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Theoretical investigation 
of pre‑symptomatic SARS‑CoV‑2 
person‑to‑person transmission 
in households
Yehuda Arav  *, Ziv Klausner   & Eyal Fattal 

Since its emergence, the phenomenon of SARS-CoV-2 transmission by seemingly healthy individuals 
has become a major challenge in the effort to achieve control of the pandemic. Identifying the modes 
of transmission that drive this phenomenon is a perquisite in devising effective control measures, but 
to date it is still under debate. To address this problem, we have formulated a detailed mathematical 
model of discrete human actions (such as coughs, sneezes, and touching) and the continuous decay 
of the virus in the environment. To take into account those discrete and continuous events we 
have extended the common modelling approach and employed a hybrid stochastic mathematical 
framework. This allowed us to calculate higher order statistics which are crucial for the reconstruction 
of the observed distributions. We focused on transmission within a household, the venue with the 
highest risk of infection and validated the model results against the observed secondary attack rate 
and the serial interval distribution. Detailed analysis of the model results identified the dominant 
driver of pre-symptomatic transmission as the contact route via hand-face transfer and showed that 
wearing masks and avoiding physical contact are an effective prevention strategy. These results 
provide a sound scientific basis to the present recommendations of the WHO and the CDC.

The phenomenon of SARS-CoV-2 transmission by pre-symptomatic, otherwise seemingly healthy, individuals 
poses a major challenge for policy makers’ efforts to achieve control of the COVID-19 pandemic, as traditional 
health strategies rely on case detection through manifestation of symptoms1. However, the mechanism that ena-
bles this transmission is not fully understood. Generally, respiratory viruses such as SARS-CoV-2 propagate via 
four modes of transmission2: direct physical contact between people, indirect physical contact via intermediate 
objects, droplets and droplet nuclei. Transmission by droplets and droplet nuclei is mediated by virus-containing 
particles that were emitted when a person coughs, sneezes or speaks. The droplets travel less than 1.5 m3, due 
to their size, and settle on the facial membranes of nearby individuals or on surfaces. Droplet nuclei remain 
suspended in the air and may infect a susceptible individual once they penetrate the respiratory tract. The com-
monly accepted cutoff between droplets and droplet nuclei is 5 µm2. However, Xie et al.3 showed that droplets 
that are smaller than approximately 100 µ m evaporate to their nuclei size before reaching the ground.

The relative contribution of the different modes of transmission in indoor environments is still under 
debate4–9. The controversy revolves about the relative importance of the droplet nuclei mode of transmission. 
Several studies have argued that the transmission of the SARS-CoV-2 virus is mediated primarily by close and 
unprotected contact (e.g., via physical contact and droplets)4–7, while others have argued that breathing droplet 
nuclei is the main mode of transmission8,9. The close contact transmission hypothesis relies on the analysis of 
COVID-19 cases6 and the relatively low secondary attack rate (SAR, the probability of an infected person to infect 
a susceptible person) of 10–16% that was observed in households5,10–13. The droplet nuclei hypothesis relies on 
several theoretical investigations8,9. The attempts to identify SARS-CoV-2 in air sampling taken from infection 
isolation rooms in hospitals and households yield conflicting results. Several studies14–16 found positive samples 
while others17–19 reported negative air samples.

The aim of this study is to quantify the relative contribution of the different modes of transmission of SARS-
CoV-2 to infection by pre-symptomatic individuals. We focus in this study on the transmission within a house-
hold environment, the venue with the highest risk of infection5,10. The approach taken here is an integrative 
detailed mechanistic modelling that describes explicitly the transfer of SARS-CoV-2 between individuals in 
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different modes of transmission. Similar approach was used by Nicas and Sun20 and by Atkinson and Wein21 for 
quantifying the modes of transmission of respiratory viruses. In this work we have extended the mathematical 
framework of Atkinson and Wein21 to take into account random discrete human actions (such as coughs, sneezes 
and contact with objects and other people), rather than considering only the mean kinetics. This was achieved 
by employing a hybrid stochastic mathematical framework which combines a description of the various discrete 
human action with continuous virus decay. This allows us to explicitly calculate higher order statistics which are 
crucial for the reconstruction of the observed distributions. Following this, the model is validated by reconstruc-
tion of observed fundamental attributes of the pandemic, the secondary attack rate (SAR) and the serial interval 
distribution. Then, the model is used to assess the contribution of each of the transmission modes as well the 
effectiveness of different prevention measures.

Outline of the mathematical model
The model presented in this study describes the transfer of SARS-CoV-2 virus particles from a pre-symptomatic 
infected individual, henceforth the primary, to a susceptible individual, henceforth the secondary, and his prob-
ability to become infected (Fig. 1). The model takes into account four modes of transmission: direct or indirect 
contact transmission, droplets and droplet nuclei. Contact transmission begins when the primary touches his 
facial membranes and, as a result, contaminates his own hands. Then, the primary transfers the virus either 
through direct physical contact (Fig. 1, mode 1) or indirectly via small frequently touched object (fomites), such 
as a doorknob or a faucet, (Fig. 1, mode 2) to the hands of the secondary. Eventually, the secondary places his 
hands into his nose, mouth or eyes, which might cause an infection21,22. The droplet and droplet nuclei modes 
of transmission (Fig. 1, modes 3 and 4, respectively), begin when the primary coughs, sneezes, or speaks and 
expels virus-containing droplets. Droplets larger than 100 µ m settle by gravity within 1.5 m3 and contaminate 
large surfaces such as furniture and table tops (environmental surfaces), while smaller droplets dry out (by 
evaporation) and form droplet nuclei which remain suspended in the air. As a result, the droplet nuclei may be 
carried over distances greater than 1.5 m by the air currents of the room3. The deposition of droplets directly on 
the mocusa of close contacts is a rare event in workplace or household settings21. Therefore, we have considered 
here only the contamination of environmental surfaces by the droplets after they have settled. The contaminated 
areas on the environmental surfaces might contaminate the hands of the secondary individual when he touches 
them. Finally, the probability of infection increases with the number of SARS-CoV-2 particles that reach the 
facial membranes of the secondary individual.

The processes described in Fig. 1 consist of two distinct dynamical regimes: fast-discrete random events 
that represent the actions of the individuals (coughing, talking, touching, and etc.), and slow-continuous events 
such as the decay of the virus on surfaces, hands, and in the air. In order to take into account these regimes, we 
formulated the model equations using a hybrid continuous and stochastic-jump framework23. In this framework, 
the actions of the individuals are described as stochastic jump Poisson processes, and represent behavior patterns 
that typically occur in the living room, kitchen, bath, and bedrooms (for simplicity, it does not take into account 
sleeping). The model describes the transfer of virus particle that result from each action, and consequently it is 
not required to follow the specific whereabouts of each individual. The environmental decay processes of the virus 
on the hands and on surfaces are described using continuum dynamics. A complete list of the model equations 
and values of the corresponding parameters are provided in the “Methods” section.

