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ABSTRACT. Aim of the Research. To present and summarize data on the problems of assessing the toxicity and hazards of nanosized
particles due to the peculiarities of their activity and variability, which prove the need to develop a vector of research in vitro.
Materials and Methods. Targeted testing can provide broad coverage of nanoproducts, reduce the cost and time of research, as well as
the number of animals used in experiments. Various model test systems are proposed for use, the use of which is possible to detect harmful
effects of man-made nanomaterials, and also for other chemicals: cellular and subcellular elements (mitochondria, microsomes, DNA,
chorioallantoic membrane vessels), organs of laboratory animals, the simplest (unicellular) organisms, microorganisms, various aquatic
organisms, plants, insects, sperm of cattle.

Biotesting is one of the methods of research in the field of toxicology, used to determine the degree of toxic effects of chemical, physical
and biologically unfavorable factors that are potentially dangerous fo humans and components of ecosystems.

An analytical review of scientific publications was carried out using the abstract databases of scientific libraries Pub Med, Medline and
text databases of scientific publishing houses Elsevier, Pub Med, Central, BMJ group as well as other VIP databases.

Results and Conclusions. Recently, publications emphasize that the manifestations of biological effects depend on changes in the char-
acteristics and properties of nanomaterials. These facts cannot be taken into account in standard toxicological studies. One of the ways
to intensify tests and reduce their cost may be the use of accelerated toxicological studies on simple biological systems (models). In this
regard, the development and implementation of alternative methods in vitro has become one of the leading areas of toxicological

research of nanomaterials.
Key Words: nanoparticles, toxicity, testing.

Introduction. The development and intro-
duction of nanotechnology, as the basis for the
formation of a new production system of soci-
ety, is an element of the industrial revolution of
the 21st century [1]. These technologies will
help solve many problems, including energy
supply, environmental protection, and positive
developments in industry, science, technology,
medicine and other sectors of the economy.
According to forecasts, in the near future the
production of nanomaterials, their number
and variety will grow rapidly [2, 3, 4].

Over the last 30 years, thousands of species
of new particles smaller than 100 nm have been
obtained, but toxicological studies of many
nanoparticles (NPs) have not been performed.
Among more than 800 items of consumer
goods containing woofer, the most in demand
in the world are products that contain silver
nanoparticles (235 items), in second place —
fullerenes (71), then in the list of nanopowders
of titanium oxide (38), zinc oxide (29) and
others. [2].

Aim of the Research. To present and sum-
marize data on the problems of assessing the
toxicity and hazards of nanosized particles due
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to the peculiarities of their activity and vari-
ability, which prove the need to develop a vec-
tor of research in vitro. With increasing pro-
duction of nanomaterials, the assessment of
their harmful effects by conventional classical
toxicological methods on laboratory animals is
complicated by the ambiguity of the results,
significant amounts of research, high cost of
work [5, 6, 7]. A significant problem in assess-
ing the safety of nanoproducts is the instability
of nanoparticles and the unpredictability
of changes in their parameters, characteristics
and properties, and hence the pronounced
structural-dose biological effects. Therefore, it
is necessary to improve scientific approaches
to the study of toxicity and hazards of nanoma-
terials, to research and develop alternative
methods of biotesting (alternative approaches
to testing), in particular without the use
of warm-blooded animals (non-animal meth-
ods).

Materials and Methods. Various model test
systems are offered for use, the use of which is
possible to detect the harmful effects of man-
made nanomaterials, as well as for other
chemicals:
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— cellular and subcellular elements (mito-
chondria, microsomes, DNA, vessels of the
chorioallantoic membrane);

— organs of laboratory animals;

— laboratory animals;

— the simplest (single-celled) organisms;

— microorganisms; — various aquatic organ-
isms;

— plants;

— insects;

— semen of cattle.

Biotesting is one of the methods of research
in the field of toxicology, which is used to
determine the degree of toxic effects of chem-
ical, physical and biologically unfavorable fac-
tors that are potentially dangerous to humans
and ecosystem components [8].

To assess the toxic effects of nanoscale
objects, their key properties such as cytotoxic-
ity and oxidative stress, which are considered
to be determinants of the mechanism of action
and the most informative indicators for identi-
fying and predicting the degree of danger to
the human body.

