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Abstract

Structural transitions in a single AB-copolymer chain where saturating bonds
can be formed between A- and B-units are studied by means of Monte Carlo
computer simulations using the bond fluctuation model. Three transitions are
found, coil-globule, coil-hairpin and globule-hairpin, depending on the nature
of a particular AB-sequence: statistical random sequence, diblock sequence
and ‘random—complementary’ sequence (one-half of such an AB-sequence is
random with Bernoulli statistics while the other half is complementary to the
first one). The properties of random—complementary sequences are closer to
those of diblock sequences than to the properties of random sequences. The
model (although quite rough) is expected to represent some basic features of
real RNA molecules, i.e. the formation of secondary structure of RNA due
to hydrogen bonding of corresponding bases and stacking interactions of the
base pairs in helixes. We introduce the notation of RNA-like copolymers and
discuss in what sense the sequences studied here can be considered as RNA-like
copolymers.

1. Introduction

To derive a better understanding of the physical principles behind the biological functioning of
biopolymers (e.g. proteins, DNA, RNA) is one of the major challenges for science in the early
part of the twenty-first century. It will allow an improved insight into the molecular principles
behind the evolution of biopolymers and their sequences. An interdisciplinary scientific field
is emerging; the study of simple models of these complex molecules is an important task.
Some examples of recent work are the theory and computer simulations of different models
for protein folding [1-12], conformation-dependent sequence design [13—18], the study of
toroidal structure of DNA [19-24] and the secondary structure of RNA [25, 26].
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Figure 1. Allowed direction of strands forming a stem.

In this paper, we will consider a single AB-copolymer chain where the formation of
saturating bonds (SBs) is allowed between A and B monomer units. The analysis of
conformations of such a chain will be performed by means of Monte Carlo (MC) computer
simulation. Three different kinds of primary AB-sequences are investigated: statistically
random sequence, diblock sequence and ‘random—complementary’ sequence (one-half of such
an AB-sequence is random with Bernoulli statistics while the other half is complementary to
the first one). Each monomer unit of type A or B possesses one valency to form an SB with
some monomer unit of opposite type. An important goal for our study is to understand how the
SB formation influences the state diagram of possible spatial conformations of the copolymer
chain. We are interested in finding the regions of stability of different conformations and
in the location of transition lines between them. Subsequently, it will be possible to modify
the primary sequence in the course of a simulation in order to study the effects of sequence
evolution on the number of available conformations.

We keep in mind the formation of the secondary structure of real RNA molecules which is
organized in the form of a ‘clover leaf” as an example of the real features of biopolymers which
serve as a guide for us in constructing our model. The present study lies within the framework
of the recently proposed scheme of conformation-dependent sequence design [13—18].

The paper is organized as follows. In section 2 we describe our model and discuss the
importance of each of the assumptions made. In section 3 we present and discuss our results.
Finally, section 4 contains conclusions and the outlook for further investigations.

2. Method: model and simulation technique

We use the bond fluctuation model in our MC simulation [27-29]. The molecule is a single N-
unit chain with Ny monomer units of type A and Ng monomer units of type B (N = Na + Np).
Each monomer unit occupies eight neighbouring lattice sites on a simple cubic lattice and the
excluded volume condition is applied. The bond length between two successive monomer
units along the chain can fluctuate between 2 and +/10 lattice units.

The chain conformation is characterized by the interaction energy, E, between monomer
units, which is defined in the following way. If a monomer unit of type A is in contact with a
monomer unit of type B they can form a thermoreversible SB provided they are not successive
along the chain. After one SB between two monomer units has been formed these units can no
longer be involved in the formation of any other SB. Every SB adds s < 0 to the energy E of
the system. Two (or more) SBs (pairs) formed between successive monomer units respectively
along the chain are called a stem of SBs (i.e. the second pair should contain monomer units
which are neighbours along the chain for the units of the first pair, see figure 1). Every border
of the stem adds the positive value —&gpcoop to the energy of the system, where we will
call the parameter o, the factor of cooperativity. Introducing such a potential means that
the borders are energetically unfavourable (see table 1 for an example of the SB-potential
used).
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Table 1. Dependence of energy on cooperativity parameter c¢oop -

