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Abstract

The recently published Parametric Method number 7, PM7, is the first semiempirical method to be
successfully tested by modeling crystal structures and heats of formation of solids. PM7 is thus
also capable of producing results of useful accuracy for materials science, and constitutes a great
improvement over its predecessor, PM6. In this article, we present Sparkle Model parameters to be
used with PM7 that allow the prediction of geometries of metal complexes and materials which
contain lanthanide trications. Accordingly, we considered the geometries of 224 high-quality
crystallographic structures of complexes for the parameterization set and 395 more for the
validation of the parameterization for the whole lanthanide series, from La(IIl) to Lu(III). The
average unsigned error for Sparkle/PM7 for the distances between the metal ion and its
coordinating atoms is 0.063A for all lanthanides, ranging from a minimum of 0.052A for Th(III)
to 0.088A for Ce(III), comparable to the equivalent errors in the distances predicted by PM7 for
other metals. These distance deviations follow a gamma distribution within a 95% level of
confidence, signifying that they appear to be random around a mean, confirming that Sparkle/PM7
is a well-tempered method. We conclude by carrying out a Sparkle/PM7 full geometry
optimization of two spatial groups of the same thulium-containing metal organic framework, with
unit cells accommodating 376 atoms, of which 16 are Tm(III) cations; the optimized geometries
were in good agreement with the crystallographic ones. These results emphasize the capability of
the use of the Sparkle Model for the prediction of geometries of compounds containing lanthanide
trications within the PM7 semiempirical model, as well as the usefulness of such semiempirical
calculations for materials modeling. Sparkle/PM7 is available in the software package
MOPAC2012, at no cost for academics and can be obtained from http://openmopac.net.

Lanthanide ions find several applications, mainly due to their luminescent and magnetic
properties. Their luminescence leads, for example, to their use in imaging with chemical
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sensors, 2 time-resolved luminescence immunoassays,> biomedical analysis and imaging,*
organic-inorganic hybrid phosphors,’ functional materials for the biosciences,® photo-
emitting materials,” upconverting fluorescent nanoparticles® used in bioconjugation and
bioimaging,? as well as other uses. In addition, their near infra-red luminescence has found
uses in telecommunications, bioanalyses and solar energy conversion.!? More recently, their
magnetic properties are gaining renewed interest due to the discovery that slow relaxation of
the magnetization at liquid nitrogen temperatures can occur in mononuclear complexes of
these ions;! 12 previously, in single molecule magnets, the highest blocking temperatures
lay in the liquid helium region.!3 Also, in recent years, lanthanide ions have found many
uses in metal-organic frameworks: as magnetic resonance imaging probes,'# as contrast
agents,!? in biomedical imaging and drug delivery,'® and as luminescent multifunctional
lanthanides-based metal-organic frameworks,!7-18 etc. Consequently, the design of ligands
for functional metal-organic frameworks is an active area of research.!?

All these applications require accurate quantum chemical methods that are both capable of
modeling molecular structures containing hundreds of atoms, and are general enough as to
be able to handle, besides the lanthanides, many other elements of the periodic table.

Semiempirical methods have proven their usefulness for several applications,2?2! and have
evolved in a continuous basis over the last 30 years. Indeed, within this period, the most
widely used methods have been, successively, MNDO,22:23 AM1,24, AM1%25, PM3,20-28
RM1,% and PM6.30

The sparkle model for lanthanides, originally introduced in 1994,31:32 represented an
innovative manner of predicting the geometries of europium complexes via AM124
semiempirical calculations. In it, the metal ion was replaced by the Coulomb potential
caused by a +3 point charge, superimposed on a repulsive radial potential of the form

exp(— [F), where Oeffectively attributes a size to the combined spherical potential,
preventing the ligand atoms from collapsing towards the lanthanide ion. Simultaneously, the
three electrons of the lanthanide are given to the lowest unoccupied orbitals of the ligands,
which are then usually somewhat polarized towards the metal ion. We also added, as the
heat of formation of the gaseous lanthanide trication, the enthalpy of sublimation of the
lanthanide atoms plus the sum of its first three ionization potentials. The success of the
Sparkle Model can be attributed to the fact that the chemical bonds between the lanthanide
ion and the ligands are essentially electrostatic. In 1997, we introduced a technique to obtain
UV-Vis spectra of the complexes due to the ligands by replacing the lanthanide ion by a
point of charge +3, followed by a ZINDO?3 calculation.3*