Figure 1.   Schematic representation of the modes of transmission from the primary (infector) and secondary 
(infectee) individuals. (1) Direct contact (2) Indirect contact via fomites (3) Indirect contact via surfaces (4) 
droplet nuclei.
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The model explicitly tracks the dynamics of the concentration on the hands of the individuals (Eq. 8), the 
concentration on the fomites (Eq. 9), concentration on environmental surfaces (Eq. 11) and the concentration 
of the droplet nuclei in the air (Eq. 10). Since the actions of the individuals are represented as a stochastic pro-
cess, we have conducted a Monte Carlo simulation in which multiple realizations were computed to obtain the 
appropriate ensemble statistics. Hence, using the hybrid continuous and stochastic-jump framework allowed us to 
estimate the variance of the transmission process, and to calculate the distribution of the serial interval which was 
used to validate the model. Using a Monte-Carlo simulation allowed us to embed the probability distributions of 
input parameters directly. Each realization begins when the primary becomes infected and begins an incubation 
period whose duration is drawn from a log-normal distribution with a mean of 5 days and standard deviation 
(SD) of 0.45 days24. The viral load of the primary increases exponentially with time21 reaching a maximal level 
at the end of the incubation period25. During that time, the primary and secondary individuals perform a series 
of randomized actions such as touching fomites, touching environmental surfaces, coughing, sneezing, talking, 
touching each other, or each touching his own face. The probability that the secondary individual will be infected 
is determined from his accumulated exposure over a time interval (Eq. 12) using the dose-response curve that 
was reported for SARS-CoV-126 (Eq. 7), assumed to be similar to SARS-CoV-2. Each realization ends when the 
primary develops symptoms, in accordance with the public health policy that isolates the primary at the onset 
of symptoms. Since the secondary individual is not infected, he does not shed virus, and therefore, there is no 
cross infection between other secondary individuals in the household.

We define a reference simulation as a simulation which corresponds to a normal, pre-symptomatic behaviour 
(parameters in Table 1).

Results
Validation of the model.  A necessary validation criteria for a model such as the one described in this 
study is to correctly simulate the distribution of the serial interval and the SAR. The serial interval is the time 
period between the symptoms’ onset in the primary and the secondary. Its distribution is closely associated with 
the estimation of the reproductive number and key transmission variables in epidemic models and is important 
for optimization of the length of the obligatory quarantine period and contact tracing strategies29,30. The serial 
interval distribution of COVID-19 was estimated in many countries and was usually found to be gamma dis-
tributed with mean between 4.03 to 6.3 days and standard deviation between 3 and 4.2 days (Fig. 2A, shaded 
area)10,31–33.

The model prediction for the distribution of the serial interval and the SAR is obtained by conducting a 
Monte-Carlo simulation by solving Eqs. 8 to 12 (see the “Methods” section) for 10,000 realizations of the refer-
ence simulation (needed for convergence). Figure 2A compares the model predicted serial interval distribution 
(red line) with the distributions reported in the literature. As seen, the model prediction was well between the 
bounds of the different estimates of this distribution (Fig. 2A).

As an additional validation, we compared the model prediction of the SAR to the values reported in the 
literature. The model predicts a SAR of 11.5% in the reference simulation, which is within the reported values 
ranging between 10–16%5,10–13. We have also analyzed the contagious period of pre-symptomatic patients by 
examining the cumulative SAR over time (Fig. 2B). As seen, the contagious period begins approximately 30 h 
before the symptoms’ onset, with increasing probability of infection as the onset of the symptoms approaches. 
This result is consistent with the estimation of He et al.25, that inferred from data of 77 transmission pairs (i.e., 
primary and secondary) a contagious period of approximately 2 days before symptoms’ onset.

Some of the parameters’ values were obtained from studies that also reported the range of variability of these 
values. Therefore, we have performed an extensive sensitivity analysis to check the robustness of the results (see 
Supplementary Information). The model’s results remain within the range of the values reported in the literature 
for the examined range of parameters.

Modes of transmission in pre‑symptomatic cases.  Analyzing the realizations of the reference simu-
lation, we have quantified the contribution of the different modes of transmission to the overall exposure in 
scenarios where the secondary was infected (Fig.  3). Out of the total viral dose that was transmitted to the 
secondary, 64.5% (Inter quartile range, IQR 55–80%) was received during direct contact events (mode 1) and 
26% (IQR 13–32%) was received during indirect contact via fomites events (mode 2). The contribution of the 
large droplet route (mode 3) was negligible while the droplet nuclei transmission (mode 4), contributed 9.5% 
(IQR 3.6–12%) of the total viral dose. Hence, according to our results, the contact mode of transmission (either 

Table 1.   The hygienic and behavioral parameters of the reference simulation.

Parameters Parameter description Value Unit References

τsocial Person to person physical contact frequency 3 1/day 27

τhand−face Rate of face touching 0.2 1/min 22

τhand−fomite Rate of fomite touching 60 1/day 28

τhand−furniture Rate of furniture touching 1 1/min 22

τhand−washing Rate of hand cleaning 3 1/day 28

τfomite−cleaning Rate of fomite cleaning 2 1/day 28
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direct or indirect) is the dominant mode of infection, accounting, overall, to the transfer of 90% of the viral 
dosage from the primary to the secondary. The main process that underlies the contact mode of transmission is 
the hand-face transfer. Therefore, hygienic and behavioral measures (HBMs) that operate on the elements that 
constitute the contact processes are expected to significantly reduce the risk of infection. These will be analyzed 
in the following section.

Reducing the risk of infection.  The fact that contact transmission is the main route of pre-symptomatic 
transmission, suggests that the HBMs advised to the public should focus on reducing the contamination on the 
hands or somehow interrupting the hand-face transfer. We have examined five HBMs: washing hands, cleaning 
fomites, avoiding physical contact (i.e., maintaining social distancing), wearing a mask and gloves. Naturally, 
conservative precautions measures would be an implementation of all these measures simultaneously. However, 
strict adherence to all these HBMs would be difficult to endure and to maintain over a long period of time. 
Therefore, we have tried to sort out several combinations of HBMs that should be readily implemented by the 
public, while significantly lowering the risk of infection. As the SAR is a proportion, it is appropriate to compare 
the HBMs in terms of odds ratio (OR), i.e., the odds that the secondary would be infected when a given combi-
nation of HBMs is taken, compared to the reference scenario in which no HBM is applied. Generally, any HBM 
that results in OR less than 1 decreases the risk of infection (i.e., provide smaller SAR than the reference)34. How-
ever, in practice the lower the OR, the more effective the HBM combination is at lowering the risk. The values 
brought here are in terms of OR alongside with 95% confidence interval (95% CI).

Washing hands is known to remove (and also destroy) virus particles from the hands and it is the simplest 
measure to implement. Our simulations show that washing hands once every hour rather than 3 times a day, as 

Figure 2.   Model Prediction for the (A) Distribution of the serial index. Shaded area is the bounds of observed 
data10,31–33 (B) The cumulative SAR over time.

Figure 3.   The contribution of the different modes of transmission to overall exposure. Box represents the inter-
quartile range (IQR). The whiskers represent the 10th and 90th percentile.



5

Vol.:(0123456789)

Scientific Reports |        (2021) 11:14488  | https://doi.org/10.1038/s41598-021-93579-w

www.nature.com/scientificreports/

in the reference simulation (Table 1), results in OR of 0.72 (95% CI 0.67–0.8) (Fig. 4A, column H). This result is 
consistent with intervention studies that have shown that increased hand washing decreased respiratory illness 
by 20% , albeit different viruses were studied22. This phenomenon seems counter intuitive, as we found that 90% 
of the viral dosage is transmitted through the hands and it was expected that washing it would remove the con-
tamination. In order to understand the reason for the relatively limited effect of hand hygiene, we have examined 
the dynamics of the virus concentration on the hands of the secondary individual (Fig. 4B). This concentration 
exhibits a periodic behaviour, with a period of approximately 30–40 min, governed by contact events on fomites 
and the face. Therefore, hand washing is expected to dramatically reduce the risk for infection if it occurs at a 
frequency higher than 40 min. Unfortunately, such frequent hand washing is unrealistic.

