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ABSTRACT

A series of 2-(2-arylidenehydrazinyl)-4,6-bis(substituted-phenoxy)-1,3,5-triazines (compounds 3a-o to 7a-o0) was synthesized and
evaluated for DNA-binding affinity using calf thymus DNA. Based on their DNA interaction profiles, the top three compounds
from each series were selected for in vitro anticancer screening against eight human cancer cell lines, encompassing both solid
tumors (glioblastoma, pancreatic adenocarcinoma, colorectal carcinoma, and lung carcinoma) and hematological malignancies
(acute lymphoblastic leukemia, acute myeloid leukemia, chronic myeloid leukemia, and non-Hodgkin lymphoma). Among the
tested compounds, 5i and 7b demonstrated the highest anticancer potency against pancreatic adenocarcinoma (Capan-1), with
ICs, values of 2.4 and 1.9 uM, respectively. Notably, compound 5i also exhibited strong cytotoxicity against colorectal carcinoma
(HCT-116), with an ICs, of 2.2 uM. Additional analogues namely 3i, 31, 6g, 61, and 7m displayed ICs, values ranging from 7.4 to
42.2 uM across the panel of cancer cell lines, highlighting the superior activity of 5i and 7b as promising antiproliferative agents.
Molecular docking studies revealed that compound 7b formed strong interactions with the prenyl-binding protein PDES, and
subsequent molecular dynamics simulations confirmed the stability of the 7b—PDES complex, supporting its potential as a targeted

anticancer agent.

1 | Introduction

1,3,5-Triazine derivatives have garnered considerable attention
from medicinal chemists due to their exceptional pharmacolog-
ical properties [1]. These compounds have shown a wide range
of applications and significant biological potential, including
antimicrobial [2, 3], anticancer [4-11], antiviral [12], antiplas-
modial, herbicidal [13], antimalarial [14], antifungal [15], anti-
inflammatory [16], antidiabetic [17], and cystic fibrosis transmem-
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brane conductance regulator (CFTR) modulatory effects [18].
Literature revealed that exchange of different functional groups
on 1,3,5-triazine nucleus displayed distinct effects on malignant
cell proliferation [19]. Several 2,4,6-trisubstituted 1,3,5-triazine
derivatives have demonstrated notable antitumor activities [20]
and have served as scaffolds for the development of various
clinically approved drugs and drug candidates. For instance,
tretamine (1, Figure 1) [21] is utilized in chemotherapy, while
hexamethylmelamine (altretamine (2, Figure 1); HMM) and its
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hydroxylated analogue are used in the treatment of epithelial
ovarian carcinoma [22]. A recently developed metformin deriva-
tive (3, Figure 1) has shown potential in inhibiting the growth
and metastasis of triple-negative breast cancer cells [23]. In
addition, gedatolisib (4, Figure 1) [24] and altretamine [25, 26]
are alkylating antineoplastic agents employed in the treatment of
breast and ovarian cancers, respectively.

Compounds containing an imine or azomethine (—C=N—)
functional group have been proven to be versatile
pharmacophores in the design and development of various
bioactive lead compounds [27]. Recently, a series of s-triazine-
hydroxybenzylidene hydrazone derivatives has been reported as
dual-effective inhibitors against both wild-type (WT) and mutant
epidermal growth factor receptor tyrosine kinase inhibitors
(EGFR TKIs) [28]. Al-Rasheed et al. [29, 30] explored a series
of s-triazine hydrazone analogues for in vitro anticancer
activity. Among these compounds, 4,4’-(6-(2-(pyridin-2-
ylmethylene)hydrazinyl)-1,3,5-triazine-2,4-diyl)Jdimorpholine
demonstrated notable anticancer efficacy, with half-maximal
inhibitory concentration (ICs,) values of 1.0 and 0.98 uM
against MCF-7 and HCT-116 cell lines, respectively. The study
also highlighted that the activity is significantly affected
by the nature of the substituents on both the s-triazine
and benzylidene moieties. Furthermore, Cetin et al. [31].
reported the synthesis of 1,2,4-triazine derivatives bearing
sulfonamide hybrids and evaluated their effects on AChE and
GST enzymes under both in silico and in vitro conditions.
Albericio et al. [32] recently introduced a novel series of s-
triazine Schiff base derivatives and reported their preliminary
antiproliferative activities. In addition, a series of s-triazine
hydrazone derivatives was evaluated for their potential as
selective dual inhibitors of PI3Ka and mTOR. Among these,
5-(4-(5-((4-(methylsulfonyl)piperazin-1-yl)methyl)thiophene-2-
yl)-6-morpholino-1,3,5-triazin-2-yl)pyrimidine-2-amine emerged
as a promising lead compound, exhibiting strong inhibitory
activity with ICs, values of 7.0 nM for PI3K« and 48 nM for mTOR.
Moreover, a new series of disulfide-1,2,4-triazine derivatives was
efficiently synthesized by Cetin et al. [33] and showed significant
inhibitory activity against both AChE and GST.

4. gedatolisib

Some biologically active substituted 1,3,5-triazine compounds.

Considering the diverse pharmacological properties of s-1,3,5-
triazine derivatives and analogues, and building on our previous
research on triazine analogues with anticancer activity [34], we
now present novel s-1,3,5-triazine hydrazone derivatives conju-
gated with 4,6-bis(substituted-phenoxy) groups, and evaluation of
their DNA-binding interactions and anticancer activity.

2 | Results and Discussion

2.1 | Chemistry

Synthesis  of  2-(2-arylidenehydrazinyl)-4,6-bis(substituted-
phenoxy)-1,3,5-triazines 3a-0 to 7a-o was achieved in a
multistep sequence using readily available starting materials
[35] (Scheme 1). In the first step, cyanuric chloride and five
differently substituted phenols were reacted to synthesize 2-
chloro-4,6-bis(substituted-phenoxy)-1,3,5-triazines la-e, which
were further treated with hydrazine monohydrate to obtain 2-
hydrazino-4,6-bis(substituted-phenoxy)-1,3,5-triazine derivatives
2a-e. Treatment of 2a-e with substituted benzaldehydes in the
presence of catalytic amounts of NaHSO;/glacial HOAc afforded
the target analogues 3a-o to 7a—-o. All of the newly synthesized
compounds were obtained in excellent yields and purities. The
characterization of the synthesized compounds was carried out
using spectral analysis.

The structures of compounds 3a-o to 7a-o were confirmed using
IR, NMR, and high-resolution mass spectrometry. Evidence of
successful synthesis was supported by IR spectra, which showed
characteristic absorption bands in the range of 3311-3223 cm™,
corresponding to the N—H stretching vibrations of the hydrazinyl
group. The absence of peaks corresponding to the primary amine
group further confirmed the formation of the hydrazone linkage.
The 'H NMR spectra were marked by the presence of imine
protons appearing as singlets in the range of § 12.17-8.56 ppm.
The formation of the azomethine linkage was further supported
by sharp singlets observed between & 8.32 and 7.71 ppm, corre-
sponding to the imine protons. In the *C NMR spectra, signals
observed in the range of § 147.2 to 141.1 ppm were assigned to
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SCHEME 1 | Synthesis of 2-(2-arylidenehydrazinyl)-4,6-diaryloxy-1,3,5-triazines (3a-o to 7a-0).

the azomethine carbons (C-7). Additional signals corresponding
to the newly introduced benzaldehyde ring appeared in the
aromatic region of the *C NMR spectra, ranging from & 161.2
to 108.6 ppm (Supporting Information). The other aromatic
and aliphatic carbon atoms were resonating in the expected
region (cf. Section 5). The high-resolution mass spectra (HRMS)
(ESI) spectra confirmed the molecular mass of the synthesized
compounds.

2.2 | DNA-Binding Studies

Agents that induce DNA damage led to changes in the funda-
mental structure of DNA, that is why they have been widely used
in cancer chemotherapy. Even today, cancer treatment remains
heavily dependent on chemotherapeutic drugs. Focusing on DNA
as a central target for antineoplastic therapies has led to the
development of several new anticancer drugs, including cisplatin,
carboplatin, 5-fluorouracil, oxaliplatin, picoplatin, doxorubicin,
and daunorubicin [36]. However, the enhanced DNA repair
capacity in tumor cells often leads to the failure of many of
these drugs [37, 38]. Consequently, identifying new molecules
as therapeutic targets, understanding the signaling pathways

associated with DNA damage, and gaining insight into DNA-drug
interactions are essential for comprehending their mechanisms
of action [39]. UV-visible absorption spectroscopy is the most
widely used techniques for studying DNA stability and the
interactions between DNA and drug molecules. While other
methods are also employed, UV-visible spectroscopy remains
the preferred choice for such studies [40]. By maintaining a
constant DNA concentration and varying the drug dilution, or
vice versa, shifts in UV absorption can be measured. Interactions
between DNA and drug molecules often lead to spectral changes,
such as hyperchromism, hypochromism, bathochromic shifts,
or hypsochromic shifts in the DNA absorption spectrum. These
changes are analyzed to determine the binding affinity between
the DNA duplex and the ligand molecules, offering valuable
insights into the nature and strength of their interactions [41].

All the synthesized compounds, 3a-o to 7a—o, were evaluated for
their DNA-binding potential using UV-visible spectroscopy. The
interaction was studied by observing shifts in the UV absorption
of calf thymus DNA (ct-DNA) while keeping the drug concen-
tration constant and varying the ct-DNA dilutions. A notable
increase in absorption maxima, accompanied by a minimal
bathochromic (red) shift, was observed for derivatives 3a-o0 and

30f23



their DNA adducts. This phenomenon may be attributed to
DNA denaturation upon interaction with the test compounds.
All compounds in the 3a-o series exhibited hyperchromism,
indicating electrostatic interactions between the test compounds
and the DNA nucleotides. The electrostatic interaction mecha-
nism, resulting from the binding of the compounds to the DNA
phosphate groups, is well-supported by prior research [42]. In
addition, the observed uncoiling of DNA and the increase in
absorbance maxima in the presence of free bases are consistent
with findings previously reported in the literature [43].

Among the derivatives 4a-0, compound 40, which contains a 4-
pyridyl group and methoxy-substituted bisphenols, showed the
strongest interactions with DNA, with its absorption maxima
more than doubling. Similarly, compounds 4c and 41 showed
relatively stronger interactions with DNA. The pronounced
hyperchromism observed may be attributed to 7-7 stacking
interactions between the aromatic and heteroaromatic rings.
A significant increase in absorption maxima was observed for
the DNA complexes of compounds 5a-o, likely due to DNA
denaturation upon interaction with the test compounds. Among
these, derivatives 5e, 5i, and 5j demonstrated the most pro-
nounced DNA interactions. In addition, all compounds in the
6a-o series exhibited a hyperchromic effect, with some showing
a slight bathochromic shift of 3-5 nm. Among these, compounds
6c and 6g displayed the strongest DNA-binding affinity, as
evidenced by notable increases in their absorption maxima.
Similarly, within the 7a-o series, compound 7b exhibited a strong
interaction with DNA, characterized by a decrease in absorption
maxima, a bathochromic shift, and the emergence of new spectral
peaks, all indicative of robust binding. DNA denaturation is
suggested to occur through a combination of electrostatic binding
and intercalation. Furthermore, compounds 7i, 7j, 7m, and 70
demonstrated significant DNA-binding interactions, as indicated
by hyperchromism and a slight bathochromic shift of 3-5 nm.
The binding constants for most of the compounds were similar
to those of commercially available intercalators and electrostatic
or groove binders. High Gibbs free energy values suggested
that the interactions between the compounds and DNA were
spontaneous, resulting in the formation of stable complexes.
These interactions were analyzed using UV-visible absorption
spectra, with binding constants graphically interpreted (Figure 2).
Compounds 3i, 31, 3n, 4c, 41, 40, 5e, 5i, 5j, 6¢, 68, 61, 7b, 7m, and
70, which showed relatively stronger DNA-binding interactions,
were selected for further evaluation of in vitro anticancer activity
against a panel of eight human cancer cell lines, representing both
solid and hematological tumors, using MTS assay [44].

2.3 | InVitro Anticancer Assay

The cytotoxic potential of selected newly synthesized compounds
was assessed in vitro against a panel of human tumor cell
lines using MTS assay [44]. The panel included Capan-1 (pan-
creatic adenocarcinoma), HCT-116 (colorectal carcinoma), LN-
229 (glioblastoma), NCI-H460 (lung carcinoma), DND-41 (acute
lymphoblastic leukemia), HL-60 (acute myeloid leukemia), K-
562 (chronic myeloid leukemia), and Z-138 (non-Hodgkin lym-
phoma). Etoposide (ETP) was used as the reference drug. The
results, presented in Table 1, demonstrated that compounds
with a 1,3,5-triazine scaffold substituted with bis-arylether moi-

eties exhibited notable cytotoxic activity. Compounds 5i and
7b exhibited significant cytotoxic activity against pancreatic
adenocarcinoma cell line Capan-1 with ICs, values of 2.4 and
1.9 uM, respectively. In contrast, the analogues 3i, 31, 6g, 61, and
7m showed IC;, values ranging from 7.4 to 42.2 uM across the
entire panel of cell lines, while other compounds displayed ICs,
values of > 100 uM. In addition, compound 5i demonstrated ICs,
values ranging from 2.2 to 22.7 uM across the other cell lines.
However, all compounds displayed ICs, values ranging from 5.2 to
80.5 uM against LN229 cell line, except the analogues 41, 40, and
70 which have ICs, values of > 100 uM. Furthermore, compound
7b had noteworthy antiproliferative activity with ICy, values of
10.4,14.5, 7.1, and 10.2 pM against HCT-116, DND-41, HL-60, and
Z-138 cell lines, respectively.

In their SAR study, Guenin et al. [45]. have reported that halogen
substituents and their positions on the phenyl group play a critical
role in influencing the inhibition of tumor cell proliferation in
vitro. They found that the presence of a para-bromo substituent
on the phenyl ring significantly enhances the anticancer activity
of 1-hydroxymethylene-1,1-bisphosphonic acids (HMBP). Our
current findings, along with our previous results [34], align with
the results of Guenin et al. Compounds 7b featuring a para-
bromo substituent on the phenyl ring, demonstrated superior
antiproliferative activity (ICs, = 1.9 uM) compared to other groups
(OMe, Me, Cl). The observations suggest that the inhibitory
potential of triazine analogues is significantly influenced by the
substitution patterns on the diphenoxy rings attached to the C-
3 and C-4 positions of 1,2,3-triazine backbone, as well as by the
substituents on the phenyl ring of the imine group at C-2 position.
These findings underscore the importance of synthesizing various
substituted 1,3,5-triazine derivatives to enhance antiproliferative
activity against diverse cancer cell lines. Consequently, triazine
hybrids represent promising scaffolds for the development of
novel anticancer therapies. Recently, Dong et al. [46]. provided
an extensive review of the anticancer activity of 1,2,3-, 1,2,4-
, and 1,3,5-triazine hybrids, detailing their structure-activity
relationships and mechanisms of action from 2017 to the present.

