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A B S T R A C T

The current situation with the SARS-CoV-2 pandemic indicates the importance of new approaches in vaccine
design. In order to design new attenuated vaccines, to decrease virulence of virus wild types, it is important to
understand what allows a virus to hijack its host cell's metabolism, a property of all viruses. RNA and protein
sequences obtained from databases were used to count the number of atoms of each element in the virions of
SARS, MERS and SARS-CoV-2. The number of protein copies and carbohydrate composition were taken from the
literature. The number of lipid molecules was estimated from the envelope surface area. Based on elemental
composition, growth equations were balanced, and thermodynamic properties of the viruses were determined
using Patel-Erickson and Battley equations. Elemental and molecular compositions of SARS, MERS and SARS-CoV-
2 were found, as well as their standard thermodynamic properties of formation and growth. Standard Gibbs
energy of growth of virus nucleocapsids was found to be significantly more negative than that of their host tissue.
The ratio of Gibbs energies of growth of virus nucleocapsids and host cell is greater than unity. The more negative
Gibbs energy of growth of viruses implies that virus multiplication has a greater driving force than synthesis of
host cell components, giving a physical explanation of why viruses are able to hijack their host cell's metabolism.
Knowing the mechanism of viral metabolism hijacking can open new paths for vaccine design. By manipulating
chemical composition of viruses, virulence can be decreased by making the Gibbs energy of their growth less
negative, resulting in decreased multiplication rate, while preserving antigenic properties.
1. Introduction

SARS, MERS and SARS-CoV-2 are three related RNA viruses,
belonging to the family Coronaviridae and sharing the same morphology
(Figure 1) and similar (but not identical) chemical composition. The
nucleic acid sequences of all three viruses, SARS (He et al., 2004), MERS
(van Boheemen et al., 2012) and SARS-CoV-2 (Wu et al., 2020) have been
determined. The lipid constituents of the viral envelopes of all three vi-
ruses are similar, since all three viruses attack the same host tissue and
hence their envelopes are formed by budding from the same kind of cell
membrane (Riedel et al., 2019). The protein components of the envelope
differ between SARS, MERS and SARS-CoV-2 (Table 1). There are no data
on capsid structure for the three viruses, except that they are of helical
symmetry, since they are difficult to culture and therefore poorly char-
acterized (Riedel et al., 2019).
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Empirical formulas of the three viruses allow calculation of thermo-
dynamic properties (enthalpy, entropy, Gibbs energy) of formation and
growth of each of the three viruses. Gibbs energy allows estimation of the
spontaneity of formation of new virions and the rate of their multipli-
cation (Popovic and Minceva 2020a).

Viral multiplication is fundamentally a chemical process that can be
represented by a growth reaction (Von Stockar, 2014; Battley, 1998;
Popovic and Minceva, 2020a). Gibbs energy of growth, through
nonequilibrium thermodynamics, allows comparison of growth reaction
rates of host cells and viruses (Popovic and Minceva, 2020a; Popovic and
Minceva, 2020b). Knowledge of growth reaction rates allows us to gain
insight into multiplication dynamics of the microorganisms (Westerhoff
et al., 1982; Von Stockar, 2014). The multiplication dynamics can be of
benefit to epidemiologists and infectologists, to estimate the maximal
virus multiplication rate and to quantitatively estimate viral reservoir in
a patient or a population. Thus, the knowledge of reservoir size and basic
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Figure 1. Schematic representation of a virus from the family Coronaviridae.
The yellow line represents RNA, orange – nucleoproteins lining the RNA (yellow
and orange combined represent the nucleocapsid), grey – membrane proteins,
light blue – lipids in the envelope, blue spikes – spike proteins.
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reproductive number can enable epidemiologists to estimate virus
transmission dynamics (Kucharski et al., 2020; Fang et al., 2020).

Composition of viruses can be estimated, based on their nucleic acid
and protein sequences. Based on nucleic acid composition, protein se-
quences and capsid structures, Jover et al. (2014) determined composi-
tions of icosahedral and spherical DNA bacteriophages, and described
their impact on oceanic cycling of the elements. Virus shapes were
approximated by geometric figures, such as spheres and cylinders. A
virus head was represented by a ball with a fraction of its internal volume
filled by DNA. On the surface of the ball, a spherical shell with a uniform
thickness was used to represent the capsid and estimate the quantity of
proteins in the virion. When present, virus tails were approximated by
hollow cylinders made of protein. The method gave accurate predictions
for viruses of known composition (Jover et al., 2014).

Some aspects of life cycles of various virus species have already been
analyzed using thermodynamics. Katen and Zlotnick (2009) analyzed the
thermodynamics of capsid assembly for several viruses, treating it as a
polymerization reaction and providing new insights into the assembly
mechanisms of spherical virus capsids, as well as into the biology of the
viral life cycle. Ceres and Zlotnick (2002) used thermodynamics to
analyze hepatitis B virus capsid assembly and found that it has a negative
Table 1. RNA and protein data for the viruses analyzed in this work. The number of p
2006). For example, the number of spike protein trimers can vary between 50 and 100
in total (Neuman et al., 2011, 2006).

Virus Name Numbe

SARS Genome 1

Nucleoprotein 2368

Membrane protein 1184

Spike protein 222

MERS Genome 1

Nucleoprotein 2368

Membrane protein 1184

Spike protein 222

SARS-CoV-2 Genome 1

Nucleoprotein 2368

Membrane protein 1184

Spike protein 222

2

Gibbs energy change, implying that the process is thermodynamically
spontaneous. Casasnovas and Springer (1995) studied the kinetics and
thermodynamics of human rhinovirus interaction with its receptor,
determining the enthalpy and Gibbs energy of their association, and
analyzing their influence on virus disruption. Gale (2020) analyzed
thermodynamics of virus binding to host cell receptors and proposed new
directions for designing antiviral therapies. Mahmoudabadi et al. (2017)
developed a quantitative description of viral infection energetics and
they made predictions about viral evolution. In addition to studies of
viral component synthesis and self-assembly, Tzlil et al. (2004) made a
statistical thermodynamic description of viral budding and found that
complete budding (full wrapping of nucleocapsids) can only take place if
the adhesion energy exceeds a certain, critical, bending Gibbs energy.
However, there is still insufficient quantitative understanding of infec-
tion energetics (Mahmoudabadi et al., 2017).

The goal of this research is to determine the elemental and molecular
composition of SARS, MERS and SARS-CoV-2, and make thermodynamic
characterization of the three viruses, by finding enthalpy, entropy and
Gibbs energy of formation and growth of all three viruses.

2. Methods

Elemental and molecular composition of the three viruses was
determined by counting atoms coming from each of the four principal
molecular constituent of virions: nucleic acid, proteins, lipids and non-
nucleic acid carbohydrates (Knight, 1975). For this to be done, two
pieces of information had to be known: (1) the number of atoms of each
element in the molecular constituents and (2) the number of molecules of
each constituent in the virion.

2.1. Virus elemental and molecular composition

The four main molecular components of viruses are: nucleic acids,
proteins, lipids and non-nucleic acid carbohydrates (Knight, 1975). Since
each of these molecular classes has a well-defined elemental composi-
tion, it was possible to find the elemental composition of virions. The
calculations for SARS, MERS and SARS-CoV-2 were done using custom
made software.

