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Abstract 
The structures, relative stabilities, and vibrational wavenumbers of the two most 

stable conformers of serine, stabilized by the O-H···N, O-H···O=C and N-H···O-H 

intramolecular hydrogen bonds, have been evaluated by means of state-of-the-art 

composite schemes based on coupled-cluster (CC) theory. The so-called “cheap” 

composite approach (CCSD(T)/(CBS+CV)MP2) allowed accurate equilibrium 

structures and harmonic vibrational wavenumbers, also pointing out significant 

corrections beyond the CCSD(T)/cc-pVTZ level. These accurate results stand as a 

reference for benchmarking selected hybrid and double-hybrid, dispersion corrected, 

DFT functionals. B2PLYP-D3 and DSDPBEP86 in conjunction with a triple-zeta 

basis set have been confirmed as effective methodologies for structural and 

spectroscopic studies of medium-sized flexible biomolecules, also showing 

intramolecular hydrogen bonding. These best performing double-hybrid functionals 

have been employed to simulate IR spectra by means of vibrational perturbation 



theory, also considering hybrid CC/DFT schemes. The best overall agreement with 

experiment, with mean absolute error of 8 cm-1, has been obtained by combining 

CCSD(T)/(CBS+CV)MP2 harmonic wavenumbers with B2PLYP-D3/maug-cc-pVTZ 

anharmonic corrections. Finally, a composite scheme entirely based on CCSD(T) 

calculations (CCSD(T)/CBS+CV) has been employed for energetics, further 

confirming that serine II is the most stable conformer, also when zero-point 

vibrational energy corrections are included. 

 

1.  Introduction 
Experimental [1][2][3][4][5][6][7][8][9][10] and theoretical 

[11][12][13][14][15][16][17][18][19] investigations of isolated amino acids (AAs), 

polypeptides and their analogues allow for gaining insight into their intrinsic 

properties without the perturbing effects of the environment. In turn, such information 

helps obtain a better understanding of the complicated processes at the basis of 

protein folding [20][21][22], develop and validate models for protein simulations 

[23][24][25][26] or refinement [27][28][29], or –as far as astrochemistry and 

astrobiology are concerned– shed light on the origin of life on Earth [30][31][32]. 

Focusing on the latest context, meteorites and comets have been found to contain a 

large variety of amino acids [33][34][35][36][37][38][39], and plausible routes for 

their formation in the circumstellar and interstellar environments have also been 

proposed [40][41][42][43][44][45][46][47][48].  

In the investigation of AAs and their oligomers, one of the major challenges is 

their conformational flexibility, which –in combination with possible weak 

interactions– leads to a large number of possible three-dimensional geometries, the 

so-called conformers. For isolated AA and their small oligomers, spectroscopic 

techniques combined with theoretical analysis are proven to be powerful tools for 

their structural characterization. Examples are provided by rotational spectroscopy 

measurements in the centimeter-wave region [5][17][49][50][51][52][53][54], or 

indirect analysis of the ‘fingerprint’ vibrational features 



[3][6][9][55][56][57][58][59][60][61]. Moreover, the combination of cryogenic 

matrix isolation techniques with UV-vis or NIR (near infrared) irradiation allows the 

detection of short-lived, highly energetic conformers, which are hardly observable in 

the gas phase [62][63][64]. However, all these experiments require computational 

supports that provide: (i) a preliminary investigation of the conformational space, (ii) 

the identification of the most stable conformers, (iii) the accurate characterization of 

their equilibrium structures and relative energetics, and finally (iv) the prediction of 

spectroscopic parameters and properties, also including vibrational corrections 

[16][65][66][67]. 

From the computational point of view, to achieve high accuracy, sophisticated 

composite schemes have been introduced [68][69][70][71][72][73][74]. These rely on 

the additivity approximation and, the most accurate variants, are based on 

coupled-cluster (CC) theory. Among them, the approach denoted as 

“CCSD(T)/CBS+CV” [74][75] is particular effective. This composite scheme is 

entirely based on the CC singles and doubles with a perturbative treatment of triples 

method, CCSD(T) [76][77], and incorporates the extrapolation to the complete basis 

set (CBS) limit and the effect of core-valence (CV) correlation. However, for 

medium- to large-sized molecular systems, such scheme is unaffordable because of 

the unfavorable scaling of high-level quantum-chemical (QC) methods. For AAs and 

their oligomers, in order to obtain good accuracy at an affordable computational cost, 

different computational strategies have been proposed [67][78][79][80][81][82]. 

Among them, the so-called “cheap” scheme [78][82], hereafter denoted as 

CCSD(T)/(CBS+CV)MP2, evaluates the CBS and CV corrections using second-order 

Møller-Plesset perturbation theory (MP2) [83], and it has been demonstrated reliable, 

accurate and robust [82][84], even for rather flexible systems like glycine and glycine 

dipeptide analogues [16][17] as well as for weakly bonded molecular complexes [85]. 

While composite schemes are mostly exploited in geometry optimizations and energy 

evaluations [78][80][81][82], they can also be employed in the determination of 

spectroscopic properties, such as harmonic wavenumbers [86][87], 

CCSD(T)/(CBS+CV)MP2 being still affordable for medium-sized molecules [88]. 



Indeed, it has been employed, for instance, for dimethyloxirane [89], glycine 

[16][90][91][92], pyruvic acid [66], uracil [82][88] and thiouracil [93].  

Accurate structural and spectroscopic parameters from composite schemes 

provide valuable reference data for benchmarking the accuracy of much cheaper QC 

methods. To deal with larger systems, methods based on density functional theory 

(DFT) are usually applied. For vibrational wavenumbers, it has been shown that the 

difference between high-level QC estimates and DFT computations is mainly related 

to the harmonic part [94][95][96][97][98], while some hybrid density functionals can 

provide accurate anharmonic terms [88][94][99][100]. The combination of harmonic 

force field at the CCSD(T) level or evaluated using a composite scheme with 

anharmonic terms at the DFT level leads to the so-called hybrid CC/DFT schemes 

[16][82]. However, for systems larger than 15 heavy atoms, the DFT needs to be also 

employed in the evaluation of the harmonic part, thus leading to the less expensive 

hybrid DHF/DFT approaches, where DHF stands for double-hybrid DFT functionals. 

An example is provided by the B2PLYP/B3LYP [101][102][103][104] scheme, which 

gives rather accurate results [105][106]. 

Moving to the subject of this work, serine (Ser, C3H7NO3, 

2-Amino-3-hydroxypropanoic acid) is an α-amino acid containing a -CH2OH side 

chain, which extends the conformational flexibility and can lead to intramolecular 

hydrogen-bond interactions, thus requiring the accurate treatment of weak interactions 

[107][108]. The two most stable serine conformers (Ser I and Ser II), which have been 

experimentally characterized by both rotational [109] and infrared [64][110][111][112] 

spectroscopy, show structures governed by different types of hydrogen-bond 

interactions, namely, O-H···N, O-H···O=C and N-H···O-H. As far as the 

conformational analysis of neutral serine is concerned, the most recent systematic and 

complete theoretical investigation of the conformational space has been carried out in 

ref. [18] at the MP2/cc-pVTZ level, with a total of 85 unique conformers being 

identified. A more accurate characterization of structures, relative energies, and 

spectroscopic parameters has also been performed for the twelve lowest in energy 

conformers, which lie within 8 kJ/mol. However, only electronic energies have been 



evaluated by means of a composite scheme based on CCSD(T) computations, while 

structural and spectroscopic parameters were determined at the MP2/aug-cc-pVTZ 

level.  