Later, in 2004,35 we improved the formalism of the Sparkle Model by adding Gaussian
functions to the expression which computes the core-core energy, in order to make the
model compatible with AM1, and also added the mass of europium, allowing the calculation
of infrared spectra. However, the full capability of the Sparkle Model was realized in 2005
with an improved parameterization for Eu(IIT), Gd(IIT) and Tb(III) within AM1,36 which has
proven popular [for one of its first applications, see Faustino, 2006°’]. The sparkle concept
was then applied to alkaline and alkaline earth complexes as well.38:39 Subsequently, the
model was extended to all other lanthanide ions within AM1,40-3 and was later
parameterized for PM349-55 and for PM6.5¢ In 2006, we published an article in which we
compared Sparkle calculations with ab initio effective core potential calculations.>” In that
study, we showed that the most accurate chemistry model for predicting the geometry of the
coordination polyhedron of lanthanide complexes was RHF/STO-3G using the ECP of
Dolg.”® These ab initio ECP calculations turned out to be atypical: both augmenting the
basis set and/or including electron correlation generally tended to enlarge the deviations and
worsen the quality of the predicted coordination polyhedron geometry, when compared to

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



1duosnuey Joyiny vd-HIN 1duosnuey Joyiny vd-HIN

1duosnuepy Joyiny Yd-HIN

Dutra et al.

Page 3

the corresponding X-ray data. Sparkle Model calculations had the added advantage of being
much faster than any ab initio ECP calculation, as well as describing not only the
coordination polyhedron but also the ligands as well’’. A recent thorough independent
assessment of the Sparkle Model accuracy, has been recently published by Seitz and
Alzakhem,>? in which they calculated the geometries of over 650 lanthanide complexes with
Ln-OH, motifs, and found them, especially Sparkle/AM1, to be “surprisingly accurate for
the estimation of the average bond lengths between the lanthanide ion and the water oxygen
for the technologically important central lanthanides Eu(IIl), Gd(IIT), and Tb(III)”. Indeed,
since its conception, the Sparkle Model has been successfully applied to several research
problems, such as the study of energy transfer in Ir(III)/Eu(III) dyads,60 investigation of a
Sm membrane sensor and membrane interfaces,®! =3 modeling metal organic frameworks®3,
chiral complexes,% Tb(III) light conversion molecular devices,®® and a tetramer complex of
Eu(III) containing 181 atoms,%” and other problems.

The recently published Parametric Method Number 7, PM7,%8 is a new semiempirical
method with a better representation of long-range interactions, resulting in a much improved
prediction of crystal structures and heats of formation of solids. Indeed, PM7 contains
improvements in the description of dispersion and hydrogen bonds which were incorporated
into the method before the parameterization was carried out, to better describe non-covalent
interactions. PM7 also allows for unrestricted Hartree-Fock partial open shells and possesses
a specific parameterization to reproduce barrier heights. Finally, PM7 also corrected a fault
in earlier NDDO methods that resulted in infinite errors when solids were modeled,®8 but
which was otherwise negligible. Thus, PM7 represents a major improvement over PM6 and
is, in principle, capable of producing results for materials science research of useful
accuracy. Indeed, for organic solids, the PM7 average unsigned errors (AUE) are 33%
smaller for the geometries and 60% smaller for the enthalpies of formation, when compared
to the same quantities for PM6.

In this article, we extend the Sparkle Model to PM7 and report parameters for all 15
lanthanide trications, from La(IlI) to Lu(III). Finally, we carry out a sample solid state
calculation on a unit cell of a metal organic framework containing 376 atoms, of which 16
are Tm(III) and compare the result with crystallographic data for the same compound.

Results and Discussion

The Sparkle Model in PM7 retains the same mathematical structure used in AM1, PM3, and
PMB6. That is, it includes in the core-core interaction the same sum of two spherical Gaussian
functions, each with three adjustable coefficients.3 Therefore, as before, Sparkle PM7
possesses eight parameters for each lanthanide trication: [ the core-core repulsion term, in
A‘l, GSS, the s-s atomic orbital one-center two-electron repulsion integral, in eV, and the

six parameters for the two Gaussian functions: height, a;, dimensionless; inverse broadness,
2 p 2
.2 . .9 . &l " by ([ R—e;)
b;, in A=2; and displacement, c;, in A; as in G{RJ:Z-;] a;elbilf—e)
interatomic distance between the lanthanide and the other atom.

, where R, in A, is the

For the parameterization training set, we used the same set of 254 complexes of high quality
(R-factor < 0.5%) structures taken from the Cambridge Structural Database®-70 (CSD) that
were used in previous parameterizations, such as Sparkle/PM6:7¢ 15 representative
complexes for each of the 15 lanthanide trications, from La(III) to Lu(IIl), and carried out
the procedure as described before.3¢ The Sparkle/PM7 parameters are presented in Table 1.