2.1.1. Nucleic acids
The number of atoms of each element coming from nucleic acids was

calculated using an atom counting method. Nucleic acid sequences were
obtained from the NCBI database (National Center for Biotechnology
Information, 2020) and are listed in Table 1. Since the elemental
composition of each nucleotide residue in the sequence is known, the
number of atoms of each element in the nucleic acid was found by going
rotein copies per virion varies, even within a single species (Neuman et al., 2011,
per virion. The average number is 74 trimers, giving 74� 3¼ 222 spike proteins

r of copies ID number Source

NC_004718.3 NCBI

P59595 UniProt

Q3S2C1 UniProt

P59594 UniProt

NC_019843.3 NCBI

R9UM87 UniProt

QGW51926.1 NCBI

A0A140AYZ5 UniProt

NC_045512.2 NCBI

QIK50455.1 NCBI

QHR63293.1 NCBI

QHR63290.2 NCBI
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along the sequence and adding atoms of each element coming from each
residue. Coronaviruses contain only one copy of their single stranded
RNA genomes.

The composition of viral nucleic acids was determined using an atom
counting method. First, nucleic acid sequences were obtained from the
NCBI database (National Center for Biotechnology Information, 2020)
and are listed in Table 1. Since the elemental composition of each
nucleotide residue in the sequence is known, the number of atoms of each
element in the nucleic acid was found by going along the sequence and
adding atoms of each element coming from each residue. The result of
such a calculation is a nucleic acid formula of the form CNnaCHNna-

HONnaONNnaNSNnaS, where NC(NA), NH(NA), NO(NA),NN(NA) andNS(NA)
are the number of C, H, O, N and S atoms in the nucleic acid. The molar
mass of the nucleic acid, m (NA) can be calculated using the formula

mðNAÞ¼
X
J

NJðNAÞ
NA

AJ (1)

where NA is Avogadro's number and AJ is the atomic mass of element J.

2.1.2. Proteins
The atom counting method was also used to find the number of atoms

coming from proteins. Protein sequences were taken from the UniProt
database (The UniProt Consortium, 2019) and the NCBI database (Na-
tional Center for Biotechnology Information, 2020), and are listed in
Table 1. Coronavirus particles consist of four kinds of proteins: nucleo-
proteins (N), membrane proteins (M), envelope proteins (E) and spike
proteins (S) (Neuman and Buchmeier, 2016). Envelope proteins were not
considered due to their low abundance in the virus (Neuman and
Buchmeier, 2016). They improve, but are not required, for the func-
tioning of the virus (Neuman and Buchmeier, 2016; DeDiego et al., 2007;
Kuo andMasters, 2010). Thus, they do not have a significant influence on
elemental composition and thermodynamic properties of the viruses. The
number of protein copies in coronavirus particles was reported by Neu-
man et al. (2011, 2006) and is summarized in Table 1.

Similarly to nucleic acids, protein composition was found by counting
atoms coming from each amino acid residue. The protein sequences were
taken from the UniProt database (The UniProt Consortium, 2019) and
the NCBI database (National Center for Biotechnology Information,
2020), and are listed in Table 1. The result of such a calculation is a
protein formula of the form CNprCHNprHONprONNprNSNprS, whereNpr,C, Npr,

H, Npr,O, Npr,N and Npr,S are the number of C, H, O, N and S atoms in a
single protein molecule (Table 2). From the formula, the protein's molar
mass in Daltons, Mr,pr, can be calculated

Mr;pr ¼
X
J

Npr;JAJ (2)
Table 2. Calculated viral protein data.

Virus Protein name Number of copies Mr (Da)

SARS-CoV-2 Nucleoprotein 2368 45624.58

Membrane protein 1184 25146.01

Spike protein 222 141175.1

MERS Nucleoprotein 2368 45047.17

Membrane protein 1184 24516.27

Spike protein 222 149380.5

SARS Nucleoprotein 2368 46023.9

Membrane protein 1184 25059.92

Spike protein 222 139121.8

3

where Npr,J is the number of atoms of element J in the protein. Mr,pr is
converted into the mass of a single protein molecule, mpr, molecule by
dividing it by Avogadro's number

mpr ¼Mr;pr

NA
(3)

However, unlike nucleic acids, structural proteins in viruses are pre-
sent in multiple copies. Thus, the number of atoms in each capsid protein
was multiplied by the number of the protein copies present in the capsid.

Coronaviridae virions consitst of four proteins: spike proteins (S),
envelope proteins (E), membrane proteins (M) and nucleoproteins (N)
(Neuman and Buchmeier, 2016) (Figure 1). The most distinctive feature
of Coronaviridae are the spikes on the virion surface made of spike
proteins (Neuman and Buchmeier, 2016). On the average, a coronavirus
has 74 spikes, each consisting of a spike protein trimer, giving 222 spike
proteins per virion (Neuman et al., 2011). The envelope protein is
encoded by all known coronavirus genomes, but its role is still under
debate (Neuman and Buchmeier, 2016). The envelope protein is prob-
ably best viewed as a multifunctional accessory protein that contributes
to both virus growth and pathogenesis (Neuman and Buchmeier, 2016).
Since the E protein is present in virions in small amounts (Neuman and
Buchmeier, 2016), its contribution to virion chemical composition will
be neglected. The most important role in coronavirus particle assembly is
that of the membrane protein (Neuman and Buchmeier, 2016). The
membrane proteins span through the viral envelope (Neuman et al.,
2011). On the outer side, M proteins hold the spikes, while on the inside
they bind the nucleoproteins, thus connecting the ribonucleoprotein core
to the envelope (Neuman et al., 2011). For each S protein trimer, there
are 8 M protein dimers (Neuman et al., 2011). Thus, in an average
coronavirus there are 1184 copies of the M protein (Neuman et al.,
2011). The nucleoprotein surrounds the viral RNA. Analysis of corona-
viruses has shown that M and N proteins come in a fixed ratio, although
the value differs between 1 and 3 in various studies (Neuman et al.,
2011). In this work, the mean value of 2 N proteins per an M protein will
be taken.

The number of atoms of element J coming from the all viral proteins is

NJðProtÞ¼
X
X

cðXÞ ⋅ NðXÞ (4)

c(X) the number of copies of protein X in the virion and N(X) is the
number of atoms of element J in a single molecule of X. Here, X repre-
sents S, M and N proteins. The total mass of all proteins in the virion is

mðProtÞ¼
X
X

cðXÞ ⋅ mprðXÞ (5)

2.1.3. Lipids
Lipids are located in the viral envelope. Since enveloped viruses bud

off their host cells, their lipid composition resembles that of the host cell
Atoms per protein molecule

C H O N S

1971 3137 629 607 7

1165 1823 301 303 8

6336 9770 1894 1656 54

1965 3102 611 594 7

1128 1756 302 282 13

6681 10245 2029 1737 63

1985 3150 633 618 7

1155 1809 300 303 10

6252 9593 1871 1609 59



Figure 2. Schematic representation of the viral envelope. The envelope is a
lipid bilayer membrane of thickness d, consisting of lipids and membrane (M)
proteins. It has two surface areas: one facing outside the virion, Aout, and one
inside the virion, Ain. The total area taken by M proteins, on both sides of the
membrane, is AM. The average area covered by a lipid molecule is α.
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membrane. Thus, the lipid composition of the viral envelopes was rep-
resented with that of the human cell membrane: 17% phosphatidylcho-
line, 6% phosphatidylserine, 16% phosphatidylethanolamine, 17%
sphingomyelin, 2% glycolipids and 45% cholesterol (mole fractions)
(Cooper, 2000). More information on the lipid constituents can be found
in Table 3. The number of lipid molecules was determined from the en-
velope surface area and the average surface area taken by a single lipid
molecule, taken from Ing�olfsson et al. (2014). The envelope surface area
was calculated from virus particle diameter, reported by Neuman and
Buchmeier (2016). A correction was made for the envelope surface area
taken by membrane proteins, using the average protein density (Serdyuk
et al., 2007; Jover et al., 2014) and viral envelope thickness (Neuman and
Buchmeier, 2016).