3 | Molecular Docking Study

Molecular docking study is a computational technique that pre-
dicts the binding affinity of ligands to receptor proteins. Although
it has potential uses in nutraceutical research, it has developed
into a formidable tool for drug development [47]. In this study,
the AutoDock4 [48] was employed for docking calculations, and
the obtained docking results were visualized and analyzed using
MGLTools. The receptor molecule was prepared by elimination
of water molecules from their structures and then subjected to
correction and three-dimensional (3D) protonation refinement.

The KRAS oncogene product is widely recognized as a critical
target in anticancer drug development [49]. Zimmermann
et al. [50] emphasized the significance of proper localization
and signaling of farnesylated KRAS, a process regulated by
the prenyl-binding protein phosphodiesterase delta (PDEJ).
This interaction plays a crucial role in maintaining the spatial
organization of KRAS by promoting its cytoplasmic diffusion.
Mutations in the KRAS gene are a major driver of pancreatic
cancer progression. The study emphasized that small molecules
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disrupting the KRAS-PDES interaction offer a novel approach
to interfere with KRAS localization and downstream signaling,
presenting a promising avenue for developing new anticancer
therapies. Furthermore, Luo [51] reviewed the functional
implications of mutant KRAS in pancreatic cancer and discussed
emerging therapeutic strategies targeting this oncogenic
pathway. Collectively, these findings underscore the KRAS-
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PDES interaction as an attractive target for inhibiting the
oncogenic activity of mutant KRAS, potentially guiding future
drug discovery efforts focused on RAS-driven cancers.

To identify a potential anticancer lead compound, we selected
compound 7b for molecular docking studies, as it exhibited the
lowest ICy, value among the 1,3,5-triazine derivatives. Docking
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TABLE 1 | Invitro anticancer activity against a broad panel of cancer cell lines.

ICso (M)

Cell lines
Comp. Capan-1 HCT-116 LN-229 NCI-H460 DND-41 HL-60 K-562 Z-138
3i 7.4 421 39.00 14.0 14.4 10.4 17.2 9.5
31 42.2 > 100 25.4 > 100 > 100 > 100 93.3 > 100
3n > 100 > 100 9.5 > 100 > 100 > 100 > 100 > 100
4c > 100 > 100 80.5 > 100 > 100 > 100 > 100 > 100
41 > 100 > 100 > 100 > 100 > 100 > 100 > 100 > 100
40 > 100 > 100 > 100 > 100 > 100 > 100 > 100 > 100
5c > 100 > 100 14.9 > 100 > 100 11.9 > 100 > 100
5i 2.4 2.2 9.6 10.7 8.5 11.8 8.5 22.7
6¢c > 100 > 100 41.1 > 100 > 100 > 100 > 100 > 100
6g 19.4 45.4 8.2 14.2 43.6 53.6 7.4 26.9
61 33.4 54.6 52 38.4 13.5 15.9 28.5 11.4
7b 1.9 10.4 13.1 > 100 14.5 7.1 > 100 10.2
7m 8.5 > 100 21.7 > 100 42.9 17.8 38.9 13.4
70 > 100 > 100 > 100 > 100 > 100 > 100 > 100 > 100
ETP 0.45 1.02 2.40 3.65 2.80 0.40 1.44 0.60

Abbreviation: ETP, etoposide.

was performed using AutoDock4 with the 3D crystal structures of
the PDES prenyl-binding pocket in pancreatic ductal adenocarci-
noma (PDB IDs: 5X74, 4JV6, and 5E80) [52]. Compound 7b was
assessed based on the binding energies of its top conformations,
yielding scores of —10.2, —9.5, and —11.7 kcal/mol, respectively.
These results suggest a strong and selective affinity of compound
7b for the active sites of the targeted protein structures.

Figure 3A shows the docking results, depicting the precise
orientation of compound 7b within the binding site of the cell
cycle-related protein PDES (PDB: 4X74). The analysis revealed
two hydrogen bonds: one between the N-5 atom of the triazine
core and Arg6l (2.228 A), and another between the N-1 atom of
the same ring and GIn78 (2.210 A). In addition, several nonbonded
residues: Trp90, Phe91, 1le109, Glu89, Leul47, Alalll, and Prol13
were located near compound 7b, indicating potential stabilizing
interactions within the binding pocket.

Figure 3B presents the docking analysis of compound 7b with
the protein PDES (PDB: 5JVB), revealing a hydrogen bond
(1.667 A) between the N-5 atom of the triazine core and Argél. In
addition, several nonbonded amino acid residues: Trp90, Leu22,
Ile129, Met20, Leu38, Ile109, Ile53, Tryl49, Leu54, and Glu88
were observed surrounding the compound, suggesting possible
stabilizing interactions within the binding pocket.

Figure 3C illustrates that compound 7b is well-positioned within
the active site of the PDES protein. A hydrogen bond was
observed between the N-5 atom of the triazine core and Arg6l
(2.228 A). In addition, several nonbonded amino acid residues:
Trp90, Leul23, Tyrl49, Leu54, Ile53, Alalll, Val59, Met20, Ile129,
Vall45, and Leu38 were found surrounding compound 7b,

indicating potential stabilizing interactions within the binding
pocket.

In summary, our structure-based optimization led to the identifi-
cation of compound 7b as a potent inhibitor of the KRAS-PDES
interaction. Compound 7b selectively targets the prenyl-binding
pocket of PDES with micromolar affinity, primarily through a
key interaction with Arg6l. As a result, it effectively disrupts
oncogenic RAS signaling and inhibits the in vitro proliferation of
Capan-1 human pancreatic ductal adenocarcinoma cells, which
are dependent on mutant KRAS. These results underscore the
potential of 7b as a lead compound and may inspire further
drug discovery efforts aimed at targeting oncogenic RAS. Table 2
summarizes the binding energies, inhibition constants (X;), and
hydrogen bonding interactions (H.B.) of the triazine analogue 7b
with PDES.

4 | Molecular Dynamics Simulation

4.1 | Root Mean Squared Deviation

Molecular dynamics (MD) is a computer simulation technique
used to study the behavior of biological molecules, such as
proteins and nucleic acids, by visualizing the motion of atoms
and molecules over time, enabling a deeper understanding of
ligand—protein interactions and stability.

Compound 7b exhibited high docking scores and maintained
a stable conformation within the binding pocket, consistently
remaining at a fixed distance from the protein’s center of mass
throughout the simulation, as confirmed by the production run
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TABLE 2 | Energiesand inhibition constants (K;) of the binding of the triazine analogue 7b with protein PDES, hydrogen bonding (H.B.) and their
lengths in A.
Binding energy Intramolecular Internal Torsional Unbound
Protein (kcal/mol) K; (nM) energy energy energy extended energy H.B.
5X74 -10.15 36.4 —11.33 -1.81 2.39 —-0.61 N-5:Arg61 (2.228)
N-1:GIn78 (2.210)
4JVe6 —9.48 111.86 —10.66 -1.82 2.039 —0.61 N-1:Arg6l (1.667)
5E80 —11.69 2.72 —12.92 —1.76 2.39 —0.61 N-3:Arg61 (2.077)
C B ig) fit on Prot L) fit on Prot
]
E " | y '\l {.l *'“Wﬂ’ w"r“"l “}IWM | |" J ng g c
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FIGURE 4 | RMSD Plot for compound 7b with pdb structures (A) 5X74, (B) 4jvb, and (C) 580.

analyses. Therefore, we selected complex 7b for an in-depth
MD analysis with the retinal rod rhodopsin-sensitive cGMP
3',5'-cyclic PDES receptor, focusing on the 5X74, 4jvb, and 5e80
crystal structures. This calculation identified the number of active
interactions between inhibitor 7b and the residues within the
active sites of the enzymes under study.

The average root mean squared deviation (RMSD) values for the
7b_5X74, 7b_4jvb, and 7b_5e80 complexes were calculated to
be 1.77, 1.89, and 1.36 A, respectively. For the 7b_5X74 complex,
the average and maximum RMSDs were 1.8 and 2.3 A, which
were higher than those of the 7b_4jvb complex (1.6 and 2.1 A,
respectively) as shown in Figure 4. Notably, the 7b_5e80 complex
exhibited relatively lower RMSD fluctuations compared to the
other two complexes, indicating greater structural stability. Fur-
thermore, the ligand RMSD for the 7b_5e80 complex was found to

be 0.9 A, suggesting a more stable interaction between compound
7b and the PDES protein (PDB: 5e80) during the simulation. This
stability correlates well with the low-binding energy observed
in the docking studies, supporting the high-binding affinity of
compound 7b for the 5e80 target.

4.2 | Root Mean Square Fluctuation

Root mean square fluctuation (RMSF) is utilized to measure
the fluctuation of individual amino acid residues during the
complexation with compound 7b. High RMSF values reflect the
flexibility of amino acids, while low RMSF values signify the
stability of specific amino acid regions in the PDEJ receptors.
For the 7b_5X74, 7b_4jvb, and 7b_5e80 complexes, the highest
RMSF values were observed in the loop amino acid residues
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FIGURE 5 | Protein RMSF profiles of the compounds and B-factor of residues: (A) 7b_5X74, (B) 7b_4jvb, and (C) 7b_5e80 in the phosphodiesterase

delta PDES active sites during 100 nm MD simulation.

Alalll-Metl118 and found to be 3.6, 3.2, and 1.8 A, respectively,
as depicted in Figure 5. Overall, the fluctuation profiles of the
three complexes are predominantly observed in the loop regions
of the PDES receptors. This observation aligns with previous MD
simulations of the PDES receptor, which also reported significant
fluctuations in these same loop regions [53].

4.3 | Protein-Ligand Interactions

Throughout the simulation period, the interactions between
compound 7b and the three PDES receptors were continuously
monitored. These interactions are classified into four categories:
hydrogen bonds, ionic interactions, hydrophobic contacts, and
water bridges and are presented in Figure 6A,B.

In drug design, hydrogen bonds play a crucial role in ligand
binding and significantly influence drug selectivity, metabolism,
and absorption. The current in silico study demonstrated that
the Hesp docking conformation is capable of forming a hydrogen
bond and adopting a favorable orientation with the binding
pocket residues involved in ligand interactions. In the 7b_5X74
complex, hydrogen bonds were observed between the protein and
ligand, specifically between GIn78 and the N-1 atom, and Arg6l
and the N-3 atom of the triazine backbone, with occupancies of up
to 88% and 63%, respectively. Notably, a persistent hydrogen bond
was formed between Arg6l and the N-3 atom that maintained
100% of the time during complexation with the PDEJ receptor.
In addition, compound 7b formed a hydrogen bond with the
amino acid Arg6l through the N-1 atom of the triazine moiety
for up to 99% of the simulation time within the 5e80 active site
(Figure 6C). This finding aligns with our docking studies, which
highlighted the importance of the Arg6l residue in hydrogen

bond formation, and is also consistent with a previous simulation
study involving PDES receptors [54]. In addition, hydrophobic
contact points involving amino acid residues such as Vall59,
Val80, Trp90, I1e129, Alalll, and Leul47 were observed to interact
with the aromatic or aliphatic groups of the ligand, as shown
in Figure 6A-C. These nonpolar interactions play a critical
role in maintaining the stability of the complex throughout
the simulation. Overall, the consistent hydrophobic interactions
observed for compound 7b particularly in the 5e80 system suggest
that hydrophobic forces are the primary contributors to the
stabilization of receptor-inhibitor complexes. Moreover, water
bridges represent hydrogen-bonded interactions between the
protein and ligand 7b, mediated by a water molecule.

4.4 | Ligand 7b Torsion Profile

The ligand torsion histograms for the 7b complex (PDB: 5e80)
depict the structural evolution of each rotatable bond (RB)
throughout the simulation (0.00-100.5 ns), as illustrated in
Figure 7A,B. The 2D structure of ligand 7b_5e80, with color-
coded RBs, is shown alongside corresponding radial (dial) and
bar plots of torsion angles in Figure 7A. The radial plots capture
the distribution of torsional conformations across the simulation
timeline. Ligand 7b_5e80 displayed notable flexibility within
the allosteric site, particularly in the —OH side groups, which
underwent significant torsional rotations. These observations
provide insights into conformational strain contributing to the
stabilization of the ligand’s bound state (Figure 7B). In addition,
the ligand exhibits fluctuations in its properties during the initial
and intermediate stages of the simulation but gradually stabilizes,
returning to equilibrium over the course of 100 ns, indicating its
stability within the protein’s active site.
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Analysis of the molecular interactions and contact types between compound 7b and its target receptors following MD simulations:

(A) Interaction type chart and detailed 2D schematic representation with the 5X74 receptor. (B) Interaction type chart and detailed 2D schematic

representation with the 4jvb receptor. (C) Interaction type chart and detailed 2D schematic representation with the 5e80 receptor.

5 | Experimental

5.1 | Materials

Cyanuric chloride was purchased from Sigma-Aldrich
(Switzerland). Phenol, cinnamaldehyde, 4-chlorophenol,

4-methoxyphenol, and 4-bromophenol were procured
from Merck (Darmstadt, Germany). Anhydrous potassium
carbonate was the product of Unichem (Mumbai, India).
Hydrazine monohydrate (98%), benzophenone, and p-

cresol were purchased from Fluka (Steinhein, Germany),
whereas  3-nitrobenzaldehyde and  4-nitrobenzaldehyde
were the products of Richest group Ltd. (Shanghai, China).
Benzaldehyde, tetrahydrofuran, 2-hyroxybenzaldehyde,
3-hydroxybenzaldehyde, 4-hyroxybenzaldehyde, 4-(N,N-
dimethylamino)benzaldehyde, pyridine-3-carboxaldehyhde, and
pyridine-4-carboxaldehyde were purchased from Sigma-Aldrich
(St. Louis, MO, USA). Vanillin, p-tolualdehyde, p-anisaldehyde
3-chlorobenzaldehyde, and 4-chlorobenzaldehyde were supplied
by Aldrich (Steinhein, Germany). Absolute ethanol, chloroform,
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FIGURE 7 | Ligand torsion profile of the 7b complex (PDB: 5e80): (A) torsion and flexibility and (B) ligand torsion angles.

and 1,4-dioxane were purchased from E. Merck (Darmstadt,
Germany), while n-hexane, acetone, methanol, and ethyl acetate
were obtained from commercial sources and distilled before use.