Structural, spectroscopic and energetic computations at the DFT and MP2 levels 

have also been performed to support experimental analyses. Four conformers of 

neutral serine were first characterized by low temperature matrix isolation (MI) 

Fourier Transform Infrared (FTIR) measurements [111]. Subsequently, UV irradiation 

and annealing experiments demonstrated that nine different conformers are present in 

inert-gas matrices [110]. Seven conformers out of these nine have been observed by 

means of laser ablation Fourier transform microwave spectroscopy under jet isolation 

conditions [109]. More recently, serine conformations and their interconversions have 

been re-investigated by MI-IR spectroscopy combined with selective NIR-laser 

irradiation [64]. This study led to the identification of six conformers owing to the 

comparison of the experimental IR spectra with anharmonic computations [64]. Ser I 

and Ser II being the most stable conformers have been observed in all experiments 

mentioned above.  

The present computational study aims at a more accurate determination of the 

hydrogen-bond characteristics that are the structural features ruling the various 

conformations. For this purpose, equilibrium structures and harmonic vibrational 

properties have been accurately determined, thereby exploiting the 

CCSD(T)/(CBS+CV)MP2 composite scheme. These best-estimated theoretical results 

have also been employed as a reference for benchmarking DFT approaches, thereby 

focusing on selected dispersion-corrected and double-hybrid DFT models. Moreover, 

the best-estimated harmonic wavenumbers have been combined with DFT 

anharmonic corrections, thus allowing the direct comparison with the experimental 

MI-IR results. 

The manuscript is organized as follows. In the next section, a thorough account 

of the computational details is reported. In section 3, the results are summarized and 

presented in three subsections, which address (i) the best results for structural, 

energetic and spectroscopic properties, (ii) a benchmark study of DFT functionals, 



and (iii) the best hybrid anharmonic force fields for serine. Finally, concluding 

remarks are provided. 

 

 

 

 

2.  Computational details 
 

2.1 Composite schemes for structures, harmonic wavenumbers and 

energies 

 

The equilibrium structures and harmonic force fields (in a normal mode 

representation), evaluated using analytical techniques [113], have been obtained 

within the CCSD(T)/(CBS+CV)MP2 composite scheme. As mentioned in the 

Introduction, the starting point is CCSD(T) in conjunction with the cc-pVTZ (VTZ) 

basis set [114][115]. This term is then corrected at the MP2 level in order to recover 

the basis-set truncation error, and to incorporate the effects of core-valence correlation 

and diffuse functions in the basis set. Overall, we have: 

										𝑝(best) = 𝑝(CCSD(T)/cc-pVTZ) + ∆𝑝(𝐶𝐵𝑆) + ∆𝑝(𝐶𝑉) + ∆𝑝(𝑎𝑢𝑔)										(1) 

where p denotes a generic structural parameter (bond length, angle or dihedral angle) 

or harmonic vibrational wavenumber. The second term of equation (1) is the 

correction to the CBS limit and exploits the 𝑛!" formula [68] as follows: 

																									∆𝑝(CBS) =
𝑛"𝑝(𝑛) − (𝑛 − 1)"𝑝(𝑛 − 1)

𝑝" − (𝑝 − 1)" − 𝑝(𝑛 − 1)																						(2) 

where n=4, 𝑝(𝑛)  thus corresponding to MP2/cc-pVQZ and 𝑝(𝑛 − 1) to 

MP2/cc-pVTZ. The correction due to the CV correlation (the third term of equation 

(1)) is computed in conjunction with the cc-pCVTZ [116] basis set, and defined as: 

																		∆𝑝(CV) = 𝑝(𝑐𝑐 − 𝑝𝐶𝑉𝑇𝑍, all) − 𝑝(𝑐𝑐 − 𝑝𝐶𝑉𝑇𝑍, fc)																					(3) 



with p(cc-pCVTZ,all) and p(cc-pCVTZ,fc) being the MP2 values obtained correlating 

all electrons and within the frozen core (fc) approximation, respectively. The last term 

of equation (1), i.e. the correction due to the inclusion of diffuse functions in the basis 

set (∆p(aug)), is introduced on an empirical basis to recover the limitations affecting 

extrapolation procedures carried out with small- to medium-sized basis sets [93][117] 

and is evaluated as  

																																													∆𝑝(aug) = 𝑝(𝐴𝑉𝑇𝑍) − 𝑝(𝑉𝑇𝑍)																																								(4) 

where p(AVTZ) and p(VTZ) are the generic structural parameter or harmonic 

vibrational wavenumber computed at the MP2 level within the fc approximation using 

the aug-cc-pVTZ (AVTZ) [118] and cc-pVTZ [114] basis sets, respectively.  

To apply the CCSD(T)/(CBS+CV)MP2 composite scheme, for both Ser I and Ser 

II, geometry optimizations and harmonic force-field calculations have been performed 

at different levels of theory: fc-CCSD(T)/cc-pVTZ, fc-MP2/cc-pVTZ, fc- 

MP2/cc-pVQZ, fc-MP2/cc-pCVTZ, all-MP2/cc-pCVTZ, and fc-MP2/cc-aug-pVTZ. 

For each conformer, from the CCSD(T)/(CBS+CV)MP2 harmonic force-field 

calculations the zero-point vibrational energy (ZPE) correction is derived as half the 

sum of all harmonic wavenumbers. 

For the electronic energy, the more accurate CCSD(T)/CBS+CV composite 

scheme has been employed. Within this approach, the extrapolation to the CBS limit 

is carried out in two steps, as follows: 

					𝐸#$#%
&&'((*)/&-' = 𝐸./0!'&0 + ∆𝐸.%122 																																						(5) 

where 𝐸./0!'&0 is the Hartree-Fock (HF-SCF) electronic energy extrapolated to the 

CBS limit according to the 𝑒!&3 exponential formula [119] : 

																																																𝐸'&0(𝑛) = 𝐸.'&0 + 𝐵4𝑒!&
!3																																													(6) 

using the HF/cc-pVnZ energies, with n = T, Q, and 5. The CCSD(T) correlation 

energy is extrapolated to the CBS limit by means of the 𝑛!" formula [68]: 

∆𝑛%122(𝑛) = ∆𝐸.%122 + 𝐴4𝑛!"																																												(7) 

employing the fc-CCSD(T)/cc-pVTZ and fc-CCSD(T)/cc-pVQZ correlation energies. 

Best estimates for electronic energies have then been obtained by incorporating the 



CV correlation correction: 

∆𝐸(CV) = 𝐸[𝐶𝐶𝑆𝐷(𝑇)/𝑝𝐶𝑉𝑇𝑍, 𝑎𝑙𝑙] − 𝐸[𝐶𝐶𝑆𝐷(𝑇)/𝑝𝐶𝑉𝑇𝑍, 𝑓𝑐]										(8) 

where the cc-pCVTZ basis set has been employed. Overall, for both serine 

conformers considered, the CCSD(T)/CBS+CV energies are given by: 

					𝐸#$#%&-'5&6 = 𝐸./0!'&0 + ∆𝐸.%122 +		∆𝐸(CV)																																				(9) 

with the single-point energy calculations being performed on top of the 

CCSD(T)/(CBS+CV)MP2 equilibrium structures. 

All CCSD(T) computations have been performed with the CFOUR code [120], while 

the Gaussian package [121] has been employed for the MP2 computations. 

 

2.2 DFT, Anharmonic and Non-Covalent Interaction Computations 

Different dispersion-corrected DFT models [122] have been considered for 

structure and harmonic force-field computations. These include the hybrid 

B3LYP-D3 [101][102] (in tables and figures denoted as B3-D3), MN15 [123] and 

double-hybrid B2PLYP-D3 [103][104] (shortly denoted as B2-D3), mPW2PLYPD 

[124] (shortly denoted as mPW2D), DSD-PBEP86 [125] (shortly denoted as DSD), 

PBE0-DH [126] and PBE-QIDH [127] functionals. These have been selected 

because of the availability of analytical second derivatives of energy and dipole 

moments. For all functionals, full geometry optimizations followed by evaluation of 

harmonic wavenumbers have been performed in conjunction with the double-ζ 

SNSD [105][128] and triple-ζ maug-cc-pVTZ [129] (mAVTZ; a modified version of 

aug-cc-pVTZ) basis sets. All DFT calculations incorporate the dispersion correction 

[130]: Grimme’s D3 formulation [131] combined with the Becke-Johnson (BJ) 

damping function [132] has been used in conjunction with B3LYP, B2PLYP and 

DSD-PBEP86, while the D2 version has been employed for mPW2PLYPD. Specific 

functional-dependent formulations have instead been used for MN15 [123], 

PBE0-DH [126], and PBEQIDH [127].  