The total number of lipid molecules in the envelope was calculated
from its surface area (Figure 2). The total area of the envelope, A, is equal
to the sum of the envelope inner, Ain, and outer surface area, Aout

A¼Ain þ Aout (6)

The outer surface area is the surface area of a sphere with a radius
equal to the radius of the virus, r,

Aout ¼ 4πr2 (7)

Radii of coronaviruses vary, even within a single species, but an
average coronavirus has a radius of r ¼ 45 nm (Neuman and Buchmeier,
2016). The inner surface area is the area of the inner surface of the viral
envelope, which has a thickness of d ¼ 8 nm (Neuman and Buchmeier,
2016). Thus,

Ain ¼ 4πðr � dÞ2 (8)

The virus surface area, A, is covered with M proteins and lipids. The
surface area covered by M proteins, AM, can be determined from their
mass and the average protein density, ρ ¼ 1.36986 ∙ 10�21 g/nm3, re-
ported in (Serdyuk et al., 2007; Jover et al., 2014).

AM ¼ 2 ⋅
1
d
⋅
cðMÞ ½MrðMÞ= NA�

ρ
(9)

In the equation above the molar mass of M, Mr(M), was divided with
the Avogadro's number, NA, to find the mass of a single M protein
molecule. This mass was then multiplied with the number of M proteins
in the envelope, c(M), to find the total mass of M proteins in the envelope.
The total mass of M proteins in the envelope was then divided by the
average protein density, ρ, to find the volume taken by M proteins in the
envelope, and then divided by the envelope thickness, d, to find the
surface area. Multiplication with 2 is due to the fact that the proteins take
an area on both the inner and outer surfaces of the envelope.

The area covered by the M proteins, AM, was then subtracted from the
total envelope area, A, to find the area of the envelope covered by lipids,
ALip.

ALip ¼A� AM (10)

When ALip is divided by the average area per lipidmolecule, α¼ 0.533
Table 3. Virus lipid representative molecules, their chemical formulas and abundances
(Cooper, 2000).

Class Representative name

Phosphatidylcholine 1-Oleoyl-2-palmitoylphosphatidylcholine

Phosphatidylserine Phosphatidylserine (18:0/18:1) (PubChem CID

Phosphatidylethanolamine Phophatidylethanolamine(15:0/20:0) (ChemS

Sphingomyelin C18 Sphingomyelin

Glycolipids Stearoyl-glucose

Cholesterol Cholesterol

4

nm2 (Ing�olfsson et al., 2014), the result is the total number of lipid
molecules in the envelope, c (Lip).

cðLipÞ¼ALip

α
(11)

Finally, the number of molecules of lipid constituent X, c(X), was
determined by multiplying c (Lip) with the mole fraction of that lipid,
x(X),

cðXÞ¼ xðXÞ ⋅ cðlipÞ (12)

The number of atoms of element J in all lipids present, NJ (Lip), was
determined from the equation

NJðLipÞ¼
X
X

NJðXÞ ⋅ cðXÞ (13)

where NJ(X) is the number of atoms of element J in a single molecule of
X. Here X represents the lipid components: phosphatidylcholine, phos-
phatidylserine, phosphatidylethanolamine, sphingomyelin, glycolipids
and cholesterol. The properties of the considered lipid constituents are
given in Table 3. The total mass of lipids in the virion was calculated
using the equation

mðLipÞ¼
X
X

cðXÞ ⋅MrðXÞ
NA

(14)

where Mr(X) is the molar mass of lipid constituent X.

2.1.4. Non-nucleic acid carbohydrates
Non-nucleic acid carbohydrates are present in virions bound in gly-

colipids and glycoproteins, as parts of viral envelopes. Glycolipids were
represented by stearoyl-glucose, C24H46O7, the glucose residue of which
belongs to non-nucleic acid carbohydrates. Glycoproteins were repre-
sented by attaching oligosaccharide molecules onto spike proteins.
. The abundances are mole fractions of the total lipid content and were taken from

Formula Mole fraction

C42H82O8NP 17%

: 9547087) C42H79O10NP 6%

pider ID: 394115) C40H80O8NP 16%

C41H85O6N2P 17%

C24H46O7 2%

C27H46O 45%
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Oligosaccharide composition was set to be equal to that of Orthomyx-
oviridae: for each spike protein molecule, 14 000 Da of oligosaccharides
was added, composed of mannose and 2 N-acetyglucosamine residues in
a ratio of 5:2 (Kuroda et al., 1990).

Non-nucleic acid carbohydrates are present in glycolipids and gly-
coproteins, as parts of viral envelopes. Glycolipids were represented by
stearoyl-glucose, C24H46O7, the glucose residue of which, C6H10O5
(molar mass 162 Da) belongs to non-nucleic acid carbohydrates. Thus,
for each glycolipid molecule (2% of the envelope lipids), 6 C, 10 H and 5
O atoms were added to the virion composition. Glycoproteins were
represented by attaching oligosaccharide molecules onto spike proteins
(S). Oligosaccharide composition was set to be equal to that of Ortho-
myxoviridae: for each spike protein molecule (S), 14 000 Da of oligo-
saccharides was added, composed of mannose and N-acetyglucosamine
residues in a ratio of 5:2 (C46H76O35N2, molar mass 1217 Da) (Kuroda
et al., 1990).

NCðCHÞ¼ cðglycolipidsÞ ⋅ 6þ cðSÞ ⋅ 46 ⋅ 14000
1217

(15a)

NHðCHÞ¼ cðglycolipidsÞ ⋅ 10þ cðSÞ ⋅ 76 ⋅ 14000
1217

(15b)

NOðCHÞ¼ cðglycolipidsÞ ⋅ 5þ cðSÞ ⋅ 35 ⋅ 14000
1217

(15c)

NNðCHÞ¼ cðSÞ ⋅ 2 ⋅ 14000
1217

(15d)

where NJ (CH) is the number of atoms of element J in the virion coming
from non-nucleic acid carbohydrates. The total mass of non-nucleic acid
carbohydrates in the virion was found using the equation

mðCHÞ¼ 1
NA

h
162

g
mol

⋅NðglycolipidsÞþ 14 000
g
mol

⋅ cðSÞ
i

(16)

2.1.5. Complete virus composition
The total number of atoms in the virion is the sum of contributions

from the four classes of molecules

NJðVirusÞ¼ NJðNAÞþNJðProtÞþNJðLipÞ þ NJðCHÞ (17)

The results are presented in Table 4. The empirical formula or UCF of
the virus has the form CHnHOnONnNPnPSnS, where nJ is the number of
moles of element J in the virus UCF and can be found using the equation

nJ ¼ NJðVirusÞ
NCðVirusÞ (18)

The total mass of the virion is similarly calculated as

mðVirusÞ¼mðNAÞþmðProtÞþmðLipÞ þ mðCHÞ (19)

The mass fractions of each of the molecular constituents are calcu-
lated using the equations
Table 4. Total number of atoms constituting viruses, obtained by the atom counti
(nucleocapsid þ envelope) and the nucleocapsid. The last column presents the molar m

Name Total atoms per virion

C H O N

SARS-CoV-2: Entire virus 1.010Eþ07 1.656Eþ07 2.881Eþ06 2.3

SARS-CoV-2: Nucleocapsid 4.951Eþ06 7.778Eþ06 1.709Eþ06 1.5

MERS: Entire virus 1.014Eþ07 1.654Eþ07 2.875Eþ06 2.2

MERS: Nucleocapsid 4.938Eþ06 7.697Eþ06 1.669Eþ06 1.5

SARS: Entire virus 1.011Eþ07 1.654Eþ07 2.883Eþ06 2.3

SARS: Nucleocapsid 4.983Eþ06 7.807Eþ06 1.717Eþ06 1.5

5

wðNAÞ¼ mðNAÞ
mðVirusÞ (20a)
wðProtÞ¼ mðProtÞ
mðVirusÞ (20b)

wðLipÞ¼ mðLipÞ
mðVirusÞ (20c)

wðCHÞ¼ mðCHÞ
mðVirusÞ (20d)

Similarly, the total number of atoms element J in the nucleocapsid is
the sum of atoms of J coming from the nucleic acid, NJ (NA), and all the
nucleoproteins (N), NJ(N).