5.2 | General Experimental Methods

Melting points were determined using a Stuart SMP3 melting
point apparatus and are uncorrected. NMR spectra were recorded
on a Bruker Avance 300 MHz spectrometer (Bruker, Switzerland)
at 300 MHz (*H) and 75 MHz (3C), are reported on the § scale
in ppm. IR spectra were obtained on a Thermo Scientific Nicolet
6700 FTIR spectrophotometer using the ATR mode. UV/Vis
spectra were measured on a UV-Genesys 30 spectrophotometer
(Thermo Fischer Scientific Inc.). HRMS were acquired on a
quadrupole time-of-flight (QTOF) mass spectrometer (Agilent
Technologies). Reactions were monitored using thin-layer chro-
matography (TLC) on silica gel plates 60 F,s, coated on aluminum
sheets (Merck, Germany). Chromatograms were visualized under
UV light (254-366 nm) and iodine, with CHCl;:MeOH (9:1) as a
solvent.

5.2.1 | General Procedure for the Synthesis of
1,3,5-Triazine-Hydrazone Derivatives 2a-e

2-Hydrazino-4,6-disubstituted-1,3,5-triazine  derivatives 2a-e
were synthesized first following the synthetic strategy and
methods reported by Barakat et al. [28].

5.2.2 | General Procedure for the Synthesis of
2-(2-(Arylbenzylidenehydrazinyl)-4,6-(Substituted-
Diphenoxy)-1,3,5-Triazines 3a—o to

7a-0

The respective 2a-e (0.01 mol) was added to dry EtOH (20 mL)
and the mixture stirred for 15 min at room temperature, followed
by the addition of substituted benzaldehyde (0.012 mol) and
catalytic amounts of NaHSO;. The reaction mixture was heated
under reflux for 6-12 h, a solid product separated in the reaction

mixture. On the completion of reaction as indicated by TLC,
the reaction mixture was filtered, washed with cold EtOH, and
recrystallized from MeCN-EtOH to afford the pure product.

5.2.21 | 2-(2-Benzylidenehydrazinyl)-4,6-Diphenoxy-
1,3,5-Triazine (3a). Yield: 87%; mp: 230°C-232°C [Lit.
230°C-231°C] [36]; R: 0.71. IR (ATR, o): 3234 (NH), 3055
(Copr—Hireren)s 1612 (C=N), 1568, 1491 (2 x C=C), 1368, 1201
(2 X C—Oyeren.) cm ™. "H NMR (300 MHz, DMSO-d;): §11.83 (1H,
s, NH), 8.17 (1H, s, H—C=N), 7.64-7.62 (2H, m, ArH), 7.48-7.41
(7H, m, ArH), 7.29-7.23 (6H, m, ArH). 3C NMR (75 MHz,
DMSO-d,): § 172.8, 172.0, 166.9 (3 X C-triazine), 146.3 (H—C=N),
152.2,134.7, 130.3, 130.0, 129.8, 129.2, 127.3,126.1, 126.0, 122.2, 122.1
(11 x ArC). HRMS (ESI): m/z calcd for C,,H;;N;O,+ H*: 384.1460
[M + H]*; found: 384.1451.

5.2.2.2 | 2-(2-(2-Hydroxybenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3b). Yield: 90%; mp: 224°C-226°C;
R;: 0.55. IR (ATR, 0): 3350-2900 (br., OH), 3223 (NH), 3008
(Cor—Hareren)s 1619 (C=N), 1565, 1488 (2 x C=C), 1368, 1194
(2 X C—=Oyeqen ) cm ", "H NMR (300 MHz, DMSO-d,) § 12.10 (1H,
s, NH), 10.93 (1H, s, OH), 8.33 (1H, s, H—C=N), 7.48-7.40 (5H, m,
ArH), 7.29-7.24 (7H, m, ArH), 6.90-6.58 (2H, m, ArH). 3C NMR
(75 MHz, DMSO-d,) & 172.7, 172.1, 166.5 (3 X C-triazine), 147.1
(H—C=N), 157.7, 152.2, 152.1, 131.6, 130.1, 129.9, 126.1, 122.1, 119.7,
118.9, 116.9 (11 x ArC). HRMS (ESI): m/z calcd for C,,H,;N;O5+
H*: 400.1410 [M + H]*; found: 400.1402.

5.2.23 | 2-(2-(3-Hydroxyebnzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3c). Yield: 89%; mp: 258°C-260°C;
Ry 0.50. IR (ATR, 9): 3400-3000 (br., OH), 3232 (NH), 3062
(Copr—Hyreren)s 1612 (C=N), 1571, 1544 (2 x C=C), 1368, 1191
(2 X C—Oyreen ) cm ™. 'H NMR (300 MHz, DMSO-d,)) 5 11.79 (1H,
s, NH), 9.63 (1H, s, OH) 7.44 (1H, s, H—C=N), 7.44-7.42 (4H, m,
ArH), 7.27-7.14 (8H, m, ArH), 7.00 (1H, d, J = 6.6 Hz, ArH), 6.80
(1H, d, J = 6.6 Hz, ArH). ®C NMR (75 MHz, DMSO-d,) & 172.8,
171.9, 166.9 (3 x C-triazine), 146.5 (H—C=N), 158.1, 152.2, 135.9,
130.3,130.0, 129.8, 126.1, 122.2, 119.0, 117.7, 112.9 (11 X ArC). HRMS
(ESI): m/z calcd for C,,H;;N;O5+ H*: 400.1410 [M + H]*; found:
400.1495.
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5.2.24 | 2-(2-(4-Hydroxybenzylidene)hydrazinyl)-4,6-
diphenoxy-1,3,5-triazine (3d). Yield: 80%; mp: 160°C-162°C;
Ry 0.49. IR (ATR, ): 3500-3000 (br., OH), 3235 (NH), 3060
(Copr—Hgpreren)» 1598 (C=N), 1571, 1491 (2 x C=C), 1369, 1212
(2 X C—Oyyperen) cm~'. "H NMR (300 MHz, DMSO-d, ): §11.64 (1H,
s, NH), 9.92 (1H, s, OH), 8.07 (1H, s, H—C=N), 7.47-7.39 (6H, m,
ArH), 7.30-7.21 (6H, m, ArH), 6.79 (2H, d, J = 8.7 Hz, ArH); 3C
NMR (75 MHz, DMSO-d,): § 172.7, 171.9, 166.6 (3 x C-triazine),
146.7 (H—C=N), 159.7, 152.2, 130.0, 129.8, 129.1, 126.1, 126.0,
125.7, 122.3, 122.2, 116.1 (11 x ArC). HRMS (ESI): m/z calcd for
C,,H,,N;0,+ H*: 400.1410 [M + H]*; found: 400.1401.

5.2.2.5 | 2-(2-(4-Methoxybenzylidene)hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3e). Yield: 91%; mp: 209°C-212°C;
Ry 0.76. IR (ATR, 0): 3241 (NH), 3055 (Cyp—Hiperen), 2842
(Cops—Hypreren-), 1610 (C=N), 1572, 1492 (2 x C=C), 1374, 1211
(2 X C—Oyreren) cm™. "TH NMR (300 MHz, DMSO-d,): §11.70 (1H,
s, NH), 8.11 (1H, s, H—C=N), 7.56 (2H, d, J = 8.7 Hz, ArH), 7.44—
7.39 (4H, m, ArH), 7.29-7.22 (6H, m, ArH), 6.97 (2H, d, J = 8.7 Hz,
ArH), 3.79 (3H, s, OCH,). 3C NMR (75 MHz, DMSO-d,): 5 172.7,
171.9, 166.7, 161.1 (3 x C-triazine), 146.3 (H—C=N), 152.2, 130.0,
129.8,128.9,127.2,126.1,126.0, 122.2,122.1, 114.7 (10 X ArC). HRMS
(ESI): m/z calcd for C,;H,,)N;O;+ Na*: 436.1386 [M + Nal*;
found: 436.1373.

5.2.2.6 | 2-(2-(4-Methylbenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3f). Yield: 85%; mp: 208°C-211°C;
Rg: 0.77. IR (ATR, 0): 3239 (NH), 3057 (Cy—Hyperen)s 2910
(Cops—Hyen)s 1614 (C=N), 1573, 1492 (2 x C=C), 1372, 1215
(2 X C—O,e1) cm L. 'H NMR (300 MHz, CDCL,): 6 8.92 (1H, s,
NH), 7.88 (1H, s, H—C=N), 7.58 (2H, d, J = 8.1 Hz, ArH) 7.41-7.36
(4H, m, ArH), 7.28-7.13 (9H, m, ArH), 2.38 (3H, s, CH,). °C
NMR (75 MHz, CDCL,): 6 173.0, 171.9, 166.5 (3 x C-triazine), 146.5
(H—C=N), 151.8, 140.8, 130.6, 130.1, 129.8, 129.3, 127.6, 125.7, 121.6
(9 x ArC) 21.5 (CH;). HRMS (ESI): m/z calcd for C,3H;oNsO,+
Nat:420.1436 [M + Na]*; found: 420.1411.

5.2.2.7 | 2-(2-(4-N,N-Dimethylaminobenzylidene)
Hydrazinyl)-4,6-Diphenoxy-1,3,5-Triazin (3g). Yield: 95%;
mp: 233°C-234°C; Ry 0.77. IR (ATR, 0): 3240 (NH), 3137
(Copr—Hyren)s 1600 (C=N), 1570, 1487 (2 x C=C), 1367, 1178
(2 X C—Oyyen) cm. '"H NMR (300 MHz, DMSO-d,): & 11.55
(1H, s, NH), 8.04 (1H, s, H—C=N), 7.47-7.39 (6H, m, ArH),
7.30-7.21 (6H, m, ArH), 6.71 (2H, d, J = 8.7 Hz, ArH), 2.96 (6H,
s, 2 x CH,). 3C NMR (75 MHz, DMSO-d,): § 172.7, 171.8, 166.4
(3 X C-triazine), 147.3 (H—C=N), 152.2, 151.8, 130.0, 129.8, 128.7,
126.0, 125.9, 122.3, 122.2, 121.9, 112.2 (11 X ArC). HRMS (ESI): m/z
calced for C,,H,,N,O,+ H*: 427.1882 [M + H]*; found: 427.1863.

5.2.2.8 | 4,6-Diphenoxy-2-(2-((E)-3-Phenylallylidene)-

1,3,5-Triazine (3h). Yield: 95%; mp: 226°C-228°C; R;: 0.65. IR
(ATR, D): 3222 (NH), 3099 (Cyp—Hyreqen ), 1625 (C=N), 1587, 1488
(2 x C=C), 1365, 1196 (2 X C—O,;,o1ep, ) cm~. 'H NMR (300 MHz,
CDCL): §9.21 (1H, s, NH), 7.80-7.77 (1H, d, J = 9.3 Hz, H—C=N),
7.41-7.28 (7H, m, ArH), 7.23-7.04 (9H, m, ArH, CH=CHAr), 6.71
(1H, d, J = 16.2 Hz, CH=CHAr). 3C NMR (75 MHz, CDCL,):
§ 172.8, 1719, 166.7 (3 x C-triazine), 148.9 (H—C=N), 136.3
(CH=CHAr), 152.2, 139.3, 130.0, 129.9, 129.4, 129.2, 127.5, 126.1,
126.0, 122.1 (10 x ArC), 125.7 (CH=CHAr). HRMS (ESI): m/z
calcd for C,,H;yNsO,+ Na*: 432.1436 [M + Na|*; found: 432.1420.

5.2.29 | 2-(2-(4-Hydroxy-3-Methoxybenzylidene)
Hydrazinyl)-4,6-Diphenoxy-1,3,5-Triazine (3i). Yield:
80%; mp: 228°C-229°C; Ry 0.63. IR (ATR, 0): 3414 (br., OH),
3232 (NH)’ 3054 (CspZ_Hstrctch.)7 2945 (CspS_HstrctchAl 1609 (C=N),
1571, 1516 (2 X C=C), 1367, 1193 (2 X C—Ogecn) cm~". 'H NMR
(300 MHz, DMSO-d,): 6 11.67 (1H, s, NH), 9.54 (1H, s, OH)
8.02 (1H, s, H—C=N), 7.44-7.41 (4H, m, ArH), 7.29-7.23 (6H,
m, ArH), 7.15 (1H, s, ArH), 6.95 (1H, d, J = 7.8 Hz, ArH), 6.78
(1H, d, J = 8.1 Hz, ArH), 3.75 (3H, s, OCH,). 3C NMR (75 MHz,
DMSO-d,): § 172.7, 172.0, 166.5 (3 X C-triazine), 146.6 (H—C=N),
152.2, 149.2, 148.4, 130.0, 129.7, 126.1, 125.9, 122.4, 122.3, 122.2,
115.7, 108.7 (12 X ArC), 55.8 (OCH,). HRMS (ESI): m/z calcd for
Cy;HyN;O,+ H*: 430.1515 [M + H]*; found: 430.1504.

5.2.2.10 | 2-(2-(3-Chlorobenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3j). Yield: 83%; mp: 230°C-231°C;
Ry 0.87. IR (ATR, 0): 3235 (NH), 3055 (Cyp—Hjreqen ), 1613 (C=N),
1570, 1492 (2 x C=C), 1372, 1208 (2 X C—O,,e1p,) cm~L. 'H NMR
(300 MHz, DMSO-d,): 6 11.98 (1H, s, NH), 8.13 (1H, s, H—C=N),
7.67 (1H, s, ArH), 7.57-7.54 (1H, m, ArH), 7.45-7.41 (6H, m, ArH),
7.30-7.23 (6H, m, ArH). 3C NMR (75 MHz, DMSO-d,): & 172.8,
172.1, 167.0 (3 X C-triazine), 144.3 (H—C=N), 152.2, 136.9, 134.1,
131.1,130.0, 129.9, 129.8, 126.3, 126.2, 122.3, 122.2 (11 X ArC). HRMS
(ESI): m/z caled for C,,H;(CIN;O,+ Na*: 440.0890 [M + Na]*;
found: 440.0879.

5.2.211 | 2-(2-(4-Chlorobenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3k). Yield: 68%; mp: 250°C-252°C;
R;:0.79. IR (ATR, 7): 3236 (NH), 3054 (Cpy—Hreren-)s 1597 (C=N),
1569, 1490 (2 x C=C), 1368, 1203 (2 X C—Oy e ) cm~". "H NMR
(300 MHz, DMSO-d,): § 11.90 (1H, s, NH), 8.15 (1H, s, H—C=N),
7.64 (2H, d, J = 9.0 Hz, ArH), 7.50-7.40 (6H, m, ArH), 7.29-7.22
(6H, m, ArH). 3C NMR (75 MHz, DMSO-d,): § 172.8, 172.0, 167.0
(3 x C-triazine), 144.9 (H—C=N), 152.2, 134.7, 133.6, 130.0, 129.8,
129.3,128.9, 126.1, 122.2, 122.1 (10 X ArC). HRMS (ESI): m/z calcd
for C,,H,;(CIN;O,+ Na*: 440.0890 [M + Na]|*; found: 440.0884.

