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Table 1. Substitutions at the 1-6 positions in the template structure of the studied camptothecin derivatives.

Comp. R1 R2 R3 R4 R5 R6
No
1(CPT) H H H H H H
2 H H OH H H H
3 H H NH, H H H
4 H H OH F H H
5 H H CH,OH H H H
6 C,Hs H H H H H
7 C,Hs H OH H H H
8 H NO, H H H H
9 - - -
10 H OCH; OH H H
11 H H OCH; OH H

- Backward Multiple Linear Regression(BW-MLR)

- Statistical Package for Social Science (SPSS)Version 22
- Topological

- Constitutional

- 2D autocorrelations

- Geometrical

- 2D matrix-based descriptors
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12 -- - - -- --
13 H H H H H
14 NH, H OCH;, F H H
15 CH3 H OCH; F H H
16 CH,N(CH3); H OH H H H
17 Si(CHs)s H OH H H H
18 CHO,(CH3), H H H H H
19 Si(CHs)s H H F H H
20 Si(CHs)s H NH, H H H
21 Si(CHs)s H H NH H H
22 C,HsN(CHj3), H H H H H
23 e -- - - -- --
24 C,H, Si(CH3)s H H H H H
25 H N(CH;), OH H H H
26 Si(CHa)s H NH2 F H H
27 Si(CHs)s F NH2 H H H
28 Si(CHs)s H H F F H
29 Si(CHs)s F F H H H
30 C,H,Si((CH;),0H) H H H H H
31 C,H,4Si((CH3),CoHs) H H H H H
32 C,H,Si((CH3),CHsl) H H H H H
33 C,H,Si((CH3),CH3;0H) H H H H H
34 H H O(CH2CF3) H H H
36 Si(CH3)3 H OCOOCH3 H H H
37 Si(CHs)s H H F Si(CH3)s H
38 C,H,Si((CH3),C3HsOH) H H H H H
39 C2H4Si((CH3)2C3HGBI’) H H H H H
40 C,H,Si((CH3),C3Hel) H H H H H
41 C,H,Si((CH3),CH,N3) H H H H H
42 CaD; Si(CHs)s H H H H H
43 C,H, Si(CH3)s H H H H OCH,COOCH;
44 C,H,Si((CH3),CH,O0COOCH,) H H H H OCH,COOCH;
45 C,H,Si((CH3);NH,CHs) H H H H OCH,COOCH;
46 CoHs H H H H
O/\O -
47 C,H,Si((CH3),C3HsN(CH3), H H H H H
48 H H H H H
C,H,SI(CH.),CH,-N T~y
N
49 H H H H H
C,H,Si(CH;),CH,;-N
50 - - - -- --
51 H H H H COO(CH(CH3)(NH_))
52 Si(CH3)3 H NHCOO(O(CHs)s) H H H
53 C,H,Si((CH3),C3H¢Br) H H H H OCOOCH;
54 C,H,4Si((CH3),CH,N3) OCOOCH;
55 C,H,Si((CH3),CH,NHCOON(CHs),) H H H H H
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56 CoHs H N o H H H
A
COCH,O-
57 Si((CHa)s H NHCO,C(CH3)s F H H
58 Si((CHs)s F NHCO,C(CHs)s H H H
59 H H H H H
C2H,SI(CH,),CoHe N N
60 H H H H H
C,H,Si(CH,),CoHe N N
N
61 _— H H H H H
C,H,Si(CH;),CH,- N ~ |
o
62 CH, H H H H H
~
N
C,H,Si(CH,),CH,s LN
63 H H H H H
@ CH, NHCH,Si(CH,),C,H, -
64 C2H.Si((CHs),CsHsPH(OCHs), H H H H H
65 C2H.Si((CHs),CeHsN3) H H H H OCOOCH;
66 C2H.Si((CHs),CsHsNHCOON(CHs),) H H H H H
67 C2H.Si((CH3);CH,NHCOON(CHs3),) H H H H H
68 o H H H H H
=
EK‘G Si(CH,),C,H, =
69 C2H.Si((CH3),CH,NHCOOC(F)3) H H H H H
70 C,H.Si((CH3);CH,NHCOON(CHs)) H H H H COOCH3
71 C2H.Si((CHs),CH,N(C2H5)COONH(CH H H H H H
3
72 C2H.Si((CH3);CsHsNHCOON(CH),) H H H H COOCH3
73 C,H,Si((CH3);NHN(CHs)) H H H H COOCH3
74 C2H.Si((CH3);CH,NHCOON(C,Hs),) H H H H COOCH3
75 C2H.Si((CHs),CsHsNHCOOCF)s3) H H H H COOCH3
76 C2H.Si((CHs3),CsH;NHCOON(CHs), H H H H COOCH3

