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Abstract: Norovirus infection, a highly prevalent condition associated with a high rate of morbidity,
comprises a significant health issue. Although norovirus transmission mainly occurs via the fecal-oral
and vomit-oral routes, airborne transmission has been proposed in recent decades. This paper
re-examines a previously described norovirus outbreak in a hotel restaurant wherein airborne
transmission was originally inferred. Specifically, the original evidence that suggested airborne
transmission was re-analyzed by exploring an alternative hypothesis: could this outbreak instead
have occurred via fomite transmission? This re-analysis was based on whether fomite transmission
could have yielded similar attack rate distribution patterns. Seven representative serving pathways
used by waiters were considered, and the infection risk distributions of the alternative fomite
transmission routes were predicted using a multi-agent model. These distributions were compared
to the reported attack rate distribution in the original study using a least square methods approach.
The results show that with some reasonable assumptions of human behavior patterns and parameter
values, the attack rate distribution corresponded well with that of the infection risk via the fomite
route. This finding offers an alternative interpretation of the transmission routes that underlay this
particular norovirus outbreak and an important consideration in the development of infection control
guidelines and the investigation of similar norovirus outbreaks in future.
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1. Introduction

Norovirus was first reported in 1968 and has since placed a considerable disease burden upon
economies and societies worldwide [1-3]. This pathogen, which is characterized by high excreted
viral loads [4], remarkable environmental survivability [5], extreme infectivity [6] and short-term
immunity [7], is now a leading cause of acute gastroenteritis across all age groups [1] and is responsible
for approximately 685 million cases and 200,000 deaths annually worldwide [2,8].

Norovirus, a gastrointestinal virus, is thought to spread primarily by direct person-to-person
contact or via foodborne, waterborne or environmental fomite routes [2]. Although no evidence
suggests that this virus is transmitted via the airborne route [9], the importance of this route has
been suggested by several published reports [10]. In terms of biological plausibility, the potential
of airborne transmission of norovirus exists [11], based on the findings of virus-containing aerosol
droplets produced by vomiting [12] and toilet flushing [13], the detection of dispersed norovirus in the
air [14-16], and the successful infection of mice via intranasal instillation [17]. In terms of outbreak
investigations, a few studies [18-24] have claimed to provide evidence for the airborne transmission.

To explore in greater detail the possibility of fomite versus airborne transmission of noroviruses,
we reassessed the evidence in support of airborne transmission in a norovirus outbreak at a hotel
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restaurant in the UK in 1998 [21] by testing whether the alternative fomite transmission route could
have led to a similar pattern of secondary cases. The original investigation concluded that the outbreak
was due to airborne transmission because the authors assumed that only the airborne route could
have resulted in an attack rate that exhibited an inverse relationship with the distance from the index
patient [21]. Here, we demonstrate that with some waiters’ serving pathways and parameter values,
a fomite transmission route could produce a similar pattern of secondary cases.

2. Methods

Information about the ventilation system settings and restaurant size were not available, so we
could not perform computational fluid dynamics simulations [25,26] or multi-zone modelling [27,28]
of fluid dynamics analyses to determine the infection risk due to the airborne route; we instead
investigated whether the fomite route could produce similar spatial attack rate patterns. Specifically,
we applied a multi-agent model to simulate the transmission of noroviruses from the index
patient to susceptible hosts via surface contact and calculated the exposure doses and infection
risks. Seven representative serving pathways of waiters were considered under different scenarios,
using various values for two important parameters: the dose-response parameter on the mucous
membranes of gastrointestinal tracts, 7, and the viral load, Ly. For each scenario, least-squares fitting
was used to compare the distributions of the predicted infection risks with those of the reported
attack rates.

2.1. Outbreak

The norovirus outbreak occurred during an evening dinner at a hotel restaurant [21], as shown in
Figure 1. The index patient was a woman who vomited onto the floor at 8:30 p.m. The vomiting was
not projectile, and the vomitus was rapidly cleaned by a waiter. Since handwashing of the lady and
the waiter might not be effective enough [29,30], we assumed that very small amounts of norovirus
were initially carried by the index patient’s and the waiter’s hands at the beginning of the outbreak
(Table S5). Because the meal was not disturbed by the vomiting episode, the following 90 min were
assumed to be the potential exposure period.
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Figure 1. Floor plan of the site of the outbreak (restaurant) and the attack rates at different tables [21].
The location of the index patient is marked in red.

