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Change of hematological blood indicators with acute combined
intoxication with zinc, copper and arsenic salts

This article indicated the investigation results on the morphofunctional blood changes of experimental ani-
mals with acute combined intoxication with heavy metal salts (zinc, copper, arsenic) carried out on 40 white
outbred pubescent rats that were divided into four groups. It is noteworthy that heavy metals can accumulate
in the animal and human organism. As the result, disturbed the functions of the different organs and systems
and changed of hematological blood indicators. Biochemistry of blood can diagnose the pathology of the or-
ganism. There were used such solutions as copper sulfate, zinc sulphate and sodium arsenite as toxicants,
which were intragastrically injected once. Blood sampling was conducted the next day after the injection. The
results of our investigation showed that acute combined intoxication with zinc, copper and arsenic salts leads
to the development of inflammatory processes in the body, which can be indicated by an increase of such
blood indicators as leukocytes, erythrocytes, hemoglobin, hematocrit, mean hemoglobin in erythrocyte
(MCH) and speed erythrocyte sedimentation (ESR). It was found that the combined effect of zinc and arsenic
has the greatest toxic effect.

Keywords: heavy metals, zinc, copper, arsenic, combined intoxication, hematological blood parameters.

Introduction

One of the most important anthropogenic factors in the biosphere is pollution of the environment, and
as a result, the accumulation of toxic substances in nature, which adversely affects the soil, plants, animals
and humans. The intensification of industrial production and chemicalization of agriculture leads to the ap-
pearance of chemical compounds in the ecosystem, which are toxic to the people [1].

Annually, there is an increase in the amount of emissions of contaminators, which contain heavy met-
als, into the environment. Toxicants are able to accumulate in nature and move from plants to living organ-
isms, having a negative impact on the health of animals and humans.

Heavy metals are dangerous substances that pose a serious risk to ecosystems and the health of organ-
isms because of their high toxicity and stability in nature. Accumulating in the environment, heavy metals
can be transported to crops and negatively affect human health through the food chain [2, 3].

In some works devoted to the problems of environmental pollution and environmental monitoring, list
of heavy metals includes more than 40 metals from D.I. Mendeleev periodic table with the atomic mass of
more than 50 atomic units: V, Cr, Mn, Fe, Co, Ni, Cu, Zn, Mo, Cd, Sn, Hg, Pb, Bi, etc. [4]. For many indus-
trially developed cities, the presence of a separate pollutant in the environment is not typical, but there is al-
ways a complex of heavy metals capable of having a combined effect on the body, in which both the summa-
tion of effects and their potentiation can be observed [5]. Therefore, the study of the technogenic accumula-
tion consequences of heavy metals and anthropogenic natural environment pollution has now become im-
portant for the health and safety of the population [6].

In Kazakhstan, soils pollution with heavy metals is one of the relevant problems, especially in the vicin-
ity of large industrial cities. The main environmental contaminants are represented by industrial enterprises,
mining, energy, household waste, motor transport, etc [7]. The active use of natural resources, the develop-
ment of the extractive industry led to the accumulation of harmful substances in the biosphere, as a result of
which hundreds of land hectares became unsuitable for agricultural purposes [8].

For example, in the Akmola region, the mining, chemical, light and food industries are well developed.
There are at about 20 mining and processing enterprises in the region, which use such minerals as gold, ura-
nium-bearing, iron-containing ores and building materials. The ores in the fields contain also toxic substanc-
es, such as radioactive isotopes of uranium, thorium, potassium-40, arsenic, beryllium, selenium, phospho-
rus, etc. [9].

These substances, after getting into the human body, can disrupt the functions of some organs, cause
morphofunctional changes in the blood, as it is indicated by hematological and biochemical blood indicators.
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Hematologic parameters such as hemoglobin, red blood cells (erythrocytes), mean hemoglobin in eryth-
rocyte (MCH) and mean hemoglobin concentration in erythrocyte (MCHC) are constantly used to assess
blood capacity as an indicator of environmental pollution [10].

