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Abstract. The article generalizes a mathematical model describing the population dynamics of cell
clusters, based on a system of first-order nonlinear differential equations by introducing additional
parameters. It is proposed to add two types of coefficients to the model: a survival coefficient, which
describes the proportion of cells that die due to some environmental influences and subsequent autophagy
or as a result of intracellular processes leading to death (necrosis, apoptosis), and the aging coefficient,
which describes the limitation in the rate and possibility of cell division due to reduction in the length of
telomers of the cells chromosomes during mitosis. The added coefficients have a biological meaning and
can be evaluated during the experiment, as required by the considered model of morphogenesis. Taking
these parameters into account in the mathematical model made it possible to determine new dynamic
regimes in the system of differential equations describing the behavior of multicellular clusters. For the
obtained system of differential equations, an analysis of its equilibrium points and the stability of steady
states corresponding to these points was carried out. The values of the parameters of the mathematical
model at which the system can reach a steady state were determined. Also, limitations on the parameters
were identified, at which it is impossible to estimate the stability of steady states using the Lyapunov
method. It follows from the obtained conditions that one of the cases when the system of cell clusters
comes to a steady state is either the extinction of all cells, or the cessation of division of cell clusters.
Steady states of different type are also possible, for which the criteria of existence and possibility have yet
to be determined.
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Introduction

The simplest way to describe tissue formation processes is to quantify changes in the

total number of cells in populations. Such estimates can be obtained using population models
like in [1] or [2]. Their main advantage is abstraction from the nature of interaction between
individual cells and the ability to evaluate scenarios for the development of the system with
minimal computational costs. Possible behavioural scenarios can be estimated using dynamic
regimes of a system of differential equations describing the cell populations.

An important requirement when choosing a mathematical model is the portability of

results between models of different types. If a certain result is obtained using a population
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model, it should qualitatively coincide with the result of using simulation models with the
same system parameters (e.g., [3, 4]). A population model using a set of universal parameters
in [5] satisfies these requirements.

In population models, for certain values of the system parameters, situations are possible
where cell populations grow without limit. This behavior contradicts the fact that cells have
a divisibility limit called the Hayflick limit [6]. If the possibility of cell population aging is
not considered, an adequate assessment of the development scenarios of multicellular cluster
systems is impossible.

Models of morphogenesis primarily describe interactions between cells. In addition, the
impact of environment on cell populations is an important factor to consider. If environmental
conditions (heat, radiation, lack of chemicals necessary for life, etc.) are too aggressive, then,
regardless of the interactions between cells, some of the cells will always die out [7|. The death
of some part of the cell population can also be initiated by intracellular processes (necrosis,
apoptosis) [8]. A population of cells in which at least half of the cells are born dead cannot
grow without limits. If these factors are not taken into account, then morphogenesis scenarios
are also determined incorrectly.

The mathematical model with universal parameters does not take these factors into
account. Adding parameters describing populations aging, environmental influences and
intracellular processes leading to cell death allows us to more accurately determine the
behavior of the system of multicellular clusters.

The added parameters must satisfy the requirement of having a clear biological meaning,
as do other universal parameters from [9].

1. Description of the New Model Parameters

The main variables of the population model [5] are the sizes of the cell population N(7,t)
and the rates of their division vg(7,t). The change of these values over time is determined by
the following expressions:

N
W = Surplus(r, N) — Loss(7, N), (1)

d?)d(T, t) Ud(T, t) NP ,
g 1- W / Z K (7 + 7)Sig(t + #,N)

K (1+7)>0 (2)
t

+<—”§ﬁ$’ ) ) Y K(r + 7)Sig(r + 7, N).

vq () 71K (14-7)<0
The parameter Loss(7, N) determines the decrease in the number of cells of type 7 per unit
of time:

Loss(1,N) = vg(7,t)N(7,1). (3)
The values Surplus(7, N) and Sig(7 < 7, N) are determined by equations (4) and (5),
respectively. To find them, the following parameters are taken into consideration:

N(r)=o(N(r) =14 ¢)N(7), Disp(#,N) = max (1, > N(T*)>,
Pr(7*+7)>0
L()N(7)

Inf(7 < 7, N) = Pr(r « 7‘)D_ 7N
isp(7,

, SumInf(r, N) =) Inf(r < 7, N).