5.2.2.12 | 2-(2-(3-Nitrobenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (31). Yield: 70%; mp: 210°C-212°C;
Ry 0.58. IR (ATR, 7): 3216 (NH), 3109 (Cypy—Hreqen ), 1611 (C=N),
1566, 1523 (2 X C=C), 1366, 1189 (2 X C—Oyeren) cm~". 'H NMR
(300 MHz, DMSO-d,): 6 12.10 (1H, s, NH), 8.44 (1H, s, H—C=N),
8.26-8.21 (2H, m, ArH), 8.02 (1H, d, J = 7.2 Hz, ArH), 7.70 (1H, t,
J=17.8 Hz, ArH), 7.46-7.42 (4H, m, ArH), 7.31-7.24 (6H, m, ArH).
13C NMR (75 MHz, DMSO-d): §172.8, 172.1, 167.1 (3 X C-triazine),
143.7 (H—C=N), 152.1, 148.6, 136.5, 133.7, 130.9, 130.1, 129.8,
126.2, 124.4, 122.2, 120.9 (11 x ArC). HRMS (ESI): m/z calcd for
C,,H;4N,O,+ Nat: 451.1131 [M + Na]*; found: 451.1120.

5.2.213 | 2-(2-(4-Nitrobenzylidene)Hydrazinyl)-4,6-
Diphenoxy-1,3,5-Triazine (3m). Yield: 73%; mp: 256°C-258°C;
Ry 0.58. IR (ATR, 0): 3236 (NH), 3057 (Cyp;—Hreqen,)s 1613 (C=N),
1564, 1521 (2 X C=C), 1345, 1204 (2 X C—Oyyeren.) cm ™. "H NMR
(300 MHz, DMSO-d,): & 12.14 (1H, s, NH), 8.25 (3H, m, ArH),
7.87 (2H, d, J = 9.0 Hz, ArH), 7.49-7.41 (4H, m, ArH), 7.31-7.24
(6H, m, ArH). ®C NMR (75 MHz, DMSO-d,): & 172.8, 172.1, 167.2
(3 x C-triazine), 141.0 (H—C=N), 152.1, 148.0, 143.6, 130.1, 129.8,
128.1, 126.1, 124.5, 122.2, 122.1 (10 x ArC). HRMS (ESI): m/z calcd
for C,,H;(NyO,+ Na': 451.1131 [M + Na]*; found: 451.1118.
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5.2.2.14 | 4,6-Diphenoxy-2-(2-(Pyridin-3-
Ylmethylene)Hydrazinyl)-1,3,5-Triazine (3n). Yield: 90%;
mp: 234°C-236°C; Ry 0.63. IR (ATR, 9): 3231 (NH), 3054
(Copr—Hareren ) 1621 (C=N), 1562, 1491 (2 x C=C), 1361, 1211
(2 X C—Oyeren) cm'. '"H NMR (300 MHz, DMSO-d,): & 12.00
(1H, s, NH), 8.75 (1H, d, J = 1.5 Hz, ArH), 8.57 (1H, dd, J = 4.8,
1.5 Hz, ArH), 8.20 (1H, s, H—C=N), 8.01 (1H, dt, J = 8.1, 1.8 Hz,
ArH), 7.47-7.43 (SH, m, ArH), 7.29-7.23 (6H, m, ArH). ®C NMR
(75 MHz, DMSO-d,): & 172.8, 172.1, 167.0 (3 x C-triazine), 143.4
(H—C=N), 152.2, 150.9, 148.8, 133.7, 130.6, 130.0, 129.8, 126.1, 124.4,
122.1 (10 x ArC). HRMS (ESI): m/z calcd for C, H;(N;O,+ H*:
385.1413 [M + H]*; found: 385.1405.

5.2.215 | 4,6-Diphenoxy-2-(2-(Pyridin-4-
Ylmethylene)Hydrazinyl)-1,3,5-Triazine (30). Yield: 92%;
mp: 274°C-276°C; Ry 0.53. IR (ATR, 0): 3232 (NH), 3049
(Copr—Hypreren)» 1616 (C=N), 1574, 1490 (2 x C=C), 1362, 1213
(2 X C—Ogeiep.) cm~'. '"H NMR (300 MHz, DMSO-d,): § 12.13
(1H, s, NH), 8.14 (1H, s, H—C=N), 8.61 (2H, d, J = 5.4 Hz, ArH),
7.55 (2H, d, J = 5.7 Hz, ArH), 7.46-7.41 (4H, m, ArH), 7.30-7.24
(6H, m, ArH). 3C NMR (75 MHz, DMSO-d,): & 172.8, 172.1,
167.1 (3 x C-triazine), 143.6 (H—C=N), 152.1, 150.6, 141.8, 130.1,
129.8, 126.2, 122.2, 121.2 (8 x ArC). HRMS (ESI): m/z calcd for
C, H;sNO,+ H*: 385.1413 [M + H]*; found: 385.1401.

5.2.2.16 | 2-(2-(Benzylidenehydrazinyl)-4,6-Bis(4-
Methoxyphenoxy)-1,3,5-Triazine (4a). Yield: 72%; mp:
188°C-190°C; Ry: 0.68. IR (ATR, 5): 3236 (NH), 3118 (Cp,—Hyreicn s
2833 (Cyps—Hipreren ) 1608 (C=N), 1577, 1503 (2 x C=C), 1373, 1203
(2 X C—Oyeie-) cm~L. 'H NMR (300 MHz, CDCL,): & 9.20 (1H,
s, NH), 7.91 (1H, s, H—C=N), 7.70-7.64 (2H, m, ArH), 7.38-7.34
(3H, m, ArH), 7.12-7.05 (4H, m, ArH), 6.88 (4H, d, J = 7.8 Hz,
ArH), 3.80 (6H, s, 2 x OCH,). 3C NMR (75 MHz, CDCL,): §173.1,
172.3, 166.9 (3 x C-triazine), 145.7 (H—C=N), 157.2, 146.1, 134.7,
130.3,129.2,127.3,123.1,123.0, 114.9, 114.7 (10 X ArC), 55.9 (OCH,).
HRMS (ESI): m/z calcd for C,,H, N;O,+ H*: 444.1672 [M + H]*;
found: 444.1661.

5.2.217 | 2-(2-(2-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4b). Yield: 70%;
mp: 219°C-221°C; R; : 0.76. IR (ATR, 0): 3300-2750 (br., OH),
3218 (NH), 3095 (CspZ_Hstrctch.)’ 2838 (Csp3_Hstrctch.)’ 1598 (C=N),
1572, 1499 (2 X C=C), 1366, 1195 (2 X C—Oyyercn) cm~". 'H NMR
(300 MHz, DMSO-d,): 6 12.05 (1H, s, NH), 10.94 (1H, s, OH), 8.32
(1H, s, H—C=N), 7.39 (1H, dd, J = 8.1, 1.5 Hz, ArH), 7.29-7.24
(1H, m, ArH), 7.19-7.14 (4H, m, ArH), 6.99-6.95 (4H, m, ArH),
6.90-6.85 (2H, m, ArH), 3.76 (3H, s, OCH,), 3.74 (3H, s, OCH,).
BBC NMR (75 MHz, DMSO-d,): §173.1,172.5,166.4 (3 x C-triazine),
145.6 (H—C=N), 157.7, 157.3, 157.2, 147.1, 131.6, 130.1, 123.0, 122.9,
119.7, 118.9, 116.9, 115.0, 114.9 (13 x ArC), 55.9 (2 x OCH;). HRMS
(ESI): m/z caled for C,sH, N;Os+ H*: 460.1621 [M + H]J*; found:
460.1611.

5.2.218 | 2-(2-(3-Hydroxybenzylidene)Hydrazinyl)-4,6-

Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4c). Yield: 73%; mp:
245°C-247°C; Ry 0.76. IR (ATR, ©): 3400-2900 (br., OH), 3221
(NH)’ 3061 (CspZ_Hslrctch.)’ 2829 (Csp3_HstrctchA)’ 1606 (C=N)’
1570, 1500 (2 X C=C), 1372, 1188 (2 X C—Oyere,) cm~. 'H NMR
(300 MHz, DMSO-d,): & 11.72 (1H, s, NH), 9.63 (1H, s, OH), 8.06
(14, s, H—=C=N), 7.24-7.13 (6H, m, ArH), 7.01-6.93 (5H, m, ArH),
6.80 (1H, dd, J = 8.1, 1.8 Hz, ArH), 3.78 (3H, s, OCH,), 3.75 (3H,

s, OCH,). 3C NMR (75 MHz, DMSO-d,): & 173.1, 172.3, 166.9
(3 x C-triazine), 145.6 (H—C=N), 158.1, 157.2, 146.3, 136.0, 130.2,
123.0, 119.0, 117.7, 114.9, 114.7, 112.9 (11 x ArC), 55.9 (2 x OCH,;).
HRMS (ESI): m/z caled for C,sH, N;Os+ H*: 460.1621 [M + H]*;
found: 460.1609.

5.2.219 | 2-(2-(4-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4d). Yield: 70%; mp:
206°C-208°C; R;: 0.76. IR (ATR, 0): 3400-2800 (br., OH), 3232
(NH)’ 3005 (CspZ_Hstretch)’ 2833 (CspS_HstrelchA)’ 1602 (C=N)7
1573, 1504 (2 x C=C), 1370, 1196 (2 X C—Oyerep,) cm . "H NMR
(300 MHz, DMSO-d,): & 11.58 (1H, s, NH), 9.94 (1H, s, OH),
8.06 (1H, s, H—C=N), 7.45 (2H, d, J = 8.7 Hz, ArH), 7.19-7.12
(4H, m, ArH), 6.99-6.93 (4H, m, ArH), 6.79 (2H, d, J = 8.7 Hz,
ArH), 3.78 (3H, s, OCH,), 3.75 (3H, s, OCH,). *C NMR (75 MHz,
DMSO-d,): 6 173.1, 172.2, 166.6 (3 X C-triazine), 146.5 (H—C=N),
159.7, 157.2, 157.1, 145.7, 145.6, 129.1, 125.7, 123.1, 123.0, 116.1, 114.9,
114.7 (12 x ArC), 55.9 (2 x OCH;). HRMS (ESI): m/z calcd for
C,sH, N;Os+ H*: 460.1621 [M + H]|*; found: 460.1617.

5.2.2.20 | 2-(2-(4-Methoxybenzylidene)Hydrazinyl)-

4,6-Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4e). Yield:
70%; mp: 291°C-293°C; R;: 0.65. IR (ATR, ©): 3232 (NH), 3008
(CspZ_Heretch.)’ 2837 (Csp3_Herelch.)’ 1604 (C=N)’ 1569, 1503
(2 x C=C), 1366, 1192 (2 X C—O,;e1en.) cm~". 'H NMR (300 MHz,
DMSO-d,): § 11.65 (1H, s, NH), 8.11 (1H, s, H—C=N), 7.56 (2H, d,
J=8.7Hz, ArH), 7.20-7.12 (4H, m, ArH), 6.99-6.93 (6H, m, ArH),
3.79 (3H, s, OCH,), 3.77 (3H, s, OCHS,), 3.76 (3H, s, OCH,); 3C
NMR (75 MHz, DMSO-d,): § 173.1, 172.2, 166.6 (3 X C-triazine),
146.5 (H—C=N), 159.7, 157.1, 145.7, 129.1, 125.7, 123.1, 123.0, 116.1,
114.9, 114.7 (10 x ArC), 55.9 (3 x OCH;). HRMS (ESI): m/z calcd
for C,sH,;N;Os+ Nat: 496.1597 [M + Na]*; found: 496.1584.

5.2.2.21 | 4,6-Bis(4-Methoxyphenoxy)-2-(2-(4-
Methylbezylidene)Hydrazinyl)-1,3,5-Triazine  (4f). Yield:
64%; mp: 176°C-178°C; R;: 0.65. IR (ATR, d): 3239 (NH), 3133
(CspZ_Hstretch.)’ 2835 (CspS_Hstretch.)’ 1611 (C=N), 1575, 1504
(2 X C=C), 1369, 1192 (2 X C—Oyecn.) cm ™. 'H NMR (300 MHz,
DMSO-dy): 6 11.71 (1H, s, NH), 8.13 (1H, s, H—C=N), 7.51 (2H, d,
J=9.0 Hz, ArH), 7.24-7.50 (6H, m, ArH), 6.99-6.90 (4H, m, ArH),
3.78 (3H, s, OCH,), 3.76 (3H, s, OCH,), 2.33 (3H, 5, CH,). ®*C NMR
(75 MHz, DMSO-d,): § 173.1, 172.3, 166.8 (3 X C-triazine), 146.2
(H—C=N), 157.2, 145.7, 140.1, 132.0, 129.8, 127.3, 123.1, 123.0, 114.9,
114.7 (12 x ArC), 55.9 (2 x OCH,), 21.4 (CH,). HRMS (ESI): m/z
calcd for C,sH,;N;O,+ H*: 458.1828 [M + H]*; found: 458.1821.

5.2.2.22 | 2-(2-(4-N,N-Dimethylaminobenzylidene)
Hydrazinyl)-4,6-Bis(4-Methoxy-Phenoxy)-1,3,5-Triazine
(4g). Yield: 70%; mp: 206°C-208°C; R;: 0.61. IR (ATR, D): 3234
(NH)’ 3133 (Cspz_Hstretch.)’ 2835 (CspS_Hstretch.)’ 1595 (C=N),
1550, 1504 (2 x C=C), 1365, 1178 (2 X C—Ogerer, ) cm~L. 'H NMR
(300 MHz, DMSO-dy): § 11.49 (1H, s, NH), 8.04 (1H, s, H—C=N),
7.43 (2H, d, J = 8.7 Hz, ArH), 7.19-7.12 (4H, m, ArH), 6.99-6.93
(4H, m, ArH), 6.71 (2H, d, J = 8.7 Hz, ArH), 3.78 (3H, s, OCH,),
3.75 (3H, s, OCH,;), 2.96 (6H, s, N(CH,),); *C NMR (75 MHz,
DMSO-d,): § 173.0, 172.1, 166.4 (3 X C-triazine), 147.2 (H—C=N),
157.2, 157.1, 151.8, 145.7, 128.7, 123.1, 123.0, 122.0, 114.9, 114.7,
112.1 (11 x ArC), 55.9 (2 x OCH;). HRMS (ESI): m/z calcd for
C,sHysNO,+ H': 487.2094 [M + H]*; found: 487.2082.
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5.2.2.23 | 4,6-Bis(4-Methoxyphenoxy)-2-(2-((E)-3-
Phenylallylidene)Hydrazinyl)-1,3,5-Triazine = (4h). Yield:
70%; mp: 219°C-221°C; R;: 0.70. IR (ATR, 0): 3235 (NH), 3055
(CspZ_HstrctChA)’ 2836 (Csp3_Hslrctch.)’ 1627 (C=N), 1571, 1501
(2 x C=C), 1368, 1176 (2 X C—Oyrere,) cm~". "H NMR (300 MHz,
DMSO-d,): & 11.65 (1H, s, NH), 7.99 (1H, dd, J = 6.6, 1.5 Hz,
H—C=N), 7.59 (2H, d, J = 7.2 Hz, ArH), 7.40-7.29 (3H, m, ArH),
717-7.13 (4H, m, ArH), 6.98-6.96 (6H, m, ArH, (CH=CHAT),
3.77 3H, s, OCH,), 3.76 (3H, s, OCH,). ®C NMR (75 MHz,
DMSO-dy): § 173.1, 172.2, 166.7 (3 X C-triazine), 145.6 (H—C=N),
157.2, 157.1, 148.8, 139.2, 129.2, 127.5, 123.0, 114.9, 114.8 (9 x ArC),
136.3 (CH=CHAr), 125.8 (CH=CHAr), 55.9 (2 X OCH,). HRMS
(ESI): m/z caled for C,sH,;NsO,+ H*: 470.1828 [M + H]*; found:
470.1817.

