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Introduction. Diseases, such as leprosy and tuberculosis, require the long-term administration of antibacterial drugs. Dapsone is the primary drug
for their freatment. However, it has a serious side effect on blood. A synthesized drug, a diazinon derivative, showed a high antimycobacterial activ-
ity and no foxic effect on blood counts in the experiment.

Objective: fo investigate the effect of PYAId1 versus Dapsone on leukopoiesis in rafs.

Materials and methods. An experiment was carried out in 60 Wistar rats of both sexes. Blood faken from the sublingual vein was stabilized with
heparin. White blood cell counts were measured with a Mindray BC 2800vetaanalysis system used in veterinary hematology.

Results. The long-term use of new 1,3-diazinon-4 derivative versus Dapsone was examined for its impact on white blood cell counts in the rats. The
effects of the drugs on the counts of sesgmented neutrophils and eosinophils, young stab neutrophils and nuclear shift index were considered.

Conclusion. No statistically significant changes in the complete blood count of the animals were observed during 90-day administration of the
test compound, suggesting that it had no destructive effect on leukopoiesis in the rafs.

Key words: dapsone, diazinon derivative, nuclear shift index, neutrophils, eosinophils, stab neutrophils.

INTRODUCTION medical practice dictate the necessity of detailed
A chievements of modern pharmacology, studying of their side effect, in particular their influence
introduction of new, effective medicines into  on blood system. It is especially relevant concerning the
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preparationsofantibacterialactiondemanding prolonged
use in such diseases as leprosy and tuberculosis as one
of the most serious problems connected with their side
effect is the development of a medicinal leucocytopenia
and agranulocytosis [1,7].

Dapsone has remained the main and effective
preparation applied to the treatment of leprosy, and
some other diseases so far. However, it is known for
its extremely undesirable side effects. According to a
number of foreign authors, dapsone is capable of causing
agranulocytosis up to the lethal one [9, 10]. In particular,
it is shown in experimental works that dapsone — induced
decrease in neutrophils in peripheral blood of animals
and appearance of a significant amount of their young
forms do not depend on gender and age essentially [4,
6], and correlate only with the influence extent of the
preparation. In this regard, search and development of
new connections capable of becoming a basis for creation
of effective preparations with antimicobacterial activity
remain relevant.

The object of our research was the derivative
1,3-diazinon-4 under code PYATDI1 (N-[4-(4-
Aminobenzsulfanil) -phenyl] - 2petrolylaminobenzamide),
synthesized at the department of organic chemistry of
Pyatigorsk Medical and Pharmaceutical Institute of SBEE
HPE VolgSMU SEI VPO of the Ministry of Health of the
Russian Federation showing antimicobacterial activity and
the lack of toxic influence on morphofunctional indicators
of erythrocytes and platelets in the preliminary research of
the experiment [2,5].

The purpose of the comparative — study of the effect
PYATd1 and drug «Dapsone» onleucopoiesisof rats.

MATERIALS AND METHODS

The experiment was performed on 60 Wistar rats of
both sexes weighing 190—205g. Animals were kept in
standard vivarium conditions under natural light, on a
standard diet with a free access to food and water. The
study was conducted in the winter season. The keeping
of animals and the experimentation were corresponded
to the Principles of Good Laboratory Practice (Russian
National Standard Russian Federation GOST R53434-
2009) (2010).

All the specimens were divided into 6 groups, taking
into account a gender. The animals of the first group(males)
and those of the second group (females) were the control
groups and received as a placebo an equivalence volume of
distilled water (Iml / 100g body weight). The specimens
of the 3 group (males) and of the 4 group (females) were
administered the reference preparation — dapsone, the 5
group (males) and 6 group(females) — were administered
the compound PYATdI in a dose 25 mg / kg (minimum
effective dose) by gavage into the stomach 1 time per day
in the morning time for 90 days.

The blood sampling was carried out from the sublingual
vein. The blood was stabilized by heparin (50 U / ml). The

number of white blood cells was determined with using a
system of veterinary hematology automatic BC 2800vet
analysis (Mindray). Leukogram was counted in smears
stained with Romanovsky—Giemsa.

Statistical analysis of results was performed with
the help of «BIOSTAT 2009» program. The indicator of
differences was determined by Student's t-criterion.