To detect the toxicity of nanoparticles can
be used in vitro determination of the toxicity
index (It) on the analyzer AT-05 (Russia) on
the test object of short-term suspension culture
of bull sperm. The method allows to estimate
the total effect of the impact on the specified
culture of the whole set of different sized toxi-
cants present in the samples [9].

It should be noted that the modern develop-
ment of nanotechnology is ahead of the devel-
opment of approaches to assessing the toxicity
and hazards of nanoparticles and nanomateri-
als. Despite numerous studies conducted in
the world, the data obtained do not allow to
draw definitive conclusions about the danger
of these objects.

Results and Conclusions. Recently, publica-
tions emphasize that the manifestations of bio-
logical effects depend on changes in the char-
acteristics and properties of nanomaterials.
These facts cannot be taken into account in
standard toxicological studies. One of the ways
to intensify tests and reduce their cost may be
the use of accelerated toxicological studies on
simple biological systems (models). In this
regard, the development and implementation
of alternative methods in vitro has become one
of the leading areas of toxicological research of
nanomaterials.

Recommended alternative methods of toxi-
city assessment involve the use of different
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models for research. At the same time, it is
noted that among the existing methods and
test systems it is necessary to use those that
would be the most informative, standardized,
had an objective digital evaluation of the
results and correlated well with the data
obtained on animals. Despite the number of
proposed test systems for screening the impact
of nanoscale objects, the question of choosing
the most sensitive of them, depending on the
goals and objectives of the study.

The harmful effects of nanomaterials can be
due to both the physicochemical properties of
nanoparticles and the components of the com-
posite medium [10]. However, there are no
general patterns regarding their effect on the
toxic properties of nanoparticles. According to
strategic forecasts published by Global
Industry Analysts Inc. and the National
Research University Higher School of
Economics [3, 11], there has been a recent
trend of steady growth in the development and
implementation of various nanoparticles and
nanomaterials, mainly due to the rapidly
growing interest in them from medicine and
the electronics industry. Therefore, special
attention is paid to the safety and potential
risks of objects resulting from the use of nano-
and biotechnology. Due to the large number
and variability of the characteristics and prop-
erties of new nanoscale agents, it is necessary
to develop approaches to accelerated testing
and assessment of their potential toxicity.

Assessing the danger of new chemicals and
their compounds of nanoscale quantities raised
two questions. First, nanomaterials have char-
acteristics that did not exist before and for
which test methods have not been developed
[12]. Modern technologies, which create and
develop materials in the nanometer range,
require testing of their toxicity, which is diffi-
cult to implement within existing approaches
to assess the danger of macro-objects. The
toxic properties of a nanosized material are
likely to depend on its physical characteristics
and not on the toxic properties of the sub-
stance itself or the element of which the mate-
rial is composed, as in the case of titanium or
carbon. With the new approach to testing,
nanoscale materials can be studied using in
vitro tests specifically designed to detect puta-
tive biological perturbations. Nanoscale mate-
rials may require targeted testing in animal
models to ensure that all biologically signifi-
cant effects are identified. Secondly, due to the




annual replenishment of the market with new
chemicals, there is a need to quickly monitor
their potential toxicity. This will be possible
due to in vitro tests with high and medium
throughput to assess the safety of nanomateri-
als and excipients, as well as the products of
their interaction by deciphering molecular and
cellular mechanisms [13, 14].

Model studies have shown that the interac-
tion between NPs is largely determined by
their concentration in the dispersed system.
Almost all NPs when they enter the aquatic
environment are characterized by the forma-
tion of conglomerates (no longer nanoscale
values) with subsequent sedimentation and
elimination from active processes [15].

The number of tests, according to the existing
requirements (Regulation EC Ne1907/2006)
[16], depends on the volume of production. In
the production of one to 10 tons per year, it is
necessary to conduct short-term tests with
aquatic invertebrates (the predominant species
are daphnia) and photosynthetic organisms
(mainly algae). In the case of production of
more than 10 tons per year, additional short-
term tests are required, for example, on fish
and the study of oxygen consumption by acti-
vated sludge microorganisms. The above stud-
ies on water bodies should also be performed as
long-term experiments for substances pro-
duced in excess of 100 tons per year, as well as
tests involving fish at an early stage of life,
short-term tests on embryonic embryos, fry.
With the production of more than 100 tons per
year, short-term tests are required for such
land dwellers as invertebrates, plants and soil
microorganisms. Finally, if the production of a
given substance exceeds 1000 tonnes per year,
long-term toxicity tests should be performed
on invertebrates, plants, sediments and birds in
addition to all the aforementioned aquatic and
terrestrial studies.

