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On the methods for prevention by aminoacids of developing of diabetes
induced by chelat active chemicals

In article are presented data on methods of prevention developing of experimental diabetes caused by
chemical diabetogenic zinc binding substances (DZS) as about of possibilities for contact with which of hu=
man for the last years gradually increase. Among them the main attention is fixed on ability of amin@acid of
glutathione to prevent diabetogenic action of this group of substances. It is showed that the high<€@ffinity of
glutathione for zinc determined by presence in structure of its molecule of SH-radical which protect by
blocking of atom of zinc in B-cells of interaction of it with DZS accompanied by formation of complexes
DZS that result destruction and death of pancreatic B-cells within 15-30 min. Also are presented dataabout
ability of two other aminoacids contains sulfhydryl groups in structure of a molecule to prevént development
of diabetes caused by DZS as data on the some drugs possess high affinity and chelat properties fonzinge.
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glutathione reduced form, glutathione oxidised form, diphenylthiocarbazone\ (Dithizon), derivatives of
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Abbreviations

DZS — Diabetogenic zinc binding chemicals;
DZ — Diphenylthiocarbazone (Dithizon);
GRF — Glutathione reduced form;

GOF — Glutathione oxidised form.

Baekground

More than 80 years ago Scott and Fischel weréyseparated insulin from the native pancreas as Insulin-Zn
complex and supposed that the presence ofiZnsions determined physiological activity of insulin [1, 2]. Inter-
est for this problem is increased after reporting b¥these authors in 1938 that in pancreas of diabetic patients
total amount of Zn is not more than 50 % inleompared with non diabetic men. They found 0.07 mg of Zn per
1 g of pancreas tissue of diabetic patients comparatively with 0.14 mg per 1 g pancreas of healthy persons.
Analogical result was obtained bygEisenbrandt and coll. [3]. A large amount of Zn"-ions was found in hu-
man pancreas of healthy meff. K. Okamoto discovered in pancreatic B-cells a large amount of Zn"> [4]. It is
supposed today the important folejof Zn-ions in processes of storage of insulin in B-cells [5, 6]. There are
proportional dependenée between content of Zn-ions in B-cells and in cytoplasm. Decreasing of content of
deposited insulin accompanied by decreasing of amount of Zn-ions in B-cells. It is known that Zn-ions take
part in processes’ ofysynthesis as in cristallization of insulin. It was showed that pancreas of mammals-
animals, birds and in easth-water animals contained a large amount of Zn-ions.

The amount of Zn ~ is evidently decreased in experimental diabetes induced by any causes [4]. Zn" is
able to bé acelimulated in pancreas tissue. Administration of Zn"” in organism accompanied by increasing of
tofal amount in pancreas in 4-20 times. 0.3 % of Zn" administrated in organism was accumulated in
pancréas of alloxan diabetic rats comparatively with 2.6 % in healthy animals. H. Kawanishi and
K9Okamoto by aid of electron histochemical microscopy confirmed that in B-cells Zn-ions are located in
B-granules, a deposited form of insulin [7]. S. Yokoh and coll. showed that Zn** is concentrated in central
part of B-granules, in periphery and partly in cover of granules.

Zn-ions in cytoplasm of B-cells have the coordinate number 4 and 6 and interacted with chemicals
which formed with Zn-ions chelat salts in which atom of Zn'? is fixed between a few other atoms (8). The
affinity of Zn-ions to formation of chelats is evidently more high comparatively with other metals of main

group.
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Diabetogenic activity of zinc binding chelators dithizon and derivatives of 8-oxyquinoline

Dithizon (diphenylthiocarbazon) is one of most active chelators [4, 9]. Dithizon formed various
modifications of red colour chelats with 18 metals. It possess a marked high affinity to Zn-ions and formed
very rapidly past injection chelat 2:1 that accompanied by destruction and death of B-cells within 15-30 min.
and developing of 1% type of diabetes 48—72 h later. It was showed that first changes in cytoplasm of B-cells
appeared 5 min past injection of DZ as small zones of destruction of cytoplasm. More detail analysis using of
transmission electron microscopy showed that process of destruction of B-cells started by destruction of
B-granules.