Ocoop = 1 0.5 0.0 General formulae
S| E= -ess 0 ess | E = ess(1-200mp)
S| E= 0 eso | 2608 | E = os+Esp (1-20000)
_O-O-O-O_O =0 E= s 2¢sp 3esg | E = 2¢sp + &5+ (1-2000p)
XX | E= Zess | Bess | dess | E=Bess+es (1-2000p)

Another possibility to account for this effect would be to introduce the energy gain for
every stacking pair of SBs, i.e. the negative stacking energy. We do not consider this possibility
here and do not discuss the equivalence of both approaches, although such a modification of
the model is even more directly connected with the real physical processes of helix formation
in biopolymers.

In our model it is specified that stems can be formed only in ‘antiparallel mode’, i.e. two
strands forming a stem are always oppositely directed (see figure 1). That feature mimics some
properties of real RNA molecules which are known to be directed polymers and to have the
so-called ‘head—tail” primary structure. Such a structure ensures the formation of helixes in
real RNAs by only antiparallel strands. In our model the cooperativity bonus is only applied
for antiparallel strands and not for parallel ones. Hence, the direction of strands which are
forming stems does not play any role in the case a¢oop = 0.

In our simulation we used the following single MC steps:

(1) we choose a monomer unit randomly;

(2) we move that unit randomly to one of the six neighbouring lattice sites (this trial move
is rejected if it breaks the excluded volume condition, i.e. if the monomer unit hits some
already occupied lattice sites);

(3) if this monomer unitis involved in the formation of an SB we destroy this bond temporarily;

(4) we prepare the list of all neighbours in space for this monomer unit in its new trial position,
and set the maximal length of this list to N, = 19;

(5) we choose an integer random number from the interval [0; 19] and try to form an SB
with corresponding neighbours from the list (if this random number is zero then no SB
is formed; if this random number is larger than the actual number of real neighbours we
reject this trial move; if the chosen neighbour is already involved in some other SB we
also reject the trial move).

We accept this trial move according to the usual Metropolis scheme: the acceptance probability
is proportional to exp(—dE/T), where dE is the energy difference between the trial and the
old states.

The above algorithm satisfies the condition of microscopic reversibility but at the same
time it shifts our system to a slightly more compact conformation (see the appendix). To
be able to achieve equilibrium and to study properties of the system in a broad interval of
temperatures we used the multicanonical ensemble technique [30—33]. The main idea of this
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method is to produce a random walk over the states with different energies. This is performed
by calculating additional weights for each energy value using the energy histogram obtained
during the previous iteration of simulations. Then we run biased MC simulations with those
weights and perform reverse reweighting of the simulation data obtained.

The following two remarks are made here concerning the averaging over different primary
sequences and the definition of states and transitions between them.

In principle, the averaging of simulation data over the different primary sequences can
(and in some cases definitely should) be performed. However, we did not perform such an
averaging systematically here, although we have looked at several particular realizations of
randomness. This was done for the following reasons. First, the main aim of the approach we
are following is to search for some sequence design procedure which would produce sequences
with non-trivial properties (or even probably quite unique ones). We try first to suggest such
procedures theoretically and check them in computer simulations, and afterwards think about
the possibility of implementing our ideas in the chemical laboratory. Within the framework
of this approach one can in principle expect to find that the properties of some particular
realization of a sequence are quite different from those averaged over many sequences. This
is not expected, of course, for the random (Bernoulli) sequences. Nevertheless, the use of a
uniform procedure of comparison of data for just a few particular realizations does have clear
justification in our case, because it gives us also an idea about the magnitude of differences
between them. This will enable us to locate crucial differences between particular sequences
if they appear. Our approach is also supported by some previous experience when important
information was obtained from the analysis of differences between the curves for particular
primary sequences of designed AB-copolymers [34]. Our second important point is connected
with the problem of good averaging over spatial conformations for each particular primary
sequence at different temperatures, especially at low ones, taking into account the possibility
of formation of different non-trivial spatial intramolecular structures which can depend on
the primary sequence. To this end we have used the multicanonical sampling technique
which allows good equilibration of chain conformations at different temperatures. Using
this technique it is even possible to evaluate the degeneracy of the ground state for a particular
sequence [35]. However, this method is time consuming (even for rather short chains consisting
of N = 50 monomer units which are considered here), which makes it difficult to average over
many realizations of randomness.