For the validation set, we added 425 more complexes for a total of 679 coordination
compounds involving all 15 lanthanide ions.
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As before, in order to assess the accuracy of the method, we considered the unsigned mean
errors, UME, defined for all complexes as:

q 1 - 5D cile
Uﬂ-IE-:;Z:JRj PR
=

where ngD and R.f,-m" are, respectively, the jth distance, either from the CSD, or from the
semiempirical calculation, calc. Again, we used two types of unsigned mean errors:
UME(Ln-L) and UME. The first, UME(Ln-L), refers to a sum of all distances, for all
complexes, from the central lanthanide ion to all of the atoms of its coordination
polyhedron, including its distance to another lanthanide ion, when they face each other; and
UME is the sum of all of these distances plus all lengths of the edges of the coordination
polyhedra, a much more stringent criterion of accuracy.

During the statistical tests for the validation of Sparkle/PM7, we found that the presence of
phosphorus atoms in the complex structure caused large errors in the Sparkle/PM7 geometry
of the complexes and consistently gave very bad results. For example, for those cases where
a phosphorus atom is bonded to a coordinating oxygen atom, the oxygen-lanthanide ion
bond length was always predicted to be too large. However, phosphorus-containing
complexes are rare; only 30 were found in over six hundred structures, and in none of these
cases was a phosphorus atom directly coordinated to the lanthanide ion. We were unable to
correct this fault, so we conclude that it is a systematic error of Sparkle/PM7 and thus, for
those rare cases when phosphorus is present in the structure, users are advised to choose the
Sparkle/PM6 model. For this work, we removed all 29 phosphorus-containing complexes
from both the Tm(III) parameterization set and the validation set, and chose to proceed
without them. Nonetheless, in Table S16 of the supplementary information, we list
UME(Ln-L)s and UMEs for all these 30 phosphorus containing compounds. Moreover, not
all elements of the periodic table are represented in the universe of lanthanide complexes.
Indeed, out of the 679 complexes of the validation set, only 81 have ligands with atoms of
elements different than H, C, N, O, P, and S; and none of these different atoms, which are B,
Si, F, Cl, and Br, are directly coordinated to the lanthanide ion. Accordingly, we also
included in the Supplementary Information, Table S17, UME(Ln-L)s and UMEs for all
these 81 complexes.

A precondition for a reliable model is that both UMEs must be randomly distributed about a
mean; if true, then we can have more confidence that the Sparkle Model captured the
essence of the chemical bond between the lanthanide and its ligands for the set of
compounds studied. If the UMEs were randomly distributed about the mean, that would
imply that they follow the probability density function of the gamma distribution, since
UME:s are positive, and defined in the domain (0, [ ). We then fitted the various UMEs for
each lanthanide ion to a gamma distribution, from which the mean and variance were
obtained. Then, we tested the quality of the fit by means of the one-sample non-parametric
Kolmogorov-Smirnov test.”! The p-value of the test must be larger than 0.05 for the gamma
distribution fit to be justified within a 95% confidence interval - and for the mean and
variance to be used as accuracy measures of the model.

Table 2 shows the means, variances and p-values for the UME(Ln-L)s for each lanthanide
ion. We can see that these mean values are similar for all lanthanide ions, varying from
0.052A for Tm(III) to 0.088A for Ce(III), with an average of 0.063A.
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Figure 1 shows a pie plot of these UME(Ln-L) which allows us to compare these values
among themselves and verify that they are equivalent for all lanthanides, suggesting that
Sparkle/PM?7 is well balanced within the series.

Table 3 shows the same quantities for UMEs, which, as mentioned before, include not only
the distances between the lanthanide cation and its coordinating atoms, but also all lengths
of the edges of the coordination polyhedron — a much more strict measure. Table S18 of the
supplementary information lists the complexes that presented the smallest, as well as the
largest UME(Ln-L) and UME measures, respectively, for each lanthanide trication.

Larger deviations are usually observed on the calculated values of the edges due to the fact
that even small errors on the angle formed by the two coordinating atoms with the
lanthanide ion in the center corner can cause relatively large deviations in the length of the
edge, which is the line segment connecting the two coordinating atoms; that, of course, may
occur, even when deviations in the distances between the lanthanide and the coordinating
atoms are small. The UMEs range from 0.161 A for Yb(II) to 0.224 for Ce(III), with an
average of 0.187 A for the whole series. Figure 2 shows a pie plot for the UMEs across the
lanthanide series, again indicating that all parameterizations for the whole lanthanide series
are essentially equivalent in accuracy.

