
RESEARCH ARTICLE

On a Model of Pattern Regeneration Based
on Cell Memory
Nikolai Bessonov1, Michael Levin2, Nadya Morozova3,4, Natalia Reinberg1,
Alen Tosenberger4, Vitaly Volpert5*

1 Institute of Problems of Mechanical Engineering, Russian Academy of Sciences, 199178 Saint Petersburg,
Russia, 2Department of Biology, Tufts Center for Regenerative & Developmental Biology, Tufts University,
Medford, MA 02155, USA, 3 Laboratoire Epigénétique et Cancer, CNRS FRE 3377, CEA, 91191 Saclay,
France, 4 Institut des Hautes Etudes Scientiques, 91440 Bures-sur-Yvette, France, 5 Institut Camille Jordan,
UMR 5208 CNRS, University Lyon 1, 69622 Villeurbanne, France

* volpert@math.univ-lyon1.fr

Abstract
We present here a new model of the cellular dynamics that enable regeneration of complex

biological morphologies. Biological cell structures are considered as an ensemble of mathe-

matical points on the plane. Each cell produces a signal which propagates in space and is

received by other cells. The total signal received by each cell forms a signal distribution de-

fined on the cell structure. This distribution characterizes the geometry of the cell structure.

If a part of this structure is removed, the remaining cells have two signals. They keep the

value of the signal which they had before the amputation (memory), and they receive a new

signal produced after the amputation. Regeneration of the cell structure is stimulated by the

difference between the old and the new signals. It is stopped when the two signals coincide.

The algorithm of regeneration contains certain rules which are essential for its functioning,

being the first quantitative model of cellular memory that implements regeneration of com-

plex patterns to a specific target morphology. Correct regeneration depends on the form

and the size of the cell structure, as well as on some parameters of regeneration.

Introduction
Numerous species are able to restore complex body organs after amputation [1]. For example,
planaria can regenerate their entire body from a small fragment [2], and axolotls can restore
limbs, spinal cord, jaws eyes, hearts, and portions of their brain [3]. Learning to control this
process is the key to transformative applications in biomedicine [4, 5], as well as pattern control
of embryogenesis (with applications to birth defects). While the field is rapidly accumulating
high-resolution data on the genetic networks and molecular components necessary for this
process [6], fundamental insight into complex shape homeostasis is lacking. This is related to a
dearth of testable models explaining the signaling dynamics sufficient to explain how the cor-
rect pattern is regenerated and how growth ceases when the proper anatomy is restored. One
of the main open questions is whether the regenerating organism uses only the information
available at each particular moment of time or whether it can also use information about its
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former state—a pattern memory [7, 8]. In the first case, in order to reproduce complex forms
and different organs, we need to deal with pattern formation and emergence of forms. This is
often modeled via Turing structures and other mechanisms of pattern formation and self-orga-
nisation [9, 10, 11, 12, 13, 14, 15]. The process of regeneration then depends on the regenera-
tion of patterns. If this pattern corresponds to a stationary solution of a reaction-diffusion
model, then amputation can be considered as a perturbation of this stationary solution and re-
generation corresponds to decay and disappearance of this perturbation.

In contrast, the organism may keep information about its original state and restores pattern
after damage by minimizing the difference between the current state and the original state (a
target morphology model) [5, 16, 17]. At this time, no quantitative model of target morphology
during pattern formation exists.

In this work we suggest a mathematical model based on the assumption that regeneration
uses the memory of the organism about its original state. This model provides a proof-of-prin-
ciple of a mechanistic model that implements patterning towards an encoded target morpholo-
gy memory, and illustrates a system to formulate the assumptions necessary for regeneration of
cellular structures in mathematical models.

The scheme presented below is based on the assumption that there are cells that can pre-
serve state information for some time (memory cells). This is realistic since a wide variety of so-
matic cell types, not only neurons, have been shown to exhibit memory [18, 19, 20, 21, 22, 23].
We model it as follows. Suppose that a cell receives some signal u with a given intensity u = u�

(this could be concentration of a signaling molecule, or a bioelectric signal [24, 25], or any
other kind). After some time, when the signal disappears or changes its value, the information
about the old value u� is preserved in the cell. Moreover, we presume that the cell can measure
the difference between the old value and the current (new) value, u� − u, and produce another
signal z with a rate proportional to this difference.

There are various kinds of cells that exhibit memory (neural cells, lymphocytes, plants, bac-
teria) via different mechanisms. These assumptions thus do not contradict available biological
information but it is not yet known whether memory processes operate during tissue
regeneration.

We suggest a possible mechanism which can provide these properties. Let the signal u corre-
spond to the concentration of some substance A in a volume bounded by a membrane. Its
value in this volume equals u� and is kept fixed. At the other side of the membrane u = 0. Its
flux through the membrane is proportional to the difference of the values, that is to u�. This
flux leads to the appearance of stable objects B (e.g., ion channels, molecules) which participate
in processing of A (transport, consumption, reaction). The quantity of B is proportional to the
flux of A, that is to u�. If u decreases, then some part of B is liberated from processing of A and
becomes involved in other reactions. They lead to production of another signal z. This mecha-
nism keeps memory either about the maximal value = u� or about the value which is kept dur-
ing some time sufficient to create B.

We note that the mechanisms which allow cells to determine and to preserve the maximal
signal were suggested and discussed by [13].

The signals can be transported either from cell to cell proportionally to the difference of
concentrations or by diffusion through the extracellular matrix.