Our second remark concerns the terminology we are using here and what we understand
as ‘states’, ‘transitions’ between those states and the ‘order’ of these transitions. The main
points are well known [36, 37]:

(1) there are no phases and phase transitions in a system of finite size;

(2) different spatial structures of a particular polymer chain of finite length can be classified as
belonging to some states, i.e. a coil state or globular state, while different intramolecular
structures can be found inside dense globules and which can in turn be classified using an
appropriate order parameter;

(3) the question of whether the conformational transition between two particular states
is the true phase transition can be answered if one extrapolates the behaviour of the
system to the thermodynamic limit N — oo (the width of the true phase transition
goes to zero, AT — 0); we did not perform such an analysis here and emphasize
that we speak always about conformational transitions between different intramolec-
ular spatial structures in our particular system of a single chain of finite length (we
have to choose an appropriate order parameter to characterize each particular transition);
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(4) we consider those transitions to be of ‘first-order type’ (first-order-like transitions) if they
show the formation of the double-peak structure on the histogram of the energy or order
parameter, while the shift of a single peak is typical of ‘second-order-like’ transitions.

The coil-globule transition in polymer chains induced by SBs was studied theoretically
some time ago [38, 39]. In the limit of infinitely long chains the phase diagram of temperature
versus density of functional units which are able to form SBs, as well as the order of phase
transitions between the coil, globule and hairpin, have been investigated. However, we consider
in this paper only the case of a rather short AB-copolymer chain, and, moreover, we consider
selective interactions only between A- and B-units which can form SBs. Therefore our system
cannot be directly compared to the theoretical results either for copolymers with volume
interaction or for polymers with SBs. Our main attention concerns the comparison of structural
transitions for strongly different primary sequences.

3. Results: coil-globule versus coil-hairpin transition

When the temperature is decreased the chain collapses. To characterize the collapse transition
we used the following values: energy E, energy fluctuations, gyration radius R, the number
of SBs formed Ngp. Additionally, we have measured some variables characterizing the formed
stems:

(1) the number of individual bonds N; which do not have any neighbouring SBs;

(2) the number of borders Ny, i.e. the number of SBs which have only one neighbouring SB
which belongs to the same stem;

(3) the number of stacked bonds Nj, i.e. the number of SBs having two neighbouring SBs
(on the left and on the right) which belong to the same stem (this is the total number of
‘internal’ SBs involved in the formation of different stems).

The total number of all SBs is the sum of these three values: Ngg = N; + N; + N;,. For three
triplets, for example, we have Ngg = 9, N; =0, Ny = 3, N, = 6.