In this study, the guests and waiters were identified as the study objects, and the investigation
focused on the infection patterns of the guests. After the outbreak, 83 of 126 guests from six parties
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were interviewed, 52 of whom reported illness. As shown in Figure 1, the distribution of attack
rates showed a statistically significant spatial pattern [21]. The attack rate was highest at Table 2,
where the index patient was seated, while the rates at other tables decreased as the distance from
Table 2 increased.

2.2. Multi-Agent Modelling Framework

The infection risks of various guests were predicted using a multi-agent modelling framework [27,28].
This framework considered 12 kinds of representative surfaces (Table S1), which were categorized
into four types of materials: porous surfaces, non-porous surfaces, skin and mucous membranes.
The four types of surfaces differed regarding properties such as transfer rates (Table S2) and first-order
inactivation rates (Table S3).

Thirteen types of behavior, such as guests touching plates, guests shaking hands with others and
waiters serving dishes, were assumed for both guests and waiters, and these assumed surface touching
behaviors and their frequencies are summarized in Table S4. Because the six parties were discrete [21],
it was assumed that guests did not shake hands with those at different tables. Seven types of pathways
were considered regarding the behaviors of the waiters when serving dishes and wine. As shown
in Figure 2A and Figure S1A, the waiters served guests at one table after another in anticlockwise
and clockwise directions in Pathways 1 and 2, respectively. As shown in Figure 2C and Figure S1C,
the waiters served guests at half of a table after another half in anticlockwise and clockwise directions
in Pathways 3 and 4, respectively. As shown in Figure 2E and Figure S1E, the guests were divided
into three groups of roughly equal size (Tables 1 and 2 and half of Table 3, the other half of Table 3
and Tables 4-6), and for every serving, each waiter served one group of guests in anticlockwise and
clockwise directions in Pathways 5 and 6, respectively. As shown in Figure 2G, the waiters served
guests randomly in Pathway 7.

After initializing the surfaces, people and behaviors, we applied a surface contamination
model [27,28] to calculate the virus concentrations on different surfaces. The virus quantities
on surfaces after one touching action only depend on the state before the action rather than the
sequence of states that preceded it, which conforms to the definition of the Markov chain [31].
Therefore, every behavior consisting of a series of touching actions can be regarded as a discrete-time
Markov chain, while environmental surfaces and hand surfaces can be regarded as different states
in the Markov chain. The surfaces of the mucous membranes are special surfaces so the exposure
doses to the mucous membranes were calculated via the surface contamination model. Furthermore,
a dose-response relationship model [26-28,32] was used to predict the infection risk.
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Figure 2. Waiters’ serving patterns and associated predicted infection risks of diners. (A) Serving

Pathway 1. (B) Predicted average infection risk distribution (for 1000 simulations) via the fomite route
at the end of the exposure period (Pathway 1). (C) Serving Pathway 3. (D) Predicted average infection
risk distribution via the fomite route (Pathway 3). (E) Serving Pathway 5. (F) Predicted average
infection risk distribution via the fomite route (Pathway 5). (G) Serving Pathway 7. (H) Predicted
average infection risk distribution via the fomite route (Pathway 7). The dose-response parameter on

mucous membranes, 7,; = 0.1415/genome copy, and the viral load, Ly = 3 x 108 genome copies/g.
The location of the index patient is marked in red. The different colors of tables represent different

levels of infection risk.
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2.3. Least-Square Fitting

To evaluate the possibility of the seven types of waiters’ serving pathways, we compared the
predicted infection risk of each pathway to the reported attack rates using least-square fitting methods.
Specifically, we calculated the residual sum of squares (RSS) as a measure of the fit [33] for each
pathway, and selected the probable pathway by maximizing fit (namely, minimizing RSS) [34].

As suggested by references [27,28], the dose-response parameter on the mucous membranes, 7,
and the viral load, Ly, strongly influence the infection risk distributions but might vary considerably
among cases. According to the dose-response relationship model, we combined these two parameters
as the product 7, Ly to reduce the number of variables and defined the product as the dose effect of
introducing 1 g of norovirus-containing particles with a viral load of Lg to the mucous membranes.
Based on the literature, we set a baseline scenario with a #,, of 0.1415/genome copy [35] and a Ly of
3 x 10® genome copies/g [4] and investigated different scenarios as the value of 77, L varied from
10° to 10%/g.

3. Results

3.1. Spatial Patterns of the Predicted Infection Risk Distributions

Figure 2B,D,FH and Figure S1B,D,F present the average infection risk distributions of
1000 simulations involving the seven types of serving pathways at the end of the exposure period.
In all simulations, the dose-response parameter on the mucous membranes, #;,;, and the viral load, Ly,
were set as the baseline values.