The implementation of the model is based on the method of cellular automata where cells
are located at the nodes of a square grid. This method is a particular case of more general cellu-
lar nonlinear networks. Cells communicate with each other due to the exchange of signals and
they can divide according to some algorithm described in the next section. Cellular automata
are widely used to model growth of biological tissues (see [28], and the references therein). Tis-
sue regeneration is studied for example in a more general Neuronal Organism Evolution model
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[26, 27]. The main objective of this work is to develop a minimal model of regeneration based
on plausible biological assumptions, which would constructively explain the exact regeneration
of an arbitrary (within limit) amputated part of the organism.

Model of regeneration

Signal distribution
Consider a 2D domain D filled by cells. Each cell produces a signal u which spreads in space.
Its intensity decays with distance as some function f(d). If the distance between cell i (Ci) and
cell j (Cj) is dij, then Cj receives signal f(dij) from Ci. We will assume here that each cell produces
the same signal. Therefore Ci receives from Cj a signal of the same intensity f(dij). For each cell
Ci we can count the total signal which it receives from other cells

ui ¼
X
j6¼i

f ðdijÞ: ð1Þ

We will use also the notation u(x) assuming that x belong to the domain D, ui = u(xi), where
xi is the coordinate of the ith cell.

Clearly, cells located in different parts of the domain will receive different signals. For exam-
ple, a cell located at the boundary receives signals only from one side and the value of the signal
can be less than for a cell inside the domain. Therefore the distribution u(x) represents some
information about the geometry of the domain.

Let us consider some examples. Signal distribution for a rectangular domain is shown in
Fig. 1. Here f(d) = 1/d2. The value u(x) at the boundary is less than inside the domain, and the
value at the corners is less than in other points of the boundary. The signal distribution de-
pends on the function f(d) (Fig. 2).

Reduction of the domain
Suppose that a part of cells is removed (white cells in Fig. 3). The remaining cells will be called
control cells. We can define two signals in control cells: the old signal

u�
i ¼

X
j 6¼i;j2I0

f ðdijÞ; i 2 Ic;

Fig 1. Rectangular domain filled by cells (left). The value of the signal in each cell (right), f(d) = 1/d2.

doi:10.1371/journal.pone.0118091.g001
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Fig 2. Signal distribution for f(d) = 1/d0.5.

doi:10.1371/journal.pone.0118091.g002

Fig 3. A set of cells is removed.White cells show places of removed cells. Red cells are the remaining cells which are at the boundary with the removed
cells (blastema).

doi:10.1371/journal.pone.0118091.g003
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where I0 is the set of cells in the original cell structure, Ic is the set of control cells, and the new
signal

ui ¼
X
j6¼i;j2Ic

f ðdijÞ; i 2 Ic:

The old signal is measured in control cells from all cells in the original structure before am-
putation. The new signal is measured also in control cells which they receive from remaining
(control) cells after amputation. These two signal distributions are different, and that difference
is clearly seen near the cut (Fig. 4).

Updating cells: analytical examples
When a part of the organism is removed, the signal distribution in the remaining cells, which
we call the control cells, is changed. The the question is then how to restore the cell configura-
tion with the initial signal distribution. Remaining cells near the cut will start to divide. New
cells will contribute to the signal distribution and will continue to divide filling available places
in their neighborhood. This growing structure is regulated by the signal distribution in control
cells and will converge to the initial structure.

We will begin with some simple examples that admit analytical solutions. Consider three
cells, A, B and C. Let us remove the cell C and discuss the algorithm of its restoration. Denote
by dAB, dBC and dAC the distances between the corresponding cells. Before removal the cell C,
the signals received by cells A and B are as follows:

u�
A ¼ f ðdABÞ þ f ðdACÞ; u�

B ¼ f ðdABÞ þ f ðdBCÞ:
When this cell is removed, they become

uA ¼ f ðdABÞ; uB ¼ f ðdABÞ:

We put cell C in an arbitrary place and denote by ~dBC and ~dAC its distances to the cells A and
B. The new signals received by these cells are now

uA ¼ f ðdABÞ þ f ð~dACÞ; uB ¼ f ðdABÞ þ f ð~dBCÞ:

Fig 4. Signal distribution in control cells for the complete structure (left) and for the reduced structure (right).

doi:10.1371/journal.pone.0118091.g004
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We need to choose the position of cell C in such a way that uA ¼ u�
A, uB ¼ u�

B. These equali-
ties are satisfied if

f ð~dACÞ ¼ f ðdACÞ; f ð~dBCÞ ¼ f ðdBCÞ:

Since f(d) is a monotonically decreasing function, we conclude that ~dAC ¼ dAC , ~dBC ¼ dBC .
These equalities determine two circles on the plane. One of them is around point A with radius
dAC, another one is around point B with radius dBC. They intersect in two points. One of them
corresponds to the initial position of cell C, and another one is symmetric with respect to the
line AB.

Thus, in the case of three cells, one removed cell can be restored by a simple algorithm de-
scribed above. A similar approach is applicable for any initial number of cells n if only one cell
is removed. It should be noted that in general n − 1 circles may not have a point of intersection.
However in the problem considered here their intersection is guaranteed by the initial
configuration.

If more than one cells is removed, the problem of their restoration does not have a simple
analytical solution except for the case where all cells are located at the same straight line. The
existence of solutions of the restoration problem is provided by the initial configuration. So the
question is how to converge to this configuration adding new cells one after another. A possible
algorithm is suggested in the next section.