5.2.2.24 | 2-(2-(4-Hydroxy-3-Methoxybenzylidene)
Hydrazinyl)-4,6-(Bis(4-Methoxyphenoxy)-1,3,5-Triazine
(4i). Yield: 68%; mp: 241°C-243°C; R;: 0.69. IR (ATR, 0): 3412
(bI'., OH), 3234 (NH), 3103 (CspZ_Hstretch.), 2838 (CspS_Hstretclm)’
1600 (C=N), 1577, 1504 (2 x C=C), 1372, 1177 (2 X C—Oye(cp ) cM .
'H NMR (300 MHz, DMSO-d,): 6 11.61 (1H, s, NH), 9.53 (1H, s,
OH), 8.02 (1H, s, H—C=N), 7.19-7.13 (5H, m, ArH), 6.98-6.93 (5H,
m, ArH), 6.78 (1H, d, J = 8.1 Hz, ArH), 3.77 (3H, s, OCH,), 3.76
(3H, s, OCH,), 3.75 (3H, s, OCH,). 3C NMR (75 MHz, DMSO-d,):
§173.1, 172.3, 166.5 (3 x C-triazine), 146.4 (H—C=N), 157.2, 157.1,
149.2, 148.4, 145.7, 126.1, 123.2, 123.1, 122.5, 115.7, 114.9, 114.6,
108.5 (13 X ArC) 56.4 (OCH,), 55.9 (OCH,), 55.7 (OCH,). HRMS
(ESI): m/z calced for C,sH,3NsOq+ H*: 490.1727 [M + H]*; found:
490.1720.

5.2.2.25 | 2-(2-(3-Chlorobenzylidene)Hydrazinyl)-4,6-
Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4j). Yield: 65%;
mp: 236°C-238°C; Ry 0.72. IR (ATR, ©): 3235 (NH), 3052
(Cspz_HstrctchA)’ 2833 (Csp3_HstrctchA)’ 1613 (C=N)! 1578, 1504
(2 x C=C), 1370, 1197 (2 X C—Ojercn) cm™. "H NMR (300 MHz,
DMSO-dy): § 11.91 (1H, s, NH), 8.13 (1H, s, H—C=N), 7.67 (1H, s,
ArH), 7.56-7.53 (1H, m, ArH), 7.45-7.43 (2H, m, ArH), 7.21-7.14
(4H, m, ArH), 6.99-6.94 (4H, m, ArH), 3.77 (6H, s, 2 X OCH,). 3C
NMR (75 MHz, DMSO-dy): § 173.1, 172.4, 167.0 (3 x C-triazine),
144.2 (H—C=N), 157.2, 145.6, 137.0, 134.0, 131.1, 129.9, 126.3, 126.1,
123.0, 114.9, 114.6 (11 x ArC), 55.9 (2 x OCH,;. HRMS (ESI):
m/z calcd for C,,H,,CIN;O,+ Na*: 500.1102 [M + Na]*; found:
500.1097.

5.2.2.26 | 2-(2-(4-Chlorobenzylidene)Hydrazinyl)-4,6-
Bis(4-Methoxyphenoxy)-1,3,5-Triazine (4k). Yield: 65%;
mp: 224°C-226°C; Ry 0.72. IR (ATR, d): 3235 (NH stretch),
3060 (CspZ_HstrelchA)’ 2834 (Csp3_Hslretch.)7 1613 (C=N), 1578, 1504
(2 x C=C), 1370, 1197 (2 X C—Ojrere,) cm . "H NMR (300 MHz,
DMSO-d,): § 11.84 (1H, s, NH), 8.15 (1H, s, H—C=N), 7.65 (2H, d,
J = 8.4 Hz, ArH), 7.47 (2H, d, J = 8.4 Hz, ArH), 7.20-7.13 (4H,
m, ArH), 6.99-6.94 (4H, m, ArH), 3.77 (6H, s, 2 x OCHj;). BC
NMR (75 MHz, DMSO-d,): § 173.1, 172.3, 167.0 (3 X C-triazine),
144.7 (H—C=N), 157.2, 145.6, 134.7, 133.7, 129.3, 128.9, 123.0, 114.9,
114.7 (9 x ArC), 55.9 (2 x OCH;). HRMS (ESI): m/z calcd for
C,,H,,CIN;0,+ Na*: 500.1102 [M + Na]*; found: 500.1093.

5.2.2.27 | 4,6-Bis(4-Methoxyphenoxy)-2-(2-(3-
Nitrobenzylidene)-1,3,5-Triazine (41). Yield: 68%; mp:
260°C-264°C; R;: 0.58. IR (ATR, 0): 3229 (NH), 3058

(Cspz_Hstretch.)’ 2833 (Csp3_Hstretch.)’ 1615 (C=N)’ 1583, 1505
(2 x C=C), 1374, 1208 (2 X C—Ogeep,) cm~L. 'H NMR (300 MHz,
DMSO-d,): 6 12.03 (1H, s, NH), 8.46 (1H, s, ArH), 8.26-8.21 (2H,
m, ArH, H—C=N), 8.02 (1H, d, J = 7.5 Hz, ArH), 7.70 (1H, t,
J = 7.8 Hz, ArH), 7.23-7.15 (4H, m, ArH), 7.00-6.96 (4H, m,
ArH), 3.77 (6H, s, 2 x OCHj;). *C NMR (75 MHz, DMSO-dy): §
173.0, 172.5, 167.1 (3 x C-triazine), 143.6 (H—C=N), 157.2, 148.6,
145.6, 136.6, 133.7, 130.8, 124.4, 123.0, 120.9, 114.9, 114.7 (11 x ArC),
55.9 (2 x OCHs;). HRMS (ESI): m/z calcd for C,,H,,NgOq+ Na':
511.1342 [M + Na]*; found: 511.1333.

5.2.2.28 | 4,6-Bis(4-Methoxyphenoxy)-2-(2-(4-
Nitrobenzylidene)-1,3,5-Triazine (4m). Yield: 68%; mp:
221°C-223°C; Ry 0.56. IR (ATR, 7): 3301 (NH), 3058 (Cyp—Hyreqen)s
2838 (Cops—Hyperen ) 1615 (C=N), 1585, 1501 (2 x C=C), 1367, 1199
(2 X C—O, 1) cm~L. 'H NMR (300 MHz, DMSO-d,): & 12.08
(1H, s, NH), 8.27-8.24 (3H, m, ArH, H—C=N), 7.89-7.87 (2H,
d, J = 8.7 Hz, ArH), 7.21-7.12 (4H, m, ArH), 7.00-6.95 (4H, m,
ArH), 3.78 (3H, s, OCH,), 3.75 (3H, s, OCH,). C NMR (75 MHz,
DMSO-d,): 6 173.1, 172.4, 167.1 (3 X C-triazine), 141.0 (H—C=N),
157.2, 148.0, 145.6, 143.5, 128.1, 124.5, 123.0, 114.9, 114.7 (9 x ArC),
55.9 (2 x OCH,). HRMS (ESI): m/z calcd for C,,H,,NsOs+ Na*:
511.1342 [M + Na]*; found: 511.1338.

5.2.2.29 | 4,6-Bis(4-Mehoxyphenoxy)-2-(2-(Pyridin-
3-Ylmethylene)Hydrazinyl)-1,3,5)-Triazine (4n). Yield:
70%; mp: 210°C-212°C; R;: 0.60. IR (ATR, 0): 3224 (NH), 3108
(Cspz_Hstretch.)s 2836 (Cspz_Hstretch.)a 1595 (C=N), 1577, 1504
(2 X C=C), 1368, 1177 (2 X C—O,,oe,) cm~. 'H NMR (300 MHz,
DMSO-d,): § 11.95 (1H, s, NH), 8.75 (1H, d, J = 1.8 Hz, ArH), 8.57
(1H, dd, J = 4.8, 1.8 Hz, ArH), 8.19 (1H, s, H—C=N), 7.54 (1H, dt,
J=178,18 Hz, ArH), 7.44 (1H, dd, J = 7.8, 1.8 Hz, ArH), 7.20-7.14
(4H, m, ArH), 6.99-6.94 (4H, m, ArH), 3.78 (3H, s, OCHS,), 3.76
(3H, s, OCH,). 3C NMR (75 MHz, DMSO-d,): § 173.1, 172.4, 167.0
(3 x C-triazine), 143.2 (H—C=N), 157.2, 150.9, 148.8, 145.6, 133.7,
130.6, 124.4,123.0, 114.9, 114.7 (10 X ArC), 55.9 (2 x OCH,). HRMS
(ESI): m/z calcd for C,3H,,NO,+ H*: 445.1624 [M + H]"; found:
445.1611.

5.2.2.30 | 4,6-Bis(4-Methoxyphenoxy)-2-(2-(Pyridin-
4-Ylmethylene)Hydrazinyl)-1,3,5-Triazine (40). Yield:
70%; mp: 226°C-228°C; Ry 0.60. IR (ATR, o): 3232 (NH), 3065
(CspZ_Hstrctch.)’ 2838 (Csp3_HstrctchA)’ 1615 (C=N), 1563, 1499
(2 x C=C), 1364, 1199 (2 X C—Oyeen) cm~'. 'H NMR (300 MHz,
DMSO-d,): & 12.06 (1H, s, NH), 8.60 (2H, d, J = 4.8 Hz, ArH),
8.13 (1H, s, H—C=N), 7.55 (2H, d, J = 4.8 Hz, ArH), 7.20-7.14
(4H, m, ArH), 7.00-6.97 (4H, m, ArH), 3.78 (3H, s, OCH,), 3.76
(3H, s, OCH,). 3C NMR (75 MHz, DMSO-d,): § 173.1, 172.4, 167.1
(3 x C-triazine), 141.9 (H—C=N), 157.2, 150.5, 145.6, 143.4, 123.0,
121.2, 114.9, 114.7 (8 X ArC), 55.9 (2 x OCH,). HRMS (ESI): m/z
caled for C;3H,0NO,+ H*: 445.1624 [M + H]*; found: 445.1617.

5.2.2.31 | 2-(2-Benzylidenehydrazinyl)-4,6-Bis(4-

Methylphenoxy)-1,3,5-Triazine  (5a). Yield: 70%; mp:
218°C-219°C; Ry 0.70. IR (ATR, o): 3243 (NH), 3030
(CspZ_Hstretch.)s 2918 (Csp3_Hstretch.)s 1604 (C=N): 1570, 1504
(2 x C=C), 1359, 1199 (2 X C—O; 1, ) cm~'. 'H NMR (300 MHz,
DMSO-d,): §11.79 (1H, s, NH), 8.16 (1H, s, H—C=N), 7.62 (2H, m,
ArH), 7.43-7.40 (3H, m, ArH), 7.26-7.20 (4H, m, ArH), 6.71-7.08
(4H, m, ArH), 2.34 (3H, s, OCHj), 2.31 (3H, s, OCH,). 3C NMR
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(75 MHz, DMSO-d,): § 172.9, 172.1, 166.9 (3 x C-triazine), 146.2
(H—C=N), 150.0, 135.3, 135.1, 134.7, 130.4, 130.1, 129.2, 127.3,
121.9 (9 x ArC), 20.8 (2 x CH,;). HRMS (ESI): m/z calcd for
C,,H, N;O,+ H*: 412.1773 [M + H]*; found: 412.1765.

5.2.2.32 | 2-(2-(2-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine (5b). Yield: 78%; mp:
260°C-262°C; R;: 0.60. IR (ATR, D): 3350-2500 (br., OH), 3232
(NH)’ 3087 (Cspz_Hstretch.)’ 2921 (Csp3_Hstrelch.), 1620 (C=N),
1575, 1504 (2 X C=C), 1370, 1194 (2 X C—Oyere,) cm~. "H NMR
(300 MHz, DMSO-d,): 6 12.06 (1H, s, NH), 10.93 (1H, s, OH), 8.32
(1H, s, H—C=N), 7.40 (1H, dd, J = 7.8, 1.5 Hz, ArH), 7.29-7.21 (5H,
m, ArH), 7.15-7.09 (4H, m, ArH), 6.90-6.88 (2H, m, ArH), 2.35
(3H, s, CH,), 2.31 (3H, s, CH;). *C NMR (75 MHz, DMSO-d): §
172.9, 172.3, 166.4 (3 x C-triazine), 147.0 (H—C=N), 149.9, 135.4,
135.2, 131.6, 130.4, 130.2, 130.0, 121.9, 121.8, 119.7, 118.9, 116.9
(12 x ArC), 20.9 (CH,;), 20.8 (CH;). HRMS (ESI): m/z calcd for
C,,H, N;O0;+ H*: 428.1723 [M + H]*; found: 428.1715.

5.2.2.33 | 2-(2-(3-Hydroxybenzylidenehydrazinyl)-4,6-
(Bis(4-Methylphenoxy)-1,3,5-Triazine (5c). Yield: 68%; mp:
274°C-276°C; R;: 0.53. IR (ATR, 0): 3500-2500 (br., OH), 3231
(NH), 3032 (CspZ_Hstretch.)’ 2918 (CspS_Hstretch.)’ 1613 (C=N),
1575, 1503 (2 X C=C), 1369, 1193 (2 X C—Oyerc,) cm~L. 'H NMR
(300 MHz, DMSO-d,): § 11.74 (1H, s, NH), 9.61 (1H, s, OH), 8.08
(1H, s, H—C=N), 7.25-7.08 (10H, m, ArH), 6.99 (1H, d, J = 7.5 Hz,
ArH), 6.80 (1H, m, ArH), 2.35 (3H, s, CHy), 2.31 (3H, s, CH,). 3C
NMR (75 MHz, DMSO-d): & 173.0, 172.1, 166.9 (3 x C-triazine),
146.4 (H—C=N), 158.1, 150.0, 136.0, 135.3, 135.1, 130.4, 130.2,
130.1, 121.9, 119.0, 117.7, 112.9 (12 x ArC), 20.8 (2 x CH;). HRMS
(ESI): m/z calcd for C,,H,N;O;+ H*: 428.1723 [M + H]*; found:
428.1719.