Cou gl
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— S5 S s Sl e OTHogP 5 aallas 3550 DS 5 pbend Sl o (oS BLI) s 0
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il a8 pemn A e (L osls AY0) I S50 V8 Lol 05051 4 games G5 (La osls AAr) JSUsa £ uls
A58 bzl ol b Jke 035031 (6l 05051 48 samms 5 Jde il (5l

b ssdome (RMSE) las Slayyo 0 Siks 4y el Jgmne (bl il 51 ot e 5 Shee U551 61 5
b b 5 (SI) (solslian o (RPA]) s JidkaS (oS s «(DW) 0 5els (s oslal (R (oo
.(Chatterjee &Simonoff, 2013; Hyndman & Koehler, 2006) & eslazl (F)

Y Jsde) del Gy 0iS s 5 YO B VY L Jue VF GA-MLR s, 31 eslined L IOGP oo i Cogr
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LogP= -142.782+0.253(Sv) -17.009(Jhetv) + 11.275(Jhetp) -0.007(D/Dr05)+ 8.912(MWCO8) +
46.055(PCR) -0.173(PCD) -3.078(ATS8e)+ 2.647(ATS8p) -3.545(MATS4m) -1.159(GATSIm) -

4.101(GATS1e) (1)
N=60 R=0.974 R?=0.949 RZ%dj=0.967 DW=1.910 RMSE=0.448 F=265.639 Sig=0.000

GA-MLR b3, b CPT Slinte 10gP (5l ool oy (5o dibs (b1 al o 5 o oS s 5 oY Jsutr
Table 3.The name of descriptors and statistical coefficients of the QSAR models derived by GA-MLR analysis for logPonw of

CPTs.
Model Independent variables R R? R?adj RMSE F Sig
1 GATS4p, MAXDP, Jhetv, MATS4m, AMW, PCR, DDr05, GATS1e, MATSS8p, 0.999 0.998 0.967 0.474 51.748 0.000
GATS1m, MATS4p, GATS5m, DDr10, GATS3m, SMTIV, GATS3p, X1v, MWCO08,
ATS8e, pilD, ATS8p, Jhetp, Sv, MW, PCD
2 GATS4p, MAXDP, Jhetv, MATS4m, AMW, PCR, DDr05, GATS1e, MATS8p, 0.999 0.998 0.968 0.468 67.164 0.000
GATS1m, GATS5m, DDr10, GATS3m, SMTIV, GATS3p, X1v, MWC08, ATS8e,
pilD, ATS8p, Jhetp, Sv, MW, PCD
3 GATS4p, MAXDP, Jhetv, MATS4m, AMW, PCR, DDr05, GATS1e, MATS8p, 0.999 0.998 0.969 0.461 69.611 0.000
GATS1m, GATS5m, GATS3m, SMTIV, GATS3p, X1v, MWCO08, ATS8e, pilD,
ATS8p, Jhetp, Sv, MW, PCD
4 GATS4p, MAXDP, Jhetv, MATS4m, AMW, PCR, DDr05, GATS1e, MATS8p, 0.999 0.998 0.969 0.455 75.095 0.000
GATS1m, GATS5m, GATS3m, SMTIV, GATS3p, X1v, MWCO08, ATS8e, ATS8p,
Jhetp, Sv, MW, PCD
5 GATS4p, MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, MATS8p, GATS1m, 0.999 0.998 0.970 0.449 77.625 0.000
GATS5m, GATS3m, SMTIV, GATS3p, X1v, MWCO08, ATS8e, ATS8p, Jhetp, Sv,
MW, PCD
6 GATS4p, MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, MATS8p, GATS1m, 0.999 0.998 0.971 0.445 86.170 0.000
GATS3m, SMTIV, GATS3p, X1v, MWCO08, ATS8e, ATS8p, Jhetp, Sv, MW, PCD
7  GATS4p, MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1le, MATS8p, GATS1m, 0.998 0.996 0.971 0.441 98.720  0.000
SMTIV, GATS3p, X1v, MWCO08, ATS8e, ATS8p, Jhetp, Sv, MW, PCD
8 GATS4p, MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1m, SMTIV, 0.996 0.992 0.972 0.438 100.012  0.000
GATS3p, X1v, MWCO08, ATS8e, ATS8p, Jhetp, Sv, MW, PCD
9 GATS4p, MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1m, SMTIV, 0.99 0.990 0.972 0.435 109.308  0.000
GATS3p, MWCO08, ATS8e, ATS8p, Jhetp, Sv, MW, PCD
10 MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1Im, SMTIV, GATS3p, 0.993 0.986 0.972 0.434 149.951  0.000
MWCO08, ATS8e, ATS8p, Jhetp, Sv, MW, PCD
11 MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1Im, SMTIV, GATS3p, 0.988 0.976 0.972 0.438 171.530 0.000
MWCO08, ATS8e, ATS8p, Jhetp, Sv, PCD
12 MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1m, SMTIV, MWCO08, 0.985 0.970 0.972 0.439 201.983  0.000
ATS8e, ATS8p, Jhetp, Sv, PCD
13 MAXDP, Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1m, MWCO08, ATS8e, 0.979 0.958 0.971 0.445 225.600 0.000
ATS8p, Jhetp, Sv, PCD
14 Jhetv, MATS4m, PCR, DDr05, GATS1e, GATS1m, MWCO08, ATS8e, ATS8p, Jhetp, 0.974 0.949 0.970 0.449 265.639  0.000
Sv, PCD

