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A B S T R A C T   

Phosphoramides and their complexes are attractive compounds due to their significant inhibiting 
functionality in biological medicine. In this paper, a novel organotin(IV)-phosphoramide complex 
(Sn(CH3)2Cl2{[(3-Cl)C6H4NH]P(O)[NC4H8O]2}2, 1), derived from a reaction between phosphoric 
triamide ligand with dimethyltin dichloride, and a new amidophosphoric acid ester ([OCH2C 
(CH3)2CH2O]P(O)[N(CH3)CH2C6H5], 2), prepared from the condensation of a cyclic chlor
ophosphate reagent with N-methylbenzylamine, are structurally characterized and in silico 
investigated as potential SARS-CoV-2 and Monkeypox inhibitors by molecular docking simula
tion. Both compounds crystallize in the monoclinic crystal system with space group P21/c. The 
asymmetric unit of the complex 1 consists of one-half molecule, where SnIV is located on an 
inversion center, while the asymmetric part of 2 consists of one whole molecule. In the complex 1, 
the tin atom adopts a six-coordinate octahedral geometry with trans groups of (Cl)2, (CH3)2 and 
(PO)2 (PO = phosphoric triamide ligand). The molecular architecture consists of the N–H⋯Cl 
hydrogen bonds stretching as a 1D linear arrangement along the b axis with intermediate R2

2(12)
ring motifs, whereas in the case of 2, the crystal packing is devoid of any classical hydrogen bond 
interaction. Furthermore, a graphical analysis by using Hirshfeld surface method identifies the 
most important intermolecular interactions being of the type H⋯Cl/Cl⋯H (for 1) and H⋯O/ 
O⋯H (for 1 and 2), covering the hydrogen bond interactions N–H⋯Cl and C–H⋯O═P, respec
tively, which turn out to be favoured. A biological molecular docking simulation on the studied 
compounds provides evidence to suggest a significant inhibitory potential against SARS-COV-2 
(6LU7) and Monkeypox (4QWO) especially for 6LU7 with a binding energy around − 6 kcal/ 
mol competing with current effective drugs against this virus (with a binding energy around − 5 
and − 7 kcal/mol). It is worth noting that this report is the first case of an inhibitory potential 
evaluation of phosphoramide compounds on Monkeypox.  
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Synopsis 
The crystalline forms of two new phosphoramide compounds, a novel organotin(IV)-phosphoric triamide complex and a new 
amidophosphoric acid ester, are investigated by using single-crystal X-ray diffraction and spectral study completed with the 
Hirshfeld surface and molecular docking analyses. A significant inhibitory potential against SARS-CoV-2 and Monkeypox, 
especially for the former case, is suggested for the studied compounds by helping the biological docking simulation.   

1. Introduction 

The coronavirus disease of 2019 (COVID-19) pandemic caused by the Severe Acute Respiratory Syndrome Coronavirus 2 (SARS- 
CoV-2) and Monkeypox of the family Poxviridae are two challenging illnesses becoming a significant worldwide problem since around 
2019. During this crisis, many investigations have been carried out to find potential inhibiting drugs against these viruses such as 
Remdesivir, Tenofovir, Sofosbuvir, chloroquine and hydroxychloroquine for coronavirus [1,2], and Tecovirimat and Brincidofovir for 
Monkeypox [3]. However, no approved and decisive medications are known until now to treat these viruses [4,5] which motivates 
researchers to explore new molecular families as effective drugs against these viruses to treat their consequences on human health. 

A number of phosphoramide compounds and their organotin(IV) complexes have been structurally studied [6–8], where some of 

Scheme 1. Chemical structures of compounds 1 and 2.  
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them have significant medicine applications such as antiviral, antitumor and anticancer activities [9–12]. Antibacterial and antimi
crobial properties also have been found for some of phosphoramidate derivatives [13–16]. Moreover, some of these compounds are 
found to be the significant promising candidates to inhibit coronavirus [17–19]: some of the current not-optimal anti-coronavirus 
drugs, Remdesivir and Sofosbuvir, belong to the phosphoramides family [20,21]. However, there are no reports of the inhibitory 
potential of phosphoramide compounds on Monkeypox. 

The development of new drugs by clinical trials is a confident method to test their efficiency, but may take a long time and the use of 
costly equipment. For this reason computer-aided drug discovery is being widely utilized to evaluate the potential of a compound as a 
drug to inhibit the disease-causing organisms, and molecular docking simulations in particular accelerates the choice of potential drugs 
for clinical trials [22–25]. In the case of phosphoramide compounds, some reports suggest them as possible inhibitors against 
SARS-CoV-2 by molecular docking studies that evaluate the binding interactions between the target protein of coronavirus and the 
tested drug compound [26–28]. 