Cleaning the fomites more frequently reduces the virus repositories that are available. Cleaning of the fomites 
10 times a day rather than twice a day, as in the reference simulation, results in OR of 0.84 ( 95% CI 0.77–0.92), 
similar to washing hands more frequently (Fig. 4A, column F). A combined strategy that consists of frequent 
hand washing and cleaning fomites does not decrease the risk considerably and results in OR of 0.70 ( 95% CI 
0.63–0.76).

Wearing a surgical mask or a respirator may reduce the hand-face transfer of virus particles35 as well as the 
inhalation exposure to viral particles. Although it is difficult to asses the reduction of the transfer coefficient 
from hand to facial membranes due to the use of a mask or a respirator, there are measurements regarding the 
protection provided against airborne transmission of bacteria and viruses. Available experimental results on N95 
filtering face-piece respirators and surgical masks reported a protection factor of 2–10 for aerosols36. Hence, we 
have used a reduction of factor 2 in the hand-face transfer as well as in the exposure to airborne virus particles as 
a conservative estimate. With these parameters, the simulated OR was 0.49 ( 95% CI 0.44–0.54) (Fig. 4A, column 
M). Wearing gloves reduces the concentration of the virus on the hands since the transfer efficiency from and 
to surfaces is halved with latex gloves37. As a result, using gloves yields OR of 0.43 ( 95% CI 0.39–0.48) (Fig. 4A, 
column G). That is, wearing masks or gloves does not fully prevent the transmission of SARS-CoV-2, and the 
wearer must not be complacent.

Avoiding physical contact interrupts the main route of transfer between the two individuals and leads to an 
OR of 0.37 ( 95% CI 0.33–0.41) (Fig. 4A, column S). Compared to the ORs resulted by taking a single HBM, this 
is the most effective step. A combined strategy that includes wearing masks and avoiding contact results in OR 
of 0.14 ( 95% CI 0.12–0.16, Fig. 4A, column M + S), which is lower than wearing a mask and gloves (OR of 0.18, 
95% CI 0.16–0.21, Fig. 4A, column M + G) or frequent hand washing, cleaning fomites and avoiding physical 
contact (OR of 0.23, 95% CI 0.21–0.27, Fig. 4A, column H + F + S). The above shows that wearing masks and 
avoiding physical contact is the most effective HBM. However, wearing masks for long periods of time is difficult. 
Nevertheless, cleaning fomites, washing hands, and avoiding physical contact also provides considerable reduc-
tion in the OR. Hence, implementing these HBMs meticulously may save people the discomfort and limitation, 
that are associated with having to wear a mask constantly.

Figure 4.   (A) The effect of hygiene and behavior on the risk of infection. Bars represent the confidence interval. 
(B) The normalized virus concentration over time. Green ticks represent fomite touching event. Red ticks 
represent face touching event.
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Discussion
We have analyzed the possible routes of pre-symptomatic transmission in household scenarios. Using a validated 
model, we were able to identify the main mode of transmission as contact associated, mostly direct contact, but 
also contact mediated by fomites. The principal element in this transmission is hand-face transfer. Frequent 
hand washing and fomite cleaning coupled with the avoidance of physical contact result in a protection similar 
to wearing gloves and a mask. Although the present work does not account for highly populated indoor environ-
ments (such as work or commercial spaces), the relative importance of different processes is expected to remain 
very similar. However, in scenarios where people are in close proximity to each other (mass transit or during 
medical procedures), the contribution of the droplets to the transmission is expected to be larger. Hence, such 
scenarios require further investigation.

The relative contribution of the airborne transmission route is currently under debate. Several theoretical 
investigations concluded that the contribution of the airborne transmission route is significant8,9. These studies 
assume that the viral load in the expelled droplets due to cough, sneeze and talking is 108 − 109 viruses/ml which 
is considerably higher than the reported median value38 of 2 · 108 copies/ml that was used in this work. In order 
to examine the effect of this assumption we used our model with the same maximal viral load of 108 − 109 cop-
ies/ml. This resulted in a significant overestimation of the SAR. Specifically, we obtained a SAR of 70% , and to 
a SAR of 36% when only the airborne route was considered.

Our analysis, as with all modeling exercises, has several limitations and requires certain assumptions. The 
model does not account for contact patterns that prevail in households with young children. The model param-
eters, such as the dose response curve, the viral shedding coefficients and transfer coefficients were chosen on 
the basis of knowledge of the SARS, other strains of coronavirus, or other bacteria26,39. Although the model is 
stable with regard to variations in these parameters, more information on the key characteristic of the disease 
may reduce some uncertainties. Finally, we have assumed that there is only one infector in an household. Obvi-
ously, two or more infectors in the same household is expected to increase the SAR, if they are both contagious. 
Nevertheless, such circumstance is not expected to change the relative importance of the transmission routes.

In conclusion, our findings can provide an important tool for decision makers while advising the public of the 
HBMs that are necessary to impede the progression of the epidemic. As it seems, recurrent outbreaks are expected 
to occur, as many countries will have to establish a fine balance between posing restrictions on society and allow-
ing citizens to lead their life as normally as possible40. Under such a reality, the model presented in this study 
can be used to quantify the contribution of different HBM measures in order to devise guidelines that mitigate 
the risk of infection in scenarios of workplaces or schools, sports and cultural events, and mass transportation.

Methods
In this section we delineate the mathematical details of the indoor transmission model that was developed in 
this study. The model simulates the transmission of the SARS-CoV-2 virus between two individuals that share 
the same indoor space, say, a room in a household or an office, using an agent based modeling approach. Spe-
cifically, it explicitly tracks the health condition of each individual, his actions, and the contamination in the 
indoors environment over time. The actions of the agents are randomized and therefore multiple realizations 
are required in order to obtain the appropriate ensemble statistics. At the beginning of the each realization, one 
individual, the primary, is infected but is pre-symptomatic. The other individual, the secondary, is susceptible.

The dynamics of the model are driven by the following processes: 

1.	 Inoculation. Individual hands, which could be contaminated with viruses, touch the mouth and other facial 
membranes and exchange viruses with them.

	   We denote EIMouthToFinger(t) as the number of virus particles that pass from the facial membranes to the 
fingers of individual I (I is either primary or susceptible) after a single contact at time t, 

 where ǫskin−skin is the fraction of viruses that transfer in a skin to skin contact, L(t) is the current viral load 
of individual I at time t and Vinoculation is the volume that carried from the facial membranes by the touch.

	   The number of viruses that pass from the fingers to the facial membranes is denoted as EIFingerToMouth(t) 
and equals to 

 where CI
finger is the concentration on the finger at time t and Sfinger is the effective surface area of the finger.

	   Wearing gloves reduces the skin–skin transfer coefficient by a factor of φgloves
pickup and wearing masks reduces 

the exchange of viruses between the facial membranes and the fingers by a factor of φmask
mouth.

2.	 Coughing, sneezing, and talking. Individuals that cough, sneeze and talk emit particles within the range of 
1 to 2000 µm22,41,42. Infectious individuals emit particles that are loaded with viruses and thereby contami-
nate the nearby surfaces and the air. Particles greater than 100 µm3 are referred to as large droplets. These 
droplets travel up to approximately 1.5 m3 before they settle on environmental surfaces. For simplicity, we 
assume that the contaminated area created by the large droplets from a single cough, sneeze, and talk is a 
semicircle with radius of 1.5 m. The deposition of droplets directly on the mocusa of close contacts is a rare 
event in workplace or household settings21. Therefore, we have considered here only the contamination of 
environmental surfaces by the droplets after they have settled.