Preliminary benchmark studies allowed for selecting the best performing models 

for anharmonic computations; these are: B2PLYP-D3, DSDPBEP86, and 



mPW2PLYPD, all of them in conjunction with the maug-cc-pVTZ basis set. 

Subsequently, the DFT cubic and semi-diagonal quartic force constants have been 

combined with the CCSD(T)/(CBS+CV)MP2 quadratic force constants (harmonic 

wavenumbers), thus leading to hybrid CC/DFT approaches. The correspondence 

between the normal modes description of different QC models was checked by the 

visual inspection of molecular vibrations and the computations of “Duschinsky-like” 

matrices [133][134][135]. Finally, second-order vibrational perturbation theory 

(VPT2) [136][137], within the generalized GVPT2 model [138][139][140][141], has 

been applied to the hybrid and DFT anharmonic force fields to evaluate anharmonic 

zero-point vibrational energy, wavenumbers and IR intensities. Standard criteria for 

anharmonic resonances have been employed, as suggested in reference [134].  

The DFT and VPT2 computations have been performed with the Gaussian 

package [121]. 

The analysis of non-covalent interactions has been performed with the NCI 

method [142] based on the electron density and its derivatives, using the Multiwfn 

code [143]. The electron densities have been computed at the 

B2PLYP-D3/maug-cc-pVTZ level on top of the best-estimated equilibrium structures. 

The isosurfaces of reduced density gradient (RDG) have been visualized using the 

VMD package [144]. 

 

3.  Results and discussion. 
The two most stable serine conformers (Ser I and Ser II) are shown in Figure 1 

along with the atoms labeling and the schematic representation of the intramolecular 

hydrogen bonds (HBs). The non-covalent interactions stabilizing these two structures 

are depicted in Figure 2.   

 



 
Figure 1. Structures of Ser I (a) and Ser II (b) with the atoms labelling and the hydrogen 

bonds marked as colored dashed lines.  
 

 

Figure 2. RDG isosurface at 0.5 a.u. for Ser I (a) and Ser II (b) in the different axis 

orientations, together with a schematic description of interactions.  
 
 

From Figures 1 and 2, it is evident that Ser I is stabilized by two HBs, namely 

N1-H2···O11 and O10-H12···N1, but the NCI analysis reveals an additional weak 

non-covalent interaction, i.e. C6-H9···O13. Ser II is the only serine conformer that 

has all three hydrogen donor groups involved in formal HBs with three different 

acceptors [18]: N1-H3···O10, O10-H12···O11 and O13-H14···N1. Among them, the 



NCI calculations points out that the latter is strongest interaction (OH group acting as 

donor and NH2 as acceptor).  

In the following analysis, we will focus on the influence of these interactions on 

the magnitude and importance of specific contributions to the best-estimated 

structural and spectroscopic parameters. 

 

 

 

 

3.1 Best-Estimated Determinations 

3.1.1 Best-Estimated Equilibrium Structural Parameters 

The best-estimated CCSD(T)/(CBS+CV)MP2 equilibrium structural parameters p 

in a Z-Matrix representation are listed in Table S1 of the Supporting Information (SI), 

with the corresponding Cartesian coordinates being reported in Table S2. The various 

contributions to the composite scheme on bond lengths, angles and dihedrals are 

analyzed in Table 1. These are: (i) the basis set effects Dp(BSE), with two terms 

Δp(CBS), the extrapolation to the CBS limit, and Δp(aug), the effect of diffuse 

functions; (ii) the core-valence corrections Δp(CV); (iii) the effect of triple excitations 

Dp(T) (where Dp(T) = p(CCSD(T)/cc-pVTZ) – p(MP2/cc-pVTZ)).  

Table 1. Contributionsa to equilibrium structural parameters for Ser I and Ser II. 

    Δp(CBS) Δp(aug) Δp(BSE) Δp(CV) Δp(T) 
  Ser I 

Bonds / Å 

MAX - 0.0030 0.0001 - 0.0070 

MIN -0.0072 -0.0010 -0.0082 -0.0029 -0.0014 

MAE 0.0032 0.0011 0.0023 0.0017 0.0027 

Angles / deg. 

MAX 1.11 0.71 1.82 0.14 0.35 

MIN -0.06 -0.16 -0.22 -0.03 -0.30 

MAE 0.35 0.25 0.60 0.05 0.16 

Dihedrals / deg. 

MAX 1.88 1.20 3.08 0.28 1.08 

MIN -1.58 -1.16 -2.24 -0.25 -0.39 

MAE 0.85 0.52 1.31 0.10 0.41 
  Ser II 



Bonds / Å 

MAX - 0.0027 0.0000 - 0.0058 

MIN -0.0066 -0.0005 -0.0071 -0.0028 -0.0042 

MAE 0.0032 0.0010 0.0023 0.0017 0.0028 

Angles / deg. 

MAX 0.97 0.60 1.57 0.15 0.70 

MIN -0.08 -0.03 -0.10 -0.02 -0.48 

MAE 0.35 0.20 0.55 0.05 0.19 

Dihedrals / deg. 

MAX 2.87 2.30 5.17 0.39 1.63 

MIN -2.11 -1.87 -3.99 -0.30 -1.68 

MAE 1.31 1.11 2.41 0.13 0.97 

a. The largest positive (MAX), the largest negative (MIN), and the mean absolute (MAE) contributions to the 

CCSD(T)/(CBS+CV)MP2 best estimates.  

 

From Tables 1 and S1 we note that the extrapolation to the CBS limit leads in all 

cases to shorter bond lengths by, on average, 0.003 Å (1 Å = 10-10 m). For both 

conformers, the largest effect is about -0.007 Å for the N1-C4 bond and the smallest 

-0.001 Å for the C4-H5 bond. Among the bond lengths involving hydrogens, the 

largest CBS contribution (about -0.0035 Å) are observed for the O-H distances 

involved in the O-H···N HBs, which are O10-H12···N1 for Ser I and O13-H14···N1 

for Ser II. At variance, both N-H bonds show the same correction (about -0.0026 Å) in 

spite of the fact that in both conformers only one is involved in HB. The Δp(aug) 

corrections are always positive, with the only exception of the N1-C4 bond, and of the 

order of 0.001 Å (except for the C6-O10 bond, for which the correction is +0.003 Å). 

On the whole, the two basis set contributions being of opposite signs partially 

counterbalance one with the other, thus leading to bonds shorter, on average, by 

0.0023 Å. Only for the N1-C4, with N1 being the proton acceptor in the N-H···O HB, 

they sum-up with a final shortening by about 0.008 Å for Ser I (0.007 Å for Ser II). 

The CV correlation corrections are always negative, yet smaller than the CBS term, 

with their values ranging between -0.0007 Å and -0.003 Å (-0.0017 Å on average). As 

expected, they are larger for bonds between heavy atoms, and -0.0015 Å at most for 

distances involving hydrogens. The triple excitation effects are either positive or 

negative, with largest positive contributions noted for the C-C and C-N bonds. The 

most significant negative correction is for O13-H14 in Ser II, which is involved in the 

strongest HB. Interestingly, CV corrections at the MP2/cc-pCVTZ level are very close 



to those evaluated using the same basis set and the CCSD(T) method [16][89]. 