We studied first the case of the statistically random AB-copolymer (with Bernoulli
statistics). In figures 2(a) and (b) we present the temperature dependence of the mean squared
gyration radius and of the full energy of a chain. The full chain length is equal to N = 50 and
we take equal amounts of A- and B-units: Ny = Np = 25. The energy parameter was taken
as esp = —10 (in kT units) for all different cases considered in this paper. The simulations
were performed for three different values of cooperativity parameter o ,,, = 0.0, 0.5 and
1.0. We have presented here the simulation data for only one particular primary sequence;
however, we have checked a few other random sequences and found the curves to be similar
(see figure 4(b) and discussion below). There are some differences at low temperature which
correspond to different ground states but in the transition region the behaviour is quite similar.
The system with no cooperativity shows a rather smooth coil-globule transition on decrease of
the temperature (circles in figures 2(a) and (b)). The globule is not spherical and its density is
much smaller than unity (using only SBs it is impossible to get a dense state). The total number
of SBs goes up from 2 to 25 (the highest possible number of SBs in AB-copolymer consisting of
50 monomer units). For cooperativity equal to 0.5 and 1.0 the transition temperature becomes
smaller (it drops down from the value T},4ns ~ 4.5 for dcpop = 0 t0 Tjrgps & 2.5 and 2.7
for ap0p = 0.5 and 1.0 respectively), and the transition itself is sharper. The globular state
has larger energy because of positive terms coming from the stem borders. For a¢pop = 1.0
there is even a pretransitional swelling with decreasing temperature which can be understood
by taking into account the following argument. At high temperature a few individual bonds
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Figure 2. Mean squared gyration radius (a) and mean energy (b) versus temperature for random
AB-copolymer for different values of cooperativity parameter ctcoop -

are always present and cause compactification in comparison to the pure coil state. With
decreasing temperatures some of these bonds become unfavourable. The fact that the mean
energy is positive for ¢y, = 1.01s aresult of the definitions in table 1. We have also produced
histograms of the full energy, and found a simple shift of the single peak in the transition region
(no bimodality). Atlow temperatures there are indications of some conformational transitions
(with double-peak histograms) between structures which are quite close to each other in energy
(this point requires further investigation).

We have also investigated some specially designed sequences and diblock sequence. The
following primary structures were investigated:

(1) random—complementary sequence: this sequence has a statistical 1:1 distribution of A-
and B-units in the first half of the chain (Bernoulli statistics) while the second part of
the sequence is complementary to the first one (again we have compared the simulation
data for several different realizations of random—complementary sequences and found the
curves for the temperature dependencies of gyration radius, energy and the number of SBs
to be quite close to each other, see figure 4(b) and the discussion below);
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Figure 3. Gyration radius versus temperature for random, diblock and random—complementary
sequences for cooperativity parameter dcoop = 0.0 (@), etcoop = 0.5 (b), Acoop = 1.0 (¢).
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(2) AB-diblock (AB-sequence, which has its first half of the chain consisting of A-units and
the other half of B-units).

In figure 3 we present the temperature dependence of the mean squared gyration radius for
random, random—complementary and diblock sequences for three values of cooperativity
parameter a¢,,p = 0.0 (a), 0.5 (b) and 1.0 (c). Figure 4 depicts SB statistics for the secondary
structure of the collapsed state of AB-copolymer chains for a cooperativity value equal to 0.5
(figure 4(a)) and 1.0 (figure 4(c)), i.e. the temperature dependence of the number of borders
N, is presented. We have also calculated and analysed the mean energy of the chain and the
temperature dependences of the number of individual bonds »; and the number of stacked
bonds N; for different sequence types (figures are not presented here). In figure 4(b) we
show the data for N, obtained at a¢,,, = 0.5 for two particular random sequences and two
random—-complementary sequences. The number of borders Nj, is the variable most susceptible
to the particular sequence. These data show that our error bar due to a particular realization
of randomness is quite small in the transition region. The ground state (hairpin) is quite
unique for the random—complementary sequence while for random copolymers the globules
with significant differences in internal structure can be formed at low temperatures.

The analysis of all these data (figures 3 and 4) leads to the following conclusions. Without
cooperativity (atcoop = 0) the properties of random and random-complementary sequences
are very close to each other and show remarkable differences from the diblock sequence.
The gyration radius for the diblock sequence is smaller than that for random and random—
complementary sequences even in the coil state (at high temperatures). The fact that in our
model in the coil state the gyration radius of the chain with SB is smaller than that of the chain
with only excluded volume interactions is explained in the appendix. At the same time we
have found the number of individual SBs to be smaller for the diblock sequence, while the
energy is larger (less negative) for this sequence as well (see table 1). This is an apparent
contradiction, because the SBs in the diblock sequence can be formed only between monomer
units which are more separated from each other along the sequence than in the case of random
or random—complementary sequences, and this leads to stronger compactification of the coil
state for diblock copolymers.