Algorithm of regeneration
We will use the difference between the signals u�

i and ui, i 2 Ic in order to restore the initial
form. The issue here is the algorithm of decision-making that determines where to put new
cells. We will add new cells one after another and denote the set of cells in the process of regen-
eration by I(t). Here t is discrete time, t = tn, where at each next time step we add one cell. Let
us introduce the signal

uiðtÞ ¼
X

j 6¼i;j2IðtÞ
f ðdijÞ; i 2 Ic:

This means that we measure the total signal from old and new cells in the control cells. The
purpose is to restore a structure for which

uiðTÞ ¼ u�
i ; i 2 Ic

for some time t = T.
We suggest an algorithm for the placement of new cells determined by the following three

conditions:
1. All cells are placed in the nodes of the square grid. Each cell has 8 neighbors, 4 of them

with a common side and 4 other cell with a common diagonal. Each new cell is placed in such a
way that among its neighbors there is at least one cells from the cut (blastema) or another new
cell. This condition provides continuity of growth of the regenerating domain, beginning from
the location of the cut.

2. When we add a new cell we recalculate the signal in every control cell. The new signal
should be less than or equal to the old signal,

uiðtÞ � u�
i ; i 2 Ic:

In numerical simulations this condition should be satisfied with certain accuracy
(Section 3.1).
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3a. Let us introduce total signals:

S� ¼
X
i2Ic

u�
i ; SðtÞ ¼

X
i2Ic

uiðtÞ:

Among all cells, which satisfy conditions 1 and 2, at each time step we choose that cell for
which the difference S� − S(t) is minimal.

Let us illustrate this condition with the following example. Suppose that there are only two
control cells A and B, and we choose where to place a new cell C. For each possible position of
cell C, we measure the signal S(AC) received by cell A from cell C and the signal S(BC) received
by cell B from cell C. We put cell C in the place where the sum of these two signals is maximal.

3b. Each control cell produces a signal proportional to the difference u�
i � uiðtÞ. This signal

spreads in space and stimulates appearance of new cells. We choose the cell, which satisfies
conditions 1 and 2, and where the value

zk ¼
X
i2Ic

f ðdikÞðu�
i � uiðtÞÞ

is maximal. Here k belong to the set of cells, which satisfy conditions 1 and 2.
Conditions 3a and 3b give close results. In the first case, we choose the cell which adds the

greatest signal to the control cells. In the second case, we choose the cell which gets the greatest
signal from the control cells. The second algorithm is more biologically plausible.

The example shown in Fig. 5 illustrates how the algorithm of cell choice works. According
to condition 1, we consider all cells at the nodes of the grid near the cut (red cells). They are
marked with black dots in the figure. Next, we verify that they satisfy condition 2. Some of
them may not satisfy it. Fig. 5 (right) contains two additional candidates in comparison with
Fig. 5 (left). This small difference appears to be crucial. We will see that condition 2 is necessary
for normal regeneration. Finally, among all candidates, which satisfy conditions 1 and 2, we
choose the first new cell according to condition 3a or 3b.

Continuation of regeneration without condition 2 is shown in Fig. 6. When the first row is
filled, the best cell according to condition 3a is in the middle of the second row. However, con-
dition 3b favors a cell at the continuation of the cut row (the last row of remaining cells). The
algorithm with condition 3a (without condition 2) shows a better regeneration. New cells fill
5 rows of the original form and then it adds a cell outside the original form. Yellow cells show

Fig 5. The choice of the first cell. Black dots show possible candidates for new cells. Two cases are presented: with condition 2 (left), without condition 2
(right). Arrows show two additional candidates which appear without condition 2.

doi:10.1371/journal.pone.0118091.g005
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the places where condition 2 is not satisfied. The blue is the worst among such cells, that is
where the difference ui � u�

i is maximal.
If we use condition 2, then both algorithms (3a and 3b) correctly regenerate the original

form (Fig. 7). Figs. 8 and 9 show the evolution of the new signal ui(t) in the control cells during
regeneration. It gradually grows and after the regeneration of several dozens of cells it comes
close to the old signal.

Fig 6. Regeneration without condition 2 and with condition 3a (left) or 3b (right).

doi:10.1371/journal.pone.0118091.g006

Fig 7. Regeneration with condition 2 and two different amputated parts. Both algorithms 3a and 3b give the same result.

doi:10.1371/journal.pone.0118091.g007

Fig 8. New signal in control cells before regeneration (left) after regeneration of 5 cells (right).

doi:10.1371/journal.pone.0118091.g008
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Let us note that the algorithm of regeneration may not preserve the symmetry of the struc-
ture. Indeed, if there are two candidates for new cells which are equivalent with respect to con-
ditions 1–3, we first add one of them. After that the second one may not satisfy these
conditions any more.

Nonlinear diffusion
The signal used above, in order to model regeneration and morphogenesis, corresponds to
chemical concentrations or to electric potential. Both of them can be described by the equation

Du� bu ¼ hðxÞ;
where Δu is the Laplace (or diffusion) operator, the second term in the left-hand side of this
equation describes consumption or destruction of this signal, h(x) is a source term. In this case
the solution u(x) decays exponentially for b> 0 and as a logarithm for b = 0.