One of the most important characteristics
of nanoparticles is their tendency to form
agglomerates — the adhesion of nanoparticles,
which increases the size of the particles in
solution, respectively, change their physical
and chemical properties. On the example of
two-day-old fry and young rainbow trout, it
was found that increasing the agglomeration of
silver nanoparticles leads to a decrease in toxi-
city [17,18]. Suspensions of powdered nanosil-
ver are more prone to agglomeration in com-
parison with colloidal silver. Thus, colloidal sil-
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ver was 60—100 times more toxic than suspen-
sions of powdered substance; depending on the
exposure time, the ECs, values were 0,25—
2,75 mg/l and 28,25—186,42 mg/1, respectively.

To avoid agglomeration and precipitation of
nanoparticles, various stabilizing substances
and coatings are used, which contribute, on
the one hand, to maintaining the dimensional-
ity of nanoparticles, and on the other — can
increase their toxicity. Thus, when comparing
the level of toxicity of silver hydrosols and
nanoparticles with different coatings (citrate,
polyvinylpyrrolidone-PVP and EDTA), in
relation to aquatic organisms, it was found that
the most toxic of the presented samples was
colloidal silver, and the least toxic were silver
nanoparticles covered with PVP [19].
Comparing the ability of nanoparticles coated
with PVP and citrate to accumulate in mono-
and multilayers of primary gill cells of rainbow
trout, it was found that the absorption through
the monolayer epithelium of nanoparticles
with citrate is higher than with PVP, but
nanoparticles with PVP accumulate faster.
Also, after exposure to both types of nanopar-
ticles, an increased level of glutathione was
noted, as expected, because this is a reaction to
oxidative stress [20, 21].

The results of the effect of nanosized parti-
cles on the various test objects we obtained are
quite ambiguous. This is due not only to the
lack of uniform standards for research, biotest-
ing of nanoparticles, the choice of different
test functions and experimental conditions,
but also the characteristics of the nanoparti-
cles, their changes due to technological and
laboratory procedures and manipulations.

Technogenic nanoparticles can have both
positive and negative effects on various test
objects or not detect it. According to the mod-
ern scientific literature, the reactions of organ-
isms to the action of nanoparticles are insuffi-
ciently studied; in the literature, contradictory
results of the influence of nanoparticles of dif-
ferent sizes on the performance of test organ-
isms are given. The corresponding reactions of
enzyme systems in the presence of nanoparti-
cles are practically not studied. All these issues
need further study. Given the changes in the
properties and activity of NPs (even through
laboratory manipulations), it is essential to
pre-assess their potential danger for the devel-
opment of a warning system. This will mini-
mize potential risks even before their accurate
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assessment as a result of experimental tests
[22]. Targeted testing can provide a broad cov-
erage of nanoproducts, reduce the cost and
time of research, as well as the number of ani-
mals used in experiments [23]. Targeted testing
can be used to study the mechanisms to detect
a chemical that causes toxicity, and to help
compare in vitro observations with molecular,
cellular, or physiological effects in animals.

It is known that the interaction of chemical
compounds with specific receptors, enzymes,
other discrete proteins and nucleic acids or
with a wide range of molecules causes adverse
reactions of biological systems [24]. And the
development of in vitro test systems aimed at
studying the molecular interactions of chemi-
cals with cellular components, due to the need
to quickly obtain information about the dan-
gers of products being developed and reduce
significant costs in the development of
research objects [25, 26].

Cell-free or biochemical tests can provide
positive and reliable results reproduced in dif-
ferent laboratories [27]. A wide range of cell-
free tests have been developed and used in
pharmaceutical, biomedical and academic
laboratories [28—31]. Targeted testing can be
used to study the mechanisms by which a
chemical causes toxicity. It will help to com-
pare in vitro observations with molecular, cel-
lular or physiological effects in animals [23].

