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Abstract
Cellular prion protein (PrPC) represents a potential regulator 
of cellular immunity and has been confirmed to be an invasive 
receptor exploited by bacteria such as Brucella abortus to facilitate 
the infection in host cells. Up to now, there are few informations 
about the role of PrPC in virus replication in host cells. Porcine 
reproductive and respiratory syndrome virus (PRRSV), a single 
positive-stranded RNA virus, prefers to infect African green monkey 
kidney cell line MA-104 and its derivatives, such as Marc-145. We 
found that PrPC is expressed on the surfaces of Marc-145 cells and 
its expression profiles greatly changed after PRRSV incubation 
with these cells. PrPC expression reached the peak at 12 hrs after 
PRRSV inoculation and then decreased sharply to recover to the 
original status while CD163, a PRRSV receptor in Marc-145 cells, 
achieved the climax at 48 hrs after virus infection and then slowly 
lowered its expression level. Here, we firstly suggest that PRRSV 
infection has an influence on the expression of PrPC on the surfaces 
of Marc-145 cells and PrPC may be involved in PRRSV invasion of 
host cells.

Keywords

Cellular prion protein; CD163; Porcine reproductive and respiratory 
syndrome virus; Marc-145 cells; Receptor

*Corresponding author: Yongguang Zhang, Lanzhou Veterinary Research 
Institute, China Academy of Agricultural Sciences, Lanzhou 730046, China, Tel: 
+ 86-931-8342771; E-mail: zhangyongguang@caas.cn 

Jie Zhang, Jiangsu Co-Innovation Center for Prevention and Control of Important 
Animal Infectious Diseases and Zoonoses, Yangzhou University College of 
Veterinary Medicine, Yangzhou, Yangzhou, Jiangsu 225009, China, Tel: + 86-28-
8450-4694; E-mail: zhangjie03@caas.cn 

Received: November 19, 2015 Accepted: December 28, 2015 Published: 
January 04, 2016

Introduction
 Cellular prion protein (PrPC) is a glycosylphosphatidylinostitol 

(GPI)-anchored glycoprotein concentrated in lipid rafts of the 
plasma membrane. PrPC is widely expressed in various of cells 
including haematopoietic stem cells and immune cells in addition 
to cells of the central nervous system [1]. PrPC plays a complex 
role in the regulation of cell signalling and protein trafficking. Post-
translational modification of the PrPC is intimately associated with 

the pathogenesis of prion disease, yet the normal function of the 
protein remains unclear [2-4] The highly conserved nature of PrPC 
during evolution suggests that it may serve as a link between innate 
and adaptive immunity [5]. PrPC has been proposed to represent a 
potential regulator of cellular immunity [6]. Accumulating evidence 
confirmed that many infectious agents and their toxins use GPI-
anchored proteins to gain entry into host cells [7]. PrPC binds 
a wide range of molecules [8] and its localization in the plasma 
membrane indicates a role in cellular interactions, such as 
adhesion, recognition, and ligand capture. PrPC can modulate 
phagocytosis and inflammatory response of cells [9]. Some 
results show that PrPC is a generalized, negative modulator of 
phagocytosis with down-regulation of the cellular phagocytic 
activity [6,10] . For example, PrPC knock-out mice showed more 
efficient phagocytosis of zymosan particles leading to acute 
peritonitis than wild-type mice [10]. However, other findings 
suggest that PrPC is a positive modulator of phagocytosis with 
enhancement of cellular phagocytic activity [11]. For example, the 
PrPC deficiency prevented the internalization and intracellular 
replication of Brucella abortus, with the result that phagosomes 
bearing the bacteria were targeted into the endocytic network [12]. 
In addition, PrPC was confirmed to promote brucella infection 
into intestinal M cells by serving as a major uptake receptor [13]. 

Porcine reproductive and respiratory syndrome virus (PRRSV) 
is the causative agent of porcine reproductive and respiratory 
syndrome (PRRS). PRRSV is an enveloped positive stranded RNA 
virus, belonging to the genus Arterivirus, the family Arteriviridae, the 
order Nidovirales [14]. Based on genetic differences, PRRSV has been 
divided into two major genotypes: the European and the American 
[15]. Gene sequence of PRRSV has much difference in different strains, 
especially, type I and type II, share only about 60 % genome [16] . The 
virus genome is approximately 15.4 kb in length, containing ten open 
reading frames (ORFs), designated ORF1a, ORF1b, ORF2a,ORF2b 
and ORFs 3 through 7, including ORF5a [17,18]. In China, the highly 
pathogenic North American PRRSV (HP-NA-PRRSV), characterized 
by a 30-amino-acid depletion in nonstructural protein 2 (NSP2), 
appeared and caused great economic losses for the swine industry 
since 2006 [19,20]. However, the pathogenesis of HP-NA-PRRSV is 
still unclear. 