Blood is an important physiological system, which plays a huge role in the functioning of the whole or-
ganism, therefore hematological studies are of great value [11].

As it is known, blood is the internal environment of the body, which ensures the vital activity of cells,
being an intermediary between them and the external environment. Therefore, according to the morphologi-
cal and biochemical changes in blood, one can judge about certain pathological processes occurring in the
body. Toxic poisoning from the hematological indicators can cause a change in the concentration of hemo-
globin, erythrocytes. The eosinophilia occurs and the resistance of erythrocytes decreases [12].

The most detailed study of the changes in morphofunctional erythrocyte indicators during chemicals in-
toxication of different nature, which a person faces each day, allows determining the consequences of their
effects properly and also selecting the most effective adjustments under the existing environmental condi-
tions. The toxic effect of various heavy metal compounds is mainly due to the interaction with the proteins of
the body, so they are called protein poisons [13].

G.R. Khanturina on the basis of E.A. Buketov Karaganda State University, studied the effect of heavy
metals (zinc sulphates, copper, iron and cobalt sulfates) on the morphophysiological changes in rat blood.
She revealed that as a result of acute intoxication salts of zinc, copper and iron there was leucocytosis devel-
oping, the number of red blood cells decreasing, and also the fall in the erythrocyte concentration [14].

Similar studies were carried out by authors M.R. Khanturin, R.R. Beisenova, S.S. Taikina, and
A. Asankhan. They studied the effect of acute intoxication with zinc salts and copper on the cytological pa-
rameters of rat blood. Their research results showed an increase in the number of leukocytes, a decrease in
the concentratin of red blood cells and a decrease in the concentration of hemoglobin in the blood of experi-
mental animals [15].

However, the combined effect of heavy metals (zinc, copper, arsenic) has not been studied yet. Since
the composition of contaminants includes several substances, the great interest is paid to the combined effect
on the body. In connection with this, the goal of the study was to study the combined effects of zinc, copper
and arsenic salts on hematologic indicators of blood in acute intoxication of laboratory animals.

Methodology

Experimental work was carried out on 40 white outbred pubescent rats, which were divided into four
groups. The first group (rn = 10) consisted of control animals, which were kept under standard conditions on
the usual diet and water diet. The second group (n = 10) of laboratory animals was once intragastrically in-
jected with solutions of zinc and copper salts, the dose of copper sulfate II was 130 mg/kg, zinc sulfate was
175 mg/kg. The third group (n = 10) was made up of animals, which were once intra-gastrointestinal injected
with the solutions of copper and arsenic salts, the dose of copper sulfate I was 130 mg/kg, sodium arsenite
was 10 mg/kg. The fourth group (n = 10), was also once intragastrically injected with solutions salts of zinc
and arsenic, the dose of zinc sulfate was 175 mg/kg, sodium arsenite was 10 mg/kg.

Blood was collected the next day after the injection, from the carotid artery of experimental animals.
Hematologic blood indicators were determined on a modern automatic hematological analyzer called Nihon
Kohden Celltac E (Japan). The following methods were used during the investigation: the white blood cell
was determined with the help of the unified counting method in Goryaev's counting chamber, the number of
erythrocytes with the help of the unified counting with 0.9 % sodium chloride solution and the hemoglobin
concentration were determined by hemoglobin cyanide method, the hematocrit was determined by a calcula-
tion, based on the number of erythrocytes in a certain volume of blood and the average volume of one eryth-
rocyte. Average concentration of hemoglobin in the erythrocyte (MCH) was calculated by the formula:

MCH = — Hemoglobin in g/l - (pg).
First three numerals of erythrocytes concentration in 11

ESR was determined with the help of PR-3 (ESR meter, Panchenkov's apparatus), which is a plastic tri-
pod with nests for the installation of 20 capillaries. The Panchenkov capillary is a standard glass capillary for
the determination of ESR: its length is 172 mm, outer diameter is 5 mm and the hole diameter is 1.0 mm.
There is also a clear brown graduation from 0 to 10 cm, scale step of 1.0 mm high the upper division of the
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scale is marked «0» and the letter «B» (blood), in front of the 50’s division there is the letter «R» (reagent).
The measurement time was 1 hour [16].