The new strategy, in which traditional labo-
ratory animal studies have been replaced by a
wide range of new toxicity testing methods, is
based primarily on in vitro assays, computa-
tional methods and targeted animal tests. This
is a difficult task. This strategy involves
research aimed at understanding and taking
into account the full range of perturbations
that can lead to NPs toxicity to humans,
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J10 IIPOBJIEM TECTYBAHHA TOKCHYHOCTI HAHOPO3MIPHHX OB '€KTIB (02450 aimepamypu)
O.5b. Jleonenko
Y «Incmumym meduyunu npayi imeni 10.1. Kyndiesa Hayionanshoi akademii meduunux nayk Yipainu », m. Kuis, Ykpaina

PE3FOME. Mema. [Ipedcmasumu ma y3aeansHumu 0ai 3 npodaem oyiHkKu mokcu4Hocmi ma Hebe3nexu HaHOPO3IMIPHUX YaACMUHOK
yepe3s 0co0AUB0CHI IXHbOT aKmMueHoCMi | MiHAUBOCMI, AKI 008003Mb HEOOXIOHICb PO3POOKU 8eKMOpPa 00CAIONCeHb 8 YMOBAX in Vitro.
Mamepiaau ma memoou. Llinvose mecmysanus modice 3a6e3nequmu WupoxKe 0XonaeHHs HaHONPOOYKYil, SMEHUUMb 8apmicmb i uac
nposedeHHs 00CAidMceHb, a MAKONC KIAbKICHb MBAPUH, W0 BUKOPUCIO8YIombCs 8 ekcnepumenmax. IIpononyromoscs 0o euxopu-
CMAHHS PI3HI MOOCAbHI mecm-Cucmemil, 3acmocy8anHs SKUX Mojcauge 045 8US6ACHHS WKIOAUBUX BNAUGIE MEXHOLEHHUX HAHOMA-
mepianie, mak camo K i 045 iHWUX XIMIYHUX PeHOBUH: KAIMUHKI ma cyOKaimuHHi enemenmu (mimoxoudpii, mikpocomu, IHK, cyou-
HUl XOPioanaHmoicHoi 000A0HKU), 0peaHu Aa00PAMOPHUX MEAPUH, 1A00PAMOPHI MEAPUHU, HAUNPocMiuti (0OHOKAIMUHHE) OpeaHi3-
M, MIKpOOpeaHizmu, pi3Hi 2i0poOioHmu, pocauHu, KOMAxu, Cnepma 6eauxoi poeamoi xyooou.

Biomecmysanns — odun i3 npuitomie 0ocaionceHHs 6 eanysi MOKCUKOAORIT, w0 BUKOPUCOBYEMbCS Ol 6CMAHOBACHHS CIYNEHS
mokcu4Hoi 0ii Ximiunux, GizuuHuX i 6i0N02IYHO HECNPUAMAUBUX YUHHUKIB, NOMEHUIIIHO Hebe3neuHuX 045 AOUHU | KOMROHeHMIe
eKocucmen.

AHanimuyuHuil 02490 Haykoeux nyoniKayill BUKOHAHUI 3 BUKOPUCIAHHSM peghepamueHux 6a3 danux Haykosux Oioniomex Pub Med,
Medline i mexcmoesux 6az danux Haykosux eudasnuyme Elsevier, Pub Med, Central, BMJ group ma inwux VIP-6a3 danux.
Pesyavmamu ma eucnoexu. Ocmannin yacom y nyosikayisax aKyeHmyemsca yeaed, wo nposagu 0ionoeivHux egexmie 3arexncams 6id
3MIHU Xapakmepucmuk i gracmugocmeii Hanomamepianie. L[i pakmu nemodxncaugo epaxysamu npu cmaHOapmHUX MOKCUKOAOLIMHUX
docniooncennsx. O0HuM i3 winsxie inmencuixauii unpodysams i 3HudcenHs iXHboi cobisapmocmi mojce 6YMmu 3acMOCY8aHHs NPU-
CKOPEHUX MOKCUKO0A0IMHUX 0CAIONCeHb Ha npocmux 0ion02iMHUX cucmemax (mModensx). Y 36 93Ky 3 yum po3podka i 6nposadicerHs
anbMepHAMUBHUX Memooie in vitro cmana 00HUM i3 NPOGIOHUX HANPAMKIE MOKCUK0A02IMHUX 00CAIONCeHb HAHOMAmepianie.
Karouosi caosa: nanouacmunku, moxcuuricmos, mecmysaHHs.