In this outbreak, the fomite transmission of norovirus between people occurred mainly via
interactive behaviors such as hand shaking and waiters serving guests. Because it was assumed
that the guests did not shake hands with those from other parties, hand shaking behavior merely
influenced the regional distribution of the infection risk at each table. In contrast, the waiters’ serving
behavior was not limited to single tables, which resulted in virus transmission between different tables.
The waiter who initially carried the virus acted as a mobile virus source by which clean surfaces
were contaminated, whereas other waiters acted as mobile media by which viruses were transmitted
between surfaces. Thus, the overall infection risk distributions varied among the various serving
pathway patterns (Figure 2 and Figure S1).

Table 2, where the index patient was seated, had very high average infection risks for all serving
pathways because the other diners at that table had the opportunity to shake hands with the index
patient, during which large amounts of noroviruses were transmitted. The infection risk distribution
patterns at other tables were consistent with the waiters” pathways. In Pathways 1 and 2 (Figure 2A
and Figure S1A, respectively), wherein the waiters served guests at one table after another, the average
infection risks of diners at each table (except Table 2) decreased according to the pathway direction
(Figure 2B and Figure S1B, respectively). In Pathways 3 and 4 (Figure 2C and Figure S1C, respectively),
the waiters served guests at half of a table after another half, resulting in a considerable diversity of
infection risks among diners at the same table of Tables 3-5. Therefore, the average infection risks at
Tables 3-5 were similar to that of Table 6. Because the diners at Table 1 were visited by waiters either
very early (Pathway 3) or very late (Pathway 4), the average infection risk at that table was accordingly
either very high (Figure 2D) or very low (Figure S1D). In Pathways 5 and 6 (Figure 2E and Figure S1E,
respectively), wherein each waiter served the guests of one group, the infection risk decreased in
the direction of the pathway in each group (Figure 2F and Figure S1F, respectively). In Pathway 7
(Figure 2G), the waiters served guests randomly, resulting in similar average infection risks at each
table, except Table 2 (Figure 2H).
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3.2. Fitness between Predicted Infection Risk and Reported Attack Rates

Figure 3 presents the fitness between the reported attack rates and predicted infection risks in
different scenarios, while Table 1 lists the scenarios with the best fitness (the minimum RSS) for the
seven types of serving pathways. According to the dose-response relationship model [26-28,32],
the infection risk increased with the viral load, Ly, and the dose-response parameter of the mucous
membranes, 77,,,. Excessively small or large values of these two parameters yielded correspondingly
too low or high infection risks that deviated considerably from the attack rates. Therefore, the best
fitness was reached with moderate values of 77, Lo, as shown in Figure 3 and Table 1.
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Figure 3. Fitness between the reported attack rates and predicted infection risks in different scenarios,
using different values for the products of viral load and the dose-response parameter on mucous
membranes, 77, Lo (10°-10%/g). The fitness is inversely proportional to the value of the residual sum of
squares (RSS) and is thus represented by (RSS)~!. Seven types of serving pathways are marked with
seven colored lines. The orange dotted line indicates the baseline condition, where #;, = 0.1415/genome
copy and Lg = 3 x 108 genome copies/g.

Table 1. Comparison of the reported attack rates and predicted infection risks with the best fitness
(minimum residual sum of squares, RSS) for the seven types of waiters’ serving pathways. The scenarios
with the best fitness correspond to the highest points of the curves in Figure 3.

P Reported Pathway
arameter
Data 1 2 3 4 5 6 7

Minimum RSS N.A. 116 18.26 2.02 1033 1667 1535 4.32
Lot (/g) Unknown  107¢ 10728 1073  107% 10726 10781 107
Table 1 71% 73% 18% 74% 30% 48% 34% 52%
Average Table 2 91% 76% 45% 73% 63% 55% 67% 67%
attack Table 3 56% 58% 32% 43% 59% 35% 62% 52%
rate/infection  Table 4 50% 49% 43% 42% 59% 33% 53% 51%
risksatthe ~ Table5 40% 46% 52% 42% 60% 19% 67% 51%
six tables Table 6 25% 35% 62% 44% 54% 33% 57% 51%
Overall 63% 73% 18% 74% 30% 48% 34% 52%

! #mLo denotes the product of the dose-response parameter of mucous membranes and the viral load.



Int. J. Environ. Res. Public Health 2017, 14, 1571 7 of 10

Of the seven pathways, Pathway 1 exhibits the best fitness because the corresponding predicted
infection risk distribution was qualitatively similar to that of the attack rates. As shown in Table 1,
the infection risk was highest at Table 2 and decreased from Tables 1-6. As shown in Figure 3,
the scenario with the best fitness is very similar to the baseline scenario, indicating that the index
patient in this outbreak probably shed a viral load, L, similar to those reported by the literature [4],
with a #;, of 0.1415/genome copy [35].