(1)EImouthToFinger(t) = ǫskin−skin × Vinoculation × LI (t),

(2)EIFingerToMouth(t) = ǫskin−skin × CI
finger × Sfinger ,
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	   Particles that are smaller than 100 µ m evaporate before they reach the ground and remain suspended in 
the air as droplet nuclei3. The droplet nuclei then disperse and might eventually infect a susceptible individual 
when he inhales them.

	   Approximately 99% of the emitted particle volume following a sneeze, cough or talking is in droplets whose 
diameters are larger than 100 µm22,41.

	   We assume that wearing masks completely blocks the emission of droplets and droplet nuclei.
3.	 Physical contact. Individuals also exchange viruses via physical contact with contaminated body parts. For 

simplicity, we consider the transfer from and to the fingers of the individuals, since the fingers (and specifi-
cally fingertips) are expected to be the most contaminated, as they are in contact with fomites and the facial 
mocusa.

	   The number of viruses that pass from the primary to the secondary is the product of the skin to skin trans-
fer fraction ǫskin−skin , the concentration on the fingers Cprimary

finger  and the contact surface area Sfinger . Similarly, 
the transfer back to the primary is a product of ǫskin−skin and Sfinger with the concentration on the fingers of 
the secondary Csecondary

finger .
	   Therefore, the overall transfer between the primary and the secondary is 

 Wearing gloves reduces the skin–skin transfer coefficient by a factor of φgloves
pickup.

4.	 Fomite touching. Individuals touch fomites which results in virus exchanges  between the fomites and the 
hands. The transfer efficiencies denoted by ǫhand−fomite (fomite to hand) and ǫhand−fomite (hand to fomite), 
were parameterized separately based on the results in Greene et al.37, similar to the theoretical model of 
Kraay et al.28.

	   The number of viruses that transfers from the fomites to the hands is the product of the ǫhand−fomite with 
the contact surface area ( Sfinger ) and the viable virus concentration on the fomite ( Cfomite ). The number of 
viruses that transfers back to the fomite is the product of ǫfomite−hand , Sfinger and the concentration on the 
finger.

	   Therefore, the overall transfer from fomites to the hands following a single touch is given by, 

 where I is the individual and is either primary or secondary.
	   Wearing gloves reduces the fomite-hand and hand-fomite transfer coefficient by a factor of φgloves

pickup , as 
above.

5.	 Touching surfaces. The large droplets that are emitted by coughs, sneezes, and speaks settle on environmental 
surfaces and contaminate them. When an individual touches an environmental surface his hand gets con-
taminated only if he touched a contaminated area. For simplicity, we assume that the probability to touch a 
given contaminated area is proportional to its size ( ScontaminatedArea ) relative to the effective surface area of 
the room. The effective surface area is the sum of the room’s surface area ( Sroom ) and the furniture surface 
area ( Sfurniture ). The number of virus particles that are transferred to the hand with every touch is the product 
of the surface area of part of the hand that touches the surface Sfinger , the viable virus concentration on the 
surface Csurface and the fraction that is transported to the mouth following that touch ǫsurface−hand . Accord-
ingly, 

 where Pj is the probability to touch a contaminated area on an environmental surface and given by the frac-
tion of the contaminated area ( ScontaminatedArea ) to the total surface area in the room, including the furniture 
( Sroom + Sfurniture ). We neglect the transfer of virus particles back to environmental surfaces.

	   Wearing gloves reduces the fomite-hand transfer coefficient by a factor of φgloves
pickup , as above.

6.	 Hand washing. Washing hands removes the contamination from the hands of the individual with efficiency 
of ǫwashing . Hence, the number of viruses that is eliminated following a hand washing is 

7.	 Probability to become infected. The probability to become infected is calculated from the virus dosage that 
was accumulated within each time interval. That is, we divide the simulation into time periods and calculate 
the overall exposure for each time period. The probability that a susceptible individual will become infected 
was inferred from the dose-response curve that was reported for SARS-CoV-126, 

 where Dj is the total exposure of the individual at time period j (see Eq. 12 below), k is the reciprocal in of a 
single plaque forming units (PFU) to get infected, � is the number of virus copies in a PFU.

	   The length of each time period was determined from a Poisson process using a timescale of 7h that rep-
resents the life cycle of the virus in the body, inferred from the life cycle of the SARS-COV-143.

(3)EPhysicalContact(t) = ǫskin−skin ×

(

C
primary
finger (t)− C

secondary
finger (t)

)

× Sfinger .

(4)EIfomite(t) = Sfinger ×
(

ǫfomite−hand × Cfomite(t)− ǫhand−fomite × CI
finger(t)

)

,

(5)EIsurface(t) =

Nj,contaminatedArea
∑

Pj × Sfinger × ǫfomite−hand × Csurface(t),

(6)EIwashing (t) = ǫwashing × CI
finger .

(7)Pinfected = 1− e−
Dj
�k ,
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8.	 Decay of the virus on surfaces. The viability of the virus on surfaces outside of a host body (such as fomites, 
environmental surfaces, and the hands) decays with time. The decay rate depends, generally, on the surface 
type and was inferred from measurements44.

9.	 Ventilation of contaminated air. The droplet nuclei that remain suspended are carried with the air currents 
in the room. For simplicity, we considered the entire house as a single, well mixed compartment. In house-
holds, the rooms are usually ventilated naturally (i.e., by the wind) and not by a heating, ventilation and 
air conditioning (HVAC) systems common in commercial and public buildings. The natural ventilation in 
households exchanges the air at a rate of 0.3 h

−145,46, which leads to a decay of the air concentration of the 
droplet nuclei that carry the virus.

The above nine processes consist of both discrete random events (processes 1–7) and continuous events (pro-
cesses 8 and 9). Hence, we used a hybrid continuous and stochastic-jump framework to model the dynamics of 
the transmission and infection processes.

The model consists of a system of coupled equations that describe the dynamics of the virus on the fingers 
of each individual, on fomites, in each contaminated area on an environmental area, its concentration in the 
air, and the overall exposure of the secondary individual from the airborne and contact routes. The concentra-
tion of the virus in each contaminated area on the environmental surface is tracked individually. A list of the 
parameters is provided in Table 2.

The dynamics of the concentration on the fingers of the individuals is determined by inoculation (process 
1), physical contact (process 3), touching fomites (process 4), environmental surfaces (process 5), hand washing 
(process 6), and by the decay of the virus viability on the hands (process 8). Accordingly,

where CI
finger is the virus concentration on the fingers of individual I (I is either primary or secondary) and 

EIinoculation is the difference between Eq. 1 and Eq. 2. The first 5 terms on the right hand side of Eq. 8 describe the 
transfer of viruses as a result of the discrete events (processes 1, 3, 4, 5, and 6) and the last term corresponds to the 
decay of the virus viability on the hands where αhand is the decay rate constant. The δ equals − 1 for the primary 
individual and 1 for the secondary individual. The discrete event times ( ti,X with i = 1..NX where X is inoculatio
n,fomite,surface,washing and PhysicalContact) are determined from a Poisson distribution with rate constant τX.