Moving to angles, the largest CBS terms are experienced by the angles involving 

the N-H or O-H groups, which increase by about 0.5 to 1 deg. The latter correction is 

noted for the C-O-H angles that are involved in HBs. The diffuse function corrections 

for these C-O-H angles are also positive, thus leading to a total basis set effect of 

about +1.5 deg. In general Δp(CBS) and Δp(aug) sum up and lead to angles larger, on 

average, by 0.6 deg, with the only exception being the C4-C7-O13 angle of Ser I, and 

the C4-C7-O11 and C4-C6-H angles of Ser II. For them, both contributions are 

negative, but small: about -0.1 deg or even less. The Δp(CV) corrections are much 

smaller, indeed ranging from -0.03 deg to 0.15 deg. The Δp(T) term can be either 

positive or negative, and on average on the order of ~0.2 deg. The largest positive 

corrections are noted for the C-O-H angles where the OH group is involved in the 

N-H···O HB, the correction being up to 0.7 deg. For angles involving NH2 groups, the 

Δp(T) effect is negative, the largest correction being observed for the C-N-Hfree 

angles. 

For dihedrals, in all cases both negative and positive contributions are observed, 

which are also significantly larger than those for bond angles. Basis set effects are the 

largest terms, with Δp(CBS) ranging from +2.9 to -2.1 deg and Δp(aug) between +2.3 

and -1.9 deg. For each dihedral angle, these two contributions always have the same 

sign, and thus they sum up. As a result, for Ser I the basis set corrections are between 

+3.1 and -2.2 deg, the average correction being 1.3 deg. For Ser II, Δp(BSE) 

corrections are about twice larger than those of Ser I, indeed ranging between about 

+5.2 and -4.0 deg, the average being 2.5 deg. Such a difference can be explained by 

Ser II being strongly affected by weak intramolecular interactions, which thus lead to 

a more “compact/folded” form than the “open” one of Ser I. Differently, Δp(CV) 

contributions are almost negligible and range between 0.4 deg and -0.3 deg, the 

average correction being 0.1 deg. The triple excitation effects are again twice larger 

for Ser II than for Ser I, they range between +1.6 and -1.7 deg for Ser II and between 

1.1 and -0.4 deg for Ser I, the average value being about 1 and 0.4 deg, respectively.  

In summary, the extrapolation to the CBS limit gives the largest contribution to 



all structural parameters, CV correction is the smallest contribution for angles and 

dihedrals, while -for bond lengths- it provides contributions similar in magnitude to 

the Δp(aug) term. Moreover, the detailed analysis of all contributions points out that 

the parameters involved in hydrogen bonds are those most significantly affected by 

the corrections beyond the CCSD(T)/cc-pVTZ level. We can therefore conclude that 

the differences in the magnitude of the corrections between Ser I and Ser II arise from 

the different HB patterns.  

Due to the size of the molecule, equilibrium structure determinations using 

composite schemes entirely based on CC theory are not feasible for serine. However, 

the accuracy of CCSD(T)/(CBS+CV)MP2 structures can be assessed from the 

comparison with experiment based on rotational constants [109]. Indeed, these 

spectroscopic parameters strongly depend on the molecular structures [67]. The 

computed equilibrium rotational constants can be straightforwardly obtained from the 

equilibrium geometry and are listed in Table 2, along with the semi-experimental 

equilibrium constants, which have been obtained from the experimental rotational 

constants (which correspond to the vibrational ground state) by subtracting the 

vibrational corrections reported in the reference [18] (obtained using VPT2 

computations at the MP2/6-31G* level). From the inspection of Table 2 we note that 

the CCSD(T)/cc-pVTZ level of theory represents a suitable starting point, with an 

average deviation from experiment of 0.4-0.6%. However, adding the extrapolation to 

the CBS limit and the CV correction improves this agreement, thus reducing the 

discrepancy to 0.2-0.3%. This result further validates the accuracy of the equilibrium 

structures at the CCSD(T)/(CBS+CV)MP2 level. This also shows a better agreement 

with experiment than the previously reported most advanced theoretical results at the 

MP2/aug-cc-pVTZ level [18]. 

Table 2. Equilibrium theoretical and semi-experimental rotational constants (in MHz). 

  CCSD(T)a Bestb MP2c[18] Experimentd 

 Ser I 

Ae 4507.28 4499.37 4498 4525.03 

Be 1825.82 1841.28 1833 1841.16 

Ce 1452.52 1459.98 1464 1458.80 



 Ser II 

Ae 3569.51 3560.24 3552 3584.20 

Be 2414.62 2410.19 2417 2415.37 

Ce 1745.35 1757.62 1761 1757.92 

a. fc-CCSD(T)/cc-pVTZ, this work 

b. CCSD(T)/(CBS+CV)MP2, this work 

c. MP2/aug-cc-pVTZ from reference [18] 
d. Experimental (ground-state) rotational constants [109] corrected for computed vibrational corrections at 

the MP2/6-31G* level [18] 

3.1.2 Best-Estimated Electronic Energies 

The best theoretical electronic energies obtained using the CCSD(T)/CBS+CV 

composite scheme, as described in the Methodology section, are collected in Table 3 

together with the specific contributions. It is noted that the two serine conformers are 

very close in energy, with the conformer II being more stable by 2 kJ/mol. 

Incorporation of the ZPE corrections, which is about 1.5 kJ/mol larger for the Ser II, 

at either harmonic or anharmonic level, reduces the energy difference to ~0.5 kJ/mol, 

without altering the stability order. Interestingly, at the HF-SCF level, the Ser I 

conformer is more stable than Ser II by about 5.6 kJ/mol, but the incorporation of the 

correlation effects (~7.5 kJ/mol) inverts the stability order of the two conformers. As 

expected, the CV corrections that are so important for accurate structural 

determinations provide an almost negligible contribution. Focusing on single 

computations, the CCSD(T)/cc-pVTZ level overestimates the energy difference by 

more than 0.5 kJ/mol, which means a deviation of about 30% with respect to 

CCSD(T)/CBS+CV. The disagreement reduces to 0.26 kJ/mol when moving to 

CCSD(T) computations in conjunction with the quadruple-z basis set. The 

CCSD(T)/CBS+CV conformational energies from this work are in excellent 

agreement with those computed using a similar approach (2.03 kJ/mol), but obtained 

using smaller basis sets for the CCSD(T) terms and MP2/aug-cc-pVTZ optimized 

structures [18]. However, the effect of molecular structure on conformational energy 

is very limited, as demonstrated -for example- in references [16][66].  

Table 3. Electronic energies of the Ser I and Ser II conformers. 



 Ser I [a.u]a Ser II [a.u] Ser Ib [kJ/mol] 

𝐸!"#$ -396.920154 -396.918037 -5.56 

CCSD(T)/cc-pVTZ -398.386468 -398.387478 2.65 

CCSD(T)/cc-pVQZ -398.511911 -398.512770 2.26 

∆𝐸!%&'' -1.671367 -1.674221 7.49 

CCSD(T)/CBS -398.591521 398.592258 1.93 

∆𝐸(𝐶𝑉) -0.363226 -0.363250 0.06 

CCSD(T)/CBS+CV -398.954747 -398.955508 2.00 

Harm ZPE correctionc 0.113692 0.114271 -1.52 

Anharm ZPE correctiond 0.112156 0.112737 -1.53 

CCSD(T)/CBS+CV+HarmZPE -398.841055 -398.841237 0.48 

CCSD(T)/CBS+CV+AnharmZPE -398.842591 -398.842771 0.47 
a. Atomic units, 1 a.u = 4.3597447222071(85)×10−18 J 
b. Relative energy of Ser I with respect to Ser II 
c. Harmonic ZPE correction at the CCSD(T)/(CBS+CV)MP2 level 
d. Anharmonic ZPE correction computed at the GVPT2 level using the hybrid CC/DFT force field obtained by 

combining CCSD(T)/(CBS+CV)MP2 harmonic wavenumbers with B2PLYP-D3/maug-cc-pVTZ anharmonic 
corrections. 

