
HAL Id: hal-02629901
https://hal.inrae.fr/hal-02629901

Submitted on 27 May 2020

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

Wildlife reservoir for Hepatitis E virus, Southwestern
France

Sébastien Lhomme, Sokunthea Top, Stéphane Bertagnoli, Martine Dubois,
Jean-Luc Guerin, Jacques Izopet

To cite this version:
Sébastien Lhomme, Sokunthea Top, Stéphane Bertagnoli, Martine Dubois, Jean-Luc Guerin, et al..
Wildlife reservoir for Hepatitis E virus, Southwestern France. Emerging Infectious Diseases, 2015, 21
(7), pp.1224-1226. �10.3201/eid2107.141909�. �hal-02629901�

https://hal.inrae.fr/hal-02629901
https://hal.archives-ouvertes.fr


Sebastien Lhomme, Sokunthea Top,  
Stephane Bertagnoli, Martine Dubois,  

Jean-Luc Guerin, Jacques Izopet

Pigs are a reservoir for hepatitis E virus (HEV). To determine 
the relative contribution of game to the risk for human HEV 
infection in southwestern France, we tested wildlife sam-
ples. HEV RNA was in 3.3% of wildlife livers, indicating that 
in this region, eating game meat is as risky as eating pork.

Hepatitis E virus (HEV) is a causative agent of acute 
hepatitis worldwide. According to the Ninth Report 

of the International Committee on the Taxonomy of Vi-
ruses (http://ictvonline.org/), HEV is the sole member of 
the genus Hepevirus in the family Hepeviridae. HEV is a 
nonenveloped, single-stranded, positive-sense RNA virus 
containing ≈7.2 kb. Its genome contains 3 open reading 
frames (ORFs)—ORF1, ORF2, and ORF3—which encode 
nonstructural proteins, the capsid protein, and a small pro-
tein involved in virus egress, respectively (1).

Phylogenetic analysis of HEV sequences has led to 
the identification of 4 major genotypes (1). Genotypes 1 
(HEV1) and 2 (HEV2) are pathogenic to humans only. 
HEV1 is present mainly in Asia and Africa, and HEV2 is 
in Africa and Mexico. In developing countries, HEV1 and 
HEV2 transmission is waterborne because of inadequate 
sanitary conditions. Genotypes 3 (HEV3) and 4 (HEV4) 
infect not only humans but also pigs, wild boars, deer, and 
other mammals. HEV3 is widespread, but HEV4 occurs 
mainly in Asia and was recently introduced into Europe 
(1). Pigs are a major reservoir of HEV3 and HEV4 (2); 
however, in recent years, the host range of HEV has ex-
panded substantially (3).

HEV is hyperendemic to the Midi-Pyrénées area of 
southwestern France; annual incidence of cases among hu-
mans is 3.2% (4), and seroprevalence among blood donors 

has reached 52.5% (5). A multivariate analysis reported that 
the only factor associated with autochthonous HEV infection 
in this region was the consumption of game meat (6). How-
ever, the prevalence of HEV RNA in wildlife, especially 
wild boars and deer, has yet to be explored. Identifying the 
most commonly infected animals (sources of transmission) 
could help prevent zoonotic foodborne transmission. HEV 
strains have been recently identified in rabbits (7). Because 
HEV strains in rats have been recently described (8), we 
questioned the capacity of coypu to act as an HEV reservoir. 
Coypu are large, herbivorous, semiaquatic rodents that usu-
ally live in fresh or brackish water. In this study, we assessed 
the prevalence of HEV RNA among wild boars (Sus scrofa), 
deer (Cervus elaphus), rabbits (Oryctolagus cuniculus), and 
coypu (Myocastor coypus) and, thus, the potential for these 
animals to act as sources of HEV infection for persons living 
in the Midi-Pyrénées area.

The Study
Samples of liver and bile were collected from 86 wild boars, 
62 deer, 20 wild rabbits, and 78 coypu in the Midi-Pyrénées 
area. The wild boars and deer were hunted from February 
2010 through January 2011, rabbits were hunted from Oc-
tober 2013 through February 2014, and coypu were hunted 
in April 2011. 

RNA was extracted from 30 mg of liver by using 
RNeasy Mini Kits or from 140 μL of bile by using QIAamp 
Viral RNA Mini Kits as specified by the manufacturer 
(QIAGEN, Courtaboeuf, France). Real-time PCR based 
on ORF3 was used to detect and quantify HEV RNA in 
plasma samples as previously described (9). The limit of 
detection was 100 copies/mL.

HEV RNA was detected in 5 (5.8%) wild boar livers, 2 
(3.2%) deer livers, 1 (5.0%) wild rabbit liver, and no coypu 
livers (Table). Thus, the overall prevalence of HEV RNA 
among wildlife, irrespective of species, was 3.3% (8/246) 
(95% CI 1.1%–5.5%). Because bile samples were available 
only from animals with negative HEV RNA liver samples, 
no bile sample was positive for HEV RNA.

Conclusions
The overall prevalence of HEV RNA in game (3.3%) is 
similar to that among pigs. A recent nationwide study in 
France reported that HEV RNA was present in the livers 
of about 4% of farmed pigs of slaughter age (10). These 
contaminated livers can then enter the food chain and be 
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responsible for foodborne zoonotic HEV infection. Such 
pork products, especially raw or undercooked liver, are a 
major source of exposure to the virus (11). HEV has been 
found in pig liver sausages (5,12,13). Our findings suggest 
that game meat from wild boar, deer, and rabbit contribute 
to HEV epidemiology in the Midi-Pyrénées area. However, 
residents of this area eat less game meat than pork.