In the modelling above, we also considered polynomial decay of the solution. In order to ob-
tain it as a solution of diffusion equation, we need to introduce nonlinear diffusion. Consider
the corresponding equation

ðaðuÞu0Þ0 � bu ¼ 0

in the half-axis x> 0 with the boundary condition u(0) = 1. We look for the solution decaying
at infinity. We can reduce this equation to the system of the first-order equations:

aðuÞu0 ¼ p; p0 ¼ bu:

Then

p
dp
du

¼ baðuÞu :

Taking into account the boundary condition p(0) = 0, we can integrate the last equation:

p2ðuÞ ¼ 2b
R u

0
aðvÞvdv:

Fig 9. New signal in control cells after regeneration of 20 cells (left) and 60 cells (right).

doi:10.1371/journal.pone.0118091.g009
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Set a(u) = u−k. Then we get

u0 ¼ ukpðuÞ ¼ �
ffiffiffiffiffiffiffiffiffiffiffi
2b

2� k

r
u1þk=2 :

From this equation and the boundary condition we obtain

uðxÞ ¼ 1

ð1þ cxÞ2=k ; c ¼ k
2

ffiffiffiffiffiffiffiffiffiffiffi
2b

2� k

r
:

Hence, a solution exists for any k, 0< k< 2. It can decay with the rate 1/xn with any n> 1.
It corresponds to the decay rate considered in numerical simulations.

Results

Dependence on parameters
The model contains only one physical parameter, the rate of decay of the signal, and one nu-
merical parameter related to verification of condition 2. We consider the function f(d), which
shows how the signal depends on distance, in two different forms:

f1ðdÞ ¼ d�n ; f2ðdÞ ¼ e�nd ;

where n> 0. All results shown in the previous section are obtained with the first function for
n = 2.

Regeneration depends on the value of parameter n and on the size of the domain. In the
case of polynomial function f1(d) = d−n, the best value of this parameter in a relatively narrow
range around n = 2. If n is outside this range, then the size of well regenerated
domain decreases.

Let us note that condition 2 is verified with certain precision. We require that
ðui � u�

i Þ=u�
i < e, where ε is a small positive number (ε = 10−14 in the simulations shown in

Figs. 10–12. If this inequality is not satisfied in any of the control points (cells), then the simula-
tion is stopped. Yellow and blue points show where the condition ui < u�

i is not satisfied. Such
points can appear during the simulation.

Fig 10. Regeneration with the algorithm 3b and f(d) = 1/dn, n = 1.6 (left), n = 2.4 (right). Red cells show the regenerated domain, white cells its difference
with the original domain, blue and yellow cells show where condition 2 is not satisfied.

doi:10.1371/journal.pone.0118091.g010

On a Model of Pattern Regeneration Based on Cell Memory

PLOS ONE | DOI:10.1371/journal.pone.0118091 February 19, 2015 10 / 21



Other forms
Up to now we considered a model example with a fixed shape of initial and reduced domains.
The algorithm presented above allowed us to obtain the exact solution of the problem of regen-
eration for some class of original and reduced domains. Some examples are shown in Figs. 13
and 14 for rectangular and ellipsoid domains. We can cut off different parts of these domains
and the system restores them to the original form.

Let us note that in all examples of correct regeneration, the regenerated part of the domain
is convex or it is composed of several separated convex subdomains for which regeneration oc-
curs almost independently. The algorithm described above is not aimed for nonconvex do-
mains because the distance between two cells is measured along the straight interval
connecting them. If the domain is not convex and the signal propagates along the tissue, then
the distance between two points should also be measured along the tissue.

Nonconvex domains
The regenerated domains presented in the previous sections are not necessarily convex. How-
ever, each regenerated part is convex. The signals produced and received by cells decay with
distance, which is measured along the straight line connecting cells. In the case where the do-
main is not convex, the signal can propagate outside of the domain filled by cells. Biologically,

Fig 12. Regeneration with the function f(d) = exp(−nd), n = 11 (left), n = 12 (right).

doi:10.1371/journal.pone.0118091.g012

Fig 11. The same as in the previous figure with different values of n, n = 1 (left), n = 2 (right). Possible size of the regenerated domain is essentially
greater in the second case but it is also limited.

doi:10.1371/journal.pone.0118091.g011
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this means that there are some other tissues which can transmit signals but which do not par-
ticipate in the process of regeneration. Some examples of regeneration of nonconvex structures
are shown in Fig. 15.

As discussed above, if the size of regenerating domain is too large, the control cells cannot
distinguish signals correctly, and regeneration becomes abnormal. This critical size of the do-
main depends on its form. Moreover if the domain is not convex, it becomes more difficult for
control cells to interpret signals and the size of the domain is even more important. Let us illus-
trate it with the example in Fig. 16. Correct regeneration is shown in the left image. We remove
one more row of cells (middle image) and regeneration becomes wrong. We stop the process of
regeneration when the first wrong cell appears (it is cell C in the middle image). Why does it
appear here and not in the left image?

The nearest control cell to the cell C in the middle image is the cell B. Let u�
B be the old signal

in cell B, and uB(t0) the new signal just before the appearance of cell C. The signal uBC produced
by cell C and received by cell B adds to the total signal received by cell B. It remains smaller
than the old signal,

uBðt0Þ þ uBC � u�
B: ð2Þ

Therefore the second condition of the algorithm remains satisfied and cell C is added to the
regenerated structure. After that regeneration continues incorrectly (Fig. 17).

In the regeneration of the structure shown in Fig. 16 (left), the nearest control cell to cell C
is cell A. Its distance to cell C is less than the distance to cell B. Therefore, the signal which it re-
ceives from cell C is greater, uAC > uBC, and instead of inequality (2) we now have the opposite
inequality

uAðt0Þ þ uAC > u�
A: ð3Þ

Therefore the second condition of the algorithm is not satisfied, cell C is not added and re-
generation continues in a right way. The structure shown in Fig. 16 (right) also regenerated
correctly. The difference in comparison with the structure in the middle image is that it does
not contain cell D and other cells in the same row. The presence of cell D in the original

Fig 13. For the same original cell structure we can cut off different parts and regenerate the same original form. Red cells show the
regenerated parts.

doi:10.1371/journal.pone.0118091.g013
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structure increases the old signal u�
B received by cell B. If this cell is absent, inequality (2) is not

satisfied, add cell C cannot be added. This provides correct regeneration in the right image.
Thus, the size and organization of the cell structure are important for the correct function-

ing of the algorithm, especially for nonconvex structures where signals coming from different
sides can mask the empty space inside the structure.