The results were processed using Microsoft Office Excel software, Statistica for Windows. The arith-
metical mean (M), the standard error of the arithmetic mean (m) were calculated. The significance of differ-
ences in the arithmetic mean was estimated using Student's t-test (t) and significance level (p).

Results and discussion

It was found that in acute combination toxicity with copper sulfate, zinc sulfate and sodium arsenite
salts, the number of leukocytes in all experimental groups increased. In the second group this index increased
by 80 % (p <0.05), in the third group by 29.15 % (p <0.05), in the fourth group by 22.35 % (p <0.05) in
comparison with the control group (Table). A pronounced leucocytosis (an increase in the number of leuko-
cytes per unit blood volume) is probably caused by hyperplasia of the myeloid or lymphatic tissue caused by
the toxic effect of salts of heavy metals. As a result, myelopoiesis is activated and the output of leukocytes
from the bone marrow is increased in the systemic circulation.

Table
Hematologic indicators of rats blood with acute intoxication with zinc, copper and arsenic salts
; Groups of ex oerimenta; animals h
e T t!
Blood indicators 1* group 2 erowp .3 erouwp 4 goup
(control group) (intoxication with zinc | (intoxication Wlth cop- (1ntox1catloq with zinc
and copper salts) per and arsenic salts) and arsenic salts)
Leucocytes, x10°/L 6.82+0.18 11.96+0.44* 8.55+0.44* 8.1+0.08*
Erythrocytes, x10'/L 7.8+0.18 8.77+0.23%* 9.19+0.09* 8.9+0.16*
Hemoglobin, g/L 127+2.33 141£2.09* 15840.53* 166+0.2*
Hematocrit, % 33.16+1.32 35.11+0.75%* 38.48+0.28%* 40.22+0.48*
MCH, pg 15.09+0.73 16.21+0.36* 17.27+0.13* 18.71+0.3*
ESR, mm/h 4.8+0.17 4.3+0.11%* 5.6+0.12* 7.3+0.11*

Note. * — the differences are significant compared to the control group, with p <0.05; ** — the differences are significant in
comparison with the control group, with p <0.01; » — the number of animals in the groups.

200
150
W 1st group
100 - H 2nd group
3rd group
M 4th group
50 -
0 -
Leukocytes  Erythrocytes  Hematocrit ~ Hemoglobin MCH ESR

Figure. Dynamics of hematologic blood indicators in acute combined intoxication with zinc, copper and arsenic salts

It can be seen from Figure that the number of erythrocytes in the groups increased: in the second group
it increased by 11.01 % (p <0.01), in the third group by 16.33 % (p <0.05), in the fourth by 12.66 % (p
<0.05) in comparison with the control group. This is probably due to an increase in the production of red
blood cells in the red bone marrow, the lack of oxygen in the tissues of the body, the violation of the liver,
the development of renal pathology, and as a consequence the release of erythropoietin.

The hemoglobin concentration increased in the second group by 10.15 % (p <0.05), in the third group
by 23.44 % (p <0.05), in the fourth group by 29.69 % (p <0.05). An increase in hemoglobin is associated
with the increase in the number of erythrocytes, which is proved by our experiment data. An increase in the
number of erythrocytes indicates the excessive formation of red blood cells in the bone marrow during poi-
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soning. Perhaps, erythrocytosis is associated with an increase in the viscosity of blood in the vessels, and
also with the lack of oxygen.

In the course of the experiment it was found that the hematocrit increased in the second group by
5.88 % (p <0.05), in the third group by 16.04 % (p <0.05), in the fourth group 21.29 % (p <0,05), in compar-
ison with the control group. Perhaps this is due to the development of pathological processes in the body,
increased blood density, which may indicate leukemia or tumor processes in the kidneys, and may also indi-
cate an oxygen deficiency, along with hemoglobin and the number of erythrocytes increase.