RESULTS AND DISCUSSION

The results of the study showed that rats of both sexes
under the influence of dapsone for 90 days demonstrate
a statistically significant reduction of polymorphonuclear
leukocytes and eosinophils and an increase in the
proportion of banded neutrophils (Table 1). This decrease
in polymorphonuclear leukocytes is both in males and
females slightly more than 30%, eosinophils: for males
to 40%, for females to 50%, an increase in the content of
young forms of neutrophils for males increased by 130%,
and for females by 80%.

Underthe action of the compound PYATd 1 statistically
significant changes didn’t reveal in comparison with the
control group, but it should be noted that the decreasing
tendency was observed in the content of segments. Both in
males and females, it was 10—17%, which was significantly
less than under the action of dapsone. Increasing the
share of band cells in the blood was immaterial: 5—8%.
The percentage content of eosinophils in both males and
females were comparable with controls, in the content
of mononuclear of statistically significant changes were
not observed under the effect of administered substances
(Table 1).

The quantity of leucocytes in the peripheral blood of
male rats after 3 months of injection under the conditions
of dapsone was slightly increasing, and while PYATd1
injection it was decreasing. Oscillations in both cases
were no more than 13—16% and were not statistically
significant. At the same time, a decrease of the absolute
number of eosinophils in both cases was noticed; but
it was more marked in the group treated with dapsone:
40% and 20% respectively. Under the action of dapsone
a multiple increase of young granulocytes was revealed
(table 2), while during the PYATd1 injection this value
was comparable to the control. The decrease of absolute
quantity of radiolo-nuclear neutrophils was observed
both during dapsone injection and PYATd1compounds
(in 20—25%), but these values were not statistically
significant.

Females under the action of dapsone showed
statistically significant decrease in the absolute number
of eosinophils and radiolo-nuclear neutrophils (in 60%
and 40%) during a significant increase of bacillo-nuclear
forms (in 60%—70%); the quantity of leucocytes and
Ilymphocytes was slightly reduced; the absolute quantity
of monocytes was lower than the control one in 50%,
but this decrease was not statistically significant. Under
the conditions of the PYATd1 injection the decrease of
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Table 1
INDICATORS OF LEUKOGRAM FOR RATS OF BOTH SEXES WERE TREATED WITH PYATd1 FOR 90 DAYS
d band cells, M+m, % polymorpho nuclear, M+m, % > 70 > 70
Males
Control 10 3,140,35 5,040,87 24,9+1,8 65,7+1,6 1,3+0,26
Dapsone 10 1,9£0,27#** 11,5£0,6%** 17,1£0,8*** 67,7£1,6 1,940,46
PYATdI 10 3,1+0,3%# 5,410,9### 22,4%0,3 67,5£2,8 1,6£0,2
Females
Control 10 2,6%0,3 3,6%0,37 19,4%1,3 73,0£1,9 1,6+0.,4
Dapsone 10 1,3+0,21%* 6,610,5%** 13,3+0,96** 77,5+1,1 1,240,39
PYATd1 10 2,3+0,3 3,8+0,55## 16,1+1,1 76,3+1,3 1,540,17
Remarks: * — p<0,05;** — p<0,01; *** — p<0,001 for control, # — p<0,05;## — p<0,01; ### — p<0,001 for «dapsone».
Table 2
THE ABSOLUTE QUANTITY OF FRACTIONS OF LEUCOCYTES IN RATS
OF BOTH SEXES TREATED WITH MATd1 WITHIN 90 DAYS
. . . Neutrophils
Groups w ML-i_‘-s::lc, 0: 11t33 /l ﬁ‘f;'f’flllgﬁ}l Bacillo-nuclear,  radialo-nuclear Iﬂqyilll:]l:o: {:)sji 1\1/}/[-1_?;??;3371
Mzm, x10°/1 M+m, x10°/1
Males
Control 10 13,3£1,7 0,42%0,09 0,67£0,15 3,3%0,3 9,58%1,3 0,21£0,07
Dapsone 10 15,1£1,2 0,29+0,05 1,7+0,18* 2,65+0,3 10,240,9 0,29+0,08
PYATd1 10 11,240,99 0,34+0,07 0,57+0,12 2,5+0,3 7,56+0,8 0,22+0,05
Females

Control 10 10,0+1,3 0,28+0,07 0,360,05 1,9940,3 8,33+0,9 0,2+0,07
Dapsone 10 8,97£0,5 0,11£0,02* 0,6%0,07* 1,240,13* 6,95+0.,4 0,1£0,04
PYATd1 10 9,07+£1,1 0,13+0,03 0,36+0,07 1,48+0,14 7,45+0,9 0,14+0,02

Notes: * — p<0,05; *** — p<0,001 regarding control, ### — p<0,001 regarding «dapsone».

the absolute number of eosinophils, radiolo-nuclear
neutrophils and monocytes was also noticed, but these
changes were less marked in comparison with the
group treated with dapsone (within statistical errors).
The change in the absolute number of young forms of
neutrophils was not noticed.