Fig 14. Regeneration of ellipse.

doi:10.1371/journal.pone.0118091.g014
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Discussion
We suggest a model of regeneration of cell structures based on cell memory,—implemented as
follows. Each cell receives signals from all other cells. Its total value is u�. The cell keeps a mem-
ory of this value. If the total signal changes and becomes u, the cell produces some substance
with the rate proportional to u� − u. This substance stimulates the proliferation of new cells. As
a result, cell structure grows until the new signal u becomes equal to the old signal u�. This
mechanism allows cells to implement a kind of means-ends analysis—a working towards re-
generation of a specific shape and a cessation of further growth when the correct morphology
is achieved a major open question in the understanding of morphostasis in regeneration, re-
modeling, embryogenesis, and cancer suppression.

The main question is whether this method allows a correct regeneration of cell structure
when a part of it is amputated. We show that under some additional conditions which provide
continuity of growth and that the new signal cannot exceed the old signal, we can obtain an
exact solution of the regeneration problem.

Limitations of the algorithm. The algorithm of cell structure regeneration suggested in this
work has several limitations. First is the size of the structure. Control cells cannot correctly
identify missing cells at a large distance because the signal rapidly decays. However, there is a
tradeoff here. If the rate of decay is low, then the boundary of the cell structure is not clearly
identified. Added cells will go beyond the original structure and the regenerated shape will be
incorrect. On the other hand, rapid decay of the signal also requires high accuracy in the verifi-
cation of the second condition of the algorithm. If the new signal in some of control cells be-
comes greater than the old one on a very small value (usually, 10−7−10−15), then the algorithm
is stopped. Biologically this means that control cells are very sensitive. It should be noted how-
ever that we consider a qualitative mechanism of regeneration with arbitrary values of parame-
ters, which we cannot relate at the moment to realistic biological parameters.

Fig 15. Regeneration of letters. Regenerated part is shown in red, remaining part after amputation in green. The red cells adjacent to green cells belong to
the remaining part (blastema).

doi:10.1371/journal.pone.0118091.g015
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Figs. 18 and 19 show regeneration of a long thin domain for different values of parameters
and sizes of the domain. There are some optimal values where the algorithm is more efficient.
If we consider the size of the cell structure close to its maximal admissible value, the algorithm
becomes sensitive to small changes of parameters or geometry. In particular, if the remaining
part of the domain after amputation is less than some critical value (Fig. 18, left), then
regeneration fails.

Finally, let us recall that the distance between two cells is measured along the straight line
connecting them. If the cell structure is not convex, then this interval can be partially outside of
this structure. From the biological point of view, this implies existence of other cells (not explic-
itly included in the model) which fill the empty space and which can transmit the signal but do
not participate in the process of regeneration. It is possible to modify the algorithm is such a
way that the signal propagates along the structure even in the case where it is not convex. How-
ever it then becomes significantly more complex and the path between two points to measure
the distance between them can be defined in different ways. This will be explored in
subsequent work.

Fig 16. Examples of correct (left and right images) and wrong (middle image) regenerations. A small
change in the cell structure modifies the signals received by the control cells A and B. This can result in the
appearance of a wrong cellC (see the explanation in the text.

doi:10.1371/journal.pone.0118091.g016
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Reaction-diffusion patterns or cell memory? Reaction-diffusion systems of equations can
describe emergence of patterns. The mechanism of pattern formation mostly used in morpho-
genesis and regeneration is based on Turing structures. In order to describe emergence of pat-
terns, the reaction-diffusion system should contain at least two equations and should satisfy
some additional conditions. They are formulated by H. Meinhardt as short range activation—
long range inhibition. Emergence of patterns is based on the interaction of these two substances

Fig 17. Continuation of the wrong regeneration started in Figure.

doi:10.1371/journal.pone.0118091.g017

Fig 18. Regeneration with condition 3a and different sizes of the remaining domain (left) or different
decay rate n of the signal (right). The signal decays as 1/xn, n = 1.5, ε = 10−15.

doi:10.1371/journal.pone.0118091.g018
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(Turing called them morphogens). Since these patterns can represent stable stationary solu-
tions, then the perturbed pattern can return to its original form after some time. This is the
main idea of regeneration models with reaction-diffusion equations.

Some animals, like planarians or hydra, can regenerate their head or tail (feet) or both.
These two organs can produce various signals which propagate in other tissues. If these signals
interact with each other (activation-inhibition) and if this interaction results in their nonuni-
form distribution (pattern formation), then it is possible to imagine that they also participate
in the regeneration of the lost organ.

The method suggested in this work does not imply the interaction of two (or more) signals.
In the minimal configuration it is sufficient to have only one signal. The main assumption of
the model is that cells can keep information about the previous value of this signal when it is
changed (< 64 bits of information). One testable prediction of such models is that mechanisms
that underlie memory in the nervous system may be likewise implicated in regenerative
pattern control.

Let us note that regeneration with memory cells acts locally. It does not require interaction
of signals from distant organs. Wound healing is an example of regeneration which occurs lo-
cally and where only one tissue can be involved. The model based on cell memory suggests the
same approach to wound healing and to regeneration of a single organ or several
organs simultaneously.