PRRSV has a very restricted cell tropism for cells of the 
monocytic lineage, especially the differentiated macrophages. The 
primary target cells for PRRSV infection are the fully differentiated 
porcine alveolar macrophages (PAMs) [21]. In vitro condition, 
among non-macrophage cells, the MA-104 cell line derived from 
African green monkey kidney and its derivative including Marc-
145, were susceptible to PRRSV and were found to fully support 
PRRSV propagation because of the expression of PRRSV receptors 
[22,23]. To date, several important PRRSV receptors, such as heparin 
sulfate (HS), sialoadhesin (Sn), CD163, CD151 and vimentin, 
have been identified. These receptors play significant roles during 
PRRSV infection of cells since they can involve in the virus binding, 
internalization or uncoating [24,25]. CD163 was confirmed to be 
responsible for uncoating virus particles and releasing the viral 
genome after early adhesion during PRRSV infection [26]. Vimentin 
is thought to opsonize and endocytose PRRSV. 
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 To our knowledge, there are no reports about the role of PrPC 
in virus infection of host cells up to now. In this study, we firstly 
examined the expression of PrPC on Marc-145 cell surface and 
compared the expression profiles between PrPC and CD163 during 
PRRSV infection of these cells. Our date suggested that PRRSV 
infection impacts PrPC cell surface expression in Marc-145 and PrPC 
maybe plays an important role during PRRSV entry into the host 
cells. These results provide a new sight of the physiological function 
of PrPC related to virus infection.

Materials and Methods
Cells culture and reagents

Marc-145 cells were maintained in Dulbecco’s modified Eagle’s 
medium (DMEM) (Gibco, USA) containing 10% fetal bovine serum 
(Gibco, USA) and antibiotics (100U/ml penicillin and 100µg/
ml streptomycin), and grown at 37ºCin a humidified incubator 
containing 5% CO2. Anti PRRSV nucleocapsid monoclonal antibody 
(MAb) conjugated with fluorescein isothiocyanate (SR30-F) was 
obtained from Rural Technologies Inc (Brookings, SD). Anti 
prion protein MAb SAF32 was bought from Bertinpharma and 
MAb against CD163 was from AbD Serotech (Raleigh, NC). APC 
(Allophycocyanin) conjugated goat anti-mouse IgG antibody was 
from biolegand company. Isotype control MAb (IgG2b) of PrPC were 
used to evaluate levels of nonspecifics staing (biolegand company).

PRRSV culture and virus titration 

 A HP-NA-PRRSV strain, named QH-08, was isolated from a 
pig farm suffered from HP-NA-PRRSV outbreak in 2008 in Qinghai 
province, China and propagated in Marc-145 cells (The virus 
identification and the whole genome sequence will be published in the 
future). The 50% tissue culture infected dose (TCID50) assay was used 
to measure PRRSV titration. Marc-145 cells were seeded into 96-well 
plates 24 hrs before infection. Virus supernatants were diluted 10-
fold serially. Cells were inoculated by 100 µl/well of the serial diluted 
supernatants. Five days post-infection, TCID50 was determined by the 
Reed-Muench method.

PRRSV RNA extraction and cDNA synthesis

Total RNA was extracted from the collected QH-08 
supernatants. RNA concentration was analyzed using a NanoDrop 
spectrophotometer (NanoDrop, USA). cDNA was prepared using 
Reverse Transcriptase M-MLV kit (Invitrogen) according to the 
manufacturer’s instructions and stored at - 40? until further use. 

Quantitative Real-Time PCR (qPCR) of PRRSV, PrPC and 
CD163 

The fragments of PRRSV, PrPC and CD163 target genes were 
amplified by the following primer pairs: PrPC primers (forward 
5 ‘-atgaagcacatggctggtgc-3’; reverse 5‘-ctgatccacaggcctgtagtaca-
3’),CD163 primers (forward 5’-atgggctaattccagtgcag-3’; reverse5’-
gatccatctgagcaagtcactcca-3’) and PRRSV primers (forward5’-
aaccacgcatttgtcgtc-3’; reverse 5’-tggcacagctgattgactgg-3’). The 
amplified gene fragments were inserted into pMD18-T vector. Then 
the corresponding recombinant plasmids were constructed and used 
to establish the standard curve after quantification. Reactions were 
run on Stratagene Mx3005P thermocycler. The threshold cycle (Ct) 
values were determined at the fluorescence threshold line and the Ct 
value of each sample was obtained by calculating the arithmetic mean 
of the triplicate values.

