
The research programme of the Laboratory of Ra-
diation Biology (LRB) determined by the 1st priority
theme 04-9-1015-96/2008 ®Radiation and Radiobiolog-
ical Investigations at the JINR Basic Facilities and in
the Environment¯ was ˇnished in 2008 and concen-
trated on the following main directions: fundamen-
tal radiobiological and radiation genetic research with
heavy charged particle beams, investigation of molec-
ular photo- and radiobiological processes in eye struc-
tures, molecular dynamics research, and radiation re-

search and radiation protection at the JINR basic facil-
ities and in the environment. Special attention was
paid to the participation of young researchers, stu-
dents, and postgraduates in the LRB's current events
and in conferences and seminars where the LRB took
part. Beginning with 2009, the LRB will continue
its research in the framework of the new 1st prior-
ity theme 04-9-1077-2009/2011 ®Research of Biologi-
cal Action of Heavy Charged Particles with Different
Energy¯.

RADIOBIOLOGICAL AND RADIATION GENETIC RESEARCH

Complex research on the biological action of ioniz-
ing radiation with different physical characteristics has
been continued. Regularities of the induction and repair
of DNA lesions in peripheral human blood lymphocytes
under the action of radiation in a wide range of linear
energy transfer (LET) have been studied. Using the
DNA comet techniques, regularities of the formation
of DNA single-strand breaks (SSB) and double-strand
breaks (DSB) in human lymphocytes under irradiation
by 60Co gamma rays and accelerated lithium and boron
ions with energy of 40 MeV/nucleon have been exam-
ined. It has been found that the DNA SSB and DSB
yield grows linearly with the dose, the SSB formation
efˇciency being much higher (Fig. 1).

The kinetics of the DNA SSB and DSB repair in
lymphocytes has been studied during a period of up to
96 h following irradiation by gamma rays. It has been
found that the DNA SSB and DSB yield decreases ex-
ponentially in the post-irradiation period and in 24 h
reaches the reference values (Fig. 2). This level holds
during a further storage of up to 96 h. A modifying
in�uence has been studied of DNA repair inhibitors Å
cytosine arabinoside (Ara C) and hydroxyurea (HU) Å
on the induction and repair of DNA DSB in human
lymphocytes upon irradiation by 60Co gamma rays and
accelerated boron ions. It has been found that under the
in�uence of the inhibitors, the number of DNA DSB in-
creases, which seems to be connected with active accu-
mulation of enzymatic DNA DSB. Without Ara-C and
HU, the DNA DSB repair is fully completed in 4Ä6 h.

Regularities have been studied in the induction of
apoptosis in human lymphocytes by 60Co gamma rays
in different time after irradiation (Fig. 3). Variabil-
ity has been found in the results for donors of dif-
ferent ages Å from 21 to 62 years. It is shown
that the temperature conditions (0 ◦C and room tem-
perature) do not in�uence the apoptotic cell death fre-
quency under gamma-irradiation. Comparative exper-
iments have been performed on newly extracted and
frozen (i.e., kept 7 days at −70 ◦C in 10% DMSO af-
ter extraction) lymphocytes. It is shown that in both
cases the frequency of apoptotic cell formation is prac-
tically the same during the post-irradiation period of
0Ä24 h and is signiˇcantly different in further incuba-
tion [10].

Regularities of the induction of different mutation-
related lesions by ionizing radiation in saccharomycete
yeasts have been studied [5, 6, 8]. An analysis of the
loss of chromosome IV Å one of the biggest chro-
mosomes of yeasts (1554 TPN) Å under the action
of UV and gamma rays in disomic strains shows that
chromosome IV is unstable and is lost more frequently
than earlier studied chromosome VII. For example, with
the absorbed radiation dose of 100 J/m2 and cell sur-
vivability of ∼ 1%, the chromosome loss frequency is
20 · 10−3, while for a gamma ray dose of 100 Gy and
survivability of 10%, it is 4 · 10−3. A linear depen-
dence of the chromosome loss induction on the dose is
observed. The spontaneous chromosome loss frequency
is 4 · 10−4.
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Fig. 1. Dose dependences of the DNA SSB and DSB yield in different time (2, 4, and 6 h) after γ-irradiation