3.1.3 Best-Estimated Harmonic Wavenumbers 

In addition to the structure, the main novelty of this work is the derivation of the 

harmonic vibrational wavenumbers at the CCSD(T)/(CBS+CV)MP2 level, which -to 

the best of our knowledge- has not yet been employed for a similar task in the case of 

molecular systems with size and complexity comparable to that of serine. For smaller 

molecules such as glycine and pyruvic acid, the availability of 

CCSD(T)/(CBS+CV)MP2 harmonic wavenumbers was crucial for the prediction of 

infrared spectra to very high accuracy [16][66].  

For selected normal modes, Table 4 reports the CCSD(T)/cc-pVTZ and 

best-estimated harmonic wavenumbers together with the various contributions to the 

latter, namely the p(CBS) and Δp(aug) terms together with their sum Δp(BSE), the 

Δp(CV) contribution, and finally the Δp(T) term. For these selected modes, the 

comparison with the results at the MP2/aug-cc-pVTZ level [18], which were the most 

accurate data prior to this study, is also given. Additionally, for both conformers, the 

statistical analysis based on all normal modes is also provided. The whole set of 

vibrational wavenumbers is reported in the SI (Table S3). For the normal modes 

description, we have followed previous works where a detailed potential energy 



distribution analysis was performed [18].  

From the inspection of Tables 4 and S3, it is noted that the BSE term has the 

largest effect on the final wavenumbers, with the Δp(CBS) and Δp(aug) contributions 

either summing-up or cancelling out. The largest negative corrections are observed for 

the τ(O − H)78	mode, and are about -50 cm-1 for the free O-H in Ser I and about -30 

cm-1 for hydrogen-bonded O-H in Ser II. For the t(O-H)bb mode, these corrections are 

instead only about -10 cm-1 for both conformers. The next largest correction, nearly 

-30 cm-1, is noted for the C=O stretching of both conformers, with Δp(CBS) and 

Δp(aug) contributions being about -10 and -20 cm-1, respectively. The BSE has also a 

significant effect on all d(COH)’s, the largest correction (about -25 cm-1) affecting the 

vibrations involved in the O-H···N HB, namely d(COH)sc for Ser I and d(COH)bb for 

Ser II. For the O-H and N-H stretching vibrations, the two BSE contributions are 

opposite in sign. For all ν(OH) modes, the Δp(aug) term leads to final negative BSE 

corrections, which range between -1 and -15 cm-1, the largest contribution being that 

for the free n(O-H)bb stretching of Ser I. For ν(NH9), the two BSE corrections are of 

the same magnitude and cancel out. Considering all vibrations, the average basis set 

correction is about 10 cm-1, and in most cases it is negative (a few positive corrections 

are negligible). Much smaller and always positive are the Δp(CV) corrections, with 

the average value being 3 cm-1 and with all corrections being smaller than 8 cm-1. As 

far as the triple excitation effects are concerned, the largest corrections are again 

negative, and as large as nearly -40, -50 cm-1 for the C-H stretching vibrations of both 

conformers. Interestingly, large negative corrections are also observed for both the 

N-H stretchings of Ser I and the nasym(N-H) stretch of Ser II. At variance, large 

(+30cm-1) and smaller (+10 cm-1) blue-shifts are observed for the nsym(N-H) and 

n(O-H)bb stretching modes of Ser II. These latter vibrations are related to the strongest 

HB interaction, where the nitrogen atom of the NH2 group acts as a donor, also 

introducing a coupling between the nsym(N-H) and n(O-H)bb vibrations. Further 

relevant corrections are for t(O-H)sc of Ser I and n(N-Ca) of Ser II, and they are again 

negative. For all the other vibrations, the Δp(T) term can be either positive or negative, 

but -in any case- smaller than 10 cm-1 in absolute terms.  



Overall, the corrections on top of CCSD(T)/cc-pVTZ are not negligible, indeed 

being ~10 cm-1 on average for both Ser I and Ser II. For most vibrations, the Δp(BSE) 

contributions are the largest ones and negative, these being only partially balanced by 

the smaller and positive Δp(CV) corrections. Considering all vibrational modes, the 

corrections vary both in sign and magnitude, and therefore they cannot be recovered 

by using, for instance, scaling factors. The differences with the MP2/aug-cc-pVTZ 

harmonic values from reference [18] can be attributed to CBS, CV and triple 

excitation corrections; overall, they range from +38 cm-1 to -64 cm-1 and are ~15 cm-1 

on average. 

Table 4. Harmonic vibrational wavenumbers (in cm-1) for selected modes of Ser I and Ser II. 

Mode Assignmenta Best MP2b CCSD(T)c Δp(CBS) Δp(aug) Δp(BSE) Δp(CV) Δp(T) 

  Ser I 

1 ν(O-H)bb	 3757 3760 3767 4.4 -19.7 -15.4 5.4 6.3 

2 ν(O-H)sc 3753 3737 3749 12.5 -13.8 -1.3 4.9 12.3 

3 νasym(NH2) 3591 3619 3581 11.5 -8.4 3.1 7.6 -38.6 

4 νsym(NH2) 3503 3521 3495 9.3 -9.3 0.1 7.1 -25.7 

5 νasym(CβH2) 3125 3161 3116 5.5 -2.8 2.6 5.9 -44.9 

6 ν(Cα-H) 3088 3133 3092 -3.1 -7.1 -10.2 5.9 -40.8 

7 νsym(CβH2) 2997 3023 2981 8.8 1.6 10.4 5.4 -41.8 

8 ν(C=O) 1798 1815 1822 -11.0 -17.8 -28.8 5.2 6.5 

11 δ(COH)sc 1432 1448 1455 -9.8 -14.8 -24.5 1.7 6.5 

14 δ(COH)bb 1347 1357 1363 -8.0 -10.5 -18.5 2.7 5.2 

18 ν(C-O)bb 1176 1182 1178 -0.8 -3.6 -4.3 3.2 -4.3 

19 ν(N-Cα) 1141 1143 1145 -1.8 -5.7 -7.5 3.3 2.3 

20 ν(C-O)sc 1095 1108 1104 -2.9 -10.6 -13.5 3.9 -3.6 

24 δwag(NH2) 849 867 864 -7.5 -9.5 -17.1 1.7 -3.5 

27 τ(O-H)bb 590 605 595 -0.1 -6.4 -6.6 1.4 -9.5 

28 τ(O-H)sc 524 588 572 -24.3 -25.7 -50.0 2.0 -15.2 

  Ser II 

1 ν(O-H)sc  3809 3825 3817 6.1 -20 -13.8 6.0 -7.8 

2 νasym(NH2) 3598 3627 3588 10.3 -7.7 2.6 7.4 -38.3 

3 νsym(NH2) 3555 3517 3547 9.4 -8.5 0.9 6.8 30.4 

4 ν(O-H)bb 3480 3476 3488 8.2 -18.9 -10.7 3.0 11.6 

5 νasym(CβH2) 3122 3159 3111 7.4 -2.6 4.8 6.0 -48.1 

6 νsym(CβH2) 3065 3103 3065 -0.9 -5.8 -6.7 6.0 -38.1 

7 ν(Cα-H) 3055 3093 3054 0.5 -5.3 -4.7 6.0 -39.6 

8 ν(C=O) 1813 1833 1839 -11.6 -20.2 -31.7 5.3 6.6 

11 δ(COH)bb 1424 1445 1449 -12.7 -14.2 -26.9 2.3 3.5 

16 δ(COH)sc 1246 1251 1250 -2.2 -4.6 -6.8 3.0 -1.1 

17 ν(C-O)bb 1224 1237 1234 -5.4 -8.6 -14.0 3.5 -2.9 

21 ν(C-O)sc 997 1006 1003 -2.2 -6.3 -8.4 2.8 -3.1 

22 δwag(NH2) 941 951 953 -7.5 -5.0 -12.5 0.5 1.7 

23 τ(O-H)bb 882 902 893 -6.3 -7.4 -13.7 2.8 -8.9 

24 ν(N-Cα) 843 885 863 -11.4 -10.5 -21.9 1.9 -21.7 

30 τ(O-H)sc 425 450 456 -13.4 -16.9 -30.2 0.1 5.7 



      ΔMP2d ΔCCSD(T)d Δp(CBS) Δp(aug) Δp(BSE) Δp(CV) Δp(T) 

