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The article is dedicated to the task of construction and analysis of exactly
solvable mathematical model for the mutagenesis in mitochondrial DNA
(mtDNA). We begin by demonstrating that the average amounts of all four
types of nucleotides (adenine A, guanine G, cytosine C and thymine T) is de-
termined by a system of four O.D.E.’s of first order, and that this system is
further reducible to a single linear inhomogeneous O.D.E. of third order.
Next, we classify all possible solutions to that equation and derive an explicit
general form of equilibrium (i.e. asymptotic) states of mtDNA as a function of
a mitochondrial mutational spectrum.

Paboma nocBaujena mounomy mamemMamuueckomy mMooeaupobaniio my-
maeeresa 8 mumoxonopuassiom [JTHK (mmIHK). Iokasaro, umo OuHamuka
cpedreeo koautecmba uemvipex Hykieomuood (adenuna A, eyanuna G, yumo-
suna C u mumuna T) 6 mmIIHK onucsibaemcs cucmemoil u3 uemovipex o0bik-
HoBennbix Ougbpepenyuarvnvix ypabrenuii nepboeo nopsadka, Komopsie Mo-
eym Obimb cBedeHvl k 00HOMY AUHEIHOMY HEOOHOPOOHOMY Oudbchepenyuarsiio-
My ypabuenuio mpemveeo nopaoka. KaaccugpuyupoBanst Bce BosmoxHvle munov
peuienuii 3moeo ypabrenus u Bvibeden AbBHbul Bud pabroBecHbix (Acumn-
momuueckux) cocmoanut mmIHK xakx ¢pyrxkyuyu MUmoxoHopuaisHozo my-
MAyUoHH020 chekmpa.
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1. About 2.5 billion years ago a momentous event has taken place: a free-
living o -proteobaterium has been ingested by a different cell and instead of
being digested became a symbiont for its host [1; 2]. This seemingly
innocuous affair has turned out to be extremely profitable for everyone
involved, eventually producing a new very successful lineage of cells that
we now call the eukaryotes, which now includes such magnificent offsprings
as plants, fungi and animals. The mitochondria became a sort of a power
plant, producing copious amounts of ATP molecules, that is used as an
energy source in various metabolic processes inside of a eukaryotic cell [3,
p- 547, 556]. But mitochondria play a number of other important roles in
various aspects of eukaryotic life cycles, such as initiating an apoptosis [4],
storing the calcium ions [5] and so on. Still, the mitochondria, being a
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symbiont, has retained its own mitochondrial DNA (which is usually
shortened to mtDNA), which exists and replicated independently of a
nuclear DNA. And the mtDNA is interesting in a number of ways. First of
all, it is circular, making it quite distinct from the linear nuclear DNA of
animals. Second, during the replication of mtDNA its two strands behave
very differently, as one of them (so called “heavy strand”) spends tens of
minutes (30 min to 1 hour) to grow a new complimentary chain —the other
one (the “light strand”) receiving its new chain almost immediately (see Fig.)
[6]. This disparity means that if any kind of damage occurs during the
mtDNA replication (say, due to such reactive oxygen species as peroxides or
hydroxyl radicals) — it will most certainly occur at a heavy strand, as the
one that spends more time exposed to the elements. In fact, as has been
demonstrated in [7], it is this endogenous mutational mechanism that is
responsible for a majority of mutations in the human mtDNA.
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Fig. Two proposed mechanisms of replication of mtDNA.
The evidences suggest that the strand-displacement (the upper one)
is the correct one. (Adapted from [6])

Hence, we end up with a very interesting observation. Suppose we want
to study the mutagenesis of mtDNA — for example, to use it as an indicator
for a cellular aging [8]. Taking into account the aforementioned mtDNA
strands asymmetry, we can safely limit ourselves to describing the mutage-
nesis on heavy strand only. This in turn implies that instead of sticking to
the classical Kimura model [9; 10], originally designed for the nuclear DNA
and making no distinction between the mutagenesis of individual nucleoti-
des, we can now attempt to construct a mathematical model that accounts
for every type of nucleotide on the heavy strand separately.
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So, how shall we can study the process and the final outcome of neutral
mutagenesis of genomes characterized by strongly asymmetric replication
(not limited to mtDNA, but also including the COVID-19 RNA etc.). The
main idea would be to employ an entirely analytical model, based in the
ordinary differential equations.