5.2.2.34 | 2-(2-(4-Hydroxybenzylidenehydrazinyl)-4,6-
(Bis(4-Methylphenoxy)-1,3,5-Triazine (5d). Yield: 67%; mp:
212°C-214°C; R;: 0.50. IR (ATR, d): 3500-2500 (br., OH), 3231
(NH), 3088 (CspZ_HstrctChAl 2920 (Csp3_Hstrctch.)’ 1607 (C=N),
1571, 1505 (2 x C=C), 1370, 1198 (2 X C—Oyen) cm~". 'H NMR
(300 MHz, DMSO-d,): § 11.59 (1H, s, NH), 9.91 (1H, s, OH), 8.06
(1H, s, H—C=N), 7.45 (2H, d, J = 8.7 Hz, ArH), 7.25-7.19 (4H, m,
ArH), 7.15-7.07 (4H, m, ArH), 6.79 (2H, d, J = 8.4 Hz, ArH), 2.34
(3H, s, CH,), 2.30 (3H, s, CH,). 3C NMR (75 MHz, DMSO-d,): &
172.9, 172.0, 166.6 (3 x C-triazine), 146.6 (H—C=N), 159.7, 150.1,
135.2, 135.1, 130.4, 130.1, 129.1, 125.7, 121.9, 121.8, 116.1 (11 x ArC),
20.8 (2 x CH;). HRMS (ESI): m/z calcd for C,,H, N;O;+ H*:
428.1723 [M + H]*; found: 428.1709.

5.2.235 | 2-(2-(4-Methoxybenzylidene)Hydrazinyl)-
4,6-Bis(4-Methylphenoxy)-1,3,5-Triazine (5e). Yield: 70%;
m.p: 210°C-212°C; Ry 0.67. IR (ATR, 0): 3235 (NH), 3034
(Cspz_Hstretch.)’ 2923 (CspS_Hstretch.)s 1602 (C=N), 1573, 1508
(2 x C=C), 1369, 1218 (2 X C—Oy,er,) cm~. 'H NMR (300 MHz,
DMSO-dy): 6 11.67 (1H, s, NH), 8.11 (1H, s, H—C=N), 7.56 (2H, d,
J = 8.7 Hz, ArH), 7.25-7.08 (8H, m, ArH), 6.97 (2H, d, J = 8.7 Hz,
ArH), 3.79 (3H, s, OCH,), 2.34 (3H, s, CH,), 2.31 3H, s, CH,). BC
NMR (75 MHz, DMSO-dy): 6 172.9, 172.0, 166.7 (3 x C-triazine),
146.2 (H—C=N), 161.1, 150.1, 135.2, 135.1, 130.4, 130.1, 128.9, 127.3,
121.9, 114.7 (10 x ArC), 55.7 (OCH,), 20.8 (2 x CH,). HRMS
(ESI): m/z caled for C,sH,;NsO;+ H*: 442.1879 [M + H]*; found:
442.1871.

5.2.236 | 2-(2-(4-Methlybenzylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine (5f). Yield: 65%; mp:
209°C-211°C; Ry: 0.77. IR (ATR, 0): 3237 (NH), 3036 (Cop—Hyreien)s
2918 (Cyps—Hgyeren.)» 1597 (C=N), 1574, 1509 (2 x C=C), 1370, 1200
(2 X C—Oyyen) cm™. "H NMR (300 MHz, DMSO-d): & 11.73
(1H, s, NH), 8.13 (1H, s, H—C=N), 7.51 (2H, d, J = 7.8 Hz, ArH),
7.24-7.08 (10H, m, ArH), 2.34 (3H, s, CH,), 2.33 (3H, s, CH};), 2.31
(3H, s, CH;). 3C NMR (75 MHz, DMSO-d,): & 172.9, 172.1, 166.8
(3 x C-triazine), 146.3 (H—C=N), 150.0, 140.1, 135.3, 135.1, 132.0,
130.4, 130.1, 129.8, 127.3, 121.9 (10 X ArC), 21.4 (2 x CH,), 20.8
(CH;). HRMS (ESI): m/z caled for C,sH,;N;O,+ H*: 426.1930 [M
+ H]*; found: 426.1918.

5.2.237 | 2-(2-(4-N,N-Dimethylaminobenzylidene)
Hydrazinyl)-4,6-Bis(4-Methylphenoxy)-1,3,5-Triazine (5g).
Yield: 73%; mp: 216°C-218°C; R;: 0.65. IR (ATR, 0): 3247 (NH),
3033 (Cop—Hgpreren)s 2916 (Cops—Hyireren ), 1597 (C=N), 1568, 1503
(2 x C=C), 1364, 1199 (2 X C—Oye, ) cm~'. 'H NMR (300 MHz,
CDCL): & 8.56 (1H, s, NH), 7.71 (1H, s, H—C=N), 7.58 (2H, d,
J =9.0 Hz, ArH), 7.19-7.01 (8H, m, ArH), 6.66 (2H, d, J = 9.0 Hz,
ArH), 3.02 (6H, s, N(CH,),), 2.36 (6H, s, 2 X CH,). 3C NMR
(75 MHz, CDCL,): & 1732, 172.0, 166.0 (3 X C-triazine), 147.2
(H—C=N), 151.7, 149.7, 135.3, 135.1, 129.8, 129.2, 121.4, 120.9, 111.5
(9 x ArC), 40.1, 20.9 (2 x CH;). HRMS (ESI): m/z calcd for
C,sHysNgO,+ HT: 455.2195 [M + H]*; found: 455.2188.

5.2.2.38 | 2-((E)-3-Phenylallylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine  (5h). Yield: 77%;
mp: 225°C-227°C; Ry 0.69. IR (ATR, ©): 3235 (NH), 3054
(CspZ_Heretch.)’ 2916 (CspS_Heretch.)’ 1625 (C=N)’ 1567, 1503
(2 x C=C), 1366, 1193 (2 X C—Oyercn.) cm™t. 'H NMR (300 MHz,
DMSO-d,): 6 11.67 (1H, s, NH), 7.98 (1H, dd, J = 6.6, 1.8 Hz,
H—C=N), 7.59 (2H, d, J = 6.9 Hz, ArH), 7.40-7.30 (3H, m, ArH),
7.24-7.20 (4H, m, ArH), 7.13-7.08 (4H, m, ArH), 6.91-7.30 (2H,
m, (CH=CHAr), 2.32 (3H, s, CHj;), 2.31 (3H, s, CH;). ®C NMR
(75 MHz, DMSO-dy): 6 172.9, 172.1, 166.7 (3 X C-triazine), 148.8
(H—C=N), 150.0, 139.2,, 135.3, 135.1, 130.4, 130.3, 129.2, 127.5
(8 x ArC), 136.3 ((CH=CHAr), 125.8 (CH=CHAr), 121.87, 20.8
(2 x CH;). HRMS (ESI): m/z caled for C,sH,;N;O,+ Na*: 460.1749
[M + Na]*; found: 460.1738.

5.2.2.39 | 2-(2-(4-Hydroxy-3-Methoxybenzylidene)
Hydrazinyl)-4,6-Bis(4-Methyl-Phenoxy)-1,3,5-Triazine

(51). Yield: 60%; mp: 246°C-248°C; R;: 0.60. IR (ATR, 0): 3497
(br., OH)» 3237 (N_H)» 3105 (Csp2_Hslretch.)» 2920 (Csp?,_Hstrelch_)a
1606 (C=N), 1573, 1506 (2 X C=C), 1362, 1203 (2 X C—Ocrcr.)
cm~. 'H NMR (300 MHz, DMSO-d;): & 11.63 (1H, bs, NH), 9.52
(1H, bs, OH), 8.03 (1H, s, H—C=N), 7.24-7.08 (9H, m, ArH), 6.94
(1H, dd, J = 8.1, 1.5 Hz, ArH), 6.79 (1H, d, J = 8.1, ArH), 3.77 (3H,
s, OCH,), 2.31 (6H, s, 2 x CH,). 3C NMR (75 MHz, DMSO-d,): &
173.8, 172.1, 166.5 (3 x C-triazine), 146.6 (H—C=N), 150.0, 149.2,
148.4,135.2, 135.0, 130.4, 130.0, 126.1, 122.5, 122.0, 121.9, 115.7, 108.7
(13 x ArC), 55.7 (OCH,;), 20.85 (CH;). HRMS (ESI): m/z calcd for
C,sH;N;0,+ H*: 458.1828 [M + H]*; found: 458.1815.

5.2.2.40 | 2-(2-(3-Chlorobenzylidene)Hydrazinyl)-4,6-

Bis(4-Methylphenoxy)-1,3,5-Triazine (5j). Yield: 70%;
mp: 234°C-236°C; R;: 0.71. IR (ATR, ©): 3238 (NH), 3039
(CspZ_Hs&retch.)5 2919 (Csp3_Hstretch4)’ 1609 (C=N), 1576, 1509
(2 x C=C), 1370, 1202 (2 X C—Oyyrere,) cm~". "H NMR (300 MHz,
CDCL): § 9.21 (1H, s, NH), 7.89 (1H, s, H—C=N), 7.67 (1H, t,
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J=15Hz, ArH), 7.46 (1H, td, J = 7.2, 1.5 Hz, ArH), 7.36-7.25 (2H,
m, ArH), 7.20-7.05 (8H, m, ArH), 2.37 (6H, s, 2 x CH;). *C NMR
(75 MHz, DMSO-d,): § 172.9, 172.3, 167.0 (3 x C-triazine), 144.1
(H—C=N), 150.0, 137.0, 135.3, 135.2, 134.0, 131.1, 130.4, 130.1, 129.9,
126.4,126.0, 122.0, 121.9 (12 x ArC), 20.8 (2 x CH,). HRMS (ESI):
m/z caled for C,,H,,CIN;O,+ Na*: 468.1203 [M + Na]*; found:
468.1195.

5.2.2.41 | 2-(2-(4-Chlorobenzylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine (5k). Yield: 65%; mp:
238°C-241°C; Ry: 0.69. IR (ATR, 0): 3231 (NH), 3037 (Cop—Hreen)s
2920 (Cp—Hyyreren ) 1601 (C=N), 1575, 1509 (2 x C=C), 1369, 1201
(2 x C—Oyeie,) cm~L. 'H NMR (300 MHz, DMSO-d,): & 11.86
(1H, s, NH), 8.15 (1H, s, H—C=N), 7.64 (2H, d, J = 8.4 Hz, ArH),
7.48 (2H, d, J = 8.4 Hz, ArH), 7.25-7.08 (8H, m, ArH), 2.34 (3H,
s, CH,), 2.31 (3H, s, CH,). 3C NMR (75 MHz, DMSO-d,): &
172.9, 172.2, 167.9 (3 x C-triazine), 144.8 (H—C=N), 150.0, 135.3,
135.2, 134.7, 133.7, 130.4, 130.1, 129.3, 128.9, 121.9 (10 x ArC), 20.8
(2 x CH;). HRMS (ESI): m/z caled for C,,H,,CIN;O,+ Na*:
468.1203 [M + Na]*; found: 468.1190.

5.2.2.42 | 2-(2-(3-Nitrobenzylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Tiazine (51). Yield: 60%;
mp: 244°C-246°C; Ry 0.75. IR (ATR, 7): 3232 (NH), 3037
(Cspz_HslreLch.), 2922 (Csp3_Heretch.)’ 1613 (C=N)5 1580, 1509
(2 x C=C), 1376, 1203 (2 X C—Oyercn. ) cm~t. 'H NMR (300 MHz,
DMSO-d,): & 12.04 (1H, s, NH), 8.43 (1H, s, ArH), 8.25 (1H,
s, H—=C=N), 8.21 (1H, dd, J = 8.1, 2.1 Hz, ArH), 8.00 (1H, d,
J=17.8 Hz, ArH), 7.69 (1H, t, J = 7.8 Hz, ArH), 7.20-7.10 (8H, m,
ArH), 2.34 (3H, s, CH;), 2.31 (3H, s, CH;). *C NMR (75 MHz,
DMSO-dy): § 172.9, 172.3, 167.0 (3 X C-triazine), 143.6 (H—C=N),
150.0, 148.6, 136.5, 135.3, 135.2, 133.8, 130.8, 130.4, 130.1, 124.4,
121.9,120.7 (10 x ArC), 20.8 (2 x CH;). HRMS (ESI): m/z calcd for
C,,H,)NyO,+ Na*: 479.1444 [M + Na]*; found: 479.1434.

5.2.2.43 | 2-(2-(4-Nitrobenzylidene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine  (5m). Yield: 70%;
mp: 240°C-243°C; Ry 0.65. IR (ATR, 0): 3229 (NH), 3040
(CspZ_Hstretch.)7 2918 (Csp3_Hstretch.)’ 1610 (C=N), 1579, 1508
(2 x C=C), 1346, 1201 (2 X C—Oyrere,) cm . 'H NMR (300 MHz,
DMSO-d,): § 12.09 (1H, s, NH), 8.26 (3H, m, H—C=N), 7.87 (2H,
d, J = 8.7 Hz, ArH), 7.24-7.09 (8H, m, ArH), 2.34 (3H, s, CH,),
2.32 (3H, s, CH,). BC NMR (75 MHz, DMSO-d,): § 173.0, 172.3,
167.1 (3 x C-triazine), 143.5 (H—C=N), 150.0, 148.0, 141.0, 135.3,
130.4, 130.2, 128.1, 124.5, 121.9 (9 x ArC), 20.8 (2 x CH;). HRMS
(ESI): m/z caled for C,,H,,N;O,+ Na‘*: 479.1444 [M + Nal*;
found: 479.1430.

5.2.2.44 | 2-(2-(Pyridin-3-Ylmethylene)Hydrazinyl)-4,6-
Bis(4-Methylphenoxy)-1,3,5-Triazine (5n). Yield: 75%; mp:
213°C-215°C; R;: 0.70. IR (ATR, 9): 3232 (NH), 3037 (Cop—Hreen.)s
2921 (Cyp—Hyreren. ) 1599 (C=N), 1578, 1508 (2 x C=C), 1370, 1202
(2 X C—Oyorer) cm L. 'H NMR (300 MHz, DMSO-d,): 5 11.95 (1H,
s, NH), 8.74 (1H, d, J = 1.8 Hz, ArH), 8.57 (1H, dd, J = 6.3, 1.5 Hz,
ArH), 8.19 (1H, s, H—C=N), 8.01 (1H, td, J = 7.8, 2.1 Hz, ArH),
7.44 (14, dd, J = 8.1, 4.8 Hz, ArH), 7.25-7.09 (8H, m, ArH), 2.33
(3H, s, CH,), 2.31 (3H, s, CH,). C NMR (75 MHz, DMSO-d,): &
173.0, 172.2, 167.0 (3 x C-triazine), 143.3 (H—C=N), 150.9, 150.0,
148.8, 135.3, 133.7, 130.6, 130.4, 130.1, 124.4, 121.9 (10 x ArC), 20.8
(2 x CH;). HRMS (ESI): m/z calcd for C,;H, N¢O,+ H*: 413.1726
[M + H]J*; found: 413.1711.