The dynamics of the average concentration of virus on the fomites in the room, Cfomit , is determined by 
touching fomites (process 4) and the decay of the virus viability (process 8),

where αfomite is the decay rate in the fomite.
The dynamics of the concentration in the air is governed by the emission of droplet nuclei during the cough-

ing, sneezing, and talking of the primary individual (process 2) and the ventilation process (process 9),

where Cair is the virus concentration in the air and L is the viral load of the primary individual, Nprimary
cough  , Nprimary

sneeze  
and Nprimary

talk  are the number of coughs, sneezes, and talks (respectively) that occur at times ti,cough, ti,sneeze and 
ti,talk , and determined from a Poisson distribution with time constants of τcough, τsneeze , and τtalk , respectively.

The dynamics of the concentration in the k-th contaminated area on an environmental surface that was cre-
ated by a cough, sneeze or during a talk at time Tk is determined by the equation

(8)

dCI
finger

dt
=

Ninoculation
∑

i

EIinoculation(ti,inoculation)

Sfinger
+

Nfomite
∑

i

EIfomite(ti,fomite)

Sfinger

+

Nsurface
∑

i

EIsurface(ti,surface)

Sfinger
+ δ

NPhysicalContact
∑

i

EPhysicalContact(ti,PhysicalContact)

Sfinger

−

Nwashing
∑

i

EIwashing (ti,washing )− αhand × CI
finger ,

(9)dCfomit

dt
=−

N
primary
fomite
∑

i

E
primary
i,fomite (ti,fomite)

Sfomit
−

N
secondary
fomite
∑

i

E
secondary
i,fomite (ti,fomite)

Sfomit
− αfomite × Cfomit ,

(10)

dCair

dt
=

N
primary
cough
∑

i

Vcough,aerosol × L(ti,cough)

Vroom
+

N
primary
sneeze
∑

i

Vsneeze,aerosol × L(ti,sneeze)

Vroom

N
primary
talk
∑

i

Vtalk,aerosol × L(ti,talk)

Vroom
− β × Cair ,

(11)

dCk
surface

dt
=−

N
primary
surface
∑

i

P ×

E
k,primary
i,surface (ti,surface)

ScontaminatedArea
−

N
secondary
surface
∑

i

P ×

E
k,secondary
i,surface (ti,surface)

ScontaminatedArea
− αsurface × Ck

surface ,



9

Vol.:(0123456789)

Scientific Reports |        (2021) 11:14488  | https://doi.org/10.1038/s41598-021-93579-w

www.nature.com/scientificreports/

Table 2.   The model parameters for the reference simulation.

Parameters Parameter description Value Unit References

SARS-CoV-2 specific parameters

k Dose-response coefficient 410 PFU 26

Lmax Maximal viral concentration in sputum 2 · 108 copies/ml 38

� Virus copies in PFU 300 copies/PFU 50

Imean Incubation period mean 4.9 day 10,24

Istd Incubation period geometric std 0.55 10,24

τexposure Time scale of the exposure 6 h 43

Individual parameters

B Breathing rate 10 L/min

ǫbreath
Fraction of breath exposure that
lead to infection 0.5 49

Sfinger Surface area of a touch 2 cm2 22

τPhysicalContact Rate of physical contacts in households 3 1/day 27

τinoculation Rate of face touching 0.2 1/min 22

τfomite Rate of fomite touching 60 1/day 28

τsurface Rate of furniture touching 1 1/min 22

τhand−washing Rate of hand cleaning 3 1/day 28

τsneezing Rate of sneezing 4 1/day 51

τcoughing Rate of coughing 10 1/day 52

τtalking Rate of talking 5 1/h 53,54

Vcough,large Volume of cough droplets > 100 µm 0.0598 ml 41

Vcough,small Volume of cough droplets < 100 µm 5.5 · 10−4 ml 41

ScontaminatedArea
Area of contaminated area
on environmental surfaces 3.5 m2 3,22

Vtalk,large Volume of sneeze droplets > 100 µm 0.0025 ml 41

Vtalk,small Volume of sneeze droplets < 100 µm 3 · 10−5 ml 41

Vsneeze,large Volume of sneeze droplets > 100 µm 4.35 ml 41

Vsneeze,small Volume of sneeze droplets < 100 µm 0.038 ml 41

Vinoculation Volume of self inoculation 0.01 ml 55

ǫfomite−hand Fomite to hand transfer efficiency 0.24 37

ǫhand−fomite Hand to fomite transfer efficiency 0.05 37

ǫskin−skin Hand to hand transfer efficiency 0.35 22,37,56

ǫmouth
Fraction of contact exposure that
leads to infection 0.5 22

ǫwashing Efficiency of washing hands 1

αhand Virus decay rate on hands 6 1/h 44

Room parameters

Sroom Room surface area 100 m2

Vroom Room volume 300 m3

Sfurniture Furniture surface area 80 m2 57

Sfomit Fomite surface area 13.3 cm2 58

τfomite−cleaning Rate of fomite cleaning 2 1/day 28

αfomite Virus decay rate on fomite 6 1/h 44

αfurniture Virus decay rate on furniture 6 1/h 44

αair Virus decay rate as aerosol 1 1/h 44

β Air changes per hour 0.3 1/h 45,46

Hygienic and behavioral measures

φmask
mouth

Masks hand-face transfer
protection factor 2 36

φmask
breath

Masks breathing protection factor 2 36

φ
gloves
pickup

Gloves pickup protection factor 2 37
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where Ck
surface is the concentration on the k-th surface, P =

ScontaminatedArea
Sroom+Sfurniture

 is the probability to touch a contaminated 
area and αsurface is the decay rate in this surface.

The k-th contaminated area was created at time Tk by a cough, sneeze or during speach. The initial concentra-
tion in the contaminated area is the product of the viral load of the primary individual at time Tk with the volume 
of droplets that are larger than 100 µ m ( VX,droplets where X is cough, sneeze or talk).

The exposure of the secondary is calculated within the exposure time interval and calculated as the sum of 
the exposure in the contact and droplet nuclei mode of transmission. Following Nicas and Best22, we assume 
that only a fraction ǫmouth of the total number of virus particles that were deposited on the mouth reach oro- and 
nasopharyngel target sites. Similarly, only a fraction ǫbreath of the inhaled viruses deposit in the respiratory tracts. 
Therefore, the exposure is given by the equation:

where Di is the exposure obtained when solving the equation between the two exposure events that take place 
at times Ti

exposure and Ti+1
exposure and B is the breathing rate.

Numerical method.  In order to solve the model’s equations 8 to 12 we chose to use the jump-adapted 
approximation proposed by Casella et al.47. For each realization, we determine the discrete event times ( ti,X with 
i = 1..NX where X is inoculation, fomite, surface, washing, coughing, Physical Contact, sneezing and talking) 
are determined from a Poisson distribution with rate constant τX . Then, the events are combined and sorted 
in an ascending order to obtain a set of discrete times. That is, T = {T1,T2,T3, . . . ,TNtotal

} , where eachTi is 
assigned to a one ti,X event and Ntotal is the total number of discrete events.

The simulation is then solved implicitly between the times Ti and Ti+1 with time step of 6 s. At each Ti we 
calculate the number of virus particles that is transferred for the corresponding event that takes place at this 
point in time.

The model was implemented in python version 3.6.5.

Parameter estimation.  We have used results reported in the literature to determine the evidence based 
values for the parameters in the model. However, in some cases direct measurements were not available for sev-
eral parameters. Therefore, their value was estimated, based on additional assumptions. In the following refer to 
these and we provide the details of these assumptions and their justifications.

Time scale of the exposure.  Very little is known about the dynamics of the SARS-CoV-2 virus in the human 
body. In order to estimate the time scale of exposure, we used the results reported by Qinfen et al.43 regarding the 
life cycle of the SARS-CoV-1 in host cells. They found that the virus assembly and maturation was first detected 
around 7 hours post infection. Thus, it is plausible to use this characteristic time as the exposure time interval.