Fig. 2. Kinetics of the DNA SSB and DSB repair after γ-irradiation with doses of 1, 10, and 20 Gy

Fig. 3. Dose dependence of the frequency of apoptotic cell
formation in different time after γ-irradiation

The phenomenon of adaptive response (AR) in pe-
ripheral human blood lymphocytes has been studied.
The main aim of the research was to ˇnd out possible

reasons for individual variability in the AR of different
donors' lymphocytes. A cytogenetic analysis of chro-
mosome aberrations in human blood upon irradiation
by 145 MeV and Bragg-peak protons at the therapeutic
proton beam of the JINR phasotron [3] has been per-
formed. It is shown that the Bragg-peak protons are
1.25 times more efˇcient in the dose range of 1Ä4 Gy.
A comparative analysis has been performed of the in-
dividual radiosensitivity of chromosomes 2, 8, and 14
of human lymphocytes to irradiation by charged parti-
cles with different LET. At JINR accelerator, healthy
donors' whole blood samples were irradiated by accel-
erated protons and carbon, lithium, and boron ions with
the doses of 3, 3.5, and 4 Gy. At the sample loca-
tions, the particle energy and LET were, respectively,
as follows: 170 MeV and ≈ 0.5 keV/μm for protons;
480 MeV and ≈ 10.6 keV/μm for 12C; 30 MeV/nucleon
and ≈ 20 keV/μm for 7Li; 32 MeV/nucleon and
≈ 55 keV/μm for 11B. A series of experiments
were completed at GSI (Gesellschaft féur Schwerionen-
forschung, Darmstadt, Germany) which were performed
in collaboration with its Department of Biophysics. The
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experiments were aimed at studying chromosome aber-
rations and proliferative activity in human peripheral
blood lymphocytes under the action of accelerated iron
ions of different energies and LET [4, 12Ä14, 17]. To
study the human lymphocyte cell response to radiation
with different LET, unstimulated isolated lymphocytes
were irradiated by accelerated iron ions with energies
of 1000 and 200 MeV/nucleon (with a LET of 155 and
335 keV/μm, respectively) and X-rays. Chromosome
aberrations and cycle cell progression were analyzed in
the ˇrst post-irradiation metaphase cycles 48, 60, 72,
and 84 h after irradiation, so practically all dividing
cells were included in the analysis. It is shown that
after X-ray irradiation, the numbers of aberrations and
aberrant cells do not depend on ˇxing periods. A sig-
niˇcant growth in these parameters (two times between
48 and 84 h after irradiation) was observed after ir-
radiation with iron ions with a LET of 155 keV/μm
and 8Ä10 times after irradiation with iron ions with a
LET of 335 keV/μm. This re�ects a time delay in
the division of the most heavily damaged cells, which
has a pronounced dependence on LET. The effect was
yet stronger as LET was higher and ion energy was

lower. The coefˇcients of the relative biological ef-
fectiveness (RBE) concerning the chromosome aber-
ration yield varied from 3.0 after 48 h to 7.0 after
84 h of cultivation upon irradiation with iron ions with
a LET of 155 keV/μm, and, respectively, from 0.5
to 3.0 upon irradiation with iron ions with a LET of
335 keV/μm.

A mathematical model has been developed of the
UV irradiation-induced mutation process in the bac-
terium Escherichia coli. It is the ˇrst time that on
the basis of experimental data, the molecular process
has been described that connects the initial stages of
the formation of primary DNA lesions with their ˇxing
as mutations [1, 2]. The proposed model concepts have
allowed the dynamics of the dimerized products of the
umuD gene and the main regulatory complexes of the
SOS repair system of Escherichia coli cells, which has
not been studied before, to be predicted.

The developed model concepts have for the ˇrst
time allowed the dynamics of the dimerized products
of the umuD gene (Fig. 4) and two regulatory com-
plexes of the SOS system Å UmuD2C and UmuDD'C
(Fig. 5) Å to be predicted.

