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Introduction. Deleterious effects of synthetic organic compounds on the aquatic environment is
the subject of thorough research during last few decades. Because of the possibility of joint action a
mixture of several substances may cause a greater risk than individual substances. While present water
quality standards are based on data of the toxicity of individual substances in the future monitoring
should be carried out basing on the data of the joint action of complex multicomponent mixtures. It is
well known that the waste water (industrial, agricultural, domestic wastewater) contains several chem-
icals simultaneously. Therefore, understanding and ability to predict the combined effects of mixtures
of toxic substances on microorganisms and other aquatic life forms are essential components in the
environment protection.

Literature review. All known at literature descriptions of mixtures can be divided into several
groups [1]:

— Descriptors based on the distribution coefficient for mixtures [2...5]. Distribution coefficient
(octanol — water, cyclohexane — water, chloroform — water, etc.) is used as descriptors. All studies
using such descriptors were performed using very small training sets, and predictive ability has not
been checked properly for any of models. These descriptors are very limited in use because they can
be applied to mixtures of 1:1. Advantage of these descriptors is that the mixture is described as a sin-
gle entity.

— Integral additive descriptors [6...7]. In this approach descriptors calculated for the mixtures
components separately are summarized taking into consideration their mole fractions. These de-
scriptors have not been tested on mixtures with non-additive properties, namely synergism or antago-
nism, i.e. the possibility of their use in such cases looks very doubtful. Among the advantages of the
additive approach is the following: a simple and intuitive process of descriptors generating; independ-
ence of approach from the property under consideration and the possibility of its use (taking into ac-
count the disadvantage of it) for study of any activity or property.

— Integral non-additive descriptors [8...10]. The main feature of this approach is in describing the
mixture itself, i.e. mixtures descriptors are not derived from its components descriptors taken separately.
To achieve this, the mixture is represented using both components simultaneously. This avoids the limi-
tations encountered in the calculation of descriptors by the additive scheme. However, this methodology
does not allow to analyze (describe) mixtures different from 1:1, which is its significant disadvantage.

— Fragment non-additive descriptors [11]. In this approach, fragments of the different compo-
nents of the mixture are considered in the same descriptor. These descriptors of the mixture do not
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contain disadvantages of previous methods. They can be used to simulate any interested property or
activity, are useful for describing the effects of the joint action or interaction of components. However,
it should be noted that mixtures in this approach are described by descriptors of the individual com-
pounds, and the characteristics describing directly the mixture are absent.

Aims of the Research are the study of the influence of structure of aliphatic n-alcohols, phenols,
sodium salts of a-alkoxycarbonylsulfuric acids and their mixtures on toxicity towards Daphnia magna
using simplex representation of the molecular structure and the determination of molecular fragments
with positive or negative influence on the toxicity.

Main Body. To describe the structure of the tested substances and mixtures the simplex represen-
tation of the molecular structure (SiRMS) is used [12]. Within SiRMS any molecule can be represent-
ed as a system of various simplexes (four atomic fragments of fixed composition and structure).

Descriptor representation of compounds mixtures cannot be defined as corresponding linear
combination of descriptors of mixture components because in most cases the dependences “structure,
composition — property” are not additive. Usage of the simplex descriptors characterizing the com-
pounds mixture itself is the main difference from the usual simplex approach. Bounded simplexes de-
scribe only separated mixture components, when unconnected simplexes can describe both compo-
nents separately and the whole mixture. Therefore, it is necessary to note which unbounded simplexes
belong to the same molecule and which to different. In the last case, such unbounded simplexes reflect
the structure not for one molecule but characterize a couple of different molecules. Actually these
simplexes are the structural descriptors of substance mixture (Fig. 1). To distinguish these simplexes
in the process of generating of descriptors they are assigned by special mark. This approach takes into
account the composition of mixture, i.e. descriptors of the individual components (substances A
and B) are weighted according to the mole fractions of components in the mixture, and mixture de-
scriptors are multiplied by the minimum proportion of one of the components.
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Fig. 1. Simplex descriptors of compounds mixture

To construct the models ““structure — property” the method of partial least squares (PLS) is used [13],
it has worked well when working with large data sets.

In this paper it is studied the effect of structure of aliphatic n-alcohols, phenols, sodium salts of a-
alkoxycarbonylsulfuric acids and their mixtures on toxicity towards Daphnia Magna [14]. The toxicity
of sodium salts of a-alkoxycarbonylsulfuricacids, phenols, aliphatic n-alcohols and their binary mix-
tures towards Daphnia Magna was used as investigated activity. Toxicity is defined as a decimal loga-
rithm of ECso (mmol/l). ECs, is the concentration of the toxic substance which leads to immobilization
of 50 % of the test population.
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Results. At the initial stage of work for all molecules simplex descriptors are calculated (about 2
thousands), they are weighted for the mixtures according to the molar concentration of the mixture
components. Differentiation of atoms in simplexes is based on the following characteristics:

— atom individuality;

— partial atomic charge;

— lipophilicity;

— electronic polarizability;

— possibility of atom to be a donor/acceptor of hydrogen in hydrogen bonding.