Upon increasing the cooperativity parameter (let us first discuss the case oyop = 0.5)
the formation of hairpins is enforced for those chains with primary sequences ‘designed’
to have a hairpin as the ground state (i.e. diblock and random—complementary sequences).
This is not true for random sequences, where the SBs in the compact conformations are
mainly the individual ones, i.e. there are many borders, and therefore the energy levels in the
low-temperature region are higher. According to the gyration radius data the low-energy
conformations for random sequences are closer to the globular ones, but most probably
these final conformations are very sequence specific. ‘Hairpin-designed’ sequences reveal
an interesting behaviour, especially chains with the diblock sequence. There are two
conformational transitions close to each other, coil-globule and then globule-hairpin: with
decreasing temperature the gyration radius decreases and then increases, reaching the value
for the hairpin (figure 3(b)). The number of borders (figure 4(a)) initially increases with
decreasing temperature, but after achieving a maximum it falls and finally reaches the value
2 on average (hairpin). Such a tendency also takes place for lower values of o, €ven in a
more pronounced way (see figure 7(a) below). Random sequences have almost no possibility
of decreasing the number of borders, so they persist in the globular state.

The system with a high degree of cooperativity (@coop = 1.0) demonstrates a sharp coil—-
hairpin transition for designed sequences, the effect of an intermediate coil—globule transition
being almost absent (figure 3(c)). In all ‘designed’ sequences after the collapse we have only
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Figure 5. Preliminary diagram of states for variables temperature and cooperativity. The globule—
hairpin transition (dashed curve) is present only for diblock and random—complementary sequences
but not for the random one. For the random-complementary sequence the globule—hairpin transition
line is shifted to lower values of cooperativity (see discussion in the text).

one stem (number of borders equal to 2); in the random sequence case this state is not possible,
so we have a kind of globular state with several stems. For some particular sequences one
can even distinguish a series of structural transitions between globular states with a different
number of stems if this number is considered as an order parameter (see e.g. figure 4(c)).
During simulations we had some difficulties with equilibration for this case.

As far as the temperature and sharpness of transitions are concerned, when there is
no cooperativity all systems exhibit very smooth coil-globule transitions. There is quite a
broad and low peak in energy fluctuations and the transition is of second-order type. When
Qcoop = 0.5 we observe decreasing transition temperature and increasing sharpness. At the
same time we observe significant differences for different sequences. For the random sequence
the decrease of the transition temperature is quite large and the sharpness is the lowest one. The
random—complementary sequence reveals a less pronounced decrease of transition temperature
and the largest sharpness. The transition for the diblock sequence starts at higher temperature
but has lower sharpness, so this sequence forms an ideal hairpin at a temperature which is even
lower than that for the random—complementary sequence. Similar behaviour is typical for
Qcoop = 1.0, but the transition temperature is slightly higher than in the case of cooperativity
0.5.

In figure 5 we have summarized our results in the form of a schematic diagram of states
for variables temperature and cooperativity for a single macromolecule of AB-copolymer with
saturating AB-bonds. The transition lines between the coil, globule and hairpin states should
be considered more as a guide for the eye because they are based on very few simulation data
points and on a general physical sense. The coil, globule and hairpin states are all present
for the diblock and random—complementary sequences but the hairpin state is absent for the
random sequence. Our data suggest that for the random—complementary sequence the region
of the hairpin state is larger, i.e. the globule—hairpin transition line is shifted to the left, in
comparison to the diblock sequence. Such a preliminary conclusion is supported by the fact
that at .., = 0.5 we observe for the diblock sequence a transition from the coil to hairpin
state via the intermediate globular state, but this intermediated globule is not observed for the
random—complementary sequence.