When assessing changes in the number of leucocytes
under the influence of any factors (both endogenous
and exogenous), including the influence of drugs, great

Table 3

THE VALUE OF NUCLEAR INDEX SHIFT
IN THE LEUOCYTIC FORMULAE OF RATS OF BOTH SEXES

Notes: *** — p<0,001 regarding control;## — p<0,001; ### — p<0,001
regarding «dapsone».

importance is attached to a percentage of their individual
forms.

The changes in the proportions of young and mature
neutrophils gain special importance. The nature of these
changes and their intensity may indicate the absence or
presence and also the extent of the loading on the blood
system and on the marrow caused by cytotoxic effect of the
injected substances.

It is extremely important to ascertain the quality of
the used compounds influence because blood is an integral
system that links together and affects all organs and tissues.
Therefore, its state change may affect the work of the
functional systems of the organism as a whole [3,8].

The calculation of the index of the nuclear shift in

Groups,/sex Control Dapsone osaTdl Fhe leuocytic formulae of rqts has shown that under the

o i influence of dapsone the animals of both sexes showed a
Males 0,2240,05 0,68+0,06 0,26+0,03 statistically significant increase (slightly more by males);
Females 0,18+0,02 0,54£0,07***  0,25£0,04** while under the conditions of the injection of a derivative

of 1,3—diazinon-4 (with the code PYATd1) within 90 days
this not happening (Table 3).
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CONCLUSIONS
Thus, the introduction of the derivative of 1, 3
—diazinon-4 under the code of PYATd1 during 90 days,
unlike the preparation of comparison Dapsone has no
destructive effect on leucopoiesis in rats that proves the
currency of its further studying as a promising compound
with antimicobacterial activity.
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V3YYEHUE BJIUAHUA HOBOT'O MPOU3BOJTHOTO 1,3- TMASMHOHA-4 HA JIEMKOIIO33 KPBIC

HA ®OHE JJIMTEJIBbHOI'O BBEJAEHUA

A.B. Boponkos!, mokrop meaunuHckux Hayk, C.A. Jly:kHoBa?, Kanauaar ouossornyeckux Hayk, C.A. OcbiueHko’,
I'.H. Tenary1iuna?, Kanauaar ouosiornueckux Hayk, Cyna buiens' (Tynuc)

[Tamueopckuii meduko-gapmayesmuueckuti uncmumym — guauan Boaeoepadckoeo eocydapcmeeHno2o MeOUyUHCK020
yuugepcumema; Poccuiickas @edepayus, 357500, [lamueopck, np. Kaaununa, 0. 11

2Hayuno-uccaedosamenvckuii uHcmumym no usyyenuiro aenpvl Munsopaea Poccuu; Poccuiickas @Pedepayus, 414057,

Acmpaxans, Huxonas Ocmposckoeo npoeso, 0. 3

PE3IOME

BBeaeHuMe. 1oy TaKMX 3aBOAEBAHMSIX, KAK AEMPA 1 TYGEPKYAE3, HEOBXOAUM AAUTEABHBIN MPUEM OHTUGAKTEPUAABHBIX MPENAPATOB. «AQNCOH» —
OCHOBHOW A€KAPCTBEHHBIN MPENAPAT AAs Ae4eHMsl. OAHOKO OH MMEET Cepbe3HOe NOBGOUYHOE AENCTBUE HA KPOBb, CUHTE3MPOBAHHbIV NMPEnapaT
(NPOV3BOAHOE ANCBUHOHA) B SKCNEPUMEHTE MOKA3OA BEICOKYIO OHTUMUKOBOAKTEPUAABHYIO OKTMBHOCTb M OTCYTCTBUE TOKCUYECKOrO BO3AESCTBIS HOl

NoKAasAaTeAn KpOoBU.