+

The function o is a sigmoid or Heaviside function with parameter c: 0 < ¢ < 1.
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The Sig(r < 7, N) parameter specifies the distribution of signals from cells of type 7
between cells capable of receiving these signals:

Inf(r—7,N) if Inf(r « 7, N) > 0
Sig(t « 7, N) = { SumInf(m.N)” (T. 7. N) > 0; (4)
0, otherwise.

The distributional parameters e4(7, N) and §(7 < 7, N) are also considered:

ea(,N)= > Sig(r+ #,N),
F:0(r+7)=1
S(r+#N)y= Y  Sig(f< 1", N).

7% D(F—1*)=T1

The value of Surplus(7, N) determines the increase in the number of cells of type 7 per unit
of time:

Surplus(r, N) = va(r, t)N (7, )ea(r, N) + > va(F)N(#,1)8(7 < 7, N)(2 — ea(#,N)).  (5)

7

It is proposed to add the following new parameters to the considered model:

1. Sy(11),...,Sr(m) — survival rate, which determines the proportion of cells of type 7
of each new generation that will be able to divide again in the future;
2. a(m),...,a(r,) — coefficients that determine the process of cell aging. Each type of cells

has a certain division limit, after which they lose the ability to divide.

The survival rate S,(7) should only affect the number of cells of type 7 that appeared
as a result of division at time ¢. Accordingly, the value Surplus(7,¢) should be taken into
account in equations with the factor S,(7) as a new multiplier.

The value a(7) characterizes the aging of cells due to a large number of repeated divisions
or their rejuvenation caused by the appearance of new cells of type 7 from cells with a large (or
infinite) value of the divisibility limit (for example, from stem cells). This parameter should
only affect the rate of cell division, but not their number.

Aging and rejuvenation of cells of type 7 directly depend on the cell types and the division
type of their parents 7. Thus, in the expression for the rate v4(7), one should take into account
the values a(7) with the distributional indices e4(7, N), d(7 < 7, N) and S,(7).

The change in the rate of division of 7-type cells is influenced by signaling influences from
cells of other types, the aging of cells of type 7 of the previous generation that have chosen
asymmetric division, and the division of cells of other types that have changed their type to 7.
The rate of division of cells that are not subjected to aging should not change over time.

The division rates vy(7,t) are limited below by zero, and above by the values v;*(7).
Therefore, positive and negative values of the parameters K(7 < 7) and a(7) must be
considered separately and included in the expression for the change of the division rate with
normalization coefficients.

Taking into account the introduced parameters, equations (1) and (2) will take the
following form:

dN(1,1)
dt
de(;’ H_ <1 - Zgﬁg’éﬁ) <SumK+(T) + Suma+(7)>

+< va(T, 1) ) (SumK(T) + Suma(7)> ,

v (T)

= S, (7)Surplus(r, N) — Loss(, N), (6)
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where the expressions for Sumpg (7), Sumqay (7), Sumg_(7), Sum,—(7) are defined as:

Sumgi(r)= Y K(r <« 7)Sig(r + #N),
7: K(1+7)>0
o , (8)
Sumpg_ (1) = Z K (7 « 1) Sig(t «+ 7, N),

#: K (14-)<0

Sumay (1) = Sp(1) Y. (2—ea(#,N))S(7 + 7,N)a(#,N),

F#T a(f)>0
Sy (7) , (Z) 52 —eq(7,N))d(T « 7, N)a(T), a(t) > 0;
Suma_(T) _ Tra(f)<
Sr(T) ) (Z)<§2 —eq(f,N))o(1 < 7, N)a(7) + a1)eq(m, N) |, a(r) <O0.