What actually changes across the series are the types of ligands associated with each
lanthanide. For each lanthanide, the ligands are optimized for certain properties, and these
properties vary enormously throughout the series, so that a ligand that is useful for one
lanthanide may not be advantageous to another. Indeed, whereas some complexes emit in
the near infrared, and need dyes as ligands, others emit in the visible, and so they need ultra
violet sensitizers as ligands. Still others are used in magnetic resonance imaging, so that at
least one water molecule is needed in the coordination sphere; and so on. Despite this, there
are only minor variations in accuracy in going across the series.

Table 4 shows the most important unsigned mean errors for specific types of distances, as
well as UME(Ln-L) and UME for Sparkle/PM7 and the other three already-published
methods, Sparkle/AM1, Sparkle/PM3, and Sparkle/PM6, for the validation set of complexes,
and for the 15 lanthanide ions.

From Table 4, it can be clearly noted that Sparkle/PM7 equivalent in accuracy to all other
methods, but it is still the best of all sparkle models for Ln-Ln bonds involving Ce(IIl),
Pr(I1I), Pm1I), Er(IIT), Tm(III), or Lu(IIl). Of the Sparkle Methods, Sparkle/PM?7 is the
most accurate for the prediction of Ln-O bonds in Nd(IIT), Sm(III), Eu(III), Tb(IIl), Dy(III),
Ho(III), Er(IIT), Tm(III), and Lu(III), for Ln-L bonds in Ce(III), Pr(III), Pm(III), and Eu(III),
and for the distance between coordinating atoms for Pm(III) and Ho(IIl). Sparkle/PM7
surpasses all other methods in the important UME(Ln-L) for Nd(III), Pm(III), Sm(III),
Eu(III), Tb{1I), Dy(I1), Er(IIT), Yb(III), and Lu(III). In short, for complexes without
phosphorus in their formula, Sparkle/PM7 is the most accurate of the Sparkle Methods.

Figures 3 and 4 indicate in a pictorial manner the data in Table 4, where it can be readily
seen that the values for UME(Ln-L)are always much smaller than the values of UME for all
lanthanides, and that, in general, the errors in Sparkle/PM7 are similar to those in Sparkle/
PM6.

Although PM7 has been parameterized for most elements, only two of the 15 lanthanides,
La, and Lu were represented. This deficiency is corrected by the Sparkle/PM7 method,
which provides parameters for all 15 lanthanides. For all geometry optimizations of
lanthanide complexes calculated using MOPAC72, the recommended method is Sparkle/
PM7, activated by keyword SPARKLE. For complexes involving La or Lu, there is a choice
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of PM7 and Sparkle/PM7, with the latter method being recommended when geometries are
of greatest importance.

Solid State Calculation of a MOF

In order to exemplify the power of the Sparkle/PM7 method, we chose to fully optimize the
geometry of the unit cell of two new metal-organic frameworks, MOFs, of the same unit cell
formula CogH440120Tm ¢, that have been recently synthesized under different
hydrothermal conditions and characterized by single-crystal X-ray diffraction.”>

The two polymorphs, one triclinic, the other monoclinic, form three-dimensional networks
of Tm(III) ions and carboxylate dianions. Unit cell solid state unconstrained geometry
optimization calculations were carried out for both compounds of 376 atoms, of which 16
are Tm(III). The experimental crystallographic structures and the optimized unit cell
geometries for both compounds, monoclinic and triclinic, are shown in Figs. 5 and 6
respectively.

The calculated and experimental structures are indeed so similar that it is difficult to detect
differences between them with the naked eye: therefore, in Table 5, data for the
crystallographic and calculated cell parameters for both compounds is presented

Clearly, both unit cells are very similar, with their parameters agreeing within 4 % in all
cases. This is therefore a good illustration of the type of accuracy that can be achieved using
the Sparkle/PM7 method, when used in modeling solids.

Conclusions

PM7 is the first semiempirical molecular orbital method parameterized using an entirely
new approach for choosing training set reference data, one that better defines the parameter
space and aims at better characterizing its structure in the region of the error function
minimum. Moreover, PM7 was successfully tested by modeling crystal structures and
predicting heats of formation of solids.®® Thus, PM7 has the potential to become the
semiempirical method of choice for materials science, besides its applications to
biochemistry, organic chemistry, pharmaceutical chemistry, etc. The extension of the
Sparkle Model for PM7, presented in this article, allows the calculation of lanthanide
trication complexes, crystals of complexes, multi-dimensional metal-organic frameworks,
nanostructures, et cetera, with useful accuracy. We also presented a full solid state geometry
optimization of two metal-organic framework compounds of empirical formula
[Tmy(C4H404)3(H,0),]H,0, and demonstrated that all results agree very well with the X-
ray diffraction geometries. With the sole exception of complexes containing phosphorus
atoms, Sparkle/PM7 has been validated and can be used, if and when needed, with the
expectation of obtaining accurate geometries, which can serve as a starting point to higher
level calculations - mainly for complexes with ligands containing nitrogen and/or oxygen as
coordinating atoms. Sparkle/PM?7 is available in the software package MOPAC2012, 72
which is free for academics and can be obtained from http://openmopac.net.