With this background in mind, we select here the molecular structures of two different sub-classes of phosphoramides, a novel 
organotin(IV)-phosphoric triamide complex, Sn(CH3)2Cl2{[(3-Cl)C6H4NH]P(O)[NC4H8O]2}2 (1) and a new amidophosphoric acid 
ester, [OCH2C(CH3)2CH2O]P(O)[N(CH3)CH2C6H5] (2) (Scheme 1) in order to comparison of their molecular assemblies and biology 
simulations. First, the synthesis, characterization and the solid-state crystal structures of these two compounds are discussed based on 
the results of single-crystal X-ray diffraction, IR and NMR spectroscopies. The intermolecular interactions in the new structures are 
analyzed by 3D Hirshfeld surface maps and 2D fingerprint plots. The inhibitory effect of the compounds 1 and 2 against the coro
navirus (Main Protease (MPro) of SARS CoV-2, 6LU7) and Monkeypox (the A42R Profilin-like protein of Monkeypox virus with PDB ID: 
4QWO) are investigated by the molecular docking method, where the evaluation of the inhibitory potential of such compounds against 
Monkeypox is reported for the first time. We hope that such investigation based on the computer-aided drug discovery of docking 
approach which is here employed as an evaluation plan to consider the possibility of the inhibitory effect of the studied compounds on 
the biological targets can accelerate the choice of potential drugs based on such compounds for clinical trials in future works. 

It is worth noting that in here two new compounds 1 and 2 belonging to two different families of phosphoramides have been 
selected to investigate their crystal structures and molecular docking simulations as well as to explore their differences and similarities 
providing new insights into the effect of these differences and similarities on their structural and inhibitory properties. Moreover, in 
the case of 1, we reported the crystal structure and molecular docking study of its free ligand ([(3-Cl)C6H4NH]P(O)[NC4H8O]2) in our 
previous literature [28] and in the case of 2, no complex structure of it has been reported so far (CSD, version 5.42 [29]) as our efforts 
have not been adequate so far. 

2. Experimental 

2.1. Instrumentation 

1H, 13C, 31P{1H}, 119Sn{1H} NMR spectra were recorded on a Bruker Avance III 300 MHz spectrometer. 1H/13C, 31P and 119Sn 
chemical shifts were defined compared to TMS, 85% H3PO4 and Sn(CH3)4, respectively, as external standard. For the IR analysis, the 
spectra of solid compounds in KBr pellets were recorded in the 4000–400 cm− 1 range using a Bruker ALPHA FT-IR spectrometer. 

2.2. Syntheses and crystallization  

1) Synthesis of Sn(CH3)2Cl2{[(3-Cl)C6H4NH]P(O)[NC4H8O]2}2 (1) 

For the preparation of this complex, the [(3-Cl)C6H4NH]P(O)[NC4H8O]2 phosphoric triamide ligand was first synthesized by the 
method reported by Najarianzadeh et al. [28]. In the next step, [(3-Cl)C6H4NH]P(O)[NC4H8O]2 (1.00 mmol, 0.35 mg) and Sn(CH3)2Cl2 
(0.50 mmol, 0.11 mg) were dissolved in a mixture of CH3OH (20 mL) and CH3CN (10 mL). The mixture was refluxed for 48 h and then 
the reaction mixture was cooled to room temperature and the solvents were allowed to evaporate. Crystals suitable for single crystal 
X-ray analysis were obtained by recrystallization of 1 in CH3CN/CH(CH3)2OH/DMF (3:3:1) at room temperature. 

Data for 1: IR (KBr, ῡῡ, cm¡1): 3205 (N–H), 2951, 2860, 1599, 1488, 1452, 1387, 1348, 1300, 1259, 1163 (P═O), 1140, 1132, 
1092, 972, 862, 777, 735, 687, 600, 509, 492, 442; 1H NMR (300.13 MHz, DMSO‑d6, 300.0 K, TMS): δ = 1.01 (s, 6H, 2CH3, 2J(119Sn, 
H) = 54.5 Hz [satellites]), 3.00 (m, 16H, NC4H8O ring), 3.46 (m, 16H, NC4H8O ring), 6.84–7.22 (m, 4H, Ar–H), 7.45 (d, 2J(P,H) = 9.7 
Hz, 1H, NH); 13C NMR (75.47 MHz, DMSO‑d6, 300.0 K, TMS): δ = 22.53 (s, 2C,Sn–CH3), 44.33 (s, 8C, NC4H8O ring), 66.45 (d, 3J(C,P) 
= 5.7 Hz, 8C, NC4H8O ring), 116.25 (d, 3J(C,P) = 6.8 Hz, 2CAr), 117.14 (d, 3J(C,P) = 6.6 Hz, 2CAr), 119.82 (s, 2CAr), 130.39 (s, 2CAr), 
133.09 (s, 2CAr), 144.14 (m, 2CAr); 31P{1H} NMR (121.49 MHz, DMSO, 300.0 K, 85% H3PO4): δ = 10.30 (s); 119Sn{1H} NMR (111.86 
MHz, D2O, 300.0 K, Sn(CH3)4): δ = − 107.14 (s). All NMR spectra of 1 can be found in the Supplementary material (Figs. S1–S4).  

2) Synthesis of [OCH2C(CH3)2CH2O]P(O)[N(CH3)CH2C6H5] (2). 

To a stirred solution of the starting commercial material [OCH2C(CH3)2CH2O]P(O)Cl (1.50 mmol, 0.28 mg) in dry acetonitrile (35 
mL) a solution of N-methylbenzylamine (3.00 mmol, 0.36 mg) at the same solvent was added dropwise at 273 K. After 4 h, the solvent 
was evaporated at room temperature and the product was washed with distilled water to remove the amine hydrochloride salt. 
Colorless single crystals were grown by slow evaporation from a solution of 2 in CH3OH/CH(CH3)2OH/n-C6H14 (3:2:1) at room 
temperature. 