The mean hemoglobin content in the erythrocyte (MCH) in all groups increased, in comparison with the
control group indicators: in the second group by 7.42 % (p <0.05), in the third group by 14.47 % (p <0.05),
The increase in the mean hemoglobin content in erythrocyte can be caused by liver disease, which is called
hypothyroidism.

ESR (sedimentation rate of erythrocytes) in the second group decreased by 12.2 % (p <0.05), in the
third and fourth groups increased by 14.28 % (p <0.05) and 48.9 % (p <0.05) consequently. Decrease in ESR
can be caused by a violation of water-salt metabolism in the body (hyperhydration) or progressive dystrophy
of the muscles (myodystrophy). Increase in the rate of erythrocyte sedimentation is probably due to a change
in the protein composition of the blood, i.e. increase in fibrinogen, alpha and gamma globulins, and decrease
in albumins. When developing pathological processes on the surface of the erythrocyte, molecules of fibrin-
ogen, gamma globulin, paraprotein and other proteins are deposited, which promotes the adhesion of red
blood cells to each other, and as a result, the rate of erythrocyte sedimentation increases.

Conclusion

Thus, acute combined intoxication in the group injected with zinc and copper, there was a significant
increase in the number of leukocytes in the blood, i.e. leucocytosis, in comparison with the third and fourth
group, an increase in the erythrocyte content, an increase in the hemoglobin level, an increase in the hemato-
crit, an increase in MCH, a decrease in ESR.

In the group of combined action of copper and arsenic, an increase in the content of leukocytes, eryth-
rocytes, a greater increase in the hemoglobin content than in the second group, an increase in hematocrit,
MCH, and ESR was observed.

In the group of combined effects of zinc and arsenic, an increase in the content of leukocytes, erythro-
cytes, a more pronounced increase in hemoglobin concentration was observed in comparison with the second
and third group, i.e. erythrocytosis, increased hematocrit, a significant increase in MCH and ESR comparing
with the second and third group.

All of the above can prove that the group of combined action of zinc and arsenic had the greatest toxic
effect on the change in morphofunctional blood indicators.
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P.M. Taszutrnunosa, P.P. beiicenoBa, I1.b. ®axpynenosa

MBIpbIi, MBIC K9HE KYILIAJIA TY31apbIMeH Ke/leJl apaJiac
yJaHy Ke3iH/Je KAaHHbIH reMaToJIOTMsUIbIK KOPCeTKIlITepiHiH e3repicTepi

Makasazna TepT Tonka OexiHreH 40 aK TeKci3 )KETUIreH ereyKyWpbIKTapra ayblp Metaigap (MbIPBILI, MBIC,
KYLIOJA) TY3apblH KOJIIaHA OTHIPHII JKacaFaH 3epPTTey JKYMBICHIHBIH HOTHXeCI GOMBIHIIA SKCTICPUMEHTTIK
JKaHyapiap/blH KaH Mop(odyHKIHOHATIIBIK ©3repicTepi KopceTiireH. AybIp MeTalaap )XaHyapiap MeH ajam
ar3achlHJa )KUHAJIBII, SPTYPIli OpraHiap MeH *KyHelepaiH sKyMbIChH Oy3abl. OcbiFaH OaliaHbICThl KAHHBIH
OMOXUMMSIBIK Kypambl e3repemi. KaH OHOXMMHSCHI ar3aHbIH MATOJOTHSICHIH aHBIKTAyFa KOMEKTECE/Ii.
DKOTOKCHKAHTTAPAbIH KOJJAHBUIFAH CPITIHAUIEP], MbIC CyIb(aThl, MBIPBIII CYIbGAThl KOHE HATPUI
apCeHHTI, JKaHyapiapra acka3aH ILIeK >OJIbl apKbuibl Oip per eHrisinren. bi3miH 3epTrey HOTHKec
KOPCETKCH/ICH, JKEIEeN MBIPBIII, MBIC JKOHE KYIIdJa Ty3JapbIMEH Kocapiaca YBITTaHybl KaObIHY HamybIHa
COKTBIpABL. A¥f3ajgarbl KaOBIHY NIPOIECTEPiH JIEHKOIMTTEp, SPUTPOLMTIEP, T'E€MOTIOOMH, T'eMaTOKPHT,
SPUTPOIMTTETI FeMOTTIOONHHIH OpTalla KypaMbl YIIFAIObl KepceTkinrepi nanennenni. Ex yisr acepi 6ap tom
MBIPBIII )KOHE KYIIJIa Kocapiaca 9peKeT eTKEeH e aHbIKTAIIbL.