MAXe  38 16 13 2 10 8 30 

MINe  -64 -48 -24 -26 -50 0 -48 

MAEe   15 9 6 7 11 3 9 

a. The symbols ν, δ, and τ denote the stretching, valence angle bending, and torsional motion, respectively; “bb” means 

backbone; “sc” side-chain; “sym” and “asym” stands for symmetric and antisymmetric vibrations, respectively 

b. MP2/aug-cc-pVTZ from reference [18] 

c. CCSD(T)/cc-pVTZ, this work 

d. Differences with respect to the best-estimated harmonic wavenumbers 

e. All normal modes of both conformers have been considered: largest positive (MAX), largest negative (MIN), and 

mean absolute (MAE) deviations. 

  



3.2 DFT Benchmark  

3.2.1 DFT Equilibrium Structures  

The best-estimated equilibrium structures stand as a reference for less expensive 

methodologies based on DFT. CCSD(T)/cc-pVTZ and MP2/(aug)-cc-pVTZ results 

are also included for comparison purposes. The overall accuracy of the equilibrium 

geometries is analyzed in terms of internal parameters, such as bond lengths, angles 

and dihedral angles for which the maximum and mean absolute errors are reported in 

Figure 3 (all DFT parameters are listed in Table S4) Moreover, since the final 

three-dimensional structure is also defined by the weak interactions, the 

donor-acceptor distances (D···A) for all five HBs are compared with the 

corresponding best estimates in Figure 4.  

For the CCSD(T)/cc-pVTZ level, absolute maximum and average errors are 

large (~0.01 Å and 0.004 Å, 2 deg and 0.6 deg, 5.5 and 2 deg, for bond lengths, bond 

angles and dihedral angles, respectively) and mainly attributed to the lack of diffuse 

functions in the basis set. The improved accuracy of MP2 bond lengths with both 

basis sets (maximum error of about 0.007-0.008 Å and the average of about 

0.0025-0.003 Å with cc-pVTZ and aug-cc-pVTZ) may be due to error cancellation. 

For bond angles, the overall large errors are presumably associated with the lack of 

triple excitations. MP2/cc-pVTZ results show rather large deviations, with absolute 

maximum errors of 2.2 deg and mean errors of 0.6 deg, with inclusion of diffuse 

functions only slightly improving the results. The difference between MP2/cc-pVTZ 

and MP2/aug-cc-pVTZ values is more pronounced for dihedral angles. For the former, 

the absolute maximum and mean errors are 4.0 deg and 1.8 deg, respectively, while 

adding diffuse functions almost halves these values.  

 



 
Figure 3. Maximum (|MAX|) and mean (MAE) absolute deviations for equilibrium bond lengths (in Å), 

angles and dihedral angles (in degrees) computed at different levels of theory. Data are reported as 

differences with respect to the CCSD(T)/(CBS+CV)MP2 best estimates. 

 

Interestingly, B2PLYP-D3, mPW2PLYPD and DSDPBEP86, in conjunction with 

maug-cc-pVTZ basis set, yield bond lengths in very close agreement with the 

reference structure, with absolute maximum and mean errors below 0.006 Å and 

0.003 Å, respectively. From an inspection of DFT results, it is evident that all 

computations performed with a triple-z basis set show maximum and mean errors of 

0.003-0.008 Å and 0.003 Å, respectively, while using the double-z basis set nearly 

doubles the average errors. Interestingly, the PBE0DH and PBEQIDH functionals 

show the opposite trend, but they clearly perform worse than the other considered 

DFT models. For bond angles, all DFT functionals (with either double- or triple-z 

basis sets) show a better agreement with the CCSD(T)/(CBS+CV)MP2 level than MP2 

(maximum errors below 1.2 deg and MAE below 0.4 deg). Among them, B2PLYP-D3 



and mPW2PLYPD when used in conjunction with the maug-cc-pVTZ basis set yield 

the best results (|MAX| of 0.7 deg and 0.4 deg, and MAE 0.18 deg and 0.15 deg, 

respectively). For dihedral angles, the largest errors (MAX ranging from 3.5 to 5 deg 

and MAE from 1.4 to 2 deg) are found for MN15 and double-hybrid functionals from 

the PBE family. The mean absolute errors of the best-performing methods, i.e. 

B2PLYP-D3/maug-cc-pVTZ, mPW2PLYPD/maug-cc-pVTZ and 

DSDPBEP86/maug-cc-pVTZ, are below 1 deg for both Ser I and Ser II. Overall, we 

can conclude that for dihedral angles, B2PLYP-D3, mPW2PLYPD and DSDPBEP86 

perform better than CCSD(T) and MP2 when used in combination with limited basis 

sets, and that inclusion of diffuse functions and triple excitations are important for 

correlated methods. 

 

Figure 4. HB donor-acceptor distances calculated using different methodologies. Data are reported as 

deviations with respect to the CCSD(T)/(CBS+CV)MP2 best estimates (marked as dashed lines).  

 

An inspection of the structural parameters defining the weak interactions further 

confirms the general findings discussed above. However, it can be also observed that 



the accuracy of the D···A distances varies for different hydrogen bonds. In all four 

cases involving both N and O atoms, the error variation over all methods is relatively 

small, with differences within 0.04 Å, 0.02 Å, 0.03 Å and 0.02 Å for the O10···N1 

(Ser I), N1···O11 (Ser I), O13···N1 (Ser II), and N1···O10 (Ser II) HBs, respectively. 

On the contrary, for O10···O11 (Ser II), much larger deviations can be observed; in 

particular, the MN15 functional combined with both basis sets yields distances shorter 

by more than 0.1 Å and B3LYP-D3 longer by 0.07 Å with respect to the reference 

value. Other DFT models are within ±0.05 Å from the best estimate. The O10···O11 

(Ser II) distance shorter by about 0.05 Å than the best-estimated value, is also 

observed for the CCSD(T) and MP2 methods in conjunction with the cc-pVTZ basis 

set. In line with the NCI analysis, the O10···O11 HB is characterized by the longest 

donor-acceptor distance, thus suggesting the weakest hydrogen-bond interaction. 

Considering all structural parameters, we conclude that both the basis set 

incompleteness and lack of triple excitations clearly affects the results of 

wave-function-based methodologies. Indeed, computations at the CCSD(T)/cc-pVTZ 

and MP2/(aug)-cc-pVTZ levels show noticeable deviations from the best estimates. 

Furthermore, it has been further demonstrated that the double-hybrid functionals 

combined with augmented triple-z basis sets provide rather accurate structural 

parameters at a greatly reduced computational cost. From the present analysis, it is 

evident that the B2PLYP-D3, mPW2PLYPD and DSDPBEP86 functionals in 

conjunction with the maug-cc-pVTZ basis set perform very well for equilibrium 

structure determinations.  

Finally, a comment regarding the maug-cc-pVTZ basis set is deserved. Recently, 

an extensive structural study of the glycine conformers pointed out problems in the 

correct characterization of the IIIp/tct structure for computations using the 

maug-cc-pVTZ basis set [90]. This failure has been related to the flat energy profile 

along the NH2 out-of-plane bending vibration, but a similar issue has not been 

encountered in this work for the studied serine conformers. Our conclusion is that, 

despite promising results, this basis set cannot be further recommended for flexible 

molecules.  