M. Khorram et al.                                                                                                                                                                                                     



Heliyon 9 (2023) e17358

4

Data for 2: IR (KBr, ῡῡ, cm¡1): 3063, 2781, 1589, 1464, 1406, 1348, 1244 (P═O), 1223, 1061, 1005, 957 (P–N), 885, 833, 814, 
725, 698, 629, 573, 488, 463; 1H NMR (300.13 MHz, CDCl3, 300.0 K): δ = 0.88 (s, 3H, CH3), 1.26 (s, 3H, CH3), 2.61 (d, 3J(H,P) = 9.7 
Hz, 3H, CH3), 3.83 (dd, 2J(H,H) = 10.8 Hz, 3J(H,P) = 21.3 Hz, 2H, CHequatorial), 4.26 (d, 2J(H,H) = 10.0 Hz, 2H, CHaxial), 4.39 (d, 2J(H, 
H) = 10.9 Hz, 2H, CH2), 7.26–7.34 (m, 5H, Ar–H); 13C NMR (75.47 MHz, CDCl3, 300.0 K): δ = 20.31 (s, 1C, CH3), 21.93 (s, 1C, CH3), 
31.45 (d, 2J(C,P) = 4.9 Hz, 1C, CH3), 32.50 (d, 3J(C,P) = 5.1 Hz, 1C, C(CH3)2), 52.08 (d, 3J(C,P) = 5.8 Hz, 1C, CH2), 75.89 (d, 2J(C,P) =
5.6 Hz, 2C, 2CH2), 122.00 (s, 1C, Ar), 126.96 (s, 1C, Ar), 127.49 (s, 1C, Ar) 128.05 (s, 1C, Ar), 136.95 (s, 1C, Ar), 137.00 (s, 1C, Ar); 31P 
{1H} NMR (121.49 MHz, DMSO‑‑d6, 300.0 K): δ = 7.51 (s). All NMR spectra of 2 can be found in the Supplementary material 
(Figs. S5–S7). 

2.3. Crystal structure determination 

Crystal evaluation of 1 and 2 and their X-ray diffraction data collection were conducted with the CrysAlisPro software package [30] 
on an Rigaku Oxford-Diffraction dual Supernova diffractometer equipped with graphite-monochromated Mo-Kα (λ = 0.7107 Å; used 
for 1) and Cu-Kα (λ = 1.5405 Å; used for 2) X-ray sources. The same package was used for integration of the data using default pa
rameters, correction for Lorentz and polarization effects, and for empirical absorption correction using spherical harmonics employing 
symmetry-equivalent and redundant data. The structures were solved using the ab initio iterative charge flipping method with pa
rameters described elsewhere [31], with use of the SUPERFLIP program [32]. The structures were then refined on |F|2 using full-matrix 
least-squares procedures as implemented in CRYSTALS [33] on all independent reflections with I > − 3σ(I). Hydrogen atoms were 
treated as riding on their parent atoms. The PLATON [34] and Mercury [35] programs were utilized for making the ORTEP and packing 
diagrams. 

A full MOGUL [36] analysis of 2 did not show any unusual geometric features, but for 1 an unusual O3–P4–N17 angle was found 
(112.68◦ to be compared to 105.253◦ in 24 similar fragments). 

2.4. Hirshfeld surface analysis 

Recently, investigation of intermolecular interactions by using the Hirshfeld surface analysis as a visual facilitation tool has 
attracted interest from researchers in various fields [37–39]. Here, this analysis as a powerful protocol to obtain information on 
non-covalent interactions in crystal packing is employed. The Hirshfeld surface (HS) computations were carried up by using Crysta
lExplorer [40] and the HSs were mapped with the dnorm property which is a normalized function of distances from the internal (di) and 
external atoms (de) and also with the shape index [41]. The 2D fingerprint (FP) plots derived from the HS by using the di and de pairs 
were computed for each interatomic contact and for overall interactions [42]. Moreover, the enrichment ratio (E) was utilized to 
evaluate the intermolecular contacts calculated by the collected data from HS analysis [43], where the E ratio larger than unity defines 
a “favoured” contact and that lower than unity is attributed to a “disfavoured” contact. 

2.5. Molecular docking study 

The inhibitory effects of 1 and 2 against coronavirus (the target protein 6LU7, Protein Data Bank identifier; Main Protease (MPro) of 
SARS-CoV-2) and monkeypox (the A42R Profilin-like protein of this virus with PDB ID: 4QWO) were evaluated by the molecular 
docking method. The docking calculations were performed by using the software of AutoDock 4.2 [44] with AutoGrid 4. To obtain the 
biological results, the molecular docking simulation was run and the best position of the ligand related to the target protein with the 
lowest energy was selected. For both the 6LU7 and 4QWO structures, the heteroatoms and water molecules were removed using 
AutoDock tools and then the H atoms were automatically placed on the protein complexes. For the docking simulation of 6LU7 a grid 
box with 116 × 104 × 126 Å points and a grid-point spacing of 0.591 Å were used and in the case of 4QWO, a grid box of 120 × 114 ×
102 Å points with spacing of 0.375 Å was utilized. Moreover, the Discovery studio software [45] was employed to drawn the 2D ligand 
maps. 