For the first, the 2-3 B-granules are destructed with forming of small zones of destruction of cytoplasm
of B-cells [10], not more than 3-5 % of total surface of section of B-cells. 15 min later the sizes of these
zones rapidly increased until 30—40 % of surface of B-cells and 1-2 h past injection almost all'cell’s matrix,
80-90 % of section’s surface, is destroyed completely. We showed that these changes are nt visible on light
microscopy but very well discovered by transmission electron microscopy. Destructive histolegical changes
developed a few days later — are secondary changes as result of not visible destroying ofsBscell§ywithin first
few minutes after forming of chelat complex in cytoplasm of B-cells.

Thus, it was concluded that destruction of B-cells past injection of diabetogenie,doses of/dithizon is de-
termined by destructive action of complex Zn-DZ on structures, for the firsts— B-granules‘of B-cells, within
first 15-20 min. past forming of complex in cytoplasm of B-cells.

Diabetogenic derivatives of 8-oxyquinoline

A. Albert in 1947 reported that 8-oxyquinoline which usually belong e, not toxic substances, is very
toxic for cells in the presence of metals and for the first time < of Zn-ions. It was showed that this fact de-
termined by ability of 8-oxyquinoline to form with metals thegchelatimetal-complexes which are toxic for
B-cells [11, 12] as complexes formed in B-cells by other chelatiactive substance as dithizon. Studying of
toxicity of 8-oxyquinolin for B-cells K. Okamoto [9] reported that injection of it to animals accompanied by
developing of experimental diabetes. Later it was showed{that injection of 18 derivatives of 8-oxyquinolin
and of 8-oxyquinaldin accompanied by rapid develgpinglef heavy diabetes in animals. It was noted that all
these chemicals have in position 8 of quinolin ring OH-group or any other radical contained atom of S or
atom of O. Six isomers of 8-oxyquinolin not gontainedyin®position 8 of the active group are not able to form
chelat complexes with Zn-ions and not induc¢ed expgrimental diabetes. Experimental diabetes is induced by
derivatives as 8-para(toluenesulphinyldmino)quinolin /8PTSQ/, 8-para(benzolsulphonylamino)quinolin
/8PBSQ/, 8-para(methansulphonylamino)quinolin /8PMSQ/ 5-para(acetaminophenylaso)-8-oxyquinolin
/5A80X/, 8-hydroxyquinaldin, 5-amine-8-hydroxyquinolin and others (Fig. 1). It was demon strated (9) that
injection of these derivatives resdlt selective necrosis of B-cells and developing of diabetes. Injection of the-
se chemicals in doses of 30—L00,mg/kg accompanied by developing within a few days of heavy diabetes with
marked degenerative changes in'iSlets.

It is known that mestystable complexes are formed when atom of Zn is fixed between 2 atom of N, S
and O of molecule of chelator. Later it was reported that only derivatives of 8-oxyquinolin contained in
position 8 of quifiolinyring of the hydroxyl or other radical contained atoms of S, N or O possess
diabetogenic properties, Atom of Zn is fixed between atoms of S and O in position 8 and between atoms of N
and O in positionyl or 2°

It was reported, what is more, that extraction of these radicals from position 8 accompanied by
comiplete disappearing of diabetogenic properties of chelators [9]. Formation of chelats by atoms of O and N
of chelator result usually forming of pentagonal or hexagonal rings [8, 9] (Fig. 1). Pentagonal rings are more
stablé. The most stable are quadrangular complexes with atom of S. It is known that derivatives of
8-oxyquinolin formed quadragonal complexes with atom of S often. Electrons of indivisible pair are
displaced from donor-atom of N in position 1 to Zn atom.

On the base of data obtained by A. Albert, it was supposed that toxic effect of 8-oxyquinolin is deter-
mined by its ability to bind and eliminate ions of metal from B-cells. But later this hypothesis was not
confirmed: it was showed that long time prolonged elimination of Zn-ions from B-cells result any effect on
the state of histostructure and function of B-cells.