LileAb UCCAEAOBAHNS — CDOBHUTEABHOE U3yHeHne aenctamst PYATA1 1 npenapara «AQnCOH» HO AEMKOMO33 Y KPbIC.
Matepuraa n MeToAbl. SKCMEPUMEHT MPOBOANACS Ha 60 KpbICax AnHUK Wistar o6oero noaa. KpoBsb, B3STYIO 13 MOABS3bIYHOM BEHbI,
CTABUANZNPOBAAM FENAPUHOM. KOAMYECTBO AEMKOLIMTOB ONMPEAEASIAN C MOMOLLLIO cnctemsl «BC 2800vetanalysis (Mindray)», ICNoAb3yemMoin B

BeTepVIHClpHOI?I reMatoAOormn.

Pe3yAbTaThbl. [/13y4eHO BAKSIHME HOBOMO MPOW3BOAHOTO 1,3-ANA3NHOHO-4 HO MOKA3ATEAN BEAO KPOBW KPbIC MPU AAUTEABHOM BBEAEHUM B
CpdBHEHUM C NpenapartomMm «/AQMNCOH». POCCMOTDVIBCI/\OCb BAVSIHME HA COAEPXKAHME CEerMeHTOSIASPHbIX HeVITpO(DI/I/\OB n 303I/IHOC])I/I/\OB,
COAEPKAHNE MOAOABIX MAAOYKOSIAEPHBIX POPM U MHAEKC SIAEPHOrO CABUIQ.

3aKkAlo4EeHne. |_|pl/l 90-AHEBHOM BBEAEHNN Mn3y4aemMoro Coe ANMHeHns1 CTaTMCTUHEe CKM 3HAYNMbIX V3MEHEHUI B napamMeTpax C')OpMyAbI KpoBK
YKMBOTHBIX HE HOBAIOAOAM, HTO CBUAETEABCTBYET OO OTCYTCTBUN €r0 AECTPYKTUBHOTO BAUSIHNS HO AEMKOMNO33 KPbIC.

KAtoueBble cAOBQ: AQMCOH, NPON3BOAHOE ANASNHOHA, MHAESKC JASPHOIo CABUIQ, Hel?lTpOCbI/IAbI, SOSI/IHO(DI/I/\bI, MAAOHKOSIAEPHbIE CDOprI.
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FTOMOTOKCUKOAOTUSA KAK OAHO 13 HAMPABAEHUIA MEAULIMHCKOW HAYKHU

[oMOTOKCHKOIOTUST — OHO U3 HATYPOIaTUYECKUX HaIpaBie-
HUI MEIULMHCKOW HAayKW — MPEeACTaBseT coO0i CMHTE3 COBpe-
MEHHBIX TOCTUXEHU MEIULIMHBI ¥ TOMEOTaTUYECKOTO MOaX0aa K
JIEYCHUIO OOJIBHBIX. DTOT METOIl JIOTMYECKN U TIPAKTUYECKU TIPO-
TOJIKWJT M pa3BWJI TIPUHLIMITEL XOJMCTUYECKONW METUIIMHBI, TTPEILy-
CMAaTPUBAOILEH KOMITJIEKCHBII MOAXOJ K JICUEHUIO YeIOBeKa Kak
€IMHOI OMOJIOTUYECKOI CUCTEMBI.

OcHoBareneM HampaBIeHUSI U METOAa TOMOTOKCUKOJIOTHH
KaK KOMIUJIEKCHOM Teparuy cTajl HeMEIIKUI Bpad U YYeHbI XaHC-
Xaitnpux Pekkeser. CortacHO €ro TeOpUM, OPTaHU3M SIBJISIETCST OT-
KPBITOM 1 CTpeMsIIIECsl K paBHOBECUIO OMOJIOTMYECKOI CUCTEMOIA.
OaHako B HeM, Kak U B JII00OI Apyroil IMHAMUYECKOIl CUCTeMe,
paBHOBECHE MOXET OBITh HApYIIEHO: B YACTHOCTH, IS OMOJIOTH-
YECKOI CUCTeMbl (haKTopaMu CHUXKEHUST CTAOUITbHOCTH, COTIACHO
TEOPUU TOMOTOKCHUKO3a, CYMTAIOT SHIOTCHHbBIE M 3K30T€HHBIC TOK-
CUHBI (TOMOTOKCHHBI).