To test the predictive ability of the obtained models four strategies for the formation of training
and test sets are used:

— compounds for the test set are selected by the minimal difference with the training one;

— compounds for the test set are selected by the maximal difference with the training one;

— compounds for the test set are selected randomly;

— all the studied compounds are included in the test set.

By 10 PLS-models are obtained for all four strategies. The quality of the obtained models is high
enough — R*=0.86...0,97, Q2=O,74...0,96, R*=0,86...0,99, so all of these models are included in the
consensus model. This model has a high statistical characteristics (R2=O,97, $=0,13). The ratio of the ob-
served and predicted values is shown on Fig. 3.

OH OH
Cl
R3 — OH 4,0
~3,5 -
+

g30
O 0 ) / °
R R =25 —
zﬁ/&o/ 1 S /.( “ Pure

SO;Na § 2,0 / ﬁk substances
3 15 A ¢ ®* Mixtures
»

I
Ri=C,Hop, n=1,2,4..7; L0 |
Ry=C,Haps1, m=7,38, 10, 12...14; | 1,5 2 2,5 3 3,5 4

Re=Cilzier, =5, 6,8,9 Predicted (IgECso)

Fig. 2. Studied compounds Fig. 3. The ratio of the observed and predicted values of the
toxicity towards Daphnia Magna
for the tested compounds and mixtures.

Further the inverse problem is solved. The contribution of each atom in the activity is determined
for each molecule. It is found that increasing of carbon chain length in the alkyl substituent increases
the toxicity. Likely it is connected with the growth of lipophilicity.

Analysis of the relative influence of some physical and chemical characteristics on the change of
the studied properties, which are estimated from the resulting QSAR-models, showed that electrostatic
factors (42 %) and the factors caused by atom individuality (30 %) have the largest contribution to the
change of toxicity of the tested compounds.

Conclusions. QSAR-analysis of the toxicity of binary mixtures of sodium salts of o-
alkoxycarbonylsulfuric acids with phenols and alcohols towards Daphnia Magna shows the possibility
of reliable prediction of the specified property (R*e= 0,86...0,99). It is found that increasing of the
chain length of the alkyl substituents increases the toxicity. Likely it is connected with the increase of
compounds lipophilic.
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AHOTAINIS / AHHOTALIUA / ABSTRACT

K.B. Bapnamosa, B.€. Kysomin, H.H. Mypamos, B.A. lllankin. BIUINB CTPYKTYPH KOMIOHEHTIB Ta ckJaay OiHap-
HHX cyMilleli OpraHigYHUX CIOJIYK HA TOKCHYHICTh N0 BigHowmeHHI0 10 Daphnia Magna. CumiiekcHe NOAaHHS MOJIEKY-
JSIPHOT CTPYKTYpPH BHKOPUCTaHO AJs KoHceHcycHoro QSAR-anami3y TokcuuHOCTI mo BinHoweHHio 10 Daphnia Magna Ha-
TPi€EBHX COJIEH 0-aIKOKCUKApOOHIICYIb(GOKUCIIOT, amipaTHIHUX H-CIUPTIB, (eHomiB Ta ix OiHapHuX cymiumieid. CTpyKTypy
CyMIIIi MPEACTaBIICHO SIK 3 BUKOPHCTAHHSAM JCCKPUNTOPIB IHAWBIAyaTbHHUX CIIONYK, IIO BXOISATH IO CKJIAAy CyMilIi, Tak i
HOBHX CHenM(iYHUX MapaMeTpiB CyMilli, TaK 3BaHUX HE3B'S3HUX CHMIUIEKCIiB. JlocmimKyBaHa Bubipka ckiaganacs 3 15 iH-
IUBiTyalbHUX CHOMYK 1 20 cymimei. Sk nociipkyBaHy akTHBHICTH BUKopucTaHo Jorapudm ECsy (Mxmois/m). Meroto na-
HOT'O JOCIHI/KCHHS € BU3HAUCHHS MOJICKYJIIPHHUX (parMeHTiB, IO HAJAIOTh IMO3UTUBHHUI 1 HEraTHBHHUII BIUIMB Ha TOKCHY-
HICTB, 1 oTpuManHs QSAR-Moenei, 37aTHUX aJeKBaTHO IPOTHO3YBaTU TOKCHYHICTh HOBHX CIIOJIYK Ta CyMIillei 3 iX cTpyk-
Typu i ckmanxy. OTpuMaHa afeKBaTHA KOHCGHCYCHA MOJCIb Ha OCHOBI copoka kpammx QSAR-mogmeneii (R*=0,86...0,97;
Q2=0,74. ..0,96; RzTeCT=0,86. ..0,99), siki oTprMaHi 3 BUKOPUCTAHHSAM Pi3HUX HABYAJIBHUX 1 TECTOBUX BHOIPOK.