For that end, let us consider a sample consisting of a neutral part of
mtDNA (either in its entirety or a part of it), and denote the total number of
the nucleotides on it by N. Next, let us denote by a, g, 7, ¢ the average
amounts of A, G, T and C nucleotides on our sample!. All of these functions
depend on time ¢.

Next, we introduce the mutation spectrum: the twelve probabilities of a
given nucleotide (say, A) to mutate to any other (i.e. to G, T or C). We will
denote these probabilities by ., where x denotes the type of an original

nucleotide and y — the new nucleotide (e.g., 7,

A > G mutation). The rate of any type of mutation (say, G > A ) is propor-

is a probability of an

tional to: a corresponding probability 7., to a time interval At (the more ti-

me has passed the more probable it will be for G to turn to A), and, finally, to
a total amount of original nucleotide (function g(t)).

Say, we want to look at the time-dependent evolution of the A nucleo-
tides. If at time t we have an average of 4(t) adenine on our sample, how
much will remain after At < 1 has passed?

In order to answer this question we have to account for both a surplus of
brand new A nucleotides, produced from G,T and C ; as well as for the re-

moval of at least some old A nucleotides by means of mutation.
This leads to the following relation:

a(t+At) = a(t)+ At r, - g(£) 41, 7(t)+1,-c(t)=(r, +1, +7,.)-a(t)]

a(t%za(t) xT, g(t)+r,-(t)+r, -c(if)—(rﬂg +7, +rﬂc)-a(t)

Naturally, if we then take a limit At — 0, then the approximate equality
will be exact (if have averaged over sufficiently many RNA’s!) and we’ll end
with an ordinary linear homogeneous differential equation of 1st order.
Repeating the same process for the remaining 3 nucleotides we’ll end up
with the following closed system of O.D.E.’s:

da

Ez _(rag +rﬂr +rﬂ€).a(t)+rga .g(t)+rm .T(t)dl_rca .C(t)’ (1)
dg
E: Tag 'a(t)_(rga e +rgﬂ)'g(t)+rfx -z‘(t)-i—?’cg 'C(t)' @)

1 Naturally, in order for our model to work the average has to be taken over suf-
ficiently many copies of COVID-19’s RNA — otherwise the functions &, g, 7,¢ will

be neither continuous nor differentiable.
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%: T -a(t)+7, -g(t)—(rm +1., +rrc)-r(t)+rﬂ c(t),
dc
EZ Ve 'a(t)+rgc 'g(t)"'rrc 'T(t)_(rf” H +r”).c(t)' @)

There are a couple of approaches one can utilize to solve the system
(1) —(4). For example, one can rewrite this system as a single matrix equation
of first order:

O N 00 2

and then look for the eigenvalues of the 4x4 matrix M (see, for example, the
brute-forcing approach provided in [11]). However, if we are going to study
all the possible modes of mutagenesis, it will be worthwhile to solve the
system (1) —(4) in general, since it will only provide us will all permissible
solutions for (1) —(4), but can also be used as an approach in the more ge-
neral case where the mutational spectrum is a function of time.

With that said, let us get back to our system. Note, that if we sum up
these four equation, we’ll have

@_ﬁ.@_ﬁ.ﬁ_ﬁ.ﬁ—o

= = a+g+rt+c=N =const, )
dt dt dt dt

which is both consistent with our expectations, and allows us to reduce the
system (1—4) to just 3 equations by simply removing one of the functions

using (5). Say, we get rid of ¢(t). Then

da

ﬁ:kll 'a(t)+k12 'g(t)+k13 'T(t)+ﬁ

d

d_(f:kzl-a(t)+k22.g(t)+k23-T(t)+f2/ ©)
d

d_;-:k?ﬂ'a(t)"*'kaz -g(t)+k33 'T(t)+f3

where f, =7,-N, f,=1,-N, fy=1,-N, and k; are the elements of matrix K:

- (rug + raz + ruc + rcu) rgﬂ - rca rm - rcﬂ
K= Te = Tog _(rgu T, T, +rcg) Too =Ty .
Tor =Tt rgt T - (rm + rrg + T + T )

At this juncture it is useful to make an additional reasonable assumption:
that the mutation spectrum is time-independent (i.e. that all rates of muta-
tion are constant). If it is true then it will be possible to reduce the resulting
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system even further — up to a single equation! For example, it is possible to
show that a(t) will satisfy the following inhomogeneous linear differential
equation of third order:

a"+r-a"+d-a'+A-a=f, 8
where 1, d, A, f >0 are all positive (!) constants that are derived from kij as
follows:

r:_(k11+k22+k33)/ )
d — kll k12 kll k13 k22 k23 , (10)
k21 k22 k31 k33 k32 k33
k 11 klZ le
A=—lky, k, kyl=—detK, (11)
k31 k32 33
.fl klZ k13
f: fz kzz kzs . (12)
f 3 k32 k33

Interestingly, the multiple r has a very simple form if we revert back
from k; to r,: it is just a sum of all 12 probabilities 7, . Unfortunately, the

remaining 3 multiples are less fortunate, and are actually easier to handle
written in the forms of determinant (10—12).

It is easy to show that the general solution of our third-order equation (8)
has a form (see, for example, [12; 13]):

a(t):a(t)+£, (13)

where i(t) is a general solution of the following linear homogeneous equa-
tion:

a"+r-a"+d-a'+A-a=0. (14)

The exact form of 4 will depend on the roots of the companion charac-
teristic equation [12; 13]:

A +r-A+d-A+A=0. (15)
There exist four possibilities (here C; denotes arbitrary constants):

1. There are 3 distinct negative real roots 4,,4,,4, <0. Then
a=C,-e"" +C,-e*" +C,-¢*" -0 when t — +.
2. There are 3 negative real roots 4,,4,,4, <0, but 4, =4,. Then

i=C,-e"" +(C,-t+C,)-¢*" — 0 when t — +owo,
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3. There are three identical negative real roots 4, =4, =4, = —% <0:

i=(C,-*+C,-t+C,)-e"* -0 when t — +.

4. There is one real negative root 4, <0 and two complex conjugate
roots A, =A+iw, 4, =A—iw, where A <0 . In this case

i=C,-e""+(C,-coswt+C, -sinmt)-e*" —0 when t — +o.

Note that in all four cases the overall behavior of the solution of (14) is
controlled by asymptotic convergence to zero for sufficiently large t>0.
Thus, given sufficiently large time, the average amount of A nucleotides will
always converge to the equilibrium state:

lima(t) :i, (16)
t—+o0 A
where
rffl rgﬂ - rCfI r‘l’ﬂ - rfﬂ
f=N- Ty —(rgu+rgr +rg£+rcg> Teg —Teg ’ (17)
rcz rgr - rcr - (rm + rzg + r‘[(‘ + rcr )
rng + Ter + Toe + T T ™ rgn P
A= Ty T Tt Ty T 1, T =T , (18)
rcz - nn 11_1 - rgr rru + rrg + rn‘ + rcr

which depend only on the total amount N of nucleotides in the sample and
the mutational spectrum. We would like to emphasize that the resulting
analytical formulas do not in any way depend on either the initial state of
the sample (i.e. on 4,,4,,¢,,7,) or on the particulars of how the equilibrium

is reached — all of that is effectively swept under a rug by the asymptotic
behavior of exponential functions in the solutions for i .

We conclude by noting that the similar approach can also be used for the
remaining three nucleotides. But the formulas for their equilibrium states
might also be very easily derived directly from (16—18). All one has to do
would be to take these formulas and simply switch the indices. For example,
the equilibrium state of T nucleotide can be gained by switching a <> 7 in
(17—18), so that r, becomes ,

ct/

whereas r, is replaced by 7, etc.
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