Fig. 4. Numerical calculation of the concentration dynamics of the dimerized protein products of the umuD gene for the proteins
UmuD2 (a), UmuD'2 (b), and UmuDD' (c)

Fig. 5. Numerical calculation of the concentration dynamics of the protein complexes UmuD2C (a) and UmuDD'C (b)
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PHOTORADIOBIOLOGICAL RESEARCH

Research has been continued on the regularities of
apoptotic response induced in mouse retina cells by
methylnitrosourea (MNU) and ionizing radiation [7].
The research is aimed at further studying in vivo the
signaling pathway connecting the primary DNA lesions
induced by MNU, gamma rays, and protons with mouse
retina cell death. It has been found that immediately
(no later than in 2 h) upon introducing MNU, primary
DNA lesions are observed as apurinic or apyrimidinic
sites (AS), which emerge as a result of the activation of
N-glycosylases in the mechanism of the excision repair
of methylated bases. Repair of lesions completes 6 h
after exposure leaves about 50% of initial lesions unre-
paired, which remain up to 72 h (Fig. 6). Along with
this process, the number of DNA double-strand breaks
in retina cells grows monotonically. These breaks are
an indicator of the apoptotic degradation of the genome.
Their number reaches the maximum in 48 h. Apopto-
sis has been conˇrmed by the analysis of the morpho-
logic changes in the external nuclear layer. But the
expression of P53 Å a universally recognized regu-
lator in apoptotic signaling in cells Å has not been
observed. The retina responses to gamma rays (14 Gy)
and 170 MeV protons (14 and 25 Gy) were similar: the
DNA single- and double-strand breaks induced by these
irradiations were efˇciently and fully repaired within
6 h. Also, in response to proton irradiation, ATM and
P53 expression was observed in retina cells in 2Ä4 h
and � 12 h, respectively. No convincing apoptosis
indicators have been observed after irradiation. Nicoti-
namide (Nam) Å a PARP-mediated inhibitor of break
repair Å slowed down DNA repair in the retina af-
ter introducing MNU. But the portion of unrepaired
lesions was in this case the same as without intro-
ducing MNU Å 50%. In this process, apoptosis was
fully blocked according to the tissue and cell morphol-
ogy criteria. A conclusion has been drawn that the
retina stability against apoptotic signals is accounted
for by the efˇcient repair of radiation lesions in the
transcribable part of the genome of the differentiated
cells.

In experiments on C57Black×CBA F1 male mice,
research has been continued on the in�uence of a com-
bination of a single exposure to gamma rays with sub-
sequent daily UV irradiation on a cataract formation.
It is shown that on the 6th month after the experiment
beginning, weak cortical opacities (1Ä2 points) develop
in all the experimental groups' crystalline lenses. Some
of the gamma-irradiated mice also developed posterior
polar opacities.

Fig. 6. Dynamics of the content of DNA single- and double-
strand breaks in mouse retina cells after γ-irradiation (DNA-
comet method)

Statistically signiˇcant difference in the degree of
the crystalline lens damage has been found between the
mice that got a dose of 2 Gy and the mice that got
a combination of a dose of 4 Gy and UV irradiation
(p = 0.015, the MannÄWhitney test).

On the 9th month, the opacity density signiˇcantly
increased, with the difference in the degree of the
crystalline lens damage between different groups be-
ing somewhat reduced due to the natural ageing of the
mice. In the gamma-irradiated group, the �attening of
the epithelium cells and defragmentation of their nuclei
have been observed (Fig. 7).

Fig. 7. Microphotos of histological cuts of a mouse retina before and after γ-irradiation
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Fig. 8. Radiation lesions in the eye lens crystallines (a) and cataract induction in mice (b) under the combined effect of ionizing
and UV irradiation

The cell monolayer density was lower for a dose
of 2 Gy and much lower for a dose of 4 Gy. On
the epithelium layer surface, separate desquamated
cells have been observed. Under the action of two
damaging factors Å gamma and UV radiation Å a
combination of the mentioned lesions has been ob-
served, but in this case, there were areas of cubic
epithelium transforming into �at one with the for-
mation of two cell layers and areas of capsule de-
tachment from the crystalline lens cell mass. In the
case of a combination of a dose of 4 Gy and UV

irradiation, a substantial decrease in the epithelium
cell density has been observed along with the emer-
gence of cells with large nuclei and sites of epithe-
lium cells transforming into ˇbroblast-like cells, which
formed multi-layer structures. But no signiˇcant differ-
ence has been found between the groups (the MannÄ
Whitney nonparametric test). Thus, UV radiation,
gamma radiation, and their combination induce changes
in the morphology of cataractal crystalline lens cells,
but they are not speciˇc to each of the exposures
(Fig. 8).