BoznaeiicTBue 3TUX XUMUUECKUX BEILIECTB, PA3IMUHBIX O TTPO-
VICXOX/IEHUIO, TIOCTYMAIOIINX B OPTAaHNW3M M3BHE MJIN BhIpAOAThIBa-
€MBIX B X0Jie¢ OOMEHHBIX MTPOIIECCOB, BHI3bIBACT OTBETHBIC 3aIUT-
Hble peakUX OUOJIOTMYECKOM CHUCTEMBI, TPOSBIISIONINECS, IO
Pekkesery, B (popme cuMmnToMoB 3abosieBaHusl. [loaTomy ompene-
JieHre 3a00JIeBaHUsI, TaHHOE OCHOBOTIOJOXXHUKOM METO/A U MpHU-
HSITO€ B TOMOTOKCUKOJIOTHH, C(hOPMYJIMPOBAHO CIIETYIOIIUM 00pa-
30M: «bose3Hb mpencTaBisgeT coboil KOMITIEKC 1IEIecO00pa3HbIX
3aLIUTHBIX MMPOLIECCOB B OPTraHU3ME, a TaKKe MPOSIBICHUI MOTIbI-
TOK KOMIIEHCHPOBAaTh WHTOKCHUKALIUIO». AHTUTOMOTOKCHUYECKUE
TperapaThl MOJyYMIN Ha3BaHMWE KOMIUIEKCHBIX, TaK KaK B X CO-
CTaB BXOAUT Psll TOMEOMATUYECKUX CPENICTB, COYETAHHOE eii-
CTBME KOTOPBIX ITO3BOJISIET 00ECITeYUTh UX OOIIMPHBIN TeTOKCHUKA-
LMOHHBIN 2dekT. He MeHee BaxKHBIM Hapsily ¢ JIEeTOKCUKalMen
MPEeACTaBsIeTCS U APYroil acleKT TOMOTOKCUKOJIOTUM: COTJIACHO
OTpeNie/IeHNIo 3a00JIEBaHUSI, €r0 Tepamnusl ITOJKHA HE TONABISTh
CUMIITOMBI, a JIOTIOJTHUTEIBHO CITOCOOCTBOBATh aKTUBAIINN 3aIIINAT-
HBIX CUJI OpraHu3Ma.

C y4yeToM 3THUX 3 BaXHEMIIMX acCleKTOB — PEryJsiliMOHHOIO
BO3MIEMCTBUS HAa OTKPBITYIO OMOJIOTMUYECKYIO CUCTEMY, CBSI3bIBAHUS
¥ BBIBEIEHUST TOKCUYHBIX [UISI OPTaHU3Ma BEILIECTB U CTUMYJISIIIAN
€ro 3alUTHBIX CWJI — OBLT CO3MaH 1ENbIi CIIEKTP JIEKapCTBEHHBIX
CPENCTB: KOMIUIEKCHBIX OMOJOTUYECKMX AHTUTOMOTOKCHUYECKMX
MpenapaToB, KOTOPblE MPOU3BOAUT ocHOBaHHas X.X. PekkeBerom
KoMmaHusl «Xeenb» («buonorume Xaitnbmutrenb Xeeab [MOX»,
Tepmanus, banen-banen).

AHTHUTOMOTOKCHYECKHUE TIperapaTbl M3TOTOBJISIIOT W3 HaTy-
paJbHBIX MPUPOIHBIX KOMITOHEHTOB: 3KCTPAKTOB PacTeHUIA, BbI-
TSOKEK M3 OPTaHOB KMBOTHBIX, CTEPUJIM30BAHHBIX KYJIBTYp MU-

AnnonaTuyeckue
JIEKAPCTBEHHBIE CPEICTBA

AHTHrOMOTOKCHYECKHE
npenaparb

CpaBHMMasI C a/UIONATUYECKUMU
npenaparamMu 3G HEeKTUBHOCTD
B CJIy4Yasix OCTPhIX 3a00JI€BaHMIA

Bricokasi ahekTHBHOCTh
B CJIyyasiX OCTpPbIX 3a00JIeBaHMIA

Bricokast apexTBHOCTD
B CJIy4asiX XpOHUYECKUX
3a00s1eBaHUit

Hesbicokast acekTuBHOCT
B CJIy4asiX XpOHMYECKUX
3a00J1eBaHN

HesnaunrtenbHast
yacToTa MOOOYHBIX
U QJJIePrUYeCKUX peakinii

Yactele mobouHbIe dhdHeKTb
(asepruu, AUCOAKTEPUO3,
SITPOT€HHbIE TOPAXEHUST U JIP.)