3.2.2 DFT Conformational Energies 

The conformational energies computed at different levels of theory (evaluated on top 

of the corresponding optimized equilibrium structures) are graphically reported in 

Figure 5, where the reference CCSD(T)/CBS+CV value is also made evident. In 

Figure 5, the absolute deviations from the latter are also displayed. From this figure, 

we first of all note that all DFT functionals predict the correct order of the serine 

conformers, Ser II being more stable than Ser I. While the 

B2PLYP-D3/maug-cc-pVTZ and mPW2PLYPD/maug-cc-pVTZ levels of theory 

underestimate the energy difference between the two conformers by about 1 kJ/mol, 

the MN15 functional (with both basis sets) overestimates it by more than 2 kJ/mol. 

Even if overestimating the population of Ser I, B2PLYP-D3/maug-cc-pVTZ and 

mPW2PLYPD/maug-cc-pVTZ correctly predict that both conformers are sufficiently 

stable to be observed in experiments; on the contrary, MN15/SNSD and 

MN15/maug-cc-pVTZ wrongly suggest instead that Ser I should be excluded from the 

analysis. Except for these two extreme cases, the other methods predict reliable 

electronic energies, with differences with respect to the best estimate within 0.5 

kJ/mol.  



 

Figure 5. Conformational energy difference between the two conformers, DE(SerI-SerII), and absolute 

error, |DE| (absolute deviation with respect to CCSD(T)/CBS+CV) calculated at different levels of 

theory. The reference CCSD(T)/CBS+CV value is reported as dashed line.  

3.2.3 DFT Harmonic Wavenumbers 

The accuracy of DFT harmonic wavenumbers (the complete list can be found in 

Table S5) is assessed from their comparison with the CCSD(T)/(CBS+CV)MP2 best 

estimates. All functionals perform in a very similar way for both conformers, with the 

overall mean and maximum absolute deviations being graphically reported in Figure 6. 

The largest discrepancies are mainly positive for the Ser I conformer, while they are 

either positive or negative for Ser II, as shown in Table S5. Furthermore, the largest 

deviations are related to the O-H and N-H stretching modes. 
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Figure 6. Harmonic vibrational wavenumbers (in cm-1) of both conformers computed at different levels 

of theory: maximum (|MAX|) and mean (MAE) absolute deviations with respect to the 

CCSD(T)/(CBS+CV)MP2 best estimates. 

 

In analogy to molecular structures, DFT computations employing the 

double-hybrid B2PLYP-D3 and DSDPBEP86 functionals perform very well, better 

than or similarly to CCSD(T)/cc-pVTZ, with the mean absolute error for both 

conformers being smaller than 10 cm-1, and the maximum discrepancies well within 

50 cm-1. The maximum deviations are negative and associated to the symmetric 

ν(NH2) vibration of Ser II. A MAE of about 10 cm-1 is also found for mPW2PLYPD 

and B3LYP-D3, but for the former, the overall good performance is contaminated by 

negative discrepancies up to about -70 cm-1 associated to the ν(O-H) and ν(N-H) 

vibrations. The MN15 functional shows the largest basis-set effect, with MAE of 

about 19 and 15 cm-1 for the SNSD and maug-cc-pVTZ, respectively, and large 

(either positive or negative) errors up to 60 cm-1. Significantly larger errors, with 

mean and maximum greater than 30 cm-1 and 100 cm-1, are found for both the 

PBE0DH and PBEQIDH functionals.  



Previous studies on glycine [16] and pyruvic acid [66] pointed out the problem 

of accurately describing the O-H stretching vibrations, in particular when involved in 

HB interactions. It is thus interesting to analyse this aspect in more detail for both 

serine conformers. Figure 7 depicts the harmonic vibrational wavenumbers of the four 

OH stretching vibrations in comparison with the best estimates. Among DFT 

functionals, B2PLYP-D3 (10 cm-1) and DSDPBEP86 (20 cm-1) provide the O-H 

stretching values that are in the best agreement with the reference data. Larger 

discrepancies (up to 40 cm-1) are instead observed for mPW2PLYPD. The PBE0DH, 

PBEQIDH and MN15 (with both basis sets) functionals yield wavenumbers 

significantly higher than the reference values, with deviations that can be as large as 

110 cm-1, 110 cm-1 and 60 cm-1, respectively.  

Since -as expected from the literature data [16][66][106]- the B2PLYP-D3 and 

DSDPBEP86 functionals show the best performance, they have been selected for the 

anharmonic computations. The mPW2PLYPD has been also considered because of its 

overall good performance. 

Focusing on the ZPE correction, errors exceeding 500 cm-1 are found for both 

PBE0DH and PBEQIDH functional, with the best prediction being provided by 

B2PLYP-D3 (errors below 80 cm-1, i.e. ~1 kJ/mol). A similar good accuracy is noted 

for the MN15 functional and is likely due to errors compensation. Nevertheless, all 

methodologies provide ZPE differences between two conformers that well agree with 

the best estimate within ~25cm-1. Therefore, on general grounds, the use of DFT 

functionals for the evaluation of the ZPE correction is not expected to introduce 

significant errors in the evaluation of conformational energies. 

 

 



 
Figure 7. O-H stretching harmonic wavenumbers (in cm-1) calculated at different levels of theory. 

CCSD(T)/(CBS+CV)MP2 best estimates are marked as dashed lines. 
 

3.3 DFT and Hybrid CC/DFT Anharmonic Force Field 

Assessing the accuracy of computed wavenumbers by comparison with 

experimental results [64][110][111] requires going beyond the harmonic 

approximation. Table 5 collects the computed DFT and hybrid CC/DFT anharmonic 

wavenumbers for selected normal modes, along with the available experimental 

results and the most accurate computations available prior to this work [18]. The latter 

employed MP2/aug-cc-pVTZ harmonic wavenumbers combined with anharmonic 

corrections at the MP2/6-31G* level. Furthermore, Table 5 reports the statistical 

analysis performed using all normal modes for both conformers. The whole set of 

vibrational wavenumbers is provided in the SI, Table S6.  

For the Ser I conformer, a very good agreement is obtained for all DFT 

functionals, with errors halved in comparison to the previous theoretical predictions at 

the MP2 level. Moreover, inclusion of CCSD(T)/(CBS+CV)MP2 harmonic 

wavenumbers in the hybrid CC/DFT model further improves accuracy, indeed leading 



to MAE values of about 6 cm-1 and maximum deviations within 13 cm-1 for 

anharmonic corrections at the B2PLYP-D3/maug-cc-pVTZ level. This good 

agreement further supports the original assignment of spectra reported in reference 

[64]. The situation is instead more involved for the Ser II conformer, with all 

computations predicting wavenumbers blue shifted by 50-120 cm-1 for the ν(O-H)bb 

vibration involved in the strongest HB, even if best-estimated harmonic wavenumbers 

are used. These discrepancies are attributed to the too simplified description of the 

potential energy curve along the proton stretching coordinate [145], which would 

require going beyond both the quartic expansion of the potential and the VPT2 

treatment, thus exploiting -for instance- variational solutions of the nuclear 

Schrodinger equation [146][147]. If one excludes this wavenumber from the statistical 

analysis, the best overall agreement with experiment is again obtained by combining 

CCSD(T)/(CBS+CV)MP2 harmonic wavenumbers with B2PLYP-D3/maug-cc-pVTZ 

anharmonic corrections (CC/B2-D3) within GVPT2 computations, with 8 cm-1 and 23 

cm-1 being the mean and maximum absolute errors, respectively. Furthermore, DFT 

computations, with MAE and MAX of 10 cm-1 and 36 cm-1, respectively, show an 

improvement with respect the MP2 results, which show MAE and MAX values of 16 

cm-1 and 52 cm-1, respectively. 