5.2.2.45 | 2-(2-(Pyridin-4-Ylmethylene)Hydrazinyl)-
4,6-Bis(4-Methylphenoxy)-1,3,5-Triazine (50). Yield: 75%;
mp: 207°C-208°C; Ry 0.70. IR (ATR, 0): 3234 (NH), 3035
(CspZ_Hstrctch.)’ 2916 (Csp3_Hstrctch4)s 1617 (C=N), 1573, 1505
(2 x C=C), 1375, 1201 (2 X C—Ojere,) M. 'H NMR (300 MHz,
DMSO-d,): §12.06 (1H, s, NH), 8.61-8.60 (2H, d, J = 4.8 Hz, ArH),
8.13 (1H, s, H—C=N), 7.55 (2H, d, J = 6.0 Hz, ArH), 7.25-7.10 (8H,
m, ArH), 2.33 (3H, s, CH,), 3.31 (3H, s, CH,). 3C NMR (75 MHz,
DMSO-d,): § 173.0, 172.3, 167.1 (3 X C-triazine), 143.5 (H—C=N),
150.6, 150.0, 141.9, 135.3, 130.4, 130.1, 121.9, 121.2 (8 x ArC), 20.8
(2 x CH;). HRMS (ESI): m/z calcd for C,;H,,N,O,+ H*: 413.1726
[M + H]*; found: 413.1709.

5.2.2.46 | 2-(2-Benzylidenehydrazinyl)-4,6-Bis(4-
Chlorophenoxy)-1,3,5-Triazine  (6a). Yield: 75%; mp:
227°C-228°C; R;: 0.70 IR (ATR, 7): 3235 (NH), 3062 (Cp,—Hyireren ),
1608 (C=N), 1572, 1488 (2 x C=C), 1366, 1215 (2 X C—Oyerct, ) 1085
(C—Clyperen) cm™. '"H NMR (300 MHz, CDCL): § 9.00 (1H, s,
NH), 8.16 (1H, s, H—C=N), 7.70-7.67 (2H, m, ArH), 7.43-7.38 (7H,
m, ArH), 7.18-7.07 (4H, m, ArH). ®C NMR (75 MHz, CDCl,): 6
172.8, 171.8, 166.5 (3 x C-triazine), 146.8 (H—C=N), 150.1, 133.2,
130.6, 130.1, 129.5, 128.7, 127.7, 123.1 (8 x ArC). HRMS (ESI):
m/z calcd for C,,H;sCLLN;0,+ H*: 452.0681 [M + H]*; found:
452.0670.

5.2.2.47 | 2-(2-(2-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Chlorophenoxy)-1,3,5-Triazine (6b). Yield: 78%; mp:
257°C-259°C; Ry: 0.60. IR (ATR, 0): 3300-2800 (br., OH), 3226
(NH), 3062 (Cyp;—Hyeqe,), 1618 (C=N), 1574, 1485 (2 x C=C),
1369, 1202 (2 X C—Oyyeep, ), 1085 (C—Clyeien) cm~'. 'H NMR
(300 MHz, CDCL,): §10.68 (1H, s, NH), 10.13 (1H, s, OH), 8.19 (1H,
s, H—C=N), 7.42-7.38 (4H, m, ArH), 7.30-7.24 (1H, m, ArH), 7.17-
7.12 (4H, m, ArH), 6.97 (1H, d, J = 8.4 Hz, ArH), 6.87-6.84 (1H,
m, ArH), 6.79-6.76 (1H, m, ArH). 3C NMR (75 MHz, DMSO-d;):
§172.6, 172.1, 166.4 (3 X C-triazine), 147.3 (H—C=N), 157.8, 151.0,
150.9, 131.7,130.4, 130.3, 130.1, 130.0, 129.8, 124.2, 124.1, 119.7, 118.9,
116.9 (14 x ArC). HRMS (ESI): m/z calcd for C,,H;sCl,N;O;+ H™:
468.0630 [M + H]*; found: 468.0622.

5.2.2.48 | 2-(2-(3-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Chlorophenoxy)-1,3,5-Triazine (6c). Yield: 70%; mp:
270°C-272°C; R;: 0.65. IR (ATR, 9): 3500-2900 (br., OH), 3226
(NH), 3059 (Cypp—Hgyeren ), 1608 (C=N), 1568, 1483 (2 x C=C),
1370, 1199 (2 X C—Ogyeren ), 1085 (C—Clyeen) cm™. '"H NMR
(300 MHz, DMSO-d,): § 11.82 (1H, s, NH), 9.62 (1H, s, OH), 8.09
(1H, s, H—C=N), 7.52-7.47 (4H, m, ArH), 7.33-7.19 (5H, m, ArH),
7.13 (1H, t, J = 1.5 Hz, ArH), 7.00 (1H, d, J = 7.8 Hz, ArH), 6.80
(1H, dd, J = 7.8, 2.1 Hz, ArH). 3C NMR (75 MHz, DMSO-d,): §
172.6, 171.8, 166.9 (3 x C-triazine), 146.8 (H—C=N), 158.1, 151.0,
135.9, 130.3, 130.2, 129.9, 129.7, 124.2, 119.0, 117.8, 113.0 (11 X ArC).
HRMS (ESI): m/z caled for C,,H;sCL,N;05+ H*: 468.0630 [M +
H]*; found: 468.0608.

5.2.2.49 | 2-(2-(4-Hydroxybenzylidene)Hydrazinyl)-4,6-

Bis(4-Chlorophenoxy)-1,3,5-Triazine (6d). Yield: 80%; mp:
194°C; R: 0.66. IR (ATR, 9): 3500-2500 (br., OH), 3233 (NH),
3130 (Cypy—Hreren )s 1603 (C=N), 1569, 1484 (2 x C=C), 1370, 1202
(2 X C—Ogperen)> 1085 (C—Clyen) cm™. 'H NMR (300 MHz,
DMSO-d): § 11.67 (1H, s, NH), 9.99 (1H, s, OH), 8.05 (1H, s,
H—C=N), 7.52-7.43 (6H, m, ArH), 7.32-7.26 (4H, m, ArH), 6.79
(2H, d, J = 8.7 Hz, ArH). *C NMR (75 MHz, DMSO-d,): 6 172.6,
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171.8, 166.6 (3 x C-triazine), 146.9 (H—C=N), 159.8, 151.0, 130.3,
130.2, 129.9, 129.6, 129.2, 125.7, 124.3, 116.1 (10 x ArC). HRMS
(ESI): m/z calcd for C,,H;sCLLN;O;+ H*: 468.0630 [M + H]*;
found: 468.0628.

5.2.2.50 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(4-
Methoxybenzylidene)Hydrazinyl)-1,3,5-Triazine (6e).
Yield: 70%; mp: 260°C-262°C; R;: 0.68. IR (ATR, 0): 3253 (NH),
3059 (CspZ_HstrctchA)! 2998 (Csp3_HstrctchA)! 1608 (C=N)’ 1568, 1485
(2 x C=C), 1371, 1217 (2 X C—Ogercn)> 1084 (C—Clyerep,) cm ™.
'H NMR (300 MHz, DMSO-d;): § 11.76 (1H, s, NH), 8.11 (1H, s,
H—C=N), 7.57 (2H, d, J = 8.7 Hz, ArH), 7.52-7.47 (4H, m, ArH),
7.33-7.26 (4H, m, ArH), 6.98 (2H, d, J = 8.7 Hz, ArH), 3.79 (3H,
s, OCH,). 3C NMR (75 MHz, DMSO-d,): & 172.6, 171.8, 166.7
(3 x C-triazine), 146.5 (H—C=N), 161.2, 150.0, 130.3, 130.2, 129.9,
129.7, 129.0, 127.2, 124.2, 114.7 (10 x ArC), 55.7 (OCH;). HRMS
(ESI): m/z calcd for C,;H;;,CI,N;O;+ Nat: 504.0606 [M + Na];
found: 504.0596.

5.2.2.51 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(4-
Methylbenzylidene)Hydrazinyl)-1,3,5-Triazine (6f). Yield:
85%; mp: 238°C-239°C; Ry 0.72. IR (ATR, 0): 3223 (NH), 3066
(Cspz_Hstretch-)’ 3001 (CspS_Hstretch.), 1619 (C=N), 1574, 1485
(2 X C=Cslretch.)’ 1372, 1205 (2 X C_Oslrelch.)’ 1083 (C_CISlretch.)
cm~. 'H NMR (300 MHz, DMSO-d,): 6 11.82 (1H, s, NH), 8.13
(1H, s, H—C=N), 7.53-7.47 (6H, m, ArH), 7.33-7.22 (6H, m, ArH),
2.33 (3H, s, CH,). C NMR (75 MHz, DMSO-d,): & 172.6, 171.8,
166.8 (3 x C-triazine), 146.6 (H—C=N), 151.0, 140.4, 132.0, 130.3,
130.2,129.9,129.8,129.7,127.4,124.2 (10 x ArC), 21.5 (CH;). HRMS
(ESI): m/z calcd for C3H;,Cl,N;O02+ H*: 466.0838 [M + H]*;
found: 466.0822.

5.2.2.52 | 2-(2-(4-N,N-Dimethylaminobenzylidene)
Hydrazinyl)-4,6-Bis(4-Chlorophenoxy)-1,3,5-Triazine (6g).
Yield: 93%; mp: 226°C-228°C; R;: 0.80. IR (ATR, 9): 3243 (NH),
3030 (CspZ_HstrctchAl 2895 (CspS_Hstrctch,)7 1599 (C=N), 1572,
1483 (2 x C=C), 1366, 1193 (2 X C—Ogercp)> 1084 (C—Clyrercr)
cm~L.'H NMR (300 MHz, DMSO-d,): & 11.56 (1H, s, NH), 8.03
(1H, s, H—=C=N), 7.50-7.42 (6H, m, ArH), 7.31-7.24 (4H, m,
ArH), 6.71 (2H, d, J = 8.7 Hz, ArH), 2.95 (6H, s, N(CH,),). 3C
NMR (75 MHz, DMSO-d,): § 172.6, 171.6, 166.3 (3 x C-triazine),
147.7 (H—C=N), 151.9, 151.0, 130.3, 130.1, 129.9, 129.7, 128.8,
124.2, 121.8, 112.2 (10 X ArC), 39.4 N(CH,),. HRMS (ESI): m/z
caled for C,,H,,CL,N,O,+ H": 4951103 [M + H]|*; found:
495.1098

5.2.2.53 | 6-Bis(4-Chlorophenoxy)-2-(2-((E)-3-
Phenylallylidene)Hydrazinyl)-1,3,5-Triazine  (6h). Yield:
87%; mp: 248°C-250°C; R;: 0.73. IR (ATR, o): 3240 (NH), 3039
(Copr—Hrewen)s 1626 (C=N), 1574, 1485 (2 x C=C), 1366, 1209
(2 X C_OstretchA)ﬁ 1085 (C_CIStretch.) cm™.'H NMR (300 MHz,
DMSO-d,): § 11.76 (1H, s, NH), 7.99 (1H, dd, J = 5.1, 3.0 Hz,
H—C=N), 7.61-7.47 (6H, m, ArH), 7.39-7.26 (7H, m, ArH),
6.99-6.97 (2H, m, (CH=CHAr). 3C NMR (75 MHz, DMSO-
d,): & 172.6, 171.8, 166.6 (3 x C-triazine), 149.2 (H—C=N),
139.5, 151.0, 130.4, 130.2, 130.0, 129.8, 129.3, 127.6, 124.2, 124.1
(10 x ArC), 136.3 (CH=CHATr), 125.7 (CH=CHAr). HRMS (ESI):
m/z calcd for C,,H;C,N;O,+ H*: 478.0838 [M + H]*; found:
478.0825

5.2.2.54 | 2-(2-(4-Hydroxy-3-Methoxybenzylidene)
Hydrazinyl)-4,6-Bis(4-Chlorophenoxy)-1,3,5-Triazine

(6i). Yield: 85%; mp: 218°C-220°C; R;: 0.80. IR (ATR, 0): 3417
(brw OH)a 3232 (NH)7 3060 (CspZ_Hstrctch.)’ 2945 (CspS_HstrctChA)’
1608 (C=N), 1575, 1488 (2 X C=C), 1367, 1216 (2 X C—Ojercp, ), 1084
(C—Clyeren) cm~'. 'H NMR (300 MHz, DMSO-d,): & 11.72 (1H,
bs, NH), 9.60 (1H, bs, OH), 8.02 (1H, s, H—C=N), 7.52-7.48 (4H,
m, ArH), 7.33-7.28 (4H, m, ArH), 7.15 (1H, d, J = 1.8 Hz, ArH),
6.94 (1H, dd, J = 8.1, 1.8 Hz, ArH), 6.77 (1H, d, J = 8.1 Hz, ArH),
3.77 (3H, s, OCH,). 3C NMR (75 MHz, DMSO-d,): & 172.6, 171.9,
166.4 (3 X C-triazine), 146.9 (H—C=N), 151.0, 149.4, 148.5, 130.3,
130.2, 130.0, 129.6, 126.0, 124.4, 124.3, 122.7, 115.8, 108.5 (13 X ArC),
55.7 (OCH;). HRMS (ESI): m/z calcd for C;;H;Cl,N;0,+ H™:
498.0736 [M + H]*; found: 498.0729.

5.2.2.55 | 2-(2-(3-Chlorobenzylidene)-4,6-Bis(4-
Chlorophenoxy)-1,3,5-Triazine  (6j). Yield: 76%; mp:
248°C-250°C; R;: 0.77. IR (ATR, ?): 3241 (NH), 3060
(Copr—Hgreren)» 1615 (C=N), 1575, 1488 (2 x C=C), 1370, 1214
(2 X C—Oyrecn.), 1086 (C—Clyeren) cm~''H NMR (300 MHz,
DMSO-d,): & 12.01 (1H, s, NH), 8.13 (1H, s, H—C=N), 7.67 (1H,
s, ArH), 7.56-7.44 (7H, m, ArH), 7.34-7.28 (4H, m, ArH). 3C
NMR (75 MHz, DMSO-dy): 6 172.6, 172.0, 167.0 (3 x C-triazine),
144.5 (H—C=N), 151.0, 136.9, 134.1, 131.2, 130.4, 130.3, 130.0,
129.7, 126.4, 126.2, 124.3 (11 x ArC). HRMS (ESI): m/z calcd for
C,,H,,Cl;N.O,+ Na*: 508.0111 [M + Na]*; found: 508.0107.