K ITPOBJTEMAM TECTHPOBAHHA TOKCHYHOCTH HAHOPA3MEPHBIX OB BEKTOB (0630p aumepamypot)
O.b. Jleonenko
TY «Hncmumym meduyunsr mpyoa umenu FO.U. Kynouesa
Hayuonanvhoi axademuu meduyunckux Hayx Yxpaunor», e. Kues, Ykpauna

PE3FOME. I[eav. IIpedcmasumsb u 0600uums oarHbie no npodaemam oueHKy MoKCU4HOCMU U ONACHOCMU HAHOPA3MEPHbIX Yacmul
yepes 0COOHHOCIU UX AKMUBHOCIU U UBMEHYUBOCIU, KOMOpble 00KA3bI8AI0M He00X00UMOCMb Pa3pabomKu 8eKmopa ucciedosa-
HUIL 8 YCA0BUSAX iN Vitro.

Mamepuaavt u memooot. Llenesoe mecmuposarue modcem obecneuums WUPOKUL 0X8AM HAHONPOOYKYUU, YMEHbUUM CIOUMOCTb
U epems npoeedeHus UCCAe008aHUN, a MAKce KOAUYeCm80 JCUBOMHBIX, UCNOAb3YeMbX 8 dkcnepumenmax. [Ipednaearomes K
UCNOAb30BAHUIO PA3AUYHbIE MOOeAbHbIe MeCH-CUCMeMbl, NPUMeHeHUe KOMOPbIX 803MOJICHO 045 8blA6AeHUS 8DPEOHbIX 8030elicmauil
MeXHOREHHBIX HAHOMAMEPUAN08, MAK Jice KAK U 045 OPYeUux XUMUHECKUX 8eulecms: KAemouHble U CYOKAemOoUHble dNeMeHmbl (MUMO-
XoHOpuu, mukpocomost, THK, cocydsl xopuoaranmoucroii 000104KU), 0pearsl 1a00PAMOPHBIX HCUBOMHDIX, AAOOPAMOPHDbIE HCUBOM -
Hble, npocmeliuiue (00HOKACMOYHbIE) OP2AHU3MbL, MUKPOOP2AHUZMDL, PA3AUYHbIE 2UOPOOUOHMbL, PACMEHUs, HACeKOMble, CHepMa
KPYNHO20 P0eamozo ckoma.

buomecmuposanue — 00un u3 npuemos uccredosanus é 06aacmu MoKCUK0A02UU, UCHOAb3YeMblil 041 YCIMAHO8ACHUS CeneHU MOK-
cu4eck0eo 8030elicmeus XumMu4ecKux, (uau4eckux u 0uoso2uecku HebAazonpusmubix (hakmopos, NOMeHYUAAbHO ONACHbIX 045
4en06eKa U KOMHOHEHMO8 KOCUCHEM.

AHanumuueckuil 0030p HAy4HbIX NYOAUKAYUL BbINOAHEH C UCNOAb30BAHUEM pedhepamusHbix 6a3 OAHHbIX HAYYHbIX Oubauomek Pub
Med, Medline u mexcmogoix 6a3 dannbix Hayunbix uzdamenvcme Elsevier, Pub Med, Central, BMJ group u opyeux VIP-6a3 danHbix.
Pesyavmamot u 6v160061. B nocaednee epems 6 nyoaukayusx aKyeHmupyemes 6HUMAHuUe, 4mo nposeneHus ouonocu4eckux ggex-
MO8 3a8UCAM OMm U3MeHeHUs XapaKmepucmuk u colicme HaHoMamepuanos. Imu Qaxkmol HeBO3MOICHO Y4ecmb Npu CMAHOAPMHbIX
mokcukonoeuueckux uccaedosanusnx. QOOHuM u3 nymeil UHMEHCUPDUKAYUU UCHbIMAHULL U CHUNCEHUS UX ce0ecmoumMocmu Mojicem
Obimb NpUMeHeHUe YCKOPeHHbIX MOKCUK0A0UMECKUX UCCAe008AHULL HA NPOCMbIX OUoA02UMecKUX cucmemax (Modeasx). B céasu ¢
IMUM paspadomia u eHedpenue arbmepHAMUBHbIX Memodos in Vitro cmana 00HUM U3 8e0yuux HanpasAeHuil MokCUKoA02UMeCKUX
ucce008aHUl HAHOMamepuanos.

Karouesvie caosa: nanovacmuypl, moxcu4HoCmy, mecmuposarue.
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