COMPUTER MOLECULAR MODELING OF BIOPHYSICAL SYSTEMS

Using computer modeling techniques, a compara-
tive study has been performed of the molecular dy-
namics of rhodopsin containing a chromofore group
(11-cis-retinal) and free opsin [9, 11, 15]. It is shown
that incorporation of a chromofore group into the chro-
mofore center of the opsin has a signiˇcant in�uence on
the nearest protein surroundings of chromofore and on
the conformation state of the cytoplasmatic domain, and
has practically no in�uence on the conformation state
of the intra-disk domain. On the basis of modeling
results, a possible intra-molecular mechanism of keep-
ing rhodopsin inactive as a G-protein-binding receptor
has been considered. A series of works have been
carried out to model cyclin-dependent proteinkinases
(CDK) with an ATP complex. To analyze the structure
changes to which a replacement of CDC28-G20S leads,
the crystalline structure of human kinase CDK2 was
used. According to the molecular dynamic modeling
results, the structures of the nonmutant and mutant (in-
cluding the replacement of G16S-CDK2 corresponding

to the yeast G20S-CDC28) CDK2 complexes notably
differ from each other. It is the sites playing the key
role in the kinase functioning (for example, the G- and
T-loops) where differences between the structural con-
formations are most apparent.

Molecular dynamics simulations on visual pigment
rhodopsin with E181K mutation which is associated
with retinitis pigmentosa are performed. Autosomal
dominant retinitis pigmentosa leads to the photoreceptor
cell death and retina degeneration. Approximately 25%
of this pathology is associated with the rhodopsin gene
mutation RP4(RHO)/Rhodopsin(3q). The amino acid
substitution in the chromophore center during rhodopsin
biosynthesis leads to the most distinctive clinical pathol-
ogy of this inherited disease. The consequence of mu-
tations like these is protein misfolding. As a result,
formation of a stable Schiff base linkage between the
11-cis-retinal chromophore and amino acid residue
Lys296 is impossible. Using molecular simulation tech-
nique, the process of 11-cis-retinal chromophore em-
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Fig. 9. Mutant form of rhodopsin E181K

bedding into the chromophore center of opsin mutant
form has been investigated. The comparative analysis
of amino acid residues arrangement in the opsin chro-
mophore center and its interaction with 11-cis-retinal as
in the wild (native) as in the mutant opsins has been
carried out. It was shown that there is no normal em-
bedding of the 11-cis-retinal into the chromophore cen-
ter of the opsin mutant form (Fig. 9). As a result, the
impairment of conformation state of the opsin mole-
cule takes place both in the chromophore center and
in the cytoplasmic domain. A stable covalent linkage
of the 11-cis-retinal with the protein part of rhodopsin
molecule is not formed, and the active site in the cyto-
plasmic domain of the protein, responsible for binding
the G-protein (so-called transducin) is also not blocked.
Based on the molecular simulation data, the problem
related to retinitis pigmentosa pathogenesis is discussed
(Fig. 10).

Fig. 10. MD analysis of the native (a) and mutant (b) E181K forms of rhodopsin protein

In [16, 18] a comparative analysis of 3D simulation
of different allele forms of human kinase CDK2 has
been performed. The crystal structures of the human
CDK2/cyclin A complex have been solved. We sim-
ulated the wild-type structure and mutant allele with
a single substitution of glycine with serine in posi-
tion 16 (G16S) in conservative G-rich loop. It was
shown that this substitution causes a serious modiˇ-
cation in protein structure. In yeast such changes of
homologous kinase CDC28 have serious pleiotropic
biological effects. To investigate the signiˇcance of

the observed structural modiˇcations we studied the
structure of another mutant allele R274Q which in
yeast has not biological effects at permissive tem-
perature. A comparison of simulated CDK2 struc-
tures of three alleles shows that root mean square
deviation of the kinase and kinase+ cycline do not
change in the last allele of kinase; although the struc-
tures of the T- and G-loops were modiˇed. These
results conˇrm the correlation between the observed
changes of the kinase structure and biological ef-
fect (Fig. 11).
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Fig. 11. A ribbon structure of human protein kinase model CDK2 (entry ˇle 1QMZ from PDB database). The protein complex
consists of a kinase (K) and a cyclin A (C) parts, etc.