Finally, S. Rubbo and A. Albert established that toxic effect of 8-oxyquinolin determined by its ability
to form in cells toxic complexes with metals [11] that many times was confirmed later. It was showed that
presence of chelat a short time in cytoplasm of B-cells accompanied by alteration of cells. In experiences
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with using derivatives of 8-oxyquinolin — a various isomers of the azaoxyquinolin (azaoxyn) — it was
demonstrated dependence: most toxic are isomers formed chelats 1:1 with metal have logarithm of constant
of stability as 7.6 and more high, until 9.4. Meanwhile toxicity of chelats of other isomers of azaoxyn with
constant of stability 5.8—6.7 was clearly more less [11]. It was showed that very toxic chelats of derivatives
of 8-oxyquinolin with Zn-ions have a more high logarithm of constant of stability as 8.5. G. Weitzel and coll.
showed that complex 1:1 contained 1 molecule of 8-oxyquinolin and 1 atom of ion of Zn is most toxic for
cells [13].

N
O In
Qw——In
f g h i
(1) 0 O OO
s’
in
NH N NN : NH N Ny
b o b 7>
2 ] e /
CH, MH—N=C—N=N

a — 5-para(aminophenylaso)-8-oxyquinolin, 10 mg/kKg; & —5-amino-8-oxyquinolin, 30 mg/kg;
¢ — 5-para (diethylaminophenylaso)-8-oxyquinolifi, 40img/kg; d — 9-oxy-7-jodoquinolin, 50-60 mg/kg;
e — 4,8—dihydroxyquinolin-2-carboxylic acid (xanthiurenic acid); f— 8-para(toluenesulphonylamino)quinolin,
30-50 mg/kg; g — 8-para(benzelsulphenylamino) quinolin, 30-100 mg/kg;
h — 8-para(metansulphonylamino)quinolin, 40—81 mg/kg;i— diphenylthiocarbazone (dithizon), 45-50 mg/kg

Figure 1. Complex salts of Diabetogenic Zidebindingi€helat Active Chemicals with Zn-ions and its diabetogenic doses

Commentary and conclusions ffor Figure I. Information from Figure 1 show that in process of for-
mation of chelates of zinc with dexivatives of 8-oxyquinoline as 1:1 atom of zinc is fixed between the atoms
of oxygen, nitrogen or sulfurflocatéd in position 8 and 1 or 2 only in molecule of derivatives whereas in
complex zinc-dithizon atomiof zingis fixed between two atoms of sulfur too from two molecules of dithizon.
More high stability of gomplex,zinc-dithizon is determined by fixation of the atom of Zn between 2 atom of
sulfur.

Stability of formed complexes 2:1 is depended not only of affinity of chelator to metal but in added —
by 2 propetties ‘of chelator and metal: 1) presence of additional radicals in para-positions molecule of
chelator, gspeeially=— in zones which contacted with part of molecule, reacted with ions of me- tal conduce
togforming of the steric effect; as result, two molecules of chelator are not able to approach for to put atom of
metal in stablé’ting; 2) size of diameter of atom; in case if atom of metal have a small diameter, ring may be
not formed; atom of Zn have radius as 0.74 nm between Berillium (0.31 nm) and Rubidium (1.49 nm).
A high stability of complex Zn-Dithizon is determined by stretch form of molecule of Dithizon and by
location of 2 phenol rings on the 2 ends of molecule. That is why atom of N and S are easy approach to atom
of Zn. More over, atom of Zn is fixed between atoms of N and S. Meanwhile it is known that affinity of Zn
to N and S is more high comparatively with affinity of Zn to O. In added, complex is formed by two
molecule of Dithizon each of two have a great number of double couplings.