(9)
REMARK 1. The coefficient «(7) has a biological meaning.
< If the coefficient a(7) < 0, then we consider a system consisting of one population in
the absence of all factors except the aging of population itself. The equation for the division
rate in this case is:

dvg(T,t) _ ST(T)< va(7,t)

7 vglax(f)> (2 = ea(r,N))d(7 + 7, N)a(r) + a(7)eqa(r, N)].

In the case of a system consisting of only one type of cells, e4(7, N) = O(7 < 7) = 0,
0(7 <= 7,N) = 1. Then the parameter «(7) can be found as:

_ g™ (1) (T, t)
alr) = 2Cf5‘r(7-)t S

taking into account the initial condition vg4(7,0) = vy.

Accordingly, the parameter a(7) can be estimated directly from the moment in time when
the rate of cell division becomes negligibly small, that is, from the divisibility limit of cells of
type 7.

Let us consider a system of two populations of types 79 and 71, where a(79) > 0, a(11) = 0.
During division, cells differentiate as follows: 79 — 71, 71 — 71. Cells exchange signals only
within their populations. All interaction effects, except rejuvenation, are absent. The equation
for the rate of cell division of type 77 is:

dvd(ﬁ,t) _ <1_ Ud(Tl,t)

dt Uglax(Tl)>(2 - 6d(7—0a N))(S(Tl < 70, N)OZ(T()).

Under given conditions e4(79, N) = O(19 + 179) = 0, (71 < 70, N) = 1. Then the parameter

a(1p) can be found:
vg (1) m( v ™ (1) — vo >
2t VA (1) — vg(T1,t) )

That is, the coefficient a(7y) can be estimated at the moment of time ¢, when the division
rate becomes close to its maximum value.

If cells with a(19) > 0 are differentiated into several other types, then among all the values
found, the largest value of a(7p) can be selected.

a(ry) =
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The «(7y) parameter is not included in the Sum,y(79) of the expression (9) due to the
7 # 79 summation condition. For this reason, the parameter a(7y) does not affect the change
in the cell division rate vy(79,t). >

The coefficient S,(7) can be estimated by definition as the proportion of surviving cells
among those that appeared as a result of division.

The model that takes into account population aging must have steady states. This
hypotesis is based on the fact that over time, the number of cells of certain types should stop
changing due to a decrease in the rate of division. As it turns out, the system of differential
equations under consideration actually has equilibrium points corresponding to such steady
states. Important issues are the studying of the stability of steady states of the system and
the identifying of the dependence of the stability of these states on the values of the model
parameters.

2. Steady States of the System and Their Stability

Let us write the system under consideration in the following form:

dN (7,
{71\/5” D= fi(mi,t);

i i=1,...,n (10)
dv(dz“t) = gi(Tiat)a

To assess the stability of steady states, we use the Lyapunov stability criterion.
It turns out that for some equilibrium points of systems it is possible to derive stationarity
conditions and draw a conclusion about the stability of such states.

Proposition 1. If there is a moment of time ty such that for any cell type T at t > ty at
least one of the conditions is satisfied:

1. N(7,t) = 0;

2. vg(r,t) = 0 and V7 K(1 < 1) > 0, Sig(t + 7,N) = 0 and V7 # 7, o(F) > 0 :
V7" D(7 < 71%) =71 Sig(t < 7,N) =0.
Then the set of values (N(71), N(72),...,N(7n),v4(11),v4(72),...,va(7s)) Is an equilibrium
point of the system (10).