NJðNucleocapsidÞ¼ NJðNAÞ þ NJðNÞ (21)

The coefficients in the nucleocapsid UCF, nnucleocapsid, J, can be found
from the equation

nnucleocapsid; J ¼ NJðNucleocapsidÞ
NCðNucleocapsidÞ (22)

The total mass of the nucleocapsid is

mðNucleocapsidÞ¼mðNAÞþ cðNÞ ⋅ mprðNÞ (23)

The mass fractions of nucleic acid, wnucleocapsid (NA), and proteins in
the nucleocapsid, wnucleocapsid (Prot), are

wnucleocapsidðNAÞ¼ mðNAÞ
mðNucleocapsidÞ (24a)

wnucleocapsidðProtÞ¼ cðNÞ mprðNÞ
mðNucleocapsidÞ (24b)

Themolecular mass of the virus is determined by adding themasses of
each element in the virus

MrðvirusÞ¼
X
J

NJðvirusÞ AJ (25a)

MrðNucleocapsidÞ¼
X
J

NJðNucleocapsidÞ AJ (25b)

where NJ is the number of atoms of element J and AJ is the molar mass of
element J.
2.2. Thermodynamic properties of live matter

Based on the determined elemental composition, standard thermo-
dynamic properties of SARS, MERS and SARS-CoV-2 were determined
(the standard state is defined as dry virus particles at a temperature of
298.15 K and pressure of 101.3 kPa). The main product of growth of any
ng method. For each virus, the number of atoms is given for the entire virion
ass of entire virions, in Daltons. The molar masses of all three viruses are similar.

P S Total Molar mass (Da)

25Eþ06 6.523Eþ04 3.804Eþ04 3.197Eþ07 2.200Eþ08

47Eþ06 2.990Eþ04 1.658Eþ04 1.603Eþ07 1.178Eþ08

87Eþ06 6.569Eþ04 4.595Eþ04 3.195Eþ07 2.200Eþ08

16Eþ06 3.012Eþ04 1.658Eþ04 1.587Eþ07 1.165Eþ08

40Eþ06 6.511Eþ04 4.151Eþ04 3.198Eþ07 2.203Eþ08

73Eþ06 2.975Eþ04 1.658Eþ04 1.613Eþ07 1.187Eþ08
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organism are biological molecules and structures, which are contained in
the organism's dry matter. Thus, organism dry matter is the main con-
stituent of an organism and will in the further text be denoted as live
matter. There are two ways to determine standard thermodynamic
properties of live matter: Battley and Roels methods. In the Battley
method, standard enthalpy of formation and standard molar entropy are
determined using the Patel-Erickson and Battley equations, respectively.
These are then combined to determine standard Gibbs energy of forma-
tion. In the Roels method, Gibbs energy is determined directly, using the
Roels equation. Thermodynamic properties of SARS, MERS and SARS-
CoV-2 were determined using both methods. Since the Battley method
is more accurate (Von Stockar and Liu, 1999), all the presented results
(Sections 3.1, 3.2 and 3.3.1) are based on it. The Roels method was used
to see whether changing the method of estimating thermodynamic
properties has influence on the conclusions (Section 3.3.2). The un-
certainties in determining thermodynamic properties are 5.36% for
Patel-Erickson (Popovic, 2019) and 19.7% for Battley equation (Battley,
1999; Popovic, 2019).

2.2.1. Battley method
Standard enthalpy of formation of live matter, ΔfH⁰(bio), was calcu-

lated from its standard molar enthalpy of combustion, ΔCH⁰,

Δf H0ðbioÞ¼ nCΔf H0ðCO2Þ þ 1
2
nHΔf H0ðH2OÞ þ 1

4
nPΔf H0ðP4O10Þ

þ nSΔf H0ðSO3Þ þ 1
2
nNaΔf H0ðNa2OÞ þ 1

2
nKΔf H0ðK2OÞ þ nMgΔf H0ðMgOÞ

þ nCaΔf H0ðCaOÞ þ nClΔf H0ðHClÞ � ΔCH0

(26)

where nJ is the number of atoms of element J in the live matter empirical
formula, bio denotes live matter, and ΔfH⁰(X) is standard enthalpy of
formation of substance X (Patel and Erickson, 1981; Battley, 1998). ΔCH⁰
was calculated from the Patel-Erickson equation

ΔCH0 ¼ � 111:14
kJ
mol

⋅ ð4 nC þ nH � 2 nO � 0 nN þ 5 nP þ 6 nSÞ (27)

where the term in the parentheses represents the number of electrons
transferred to oxygen during complete combustion of live matter (Patel
and Erickson, 1981; Battley, 1998). Next, standard molar entropy, S⁰m
(bio), of live matter was calculated using the Battley equation (Battley,
1999)

SomðbioÞ¼ 0:187
X
J

SomðJÞ
aJ

nJ (28)

where nJ is the number of atoms of element J in the empirical formula of
the live matter, S⁰m(J) is standardmolar entropy of element J and aJ is the
number of atoms per molecule of element J in its standard state elemental
form. Standard molar entropy of formation of live matter, ΔfS⁰(bio), was
calculated using the equation (Battley, 1999)

Δf S0ðbioÞ¼ � 0:813
X
J

SomðJÞ
aJ

nJ (29)

Finally, standard Gibbs energy of formation of live matter, ΔfG⁰(bio),
was found through the equation

Δf G0ðbioÞ¼Δf H0ðbioÞ � T Δf S0ðbioÞ (30)

where T is temperature.

2.2.2. Roels method
Gibbs energy of live matter can be determined directly using the Roels

equation. The Roels equation is analogous to the Patel-Erickson equation,
giving standard Gibbs energy of combustion, ΔCG⁰, of live matter
6

ΔCG0 ¼ � 86:6
kJ
mol

� 94:4
kJ
mol

⋅ ð4 nC þ nH � 2 nO � 0 nN þ 5 nP þ 6 nSÞ

(31)

where E is the number of electrons transferred to oxygen during com-
bustion to CO2(g), H2O(l), N2(g), P4O10(s) and SO3(g) (Roels, 1983; Von
Stockar and Liu, 1999). ΔCG⁰ is then converted into standard Gibbs en-
ergy of formation of live matter, ΔfG⁰(bio), using an equation analogous
to Eq. (26).