We have examined the energy histograms for several temperatures near the transition
point. The histograms for o,,, = 0.0 show a simple shift of a single peak in the course of
the coil—globule transition in the AB-copolymer chain of finite length with selective formation
of SBs (only between A- and B-units). Therefore, this transition is of second-order type.
However, some interesting features can be observed for random—complementary and diblock
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Figure 6. Energy histograms measured at different temperatures for the random—complementary
sequence for ocpop = 0.5 (a) and op0p = 1.0 (b) and for the diblock sequence for acpop = 0.5 (¢)
and aco0p = 1.0 (d).

sequences for a¢,op = 0.5 and 1.0 (figure 6). First, the random—complementary sequence
shows a first-order-like transition between the coil and hairpin states for both «¢,,, = 0.5 and
1.0 (one can see the bimodality and the decrease of the high-energy peak and a simultaneous
increase of the low-energy peak with decreasing temperature). The diblock sequence shows a
second-order-like transition between the coil and globule states for ac,,, = 0.5 at temperature
T =~ 3.6 (broad single peak), although there is quite a clear hint for the first-order-like transition
between the globule and hairpin states at lower temperature 7 =~ 3.2. At high cooperativity
Qcoop = 1.0 the diblock sequence shows a first-order-like transition between the coil and hairpin
states, while there is always some fraction of intermediate middle-energy conformations. For
the statistically random sequence (histograms are not shown here) at a¢,,, = 0.5 we have a
smooth second-order-like coil-globule transition, but then there are indications of a first-order-
like transition at even lower temperatures. We explain this phenomenon by assuming some
internal readjustments in the globule. An appropriate order parameter can probably be found
to describe the transitions between those structures (we have not investigated this problem).
Similar indications of several first-order-like transitions were observed for o ,,, = 1.0. We
should emphasize here that there are strong finite size effects in our system, and in the
thermodynamic limit of large chain length the overall picture of different transitions can change
significantly.



3024 AV Chertovich et al

a) —— random-complementary sequence, o= 0.1
—— diblock sequence, o= 0.1
- -+ - random-complementary sequence, o= 0.2
14+ --x- diblock sequence, - 0.2
12+ A=,
%
10 )
o | i
[0 1
T 84 ;
g8 1 |4
61 7[
44 ——
2 -
0 2 4 6 8 10
Temperature
b) c)
diblock random-complementary

Figure 7. The number of borders for diblock and random—complementary sequences versus
temperature at small values of cooperativity parameter (a) and examples of intermediate states
for diblock (b) and random—complementary (c) sequences.

What happens with our system at small a.,,, values? Analysis of the situation near
the point where the qualitative behaviour of the system changes (i.e. the coil-hairpin instead
of coil-globule transition occurs) may help us to understand differences between diblock
and random—complementary sequences. In figure 7(a) our computer simulation data for the
temperature dependence of the number of borders for diblock and random—complementary
sequences are presented for small values of cooperativity parameter o,,, = 0.1 and 0.2.
One can see that even a rather small value of cooperativity (.., = 0.1) forces the chain
with a ‘designed’ sequence to form hairpin-like structures. The well-pronounced coil-globule
and then globule-hairpin transitions are observed. The final structure is not a single hairpin
but a set of several rather long stems: four stems on average for the diblock sequence (eight
borders) and two stems (four borders) for the random—complementary sequence. The same
tendency takes place at higher values of cooperativity (t¢,,, = 0.2): the number of stems in
the diblock chain (three stems for this particular case) is always higher than in the random—
complementary case (two stems). Moreover, for the random—complementary sequence the
globular region is narrower and transitions are sharper than in the diblock case. A possible
explanation of these differences is the lack of intermediate states in the case of the random—
complementary sequence. Indeed, the diblock chain allows some ‘impurities’ in the secondary
structure (because such conformations are not too unfavourable) while the pure hairpin (one
stem) for the random—complementary sequence is energetically much more favourable than any
imperfections in the structure (see figures 7(b) and (c) where an example of spatial conformation
quite close to a perfect hairpin is shown which is completely unfavourable energetically for the
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random—complementary sequence). These features can be roughly described by the statement
that random—complementary sequences are ‘better designed’ for the formation of hairpin
structure than diblock sequences.