Interestingly, some species such as planaria possess high morphological plasticity. For ex-
ample, it is possible to create a two-headed animal from a normal one by perturbing the physi-
ological circuit that normally determines anterior-posterior polarity [30, 29]. This stability of a
radically new target morphology (2 head shape, which continues to recur upon future rounds
of amputation with no further experimental treatments) does not require genomic modifica-
tions. The old one-headed and the new two-headed animals have the same genome. Moreover
the new head can be grown anywhere on the body. If one of the two heads or both of them are
removed, they regenerate in the same way as they were before. Thus, two-headed planarian re-
generates in a two-headed planarian with the same head locations.

It is interesting to compare how different models can regenerate a two-headed planarian.
Denote by D1 the cell structure which corresponds to one-headed planarian and by D2 the two-
headed one. After head amputation in the former, the corresponding domain is denoted by D.
It is possible to amputate both heads of the two-headed animal reducing domain D2 to the

Fig 19. Regeneration with condition 3a and different values of ε (n = 1.5).

doi:10.1371/journal.pone.0118091.g019
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same domain D. Hence we have the same cell structure D from which we should be able to re-
generate either one-headed or two-headed planarian.

Suppose that regeneration is based on emergence of patterns. Then there are two signals u
and v which remain in the domain D after head amputation. Their interaction can produce
some nonhomogeneous distribution of these substances by the mechanism of Turing struc-
tures. Since the characteristic diffusion time is much less (hours) than time of regeneration
(days), we can reasonably assume that they will converge to some stationary distributions in
the domain D before it begins to grow due to regeneration. If this stationary distribution is
unique, then only a unique structure can regenerate and not two different structures with one
and two heads. However, it is known that Turing structures in the same domain and for the
same values of parameters can be nonunique. If there are two different structures possible in
the domain D, then one of them can correspond to the one-headed animal while another one
to the two-headed planarian. Convergence to these stationary solutions depends on the initial
conditions. Since the distributions of u and v in D after amputation from D1 can differ from
those after amputation from D2, then we can suppose that they will converge to two different
stationary solutions. Thus, up to now, this approach admits regeneration of two different struc-
tures D1 and D2 from the same reduced structure D.

A limitation of this approach is that position of the second head can be arbitrary in some
range of locations. If each head position should correspond to a different stationary solution in
the same domain D, then we need to have possibly many such solutions or even a continuous
family of such solutions. It is possible to have several different Turing structures in the same
domain but if there are several dozens, then it becomes exotic from the modelling point of view
and unrealistic biologically. A continuous family of such solutions is not possible even mathe-
matically unless the domain possesses some special symmetry.

These arguments should not be considered as a proof of impossibility of this mechanism of
planarian regeneration. Such complex and poorly understood processes always leave a possibil-
ity for different modelling approaches. On the other hand, the method with cell memory eager-
ly reproduces two-headed or multi-headed structures with any head location (Fig. 20).

Morphogenesis. The model of regeneration discussed above is based on the assumption
that cells can register a signal coming from other cells. When a part of the tissue is amputated,
the signal is changed. The process of regeneration consists in restoring the tissue which has the
same distribution of signals.

A similar approach can be used to describe initial tissue growth. Consider a domain filled by
cells. Suppose that each cell has some value u�

i prescribed to it. This hypothetical signal appears
in the process of embryogenesis due to some genetic and epigenetic factors. It can correspond
to distribution of some morphogenes. This initial domain can be considered as an organizing
center. The signal distributed inside it stimulates appearance of new cells around it. These new
cells will be placed in such a way, that the signal which they produce coincide with u�

i inside the
organizing center.

An illustration of this mechanism is shown in Fig. 21. The initial domain is a square at the
center. Depending on the distribution of the signal inside this domain, different structures can
grow from it.

Morphogenesis versus regeneration. The speed of animal regeneration can be greater than
the speed of its natural growth. If a 7-day old tadpoles tail is cut and allowed to regenerate for 7
more days, then new tail produced will be appropriate in size for a 14-day sized animal. It
shows that remaining cells remember the size of the animal before amputation. Moreover, this
is also an argument against the pattern formation mechanism. If growth is completely
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Fig 21. Depending on the signal distribution inside the central square domain, two, three or four red rectangles will grow around it.

doi:10.1371/journal.pone.0118091.g021

Fig 20. The same reduced part (upper left) can regenerate different original forms (upper right and lower figure).

doi:10.1371/journal.pone.0118091.g020
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determined by the actual cell structure, then natural growth and growth after amputation
would be the same if they start from the same cell configuration.

Target morphology. The concept of target morphology is suggested in [5, 16, 17]. The
model developed in this work interprets this idea in terms of signals. Let us recall the main as-
sumption of the model. Control cells keep the information about the old signals. At the same
time they receive new signals from the growing tissue. Target morphology is the morphology
for which the distribution of new signals coincides with the distribution of old signals. In the
case of morphogenesis, instead of old signals, there is some given distribution which appears
during embryonic development. As before, target morphology is the morphology for which the
distribution of received signals coincides with the given distribution. Our conjecture is that ge-
nerically the target morphology is unique, that is there exists a unique solution of the problem
of minimization of signal difference.

Further developments. If regeneration is based on cell memory in the remaining tissue,
then the process of regeneration can be modified if this memory is modified. Future work in
our group will test this model using reagents known to modify cellular memories in the ner-
vous system, applied to regeneration assays.