4. Discussion

This re-analysis was conducted to investigate the hypothesis that airborne transmission was
responsible for this previously described hotel norovirus outbreak [21]. The re-analysis was undertaken
because hindsight and the subsequent investigation of many other outbreaks has called into question
the proposed airborne transmission [21] in the absence of support from fluid dynamics analyses.
The dispersion of airborne virus-containing aerosols is mainly determined by the airflow pattern in
an indoor environment. The high level of complexity of these airflow patterns can be attributed to
many factors, such as differences in mechanical ventilation settings.

In some outbreaks, such as the largest nosocomial SARS outbreak in Hong Kong [26,27],
fluid dynamics analyses demonstrated a decrease in the predicted average aerosol concentration
as the distance from the index patient increased. However, in some other outbreaks, such as the first
nosocomial MERS outbreak in South Korea [28], fluid dynamics analyses predicted a higher average
aerosol concentration in distant wards (i.e., downstream wards) than in adjacent wards. Since the
distributions of infections transmitted via airborne routes are mainly decided by the dispersion of
airborne aerosols [25,26], it do not necessarily present an inverse relationship with the distance from
the source. Thus, to determine the infection patterns attributable to the airborne route, airflow-dynamic
studies that model virus-laden aerosols generated by an index patient should be performed where
possible [25-28].

The results from this study indicate that given some reasonable assumptions about waiters’
serving pathways (e.g., Pathway 1), the infection risk attributable to the fomite route could exhibit
an inverse relationship with the distance from the index patient, consistent with the attack rate
distribution [21]. In other words, the attack rate distribution patterns in this outbreak [21] might have
resulted from a fomite transmission route.

Aside from this outbreak investigation [21], the evidence presented by other researchers in support
of the airborne transmission of norovirus [18-20,22-24] has been rather inconclusive. In a nosocomial
outbreak in Toronto, reported by Sawyer et al. [18], housekeepers who visited or walked through
the emergency room were more likely to become ill than those who did not encounter that area,
and patients who visited the emergency room on 11 or 12 November were much more likely to
develop infections than those who visited on 8 November. However, these characteristics could also be
explained by fomite transmission because the surfaces surrounding the index patients would usually
have been more contaminated [27,28] and surface contamination would be much more severe at a later
stage of the outbreak than at an earlier stage [36].

Gellert et al. [19] suggested airborne transmission mainly to explain the lack of evidence of
direct fecal contact among several cases of infection. However, as the fluorescence experiments [36]
indicated, contaminants can spread to remote areas via the surface contamination network, wherein
most contaminant transport between surfaces does not require direct contact with the original source.

Several studies [20-24] have assumed that the index patients’ vomiting episodes provided
sufficient evidence of airborne transmission. Nevertheless, as Booth suggested experimentally [12],
vomiting may contaminate a wide range of surfaces that are often difficult to clean sufficiently,
thus increasing the likelihood of further transmission of surface contamination. Moreover, Marks et al. [22]
supported the possibility of airborne transmission because the time from exposure to illness decreased
as the number of viral sources increased. However, as demonstrated by Lei et al. through simulations [36],
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an increase in the number of index patients could accelerate the transmission of surface contamination,
thus increasing the accumulation of exposures and causing more rapid infection.

Regarding infectivity, even if norovirus infection is possible via inhalation of airborne droplets,
the infection risk associated with the airborne route is not comparable to that of the fomite route.
Viruses with high survivability on environmental surfaces usually have a higher exposure dose via
the fomite route than that via the airborne route [27,28]. Moreover, unlike some respiratory viruses
such as influenza [37], noroviruses should exhibit the same dose-response parameters for the airborne
and fomite routes. The corresponding exposure site of norovirus, a gastrointestinal virus, is the
gastrointestinal tract. The proposed airborne transmission would require inhaled aerosol droplets to be
deposited in the upper respiratory tract and then be swallowed along with respiratory mucus [10,11].

According to the dose-response relationship [26-28,32,38] and assuming the same dose-response
parameters, the fomite route with a higher exposure dose should be more important than the airborne
route. Lei et al. [39] investigated the relative contributions of norovirus transmission routes in
a flight norovirus outbreak, and predicted contributions of 96% and 4% for the fomite and airborne
routes, respectively. Therefore, the contribution of the airborne route to norovirus transmission might
be negligible when compared with the fomite route, and increased effort should be invested into
controlling the transmission of fomite contamination.