Stability of complexes 1:1 formed by derivatives of 8-oxyquinolin is determined by a: 1) great number
of double coupling in molecule of chelator; 2) forming of quadragonal ring; 3) derivatives of 8-arensul-
phonylaminoquinolin formed chelat-complex by aid of atom of S. More high stability of the complex
Zn—xanthurenic acid is determined in added by fixation of the atom of Zn between 2 atom of O [9].
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Using of transmission electron microscopy method it was established that 2h past injection of dithizon a
strongly marked destruction of B-cells was developed: total devastation of cytoplasm of cell’s matrix;
destruction of mitochondria, endoplasmic reticulum and B-granules were discovered in the most parts of
cells with remained matrix [7, 12]. Same results were obtained 1 h later injection. Shortening of period since
starting of injection showed that 15 min. past injection in the contrary to 2 h cell’s matrix was remained on
70-80 % of B-cell’s surface but 30—40 % appeared as zone free of matrix or zone of complete destruction of
ultrastructures of B-cells.

Methods for prevention developing of diabetes caused by chelators.
Protective effect of aminoacids gluthathione and cystein

The aminoacids glutathione and cystein formed not toxic chelats with atoms of heavy netalsydue to
sulfhydril radicals which have high affinity to ions of Zn", Pb™, Cd" and Hg™. It is suggesfed that by these
radicals aminoacids formed not toxic chelats with Zn-ions. The constant of stability “0f complex<¥Zn-
glutathione is very high — 17.1-18.2.

Diabetes caused by DZC is prevented by restored form of glutathione (GRF). Preventivéjinjection GRF,
1000 mg/kg protect B-cells of rabbit’s pancreas of binding of zinc ions by DZ (Fig. 2)iand from destruction
and of developing of diabetes in all animals: normoglycemia and B-cells — without changes [14]. Mean-
while, oxydation of GRF result: two molecules of GRF formed one molgeule (with formatien of disulfide
connection. Thus, oxidized form of glutathione (GOF) have same structure but contragy to GRF not contain
in structure of molecule of SH-radical. Injection to animals of 1000 mgkg«ef,GOF not protect B-cells of
destruction by DZC and diabetes developed in all animals [15, 16].

1 2 3

1 — Red granules of complex Zn-DZ in B-eells of rabbit; staining by DZ; darc microscopy; %280;

2 — Negative fluorescent reaction fon Zinc m)B-cells (absence of fluorescence) as result of binding of Zinc with
GREF; high specific for Zing reactiomwith 8PTSQ; x140;

3 — Injection of GRF and 10 mimlater of'DZ; prevention of formation of complex Zn-DZ as result of blocking of
zinc by GRF; darcgmieroscopy; *280; histological sections and microphotographs by A.S. Shaybek and
G.G. Meyramov

Figure 2

Conclusions fom[igure 2. Results presented on Figure 2 demonstrate that: 1) GRF forming with zinc
complex salt; 2)this camplex is very stable and zinc from him can't be forced out by followed interaction

with Dithizon!
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Figure 3. Disposition of zinc atom between 2 atoms of S of two SH-groups (by F.M. Rubino)
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Analysis of structure of complex zinc-GRF demotstrate that as well as in complex zinc-ditizon zinc
forms a complex with two molecules of GRF and also is fixed between two atoms of sulfur thanks to what its
high durability is provided.

The GRF easily reacts with free radicals among which it should be noted hydroxylic and carbon
radicals, giving hydrogenium atom. Similar interactions provide protection, neutralizing the fissile OH-
radical which is considered as the most dangerous among the free radicals. Decrease of amount of GSH
increases susceptibility of animals to cytotoxins [17]. SH-radical possess chemical resistance against
influence of peptidases. Atom of metal located between two atom of S of two molecules of Glutathione
(Fig. 3).

Its polygonality determined by chemical properties and allows to be simultaneous both the nucleophilic
agent and the fissile reducer, interacting with numerous elektrofilny and oxidizing componentsiusuch as
N,O,, O, and OH. GRF as active reducer plays an important role in processes of @& detoxification.
Glutathione used for prevention and treatment of diabetic neuropathy in the streptozotocin<induced diabetic
rat [18]. It is supposed that inactivation or change of SH-group of sulfhydril radicals intmolecules of
glutathione result complete disappearing of diabetogenic properties.

