cynomolgus and rhesus macaques had developed interstitial pneumonia of differing severity .
These changes on histopathology were similar to that seen in SARS patients but the pathological lesions were less severe
than that of human. Except interstitial pneumonia no other characterized pathological changes were observed. This sug-
gested cynomolgus and rhesus macaques were not the ideal animal model for SARS in fact but they could serve as animal
model for SARS when a more ideal animal model is absent.

Key words SARS Animal model
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