Prevalence rates of HEV RNA in the wild boar popu-
lations of other European countries like the Netherlands 
(2.0%) and Germany (5.0%) are similar (2), and rates 
of HEV RNA are higher among wild boars in Hungary 
(12.2%) and Italy (25.0%) (2) and among deer in Spain 
(13.6%), the Netherlands (15.0%), and Hungary (34.4%) 
(2). However, despite these HEV RNA prevalence figures, 
no HEV-hyperendemic region in these countries has been 
described. Thus, the prevalence of HEV RNA among wild-
life alone is not enough to explain the high seroprevalence 
in a specific area. Contact with the animal reservoir and 
local dietary practices must be taken into account.

Prevalence of HEV RNA among wild rabbits in this 
study (5%) is lower than that found by a previous (2010) 
study of wild rabbits from the Haute-Garonne Department 
in southwestern France (6/12; 50%) (7). The low preva-
lence rate reported here could be the result of our shorter 
collection time (5 months in our study vs. 3 years in the 
previous study). It is also possible that HEV has become 
less prevalent since the previous study was done. The de-
scription of a strain from humans closely related to a strain 
from rabbits indicates that zoonotic transmission of HEV 
from rabbits is possible (7).

A recent study has shown that rats are competent hosts 
for HEV3, suggesting that rodents (e.g., coypu) may be an 
alternative reservoir for zoonotic strain HEV3 (14). Coypu 
meat is eaten as pâté and may be an unexpected source of 
HEV foodborne zoonotic HEV infection. However, none 
of the 78 coypu livers tested were positive for HEV RNA. 
Thus, coypu do not seem to carry zoonotic strains of HEV. 
However, significant nucleotide changes may be present in 
the HEV strains in coypu. Thus, the primers used may have 
not been able to amplify HEV RNA.

In conclusion, the prevalence of HEV RNA in  
wild boars, deer, and rabbits is similar to that previously 

reported for pigs. Consumption of the meat of these wild 
animals, and of pig liver sausage, all contribute to the HEV 
epidemiology in the Midi-Pyrénées area because of specif-
ic local eating habits. Game meat from this part of France 
should be cooked thoroughly to minimize the risk for  
HEV infection (15).

Acknowledgments
We thank Owen Parkes for editing the English text. 

This work was supported by the Institut National de la Santé  
et de la Recherche Médicale U1043.

Dr. Lhomme is a researcher in the Virology Department at  
Toulouse University Hospital. His main research interest is the 
genetic variability of HEV.

References
  1.	 Kamar N, Dalton HR, Abravanel F, Izopet J. Hepatitis E virus 

infection. Clin Microbiol Rev. 2014;27:116–38. http://dx.doi.org/ 
10.1128/CMR.00057-13

  2.	 Meng XJ. From barnyard to food table: the omnipresence of  
hepatitis E virus and risk for zoonotic infection and food safety. 
Virus Res. 2011;161:23–30. http://dx.doi.org/10.1016/ 
j.virusres.2011.01.016

  3.	 Johne R, Dremsek P, Reetz J, Heckel G, Hess M, Ulrich RG.  
Hepeviridae: an expanding family of vertebrate viruses.  
Infect Genet Evol. 2014;27:212–29. http://dx.doi.org/10.1016/ 
j.meegid.2014.06.024

  4.	 Kamar N, Bendall R, Legrand-Abravanel F, Xia NS, Ijaz S,  
Izopet J, et al. Hepatitis E. Lancet. 2012;379:2477–88.  
http://dx.doi.org/10.1016/S0140-6736(11)61849-7

  5.	 Mansuy JM, Bendall R, Legrand-Abravanel F, Saune K,  
Miedouge M, Ellis V, et al. Hepatitis E virus antibodies in blood 
donors, France. Emerg Infect Dis. 2011;17:2309–12.  
http://dx.doi.org/10.3201/eid1712.110371

  6.	 Legrand-Abravanel F, Kamar N, Sandres-Saune K, Garrouste C, 
Dubois M, Mansuy JM, et al. Characteristics of autochthonous 
hepatitis E virus infection in solid-organ transplant  
recipients in France. J Infect Dis. 2010;202:835–44.  
http://dx.doi.org/10.1086/655899

  7.	 Izopet J, Dubois M, Bertagnoli S, Lhomme S, Marchandeau S, 
Boucher S, et al. Hepatitis E virus strains in rabbits and evidence 
of a closely related strain in humans, France. Emerg Infect Dis. 
2012;18:1274–81. http://dx.doi.org/10.3201/eid1808.120057

  8.	 Johne R, Heckel G, Plenge-Bonig A, Kindler E, Maresch C,  
Reetz J, et al. Novel hepatitis E virus genotype in Norway rats, 
Germany. Emerg Infect Dis. 2010;16:1452–5. http://dx.doi.org/ 
10.3201/eid1609.100444

	 Emerging Infectious Diseases • www.cdc.gov/eid • Vol. 21, No. 7, July 2015	 1225

 

 

 
Table. Hepatitis	E	virus	RNA	among	wildlife,	southwestern	France* 

Source,	dates	collected No.	tested No.	(%)	HEV	RNA	positive	 
Virus	concentration,	median	 

log	copies/g	(range) 
Wild	boars,	2010–2011    
 Liver 86 5	(5.8) 2.80	(1.57–8.05) 
 Bile 29 0	 NA 
Deer	liver,	2010–2011 62 2	(3.2) 2.78	(1.11–3.07) 
Wild	rabbits,	2013–2014    
 Liver 20 1	(5.0) 8.70 
 Bile 13 0	 NA 
Coypu	liver,	2011 78 0	 NA 
*NA,	not	applicable. 
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