< Further we will assume that ¢ > ty. The equation for f(7) can be written as follows:
flr)= vd(T)N(T) [ST(T)&“d(T,N) + S, (1)0(T = 1,N)(2 — g4(1,N)) — 1]

+80(7) > va(#)N()8(r « 7,N)(2 —eq(7, N)).
T#T
Since each term contains the value vy(7*)N(7*), then when the conditions of the proposition
are met, all terms will be equal to zero. Thus, f(7) = 0.
Let us show that the same is true for g(7).
When v4(7) = 0 the equation takes the form:

g(7) = Sump 4 (7) + Sumqy (7).
The fulfillment of the condition V7 K (7 < 7) > 0, Sig(7 < 7, N) = 0 implies Sumg(7) = 0.
The fulfillment of the condition V7 # 7, a(7) > 0: V7" D(7 <— 7*) =7 : Sig(t < 7,N) =0
implies Sum,(7) = 0. Accordingly, v4(7) = 0 is a solution to the equation g(7) = 0.

Let us consider the case when the condition v4(7) # 0 is not satisfied for the type 7. Since
the equation g(7) = 0 is linear with respect to v4(7), we can write the equation for vg(7):

Sumpg 4 (7) + Sumea (1)
(Sumg (1) + Sumgyy (7)) — (Sumg_(7) + Sumy— (7))

max

va(T) = vg(7)
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If the denominator of this fraction is not equal to zero, then the equation g(7) = 0 has the
solution vg(7) # 0. Let us assume the opposite. The denominator of the fraction can be
written as follows:

Sumpy (7) + Sumgy (7) + (—Sumg (7)) + (—Sumq—(7)).

All terms in the sums Sumpg_(7) and Sum,_(7) are non-positive, so we can assume that all
terms in the denominator are non-negative. Accordingly, the denominator is equal to zero
when each term is equal to zero. But in this case g(7) = 0 for any value of vy(7). Thus, there
is a contradiction with the assumption that there are no solutions.

It can be assumed that if the conditions of the proposition are met, the equation g(7) =0
is solvable. >

Proposition 2. If a equilibrium point satisfies the conditions of Proposition 1 and for at
least one type of cells § N(0) = 0 is true, then it is impossible to determine the stability of the
steady state corresponding to this point from the eigenvalues of the matrix of the linearized
system.

<1 Let us show that when the conditions of the proposition are satisfied, the column of the

matrix of the linearized system corresponding to the derivative with respect to N(#) is equal
to zero. In this case, one of the eigenvalues of the matrix is equal to zero and it is impossible
to draw a conclusion about the stability of the steady state.

Let us consider the derivatives of %J;\(,z’gt)):

%J;\(,T(’H’;) = 5,(r) [vd(f)awhggd(ﬂ N) + vd(T)N(T)L?]ifT(’ ;;7 )
F0al0)hod(r 0, N)(2 ~ ca(6, N)) | +50(1) 3 vd(é)N(%)%@ —ca(#,N))
dea(?,N)

—va(F)N(7)3(7 7, N) ] — va(7)070ho,

ON(6)
where d,¢ is the Kronecker delta, hy = h(N(0) — 1 + ¢) is the Heaviside function.
Since each term contains the value vg(7*)N(7*) or vy(6)hg, and for each type of cell the

conditions of proposition 1 are true, then aaf;\([zg)) =0.

Let us show that if there is a cell type 6 for which N () = 0, then 2%—2;; = 0.

8. 5h;Disp(£,N)—N(#)h; . NP
B ]gsizi)T(Tf7]\)/)2 @ e if Pr(r + 7)N(F) > 0;
=0.

0, if Pr(r « 7)N(7)

OInf(r < #,N) | Pr(r « #)I5(7)
ON(O)

Both expressions in the numerator are either equal to zero or depend on hg, which is also

equal to zero at N(f) = 0.
The equality to zero of the derivatives Inf(7 < 7, N) implies the equality to zero of the

derivatives Sig(1 < 7, N), eq(7, N), 6(7 + 7, N), Sumg (7, N), Sumq (7, N), Sumg_ (7, N),
Og(t,t
o)

An exception to the situation under consideration is the equilibrium point, at which the
conditions N(7) # 0, vy(7) = 0 are satisfied for all cell types. We will show that in this case it
is also impossible to estimate the stability of the steady state using the sign of the eigenvalues
of the matrix of the linearized system.