Flow cytometry analysis of the expression of PrPC and 
CD163 and PRRSV infection in Marc-145 cells 

Flow cytometry analysis was performed to measure the expression 
level changes of PrPC and CD163 with PRRSV infection of Marc-145. 
The cells were inoculated with QH-08 at a MOI of 0.1 and collected at 
different time points for flow cytometry analysis as described below. 
The collected cells were fixed with a 4% paraformaldehyde solution 
for 1 hr on ice and kept at 4oC for further use after washing with PBS. 
For PrPC or CD163 cell surface expression detection, then the cells 
were incubated with corresponding MAb in PBS with 1 % BSA at 
4 for 1 hr. 100 µl MAb SAF32 for PrPC detection or CD163 MAb 
was added at the final concentration of 2 µg/ml. After the incubation, 
APC conjugated anti-mouse IgG antibody was added and incubated 
with cells for 1 hr at 4oC. As for intracellular PRRSV detection, 100 
µl SR30-F was added and incubated with Marc-145 after cells were 
pretreated with BD Cytofix/Cytoperm Fixation/Permeabilization Kit 
following the handbook instruction. Isotype control MAb were used 
to evaluate the levels of nonspecifics staining.

Statistical analysis 

 All experiments were done with at least three independent 
experiments and statistical analyses were performed by GraphPad 
Prism (GraphPad Software, Inc., San Diego, CA, USA). Data were 
expressed as the mean ± standard deviation (SD). A value of P<0.05 
was considered as statistically significant.

Results
Effects of PRRSV infection on PrPC expression 

PrPC expression in Marc-145 cells infected by PRRSV was 
analyzed by flow cytometry. Surface PrPC expression was measured 
using MAb SAF-32 and APC-labeled antibody, and virus replication 
in individual cells was detected by the presence of FITC. For control 
Marc-145 cells, only 10% cells were PrPC positive (Figure 1E and 
Figure 2C). After virus infection, over 30% of Marc-145 cells were 
PrPC positive at 12 hr. While at 36 hr, 48 hr, 60 hr and 72 hr, the 
percentage of the positive cells returned to 10% (Figure 1E and 
Figure 2C). In qPCR assay, there was an increase in Prnp mRNA 
from Marc-145 cells. Prnp expression was 2-fold higher after 12 hrs 
infection compared with the uninfected cells (Figure 1F). qPCR assay 
along with the flow cytometry results , confirmed that surface PrPC 

expression levels reached the peak at 12 hr after PRRSV inoculation 
(Figure 1E and Figure 2C). 

CD163 expression correlates with PRRSV infectivity in 
Marc-145 cells 

 PRRSV replication and CD163 expression in Marc-145 cells 
during virus infection were measured by flow cytometry assay. For 
these experiments, CD163 surface expression was measured using 
APC-labeled antibody, and virus replication in individual cells was 
detected by the presence of FITC. Infected cells were collected at 
different times after incubation 1 hr of virus at MOI=0.1, and flow 
cytometry was performed prior to lysis of infected cells. For Marc-145 
cells , a majority of cells expressed high levels of CD163 from 0 hr to 
72 hr (Figure 1C and Figure 2A). At day 1, over 50% of Marc-145 cells 
were CD163 positive. By 36 hr, 48 hr, 60 hr and 72 hr, the percentage 
of CD163 positive cells increased to more than 60% (Figure 1C and 
Figure 2A). While there were few PRRSVs in Marc-145 cells at day 
1, over 20% of cells were PRRSV positive when the viruses were 
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Figure 1:   Effect of PRRSV infection time on CD163 and surface PrPC expression. Marc-145 cells were cultured for the indicated time; all data were presented 
as the mean ± standard deviation (SD). p value less than 0.05 was considered statistically significant correlation. Experiments were replicated three times using 
independent samples at each time point. (C and D) *Significantly enhanced when compare to other time points (P﹤0.05). (A and B) *Significantly enhanced when 
compare to 0 h, 12 h, 24 h, 36 h (P﹤0.05). (E and F) *Significantly enhanced when compare to other time points (P﹤0.05). 
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Fig. 2. The flow cytometry results of PRRSV (column B), CD163 (column A) and PrPC 
different time points.  
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Figure 2: The flow cytometry results of PRRSV (column B), CD163 (column A) and PrPC (column C)at different time points.
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level at 12 hr while the highest expression of CD163 was at 48 hr 
after PRRSV inoculation in Marc-145 cells. PrPC expression quickly 
restored to the level of naive situation from the peak while CD163 
expression level decrease slowly from the climax. The great differences 
of the expression profiles between PrPC and CD163 supported 
that PrPC and CD163 play roles in different process during PRRSV 
replication in Marc-145 cells. It was reported that CD163 is involved 
in uncoating of PRRSV particles, but not internalization. Our results 
were well in agreement with this conclusion because CD163 was 
found to increase its expression level at the late stage of PRRSV 
infection of Marc-145 cells. In comparison to CD163 expression 
profiles, PrPC expression began to largely increase at the early stage 
of PRRSV infection, indicating that PrPC is probably implicated in 
PRRV early infection process.