Δf G0ðbioÞ¼ nCΔf G0ðCO2Þ þ 1
2
nHΔf G0ðH2OÞ þ 1

4
nPΔf G0ðP4O10Þ

þ nSΔf G0ðSO3Þ þ 1
2
nNaΔf G0ðNa2OÞ þ 1

2
nKΔf G0ðK2OÞ þ nMgΔf G0ðMgOÞ

þ nCaΔf G0ðCaOÞ þ nClΔf G0ðHClÞ � ΔCG0

(32)

The Roels Battley methods are complementary ways of finding Gibbs
energy of formation of live matter. However, the Battley equation was
calibrated on a better dataset than the Roels equation, making it more
precise (Von Stockar and Liu, 1999). Thus, all results presented in Ta-
bles 5 and 6, are based on the Battley method. The Roels method was
used to make a parallel calculation ofΔfG⁰(bio), to determine whether the
conclusions of this research are dependent on the method used to find
live matter thermodynamic properties.

2.3. Growth stoichiometry and thermodynamics

In this research, a growth medium was chosen that resembles human
blood. The main source of N and S, and partly C is an equimolar mixture
of amino acids, with the empirical formula CH1.7978O0.4831N0.2247S0.0225.
The remaining C comes from carbohydrates with the empirical formula
CH2O. The source of P is the hydrogen phosphate ion HPO4

2-, while the
sources of inorganic ions are Naþ, Kþ, Mg2þ, Ca2þ and Cl�. Since S in
amino acids come in a quantity greater than needed for growth, the
excess S is removed as the SO4

2- ion. The pH of the growth mixture is
regulated by the bicarbonate buffer. Thus, the general unbalanced
growth reaction has the form

CH1.7978O0.4831N0.2247S0.0225þ CH2OþO2 þ HPO4
2-þ HCO3

- þ Naþ þ Kþ þ
Cl� → (Bio) þ SO4

2- þ H2O þ H2CO3 (33)

where Bio denotes live matter. The stoichiometric coefficients are given
in Table 7.

The term live matter refers to viruses and their host cells. Growth
reaction thermodynamic parameters, including standard enthalpy of
growth, ΔrH⁰, standard entropy of growth, ΔrS⁰, and standard Gibbs en-
ergy of growth, ΔrG⁰, were calculated using the principles of thermo-
chemistry [Atkins and de Paula, 2014, 2011]. Growth reaction
thermodynamic parameters were calculated using the equations

ΔrH0 ¼
X

products

ν Δf H0 �
X

reactants

ν Δf H0 (34)

ΔrS0 ¼
X

products

ν Som �
X

reactants

ν Som (35)

ΔrG0 ¼
X

products

ν Δf G0 �
X

reactants

ν Δf G0 (36)

where ν0s are stoichiometric coefficients of species participating the re-
action (Atkins and de Paula, 2014, 2011).

2.4. Uncertainties

Thermodynamic properties (ΔfH⁰(bio), S⁰m (bio) and ΔfG⁰(bio)) were
determined from elemental composition using empirical relations and
thus have some uncertainty. ΔCH⁰ was found using the Patel-Erickson



Table 5. Standard thermodynamic properties of formation and growth of SARS, MERS and SARS-CoV-2. The thermodynamic properties of formation of Lung – pa-
renchyma were taken from (Popovic and Minceva, 2020b) and [Woodard and White, 1986], respectively.

Name Formation Growth

ΔfH⁰bio (kJ/C-mol) S⁰m,bio (J/C-mol K) ΔfG⁰bio (kJ/C-mol) ΔrH⁰ (kJ/C-mol) ΔrS⁰ (J/C-mol K) ΔrG⁰ (kJ/C-mol)

SARS-CoV-2: Entire virus -64.7 � 30.5 30.7 � 6.1 -24.8 � 32.3 -4.8 � 60.1 6.9 � 13.2 -6.9 � 64.0

SARS-CoV-2: Nucleocapsid -75.9 � 29.4 32.5 � 6.4 -33.7 � 31.3 -233.4 � 59.0 -37.7 � 13.6 -222.2 � 63.0

MERS: Entire virus -63.8 � 30.5 30.5 � 6.0 -24.3 � 32.3 -5.2 � 60.1 7.7 � 13.2 -7.5 � 64.0

MERS: Nucleocapsid -73.9 � 29.4 32.1 � 6.3 -32.3 � 31.3 -218.8 � 59.0 -34.8 � 13.5 -208.5 � 63.0

SARS-1: Entire virus -64.5 � 30.5 30.7 � 6.1 -24.7 � 32.3 -4.5 � 60.1 6.6 � 13.2 -6.5 � 64.0

SARS-1: Nucleocapsid -75.6 � 29.4 32.5 � 6.4 -33.5 � 31.3 -242.0 � 58.9 -39.2 � 13.6 -230.3 � 63.0

Lung - parenchyma -65.6 � 30.7 31.4 � 6.2 -24.9 � 32.6 -50.5 � 60.3 -2.8 � 13.4 -49.8 � 64.3

Table 6. The influence of uncertainty on the conclusions of this research. The column “Worst-case ΔrG⁰” contains uncertainty combinations that are the most unfa-
vorable for the conclusions of this research: the Gibbs energies of growth of viruses was increased by the error, making them less negative, while that of the host tissue
was decreased to make it more negative.

Name ΔrG⁰ (kJ/C-mol) Worst-case ΔrG⁰ (kJ/C-mol)

SARS-CoV-2: Entire virus -6.9 � 64.0 57.2

SARS-CoV-2: Nucleocapsid -222.2 � 63.0 -159.2

MERS: Entire virus -7.5 � 64.0 56.5

MERS: Nucleocapsid -208.5 � 63.0 -145.5

SARS-1: Entire virus -6.5 � 64.0 57.5

SARS-1: Nucleocapsid -230.3 � 63.0 -167.4

Lung - parenchyma -49.8 � 64.3 -114.1

Table 7. Growth stoichiometries of SARS, MERS and SARS-CoV-2 viruses, and their host tissue. The coefficients given in this table are for reaction (1). (Bio) represents
the UCF of live matter, the composition of which is given in Table 3.

Name Reactants → Products

Amino acid CH2O O2 HPO4
2- HCO3

- Naþ Kþ Cl- Bio SO4
2- H2O H2CO3

SARS-CoV-2: Entire virus 1.0238 0.0098 0.0000 0.0065 0.0256 0.0000 0.0000 0.0000 → 1 0.0192 0.0674 0.0591

SARS-CoV-2: Nucleoprotein 1.3905 0.0000 0.4937 0.0060 0.0437 0.0000 0.0000 0.0000 → 1 0.0279 0.0551 0.4342

MERS: Entire virus 1.0035 0.0349 0.0000 0.0065 0.0231 0.0000 0.0000 0.0000 → 1 0.0180 0.0748 0.0615

MERS: Nucleoprotein 1.3657 0.0000 0.4623 0.0061 0.0425 0.0000 0.0000 0.0000 → 1 0.0273 0.0644 0.4081

SARS-1: Entire virus 1.0302 0.0016 0.0000 0.0064 0.0252 0.0000 0.0000 0.0000 → 1 0.0190 0.0683 0.0570

SARS-1: Nucleoprotein 1.4047 0.0000 0.5121 0.0060 0.0445 0.0000 0.0000 0.0000 → 1 0.0282 0.0553 0.4492

Lung - parenchyma 1.1266 0.0000 0.1070 0.0074 0.0206 0.0100 0.0059 0.0097 → 1 0.0146 0.0661 0.1472
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equation, the uncertainty of which is 5.36% (Popovic, 2019). The
determined ΔCH⁰ values were then subtracted from standard enthalpies
of formation of oxides (Eq. (26)) to find ΔfH⁰(bio). Since standard en-
thalpies of formation of oxides were precisely determined by experiment
(more details in (Chase, 1998)), they have a negligible error compared to
that in ΔCH⁰. Thus, the uncertainty in standard enthalpy of formation of
live matter, δ(ΔfH⁰(bio)), is equal to the error in ΔCH⁰.