Kniouosi cnosa: QSAR, cUMITIEKCHE TOJaBaHHsI CyMilliell CIIONYK, JECKPUIITOPHY CyMillli, TOKCUYHICTh, Daphnia magna.

E.B. Bapramosa, B.E. Kysemun, H.H. Mypamos, B.A. [llankun. BjusiHue CTPYKTYPbl KOMIIOHEHTOB U COCTaBa OU-
HAPHBIX cMeceii OpraHuYecKHX coeJHHeHHil Ha TOKCHYHOCTh N0 OTHOMeHHI0 K Daphnia Magna. CuMiinekcHoe npen-
CTaBJICHHE MOJIEKYJISIPHOI CTPYKTYpPBI HCIIOJIB30BaHO ISl KOHCeHCYycHOro QSAR-aHanu3a TOKCMYHOCTH MO OTHOLICHUIO K
Daphnia Magna HaTpueBBIX coliell 0-aJIKOKCHKApOOHMICYIb(OKHUCIOT, anudaTHIeCKUX H-CIAPTOB, (PEeHONIOB U NX OuHAp-
HBIX cMeceil. CTpyKTypa cMecH MpeJCTaBlIeHa KaK C UCIOIb30BAHUEM JIECKPUIITOPOB MHAUBHUIYAIbHBIX COSIUHEHUH, BXO-
JSIIIUX B COCTAB CMECH, TaK U HOBBIX CHEU(UUECKUX IapaMeTPOB CMECH, TaK Ha3bIBA€MBIX HECBSI3HBIX CUMIUIEKCOB. Mc-
cienyemasi BEIOOpKa cOCTOsUIa M3 15 WHIMBUIyanbHBIX coeanHeHuil U 20 cmeceil. B xadectBe mcciemyeMoil akTHBHOCTH
ucnosb3osat jorapudm ECsy (MkMounb/i). Llenbio TaHHOTO UCCIIeJOBAaHUS SBISAETCS ONPEACNICHIE MOJIEKYJIPHBIX (parMeH-
TOB, OKa3bIBAIOIINX ITOJIOXKUTEIEHOE U OTPULIATEIFHOE BIMSHNE HAa TOKCHYHOCTB, U noxydenne QSAR-monenel, ciocoOHbIX
a/IeKBaTHO MPOTHO3MPOBATh TOKCHYHOCTH HOBBIX COSAMHEHHH M CMECEH U3 UX CTPYKTYpHI U cocTaBa. [lomyuena agekBaTHas
KOHCEHCYCHasi MOZIeJIb Ha OCHOBe copoka Jyyumux QSAR-moneneit (R2=0,86...0,97; Q2=O,74...O,96; Rzl.ec,r=0,86...0,99),
KOTOpBIE TIOJy4YEHbI C HCIIOJIB30BAaHUEM Pa3JIMYHBIX 00YYaIOIIIX U TECTOBBIX BEIOOPOK.

Kniouesvie cnosa: QSAR, cuMIIekcHOe MpeACTaBlICHHE CMecedl COeIMHEHHUH, NeCKPUNTOPBHl CMECH, TOKCHUYHOCTb,
Daphnia magna.

E.V. Varlamova, V.E. Kuz’min, N.N. Muratov, V.A. Shapkin. Influence of components structure and composition of
binary mixtures of organic compounds on toxicity towards Daphnia Magna. Simplex representation of molecular struc-
ture is employed for consensus QSAR analysis of toxicity towards Daphnia magna of sodium salts of a-
alkoxycarbonylsulfuric acids, aliphatic n-alcohols, phenols and their binary mixtures. The structure of a mixture is represent-
ed both using descriptors of individual compounds included in the mixture and using novel specific mixture parameters
termed unconnected simplexes. The studied dataset included 15 single compounds and 20 mixtures. The logarithm of ECs,
(mmole/l) is used as a target function. Aims of the research are the determination of molecular fragments with positive or
negative influence on the toxicity and developing QSAR models capable to predict properly the toxicity of new compounds
and mixtures from their structure and composition. Successful consensus model based on forty best QSAR models
(R2:0,86. ..0,97,; Q2:0,74. ..0,96; RZtC51:0,86. ..0,99) is obtained using different training and test sets.

Keywords: QSAR, simplex representation of compounds mixtures, mixture descriptors, toxicity, Daphnia magna.
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