 To clarify the role of PrPC in PRRSV infection of host cells, 
more experiments including the influence of the deficiency and 
enhancement of PrPC expression level on PRRSV propagation 
need to be done. For example, knock-out PrPC gene or inhibiting 
PrPC expression by RNA interference or blocking its function via 
monoclonal antibody can be taken to down-regulate the function. In 
contrast, PrPC function can be up-regulated by introduction of PrPC 

gene into host cells. Here, our results provide a novel aspect of PrPC 
function in virus infection of host cells. It is worth to reveal PrPC 
roles in cellular immunity for better understanding the microbial 
pathogenesis. 

Conclusion
 It was the first report that PrPC has a role in PRRSV infection 

of host cells. PrPC possesses a distinct expression profile during 
PRRSV infection of Marc-145 cell in comparison with CD163 which 
is implicated in the uncoating process of the virus replication. PrPC 
appeared a peak at 12 hr after PRRSV inoculation in Marc-145 cells 

incubated in culture longer than 2 days (Figure 1A and Figure 2B). 
At 72 hr, PRRSV positive cells reached 25% (Figure 1A and Figure 
2B), and the majority of virus-infected Marc-145 cells were lysed 
(data not shown). The increased percentage of CD163 positive cells 
was not the result of the insufficient CD163 negative cells, since 
cell numbers remained relatively constant over the culture period. 
At the same time, qPCR was performed, results in accordance with 
flow cytometry (Figure 1B and D). These studies suggested that the 
overall expression levels of CD163 on Marc-145 cells may determine 
the levels of PRRSV replication and pathogenicity in vivo. It would 
be interesting to examine the expression levels of CD163 on the 
macrophages and the correlation with PRRSV infection.

The relationship of PRRSV, PrPC and CD163 

In qPCR and flow cytometry assay, PRRSV infection has 
influence on the expression of CD163 and surface PrPC in Marc-145 
cells (Figures 2 and 3). The trend of CD163 changes was consistent 
with PRRSV infection level from 12 hrs to 48 hrs. CD163 expression 
increased with PRRSV infection over time during this period. Then 
CD163 slowly lowered its expression and restored to the original 
level while PRRSV maintained stable infection (Figure 3 A and B). 
Comparison with the expression profile of CD163, PrPC possesses 
a distinctive model during PRRSV infection in Marc 145 cells. PrPC 
expression appeared a peak at 12 hr after PRRSV inoculation and 
then decreased sharply to recover to the original status (Figure 3 A 
and B). The results suggest that PrPC is maybe involved in the early 
stage of PRRSV infection of Marc-145 cells. 

Discussion 
PrPC, widely expressed on the surfaces of almost all kinds of cells 

[2,26], was confirmed to be present on Marc-145 cell surfaces by 
flow cytometry and real-time PCR in our study for the first time. The 
nonspecific staining was excluded by using Isotype negative control 
MAb. Marc-145 is derived from African green monkey kidney cell 
line MA-104 and serves as the preferable cells for PRRSV propagation 
in vitro for vaccine production while PAMs are the primary cells for 
PRRSV replication [27]. PRRSV infection of the host cells actually is a 
receptor-mediated endocytosis and replication process [28]. PRRSV 
receptors including HS [29], CD163 [30] CD151 [31] and vimentin 
[32] have been proved to be responsible for the virus entry into Marc-
145 cells. Sn, another PRRSV receptor restrictedly expressed on 
PAMs surface, is not expressed in MA-104 and its derivatives [33,34]. 
PrPC plays an important role in cellular immunity by modulating 
phagocytosis and inflammatory response of macrophages, influencing 
T cell activation and effector function or promoting immune cells 
recruitment in pathogen-causing infections [27,35] . Recently, PrPC 

was confirmed to promote brucella infection into intestinal M cells 
by serving as a major uptake receptor[9,12]. Therefore, it is very 
interesting to investigate the role of PrPC in virus infection of host 
cells because the related reports are hardly found until now. 