o s e et | a3 ki )
Sl bl O S5 Jle s (JsS050 la oS o) Jiee iie L Logd &S a0
( Perie, et al., 2008 & Pourbasheer, et al., 35 o), LU O35 ot b Osy St L S
S vy (Sanrad S 3 Clgl 055 e LS s oS o 5 Sho 4 S35 Sieen 2017)
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L. Multicollinearity
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5 (VIF) " Gdy Sl b sy 358 b dolons L (1) Jis 5o J505s s oliS o5 oy Sirod
(O'Brien, 2007; Reisfeld, et al., 2013; Craney <ol sl o ,» SPSS asl 5 5l eslieal L (PCC) 'oyﬁ o
& Surles, 2002)

S (s g oS Simed 45 Conal )l 0 diS asedie A3l azdls |y 03 5 SO o gie VIF & 550 o
ST o Jore e 53 (i (Ses e LSS 3L 005 o a8 s e Ll s s
bl bl jame 51 S g ol ey et o K S das e 0L L) ) S S LY 1 SN VIF
(Prévost, 2004) . 4.

S n oS o5 033193 Sl (Sl 358t oS8 ) T I sl 4 Bl s () Ul 3
3 GATSIm MATS4m. ATS8p ATS8e PCD PCR MWCO8 D/Dr05 Jhetp Jhetv Sv :3l .15 Le 45 logP
oS Cas §5 93 o Oy o b pldie 335 eodalin ¥ Jod> 53 &S jokiles sl olss S z> GATSIe
3 S b eiS Cio s cpl 6l VIF 5 (ool G 4 sy (PCR PCD) 5 (ATS8e ATS8p) «(Jhetp Jhetv)
e LINBV oS Cim b il 5l s 3l 3 et b b oS a5 cpl e ol b dal e )
Gl a0 53 5 (V) Woles 5INtp oaiS Cao s b (H/APA ) Qs s 5 ( YYYNOVIVIF lois
s S ol 3 g 4 il dsles (Jde ol SIATSBP 5 SV sla oS o 55

)YLogP= -3.673+ 1.468 (ATS8e) (

F=555.376 Sig=0.000 N=60 R=0.949 R?=0.901 R?adj=0.927 DW=2.009 RMSE=0.706

(Vs BL) a suus u'_aé}? o L;:"M @lﬁ—fd}-\?
Table 4. The results of correlation between the molecular descriptors in Equation (1).