This study had three limitations of note. First, detailed information about the ventilation systems
and size of the restaurant are not available [21], so fluid dynamics analyses could not be performed.
Therefore, the possibility of a long-range airborne route was not evaluated, and its relative importance
versus the fomite route could not be accurately determined [27,28]. Second, due to the limited
understanding of some of the parameters of norovirus transmission, some parameters in the model,
such as the rate of transfer from hands to porous surfaces (Table S52), were estimated from those of other
viruses or even bacteria. This might have reduced the accuracy of the results. Third, given the lack of
real-time observation data, the model included many assumptions about the common surfaces and
the actual behaviors and movements of the guests and waiters (Table S4), which might have affected
the infection risk distributions shown in Figure 2 and Figure S1. In general, more detailed outbreak
information, laboratory measurements and human behavioral observations would be required to
provide a more accurate analysis of norovirus transmission in this outbreak.

5. Conclusions

This study re-examined the norovirus transmission routes in a previously reported hotel restaurant
outbreak. With reasonable assumptions regarding the serving pathways of waiters and parameter
values, the findings suggest that the observed spatial attack rate pattern could have resulted from the
fomite transmission of norovirus (e.g., Pathway 1). This finding offers an alternative interpretation to
the hypothesized airborne transmission route proposed by the original investigators of the outbreak.
Furthermore, this study illustrates the need for a careful fluid dynamics analysis when evaluating
the possibility of airborne transmission in an outbreak investigation. The results of this alternative
transmission route analysis may assist the development of evidence-based infection control measures
for norovirus outbreaks.

Supplementary Materials: The following are available online at www.mdpi.com/1660-4601/14/12/1571/s1.
Table S1: The material types and areas of surfaces. Table S2: Transfer rates between surfaces of different
materials. Table S3: First-order inactivation rates at different sites. Table S4: Behavior frequencies and assumed
touching surfaces during the behaviors. Table S5: Other parameters. Figure S1: Waiters’ serving patterns and
predicted infection risks. (A) Waiters” serving Pathway 2. (B) Predicted average infection risk distribution
(for 1000 simulations) via the fomite route at the end of the exposure period (Pathway 2). (C) Waiters’ serving
Pathway 4. (D) Predicted average infection risk distribution via the fomite route (Pathway 4). (E) Waiters” serving
Pathway 6. (F) Predicted average infection risk distribution via the fomite route (Pathway 6). The dose-response
parameter on mucous membranes 1, = 0.1415/genome copy and the viral load Ly = 3 x 10® genome copies/g.
The location of the index patient is marked in red. The different colors of tables represent different levels of
infection risk.


www.mdpi.com/1660-4601/14/12/1571/s1

Int. J. Environ. Res. Public Health 2017, 14, 1571 90f 10

Acknowledgments: This project was supported by a HKSAR Government Collaborative Research Fund (CRF)
project (no. C7025-16G) and a General Research Fund (GRF) project (no. 17211615).

Author Contributions: Shenglan Xiao conceived the study, collected the data, conducted analyses and drafted the
manuscript. Julian W. Tang and Yuguo Li provided critical comments during the conceptualization and revision
of the manuscript.

Conflicts of Interest: The authors declare no conflicts of interest.

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Ahmed, SM.; Hall, A.J.; Robinson, A.E.; Verhoef, L.; Premkumar, P; Parashar, U.D.; Koopmans, M.;
Lopman, B.A. Global prevalence of norovirus in cases of gastroenteritis: A systematic review and
meta-analysis. Lancet Infect. Dis. 2014, 14, 725-730. [CrossRef]

Lopman, B. Global Burden of Norovirus and Prospects for Vaccine Development. CDC Foundation 2015.
Available online: https://www.cdc.gov/norovirus/downloads/global-burden-report.pdf (accessed on
9 September 2017).

Bartsch, S.M.; Lopman, B.A.; Ozawa, S.; Hall, A.J.; Lee, B.Y. Global economic burden of norovirus
gastroenteritis. PLoS ONE 2016, 11, e0151219. [CrossRef] [PubMed]

Chan, M.C,; Sung, J.J; Lam, RK,; Chan, PK,; Lee, N.L.; Lai, RW.; Leung, WK. Fecal viral load and
norovirus-associated gastroenteritis. Emerg. Infect. Dis. 2006, 12, 1278-1280. [CrossRef] [PubMed]

Clay, S.; Maherchandani, S.; Malik, Y.S.; Goyal, S.M. Survival on uncommon fomites of feline calicivirus,
a surrogate of noroviruses. Am. J. Infect. Control 2006, 34, 41-43. [CrossRef] [PubMed]

Teunis, PEM.; Moe, C.L.; Liu, P,; Miller, S.E.; Lindesmith, L.; Baric, R.S.; Le Pendu, J.; Calderon, R.L. Norwalk
virus: How infectious is it? J. Med. Virol. 2008, 80, 1468-1476. [CrossRef] [PubMed]

Karst, S.M.; Wobus, C.E.; Lay, M.; Davidson, J.; Virgin, H.W. STAT1-dependent innate immunity to
a Norwalk-like virus. Science 2003, 299, 1575-1578. [CrossRef] [PubMed]

Centers for Disease Control and Prevention. Norovirus Worldwide. 2016. Available online: https://www.
cde.gov/norovirus/worldwide.html (accessed on 9 September 2017).