Injection of cystein, 1000 mg/kg prevent formation in B-cells of toxic chelatiZn-DZ an complete
prevention of diabetes in all animals within 6 h; 12 h past injection diabetes was preventediin®é animals from
8 and 24 h past injection of cystein — in 2 animals from 4. Cystein protect B-cells 01 destrugtion caused by
diabetogenic derivatives of 8-oxyquinolin [19]. Aminoacid serin, which)contained’ hydroxyl radical in
molecule instead of sulfhydril radical in molecule of cystein, not possess‘diabetogenic properties.

Aminoacid hystidine formed with Zn-ions high stable complex 2:1 which logarithm of constant of sta-
bility is 12.0. Contrary to other aminoacids chelat activity of/hystidin is deétermined by the presence in
molecule of the imidazol ring (8). Injection to animals 1000 mg/kg ofithe hystidin hydrochloride (HH) result
complete prevention of diabetes past injection of dithizon followed 5 min» past injection of HH and — in half
of total number of animals injected of dithizon 0.5—1 h past injeetiontof HH (20).

Protective effect of derivatives af.dithiocarbamic acid

Derivatives of diethyldithiocarbamic acid (DBPC) possess a high affinity for zinc ions as EDTA were
conducted. Na salt of DDC is able not only to preventideveloping of diabetes caused by DZ but to displace of
DZ from formed in B-cells complexes as Zinc-DZ, due, to more high affinity to zinc. EDTA as chelator
possess more high affinity to Zn and constant of stability of its chelats with Zn is 13.1 meanwhile with ions
of Mg™, Ca™ and Fe" correspondly 5.44%.3, and0.9 [10]. It was showed that EDTA prevent diabetogenic
action of streptosotozin by bindinggof Zn<ions. More detail investigation of processes of interaction of
Zn-ions contained in B-cells with NaDDC showed that injection of 1000 mg/kg to rabbits result complete
binding of all amount of Zn-ions%n B-cells that accompanied by formatuion in B-cells of not toxic chelat
complexes as Zinc-NaDDQ! Followed injection of DZ not accompanied by formation of toxic Zn-DZ
complex in cytoplasm of B-cells and diabetes not developed. Thus, it was confirmed that presence of toxic
chelat complexes of DZ andididbétogenic derivatives of 8-oxyquinolin in B-cells within first 15-30 min after
its forming result not\visible for the first a few hours incorrigible destructive changes in B-cells. Formed
more later degenérative histological changes in islets is result of action of chelators in the first 15 min.

It is knowmythat ‘Sstseptozotocin possess chelat properties and have high affinity to Zn-ions. Alterative
action of stréptezotecyn may be prevented or eased by preventive action of EDTA [21].

Investigatioh of diabetogenic properties of dithizon and derivatives of 8-oxyquinolin have theoretical
significance,because these chemicals are not formed in human and really not delivered in human organism
outside. In added peroral administration of its is not effective because they are not soluble and not absorbed
indiitestinum. Parenteral injection of diabetogenic chelators result developing of diabetes only. Meanwhile
solutiens of all these chelators are not stable and only injection of the fresh prepared solutions (ex tempore)
result diabetogenic effect.

Among 18 diabetogenic derivatives of 8-oxyquinolin the xanturenic acid (XA) only is formed in ani-
mals and elderly humans in deficiency of pyridoxine. It is known that XA is accumulated in organism of old
human as result of disturbances of tryptophan metabolism [22, 23]. Low doses of the XA accumulated in
human gradually. May be that is why diabetes caused by XA developed gradually as type 2 in opposite to
type 1 diabetes caused by injection of diabetogenic doses of other chelators [24-26]. High concentration of
XA in the urine decrease by long time prolonged using of pyridoxine that accompanied by decreasing of
blood glucose concentration as weakening of symptoms of diabetes.
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The number of diabetogenic chelators human have contacts is increased year by year. As example
Tetracycline hydrochloride is active chelator which have high affinity to Zn-ions and formed with it complex
1:1 and 2:1 with high constant of stability as 9.0 [11]. Direct action on B-cells of high doses of tetracycline
result hyperplasia and degeneration of cells. Isoniazid, a drug for treatment of tuberculosis, formed
pentagonal stable chelats with Zn-ions. May be more high frequency of diabetes among patients treated by
Isoniazid determined by this fact? This interest is increased taking into consideration fact that in this case
concentration of the Xanturenic acid in urine is high because Isoniazid in antagonist of pyridoxal-5-
phosphate.