Pearson Correlation for logP

Descriptor Jhetv | MATS4m PCR | DDr05 | GATS1 | GATS1Im | MWCO08 | ATS8e | ATS8p Jhetp Sv | PCD
Jhetv 1.00 -
MATS4m 0.380 1.00
PCR | -0.617 -0.103 1.00
DDr05 0.397 0.349 | -0.180 1.00
GATSle 0.119 -0.088 | -0.195 | -0.033 1.00
GATS1m 0.237 0.409 | -0.152 0.058 -0.036 1.00
MWCO08 | -0.552 -0.165 0.817 | -0.319 -0.022 -0.234 1.00
ATS8e | -0.385 0.035 0.089 0.226 -0.018 0.012 -0.074 1.00
ATS8p 0.322 0.123 | -0.065 | -0.048 -0.041 0.058 -0.117 | -0.950 1.00
Jhetp | -0.968 -0.433 0.455 | -0.369 -0.038 -0.288 0.430 0.476 | -0.446 1.00
Sv | -0.135 -0.245 0.459 | -0.049 -0.268 -0.251 0.349 | -0.217 | -0.342 0.069 1.00
PCD 0.691 0.118 | -0.960 0.106 0.246 0.149 -0.717 | -0.179 0.078 | -0.528 | -0.451 | 1.00

™. Variance inflation factor
2. Pearson coefficient correlation
* Tolerance
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¥ Jj.&? aslsl
Collinearity Statistical Corrected
model
Descriptor | Tolerance =—— VIF1 VIF2 VIF3 VIF4
Jhetv O.O‘EJIg 222.157 - _ _
MATS4m 0.438 2.282 1.675 - -
PCR 0.029 34.600 9.923 1.059 _
DDr05 0.339 3.011 - _ _
GATS1e 0.479 2.087 1.836 1.574 _
GATS1Im 0.361 2.767 2.460 1.965 _
MWwWCO08 0.081 12.320 6.874 11.559 -
ATS8e 0.028 36.282 19.438 - 1.00
ATS8p 0.023 43.618 25.597 13.471 -
Jhetp 0.007 149.596 - - _
Sv 0.026 38.221 35.263 - -
PCD 0.008 129.222 20.502 - -

’uﬁ‘:“‘" )\.::.9|
(Cramer 111, 1988 & v sliel (sla o5y 51 b ool ol Jo 0352 e L3l 5 S <33 b3l sl
S Gees ol 53 3se eslaal Votano, 2004; Gramatica, 2007, Roy & Mitra, 2011, Saghaie, et al., 2013)
(Consonni, et al., 2010; Chirico & b= o Slael Jis, 5 6o b bl s Jlael g,
s 93 4 Bolal Oy g 4 andllae 5 90 Oliniae lanl Olea 5l sk ol (gl p .l edd eslixal Gramatica, 2011)
"QPLOO Gy (S Jlize i slzel Sl asdlas 53 dd oo (CS 5 VF) 05031 5 (GS 5 F0) sl
agamme OLS 5 51 SO oL e jke ul gl il s eslanad (Vehtari, et al., 2017; Consonni, et al., 2009)
100 &l Jos cpl 58 aralous (F) Wales Sl eslital b Ko sdoms Slide 5 Gl 3olal &oygo 0 o) 50l
YVexp () dslae 3 b aabs QTLOOC ) g0 4 (Stoad [sdime (Sike por 5 3 8 LSS 5350l 4 sazms
oSoln e [l ¥ 5 okt dmloes b odd iy g JMis S0l Ypreq s Dlibie b ol ealin Jlie Sl
A58 e /N4 CI-JSUST 5 g 0 612 QPLOO ks sl s

Z(Ypred_?Exp)z

2<1
Z(Ypred_Y)Z Q -

¥ QP=1-
B e sl

chadJ cRZ Lole L)j:owjf) w‘)& c((“) ‘dbl}u) e./\.&] gLWuJu QSPR J.,\.A LSJ‘J‘iti WSS S) f)b- L_;)Li‘)‘)‘ 6‘JJ
jMoJJJTwJu(wJﬁ@jw)uyjiijv«sﬁ \# L;\J.:(Y)cdb\;u)\obw‘bs@j':nDWcRMSE
524 shailen sl 0dd S50 Jsdr 53 s p opl 3 S el alis el 48 gazme bl ol b