Our results showed that there is close relationship between PrPC 
expression and PRRSV infection in Marc-145 cells. PrPC expression 
level began to greatly increase and reached the peak at 12hr after 
PRRSV inoculation. Then, after virus infection of 12 hrs, PrPC level 
sharply decreased and restored to the original status quickly. The 
data demonstrated that PRRSV infection impacts PrPC expression on 
Marc-145 cell surface and also suggested that PrPC maybe takes a role 
in PRRSV replication in Marc-145 cells. 

 In this study, we also found that the expression profiles of PrPC 
are greatly different from that of CD163. PrPC peaked its expression 
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Figure 3: The relationship of PrPC, CD163 and PRRSV with the time. (A) 
The changed trend of PRRSV, PrPC and CD163 of flow cytometry results. 
(B) The changed trend of PRRSV, PrPC and CD163 of QPCR.
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and restored the original expression level in a short time. The results 
show that PrPC maybe plays a role in PRRSV early infection and more 
evidences are needed to support the novel conclusion. 

Acknowledgments 

This work was supported in parts by grants International Science & 
Technology Cooperation Program of China (2012DFG31890 ) ,National Natural 
Science foundation of China (No. 3107214),the National Pig Industrial System 
(CARS-36-06B) and the Special Fund for Agro-scientific Research in the Public 
Interest (201203039).

References

1.	 Bate C, Williams A (2011) Monoacylated cellular prion protein modifies cell 
membranes, inhibits cell signaling, and reduces prion formation. J Biol Chem 
286: 8752-8758.

2.	 Brown DR, Schulz-Schaeffer WJ, Schmidt B, Kretzschmar HA (1997) Prion 
protein-deficient cells show altered response to oxidative stress due to 
decreased SOD-1 activity. Exp Neurol 146: 104-112. 

3.	 Kuwahara C, Takeuchi AM, Nishimura T, Haraguchi K, Kubosaki A, et al. 
(1999) Prions prevent neuronal cell-line death. Nature 400: 225-226.

4.	 Seelig DM, Goodman PA, Skinner PJ (2015) Potential Approaches for 
Heterologous Prion Protein Treatment of Prion Diseases. Prion.

5.	 McBride SM (2005) Prion protein: a pattern recognition receptor for viral 
components and uric acid responsible for the induction of innate and adaptive 
immunity. Med Hypotheses 65: 570-577.

6.	 Tsutsui S, Hahn JN, Johnson TA, Ali Z, Jirik FR (2008)Absence of the cellular 
prion protein exacerbates and prolongs neuroinflammation in experimental 
autoimmune encephalomyelitis. Am J Pathol 173: 1029-1041. 

7.	 Lee KS, Linden R, Prado MA, Brentani RR, Martins VR (2003) Towards 
cellular receptors for prions. Rev Med Virol 13: 399-408.

8.	 Rieger R, Edenhofer F, Lasmézas CI, Weiss S (1997) The human 37-kDa 
laminin receptor precursor interacts with the prion protein in eukaryotic cells. 
Nat Med 3: 1383-1388.

9.	 Wang G, Zhou X, Bai Y, Zhang Z, Zhao D (2010) Cellular prion protein 
released on exosomes from macrophages binds to Hsp70. Acta Biochim 
Biophys Sin (Shanghai) 42: 345-350.

10.	de Almeida CJ, Chiarini LB, da Silva JP, E Silva PM, Martins MA, et al. 
(2005) The cellular prion protein modulates phagocytosis and inflammatory 
response. J Leukoc Biol 77: 238-246.

11.	Uraki R, Sakudo A, Ando S, Kitani H, Onodera T(2010). Enhancement of 
phagocytotic activity by prion protein in PrP-deficient macrophage cells. Int 
J Mol Med 26: 527-532. 

12.	Watarai M, Kim S, Erdenebaatar J, Makino S, Horiuchi M, et al. (2003) 
Cellular prion protein promotes Brucella infection into macrophages. J Exp 
Med 198: 5-17.