Sumg— (7, N). This implies that the derivatives of are equal to zero for all values of 7. >
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Proposition 3. If there is a moment of time ty such that for any cell type T at t > ty at
least one of the conditions is true:

1. N(7,t) # 0;

2. vg(r,t) = 0 and V¥ K(1 < 1) > 0 : Pr(t < 7) = 0 and V¥ # 7 a(f) > 0,
Ot 7)=1:Pr(tr+7)=0and V7 #71 a(f) >0,V7* D(7 < 7%)=7: Pr(t < 7) =0.

Then the set of values (N(71),N(72),...,N(70),vq(71),v4(72),...,v4(T)) Is an
equilibrium point of the system (10).

<1 This proposition is a special case of Proposition 1. For such equilibrium points, the
second condition of this proposition is satisfied for all types. The conditions Sig(r < 7, N) =0
are satisfied when Pr(7 « 7) = 0. >

Proposition 4. If the equilibrium point satisfies the conditions of Proposition 3, then it
is impossible to determine the stability of the corresponding steady state from the eigenvalues
of the matrix of the linearized system.

<1 This proposition is proved similarly to Proposition 2.

Since each term in the expression for %%?0? contains vg(7), vy(7) or vy(f), the entire sum

of(rt) _
an@y = O-

. When vg4(7) = 0, the expression for it takes the form:

is equal to zero. Accordingly, all derivatives

dg(r.t)
aN(0)

Let us consider the derivative

dg(t,t) _ OSump (1)  OSumgy(T)
ON(0) ON(0) ON(0)

The fulfillment of the condition ¥ # K (7 « #) > 0: Pr(r < 7) = 0 implies 253660 = 0.
The fulfillment of the conditions V7 # 7 a(7) > 0, O(7 <~ 7) = 1: Pr(t <~ 7) = 0 and
Vi#T1alf)>0,V7* D(f < 7) =71 :Pr(r < 7) = 0 implies that the derivatives deqlr.IV)

: IN ()
and a‘;(];(i);). It follows that 35151]1\1[7?;)@ 0 >

Thus, for the specified types of equilibrium points it is necessary to use other methods of
stability research. In addition to the considered types of equilibrium points, another case is
possible: equality to zero of the function f(7) can be achieved not only if all terms defining
this expression are equal to zero, but also if the condition is met:

Sy(1)eq(m, N) + Sy (17)0(T <= 7, N)(2 — g4(r, N)) = 1 < 0.

In this case, the first term will be negative and other solutions of the equation are possible.
The existence of equilibrium points of this type needs to be checked. It is also necessary
to assess the possibility of using the eigenvalues of the matrix of the linearized system to
determine the stability of such steady states.

3. Modeling

To assess the adequacy of the influence of the introduced parameters «(7) and S, (7),
modeling of the populataion dynamics of multicellular clusters was carried out for different
values of the parameters under consideration. The modeling results are presented in the graphs
below.

1) Division of cells of arbitrary type a(7) < 0.

As the population ages, its rate of division decreases to zero. Fig. 1 shows that at a certain
point in time, cells stop dividing and the system reaches a steady state.
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Fig. 1.

2) Two cell types (stem cells 79 and arbitrary type 71). a(mp) > 0, a(m) < 0. All stem
cells differentiate into 71. All cells of type 7 divide into cells of the same type.

Fig. 2 shows that after all stem cells have differentiated into 7, the number of 7 cells
continues to increase in a different way for some time and then stops changing.
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Fig. 2.

3) Division of stem cells. No effect of population aging.

The simulation was performed with different values of the population survival rate. The
simulation results are presented in Figure 3.