δ
�
Δf H0ðbioÞ�¼ 0:0536 ⋅

����

� 111:14
kJ
mol

ð4 nC þ nH � 2 nO � 0 nN þ 5 nP þ 6 nSÞ
���� (37)

S⁰m (bio) was determined using the Battley equation, which was
calibrated on a wide range of organic molecule and live matter data
(Battley, 1999). The uncertainty in estimation of entropy using the Bat-
tley equation is 2% for dry matter and 19.7% for hydrated matter (Bat-
tley, 1999). Therefore, the uncertainty in standard molar entropy of live
matter, δ(S⁰m (bio)), is
7

δ S0mðbioÞ ¼ 0:197 ⋅ S0mðbioÞ (38)

� �

ΔfS⁰(bio) is the entropy of the reaction

nc C þ ½ nH H2 þ ½ nO O2 þ ½ nN N2 þ nP P þ nS S þ nNa Na þ nK K þ nMg

Mg þ nCa Ca þ ½ nCl Cl →
CnCHnHOnONnNPnPSnSNanNaKnKMgnMgCanCaClnCl (39)

and is defined as the difference in S⁰m (bio) and standard molar en-
tropies of the elements, which have been determined with great accuracy
by experiment (Chase, 1998). Thus, the uncertainty in ΔfS⁰(bio) is equal
to that in S⁰m (bio) (Popovic, 2019).

ΔfH⁰(bio) and ΔfS⁰(bio) are used to find ΔfG⁰(bio). Therefore, the un-
certainty in the standard Gibbs energy of formation of live matter,
δ(ΔfG⁰(bio)), is (Popovic, 2019)

δ
�
Δf G0ðbioÞ�¼ δ

�
Δf H0ðbioÞ�þ TΔδ

�
S0mðbioÞ

�
(40)

Finally, the uncertainty in ΔfG⁰(bio) is equal to that in ΔrG⁰, since it is
the greatest source of uncertainty in its determination. ΔrG⁰ is deter-
mined using Eq. (36), as the difference of ΔfG⁰ values of reactants and
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products. The ΔfG⁰ values of all reaction participants, except for live
matter have been determined with great accuracy by experiment (Chase,
1998). Thus, uncertainty in Gibbs energy of growth, δ(ΔrG⁰), is equal to
δ(ΔfG⁰(bio)). Similarly, δ(ΔrH⁰) and δ(ΔrS⁰) are equal to δ(ΔfH⁰(bio)) and
S⁰m (bio), respectively.

3. Results and discussion

3.1. Elemental composition and thermodynamic properties of SARS, MERS
and SARS-CoV-2

Wimmer (2006) persuasively portrays viruses as chemicals. Using the
methodology described above, elemental and molecular composition of
SARS, MERS and SARS-CoV-2 were calculated and are given in Table 8.
The empirical formulas of entire virions are SARS
CH1.6362O0.2852N0.2315P0.0064S0.0041, MERS CH1.6308O0.2835N0.2255
P0.0065S0.0045, and SARS-CoV-2 CH1.6390O0.2851N0.2301P0.0065S0.0038. The
empirical formulas of nucleocapsids only are SARS
CH1.5668O0.3446N0.3157P0.0060S0.0033, MERS CH1.5586O0.3380N0.3069
P0.0061S0.0034 and SARS-CoV-2 CH1.5708O0.3452N0.3125P0.0060S0.0033. Thus,
there is a difference in empirical formulas of both the nucleocapsids and
entire viruses between SARS,MERS and SARS-CoV-2. For comparison, the
empirical formulas of other classes of organisms are: bacteria
CH1.7O0.4N0.2, fungi CH1.7O0.5N0.1, algae CH1.7O0.5N0.1 (Popovic, 2019)
and human soft tissue average CH1.7296O0.2591N0.1112P0.0134S0.0030-
Na0.0027K0.0031Ca0.0173Cl0.0018 (Popovic and Minceva, 2020a). The
empirical formulas are similar to those of other classes of organisms.

Based on the calculated elemental compositions, growth stoichiom-
etry and standard thermodynamic properties of formation of the three
viruses were determined, which are given in Tables 5 and 7, respectively.
Moreover, these were used to find standard thermodynamic properties of
growth, which are given in Table 5.

Standard molar entropies of live matter are around 30 J/C-mol K
(Table 5), laying between that of graphite, 5.740 J/mol K, and carbon in
gaseous state, 158.10 J/mol K (Atkins and de Paula, 2014). This indicates
that the mobility of C atoms in live matter is greater than in graphite, but
lower than in the gaseous state.
3.2. Thermodynamic properties and virus multiplication

SARS, MERS and SARS-CoV-2 cause respiratory infections. As all
other viruses, they are obligatory intracellular parasites. The processes of
replication, transcription and translation of viruses compete with meta-
bolic processes of the host cell. Thus, it is necessary to know Gibbs en-
ergies of growth of the host tissue. The Gibbs energies of formation and
growth of lung parenchymal tissue (Popovic and Minceva, 2020a) is
given in Table 5. It can be seen that the Gibbs energy of growth of nu-
cleocapsids of all three viruses is significantly more negative than Gibbs
energy of growth of the host tissue. Due to this, the viruses are able to
Table 8. Elemental and molecular compositions per C-mole of SARS, MERS and SARS
where nH, nO, nN, nP and nS are coefficients given in this table. The elemental and mole
2020b) and (Woodard and White, 1986), respectively.

Name Elemental composition

nH nO nN nP

SARS-CoV-2: Entire virus 1.6390 0.2851 0.2301 0.0065

SARS-CoV-2: Nucleocapsid 1.5708 0.3452 0.3125 0.0060

MERS: Entire virus 1.6308 0.2835 0.2255 0.0065

MERS: Nucleocapsid 1.5586 0.3380 0.3069 0.0061

SARS-1: Entire virus 1.6362 0.2852 0.2315 0.0064

SARS-1: Nucleocapsid 1.5668 0.3446 0.3157 0.0060

Lung - parenchyma 1.6268 0.2836 0.2532 0.0074
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hijack cellular metabolism and their components are synthesized at a
greater rate than those of the host. Notice that the highly negative Gibbs
energies of growth indicate a great driving force for viral multiplication.

Multiplication rate of a virus is analogous to its growth reaction rate,
r, which is proportional to the Gibbs energy of growth, ΔrG, the Gibbs
energy change of reaction (33)

r¼ � L
T
ΔrG (41)

where L is a constant (phenomenological coefficient) and T is tempera-
ture (Demirel, 2014, p. 149), a relationship that has been applied to
multiplication of microorganisms (Von Stockar, 2014, p. 416; Demirel,
2014, p. 407; Westerhoff et al., 1982; Hellingwerf et al., 1982), including
viruses (Popovic and Minceva, 2020a). The exponential dependence of
reaction rate on temperature is contained in L (Demirel, 2014). However,
physiological processes occur in a very narrow temperature range. Thus,
physiological temperature of a species can be assumed to be constant.
The L constant also includes the influence of various kinetic factors, such
as enzymes that lower activation energies.