Supplementary Material

Refer to Web version on PubMed Central for supplementary material.
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Figure 1.

Pie plot of the various unsigned mean errors UMEj ;1) for sets of complexes for all
lanthanides, in order to allow a comparison among them; showing that Sparkle/PM7 is a
balanced model, across the series, in terms of its accuracy of lanthanide-coordinating atom
distances.
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Figure 2.

Pie plot of the various unsigned mean errors UME for sets of complexes for all lanthanides,
in order to allow a comparison among them; showing that Sparkle/PM7 is a balanced model,
across the series, in terms of its accuracy of coordination polyhedra geometries.
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Figure 3. .
Unsigned mean errors UMEq ;,.1), in A, for all existing Sparkle Models: Sparkle/AMI,
Sparkle/PM3, Sparkle/PM6, and Sparkle/PM7, for all sets of lanthanide complexes, one set
for each lanthanide ion.
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Figure 4.

Unsigned mean errors UME, in A, for all existing Sparkle Models: Sparkle/AM1, Sparkle/
PM3, Sparkle/PM6, and Sparkle/PM7, for all sets of lanthanide complexes, one set for each
lanthanide ion.
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Figure 5.

Unit cell for the compound of formula C9gH440129Tm g, crystallized in a monoclinic
system. (a) Geometry from X-ray crystallography;’? (b) fully optimized Sparkle/PM7 solid
state MOPAC72 calculation.
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Figure 6.

Unit cell for the compound of formula CygH440129Tm g, crystallized in a triclinic system.
(a) Geometry from X-ray crystallography;’? (b) fully optimized Sparkle/PM7 solid state
MOPAC? calculation.

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 15

Dutra et al.

9TLTTTITL  9S9S90€€°0T  9PEYOLLT'S  LIE9V6LY'S  TEBITESL'6 g
LT98ESOE'T  OLOTHETSO  OTELOKED'0  TOOVIOSL'O0  90L6LLIST @
098L8€08'C  ST8S6IT8T  888YIOIST  OVILESIST  €T9v08¢8C 12
69L9ETLO0OL  LTO6TR6T6  SS69L66V'OL  TOI90S6Y'6  98vLELTH 1T 'q
8EFT8YFE0  YOPTTLOY'0  8OTILIOE0  LIS600SE0  #0¥996LT0 e
9THOTOPT'SS  $009LES'9S  6LTOTTLE'SS  8LBILOTS'SS 170960899  SSO
LECEOIEE'S  SLBPTETY'E  991979S6'T  9ISLSPOL'E  SP8890PFT O
T 94X UL, e+ ¢+OH
09TEEL69'E  POSESSIY'E  TLYBIITE'E  9088LE00'E  8Iv6EEEL'E @
99%6S666'8  TESTPEET'6  TT8IE6'S  PEIBESSL'6  TL8IS6LY'6  q
TEETTI0N0  S68SST990  9S6SE6E6'T  TOT6069S0  S8THPL8ED
SELSTR98'T  6L88T8S8T  88IELTO6T  1€T99¥88T  I6EPP668T 10
IE117686'8  OCISTISYOl  SOI66ISS'6  060SISTY'TI  9L0OIS6ETT g
9THTISSE0  PSOVEOOE'0  €LSIELEE0  96¥06TSTO  8evsyLLTO  'e
YIS69019°SS  LOTSTTLELS  T8O8FO8'SS  TTEGISIT'LS  8OL6L6T6E9S — SSO
ST69SLT8'T  LOBL8YILT  €ELOVOIL'Y  TOOIOSKOT  $POSEO8FT O
+ka ¢+4L «+PD LC| ¢+
L688SLISE  88S88EIE'E  6LLTBSEL'E  880LEIL6T  6TIOVIHYE @
T8TYP66S'6  80EELTO6'TT  €9L008S'S  LOSYLYLS'S  99TS80€cel g
080960CT#'0  6LOVE6TOT  THLIISTOT  0£009691°C  L6£88ETTO @
6VTTISOT6'C  SLSTITH6'T  69608696'C  SSHOOLSO'E  ++89g9c0oe 1o
696T9LTETT  €989SLIOTT  ¥6ESHSLIPL  LL886SSO6  108€66FF €L 'q
L9EPSTSTO  88S6LILE'D  89EIS6LTO  6VIITLETO  ¥9T¥6LTO le
SOLSOT09'9S  THTTIBYY'TS  T8IIHTI'OS  8SL966199S  8IYITSOO'TS  SSO
L6TIE8TOT  ¥SSPOLOL'Y  LL68S99S'T  $60LOTLO'E  99¢8.8CLT [
¢+ ¢+PN e+id e+9D P |
LINd/PP1IedS