Centers for Disease Control and Prevention. Clinical Overview. 2013. Available online: https://www.cdc.
gov/norovirus/hcp/clinical-overview.html (accessed on 9 September 2017).

Nazaroff, W.W. Norovirus, gastroenteritis, and indoor environmental quality. Indoor Air 2011, 21, 353-356.
[CrossRef] [PubMed]

Jones, RM.; Brosseau, L.M. Aerosol transmission of infectious disease. J. Occup. Environ. Med. 2015, 57,
501-508. [CrossRef] [PubMed]

Makison Booth, C. Vomiting Larry: A simulated vomiting system for assessing environmental contamination
from projectile vomiting related to norovirus infection. J. Infect. Prev. 2014, 15, 176-180. [CrossRef] [PubMed]
Barker, J.; Jones, M. The potential spread of infection caused by aerosol contamination of surfaces after
flushing a domestic toilet. ]. Appl. Microbiol. 2005, 99, 339-347. [CrossRef] [PubMed]

Nenonen, N.P.; Hannoun, C.; Svensson, L.; Torén, K.; Andersson, L.-M.; Westin, J.; Bergstrom, T. Norovirus
GII. 4 detection in environmental samples from patient rooms during nosocomial outbreaks. . Clin. Microbiol.
2014, 52, 2352-2358. [CrossRef] [PubMed]

Masclaux, F.G.; Hotz, P; Gashi, D.; Savova-Bianchi, D.; Oppliger, A. Assessment of airborne virus
contamination in wastewater treatment plants. Environ. Res. 2014, 133, 260-265. [CrossRef] [PubMed]
Bonifait, L.; Charlebois, R.; Vimont, A.; Turgeon, N.; Veillette, M.; Longtin, Y.; Jean, J.; Duchaine, C. Detection
and quantification of airborne norovirus during outbreaks in healthcare facilities. Clin. Infect. Dis. 2015, 61,
299-304. [CrossRef] [PubMed]

Southam, D.; Dolovich, M.; O’Byrne, P.; Inman, M. Distribution of intranasal instillations in mice: Effects of
volume, time, body position, and anesthesia. Am. J. Physiol. Lung Cell. Mol. Physiol. 2002, 282, L833-L839.
[CrossRef] [PubMed]

Sawyer, L.A.; Murphy, ].].; Kaplan, ].E.; Pinsky, P.E,; Chacon, D.; Walmsley, S.; Schonberger, L.B.; Phillips, A.;
Forward, K.; Goldman, C.; et al. 25-to 30-nm virus particle associated with a hospital outbreak of acute
gastroenteritis with evidence for airborne transmission. Am. J. Epidemiol. 1988, 127, 1261-1271. [CrossRef]
[PubMed]


http://dx.doi.org/10.1016/S1473-3099(14)70767-4
https://www.cdc.gov/norovirus/downloads/global-burden-report.pdf
http://dx.doi.org/10.1371/journal.pone.0151219
http://www.ncbi.nlm.nih.gov/pubmed/27115736
http://dx.doi.org/10.3201/eid1208.060081
http://www.ncbi.nlm.nih.gov/pubmed/16965715
http://dx.doi.org/10.1016/j.ajic.2005.05.013
http://www.ncbi.nlm.nih.gov/pubmed/16443092
http://dx.doi.org/10.1002/jmv.21237
http://www.ncbi.nlm.nih.gov/pubmed/18551613
http://dx.doi.org/10.1126/science.1077905
http://www.ncbi.nlm.nih.gov/pubmed/12624267
https://www.cdc.gov/norovirus/worldwide.html
https://www.cdc.gov/norovirus/worldwide.html
https://www.cdc.gov/norovirus/hcp/clinical-overview.html
https://www.cdc.gov/norovirus/hcp/clinical-overview.html
http://dx.doi.org/10.1111/j.1600-0668.2011.00735.x
http://www.ncbi.nlm.nih.gov/pubmed/21906175
http://dx.doi.org/10.1097/JOM.0000000000000448
http://www.ncbi.nlm.nih.gov/pubmed/25816216
http://dx.doi.org/10.1177/1757177414545390
http://www.ncbi.nlm.nih.gov/pubmed/25419239
http://dx.doi.org/10.1111/j.1365-2672.2005.02610.x
http://www.ncbi.nlm.nih.gov/pubmed/16033465
http://dx.doi.org/10.1128/JCM.00266-14
http://www.ncbi.nlm.nih.gov/pubmed/24759712
http://dx.doi.org/10.1016/j.envres.2014.06.002
http://www.ncbi.nlm.nih.gov/pubmed/24981824
http://dx.doi.org/10.1093/cid/civ321
http://www.ncbi.nlm.nih.gov/pubmed/25900175
http://dx.doi.org/10.1152/ajplung.00173.2001
http://www.ncbi.nlm.nih.gov/pubmed/11880310
http://dx.doi.org/10.1093/oxfordjournals.aje.a114918
http://www.ncbi.nlm.nih.gov/pubmed/2835899