3. Results and discussion 

3.1. Spectroscopic studies 

In the IR spectrum of complex 1, the N–H stretching frequency (3205 cm− 1) illustrates a blue shift relative to the free ligand (3178 
and 3148 cm− 1 [28]) which is attributed to the involvement of the N–H unit in a weaker N–H⋯Cl (3.270 (3) Å) hydrogen bond in the 
complex compared with the N–H⋯O (2.8030 (5) and 2.8015 (5) Å) hydrogen bond in the free ligand confirmed by the X-ray crys
tallography results [46]. The P═O stretching frequencies of the complex and free ligand also show a considerable change, where the 
P═O stretching mode occurs at a lower frequency of 1163 cm− 1 for the complex 1 related to the frequency of 1196 cm− 1 for the free 
ligand. In the case of 2, the most important stretching modes correspond to the P═O and P–N bonds found at 1244 and 957 cm− 1, 
respectively. 

In the 31P NMR spectra, the phosphorus signals appear at 10.30 and 7.51 ppm, for 1 and 2, respectively. The singlet 119Sn chemical 
shift of the complex 1 found at − 107.14 ppm is consistent with the shifts in similar six-coordinated tin complexes [6,47]. In the 1H 
NMR spectra of 1, the methyl protons of the (CH3)2SnCl2 segment appear as a singlet signal at 1.01 ppm with a observable pair of 
satellites which could be utilized to evaluate the 2J(119Sn,H) coupling constant as 54.5 Hz. Two multiplet signals at 3.00 and 3.46 ppm 
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are assigned to the CH2 protons of the morpholine rings. The aromatic protons of the 3-chloroaniline substituents appear as multiplet 
peaks in the range 6.84–7.22 ppm. A doublet signal (with 2J(P,H) = 9.7 Hz) at 7.45 ppm is corresponds to two N–H protons. In the 1H 
NMR spectra of 2, the methyl CH3 protons of the esteric ring appear as two singlet peaks at 0.88 and 1.26 ppm and the methyl CH3 
protons of the CH3–N are seen at 2.61 ppm as a doublet with a 3J(H,P) coupling constant of 9.7 Hz. The equatorial and axial protons of 
the CH2 groups of the esteric ring are characterized by a doublet of doublet peak at 3.83 ppm (with 2J(H,H) = 10.8 Hz and 3J(H,P) =
21.3 Hz) and a doublet peak at 4.26 ppm (2J(H,H) = 10.0 Hz), respectively, as such different splitting patterns for the related signals of 
Hequatorial and Haxial protons has been observed for the similar compounds [48]. The doublet signal at 4.39 ppm can be assigned to the 
CH2 protons of the benzyl substituent with the 3J(H,P) coupling constant of 10.9 Hz. The aromatic protons of the benzyl substituent 
give peaks in the range 7.26–7.34 ppm. 

For the 13C NMR spectra of 1, the methyl carbon atoms of Sn–CH3 show up as a singlet signal at 22.53 ppm. The CH2 carbon atoms 
of the morpholine rings are revealed as singlet and doublet (with 3J(P,C) = 5.7 Hz) signals at 44.33 and 66.45 ppm, respectively. Three 
singlet, two doublet (3J(P,C) = 6.8 and 6.6 Hz) and one multiplet signals in the range 116.0 − 144.2 ppm are attributed to the aromatic 
carbon atoms of the 3-chloroaniline substituents. In the case of 2, the signals related to the methyl CH3 carbon atoms of the esteric ring 
appear as two singlet at 20.31 and 21.93 ppm and the CH3–N carbon atom appears as a doublet at 31.45 ppm with 2J(C,P) = 4.9 Hz. 
The signal at 32.50 ppm as a doublet with 3J(C,P) = 5.1 Hz is related to the C(CH3)2 carbon atom of the esteric ring. The doublet signals 
at 52.08 ppm (3J(C,P) = 5.8 Hz) and 75.89 ppm (2J(C,P) = 5.6 Hz) are assigned to the CH2 carbon atoms of the benzyl group and of the 
esteric ring, respectively. The aromatic carbon atoms of the benzyl substituent are appeared as six singlet peaks at the range 122 to 137 
ppm. 

3.2. X-ray crystallography investigations 

The ORTEP-style presentations of the molecular structures of 1 and 2 are given in Figs. 1 and 2. Crystal data, data collection and 
structure refinement details are presented in Table 1. The selected bond lengths and angles are provided in Table S1. The hydrogen 
bond interactions geometries for both structures are summarized in Table 3. 

Both compounds 1 and 2 crystallize in the monoclinic space group P21/c. The asymmetric unit of the complex 1 is composed of one- 
half molecule, where SnIV is located on an inversion center. In the case of the compound 2, the asymmetric part consists of one whole 
molecule. A distorted tetrahedral environment of (O═)P[N]3 for 1 and of (O═)P[O]2[N] for 2 is observed for the phosphorous atom. 