The graphs show three possible scenarios for the development of a cell population:

1. Sy (79) > 0.5: the population is growing.

2. Sy(m0) = 0.5: the number of new cells is exactly twice as large as the number of dead
cells — the population size does not change.

3. Sy(70) < 0.5: the population goes extinct.

To confirm the adequacy of the above propositions describing the type and stability of the
steady states of the system, a modeling of change in the number of cells and the rate of their
division was carried out. The values of the system parameters were generated randomly. For
each system, the eigenvalues of the matrices of the linearized systems were found. The results
of the modeling are presented in the graphs.
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4) The steady state of the system, satisfying the conditions of Proposition 1.

Several eigenvalues of the matrix of the linearized system are equal to zero. Fig. 4 shows
an example of an equilibrium point. It is clear that if the population size is not equal to zero,
then the division rate is equal to zero (types 79 and 73) and, conversely, if the population size

is equal to zero, then the division rate is not equal to zero (types 71, 72).
5) The steady state of the system, satisfying the conditions of Proposition 3.

Several eigenvalues of the matrix of the linearized system are also equal to zero when all

division rates are equal to zero.
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Fig. 5 shows an example of an equilibrium point at which all cell types have non-zero
population sizes and all division rates is equal to zero.
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6) A steady state of the system that does not satisfy the conditions of Proposition 1.
One of the eigenvalues is also equal to zero. Presumably, this is due to the fact that one of
the values of the division rate at the equilibrium point is equal to zero. Fig. 6 shows an example

of an equilibrium point at which the population sizes and cell division rates of types 7y and
71 are not equal to zero simultaneously.
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4. Results

Adding the cell division limit and the survival rate to the consideration allows us to
take into account a larger number of scenarios for the development of multicellular cluster
systems. Aging of cell populations and limitation of their growth due to the influence of the
environmental and intracellular processes for necrosis and apoptosis leads to the emergence of
steady states in systems. In mathematical models that do not take these factors into account,
the behavior of systems will show unlimited population growth instead of establishing a steady
state, which does not allow for an adequate assessment of dynamic regimes.

The main limitation in the obtained model is the impossibility of assessing the stability
of steady states using the eigenvalues of the matrix of the linearized system. Many of the
equilibrium points of the system of differential equations have either zero values of the
population size N(7) or the cell division rate vy(7). Such situations arise in two cases:

1. The population goes extinct due to aggressive external conditions (S, (7) < 0.5) or when
differentiating into cells of a different type.

2. The population loses the ability to divide due to signaling interactions between cells
(K (7 + 1) < 0) or natural aging of the population («(7) < 0).

In systems with a large number of cell types, the possibility of such development scenarios
cannot be excluded. Determining the stability of these steady states is problematic. To
adequately assess possible scenarios for the morphogenesis of systems with a large number of
cell types, it is necessary to answer the following questions:

1. are steady states of other types possible;

2. is it possible to estimate the stability of steady states of other types using the Lyapunov
method,;

3. what are the conditions for the emergence of steady states of other types.
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O BJIMSIHUU ITPOIIECCOB, BEAVIIINX K CMEPTH KJIETOK,
HA JUHAMWYECKUE PEXKIMBI MOJIE/IN TKAHEOBPAZOBAHMNS

Cmupros M. A1

! Harmonastbablit uccieposarensckmii yansepcurer « MUADT,
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E-mail: mikhail.smirnov.aat@yandex.ru