Exposure to infection factor for contact and droplet nuclei mode of transmission.  It is quite possible that not all 
the virus particles that are inhaled or reach the facial membranes cause infection. Therefore, we assumed, similar 
to Nicas and Best22, that the fraction of the exposure via the contact route that causes infection ( ǫmouth ) is 0.5.

The fraction of the inhaled dose that causes infection was estimated to be roughly 0.5 of the deposition func-
tions which provides the retention of particles in the lungs48 and the nasal cavity, depending on particle size49. 
These functions were applied to the particle size distribution reported by Chen, et al.42, after a correction that 
takes into account evaporation3.

Incubation time.  We have used a weighted combination of the parameters of the incubation time distributions 
reported by Lauer et al.24 and Bi et al.10.

Code availability
The computer code that was used in calculating the results of this paper is available in https://​github.​com/​yehud​
arav/​Coron​aIndo​orTra​nsmis​sion.​git.

Received: 13 September 2020; Accepted: 25 June 2021

References
	 1.	 Gandhi, M., Yokoe, D. S. & Havlir, D. V. Asymptomatic transmission, the Achilles’ heel of current strategies to control Covid-19. 

N. Engl. J. Med.https://​doi.​org/​10.​1056/​nejme​20097​58 (2020).
	 2.	 Kutter, J. S., Spronken, M. I., Fraaij, P. L., Fouchier, R. A. & Herfst, S. Transmission routes of respiratory viruses among humans. 

Curr. Opin. Virol.https://​doi.​org/​10.​1016/j.​coviro.​2018.​01.​001 (2018).
	 3.	 Xie, X. et al. How far droplets can move in indoor environments—Revisiting the Wells ecaporation-falling curve. Indoor Air 17, 

211–225. https://​doi.​org/​10.​1111/j.​1600-​0668.​2006.​00469.x (2007).
	 4.	 Liu, J. et al. Community transmission of severe acute respiratory syndrome coronavirus 2, Shenzhen, China, 2020. Emerg. Infect. 

Dis. 26, 1320–1323. https://​doi.​org/​10.​3201/​eid26​06.​200239 (2020).

(12)
dDi

secondary

dt
=ǫmouth

∑

i

E
secondary
FingerToMouth(ti,inoculation)+ ǫbreathB · Cair ,

https://github.com/yehudarav/CoronaIndoorTransmission.git
https://github.com/yehudarav/CoronaIndoorTransmission.git
https://doi.org/10.1056/nejme2009758
https://doi.org/10.1016/j.coviro.2018.01.001
https://doi.org/10.1111/j.1600-0668.2006.00469.x
https://doi.org/10.3201/eid2606.200239


11

Vol.:(0123456789)

Scientific Reports |        (2021) 11:14488  | https://doi.org/10.1038/s41598-021-93579-w

www.nature.com/scientificreports/

	 5.	 Burke, R. M. et al. Active monitoring of persons exposed to patients with confirmed COVID-19—United States, January–February 
2020. MMWR Morb. Mortal. Wkly. Rep. 69, 245–246 (2020) https://​doi.​org/​10.​15585/​mmwr.​mm690​9e1.

	 6.	 Liu, J. et al. Community transmission of severe acute respiratory syndrome Coronavirus 2, Shenzhen, China, 2020. Tech. Rep. 6, 
World Health Organization (2020). https://​doi.​org/​10.​3201/​eid26​06.​200239.

	 7.	 Li, Q. et al. Early transmission dynamics in Wuhan, China, of novel coronavirus-infected pneumonia. N. Engl. J. Med. 382, 
1199–1207. https://​doi.​org/​10.​1056/​NEJMo​a2001​316 (2020).

	 8.	 Vuorinen, V. et al. Modelling aerosol transport and virus exposure with numerical simulations in relation to SARS-CoV-2 trans-
mission by inhalation indoors. Saf. Sci. 130, 104866. https://​doi.​org/​10.​1016/j.​ssci.​2020.​104866 (2020).

	 9.	 Buonanno, G., Stabile, L. & Morawska, L. Estimation of airborne viral emission: Quanta emission rate of SARS-CoV-2 for infection 
risk assessment. Environ. Int. 141, 105794. https://​doi.​org/​10.​1016/j.​envint.​2020.​105794 (2020).  

	10.	 Bi, Q. et al. Epidemiology and transmission of COVID-19 in 391 cases and 1286 of their close contacts in Shenzhen, China: a 
retrospective cohort study. Lancet. Infect. Dis. 20, 911-919. https://​doi.​org/​10.​1016/​S1473-​3099(20)​30287-5 (2020).  

	11.	 Luo, L. et al. Modes of contact and risk of transmission in COVID-19 among close contacts. Digit. Econ. Glob. Margins.https://​
doi.​org/​10.​7551/​mitpr​ess/​10890.​003.​0026 (2020).

	12.	 Park, S. Y. et al. Coronavirus disease outbreak in call center, South Korea. Emerg. Infect. Dis.. https://​doi.​org/​10.​3201/​eid26​08.​
201274 (2020).

	13.	 Cheng, H.-Y. et al. High transmissibility of COVID-19 near symptom onset. medRxiv.https://​doi.​org/​10.​1101/​2020.​03.​18.​20034​
561 (2020).

	14.	 Santarpia, J. L. et al. Aerosol and surface contamination of SARS-CoV-2 observed in quarantine and isolation care. Sci. Rep. 10, 
12732. https://​doi.​org/​10.​1038/​s41598-​020-​69286-3 (2020). 

	15.	 Chia, P. Y. et al. Detection of air and surface contamination by SARS-CoV-2 in hospital rooms of infected patients. Nat. Commun. 
11, 2800. https://​doi.​org/​10.​1038/​s41467-​020-​16670-2 (2020).

	16.	 Dai, H. & Zhao, B. Dai, H., Zhao, B. Association of the infection probability of COVID-19 with ventilation rates in confined spaces. 
Build. Simul. 13, 1321–1327. https://​doi.​org/​10.​1007/​s12273-​020-​0703-5 (2020).

	17.	 Faridi, S. et al. A field indoor air measurement of SARS-CoV-2 in the patient rooms of the largest hospital in Iran. Sci. Total Environ. 
725, 138401. https://​doi.​org/​10.​1016/j.​scito​tenv.​2020.​138401 (2020).

	18.	 Ong, S. W. X. et al. Air, surface environmental, and personal protective equipment contamination by Severe Acute Respiratory 
Syndrome Coronavirus 2 (SARS-CoV-2) from a symptomatic patient. JAMA.https://​doi.​org/​10.​1001/​jama.​2020.​3227 (2020).

	19.	 Döhla, M. et al. SARS-CoV-2 in environmental samples of quarantined households. medRxiv 49, 1–19. https://​doi.​org/​10.​1101/​
2020.​05.​28.​20114​041 (2020).

	20.	 Nicas, M. & Sun, G. An integrated model of infection risk in a health-care environment. Risk Anal. 26, 1085–1096. https://​doi.​
org/​10.​1111/j.​1539-​6924.​2006.​00802.x (2006).

	21.	 Atkinson, M. P. & Wein, L. M. Quantifying the routes of transmission for pandemic influenza. Bull. Math. Biol. 70, 820–867. https://​
doi.​org/​10.​1007/​s11538-​007-​9281-2 (2008).