Maioe yucio
TMPOTUBONOKA3aHUI
¥ BO3PACTHBIX OTpaHUYEHUI

MHOro nMpoTHBOITOKA3aHUH,
OrpaHUYEHUsI IS JeTei
1 6epeMEHHBIX KEHITMH

Bo3moxHo YrHETEHUE
UMMYHUTETA

AKTHBaLIMS UMMYHUTETA
B IIPOILIECCE JICUCHUS

JleiicTBUE MO MPUHLIUITY

JleiicTBUE MO MPUHLIMITY
3aMelLEeHNsl, OAABIEHUS,

perysinuu, THUIIUUPOBaHWA

KOMIICHCalTuun

KPOOPraHM3MOB, MUWHEPAJIbHBIX BELIECTB, MUKPOJIEMEHTOB,
KaTajau3aTopoB U T.I1. Bce 3T KOMMOHEHThI 00padaThIBAIOT COTJlac-
HO MPUHLIKAIAM FOMEONaTUYeCKO TeXHOJOTUU MOTEHIIMPOBAHMS,
T.€. METOJaMM TIOCJIE[IOBATEIbHOTO Pa3BeACHUSI U JAMHAMU3ALNAN
KOMIIOHEHTOB. TaknuMm 00pa3oM, B aHTUTOMOTOKCHYECKUX TIpera-
patax, Kak ¥ TOMeONnaTuYeckKrx, OMOJIOrMYeckd aKTUBHBIM Hava-
JIOM CJIy>XaT He KOHLIEGHTPUPOBaHHBIC BEIIECTBA, @ UX MUKPOIO3bI.
TMocTynaroiye B OpraHM3M MUKPOI03bl HE BbI3BIBAIOT MEPErPy3KU
opraHusMa, a Ha000POT, CTUMYJIMPYIOT €r0 CUCTEMBI U TIOAKITIOUa-
FOT TOTTOJTHUTEJIbHBIE 3aIIIUTHBIC MEXaHU3MBI.

JleyeHre aHTUTOMOTOKCUYECKMMMU TIperapataMu CleayeT Jyd-
UM TPaJULIMSIM KaK TOMEOINaTUH, TaK W aJJONaTUYeCKOn Me-
quirHbl. C OOBIYHON MEIMIIMHON 3T TpernapaThl 00beAMHSIIOT
HO30JIOTUYECKUI TIPUHLIUI HAa3HAUYEHUST M TPUBBIYHOCTD JIeKap-
cTBeHHBIX (hopM. [Ipr 3TOM cocTaB GUOIIOTMYECKUX TIPENapaToB B
OTJIMYKE OT AJIJIONATUUECKUX JIEKAPCTBEHHBIX CPEICTB CBS3aH HE C
CHMIITOMATHKOM 3a00JIeBaHNsI, a C PETyJISITOPHBIM, Ie3MHTOKCUKA-
LIMOHHBIM BO3JEHCTBUEM, CTUMYIUPYIOIIUM 3alllUTHBIE CUJIBI Op-
raHu3Ma (CM. TabIuILy)).

XapakTepucTHKA OT/AEIbHBIX IPYI KOMIIOHEHTOB
AHTHTOMOTOKCHYECKHX MPenapaToB

B coOTBETCTBUM C MTPOUCXOXAECHUEM U OCHOBHBIMU TTPUHIIU-
TTaM¥ BO3IEHCTBUSI, MOXKHO BBIICTTUTD CIIEAYIOIINE TPYITITHI KOMITO-
HEHTOB KOMILJIEKCHBIX aHTUTOMOTOKCUYECKUX MPeraparos:

* peakIIMOHHbBIE CPENICTBA, MPeHa3HAUYSHHbIC ISl HEMOCPe/I-
CTBEHHOM CTUMYJISILMM MMMYHHOW CHCTEMBbI U YCUJICHUS
JIEUCTBUS IPYTUX KOMITOHEHTOB;