There are many possible developments of the model. Among them introduction of different
cell types (differentiation) and the model of long distance regeneration. Both of them will re-
quire introduction of additional signals. At further development of this model, we are consider-
ing adding biological cells as distributed objects (not as mathematical points) and associating
signals with the points at the surface of their exterior membrane, to more closely tie the model-
ing dynamics with known biophysical or molecular components of cellular function. Altogeth-
er, development of models such as this one, which show unambiguously (algorithmically) how
shape is preserved and repaired, are an essential counterpart to genetic and biophysical data.
Together, the integration of constructivist modeling and molecular biology will enable biomed-
ical control of not only gene expression but of large-scale anatomical outcomes.

Author Contributions
Wrote the paper: ML VV. Computer code: NB NR. Numerical simulations: AT VV. Biological
concept: ML NM.

References
1. Birnbaum KD, Alvarado AS (2008) Slicing across kingdoms: regeneration in plants and animals. Cell

132: 697–710. doi: 10.1016/j.cell.2008.01.040 PMID: 18295584

2. Reddien P, Snchez Alvarado A (2004) Fundamentals of planarian regeneration. Annu Rev Cell Dev
Biol 20: 725–757. doi: 10.1146/annurev.cellbio.20.010403.095114 PMID: 15473858

3. Maden M (2008) Axolotl/newt. Methods Mol Biol 461: 467–480. doi: 10.1007/978-1-60327-483-8_32
PMID: 19030817

4. Baddour JA, Sousounis K, Tsonis PA (2012) Organ repair and regeneration: an overview. Birth Defects
Res C Embryo Today 96: 1–29. doi: 10.1002/bdrc.21006 PMID: 22457174

5. Levin M (2011) The wisdom of the body: future techniques and approaches to morphogenetic fields in
regenerative medicine, developmental biology and cancer. Regenerative medicine 6: 667–673. doi:
10.2217/rme.11.69 PMID: 22050517

6. Stocum DL, Cameron JA (2011) Looking proximally and distally: 100 years of limb regeneration and be-
yond. Dev Dyn 240: 943–968. doi: 10.1002/dvdy.22553 PMID: 21290477

7. Kragl M, Knapp D, Nacu E, Khattak S, Maden M et al (2009) Cells keep a memory of their tissue origin
during axolotl limb regeneration. Nature 460: 60–65. doi: 10.1038/nature08152 PMID: 19571878

8. Kragl M, Knapp D, Nacu E, Khattak S, Schnapp E et al (2008) Novel insights into the flexibility of cell
and positional identity during urodele limb regeneration. Cold Spring Harb Symp Quant Biol 73: 583–
592. doi: 10.1101/sqb.2008.73.034 PMID: 19028989

On a Model of Pattern Regeneration Based on Cell Memory

PLOS ONE | DOI:10.1371/journal.pone.0118091 February 19, 2015 20 / 21

http://dx.doi.org/10.1016/j.cell.2008.01.040
http://www.ncbi.nlm.nih.gov/pubmed/18295584
http://dx.doi.org/10.1146/annurev.cellbio.20.010403.095114
http://www.ncbi.nlm.nih.gov/pubmed/15473858
http://dx.doi.org/10.1007/978-1-60327-483-8_32
http://www.ncbi.nlm.nih.gov/pubmed/19030817
http://dx.doi.org/10.1002/bdrc.21006
http://www.ncbi.nlm.nih.gov/pubmed/22457174
http://dx.doi.org/10.2217/rme.11.69
http://www.ncbi.nlm.nih.gov/pubmed/22050517
http://dx.doi.org/10.1002/dvdy.22553
http://www.ncbi.nlm.nih.gov/pubmed/21290477
http://dx.doi.org/10.1038/nature08152
http://www.ncbi.nlm.nih.gov/pubmed/19571878
http://dx.doi.org/10.1101/sqb.2008.73.034
http://www.ncbi.nlm.nih.gov/pubmed/19028989


9. Badugu A, Kraemer C, Germann P, Menshykau D, Iber D (2012) Digit patterning during limb develop-
ment as a result of the BMP-receptor interaction. Sci Rep 2: 991. doi: 10.1038/srep00991 PMID:
23251777

10. Belintsev BN, Beloussov LV, Zaraisky AG (1987) Model of pattern formation in epithelial morphogene-
sis. J Theor Biol 129: 369–394. doi: 10.1016/S0022-5193(87)80019-X PMID: 3455468

11. Economou AD, Ohazama A, Porntaveetus T, Sharpe PT, Kondo S et al (2012) Periodic stripe formation
by a Turing mechanism operating at growth zones in the mammalian palate. Nat Genet 44: 348–351.
doi: 10.1038/ng.1090 PMID: 22344222

12. Kusch I, Markus M (1996) Mollusc shell pigmentation: Cellular automaton simulations and evidence for
undecidability. J Theor Biol 178: 333–340. doi: 10.1006/jtbi.1996.0029

13. Meinhardt H (2008) Models of biological pattern formation: from elementary steps to the organization of
embryonic axes. Current Topics in Developmental Biology 81: 1–63. doi: 10.1016/S0070-2153(07)
81001-5 PMID: 18023723

14. Rauch EM, Millonas MM (2004) The role of trans-membrane signal transduction in Turing-type cellular
pattern formation. J Theor Biol 226: 401–407. doi: 10.1016/j.jtbi.2003.09.018 PMID: 14759646

15. Schiffmann Y (2007) Self-organization in and on biological spheres. Prog Biophys Mol Biol 95: 50–59.
doi: 10.1016/j.pbiomolbio.2007.03.001 PMID: 17448527