AnHoTauusd. B crarbe 3a cuer BBeAeHUs JIONOJTHUTEIBHBIX TAPAMeTPOB 0000IIAETCsT MATEMATHIECKA MO-
JIeJTb, KOTOPasi OIUCHIBAET MOIYJISIIUOHHY IO IMHAMUKY KJIETOYHBIX CKOILJIEHU HA OCHOBE CUCTEMbI HEJIMHENHBIX
nuddepeHImaIbHbIX YPaBHEHHI epBoro mopsigaka. IIlpengaraercs m00aBuTh B MOJEb ABA TUIA KO3hduUim-
eHTOB: KOI(DMUIMEHT BHRKUBAEMOCTH, OMUCHIBAIOIIUI JI0JII0 KJIETOK, TOruOAIOINX B PE3yJIbTaTe BO3IeHCTBU
Ha, KJIETKHM BHEIHEN CPeJibl U MOCJEIYIOIIErO MPOoIecca ayTodarui Wik U3-3a BHYTPUKJIETOYHBIX ITPOIECCOB,
BEIyIUX K CMEPTH (HEKPO3, anonTtos), u Ko3(GdUImeHT crapennsi, OMMChIBAIONINAN OrPAHAYIEHUE B CKOPOCTH
U BO3MOXKHOCTH JIEJIeHUs] KJIETOK M3-3a COKPAIEHUs JJIMHBI TEJIOMEP XPOMOCOM KJIETOK mpu muTo3e. Jlobas-
JisieMble KO UIMEHTHI 06/1aIaf0T GHOJIOTHYECKUM CMBICJIOM M MOTYT OBITH OIIEHEHBI B XOJ€ SKCIIEPUMEHTA,
KaK TOro TpedyeT MCXOIAHAsS PACCMOTDPEHHAsT MOJEIb. Y 9YeT B MATEMATHIECKON MOJIEJIN STUX HaPAMETPOB 03~
BOJIUJI ONPEJEJIUTDL Yy cucTeMbl quddbepeHInaibHbIX YPaBHEHU, OMUCHIBAIONIEH MOBEIEHNE MHOIMOKJIETOTHBIX
CKOILJIEHU 1, HOBbIE JJUHAMUYECKUE pexKuMbl. JIJist mo/ryyeHHOl cucreMbl audHepeHInaIbHbIX yPaBHEHU ObLIT
[IPOBEJIEH aHAJU3 €e 0COOBIX TOYEK U yCTONYUBOCTH CTAIMOHAPHBIX COCTOSIHUN, KOTOPbIE COOTBETCTBYIOT STUM
TOYKaM. BbUIn onpejiesieHbl 3HAYEHUs TAPAMETPOB MATEMATUIECKON MOJIeJIN, TIPU KOTOPBIX CUCTEMa [TEPEXOJIAT
B CTaI[MOHAPHOE COCTOsTHUE. Takzke ObLIN BBISBJIEHBI OIPAHUYEHUs] Ha 3HAYEHHs [TapaMeTPOB, MPU KOTOPHIX
OIEHKA YCTOWYIMBOCTHU CTAITMOHAPHBIX COCTOAHUI 110 MeToay JIsmyHoBa HeBO3MOXKHA. VI3 MOy 1€HHBIX yCIIOBUIA
CJIEJIyeT, 9TO OJHUM W3 CJIy4YaeB, KOIJa CHUCTeMa KJIETOUYHBIX CKOIJIEHWH IPUXOJIUT K CTAIMOHAPHOMY COCTO-
SIHUIO, SIBJISIETCS BBIMUDaAHUE WJIU IPEKPAIeHNe JeJIeHUsT KJIETOK KaXKJOW MOy . BO3MOXKHBI TaK»XKe U
CTAllMOHAPHBIE COCTOSAHUSA APYTOTrO BUJIA, JJIs KOTOPBIX KPUTEPHUH CYIIECTBOBAHUS U YCTOWYMBOCTH €I1e Ipejl-
CTOUT OIEHUTb.

KuroueBrble cjioBa: CHCTEMBl HEJTUHENHBIX AuddepeHnnaaIbHbIX yPaBHEHNN, MOIEINPOBaHIEe MOpdOore-
He3a, MporpaMMupyeMasi KJIeTOYHas CMePTh, npeest Xeidiuka.
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