13.	Nakato G, Hase K, Suzuki M, Kimura M, Ato M, et al .(2012) Cutting Edge: 
Brucella abortus exploits a cellular prion protein on intestinal M cells as an 
invasive receptor J Immunol 189:1540-1544 

14.	Conzelmann KK , Visser N, Van Woensel P, Thiel HJ (1993) Molecular 
characterization of porcine reproductive and respiratory syndrome virus, a 
member of the arterivirus group. Virology 193:329-339. 

15.	Nelsen CJ, Murtaugh MP, Faaberg KS (1999) Porcine reproductive 
and respiratory syndrome virus comparison: divergent evolution on two 
continents. J Virol 73: 270-280.

16.	Li Y Wang X, Bo K, Wang X, Tang B, et al. (2007) Emergence of a highly 
pathogenic porcine reproductive and respiratory syndrome virus in the Mid-
Eastern region of China. Vet J 174: 577-584.

17.	Johnson CR, Griggs TF, Gnanandarajah J, Murtaugh MP. (2011) Novel 
structural protein in porcine reproductive and respiratory syndrome virus 
encoded by an alternative ORF5 present in all arteriviruses. J Gen Virol 
92:1107–1116. 

18.	Robinson SR, Figueiredo MC, Abrahante JE, Murtaugh MP (2013) Immune 
response to ORF5a protein immunization is not protective against porcine 
reproductive and respiratory syndrome virus infection. Vet Microbiol 
164:281–285. 

19.	Tian K, Yu X, Zhao T, Feng Y, Cao Z , et al. (2007) Emergence of fatal 
PRRSV variants: unparalleled outbreaks of atypical PRRS in China and 
molecular dissection of the unique hallmark. PLoS One 2:e526. 

20.	Leng CL, Tian ZJ, Zhang WC, Zhang HL, Zhai HY, et al.(2014) Characterization 
of two newly emerged isolates of porcine reproductive and respiratory 
syndrome virus from Northeast China in 2013. Vet Microbiol 171:41–52. 

21.	Ding Z, Li ZJ, Zhang XD, Li YG, Liu CJ, et al. (2012) Proteomic alteration 
of Marc-145 cells and PAMs after infection by porcine reproductive and 
respiratory syndrome virus. Vet Immunol Immunopathol. 145: 206-213. 

22.	Kim HS, Kwang J, Yoon IJ, Joo HS, Frey ML (1993) Enhanced replication 
of porcine reproductive and respiratory syndrome (PRRS) virus in a 
homogeneous subpopulation of MA-104 cell line. Arch Virol 133: 477-483. 

23.	Kim S, Lee S, Shin J, Kim Y, Evnouchidou I, et al. (2011) Human 
cytomegalovirus microRNA miR-US4-1 inhibits CD8(+) T cell responses by 
targeting the aminopeptidase ERAP1. Nat Immunol 12: 984-991.

24.	Shi C, Liu Y, Ding Y, Zhang Y, Zhang J (2015) PRRSV receptors and their 
roles in virus infection. Arch Microbiol 197: 503-512.

25.	Zhang Q1, Yoo D2 (2015) PRRS virus receptors and their role for 
pathogenesis. Vet Microbiol 177: 229-241.

26.	Van Gorp H, Van Breedam W, Van Doorsselaere J, Delputte PL, Nauwynck 
HJ (2010) Identification of the CD163 protein domains involved in infection 
of the porcine reproductive and respiratory syndrome virus. J Virol 84: 3101-
3105.

27.	Bavari S, Bosio CM, Wiegand E, Ruthel G, Will AB, et al. (2002) Lipid raft 
microdomains: a gateway for compartmentalized trafficking of Ebola and 
Marburg viruses. J Exp Med 195: 593-602.

28.	Etzerodt A, Moestrup SK (2013) CD163 and inflammation: biological, 
diagnostic, and therapeutic aspects. Antioxid Redox Signal 18: 2352-2363.

29.	Frydas IS, Verbeeck M, Cao J, Nauwynck HJ (2013) Replication characteristics 
of porcine reproductive and respiratory syndrome virus (PRRSV) European 
subtype 1 (Lelystad) and subtype 3 (Lena) strains in nasal mucosa and cells 
of the monocytic lineage: indications for the use of new receptors of PRRSV 
(Lena). Vet Res 44: 73. 

30.	Christianson HC, Belting M (2014) Heparan sulfate proteoglycan as a cell-
surface endocytosis receptor. Matrix biology : Matrix Biol 35:51-55

31.	Chen Y, Guo R, He S, Zhang X, Xia X, et al.(2014) Additive inhibition of 
porcine reproductive and respiratory syndrome virus infection with the soluble 
sialoadhesin and CD163 receptors. Virus Res179: 85-92. 