4;&.;3)4 Q}cJT}Oﬁ»J}AI Lgl.h 4 gamo st.’RMSE)RZ Lile é)l.J %‘ﬂﬁ.)u.a ‘5},.,4@@.)@@ J)Jo- w‘

- Validation

- Cross-validation (CV)

- External validation

- Leave - one - out (Q?LOO)
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YAY



(YYA=YA2) A¥e ) Jle oF o)les O W eolide i Olidey et aillad

s el atle Joe a5 das e QLS RMSE ol slis alfm«J_Fijadj R? VL sl 5 s UK

Sl logP o i oUls

Y) dsles u“"L“‘ 2 logP d"ﬁ')"?‘i E) Q_yﬂ,] A8 goms ‘5|)_» sdal Csd 4 6)[»] ga_ll.np -0 JJJ.?
Table 5. Statistical parameters obtained for the training and test sets of logP based on Equation (3).

Dataset Property N R R? R RMSE DW F sig

training  logP 60 0949 0901  0.927 0.706 2.009 555376  0.000

test logP 16 0952 0906  0.934 0.812 1.320  188.189  0.000
Leiledl

o bladl QLo L3 il ol s hn s ok sdalie palis o dwlis s e o Slzel gl Kos i,
s Sao o3 ekledl polie ol elledl Jlaged SO AL e el So 5 edd sdalie polie pn ooslE
&y 10gP s sdalie 5 oliledl olie o acglie LSl o Bl g (S5 » odd sdalin 3lie 5 (63 5es
&35 ool ol e3ls OLES (V) K3 55 &S shiles ccnl sl onls QLA (V) IS 50 ‘;’}"’)'IJJ'L“)'}"T Sla e gazs
S o b Slets llas s das o LS oS 3L o islas (6801 G ols 81 5 gme b 53 o Ll
3,1 5 52 9 QSPR 4l asw 5 Jde 55 ol

2313 OLES () USS L3 Osesl 5 2550l Gl 45 gamme (51 1OQP ol sdalive 5 ol o i polis oo aunlis
Do ool pedd o G olie das e LS oS s L e bt K6, s esls 4 ez ) Lol sl
Al el sdaline Sslie b o il GA-MLR

350 SIS G2ia VF s o o o250 (6l sliladly 5 ol o sdalie slie (Y) g 3

ol 0 eJJJT axJlas

%_ Residual
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GA- MLR
Table 2. The observed, predicted and residual values of logP of the studied camptothecin derivatives.