	22.	 Nicas, M. & Best, D. A study quantifying the hand-to-face contact rate and its potential application to predicting respiratory tract 
infection. J. Occup. Environ. Hyg. 5, 347–352. https://​doi.​org/​10.​1080/​15459​62080​20038​96 (2008).

	23.	 Tankov, P. Financial Modelling with Jump Processes (Chapman and Hall, 2003). https://​doi.​org/​10.​1201/​97802​03485​217.
	24.	 Lauer, S. A. The Incubation Period of Coronavirus Disease 2019 (COVID-19) from publicly reported confirmed cases: Estimation 

and application. Ann. Intern. Med. https://​doi.​org/​10.​7326/​m20-​0504 (2019).
	25.	 He, X. et al. Temporal dynamics in viral shedding and transmissibility of COVID-19. Nat. Med. 26, 672–675. https://​doi.​org/​10.​

1038/​s41591-​020-​0869-5 (2020).
	26.	 Watanabe, T., Bartrand, T. A., Weir, M. H., Omura, T. & Haas, C. N. Development of a dose-response model for SARS coronavirus. 

Risk Anal. 30, 1129–1138. https://​doi.​org/​10.​1111/j.​1539-​6924.​2010.​01427.x (2010).
	27.	 Glass, R. J., Glass, L. M., Beyeler, W. E. & Min, H. J. Targeted social distancing design for pandemic influenza. Emerg. Infect. Dis. 

12, 1671–1681. https://​doi.​org/​10.​3201/​eid12​11.​060255 (2006).
	28.	 Kraay, A. N. et al. Fomite-mediated transmission as a sufficient pathway: A comparative analysis across three viral pathogens. 

BMC Infect. Dis. 18, 540. https://​doi.​org/​10.​1186/​s12879-​018-​3425-x (2018).
	29.	 Fine, P. E. The interval between successive cases of an infectious disease. Am. J. Epidemiol. 158, 1039–1047. https://​doi.​org/​10.​

1093/​aje/​kwg251 (2003).
	30.	 Wallinga, J. & Lipsitch, M. How generation intervals shape the relationship between growth rates and reproductive numbers. Proc. 

R. Soc. B Biol. Sci. 274, 599–604. https://​doi.​org/​10.​1098/​rspb.​2006.​3754 (2007).
	31.	 Du, Z. et al. Serial interval of COVID-19 among publicly reported confirmed cases. Emerg. Infect. Dis. 26, 1341-1343. https://​doi.​

org/​10.​3201/​eid26​06.​200357 (2020).
	32.	 Zhao, S. et al. Estimating the Serial Interval of the Novel Coronavirus Disease (COVID-19): A Statistical Analysis Using the Public 

Data in Hong Kong From January 16 to February 15, 2020. Front. Phys. 8, 347. https://​doi.​org/​10.​3389/​fphy.​2020.​00347 (2020).
	33.	 Ganyani, T. et al. Estimating the generation interval for coronavirus disease (COVID-19) based on symptom onset data, March 

2020. Euro. Surveill. 25, 2000257. https://​doi.​org/​10.​2807/​1560-​7917.​ES.​2020.​25.​17.​20002​57 (2020).
	34.	 O’Connor, A. Interpretation of odds and risk ratios. J. Vet. Intern. Med. 27, 600–603 (2013) https://​doi.​org/​10.​15537/​smj.​2019.​12.​

24643.
	35.	 Nicas, M. & Jones, R. M. Relative contributions of four exposure pathways to influenza infection risk. Risk Anal. 29, 1292–1303. 

https://​doi.​org/​10.​1111/j.​1539-​6924.​2009.​01253.x (2009).
	36.	 Lee, S. A., Grinshpun, S. A. & Reponen, T. Respiratory performance offered by N95 respirators and surgical masks: Human subject 

evaluation with NaCl aerosol representing bacterial and viral particle size range. Ann. Occup. Hyg. 52, 177–185. https://​doi.​org/​
10.​1093/​annhyg/​men005 (2008).

	37.	 Greene, C. et al. Fomite-fingerpad transfer efficiency (pick-up and deposit) of Acinetobacter baumannii—With and without a latex 
glove. Am. J. Infect. Control 43, 928–934. https://​doi.​org/​10.​1016/j.​ajic.​2015.​05.​008 (2015).

	38.	 Kleiboeker, S. et al. SARS-CoV-2 viral load assessment in respiratory samples. J. Clin. Virol. 129, 104439. https://​doi.​org/​10.​1016/j.​
jcv.​2020.​104439 (2020).

	39.	 Leung, N. H. L. et al. Respiratory virus shedding in exhaled breath and efficacy of face masks. Nat. Med. 2020, 1–5. https://​doi.​
org/​10.​1038/​s41591-​020-​0843-2 (2020).

	40.	 Kissler, S. M., Tedijanto, C., Goldstein, E., Grad, Y. H. & Lipsitch, M. Projecting the transmission dynamics of SARS-CoV-2 through 
the postpandemic period. Science.https://​doi.​org/​10.​1126/​scien​ce.​abb57​93 (2020).

	41.	 Duguid, J. P. The size and the duration of air-carriage of respiratory droplets and droplet-nuclei. J. Hyg. 44, 471–479. https://​doi.​
org/​10.​1017/​S0022​17240​00192​88 (1946).

	42.	 Chen, S. C., Chio, C. P., Jou, L. J. & Liao, C. M. Viral kinetics and exhaled droplet size affect indoor transmission dynamics of 
influenza infection. Indoor Air 19, 401–413. https://​doi.​org/​10.​1111/j.​1600-​0668.​2009.​00603.x (2009).

	43.	 Qinfen, Z. et al. The life cycle of SARS coronavirus in Vero E6 cells. J. Med. Virol. 73, 332–337. https://​doi.​org/​10.​1002/​jmv.​20095 
(2004).

	44.	 van Doremalen, N. et al. Aerosol and surface stability of SARS-CoV-2 as compared with SARS-CoV-1. N. Engl. J. Med.https://​doi.​
org/​10.​1056/​nejmc​20049​73 (2020).

https://doi.org/10.15585/mmwr.mm6909e1
https://doi.org/10.3201/eid2606.200239
https://doi.org/10.1056/NEJMoa2001316
https://doi.org/10.1016/j.ssci.2020.104866
https://doi.org/10.1016/j.envint.2020.105794
https://doi.org/10.1016/S1473-3099(20)30287-5
https://doi.org/10.7551/mitpress/10890.003.0026
https://doi.org/10.7551/mitpress/10890.003.0026
https://doi.org/10.3201/eid2608.201274
https://doi.org/10.3201/eid2608.201274
https://doi.org/10.1101/2020.03.18.20034561
https://doi.org/10.1101/2020.03.18.20034561
https://doi.org/10.1038/s41598-020-69286-3
https://doi.org/10.1101/2020.03.29.20046557
https://doi.org/10.1101/2020.04.21.20072397
https://doi.org/10.1016/j.scitotenv.2020.138401
https://doi.org/10.1001/jama.2020.3227
https://doi.org/10.1101/2020.05.28.20114041
https://doi.org/10.1101/2020.05.28.20114041
https://doi.org/10.1111/j.1539-6924.2006.00802.x
https://doi.org/10.1111/j.1539-6924.2006.00802.x
https://doi.org/10.1007/s11538-007-9281-2
https://doi.org/10.1007/s11538-007-9281-2
https://doi.org/10.1080/15459620802003896
https://doi.org/10.1201/9780203485217
https://doi.org/10.7326/m20-0504
https://doi.org/10.1038/s41591-020-0869-5
https://doi.org/10.1038/s41591-020-0869-5
https://doi.org/10.1111/j.1539-6924.2010.01427.x
https://doi.org/10.3201/eid1211.060255
https://doi.org/10.1186/s12879-018-3425-x
https://doi.org/10.1093/aje/kwg251
https://doi.org/10.1093/aje/kwg251
https://doi.org/10.1098/rspb.2006.3754
https://doi.org/10.3201/eid2606.200357
https://doi.org/10.3201/eid2606.200357
https://doi.org/10.1101/2020.02.21.20026559
https://doi.org/10.2807/1560-7917.ES.2020.25.17.2000257
https://doi.org/10.15537/smj.2019.12.24643
https://doi.org/10.15537/smj.2019.12.24643
https://doi.org/10.1111/j.1539-6924.2009.01253.x
https://doi.org/10.1093/annhyg/men005
https://doi.org/10.1093/annhyg/men005
https://doi.org/10.1016/j.ajic.2015.05.008
https://doi.org/10.1016/j.jcv.2020.104439
https://doi.org/10.1016/j.jcv.2020.104439
https://doi.org/10.1038/s41591-020-0843-2
https://doi.org/10.1038/s41591-020-0843-2
https://doi.org/10.1126/science.abb5793
https://doi.org/10.1017/S0022172400019288
https://doi.org/10.1017/S0022172400019288
https://doi.org/10.1111/j.1600-0668.2009.00603.x
https://doi.org/10.1002/jmv.20095
https://doi.org/10.1056/nejmc2004973
https://doi.org/10.1056/nejmc2004973