In 1, the coordination geometry around the tin atom is a distorted octahedral with the two phosphoric triamide ligands in the trans 
position with respect to each other. Two chlorine atoms and two methyl groups separately are in a trans position (Fig. 1). The cyclo-six- 
membered rings of morpholine substituents accept a nearly-chair conformation with Cremer and Pople puckering parameters [49] Q 
= 0.559 (5) Å, θ = 3.0 (4)◦ and φ = 16 (10)◦ for the O15/C14/C13/N12/C17/C16 ring and Q = 0.574 (4) Å, θ = 176.6 (4)◦ and φ = 161 
(7)◦ for the O21/C20/C19/N18/C23/C22 ring. In the phosphoric triamide ligand, the sum of the surrounding angles at the secondary 
N8 atom of the 3-chloroaniline substituent (∠P–N–C + ∠C–N–H + ∠P–N–H) deviates slightly from zero (1.1◦) establishing a mainly sp2 

hybridization. For the tertiary N12 and N18 atoms of the morpholine substituents, the sum of ∠P–N–C + ∠P–N–C + ∠C–N–C angles are 
356.9 (2)◦ and 356.82 (19)◦, respectively, confirming a near sp2 character and an almost planar configuration of these N atoms. Such 

Fig. 1. ORTEP-style plot and atom-labeling scheme for the structure 1. Carbon atoms of rings have not been labeled for clarity. Displacement 
ellipsoids are drawn at the 50% probability level and H atoms are drawn as circles of arbitrary radii. 
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secondary and tertiary N atoms with a low Lewis-base character cannot be involved in any hydrogen bond interaction as an acceptor. 
The Sn–O, Sn–Cl and Sn–C bond lengths and the Sn–O–P bond angles (Table S1) are within the expected values [7,50]. 

For 2, the P═O, P–O and P–N bond lengths and O═P–N, O═P–O and O–P–N angles are similar to related compounds [27,51] 

Fig. 2. ORTEP-style plot and atom-labeling scheme for the structure 2. Displacement ellipsoids are drawn at the 50% probability level and H atoms 
are drawn as circles of arbitrary radii. 

Table 1 
Crystal data and structure refinement for the compounds 1 and 2.  

Compound 1 2 

Chemical formula C30H48Cl4N6O6P2Sn C13H20NO3P 
Mr (gr/mol) 455.60 269.28 
Temperature (K) Monoclinic, P21/c Monoclinic, P21/c 
Crystal system, Space group 293 293 
a, b, c (Å) 12.9538 (5), 8.3165 (3), 19.5975 (7) 13.9865 (3), 8.6469 (1), 

13.3191 (3) 
β (◦) 106.564 (4) 117.137 (2) 
V (Å3) 2023.63 (13) 1433.49 (5) 
Z 4 4 
Radiation type Mo Kα Cu Kα 
μ (mm− 1) 1.02 1.72 
F(000) 932 576 
Crystal size (mm) 0.16 × 0.14 × 0.03 0.18 × 0.17 × 0.16 
Crystal color/habit Colorless/Plate Colorless/Prism 
Diffractometer Oxford Diffraction SuperNova Oxford Diffraction SuperNova 
Theta range for data collection (◦) 2.168 to 33.032 2.12 to 28.84 
Absorption correction Multi-scan/CrysAlis PRO Multi-scan/CrysAlis PRO 
Tmin, Tmax 0.706, 1.000 0.878, 1.000 
No. of measured, independent and observed [I > 2.0σ(I)] 

reflections 
24796, 6879, 5378 16778, 2985, 2684 

Rint 0.031 0.029 
(sin θ/λ)max (Å− 1) 0.767 0.629 
R[F2 > 2σ(F2)], wR(F2), S 0.040, 0.145, 0.97 0.045, 0.134, 0.97 
No. of reflections 6878 2985 
No. of parameters 227 163 
No. of restraints 4 0 
H-atom treatment H atoms treated by a mixture of independent and constrained 

refinement 
H-atom parameters constrained 

Δρmax, Δρmin (e.Å− 3) 0.73, − 0.76 0.23, − 0.32  

Table 2 
Intermolecular interactions geometries (Å, ◦) for the compounds 1 and 2.  

D—H⋅⋅⋅A D—H H⋅⋅⋅A D⋅⋅⋅A D—H⋅⋅⋅A 

1 
N8–H8⋯Cl24i 0.83 (2) 2.44 (2) 3.270 (3) 173 (3) 
C20–H202 … πa ─ 3.108 ─ 163.90 
2 
C16–H161⋯O4i 0.925 2.675 3.564 (4) 161.3 
C10–H102⋯O4ii 0.958 2.631 3.585 (2) 173.3 
C18–H182 … πa ─ 3.574 ─ 137.0 

Symmetry transformations used to generate equivalent atoms for 1: (i) x, y – 1, z; for 2: (i) –x +1, y −
1
2
, –z +

1
2
; (ii) x, –y +

1
2
, z – 

1
2
. 