Gibbs energy of growth, ΔrG, is the Gibbs energy change when live
matter is formed from nutrients, as in reaction (33). ΔrG should not be
confused with Gibbs energy of formation of live matter, ΔfG, the change
in Gibbs energy when live matter is formed from elements. The elements
here are just a reference state, which is used because there is no way of
knowing the absolute Gibbs energies of substances (Atkins and de Paula,
2011). Thus, ΔfG is a property of live matter, independent of the envi-
ronment in which it grows, whileΔrG is a property of the growth process.

Gibbs energy of growth depends on the chemical nature of the or-
ganism and the growth medium. However, it is also influenced by con-
ditions in the medium, in particular on temperature, reactant and
product concentrations, and intermolecular forces between reaction
participants. The dependence is given by the equation

ΔrG¼ΔrG0 þ RgT lnðQÞ (42)

where ΔrG⁰ is the standard Gibbs energy of growth, Rg the universal gas
constant, while Q is the reaction quotient (Atkins and de Paula, 2014).
The first term, ΔrG⁰, describes the chemical properties of the organism
and the growthmedium (Atkins and de Paula, 2014). The second term on
the right hand side describes the influence of the conditions in the me-
dium through the reaction quotient, Q, which is defined as

Q¼
Q

productsðCi ⋅ γiÞνiQ
reactantsðCi ⋅ γiÞνi

(43)

where Ci, γi and νi are concentration, activity coefficient and stoichio-
metric coefficient of substance i, respectively (Atkins and de Paula,
2014). However, the focus of this research is comparison of driving forces
of growth of viruses and their host cells. Viruses and their host cells are
-CoV-2. The general unit carbon formula (UCF) has the form CHnHOnONnNPnPSnS,
cular composition of Lung – parenchyma were taken from (Popovic and Minceva,

Molecular composition

nS Nucleic acid Proteins Lipids Non-RNA carbohydrates

0.0038 4% 77% 17% 2%

0.0033 8% 92% 0% 0%

0.0045 4% 77% 17% 2%

0.0034 8% 92% 0% 0%

0.0041 4% 77% 17% 2%

0.0033 8% 92% 0% 0%

0.0107 <5% 88.1% 6.7% <5%
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subjected to the same environment, but they differ in chemical compo-
sition. Thus, the principal difference in Gibbs energies of growth of vi-
ruses and their host cells comes from the difference in their chemical
composition, which is quantified by ΔrG⁰. Thus, in this work ΔrG in Eq.
(41) can be approximated with ΔrG⁰ values of viruses and their host cells
(Von Stockar, 2014),

r� � L
T
ΔrG0 (44)

By comparing growth reaction rates of viruses and their host tissues,
their ratio, R, is greater than one (Popovic and Minceva, 2020a)

R¼ rðvirusÞ
rðhost tissueÞ ¼

ΔrG0ðvirusÞ
ΔrG0ðhost tissueÞ (45)

Since viruses and their host perform transcription, translation and
replication at the same temperature and using the same cellular ma-
chinery, T and L are the same for both. Viruses do not possess their own
multiplication machinery and must use that of their host. The process of
transcription, translation and replication is identical in a virus and its
host. Therefore, virus and its host cell share the same phenomenological
coefficient L. R indicates the ratio between the growth (multiplication)
rate of the virus and growth rate of the host cell (Popovic and Minceva,
2020a). The fact that R > 1 leads to the conclusion that in the compe-
tition of metabolic processes of viruses and their hosts, the virus will
dominate (Popovic and Minceva, 2020a). Thus, viral multiplication will
dominate over the metabolism of the infected tissue.

By performing its life cycle, a virus performs several chemical pro-
cesses: binding of the virus to the receptor on the cell surface, tran-
scription, replication, translation and self-assembly (Popovic and
Minceva 2020a). Within self-assembly, new virions are formed from
replicated RNA and synthesized nucleoproteins. However, the envelope
originates from the host cell membrane. The rate of each of the
mentioned chemical processes depends on their Gibbs energy, because
the host cell and virus use the same metabolic machinery and are at the
same temperature (Popovic and Minceva, 2020a). Since the envelope
originates from the host cell, during self-assembly, the virus passively
takes it from the host cell. Thus, the model suggested here focuses on
determination of Gibbs energy of the nucleocapsid, since it is formed in
self-assembly processes from components coded in the viral nucleic acid.
However, Gibbs energies of formation and growth were determined both
for the nucleocapsid and the entire virion. Based on the data in Table 5,
the R-values for nucleocapsids were found to be 4.6 for SARS, 4.2 for
MERS and 4.5 for SARS-CoV-2. The nucleocapsids of all three viruses
have similar R-values.

The R-values were calculated comparing Gibbs energies of growth of
nucleocapsids and host cells, because only nucleocapsids are formed in a
chemical process, involving polymerization and self-assembly. On the
other hand, entire virions are formed in the physical process of budding,
from the already present nucleocapsid and cell membrane. The cell
membrane is not synthesized during budding. It is already there, syn-
thesized by the host cell, and is taken by the virion. R relates to the
synthesis process and is thus not directly related to budding.

3.3. The influence of assumptions on the results

The discussion above rests on two assumptions: the Battley method
for estimating thermodynamic properties of live matter and approxi-
mating Gibbs energy of growth with standard Gibbs energy of growth.
The influence of these assumptions on the results is considered in this
section. The discussion begins with the uncertainty in thermodynamic
properties. Then, it is considered whether the results are dependent on
the method used to find thermodynamic properties. Finally, the influence
of approximating ΔrG with ΔrG⁰ is considered.
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3.3.1. The influence of uncertainties
Uncertainties in the determined Gibbs energies of growth were

calculated as described in Section 2.4. and are presented in Table 5. Their
influence on the results of this research is analyzed in Table 6. The most
unfavorable combination of uncertainties was considered. The Gibbs
energies of growth of the viruses were increased by the uncertainty,
making them less negative. On the other hand, the Gibbs energy of
growth of the host tissue was decreased by the uncertainty, making it
more negative. As can be seen, Gibbs energy of growth of the host tissue
remains more negative that of the virus nucleocapsids.

The trend in the R-values is also preserved. To repeat, the original
R-values were found to be 4.6 for SARS, 4.2 for MERS and 4.5 for
SARS-CoV-2, while those of entire virions are 0.13 for SARS, 0.15 for
MERS and 0.14 SARS-CoV-2. The worst-case R-values for virus nucle-
ocapsids are 1.5 for SARS, 1.3 for MERS and 1.4 for SARS-CoV-2. The
worst-case R-values for entire virions are -0.50 for SARS, -0.50 for
MERS and -0.50 for SARS-CoV-2. The R-values of entire virions are
negative, because their ΔrG⁰ is only slightly negative and adding
maximum uncertainty makes them positive, while that of the host
tissue remain negative. However, this does not represent a problem for
virus multiplication. The R-values of the nucleocapsids are greater than
unity. Thus, virus nucleocapsid synthesis in the cytoplasm dominates
over that of host cell components. Once a nucleocapsid is formed, it
takes a part of the already existing cell membrane as its envelope,
during the budding process, and leaves the cell. Since virions are
constantly leaving the cell by budding, the process is shifted towards
the products – budding of new virions.