32.	Huang Y, Guo R, Zhang Y, Zhang X, Xia X, et al. (2013) [Establishment of a 
porcine CD151 transgenic PK-15 cell line susceptible to porcine reproductive 
and respiratory syndrome virus]. Wei Sheng Wu Xue Bao 53: 507-514. 

33.	Wang WW, Zhang L, Ma XC, Gao JM, Xiao YH, et al. (2011) [The role of 
vimentin during PRRSV infection of Marc-145 cells]. Bing Du Xue Bao 27: 
456-461.

34.	Shi C, Liu Y, Ding Y, Zhang Y, Zhang J (2015) PRRSV receptors and their 
roles in virus infection. Arch Microbiol 197: 503-512.

35.	Cashman NR, Loertscher R, Nalbantoglu J, Shaw I, Kascsak RJ, et al. (1990) 
Cellular isoform of the scrapie agent protein participates in lymphocyte 
activation. Cell 61: 185-192.

Author Affiliations                                           Top
1State Key Laboratory of Veterinary Etiological Biology, Lanzhou, China
2Jiangsu Co-Innovation Center for Prevention and Control of Important Animal 
Infectious Diseases and Zoonoses, Yangzhou, China
3Veterinary Etiological Biololgy, Faculty of Science, Gansu Agricultural 
University, Lanzhou,China
4D I Ivanovski Virology Institute, Moscow, Russia
5Department of Swine Diseases, National Veterinary Research Institute, Poland