a For C–H … π interactions d(H … A) = H … Cg, where Cg = centroid of the phenyl ring. 
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(Table S1). The tertiary amine N5 of this compound has a sp2 hybridization and a planar configuration reflected in the sum of the 
surrounding angles (∠P–N–C + ∠P–N–C + ∠C–N–C) about 360◦ (360.0 (16)◦). Moreover, in this tertiary N atom, the C–N–C angle 
(115.96 (18)◦) is significantly smaller than the two related P–N–C angles (121.61 (15)◦ and 122.43 (15)◦) [52]. In this compound, the 
six-membered esteric ring of the [OCH2C(CH3)2CH2O]P(O) part illustrates a nearly-chair conformation with Cremer and Pople 
puckering parameters [49] Q = 0.5632 (15) Å, θ = 175.03 (14)◦ and φ = 323.2 (17)◦ for the P1/O2/C8/C7/C6/O3 ring. In this esteric 
ring, the P═O bond is located in a position intermediate between equatorial and axial (with angles OP––O–P− Oestric = 113.68 (7)◦ and 
114.39 (7)◦, OP––O–P–N = 115.15 (8)◦ and Oestric− P–N = 105.43 (9)◦ and 104.30 (8)◦). Such an intermediate position of the P═O bond 
has also been observed for similar amidophosphoric acid esters with a tertiary mine [27]. 

The molecular packing of the structure 1 consists of N–H⋯Cl hydrogen-type bonds (Table 2) displaying a 1D linear arrangement 
formed along the [010] direction building R2

2(12) motif rings (Fig. 3). Moreover, a comparison of the complex 1 with its free ligand 
[28] shows that in both structures the molecular assembly is as a linear arrangement formed by the N–H⋯O/Cl interactions, where the 
N–H⋯O═P hydrogen bonds in free ligand are replaced with N–H⋯Cl in the complex 1. Indeed, with the coordination of free ligand to 
tin metal and the involvement of the phosphoryl group in the Sn⋯O═P interaction in the complex, the chlorine atom of Sn(CH3)2Cl2 
segment in 1 instead of the favoured acceptor P═O unit in free ligand acts as a hydrogen bond acceptor. 

In the case of 2, the phosphoryl group in this structure acts as a strong hydrogen-bond acceptor, but strong classical hydrogen-bond 
donors are not available so that it interacts with the available weaker hydrogen-bonding donors which are part of the methyl 
(intermolecular) and methylene (intramolecular) groups or of the aromatic ring. Thus, the structure 2 can be brought up as a model of 
one-acceptor system to form normal hydrogen bond interaction, while the structure 1 is a one-acceptor-one-donor system, where one- 
acceptor and one-donor refer to the P═O and N─H groups, respectively. 

3.3. Hirshfeld surface (HS) analysis 

A Hirshfeld surface analysis is carried out in order to evaluate the intermolecular interactions presented within the crystal 
structures of the compounds 1 and 2. Figs. 4 and 5 show Hirshfeld surfaces mapped over the dnorm property and the shape index and the 
associated full 2D fingerprint (FP) plots. The decomposed FPs are shown in Figs. S8 and S9. Table 3 provides the intermolecular 

Table 3 
Various contacts with their percentage contributions (≥1) along with the surface contacts (SX), the random contacts (RXX/RXY) and the extracted 
enrichment ratios (EXX/EXY) for 1 and 2 have been tabulated.  

Contacts 1 2     SX H O C Cl 

H⋯H 55.7 67.9     1 76.20 6.60 4.45 10.45 
H⋯O/O⋯H 13.2 19.2     2 83.60 9.60 6.10 ─ 
H⋯C/C⋯H 7.9 12.2          
H⋯Cl/Cl⋯H 19.9 ─          
C⋯Cl/Cl⋯C 1.0 ─          
Atoms  H O C Cl   H O C Cl 
1 Rxx/Rxy     1 Exx/Exy     

H  58.06 10.06 6.78 15.93 H  0.96 1.31 1.17 1.25 
O  10.06 ─ ─  O  1.31 ─ ─ ─ 
C  6.78 ─  0.93 C  1.17 ─ ─ 1.07 
Cl  15.93 ─ 0.93  Cl  1.25 ─ 1.07 ─ 
2 Rxx/Rxy     2 Exx/Exy     

H  69.89 16.05 10.20 ─ H  0.97 1.20 1.20 ─ 
O  16.05 ─ ─ ─ O  1.20 ─ ─ ─ 
C  10.20 ─ ─ ─ C  1.20 ─ ─ ─  

Fig. 3. Partial view of the one-dimensional linear molecular assembly formed via N–H⋯Cl hydrogen bond interactions (black dash lines) along the b 
axis in the crystal structure of 1 building the R2

2(12) motif rings. H atoms not involved in hydrogen bond interactions have been omitted for clarity 
and the metal tin atoms along with the contact atoms Cl, N and H have been shown as “ball and stick”. 
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contacts contributions relative to the HS areas and the calculated enrichment ratios (E). 
For the compound 1, the chlorine atom of the Sn(CH3)2Cl2 segment and the hydrogen atom of the NH unit as the favorable acceptor 

and donor sites, respectively, involved in N–H⋯Cl hydrogen bond interaction (N8–H8⋯Cl24, Table 2) are identified as the obvious red 
spots on the dnorm HS. In the case of the compound 2, some little red areas are seen on the surface which are related to non-classical 
intermolecular C–H⋯O═P (C16–H161⋯O4 between the aromatic CH group with the phosphoryl group and C10–H102⋯O4 between 
the methyl CH3 group of the steric ring with the phosphoryl group, Table 2). Moreover, some π-effect interactions of type C–H … π 
(C20–H202 … π between the methylene CH2 group with the centroid of aromatic ring in 1 and C18–H182 … π between the methyl CH3 
group of the N–CH3 unit with the centroid of aromatic ring in 2, Table 2) are indicated as “red π-holes” pattern on the shape index 
surfaces (Figs. 4 and 5). 