Int. J. Environ. Res. Public Health 2017, 14, 1571 10 of 10

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.
34.

35.

36.

37.

38.

39.

Gellert, G.A.; Waterman, S.H.; Ewert, D.; Oshiro, L.; Giles, M.P,; Monroe, S.S.; Gorelkin, L.; Glass, R.I.
An outbreak of acute gastroenteritis caused by a small round structured virus in a geriatric convalescent
facility. Infect. Control Hosp. Epidemiol. 1990, 11, 459—-464. [CrossRef] [PubMed]

Chadwick, P.; Walker, M.; Rees, A. Airborne transmission of a small round structured virus. Lancet 1994,
343, 171. [CrossRef]

Marks, P; Vipond, I.; Carlisle, D.; Deakin, D.; Fey, R.; Caul, E. Evidence for airborne transmission of
Norwalk-like virus (NLV) in a hotel restaurant. Epidemiol. Infect. 2000, 124, 481-487. [CrossRef] [PubMed]
Marks, P,; Vipond, I; Regan, F.; Wedgwood, K.; Fey, R.; Caul, E. A school outbreak of Norwalk-like virus:
Evidence for airborne transmission. Epidemiol. Infect. 2003, 131, 727-736. [CrossRef] [PubMed]

Kuo, H.-W.; Schmid, D.; Schwarz, K.; Pichler, A.-M.; Klein, H.; Kénig, C.; de Martin, A.; Allerberger, F.
A non-foodborne norovirus outbreak among school children during a skiing holiday, Austria, 2007.
Wien. Klin. Wochenschr. 2009, 121, 120-124. [CrossRef] [PubMed]

Xu, H,; Lin, Q.; Chen, C.; Zhang, J.; Zhang, H.; Hao, C. Epidemiology of norovirus gastroenteritis outbreaks
in two primary schools in a city in eastern China. Am. |. Infect. Control 2013, 41, e107—e109. [CrossRef]
[PubMed]

Yu, IT; Li, Y.; Wong, TW,; Tam, W.; Chan, A.T,; Lee, ]. H.; Leung, D.Y.; Ho, T. Evidence of airborne
transmission of the severe acute respiratory syndrome virus. N. Engl. J. Med. 2004, 350, 1731-1739. [CrossRef]
[PubMed]

Li, Y,; Huang, X.; Yu, LT.; Wong, TW.; Qian, H. Role of air distribution in SARS transmission during the
largest nosocomial outbreak in Hong Kong. Indoor Air 2005, 15, 83-95. [CrossRef] [PubMed]

Xiao, S.; Li, Y.; Wong, T.-W.; Hui, D.S.C. Role of fomites in SARS transmission during the largest hospital
outbreak in Hong Kong. PLoS ONE 2017, 12, e0181558. [CrossRef] [PubMed]

Xiao, S.; Li, Y.; Sung, M.; Wei, ].; Yang, Z. A study of the probable transmission routes of MERS-CoV during
the first hospital outbreak in the Republic of Korea. Indoor Air 2017. [CrossRef] [PubMed]

Pittet, D.; Dharan, S.; Touveneau, S.; Sauvan, V.; Perneger, T.V. Bacterial contamination of the hands of
hospital staff during routine patient care. Arch. Intern. Med. 1999, 159, 821-826. [CrossRef] [PubMed]

Lin, C.-M.; Wu, E-M.; Kim, H.-K; Doyle, M.P,; Michaels, B.S.; Williams, L.K. A comparison of hand washing
techniques to remove Escherichia coli and caliciviruses under natural or artificial fingernails. J. Food Prot.
2003, 66, 2296-2301. [CrossRef] [PubMed]

Kemeny, J.G.; Snell, J.L. Finite Markov Chains; van Nostrand, D., Ed.; Springer: Princeton, NJ, USA, 1960;
Volume 356.