http://www.ncbi.nlm.nih.gov/pubmed/21212283
http://www.ncbi.nlm.nih.gov/pubmed/21212283
http://www.ncbi.nlm.nih.gov/pubmed/21212283
http://www.ncbi.nlm.nih.gov/pubmed/9225743
http://www.ncbi.nlm.nih.gov/pubmed/9225743
http://www.ncbi.nlm.nih.gov/pubmed/9225743
http://www.ncbi.nlm.nih.gov/pubmed/26636482
http://www.ncbi.nlm.nih.gov/pubmed/26636482
http://www.ncbi.nlm.nih.gov/pubmed/15913900
http://www.ncbi.nlm.nih.gov/pubmed/15913900
http://www.ncbi.nlm.nih.gov/pubmed/15913900
http://www.ncbi.nlm.nih.gov/pubmed/18815152
http://www.ncbi.nlm.nih.gov/pubmed/18815152
http://www.ncbi.nlm.nih.gov/pubmed/18815152
http://www.ncbi.nlm.nih.gov/pubmed/14625887
http://www.ncbi.nlm.nih.gov/pubmed/14625887
http://www.ncbi.nlm.nih.gov/pubmed/9396609
http://www.ncbi.nlm.nih.gov/pubmed/9396609
http://www.ncbi.nlm.nih.gov/pubmed/9396609
http://www.ncbi.nlm.nih.gov/pubmed/20458448
http://www.ncbi.nlm.nih.gov/pubmed/20458448
http://www.ncbi.nlm.nih.gov/pubmed/20458448
http://www.ncbi.nlm.nih.gov/pubmed/15539455
http://www.ncbi.nlm.nih.gov/pubmed/15539455
http://www.ncbi.nlm.nih.gov/pubmed/15539455
http://www.ncbi.nlm.nih.gov/pubmed/20818492
http://www.ncbi.nlm.nih.gov/pubmed/20818492
http://www.ncbi.nlm.nih.gov/pubmed/20818492
http://www.ncbi.nlm.nih.gov/pubmed/12847134
http://www.ncbi.nlm.nih.gov/pubmed/12847134
http://www.ncbi.nlm.nih.gov/pubmed/12847134
http://www.ncbi.nlm.nih.gov/pubmed/22772447
http://www.ncbi.nlm.nih.gov/pubmed/22772447
http://www.ncbi.nlm.nih.gov/pubmed/22772447
http://www.ncbi.nlm.nih.gov/pubmed/8438574
http://www.ncbi.nlm.nih.gov/pubmed/8438574
http://www.ncbi.nlm.nih.gov/pubmed/8438574
http://www.ncbi.nlm.nih.gov/pubmed/9847330
http://www.ncbi.nlm.nih.gov/pubmed/9847330
http://www.ncbi.nlm.nih.gov/pubmed/9847330
http://www.ncbi.nlm.nih.gov/pubmed/17869553
http://www.ncbi.nlm.nih.gov/pubmed/17869553
http://www.ncbi.nlm.nih.gov/pubmed/17869553
http://www.ncbi.nlm.nih.gov/pubmed/23578707
http://www.ncbi.nlm.nih.gov/pubmed/23578707
http://www.ncbi.nlm.nih.gov/pubmed/23578707
http://www.ncbi.nlm.nih.gov/pubmed/23578707
http://www.ncbi.nlm.nih.gov/pubmed/17565379
http://www.ncbi.nlm.nih.gov/pubmed/17565379
http://www.ncbi.nlm.nih.gov/pubmed/17565379
http://www.ncbi.nlm.nih.gov/pubmed/24703221
http://www.ncbi.nlm.nih.gov/pubmed/24703221
http://www.ncbi.nlm.nih.gov/pubmed/24703221
http://www.ncbi.nlm.nih.gov/pubmed/22137209
http://www.ncbi.nlm.nih.gov/pubmed/22137209
http://www.ncbi.nlm.nih.gov/pubmed/22137209
http://www.ncbi.nlm.nih.gov/pubmed/8257302
http://www.ncbi.nlm.nih.gov/pubmed/8257302
http://www.ncbi.nlm.nih.gov/pubmed/8257302
http://www.ncbi.nlm.nih.gov/pubmed/21892175
http://www.ncbi.nlm.nih.gov/pubmed/21892175
http://www.ncbi.nlm.nih.gov/pubmed/21892175
http://www.ncbi.nlm.nih.gov/pubmed/25666932
http://www.ncbi.nlm.nih.gov/pubmed/25666932
http://www.ncbi.nlm.nih.gov/pubmed/25912022
http://www.ncbi.nlm.nih.gov/pubmed/25912022
http://www.ncbi.nlm.nih.gov/pubmed/20032174
http://www.ncbi.nlm.nih.gov/pubmed/20032174
http://www.ncbi.nlm.nih.gov/pubmed/20032174
http://www.ncbi.nlm.nih.gov/pubmed/20032174
http://www.ncbi.nlm.nih.gov/pubmed/11877482
http://www.ncbi.nlm.nih.gov/pubmed/11877482
http://www.ncbi.nlm.nih.gov/pubmed/11877482
http://www.ncbi.nlm.nih.gov/pubmed/22900885
http://www.ncbi.nlm.nih.gov/pubmed/22900885
http://www.ncbi.nlm.nih.gov/pubmed/24007551
http://www.ncbi.nlm.nih.gov/pubmed/24007551
http://www.ncbi.nlm.nih.gov/pubmed/24007551
http://www.ncbi.nlm.nih.gov/pubmed/24007551
http://www.ncbi.nlm.nih.gov/pubmed/24007551
http://www.ncbi.nlm.nih.gov/pubmed/24145152
http://www.ncbi.nlm.nih.gov/pubmed/24145152
http://www.ncbi.nlm.nih.gov/pubmed/24246307
http://www.ncbi.nlm.nih.gov/pubmed/24246307
http://www.ncbi.nlm.nih.gov/pubmed/24246307
http://www.ncbi.nlm.nih.gov/pubmed/23957156
http://www.ncbi.nlm.nih.gov/pubmed/23957156
http://www.ncbi.nlm.nih.gov/pubmed/23957156
http://www.ncbi.nlm.nih.gov/pubmed/21998958
http://www.ncbi.nlm.nih.gov/pubmed/21998958
http://www.ncbi.nlm.nih.gov/pubmed/21998958
http://www.ncbi.nlm.nih.gov/pubmed/25666932
http://www.ncbi.nlm.nih.gov/pubmed/25666932
http://www.ncbi.nlm.nih.gov/pubmed/1969332
http://www.ncbi.nlm.nih.gov/pubmed/1969332
http://www.ncbi.nlm.nih.gov/pubmed/1969332

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction
	Materials and Methods 
	Cells culture and reagents 
	PRRSV culture and virus titration  
	PRRSV RNA extraction and cDNA synthesis 
	Quantitative Real-Time PCR (qPCR) of PRRSV, PrPC and CD163  
	Statistical analysis  

	Results
	Effects of PRRSV infection on PrPC expression  
	CD163 expression correlates with PRRSV infectivity in Marc-145 cells  
	The relationship of PRRSV, PrPC and CD163  

	Discussion  
	Conclusion
	Acknowledgments  
	Figure 1
	Figure 2
	Figure 3
	References