No logP logP (pred) logP (Res) No logP logP (pred) logP (Res)
(Exp) (Exp)
1 1.2200 1.0303 0.1897 39 3.1200 2.1991 0.9209
2 0.9200 1.1815 -0.2615 40 3.7400 2.3471 1.3929
3 0.3900 0.3020 0.0888 41 2.5200 2.2372 0.2828
4 1.0600 1.3298 -0.2698 42 24000 1.8452 0.5548
5 0.7462 1.3900 -0.6438 43 3.1200 2.3738 0.7462
6 2.1800 2.7186 -0.5386 44 2.1700 2.7086 -0.5386
7 1.8700 1.5016 -0.2409 45 1.9200 2.1609 -0.2409
8 1.1600 0.8190 0.3410 46 3.7500 2.1759 1.5741
9 1.1000 1.3900 -0.2900 47 2.3300 2.2504 0.0796
10 0.7600 1.4194 -0.5670 48 1.8200 2.3870 -0.5670
11 0.7600 1.5412 -0.7812 49 2.4700 2.3635 0.1065
12 0.8400 0.6510 0.1890 50 0.5100 2.6381 -2.1281
13 1.1600 1.4162 - 0.2562 51 1.3100 1.5662 - 0.2562
14 1.5636 1.6587 -0.0951 52 2.6300 2.7251 -0.0951
15 1.7200 1.6293 0.0907 53 3.5400 24311 1.1089
16 1.1876 1.1324 0.0552 54 2.5200 2.4648 0.0552
17 1.5600 1.6249 -0.0649 55 1.7400 2.3385 - 0.5985
18 1.3700 1.7879 -0.4179 56 2.7200 2.2695 0.4505
19 1.9800 1.6352 0.3448 57 2.7700  2.4296 0.3404
20 1.0600 1.0742 - 0.0142 58 2.7700 2.9706 -0.2006
21 1.0600 1.6117 -0.5517 59 2.1700 2.3062 -0.1362
22 1.6900 1.7850 -0.095 60 1.6800 2.3107 - 0.6307
23 1.4800 1.8099 -0.3299 61 2.8100 2.4501 0.3599
24 2.4000 1.8452 0.5548 62 3.7600 2.3444 1.4156
25 0.9450 2.2200 -1.2750 63 3.7300 2.7833 0.9467
26 1.2000 1.7248 -0.5248 64 2.2100 2.3385 -0.1285
27 1.2000 1.7938 - 0.5938 65 2.9500 2.2593 0.6907
28 2.1200 1.8143 0.3057 66 1.6100 2.4340 -0.8240
29 2.1200 1.8143 0.3057 67 2.4300 2.3385 0.0915
30 1.0500 1.6622 -0.6122 68 2.8100 2.8220 -0.0120
31 2.6900 2.0170 0.6730 69 2.5000 2.3885 0.1115
32 3.8800 2.0184 1.8616 70 2.1700 2.5515 -0.3815
33 1.7400 2.0684 -0.3284 71 2.2900 2.4575 - 0.1675
34 2.4300 1.1815 1.2485 72 2.0400 3.3228 -1.2828
35 2.4000 1.5879 0.8121 73 1.9200 2.2901 -0.3701
36 1.3400 2.0919 -0.7519 74 2.8600 2.5940 0.2660
37 3.5700 1.9406 1.6294 75 2.9200 2.7658 0.1542
38 1.6100 2.2064 - 0.5964 76 2.7200 3.3228 -0.6028
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Fig. (1). Plot of the residuals against the observed values of logPonw for the training and test sets by the GA-MLR method.
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Fig. (2). Plot of the predicted values against observed values of logPoy for the training and test sets by the GA-MLR method.

s CPT Solinise l0gP oo o (81 ATSBE oS i 5 g 355 0 odaline (V) dlslee 3 &5 ) shailaa

S5 Pns Sl Isb 5 ) (Shs S mis e oS o5l il e clin b sliS a5 ple o
s UL 5 s o sy b sdm 53 Sten 355 e liS Cho g g S 3 5 AS e oy
5 o5l o3Il e Sicen 4 O gLl (Sharma, 2012; Veldzquez-Libera, et al., 2019) 5,15 b3l & sy liles
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Abstract

Quinoline alkaloids and their derivatives have wide medical and agricultural applications. In
this research, a quantitative structure- property relationship (QSPR) has been employed to predict
the octanol-water partition coefficient (logP) of 76 quinoline alkaloid camptothecin (CPT)
derivatives as antitumor potencies using GA-MLR method and molecular descriptors.

The Gauss View 05 software was used for drawing chemical structure of the studied
compounds. The geometry optimizations of the studied compounds were done by the Gaussian
09W software at B3YLP density functional theory (DFT) with 6-311G (d,p) basis set.

Molecular descriptors for each of optimized structures were calculated by Dragon software in
different category.

In order to reduce and select the best descriptors, the Genetic Algorithm technique and stepwise
multiple linear regression method was used.

The pearson coefficient correlation (PCC) and the variance inflation factor (VIF) statistics were
used to test the multicollinearity of descriptors in the best model.

The different types of internal and external validations were used to evaluate predictive model
performance. The best QSPR model is obtained with R* value of 0.901, Q*LOO =0.919, and
RMSE=0.706.

The results of statistical parameters and validations of the GA-MLR model generated were
found to be satisfactory. The model revealed that octanol-water partition coefficient of CPT
derivatives is influence by ATS8e (2D-autocorrelation) descriptor. This information could be used
to design novel quinoline alkaloid camptothecin (CPT) derivatives as insecticide agents.
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