Dehydroascorbic acid (DA) which is formed me symptoms of diabetesgn animals as of solucose level id
in organism as result of metabolisation of ascorbic acid, possess diabetogenic properties and result diregt al-
terative effect on B-cells. Concentration of DA in organism of diabetics is evidently increaseddn oppesite to
decreasing concentration of ascorbic acid.

It is known that chelators which formed with Zn-ions tetragonal or pentagonal, rings possess
diabetogenic properties. Chelators contained in molecule as least 4 or 5 double chemical conneétions possess
diabetogenic properties also in opposite to chelators contained 1-2 or not contained its which et possess
analogical properties. As example — derivatives of diethyldithiocarbamic acid of dimethyldithiocarbamic
acid, aminoacids cystein, glutathione and hystidine. Complexes formed by neted,above*protectors not
contains in molecule tetragonal or pentagonal rings and not contains or cgntains minimal namber (1-2) of
double connections. Administration of large amount of these chelators,notitesult destiiction of B-cells and
protect, in opposite, B-cells of destruction caused by diabetogenic chelatots,

Noted above data put us to look on these chemicals as on one possiblefactor in ethiology of human dia-
betes. The significance of this possibility is increased taking consideration factithat human pancreas contains
large amount of Zn-ions possess to form chelat complexes with diabetogenic chelators.

Obtained results demonstrated that protective activity of aminoacid‘glutathione reduced form (GRF) de-
termined by its ability to prevent formation of toxic chelat complexes with DZC due to forming into B-cells
of stable not diabetogenic chelat complexes with Zn-ions@ecated‘in B-cells that protect Zinc from interaction
with diabetogenic zincbinding chelators.
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F.F. Meiipamos, A.)K: llangex

XHUMHSIIBIK KelleHAi KOChLIbICTAPMEeHEYbIHAAFaH IKCIIePUMEHTAJIbI
AMA0ETTIiH JaMybIH AMUHKbBIIIKbLIIaPMeH aJ/IbIH a1y dIicTepi TypaJibl

Makanana oneOuerke IOy jkacay OapbICHIHIA\ GOHFBL, OHXBUIABIKTA aJaMMEH OailIaHBICy MYMKIiHZIITI
OIpTiHACT apTHIII, XUMHUSUIBIK MBIPHIIIOAMIAHBICTIPYIIE 3aPTap TYBIHIATATHIH YKCIICPUMEHTAIIABI THA0CTTIH
JaMybIH alJbIH any oictepi Typaisl iepertep Kentipinren. OnapaplH apacklHIa Heri3ri Hazap OypbIHAa
MaHBI3AbUIBIFBIHA a3bIpaK KOHiJI OefHFEH TITI0TATHOHHBIH aMUHKBIIIKBUIIBI TONTHIH alIbiH any OeiliMaimik
Kabineri Gap exenairi eckepineniACoHIal=aK TIIOTATHOHHBIH MBIPBIIIKA JETeH KOFApFbl OEICEHALIIN OHBIH
KypbUIbIMbIHIa SH-MoJIeKyia TOUTHIH, 00TyBIMEH, OCHI apKbUIBI THA0ETOTEH I €MEC MBIPBIIITHIH OYFaTTalybl
a0eTOTeH Il XeJIaTopJIapMEH)0alIaHBICEIH TYBIHIATIAlAbl, HOTI)KECIHAE WHCYIMH oHAipymi B-kacymra-
napsl 15-30 MuHyT miaMaja Kkokbliansl. COHBIMEH KaTap IMaOeTOTeHMIl MBIPHIIIOaiIaHbICTBIPYIIEI 3aTTap
TYBIHIQTATHIH JHA0STTIH HAMybIHA >k01 OepMeiTiH, MoeKyIa KYphUIBIMBIHAA CyIb(OTHAPHIBII TONTapIaH
TYPaTBIH TaFbl EKip AMUHKBIIIKBUIIBIH MYMKIHAITI Typamsl JepeKTep YCBHIHBUIABL. Oe0HeTke MIolyaa
MBIPBIIIKA KATHICTHl KEIfeHAl KaJbINTaCTHIPYIIbl KacHeTTepi Oap Kkeibip Hopiiik mpemaparTap Typaibl
aKmapaTtap, KeJmipinreH.