3.3.2. The influence of thermodynamic property models
Gibbs energy of formation and growth of the three viruses and their

host tissue have been calculated using the Battley and Roels methods
(Section 2.2.), to see whether changing the thermodynamic properties
model will have influence of the conclusions. The results are presented in
Table 9 and Figure 3. As can be seen from Figure 3a, both models give
very similar Gibbs energies of formation for both the viruses and their
host tissue. Figure 3b shows a comparison of Gibbs energies of growth
based on the two models. For higher values of ΔrG⁰ the results are very
similar, a slight discrepancy appears at lower ΔrG⁰ values, due to sub-
traction of large numbers. However, Table 9 shows that for both models,
ΔrG⁰ of virus nucleocapsids is more negative than that of the host tissue.
Thus, changing the thermodynamic property model has no influence on
the results of this research.

3.3.3. The influence of reaction quotient Q
In the discussion above ΔrG was approximated with ΔrG⁰, simpli-

fying Eqs. (41), (42), (43), and (44). To find the influence of this
approximation, ΔrG was calculated using Eqs. (42) and (43), and
compared to ΔrG⁰. The concentrations of substances in reaction (33)
were taken from the literature (Fuggle, 2018; Blinn et al., 2006):
amino acids 2.76 mol/dm3 (total blood protein 70 g/l, molar mass
25.39 g/C-mol), CH2O 0.036 mol/dm3 (blood glucose 6 mmol/l), O2
14 kPa, HPO4

2- 0.0012 mol/dm3, HCO3
- 0.025 mol/dm3, Naþ 0.14

mol/dm3, Kþ 0.0042 mol/dm3, Cl� 0.1 mol/dm3, SO4
2- 3.2 ∙ 10�5

mol/dm3, and CO2 5 kPa. The stoichiometric coefficients were taken
from Table 7, while the activity coefficients were assumed to be 1
(activity coefficients make a correction for Q, which is itself a
correction for ΔrG⁰). The results are summarized in Table 10.

From the data in Table 10, it can be seen that approximating ΔrGwith
ΔrG⁰ does not influence the main conclusions of this research. The
correctionmade by theQ-term in Eq. (42) is 2% for the nucleocapsids and
6% for the host tissue, while for entire virions it goes up to 32%, due to
their small ΔrG value. However, the trend in the ΔrG values is preserved:
nucleocapsids have a much more negative Gibbs energy of growth than



Table 9. Comparison of Gibbs energies of formation and growth calculated using the Battley and Roels methods.

Name Formation Growth

ΔfG⁰Battley (kJ/C-mol) ΔfG⁰Roels (kJ/C-mol) Relative deviation ΔrG⁰Battley (kJ/C-mol) ΔrG⁰Roels (kJ/C-mol) Relative deviation

SARS-CoV-2: Entire virus -24.84 -24.17 -2.7% -6.9 -6.2 -9.7%

SARS-CoV-2: Nucleocapsid -33.73 -33.85 0.4% -222.2 -222.4 0.1%

MERS: Entire virus -24.28 -23.52 -3.1% -7.5 -6.7 -10.2%

MERS: Nucleocapsid -32.26 -32.22 -0.1% -208.5 -208.4 0.0%

SARS-1: Entire virus -24.68 -24.05 -2.5% -6.5 -5.9 -9.6%

SARS-1: Nucleocapsid -33.46 -33.64 0.5% -230.3 -230.5 0.1%

Lung - parenchyma -24.94 -25.37 1.7% -49.8 -50.2 0.9%

Figure 3. Comparison of Gibbs energies of (a) formation and (b) growth, calculated using the Battley and Roels methods.

Table 10. Influence of the reaction quotient on Gibbs energy of growth. The table compares the influences of standard Gibbs energy of growth, ΔrG⁰, and the reaction
quotient Q on Gibbs energy of growth, ΔrG. The last column %Q contains the relative size of the correction to ΔrG made by Q, calculated as (%Q) ¼ [ RgT ln(Q) ]/ΔrG.
Also, notice that the size of the correction RgT ln(Q) is in all cases lower than the uncertainty in ΔrG⁰ (Table 5).

Name Q ΔrG⁰ (kJ/C-mol) RgT ln(Q) (kJ/C-mol) ΔrG (kJ/C-mol) %Q

SARS-CoV-2: Entire virus 0.289 -6.890 -3.077 -9.967 31%

SARS-CoV-2: Nucleocapsid 0.169 -222.236 -4.413 -226.648 2%

MERS: Entire virus 0.320 -7.491 -2.827 -10.318 27%

MERS: Nucleocapsid 0.176 -208.466 -4.313 -212.779 2%

SARS-1: Entire virus 0.281 -6.545 -3.143 -9.688 32%

SARS-1: Nucleocapsid 0.165 -230.342 -4.468 -234.810 2%

Lung - parenchyma 0.269 -49.758 -3.252 -53.009 6%
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the host tissue. Moreover, the absolute size of the RgT ln(Q) terms is much
lower than the uncertainty in ΔrG⁰ (Table 5). Therefore, approximating
Eq. (41) with Eq. (44) seems to be a reasonable assumption.

3.4. Outlook

Pathogenicity (capacity of a microbe to cause damage on affected
cell/tissue) of viruses is a consequence of more efficient multiplication of
a virus compared to its host cell. Multiplication of viruses leads to cell and
tissue damage (Albrecht et al., 1996). Decrease in multiplication rate
leads to decreased production and accumulation, as well as less cell and
tissue damage. This leaves the organism enough time to develop an im-
mune response, with less tissue damage and milder clinical symptoms.
Examples are the BCG (artificially designed) and Jenner (designed by
nature) vaccine, attenuated vaccines capable of making local inflamma-
tory changes followed by a general development of immune response.
10
Moreover, Human diploid cell rabies vaccines are made using the
attenuated Pitman-Moore L503 strain of the virus, while the purified
Vero cell rabies vaccine uses the attenuated Wistar strain of the rabies
virus (WHO, 2018).

Virulence represents a pathogen's or microbe's ability to infect or
damage a host. Virulence factors allow a virus to enter its host, replicate,
modify host defenses (in multicellular host organisms) and spread within
a multicellular host (Flint et al., 2009). Entrance into a host and repli-
cation capability (ability to replicate more efficiently than the host cell)
are chemical reactions governed by change in thermodynamic proper-
ties, i.e. Gibbs energy. Thus, if Gibbs energy of growth of an attenuated
virus strain is made less negative, it is possible to decrease its rate of
binding to the specific receptor or its replication rate. Thus, the result of
Gibbs energy increase is the decrease in virulence of the attenuated virus.
If the Gibbs energy of growth of the virus is less negative than that of its
host tissue, then the virus loses its virulence. If the attenuated virus strain
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loses its virulence and keeps its antigenic properties, it can become an
attenuated vaccine. Since the attenuated strain has a lower multiplication
rate, it is not capable of destroying the host cell. Thus, during vaccine
design, an attempt should be made to increase the Gibbs energy of
growth of the nucleocapsid, by changing the chemical composition of the
wild-type virus. In this way, R would be made equal to or lower than
unity.

4. Conclusions

SARS-CoV-2 (COVID-19), in addition to being a medical problem, is
also a biological and biothermodynamic phenomenon. Bio-
thermodynamics attempts to find the driving forces and mechanisms that
lead to biological phenomena. All processes in nature are a consequence
of interactions between various systems. Organisms represent thermo-
dynamic systems, while their life cycles are processes that appear as in-
teractions with the environment. If the environment, as in the case of
viruses, is another organism (human), then the interaction is infection.
The driving force for all processes in nature is Gibbs energy. In this paper,
Gibbs energies of growth of SARS, MERS and SARS-CoV-2 were
compared to those of their host. The comparison implies a great spon-
taneity of virus multiplication, leading to high virus multiplication rate.
High multiplication rate leads to formation of a great reservoir of viruses,
which enables extensive transmission through the population.
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