I slqel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

v ur st o pue
-y urst 'q ‘ssoquorsuomIp St 'e A9 UI ST ‘SSDH -y ursrq ‘(IIDNT 03 (TI)eT Woij ‘SUonedLI} dpIuBYIue| [[€ 10J [opowt /JANd/PPredS ayi 10J s1ojowered

NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 16

Dutra et al.

€6EV6T96'T  0S66S0EL'E  981980TS'E  LP8ILO6S'E  08Y66SIVE @
m+Enm m+ﬂz m+.—n— m+oU m+~w1—
LINd/APiTedS

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 17

Dutra et al.

LSSTO 00000 ELITO 92e0'0 °cs0'0 0+
81¥6°0 00000 610 16€0°0 1650°0 Sy +4A
€98°0 88000 1vero 88¢0°0 §990°0 YL +gWL
9€TL’0 00000 8091°0 0¥50°0 62S0°0 e+t
6119°0 00000 86C1°0 86€0°0 (42500 LT +°H
0L91°0 00000 €e11°0 00€0°0 €£50°0 8T +cAa
STL6'0 00000 L101°0 L9200 £870°0 €y +¢A4L
6L9%°0 00000 £0¢1°0 19€0°0 08500 L +PO
1710 00000 88¢C1°0 SLEOO LESO0 16+
SSY10 00000 00¥1°0 °0¥0°0 L6500 v +WUS
§090°0 0000°0 £v01°0 99200 CIs00 ST +¢WUd
12110 00000 148454 0L£0°0 SL90°0 S +PN
€LLOO 00000 SLLTO L6¥00 18L0°0 v +eld
°C8e0 00000 9¢81°0 66¥0°0 87800 LE  +0
LSSTO S100°0 LETT0 90€0°0 92900 L +¥1

anjea-d (pocg-uesw (Y)z+uesw  (Y)[ (y)ueow N +gu]

(T-vDINN

“UOT}BOLI) SpIUBYJUR]
yoed 10§ ‘soxo[dwod A7 a3 10§ payndwoo s(TU DA 9y 10§ si1y uonNQLYSIP] 9y} 10§ san[eA-d pue ‘S[eAISIUI BWSIS-0M) ‘SUOIIBIAID PIBPUE]S ‘SUBIA

cojqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 18

Dutra et al.

L109°0 00000 0LYE0 £260°0 ¥291°0 0 +M1
66290 97100 02620 ¥690°0 £eS1°0 v +9A
8¢18°0 00000 £99¢°0 0¥60°0 €8L1°0 PI +WL
S019°0 00000 SI8€°0 8201°0 6SLT°0 [ S
0069°0 6¥00°0 127€°0 £780°0 SELT'O LT +CH
£1v8°0 00000 616€°0 £660°0 P€61°0 8z +fd
9¥08°0 00000 LLEEO 16800 $L91°0 ey +AL
08L6°0 €000°0 91t¢0 £€680°0 0ILT0 7L +PO
68¢€L°0 $600°0 6L1E°0 9%80°0 L8LT°0 16 +d
86SL°0 00000 1€9¢°0 91600 86L1°0 Py +WS
SY8¢°0 00000 860¢°0 9080°0 S8¥1°0 ST +Wd
1956°0 00000 (22940 ¥0T1°0 SEIT0 76 +PN
98ST°0 8£00°0 08¢y°0 S801°0 60¢C0 o+l
00L9°0 9L00°0 910 S101°0 90120 LE  +O
L1090 65000 LEBE0 9¥60°0 9%61°0 L +¥1
anfea-d Qoa_”_ 7— uedw ?mv_”_ T + uedwt QOS Q& uedwr N +UT
SHINN
‘uoneorn

oprueyjue] Yoea 10J soxo[dwos N oY) J0J payndwod SN oY) 10§ S)J uonnquisipy] Y} 10j senfea-d pue ‘sfeAIajur ewSIs-om) ‘SUOTJBIASD PIEPUE)S ‘SUBIJA

€9|qel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 19

Dutra et al.