Kinm cé30epB-macymanap, nuabeTOreH i MBIPBIIIOAMIAHBICTBIPYIIBl XENATTap, TJIOTATHOH, WHCYIIHH,
MBIPBITINIIIOTATHOH TOTHIKCHI3IaHABIPBUIFAH KYili, INIFOTATHOH TOTHIKKAH KYifi, JUTH30H, 8-OKCHXUHOJIMH.

I'.T". Meiipamos, A.2K. Ilaitbex

O meToaax nmpeaoTBpalieHUs] AMUHOKHUCJIOTAMH
Pa3BUTHSA IKCIEPUMEHTAIBHOIO 11a0€eTa, BLI3BAHHOTO
XUMHYECKUMHU KOMILJIEKCO00pa3yloIIUMH COeIMHEHUsIMHI

B 0630pe mpuBeaeHb! JaHHBIE 0 METOJAAX MPEJOTBPALICHHS Pa3BUTHS SKCIIEPUMEHTAIBHOTO JUA0eTa, BbI3bI-
BAaEMOT0 XMMUYECKHMH LIUHKCBSA3bIBaoNMMH BemectBamu (JILIB), BO3MOXKHOCTH KOHTAKTa 4eJloBeKa 3a Mo-
CJIEIHUE JECATUICTUS IOCTENEHHO Bo3pacTaroT. Cpelld HUX TJ1aBHOE BHUMAHUE Y/AEICHO pPaHee Mallo OCBe-
IIABIIEHCS] CHOCOOHOCTH aMHHOKHCIIOTHI TIIIOTATHOHA IIPEeJOTBPAIIaTh IeHCTBHE 9TOH rpymnisl BemecTs. [To-
Ka3aHO, YTO BBICOKAsl TPOITHOCTH INIIOTATHOHA IO OTHOIICHUIO K IIMHKY B 3HAUUTEJIBHOH CTEHeHH 00yCIIOB-
JIeHa HaJIMYHeM B CTPYKType ero MoseKynsl SH-rpym, depe3 KOTOpBIe OCYIIECTBISIETCS HeHaO0eTOreHHOE
OJIOKMpOBaHUE IUHKA, MPEMSATCTBYIONIEE CBI3BIBAHUIO €T0 ¢ ANa0eTOTeHHBIMU XeJIaTOPaMy, YTO MPUBOIUT K
Pa3pyIICHUIO HHCYIHHIPOAyLUpyomux B-knerok B Teuenne 15-30 mun. [IpuBeaeHs! Takxke JaHHBIE O CIIO-
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COOHOCTH JBYX APYTUX aMHUHOKHCIOT, COJAEPXKALIMX B CTPYKType MOJIEKYNbl CYIb(THAPUIbHbBIE TPYIIIIHL,
IpeAoTBpallaTh pa3BuTue quadera, Bo3piBaeMoro JLIB. B 0630pe npuBeneHbl cBeIEHUS O HEKOTOPBIX Jie-
KapCTBEHHBIX Mpernaparax, 001aarolux KOMIIEKCO00pa3yoIUMH CBOXCTBAMY B OTHOIIECHUH IIMHKA.

Knrouegvie cnosa: B-KJ'ICTKI/I, ,I[I/Ia6eT01"eHHI)Ie IUHKCBA3BIBAONINWE X€JIAThl, TIIIOTATUOH, MHCYJIWH, IITUHK, 5KC-
HepI/IMeHTaJ'II;HHﬁ HI/IaGCT, BOCCTaHOBJICHHas (bopMa TJII0OTaTUOHA, OKUCIICHHAas (’popMa TJIroTaTuoOHa, AIMTU30H,
HIPOU3BOJIHBIC 8-OKCHXWHOJIMHA.
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