The MD simulation code optimization and adjust-
ment to different communication architectures for com-
putational chemistry and nanotechnology problems are

fulˇlled at the JINR computing farm in collaboration
with Daresbury Laboratory (UK), RIKEN, and Keio
University (Japan).

RADIATION RESEARCH

The work connected with the NICA radiation sys-
tem design was continued in 2008. The crucial problem
determining the radiation situation around the NICA
complex is the problem of the ®skyshine¯ neutron dose
on board of a spacecraft in the control area where the
annual total dose cannot exceed the dose limit of 1 mSv
for population. All radiation shields at the NICA radi-
ation sources must be designed taking into account this
criterion. The most powerful radiation sources at the
complex will be the Nuclotron, collider ring, and beam
stoppers in the case of accelerating uranium nuclei to
an energy of 4.5 GeV/n. The different versions of the
booster and Nuclotron, collider ring shields were simu-
lated by the GEANT4 code for various NICA operation
modes [19]. The preliminary veriˇcation of the uni-
versal MC codes FLUKA, SHIELD and GEANT4 for
radiation transport in matter calculation was done as
well on the basis of experimental data on the neutron
yields from a thick iron target irradiated by 238U nu-
clei with energies up to 1 GeV/n [20]. The technical
draft proposal for the radiation shielding design was
prepared.

The investigations connected with the development,
computer modeling, and physical calibration of the
Russian neutron detectors DAN (Dynamic Albedo Neu-

trons) and LEND (Lunar Exploration Neutron Detec-
tor) designed for the Mars and Moon surface research
by nuclear physics methods were continued in collab-
oration with the FLNP and the Institute of Space Re-
search (Moscow) [21, 22]. The setup works for the
LEND are now practically completed before the space-
craft launch. The DAN calibration was done with
pseudo-environmental tests and showed the high sen-
sitivity of the detector for the underground water (ice)
exploration by the NACA rover (Mars Science Labora-
tory).

Work within the framework of the project ®Devel-
opment of New Protection Materials and Thermo Lu-
minescent Detectors for Radiation Safety Measures¯ of
the complex long-term cooperation program between
Russia and India was continued. The experiments were
performed at a 150 MeV proton beam on studying the
properties of several tens of thermo luminescent phos-
phors fabricated in India using nano- and microtech-
nologies. Other experiments on studying the properties
of protection materials fabricated in India were carried
out as well.

The simulation of the ridge ˇlter designed for
the carbon therapy installation was done using the
MC code.
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SCIENTIFIC MEETINGS AND EDUCATIONAL ACTIVITY

The 3rd international workshop ®Molecular Sim-
ulation Studies in Material and Biological Sci-
ences¯ (MSSMBS'08) was held on 10Ä12 Sep-
tember at JINR. Scientists from research centers
and universities of Japan and Europe, leading re-
search centres of Russia (Institute of Bioorganic
Chemistry, Institute of Biochemical Physics, Insti-
tute of Mathematical Problems of Biology, and
MSU) as well as from the LRB and LIT at-
tended the workshop. The workshop scientiˇc pro-
gramme re�ected the current status and prospects
of computer molecular simulation in modern sci-
ence. The MSSMBS-2008 scientiˇc programme
covered the following topics: protein model-
ing, drug design, simulation of liquids and poly-
mer systems, simulation of radiation-induced le-
sions and mutations, quantum biophysics, and paral-
lel computing for chemical physics and biomolecular
studies.

The education process at the chair ®Biophysics¯
of the International University ®Dubna¯ was contin-
ued. 76 students in sum are studying now on spe-
cialty Å ®Radiation Protection of People and Environ-
ment¯ and 17 new students were admitted in 2008 to
the chair. The 4th graduation of 7 students took place
in 2008.
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