12

Vol:.(1234567890)

Scientific Reports |        (2021) 11:14488  | https://doi.org/10.1038/s41598-021-93579-w

www.nature.com/scientificreports/

	45.	 Hou, J. et al. Air change rates in residential buildings in Tianjin. China. Proc. Eng. 205, 2254–2258. https://​doi.​org/​10.​1016/j.​proeng.​
2017.​10.​069 (2017).

	46.	 Yamamoto, N., Shendell, D. G., Winer, A. M. & Zhang, J. Residential air exchange rates in three major US metropolitan areas: 
Results from the relationship among indoor, outdoor, and personal air study 1999–2001. Indoor Air 20, 85–90. https://​doi.​org/​10.​
1111/j.​1600-​0668.​2009.​00622.x (2010).

	47.	 Casella, B. & Roberts, G. O. Exact simulation of jump-diffusion processes with Monte Carlo applications. Methodol. Comput. Appl. 
Probab. 13, 449–473. https://​doi.​org/​10.​1007/​s11009-​009-​9163-1 (2011).

	48.	 Carvalho, T. C., Peters, J. I. & Williams, R. O. Influence of particle size on regional lung deposition—What evidence is there?. Int. 
J. Pharm. 406, 1–10. https://​doi.​org/​10.​1016/j.​ijpha​rm.​2010.​12.​040 (2011).

	49.	 Breysse, P. N. & Swift, D. L. Inhalability of large particles into the human nasal passage: In vivo studies instill air. Aerosol Sci. 
Technol. 13, 459–464. https://​doi.​org/​10.​1080/​02786​82900​89594​60 (1990).

	50.	 Zhang, X. & Wang, J. Dose-response relation deduced for coronaviruses from coronavirus disease 2019, severe acute respiratory 
syndrome, and middle east respiratory syndrome: Meta-analysis results and its application for infection risk assessment of aerosol 
transmission. Clin. Infect. Dis.. https://​doi.​org/​10.​1093/​cid/​ciaa1​675 (2020).

	51.	 Hansen, B. & Mygind, N. How often do normal persons sneeze and blow the nose?*. Rhinology 40, 10–12 (2002).
	52.	 Hsu, J. Y. et al. Coughing frequency in patients with persistent cough: Assessment using a 24 hour ambulatory recorder. Eur. Respir. 

J. 7, 1246–1253. https://​doi.​org/​10.​1183/​09031​936.​94.​07071​246 (1994).
	53.	 Jiahong, Y., Liberman, M. & Cieri, C. Towards an integrated understanding of speaking rate in conversation. Proc. Annu. Conf. 

Int. Speech Commun. Assoc. INTERSPEECH 2, 541–544 (2006).
	54.	 Mehl, M. R., Vazire, S., Ramírez-Esparza, N., Slatcher, R. B. & Pennebaker, J. W. Are women really more talkative than men?. Sci-

ence. 317, 82. https://​doi.​org/​10.​1126/​scien​ce.​11399​40 (2007).
	55.	 U.S. Environmental Protection Agency. USEPA exposure factors handbook Chapter 7: Dermal exposure studies. In Exposure 

Factors Handbook (2011).
	56.	 Rusin, P. & Maxwell, S. Comparative surface-to-hand and fingertip-to-mouth transfer efficiency of gram-positive bacteria, gram-

negative bacteria, and phage. 585–592 (Wiley Online Library, 2002).
	57.	 Manuja, A. et al. Total surface area in indoor environments. Environ. Sci. Process. Impacts 21, 1384–1392. https://​doi.​org/​10.​1039/​

c9em0​0157c (2019).
	58.	 Beamer, P. I. et al. Modeling of human viruses on hands and risk of infection in an office workplace using micro-activity data. J. 

Occup. Environ. Hyg. 12, 266–275. https://​doi.​org/​10.​1080/​15459​624.​2014.​974808 (2015).

Acknowledgements
The authors would like to thank Dr. Shay Weiss and Dr. Yehudah Alexander for their fruitful comments. This 
research was not externally funded.

Author contributions
All authors conceived the study and wrote the main manuscript. Y.A. and E.F. conceived the modeling approach. 
Y.A., Z.K. and E.F. conducted formal analysis. Y.A. developed the model and did the simulation. E.F. contributed 
to numerical analysis. Z.K. contributed to parameter estimation. All authors contributed to the analysis and 
reviewed the manuscript.

Competing interests 
The authors declare no competing interests.

Additional information
Supplementary Information The online version contains supplementary material available at https://​doi.​org/​
10.​1038/​s41598-​021-​93579-w.

Correspondence and requests for materials should be addressed to Y.A.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note  Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access  This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the 
Creative Commons licence, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from 
the copyright holder. To view a copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

© The Author(s) 2021

https://doi.org/10.1016/j.proeng.2017.10.069
https://doi.org/10.1016/j.proeng.2017.10.069
https://doi.org/10.1111/j.1600-0668.2009.00622.x
https://doi.org/10.1111/j.1600-0668.2009.00622.x
https://doi.org/10.1007/s11009-009-9163-1
https://doi.org/10.1016/j.ijpharm.2010.12.040
https://doi.org/10.1080/02786829008959460
https://doi.org/10.1093/cid/ciaa1675
https://doi.org/10.1183/09031936.94.07071246
https://doi.org/10.1126/science.1139940
https://doi.org/10.1039/c9em00157c
https://doi.org/10.1039/c9em00157c
https://doi.org/10.1080/15459624.2014.974808
https://doi.org/10.1038/s41598-021-93579-w
https://doi.org/10.1038/s41598-021-93579-w
www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	Theoretical investigation of pre-symptomatic SARS-CoV-2 person-to-person transmission in households
	Outline of the mathematical model
	Results
	Validation of the model. 
	Modes of transmission in pre-symptomatic cases. 
	Reducing the risk of infection. 

	Discussion
	Methods
	Numerical method. 
	Parameter estimation. 
	Time scale of the exposure. 
	Exposure to infection factor for contact and droplet nuclei mode of transmission. 
	Incubation time. 


	References
	Acknowledgements