16. Levin M (2012) Morphogenetic fields in embryogenesis, regeneration, and cancer: non-local control of
complex patterning. Bio Systems 109: 243–261. doi: 10.1016/j.biosystems.2012.04.005 PMID:
22542702

17. Vandenberg LN, Adams DS, Levin M (2012) Normalized shape and location of perturbed craniofacial
structures in the Xenopus tadpole reveal an innate ability to achieve correct morphology. Developmen-
tal Dynamics 241: 863–878. doi: 10.1002/dvdy.23770 PMID: 22411736

18. Casadesus J, DAri D (2002) Memory in bacteria and phage. BioEssays 24: 512–518. doi: 10.1002/
bies.10102 PMID: 12111734

19. Chang HY, Chi JT, Dudoit S, Bondre C, van de Rijn M, et al. (2002) Diversity, topographic differentia-
tion, and positional memory in human fibroblasts. Proc Natl Acad Sci U S A 99: 12877–12882. doi: 10.
1073/pnas.162488599 PMID: 12297622

20. Nakagaki T (2001) Smart behavior of true slime mold in a labyrinth [Review]. Research in Microbiology
152: 767–770. doi: 10.1016/S0923-2508(01)01259-1 PMID: 11763236

21. Hamilton TC (1975) Behavioral plasticity in protozoans. In: Eisenstein EM, editor. Aneural Organisms
in Neurobiology. New York: Plenum Press. pp. 111–130.

22. Applewhite PB (1975) Plant and animal behavior. In: Eisenstein EM, editor. Aneural Organisms in Neu-
robiology. New York: Plenum Press. pp. 131–139.

23. Eisenstein E (1975) Aneural organisms in neurobiology. New York: Plenum Press.

24. Levin M (2014) Endogenous bioelectrical networks store non-genetic patterning information during de-
velopment and regeneration. Journal of Physiology 592(11): 22952305. doi: 10.1113/jphysiol.2014.
271940

25. Levin M, Stevenson C (2012) Regulation of cell behavior and tissue patterning by bioelectrical signals:
challenges and opportunities for biomedical engineering. Annual Reviews in Biomedical Engineering
14: 295–323. doi: 10.1146/annurev-bioeng-071811-150114

26. Astor JC, Adami C (2000) A developmental model for the evolution of artificial neural networks. Artificial
Life 6: 189–218. doi: 10.1162/106454600568834 PMID: 11224915

27. Hampton AN, Adami C (2004) Evolution of robust developmental neural networks. Proc Artif Life 9:
438–443.

28. Deutsch A, Dormann S (2005) Cellular automaton modeling of biological pattern formation: characteri-
zation, applications, and analysis. Birkhäuser, Boston.

29. BeaneWS, Morokuma J, Adams DS, Levin M (2011) A chemical genetics approach reveals H, K-
ATPase-mediated membrane voltage is required for planarian head regeneration. Cell Chemistry and
Biology 18: 77–89. doi: 10.1016/j.chembiol.2010.11.012

30. Oviedo NJ, Morokuma J, Walentek P, Kema IP, Gu MB et al (2010) Long-range neural and gap junction
protein-mediated cues control polarity during planarian regeneration. Developmental Biology 339:
188199. doi: 10.1016/j.ydbio.2009.12.012

On a Model of Pattern Regeneration Based on Cell Memory

PLOS ONE | DOI:10.1371/journal.pone.0118091 February 19, 2015 21 / 21

http://dx.doi.org/10.1038/srep00991
http://www.ncbi.nlm.nih.gov/pubmed/23251777
http://dx.doi.org/10.1016/S0022-5193(87)80019-X
http://www.ncbi.nlm.nih.gov/pubmed/3455468
http://dx.doi.org/10.1038/ng.1090
http://www.ncbi.nlm.nih.gov/pubmed/22344222
http://dx.doi.org/10.1006/jtbi.1996.0029
http://dx.doi.org/10.1016/S0070-2153(07)81001-5
http://dx.doi.org/10.1016/S0070-2153(07)81001-5
http://www.ncbi.nlm.nih.gov/pubmed/18023723
http://dx.doi.org/10.1016/j.jtbi.2003.09.018
http://www.ncbi.nlm.nih.gov/pubmed/14759646
http://dx.doi.org/10.1016/j.pbiomolbio.2007.03.001
http://www.ncbi.nlm.nih.gov/pubmed/17448527
http://dx.doi.org/10.1016/j.biosystems.2012.04.005
http://www.ncbi.nlm.nih.gov/pubmed/22542702
http://dx.doi.org/10.1002/dvdy.23770
http://www.ncbi.nlm.nih.gov/pubmed/22411736
http://dx.doi.org/10.1002/bies.10102
http://dx.doi.org/10.1002/bies.10102
http://www.ncbi.nlm.nih.gov/pubmed/12111734
http://dx.doi.org/10.1073/pnas.162488599
http://dx.doi.org/10.1073/pnas.162488599
http://www.ncbi.nlm.nih.gov/pubmed/12297622
http://dx.doi.org/10.1016/S0923-2508(01)01259-1
http://www.ncbi.nlm.nih.gov/pubmed/11763236
http://dx.doi.org/10.1113/jphysiol.2014.271940
http://dx.doi.org/10.1113/jphysiol.2014.271940
http://dx.doi.org/10.1146/annurev-bioeng-071811-150114
http://dx.doi.org/10.1162/106454600568834
http://www.ncbi.nlm.nih.gov/pubmed/11224915
http://dx.doi.org/10.1016/j.chembiol.2010.11.012
http://dx.doi.org/10.1016/j.ydbio.2009.12.012


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