Kinm co30ep: ayblp MeTanmap, MBIPBILL, MBIC, KYIIANA, apanac yiaaHy, KaHHBIH [€MaTOJNOTHSIIBIK
KOpCEeTKiLITepi.

P.M. Taszurnunosa, P.P. beiicenosa, 11.b. ®axpynenosa

HN3MmeHeHne reMaTOJIOTHYECKHX MOKA3aTe1eil KPOBH
MPHU OCTPOIi COUETAHHON HHTOKCUKAIMHU COJISIMM IMHKA, MeIH M MBIIIbSIKA

B crarse mpuBeneHBl pe3yiabTaThl HCCIENOBATENBCKOW PAOOTHI MO M3y4eHHI0 MOP(OQYHKIMOHAIBHEIX H3-
MCHEHHH KPOBH SKCIIEPUMEHTAIBHBIX KUBOTHBIX IPU OCTPOH COUYETAaHHON MHTOKCHKAILMH COJISIMH TSDKEIIBIX
METaJUIOB (L[MHKA, MEAHX, MBIIIbIKA), BEINOTHEHHON Ha 40 GenbIx 6ecopOIHEIX TOJIOBO3PENBIX KphIcaX, KO-
TOpbIC OBUIM pa3/ieNeHbl Ha YeThIpe rpynmbl. VI3BECTHO, YTO TSDKENbIE METAJUIbl CIIOCOOHBI HAKAaIUIMBAThCS B
OpraHu3Me )KUBOTHBIX U YeJIOBEKa, IPUBOJS K HAPYIICHHUIO PaOOThl PA3IMYHBIX OPTraHOB M CHCTEM, BCIIEICT-
BHE YEro MPOUCXOJAT U3MEHEHUsI B OMOXMMHUYECKOM COCTaBe KPOBU. BHOXMMHUS KPOBH MO3BOJISAET JTUArHO-
CTHUPOBATH IIATOJIOTUH OPraHU3Ma. B kauecTBe TOKCHKAHTOB OBLIM MCIOJIb30BaHbl PAaCTBOPBI CyNb(aTa MeaH,
cynbara OUHKA W apCEHUTA HATPHS, KOTOPHIC BBOJMINCH XKMBOTHBIM BHYTPIKEIYJOYHO OJHOKpATHO. 3a-
00p KpOBH OCYIIECTBIUIN Ha CIEAYIOMNI IeHb. Pe3ynbraTel nccaenoBaHuid MOKa3aly, YTO OCTpasi cCOYeTaH-
Hasl HTHTOKCHKAIIMS COJISIMH IIMHKA, MM ¥ MBIIIbSKA IIPUBOAUT K Pa3BUTHIO BOCHAIHMTEIBHBIX IIPOIECCOB B
opranm3me. Ha 3To yka3pIBaeT yBelIMUEHHE TAaKUX MOKA3aTeNed KPOBHU, KaK JICHKOIUTEL, SPUTPOLUTEI, TEMO-
r7100MH, TeMaTOKPHT, CpeaHee coaepkanue remoryiodnna B spurporute (MCH) u ckopocTs ocenanust 3put-
pormtoB (COD). Bbu1o BBISBICHO, YTO HAUOOJIBIIMM TOKCHUECKUM P PEKTOM 001a1aeT rpyIina COUeTaHHOTO
JeHCTBUS IMHKA U MBIIIbSIKA.

Kniouesvie cnosa: Tsoxenbie MECTalllbl, HUHK, ME€b, MBILIBIAK, COUCTAHHAA MHTOKCHUKALIH, FEMATOJOTHYCCKHUE
1OKa3aTeJIi KPOBU.
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