4. Conclusions and outlook

We have presented a new simple model of AB-copolymer chains with the possibility of forming
SBs between monomer units of different types, which can be considered as a study of the design
of sequences for obtaining simple secondary structures in AB-copolymers.

One important remark should be made here. We consider SBs as a ‘first approximation’
model for hydrogen bonds, which we keep in mind as our prototype. The properties of real
hydrogen bonds are of course much more sophisticated [40]. One of the main features of
a hydrogen bond is its dependency on orientation, i.e. such a bond can be formed only if
two corresponding functional monomer units are properly oriented relative to each other. This
feature is not taken into account in our model. However, our model reflects two other important
features of hydrogen bonding in biopolymers, especially in RNA: first that each monomer unit
can form only one hydrogen bond; and second that there is an energy gain from the stacking
of base pairs in a helix. We start with such a simplified model and claim that it can be used to
mimic some important properties of real RNA molecules.

We have found non-trivial features even for this rather simple model. That is, the
conformation at low temperatures is changed from the usual globule to a hairpin for some
specially designed sequences on increasing the cooperativity parameter. The design of
secondary structures consisting of several stems of stacked SBs is our next aim. In general,
we can consider a model for sequences with random—complementary sections as a relative
successful simple model of RNA-like copolymers.
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Appendix. Proof of the microscopic reversibility condition

The condition of microscopic reversibility can be written in the form

pia-e BT = poy e BT (A1)

where pj is the probability of transition from state 1 (with energy E)) to state 2 (with energy
E»), and py; is the probability of the backward transition. The transition probability can be
represented as

P2 =0an - p2 (A.2)

where «, is the probability of choosing state 2 when the system is in state 1 and p, is the
probability of accepting the transition from state 1 to state 2. In our model we use the standard
Metropolis criteria for pj,:

pro=e AT (A3)

where AE = E, — E|.
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The matrix o, should be symmetric in order to achieve correct distributions for all
measured values in a canonical ensemble. Probability «, consists of two parts:

e
ap =alal (A4)

where ! is the probability of choosing a particular space position for a monomer unit in the
course of a trial movement from state 1 to state 2, and @® is the probability of choosing a
particular neighbour for this unit with which it can form an SB when in state 2. Probability
matrix " is symmetric, because we perform trial moves in random directions with a fixed
step in space. Therefore, the matrix o® should be symmetric as well. It is most natural to
choose ¢® = 1/(Npax +1), where N4, 1s the maximal number of possible candidates for SB
formation and the case of absence of SB is taken into account. For the bond fluctuation model
the number of neighbours in a maximally dense state is equal to 25 (without neighbours along
the chain), but during simulations of systems with saturating interactions we never observed a
value higher than N, = 19, so we have chosen «® = 1/20.

The problem, which follows from this model, is the long lifetime of a particular SB and, as
a consequence, the very long relaxation time of the system. At high temperature (7 = 1000)
the mean lifetime of one SB is about 100 MC steps and whole system relaxation time is close
to 10° MC steps. As can be easily understood from the model, we have effectively a very small
coefficient of trial move acceptance, no higher than 1/20 (in most cases there are almost no
suitable neighbours). This leads to some effective attraction between monomer units at high
temperatures. The gyration radius in our system is considerably smaller than in the system
without SB, in particular at high temperatures. If a monomer unit is involved in the formation
of an SB and is surrounded by several neighbours suitable for the formation of another SB, the
transition rate to the state without SB will be lower than that to the state with SB (the ratio of
these transition rates is proportional to the number of possible SB-neighbours). The existence
of several SBs leads to a smaller gyration radius, as in a polymer chain with several stickers.
Moreover, this gyration radius will depend on the primary sequence of the copolymer. For the
diblock copolymer these stickers are possible only between units which lie far apart from each
other along the chain, but for the random sequence the SBs will occur most probably between
monomer units which are quite close neighbours along the chain, and this will not lead to a
significant decrease of gyration radius.
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