In the case of serine, a direct vis-à-vis comparison of experimental and computed 

IR spectra for only the two most stable conformers is not feasible because of the 

concomitant presence of other conformers in the experimental mixture [64]. Still, 

anharmonic computations allow the prediction of the spectra of each conformer, as 

shown in Figure 8 for CC/B2-D3 computations. It can be observed that the spectra 

patterns of Ser I and Ser II are quite different in terms of both band positions and band 

intensities, thus they can be easily distinguished by infrared features.  

 

 

 

 

 



Table 5. Anharmonic vibrational wavenumbers (in cm-1) for selected modes of Ser I and Ser II. 

Mode Assignment B2PLYP-D3 CC/B2-D3 mPW2PLYPD CC/mPW2D DSDPBEP86 CC/DSD MP2[18] 

(ref. [18]) 

Experiment[64][110][111] 

(refs. [64][110][111])   Ser I 

1 ν(O-H)bb 3565 3571 3603 3577 3579 3566 3574 3579.9 

2 ν(O-H)sc 3551 3565 3588 3560 3567 3564 3546 3561.1 

3 νasym(NH2) 3427 3420 3447 3421 3436 3425 3442 3414.2 

4 νsym(NH2) 3359 3349 3378 3350 3363 3351 3392 3344.0 

5 νasym(CβH2) 3009 2990 3010 2991 3001 2992 3016 2983.0 

6 ν(Cα-H) 2969 2956 2977 2954 2970 2955 2991 2945.0 

7 νsym(CβH2) 2864 2853 2874 2862 2863 2853 2877 2865.0 

8 ν(C=O) 1759 1767 1781 1765 1775 1764 1787 1773.0 

11 δ(COH)sc 1407 1419 1419 1421 1412 1418 1411 1409.7 

14 δ(COH)bb 1323 1319 1332 1318 1327 1316 1348 1328.1 

18 ν(C-O)bb 1136 1144 1147 1147 1149 1146 1151 1140.9 

19 ν(N-Cα) 1094 1106 1104 1104 1106 1103 1105 1105.2 

20 ν(C-O)sc 1057 1065 1072 1065 1072 1062 1076 1065.7 

24 δwag(NH2) 819 814 824 809 828 813 848 820.2 

 |MAX|a 25.5 13.9 34.1 17.9 25.2 13.8 51.7  

 MAEa 9.2 6.8 13.2 7.1 8.1 7.3 17.8  

  Ser II 

1 ν(O-H)sc  3638 3629 3664 3631 3648 3629 3644 3642 

2 νasym(NH2) 3434 3432 3454 3427 3440 3429 3450 3417 

3 νsym(NH2) 3370 3395 3385 3362 3380 3378 3375 3404 

4 ν(O-H)bb 3223 3231 3287 3278 3237 3250 3224 3190 

5 νasym(CβH2) 2985 2978 3010 2976 2995 2978 3013 2983 

6 νsym(CβH2) 2986 2973 2993 2978 2987 2974 2969 2950 

7 ν(Cα-H) 2935 2924 2915 2925 2915 2924 2940  

8 ν(C=O) 1786 1784 1801 1783 1798 1782 1804 1785 

11 δ(COH)bb 1398 1416 1411 1419 1398 1411 1409 1400 

16 δ(COH)sc 1209 1212 1217 1211 1215 1211 1215 1211 

17 ν(C-O)bb 1177 1181 1190 1183 1188 1179 1195 1190 

21 ν(C-O)sc 970 973 978 973 978 972 976 974 

22 δwag(NH2) 912 911 917 909 915 911 923 914 

23 τ(O-H)bb 879 875 877 865 884 870 876 873 

24 ν(N-Cα) 838 831 852 845 853 843 840 846 

 |MAX|a 36.1 41.8 97.1 88.5 47.5 60.5 38.9  

 MAEa 10.5 10.2 18.2 13.8 13.3 12.1 15.6  

  Ser I & Ser IIb 

 |MAX|a 36.1 22.7 43.4 42.4 36.5 32.0 51.7  

 MAEa 9.4 7.9 14.1 8.9 10.0 8.7 16.3  

a Maximum |MAX| and mean (MAE) absolute deviations with respect to experiment. 
b Statistical analysis excluding ν(O-H)bb of Ser II. 



 

Figure 8. Anharmonic IR spectra of Ser I and Ser II computed at the CC/B2-D3 GVPT2 level. 

 

 

 

 

 



4. Conclusions 

The structures, relative stabilities, and vibrational wavenumbers of the two lowest 

energy conformers of serine have been characterized using state-of-the-art composite 

schemes. More precisely, the so-called “cheap” approach (CCSD(T)/(CBS+CV)MP2) 

has been employed for structural and harmonic wavenumbers determinations. The 

great accuracy of CCSD(T)/(CBS+CV)MP2 equilibrium structures, even for flexible 

system, is well-known and, in this study, is further confirmed based on the 

comparison with experiment. Indeed, the corresponding equilibrium rotational 

constants only deviate 0.2-0.3% from their semi-experimental counterparts. It has 

been shown that the extrapolation to the CBS limit gives the largest contribution to all 

structural parameters, with those involved in hydrogen bonds being the most 

significantly affected by going beyond the CCSD(T)/cc-pVTZ level. Moving to 

harmonic vibrational wavenumbers, the present work is the first application of the 

“cheap” scheme to a system as large as serine. Inspection of the various contributions 

points out that the corrections on top of CCSD(T)/cc-pVTZ are not negligible, these 

being ~10 cm-1 on average, and are mainly related to basis set effects. Interestingly, 

for the various modes, the overall contribution varies both in sign and magnitude, and 

therefore it cannot be simply recovered by using scaling factors. The electronic 

energies have been obtained at the CCSD(T)/CBS+CV level (i.e. using a composite 

scheme entirely based on CCSD(T) calculations) on top of CCSD(T)/(CBS+CV)MP2 

geometries and they confirm that the conformer II is more stable the Ser I. While the 

energy difference is 2 kJ/mol at the equilibrium, this reduces to ~0.5 kJ/mol upon 

inclusion of the zero-point-vibrational corrections, without altering the stability order. 

In the second part of this study, the accurate results issued from composite 

schemes have been employed as references for benchmarking selected DFT 

functionals, thereby focusing on the hybrid and double-hybrid dispersion-corrected 

ones. It is demonstrated that double-hybrid functionals, in particular B2PLYP-D3, 

mPW2PLYPD and DSDPBEP86, combined with augmented triple-z basis sets, 

provide rather accurate structural parameters and vibrational properties. Their 



accuracy is better than or similar to that of CCSD(T)/cc-pVTZ, but obtained at a 

much reduced computational cost. Most DFT functionals reliably predict the 

electronic energy difference between the two conformers, with differences within 0.5 

kJ/mol with respect to the best estimate. Only the B2PLYP-D3/maug-cc-pVTZ and 

mPW2PLYPD/maug-cc-pVTZ underestimate the energy difference between the two 

conformers by about 1 kJ/mol, while the MN15 functional (with both basis sets) 

overestimates it by more than 2 kJ/mol.   

Finally, hybrid CC/DFT anharmonic vibrational computations within the GVPT2 

treatment allowed for simulating IR spectra. The best overall agreement with 

experiment is obtained by combining CCSD(T)/(CBS+CV)MP2 harmonic wavenumbers 

with B2PLYP-D3/maug-cc-pVTZ anharmonic corrections, with mean and maximum 

absolute errors in the mid-infrared region (excluding ν(O-H)bb of Ser II) of 8 cm-1 and 

23 cm-1, respectively. Interestingly, anharmonic computations employing B2PLYP-D3 

and DSDPBEP86 functionals also perform very well, indeed showing MAE and MAX 

of 10 cm-1 and 36 cm-1, respectively. Our study allowed us to confirm that the 

B2PLYP-D3 and DSDPBEP86 functionals employed in conjunction with triple-z basis 

sets augmented by diffuse funcions are reliable and cost effective methodologies that 

can be recommended for structural and spectroscopic studies of medium-sized flexible 

biomolecules showing intramolecular hydrogen bonds.  
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