Based on the information from the FPs, the H⋯H interactions can be calculated for both two structures to cover the largest region of 
the FPs concentrated around the diagonal plot: 55.7% for 1 and 67.9% for 2. Some of these H⋯H contacts with values di + de ≈ 2.4 Å 
for 1 and 2.2 Å for 2, i.e. less than 2 × the van der Waals radius of hydrogen atom appear on the diagonal plot. For 1, two sharp spikes 
on the FP with a lowest value of di + de ≈ 2.2 Å are seen for H⋯Cl/Cl⋯H contacts indicative of relatively strong hydrogen bond 
interactions N–H⋯Cl. Such contacts are at values less than the sum of the van der Waals radii of the chlorine and hydrogen atoms 
(≈2.85 Å). In the case of 2, no such sharp spikes are observed on the FP, but there are two very short spikes related to H⋯O/O⋯H 
contacts (19.2%) with a lowest value of di + de ≈ 2.5 Å which is close to the sum of the van der Waals radii of the oxygen and hydrogen 
atoms (≈2.6 Å). For 1, these H⋯O/O⋯H contacts (13.2%) cover the regions of the upper-left and down-right of the diagonal plot. 
Other considerable contacts are the H⋯C/C⋯H ones which contribute 7.9% and 12.2% of the total HS, respectively for 1 and 2. 
Furthermore, in 1, a characteristic feature on the FP is found corresponding to the Cl⋯C/C⋯Cl contacts comprising minor proportions 
1.0% of the HS. 

The results of the enrichment ratio calculations given in Table 3 show that H⋯Cl/Cl⋯H (for 1) and H⋯O/O⋯H (for 2) contacts 
covering the hydrogen bond interactions N–H⋯Cl and C–H⋯O═P, respectively, appearing as red spots on the HS and with enrichment 
ratios higher than unity are favoured. However, the enrichment ratio of the H⋯O/O⋯H contacts in 1 is calculated to be 1.31 and 
consequently is also favoured. The H⋯C/C⋯H contacts for both structures 1 and 2 and the C⋯Cl/Cl⋯C contacts for 1, with 
enrichment ratios higher than unity (Table 3) turn out to be favoured in the crystal packing of the studied compounds. The H⋯H 
contacts in the structures of both 1 and 2 have the highest contribution to the total HS and the values of the surface contact SH and the 

Fig. 4. Views of the Hirshfeld surface maps for the compound 1 calculated based on the dnorm (up), in two orientations, and shape index (down left) 
properties. The corresponding full fingerprint plot (down right) labeling features related to the main intermolecular contacts is shown at the right 
side of the figure. 
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random contact RHH but are impoverished (EHH < 1). 

3.4. Molecular docking study 

In the docking simulation process the inhibitory potential of the studied compounds against the target protein viruses is evaluated 
by selecting the best pose of the studied compound towards the receptor with the highest affinity among the different poses. Figs. 6 and 
7 display the results of the docking simulation on the compounds 1 and 2 against 6LU7 and 4QWO, respectively. 

In the case of the target protein 6LU7 of SARS-CoV-2, the best affinity scores calculated in AutoDock as a binding energy are − 6.05 
and − 6.29 kcal/mol for the compounds 1 and 2, respectively. The obtained energies are negative which may confirm the interaction of 
1 and 2 with 6LU7 as a destructive effect on the activity of this protein. On the other hand, a comparison of these energy values with 
those of the coronavirus drugs such as Remdesivir (− 7.2 kcal/mol), Chloroquine (− 5.4 kcal/mol) and Hydroxychloroquine (− 5.6 
kcal/mol) [53] reveals that the compounds 1 and 2 can be proposed as potential inhibitors of MPro of SARS-CoV-2. It can be interesting 
that based on the docking simulation on free ligand of the complex 1 against 6LU7 [28], the binding energy was calculated about 
− 6.12 kcal/mol. As it is seen, this value for free ligand is slightly higher compared to the calculated binding energy for 1. This outcome 
can be attributed to the presence of the uncoordinated P═O unit in free ligand that it as a favoured hydrogen bond acceptor unit can be 
interacted with different sections of a biological target, while in the complex 1, the P═O group is involved in interaction with the tin 
metal center as Sn⋯O═P. 