Gao, X. Relative Effectiveness of Ventilation in Community Indoor Environments for Controlling Infection;
The University of Hong Kong: Hong Kong, China, 2011.

Draper, N.R.; Smith, H.; Pownell, E. Applied Regression Analysis; Wiley: New York, NY, USA, 1966; Volume 3.
Johnson, J.B.; Omland, K.S. Model selection in ecology and evolution. Trends Ecol. Evol. 2004, 19, 101-108.
[CrossRef] [PubMed]

Thebault, A.; Teunis, PEM.; Le Pendu, J.; Le Guyader, ES.; Denis, ].-B. Infectivity of GI and GII noroviruses
established from oyster related outbreaks. Epidemics 2013, 5, 98-110. [CrossRef] [PubMed]

Lei, H.; Li, Y; Xiao, S.; Yang, X.; Lin, C.; Norris, S.L.; Wei, D.; Hu, Z.; Ji, S. Logistic growth of a surface
contamination network and its role in disease spread. Sci. Rep. 2017, 7, 14826. [CrossRef] [PubMed]
Atkinson, M.P,; Wein, L.M. Quantifying the routes of transmission for pandemic influenza. Bull. Math. Biol.
2008, 70, 820-867. [CrossRef] [PubMed]

Riley, E.; Murphy, G.; Riley, R. Airborne spread of measles in a suburban elementary school. Am. J. Epidemiol.
1978, 107, 421-432. [CrossRef] [PubMed]

Lei, H.; Li, Y.; Xiao, S.; Lin, C.; Norris, S.L.; Wei, D.; Hu, Z.; Ji, S. Route of transmission of influenza A HIN1,
SARS CoV and norovirus in air cabins—A comparative analysis. Indoor Air (accepted).

@ © 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http:/ /creativecommons.org/licenses/by/4.0/).


http://dx.doi.org/10.2307/30146977
http://www.ncbi.nlm.nih.gov/pubmed/2172363
http://dx.doi.org/10.1016/S0140-6736(94)90959-8
http://dx.doi.org/10.1017/S0950268899003805
http://www.ncbi.nlm.nih.gov/pubmed/10982072
http://dx.doi.org/10.1017/S0950268803008689
http://www.ncbi.nlm.nih.gov/pubmed/12948373
http://dx.doi.org/10.1007/s00508-008-1131-1
http://www.ncbi.nlm.nih.gov/pubmed/19280137
http://dx.doi.org/10.1016/j.ajic.2013.01.040
http://www.ncbi.nlm.nih.gov/pubmed/23663855
http://dx.doi.org/10.1056/NEJMoa032867
http://www.ncbi.nlm.nih.gov/pubmed/15102999
http://dx.doi.org/10.1111/j.1600-0668.2004.00317.x
http://www.ncbi.nlm.nih.gov/pubmed/15737151
http://dx.doi.org/10.1371/journal.pone.0181558
http://www.ncbi.nlm.nih.gov/pubmed/28727803
http://dx.doi.org/10.1111/ina.12430
http://www.ncbi.nlm.nih.gov/pubmed/28960494
http://dx.doi.org/10.1001/archinte.159.8.821
http://www.ncbi.nlm.nih.gov/pubmed/10219927
http://dx.doi.org/10.4315/0362-028X-66.12.2296
http://www.ncbi.nlm.nih.gov/pubmed/14672227
http://dx.doi.org/10.1016/j.tree.2003.10.013
http://www.ncbi.nlm.nih.gov/pubmed/16701236
http://dx.doi.org/10.1016/j.epidem.2012.12.004
http://www.ncbi.nlm.nih.gov/pubmed/23746803
http://dx.doi.org/10.1038/s41598-017-13840-z
http://www.ncbi.nlm.nih.gov/pubmed/29093534
http://dx.doi.org/10.1007/s11538-007-9281-2
http://www.ncbi.nlm.nih.gov/pubmed/18278533
http://dx.doi.org/10.1093/oxfordjournals.aje.a112560
http://www.ncbi.nlm.nih.gov/pubmed/665658
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Methods 
	Outbreak 
	Multi-Agent Modelling Framework 
	Least-Square Fitting 

	Results 
	Spatial Patterns of the Predicted Infection Risk Distributions 
	Fitness between Predicted Infection Risk and Reported Attack Rates 

	Discussion 
	Conclusions 