OpTaHOTPOITHbIE KOMITOHEHTBI, aKTUBUPYIOLINE IETETb-
HOCTb OTIEJbHBIX OPraHOB; UCXOAHBIM MaTepuaaoM Uis 2
9TUX COCTABHBIX YacTeil KOMIUIEKCHOTO Tperapara clyXaT
HEOpraHMYecKre, PacTUTETbHBIC BEIIECTBA, a TakXKe IMpO-
JIYKTBI JKUBOTHOTO TTPOUCXOKICHHSI;

CyHC-OpraHHble KOMIIOHEHTHI, IEWCTBYIOIIME HEMOCPEe-
CTBEHHO Ha TOMOJIOTMYHBI OpraH W aKTUBUPYIOIIUE €ro
(byHKIIMM; 3TM KOMIOHEHTBHI TOTOBSIT M3 TKaHEW CBUHBU
(commacHO mpuHUUIY TTomoous TKaHel). [1o cymiecTBy oHI
MPEICTABIISIOT CO00I OMOTeHHBIE BEIIeCTBa, UIEHTU(MUIIN-
pyembie IO criennbUIecKOMY MCXOTHOMY MaTepuaiy, CO-
CcTaBy OMOXMMMYECKMX BElIECTB, (hDepPMEHTOB, MUHEPAJIOB.
M cxonHbIM MaTepUaioM CIIYXaT TKaHU, KJIETKU, OPTaHeJLJIbl
KJIETOK, (DePMEHTBI, 3KCTPAKTBI, TUAPOJIU3ATHI, (DUIBTPATHI,
CEKPEeTHI, TOTCHIIMPOBAHHBIE B COOTBETCTBUM C TIOJIOKEHM -
smu [oMeonaTuyeckoit (hapmMakoreu;

HO30/1bl — KOMITOHEHTbI, U3TOTOBJIEHHbBIE U3 MPOIYKTOB 0O-
JIe3Hel 4yesoBeka (MaToJIOTMYeCKUe BbIICICHUS] U TATOJIO-
rMYeCKd M3MEHEHHBbIe TKaHM), a TakKXe M3 MUKPOOMOJIO-
TMYECKUX TIperapaToB, KOTOpbIC Meped MPUTOTOBICHUEM
THIATEIBHO CTEPUIIU3YIOTCS U TIPOBEPSIIOTCS HA OTCYTCTBUE
MUKPOOPraHU3MOB;

KaTaJau3aTopbl — TOMEONaTU3UPOBAHHBIC MPOIYKTHI (hep-
MEHTAaTUBHBIX peaKInii, aKTUBUPYIOIINE U PETyJIUPYIOIne
pa3JIMYHbIE STAITBI KJIETOYHOTO 0OMEHa;

MOTEHLIMPOBAHHBIC AJIJIONATUYECKUe CPEACTBa, U MpH-
TOTOBJICHUS] KOTOPBIX B KAUeCTBE UCXOAHOTO MPOAYKTa UC-
MOJIb3YIOTCSI COOTBETCTBYIOLIME CUHTE3UPOBAHHbBIC XUMU-
YecKue BeIecTBa (JIEKapCTBEHHBIE CPENCTBA, KpacUTelu,
TOKCHUHBI); OCHOBHOE TTOKa3aHWe K MPUMEHEHUIO 3THUX Tpe-
1apaToB — SITPOreHHbIE 3200JIeBAHMSI.

BesonacHOCTh MpPUMEHEHUsT aHTUTOMOTOKCHMYECKUX Tpera-
paToB MPU UX T0KAa3aHHOM Ha MPAKTUKE BHICOKO 3((HEeKTUBHOCTH
CBSI3aHA C TEM, YTO HU3Kasl KOHIIEHTPAIIUSI MUHEPAJIOB, MUKPO3JIe-
MEHTOB ¥ TODMOHOB, COIEPKAIIUXCS B KOMIUIEKCHBIX MperapaTax
B nmoTeHLUsiX oT /12 o /114, COOTBETCTBYET X KOHILICHTPALIMU B Op-
raHu3Me 4ejoBeKa.

B Hacrosiiiiee BpeMst KOHIIETIIIMSI TOMOTOKCUKOJIOTUY paccMa-
TPUBAETCSI B paMKax COBPEMEHHOI OMOPETYISIIMOHHON TEOpUH, O
KOTOPOI MBI TOAPOOHO HAMMILIEM B OJIMIKaILIEM HOMEpE.

.
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