The conceivable interactions between the studied structures 1 and 2 and the biological target 6LU7 are shown in Fig. 6. The ar
omatic ring of the 3-chloroaniline substituent of the phosphoric triamide ligand in complex 1 interacts with the amino acid residues of 
MET49 and SER46, whereas, the aliphatic morpholine rings of the ligand interact with the ASN142 and GLN189. In the case of 2, the 
interactions are found between the aromatic ring of the N-methylbenzylamido substituent with the amino acid residues of MET49 and 
HIS41. Some interactions are present between the esteric ring P[OCH2C(CH3)2CH2O] with the HIS163 and CYS145 residues. Other 
considerable contacts are between GLN189 with the CH2 group of the benzylamid substituent and between the oxygen atom of the 
phosphoryl group with GLU166. 

Moreover, based on the obtained results of the conceivable interactions discussed above, the larger binding energy calculated for 
the amidophosphoric acid ester 2 compared with the organotin(IV)-phosphoric triamide complex 1 can be attributed to the 
involvement of the P═O group as a strong hydrogen bond acceptor unit in interaction with the amino acid residues for 2. Such in
teractions by helping the phosphoryl group are not possible for the complex 1, where the P═O group has been coordinated to the tin 
metal center as Sn⋯O═P. Furthermore, recently we have carried out the molecular docking study on the different families of phos
phoramides (phosphoric triamides [17,28], amidophosphoric acid esters [27] and some of phosphoric triamide Co2+ and Cu2+

complexes [19]) to evaluate their inhibitory activity against MPro of SARS-CoV-2. The results of these studies show the negative 
binding energies in the range − 4.7 to − 6.9 kcal/mol for the ligand–protein interactions suggested as anti-coronavirus. A comparison of 
the obtained docking data in here with the mentioned docking simulations illustrates the organotin(IV)-phosphoric triamide complex 

Fig. 5. Views of the Hirshfeld surface maps for the compound 2 calculated based on the dnorm (up), in two orientations, and shape index (down left) 
properties. The corresponding full fingerprint plot (down right) is shown at the right side of the figure. 
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(1) and the amidophosphoric acid ester (2) also show the negative binding energies in the quoted range; so such phosphoramide 
compounds can be suggested as suitable candidates to inhibit the coronavirus. 

In the case of the target protein 4QWO of Monkeypox, affinity score values of − 6.58 and − 6.53 kcal/mol are computed for the 
compounds 1 and 2, respectively. These negative values point to a possible disruption of the protein activity suggesting the compounds 
1 and 2 could be potential inhibitors of Monkeypox. However, the binding energy affinity scores between 4QWO and Monkeypox drugs 
such as Tecovirimat (− 9.6 kcal/mol for 4QWO) and Brincidofovir (− 9.8 kcal/mol) [54] are slightly more negative. 

As is seen in Fig. 7, the major interactions between the structure 1 and the biological target 4QWO are between the aromatic rings of 
1 with the amino acid residues of ARG122, ARG119 and GLU83. Other interactions are between the chlorine atom of the aromatic rings 

Fig. 6. Left: Visual description of the 3D compounds 1 (up) and 2 (down) in the best position relative to 6LU7 showing the highest negative binding 
affinity; Right: The 2D representation maps of 1 and 2 with amino acid sites inside of the active pocket of 6LU7. 

Fig. 7. Left: Visual description of the 3D compounds 1 (up) and 2 (down) in the best position relative to 4QWO showing the highest negative 
binding affinity; Right: The 2D representation maps of 1 and 2 with amino acid sites inside of the active pocket of 4QWO. 
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with the SER73, ALA81 and TYR188 and between the aliphatic morpholine rings with the ARG155. For 2, some interactions are 
present between the aromatic ring of the N-methylbenzylamido substituent with GLU3 and VAL128, and between the phosphoryl 
group with the ARG127. Moreover, the amino acid residues of HIS124 and LYS6 interact with the esteric ring P[OCH2C(CH3)2CH2O] of 
2. As it is seen, both compounds 1 and 2 bear the aromatic rings which play a significant role in interaction with the biological target. 
This structural similarity might justify the almost same binding energies in the case of the biological target 4QWO for 1 and 2. 

4. Conclusions 

The molecular and crystal structures of two new phosphoramide compounds, i.e. a novel organotin(IV)-phosphoramide complex 
(1) and a new amidophosphoric acid ester (2), were investigated by a structural and Hirshfeld surface analysis and by a molecular 
docking study. The X-ray crystallographic data elucidate that the tin(IV) center of the complex 1 is six-coordinate with a distorted 
octahedral geometry at a Sn(trans-Cl2)(trans-(CH3)2)(trans-(PO)2) environment (PO = phosphoric triamide ligand). The supramolec
ular assembly of 1 is a 1D linear arrangement along the b axis formed by N–H⋯Cl hydrogen bonds, whereas for 2, the crystal packing is 
devoid of any classical hydrogen bond interaction. The Hirshfeld surface analysis illustrates that the most favoured intermolecular 
interactions are of the type H⋯Cl/Cl⋯H (for 1) and H⋯O/O⋯H (for 1 and 2) covering the hydrogen bond interactions N–H⋯Cl and 
C–H⋯O═P, respectively. The inhibitory role of the compounds 1 and 2 on the SARS-CoV-2 (6LU7) and the Monkeypox (4QWO) 
proteins was evaluated by molecular docking simulation which suggests a suitable inhibitory potential, especially in the case of 6LU7 
with a binding energy score comparable with reported drugs against the coronavirus. 
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