wnrrewes
TTLT0 1€50°0 0€0C°0 00S0°0 [42500 900 LINd/RPedS
LI8T0 81900 Iv1T0 ¥6L0°0 Ges0’0 80 9INd/PedS
[ A4 N0 950°0 £91°0 S¥L00 €LY0°0 65070 €INd/PIIRdS
ELLTO L8S0°0 760C°0 68500 65S0°0 LLEEO TAV/epieds
wniyjaworg
TweTo £690°0 879T°0 69900 26900 S6LT°0 LIN/PPedS
cc0To 86L0°0 LEETO 9%L0°0 ¥SL0°0 LILTO 9INd/PedS
CLST0 80L0°0 L8LT0 L6¥0°0 1LLOO £€560°0 €INd/P1RdS
0961°0 TwLo'0 €97C°0 °€s00 0800 9L0T°0 TNV/pieds
wnIwApoaN
§TCT0 L9L0°0 085T0 £650°0 1080°0 LTY10 LINd/RPeds
6€1T0 8SL0°0 SLYTO SELOO 6¥L0°0 08¥1°0 9INd/PPeds
8181°0 L980°0 0S0C°0 ¥8L0°0 L8070 L8ST0 €INd/P1eds
91T0 €680°0 19%C°0 00L0°0 79800 LI¥T0 TAY/epireds
wWNTApoaserq
SYCTo 188070 8ST0 99900 £v60°0 EVLT0 LINd/RPIedS
¥L0T0 0%780°0 6LE£T0 €0L0°0 9980°0 20120 9INd/PHedS
6191°0 86L0°0 €C81°0 26900 01800 08120 €INd/PIRdS
9610 8¥80°0 L1TTO0 6¥L0°0 65800 1910 TAV/epieds
wnLe)
0L61°0 99900 9LTT0 78500 98900 SLTT0 LIN/PPedS
6L0T°0 YLLOO 68¢T0 1290°0 86L0°0 8TYT0 9INd/RPedS
¥€91°0 06900 9681°0 1€80°0 82900 9101°0 €INd/P1RdS
L¥8T°0 18L0°0 860C°0 6L70°0 1L80°0 8T1T0 [SANZEINEEEN
wnueyue|
OT-Tpuew-uwy“-uw] wW]-uj]pueT]-u] O01-71 N-ug Oo-u] uy-uy
(Y) AN ) (YDA (y) sadue)sip jo sad4) o1j103ds J10J S10.119 uLdW pauUSIsu()

“PaIOPISU0D SAXI[dWOd dpIuBYIUER] [[€ J0] ‘USSONIU JO ‘UIFAXO JOYPID ST T UayM SIsed J1Jroads oy puef] T “T ‘uoIpayA[od uoneurpiood ) Jo swoye puediy
Q) pue ‘U ‘Uol APIUBYIUL] [BIIUD Y} SUIA[OAUL SAOUBISIP [[B JOJ SIOLId ueaw paugisun /JNJ/oPreds pue ‘QNd/epreds ‘CINd/RRIRdS ‘TINV/RredS

v aiqel

NIH-PA Author Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 20

Dutra et al.

wniqig
YILTO £850°0 00 00L0°0 0610°0 80CE0 LINd/RPedS
SIITO G8L0°0 LLYTO 6LL0°0 86L0°0 Se0T0 9INd/DPHedS
T1LT0 8CLO0 8L61°0 §6S0°0 1€L0°0 €510 €INd/PiRdS
LE6T0 05500 €1e€C0 9¢v0°0 8¢€S0°0 G8ET0 [SANZEIR N
wWnIwjoy
1€61°0 96500 °6CT0 €E¥0°0 1950°0 66L1°0 LIN/PPIedS
§0CCT0 LSLO'0 G86T°0 18L0°0 6€L0°0 SY81°0 9INd/PedS
6LY1°0 ¢0L0°0 €891°0 6L60°0 S¥90°0 [XAN0) €INd/P1iedS
0981°0 25900 LLTTO €9¢0°0 08900 00CT0 TNV/opieds
wnisoxds£Q
89L1°0 0200 Crico 8%50°0 <LY00 8L61°0 LINd/DPiedS
81CCT0 €5L0°0 129T°0 07500 89L0°0 (42540 9INd/PPIEdS
LTST0 6L90°0 9LT0 8050°0 §690°0 9181°0 €INd/eedS
L8810 00L0°0 €1¢cco 09+0°0 TELOO L981°0 [AY/epireds
wniqiog,
6ELT0 190°0 6€£0C°0 22900 G850°0 6S81°0 LINd/RPedS
8I81°0 1690°0 611T0 96600 LISO'0 00€°0 9INd/PHedS
€LETO 8L90°0 6SST°0 £€780°0 98500 SP8T°0 €INd/PiRdS
Y191°0 €190°0 881°0 €650°0 02900 811°0 TAV/°pieds
wnturjopen
ST8T°0 1650°0 09120 06700 £€50°0 99LT°0 LINd/PPIRdS
100C°0 LLLO'O yeeTo 8880°0 SI1L00 c081°0 9INd/PedS
6510 T8LO0 S081°0 86¥0°0 Se80°0 LTLTO €INd/Pieds
6S81°0 LT80°0 1€1T°0 €0L0°0 9€80°0 VILTO TNV/opieds
wnidornyg
610 £790°0 C¢LTTO 91900 91900 LS8TO LINd/RDPYedS
S80T°0 §780°0 0€rT0 LLSO0 76800 7€€T0 9INd/PPIedS
€0ST°0 €LLO0 €0LT°0 CI80°0 8CLO0 ev81°0 €INd/eiedS
6LLTO 8€L0°0 690C°0 £€60°0 0790°0 6LE1°0 [AY/epireds
O71-TPuew-up“-u] uj-uj]pue]-uj O01-1 N-Uug Oo-u] uy-ug

(Y) AN

(y) TN

(V) sdoue)sip Jo sad4) dy1dads 10§ SI0LId UBIW pausisu()

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 21

Dutra et al.

7691°0 $950°0 1002°0 $950°0 $€50°0 YLIT'0 LINd/oPeds
K810 €LLOO €120 08+0°0 92800 1S61°0 9INd/oPHedS
8TET0 §SLO'0 S8p10 9€50°0 L280°0 V810 EINd/oTedS
6251°0 SLOO THLL'O S9¥0°0 $¥80°0 €€1T0 TAV/oPieds
wnnany
L0910 £€90°0 0681°0 6L50°0 §290°0 7TT0 LINd/oTeds
0081°0 LELOO 60120 L¥60°0 61900 9T 0 9Nd/oieds
6LET'0 8¥L0°0 €951°0 LILOO YSLO'O 6211°0 €INd/ePIeds
9291°0 T2L00 6881°0 ¥950°0 ¥9L0°0 8S61°0 TIAV/orHeds
wniqIon X
65L1°0 0890°0 LT0T°0 66L0°0 8190°0 PIET0 LINd/ePpedS
85810 85L0°0 LS1T0 0LLO'0 80L0°0 LVETO 9Nd/oryreds
SIPI0 8€L0°0 6651°0 8080°0 1890°0 PI8T°0 €INd/PPIedS
LESTO 990°0 08L1°0 1650°0 £290°0 01120 TAV/epireds
wnny
€8L1°0 LT80°0 8TIT0 8¥70°0 PES00 0960°0 LINd/oPTeds
T861°0 $590°0 LOETO #8800 §650°0 8891°0 9INd/oPHedS
YTr10 S1L00 8191°0 1550°0 §TLOO L6LT'0 EINd/oTedg
L¥8T'0 690°0 9120 $9€0°0 LELOO €LET0 [NV/2pieds
OT-TPueuw -wl“[-w] wf-wjpueT-wl QT-1 N-UuT 0-uTl uy-ug

(Y) AN

(y) TN

(V) sdoue)sip Jo sad4) dy1dads 10§ SI0LId UBIW pausisu()

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



Page 22

Dutra et al.

"¢/ UI ST QWINJOA 1SQ2ITAP Ul dJe ewiwres pue vjoq ‘eydfe 'y ul are 3 pue ‘q ‘e s1ojewered w0l
NIomawely OIUBIIO-9pIUBYIUL] 9Y) JO SWAISAS OIUI[OLI} PUB JIUI[D0UOUW Y} 0] s1ajowered [[90 paje[nored pue o1ydei3o[[e1sA10 usamiaq uostredwo))

NIH-PA Author Manuscript

%S8'T %O1°0  BLYO  %OEO  %BYTO %600  %SI'E 10119 Juad1ad

10v16  LTTIIT  S6°'LOT  TOS6  ¥L'TI LSOOI 98’L LINd/oPireds

89'888  60'TI1  v¥'LOI 1€S6 ILTI 8501  T9L  owdeiSoyesii)y

WoISAS JTUT[OTL],

%TL'1 %900 B6TT  H6E0  BLI'O  BSI'E  %8SO 10119 Juadiod
11°L081 6'68  TYEOl  +968  LTLI L8'L 69°¢l LINd/oPireds
TO9LLT 0006 0€10I 0006  PTLI €9'L LLer omderSoreiskiy

WA)SAS OIUI[OOUOIN
Jwmjoa  ewrwesg ©)oq eydpy o) q e EX11TR) I RETN

sIjPWeRIR] [P

S 9|qel

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Chem Theory Comput. Author manuscript; available in PMC 2014 August 13.