5.2.2.56 | 2-(2-(4-Chlorobenzylidene)-4,6-Bis(4-
Chlorophenoxy)-1,3,5-Triazine  (6k). Yield: 75%; mp:
258°C-260°C; R;: 0.77. IR (ATR, 0): 3233 (NH), 3061
(Copr—Hareren ) 1615 (C=N), 1573, 1488 (2 x C=C), 1368, 1216
(2 X C—Ogeren)> 1086 (C—Clyyeen) cm™'. 'H NMR (300 MHz,
DMSO-d,): § 11.96 (1H, s, NH), 8.15 (1H, s, H—C=N), 7.65 (2H, d,
J=8.4Hz, ArH), 7.52-7.47 (6H, m, ArH), 7.33-7.27 (4H, m, ArH).
3C NMR (75 MHz, DMSO-dy): §172.6, 171.9, 166.9 (3 x C-triazine),
145.1 (H—C=N), 151.0, 134.8, 133.6, 130.4, 129.9, 129.7, 129.4, 129.0,
124.2 (9 x ArC). HRMS (ESI): m/z calcd for C,,H,,Cl;N;0,+ Na*:
508.0111 [M + Na]*; found: 508.0101.

5.2.2.57 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(3-
Nitrobenzylidene)Hydrazinyl)-1,3,5-Triazine  (61). Yield:
70%; mp: 246°C-248°C; R;: 0.75. IR (ATR, 9): 3233 (NH), 3050
(Cor—Hareren)s 1615 (C=N), 1576, 1489 (2 x C=C), 1375, 1214
(2 X C—Ogeren ), 1092 (C—Clyo,) cm™'. 'H NMR (300 MHz,
DMSO-dy): & 12.13 (1H, s, NH), 8.46 (1H, s, ArH), 8.29-8.22 (2H,
m, H—C=N, ArH), 8.03 (14, d, J = 7.8 Hz, ArH), 7.70 (1H, ¢t
J = 7.8 Hz, ArH), 7.53-7.48 (4H, m, ArH), 7.36-7.29 (4H, m,
ArH). 3C NMR (75 MHz, DMSO-d,): 6 172.6, 172.0, 167.0 (3 X C-
triazine), 144.0 (H—C=N), 150.9, 148.6, 136.6, 133.8, 131.0, 130.4,
130.0, 129.7, 124.6, 124.2, 121.0 (11 X ArC). HRMS (ESI): m/z caled
for C,,H,,Cl,N,O,+ Na*: 519.0351 [M + Na]*; found: 519.0340.

5.2.2.58 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(4-

Nitrobenzylidene)Hydrazinyl)-1,3,5-Triazine (6m). Yield:
72%; mp: 231°C-233°C; R;: 0.75. IR (ATR, 0): 3231 (NH), 3063
(Copr—Hyreen), 1596 (C=N), 1572, 1484 (2 x C=C), 1369, 1197
(2 X C—Oyerer), 1083 (C—Clyi,) cm~'. 'H NMR (300 MHz,
DMSO-d,): & 12.17 (1H, s, NH), 8.26 (3H, m, H—C=N, ArH),
7.88 (2H, d, J = 8.7 Hz, ArH), 7.54-7.48 (4H, m, ArH), 7.34-7.28
(4H, m, ArH). 3C NMR (75 MHz, DMSO-d,): § 172.7, 172.0, 167.1
(3 x C-triazine), 143.9 (H—C=N), 150.9, 148.1, 141.0, 130.3, 130.0,
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129.8, 128.2, 124.5, 124.2 (9 x ArC). HRMS (ESI): m/z calcd for
C,,H,,C,NO,+ Na*: 519.0351 [M + Na]*; found: 519.0346.

5.2.2.59 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(Pyridin-3-

Ylmethylene)Hydrazinyl)-1,3,5-Triazine (6n). Yield: 95%;
mp: 232°C-234°C; R: 0.59. IR (ATR, 9): 3237 (NH), 3031
(Copr—Hgpreren ) 1617 (C=N), 1564, 1487 (2 x C=C), 1361, 1218
(2 X C—Oyoren), 1085 (C—Clyei) cm~. 'H NMR (300 MHz,
DMSO-d): 6 12.04 (1H, s, NH), 8.76 (1H, d, J = 1.8 Hz, ArH),
8.58 (1H, dd, J = 4.8, 1.5 Hz, ArH), 8.20 (1H, s, H—C=N), 8.02
(1H, td, J = 8.1, 1.8 Hz, ArH), 7.50-7.43 (5H, m, ArH), 7.34-7.28
(4H, m, ArH). 3C NMR (75 MHz, DMSO-d,): 5 172.6, 171.9, 167.0
(3 x C-triazine), 143.7 (H—C=N), 1511, 151.0, 148.9, 133.8, 130.6,
130.4,130.3, 130.0, 129.7, 124.4, 124.2 (11 X ArC). HRMS (ESI): m/z
calcd for C,H,,C1,N,O,+ H*: 453.0634[M + H]*; found: 453.0618

5.2.2.60 | 4,6-Bis(4-Chlorophenoxy)-2-(2-(Pyridin-4-
Ylmethylene)Hydrazinyl)-1,3,5-Triazine (60). Yield: 90%;
mp: 304°C-306°C; Ry 0.59. IR (ATR, o): 3234 (NH), 3068
(Copr—Hrewen ) 1601 (C=N), 1559, 1486 (2 x C=C), 1375, 1214
(2 X C_Ostretch.)’ 1085 (C_Clstretch.) cm™. 'H NMR (300 MHz,
DMSO-dy): §12.13 (1H, s, NH), 8.62-8.60 (2H, d, J = 5.7 Hz, ArH),
8.13 (1H, s, H—C=N), 7.56-7.55 (2H, d, J = 5.7 Hz, ArH), 7.52-7.47
(4H, m, ArH), 7.33-7.27 (4H, m, ArH). 3C NMR (75 MHz,
DMSO-d,): § 172.7, 172.0, 167.1 (3 X C-triazine), 141.8 (H—C=N),
150.9, 150.7, 143.9, 130.4, 130.3, 130.0, 129.7, 124.2, 121.2 (9 x ArC).
HRMS (ESI): m/z caled for C, H;,Cl,N;O,+ H*: 453.0634[M +
H]*; found: 453.0624.

5.2.2.61 | 2-(2-Benzylidenehydrazinyl)-4,6-Bis(4-
Bromophenoxy)-1,3,5-Triazine  (7a). Yield: 86%; mp:
228°C-230°C; Ry 0.69. IR (ATR, ©): 3231 (NH), 3103
(Copr—Hyren)s 1603 (C=N), 1571, 1479 (2 x C=C), 1368, 1189
(2 X C—Oy o) cm ™. 'H NMR (300 MHz, DMSO-d,): 6 11.88 (1H,
s, NH), 8.16 (1H, s, H—C=N), 7.65-7.60 (6H, m, ArH), 7.44-7.41
(3, m, ArH), 7.28-7.21 (4H, m, ArH). 3C NMR (75 MHz, DMSO-
do): 8 172.5, 171.8, 166.8 (3 x C-triazine), 146.4 (H—C=N), 151.4,
134.6, 132.9, 132.6, 130.4, 129.2, 127.3, 124.6, 118.5, 118.3 (10 x ArC).
HRMS (ESI): m/z calcd for C,H;sr,N;0,+ H*: 539.9671 [M +
H]*; found: 539.9659.

5.2.2.62 | 2-(2-(2-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Bromophenoxy)-1,3,5-Triazine (7b). Yield: 80%; mp:
242°C-245°C; Ry 0.62. IR (ATR, 9): 3350-2500 (br., OH), 3225
(NH), 3039 (Cypy—Hreqen ), 1619 (C=N), 1588, 1480 (2 x C=C), 1369,
1199 (2 X C—Oyyyere) cm~. 'H NMR (300 MHz, DMSO-d, ): 6 12.14
(1H, s, NH), 10.89 (1H, s, OH), 8.32 (1H, s, H—C=N), 7.62 (4H, d,
J = 8.4 Hz, ArH), 7.41 (1H, d, J = 8.4 Hz, ArH), 7.29-7.23 (5H, m,
ArH), 6.90-6.85 (2H, m, ArH). 3C NMR (75 MHz, DMSO-d,): §
172.5, 171.9, 166.3 (3 X C-triazine), 147.2 (H—C=N), 157.7, 151.4,
151.3, 132.9, 132.7, 131.7, 130.0, 129.3, 124.6, 124.5, 119.7, 118.8, 118.5,
116.9 (14 x ArC). HRMS (ESI): m/z calcd for C,,H,sBr,N;O;+ H*:
555.9620 [M + H]*; found: 555.9611.

5.2.2.63 | 2-(2-(3-Hydroxybenzylidene)Hydrazinyl)-4,6-

Bis(4-Bromophenoxy)-1,3,5-Triazine (7c). Yield: 71%; mp:
252°C-254°C; Ry: 0.60. IR (ATR, ©): 3500-2500 (br., OH), 3223
(NH), 3074 (Cypy—Heien), 1607 (C=N), 1565, 1480 (2 x C=C),
1367, 1195 (2 X C—Oyyroren) cm~. 'H NMR (300 MHz, DMSO-d, ):
§11.81 (1H, s, NH), 9.61 (1H, s, OH), 8.08 (1H, s, H—C=N), 7.62
(4H, m, ArH), 7.27-7.19 (5H, m, ArH), 7.13 (1H, s, ArH), 7.00

(1H, d, J = 7.2 Hz, ArH), 6.80 (1H, dd, J = 8.1, 2.4 Hz, ArH). BC
NMR (75 MHz, DMSO-d,): 6 172.5, 171.7, 166.8 (3 X C-triazine),
146.2 (H—C=N), 158.1, 151.4, 135.8, 132.8, 132.6, 130.3, 124.6, 119.0,
118.5, 118.3, 117.8, 113.0 (12 X ArC). HRMS (ESI): m/z calcd for
C,,HsBr,N;O;+ H*: 555.9620 [M + H]*; found: 555.9607.

5.2.2.64 | 2-(2-(4-Hydroxybenzylidene)Hydrazinyl)-4,6-
Bis(4-Bromophenoxy)-1,3,5-Triazine (7d). Yield: 69%; mp:
196°C-198°C; Ry: 0.66. IR (ATR, ©): 3500-2500 (br., OH), 3243
(NH), 3058 (Cypy—Hreen)s 1602 (C=N), 1568, 1484 (2 x C=C),
1370, 1214 (2 X C—Ojere) cm™". "H NMR (300 MHz, DMSO-d,):
5 11.68 (1H, s, NH), 9.94 (1H, s, OH), 8.06 (1H, s, H—C=N),
7.64-7.59 (4H, m, ArH), 7.45 (2H, d, J = 8.7 Hz, ArH), 7.26-7.20
(4H, m, ArH), 6.80 (2H, d, J = 8.7 Hz, ArH). ®C NMR (75 MHz,
DMSO-d,): 8 172.5, 171.6, 166.5 (3 X C-triazine), 146.9 (H—C=N),
159.8, 151.5, 132.8, 132.6, 129.1, 125.6, 124.7, 124.6, 118.4, 118.3, 116.1
(11 x ArC). HRMS (ESI): m/z calcd for C,,H;sBr,N;O;+ H™:
555.9620 [M + H]*; found: 555.9606.

5.2.2.65 | 4,6-Bis(4-Bromophenoxy)-2-(2-(4-
Methoxybenzylidene)Hydrazinyl)-1,3,5-Triazine (7e).
Yield: 67%; mp: 259°C-261°C; Ry: 0.70. IR (ATR, 0): 3250 (NH),
3057 (Cpr—Hreten. ) 2998 (Cops—Hreren,)s 1608 (C=N), 1568, 1485
(2 x C=C), 1371, 1217 (2 X C—Oyere,) cm~. 'H NMR (300 MHz,
DMSO-d,): & 11.74 (1H, s, NH), 8.10 (1H, s, H—C=N), 7.64-7.55
(6H, m, ArH), 7.26-7.20 (4H, m, ArH), 6.97 (2H, d, J = 8.7 Hz,
ArH), 3.79 (3H, s, OCH,). 3C NMR (75 MHz, DMSO-d): 6 172.5,
171.7, 166.6 (3 x C-triazine), 146.5 (H—C=N), 161.2, 151.5, 132.8,
132.6,129.0, 127.2, 124.6, 118.4, 118.3, 114.7 (10 x ArC), 55.7 (OCH,).
HRMS (ESI): m/z calced for C,;H,;Br,N;O;+ H*: 569.9776 [M +
H]*; found: 569.9761.

5.2.2.66 | 4,6-Bis(4-Bromophenoxy)-2-(2-(4-
Methylbenzylidene)Hydrazinyl)-1,3,5-Triazine (7f). Yield:
80%; mp: 260°C-262°C; Ry 0.75. IR (ATR, D): 3237 (NH), 3058
(CspZ_Hstretch.)s 2913 (Csp3_Hstretch.)a 1588 (C=N), 1568, 1484
(2 x C=C), 1368, 1212 (2 X C—Oy,oe,) cm L. 'H NMR (300 MHz,
CDCL): & 7.89 (1H, s, H—C=N), 7.60 (2H, d, J = 8.1 Hz, ArH),
7.53-7.50 (4H, m, ArH), 7.21 (2H, d, J = 7.8 Hz, ArH), 7.13-7.02
(4H, m, ArH), 2.32 (3H, s, CH;). ®C NMR (75 MHz, DMSO-d,):
6 172.5,171.7, 166.7 (3 x C-triazine), 146.6 (H—C=N), 151.4, 140.2,
132.8, 132.6, 131.9, 129.8, 127.3, 124.6, 118.5, 118.3 (10 x ArC), 21.4
(CH;). HRMS (ESI): m/z calcd for C,;H,,Br,N;0,+ H*: 553.9827
[M + H]*; found: 553.9820.

5.2.2.67 | 2-(2-(4-N,N-Dimethylaminobenzylidene)
Hydrazinyl)-4,6-Bis(4-Bromophenoxy)-1,3,5-Triazine (7g).
Yield: 93%; mp: 226°C-228°C; R;: 0.68. IR (ATR, 0): 3248 (NH),
3040 (CspZ_Hstrctch,)’ 2895 (CspS_HstrctchA)’ 1596 (C=N), 1567, 1479
(2 x C=C), 1364, 1200 (2 X C—Ojere, ) cm . "H NMR (300 MHz,
DMSO-d,): & 11.56 (1H, s, NH), 8.03 (1H, s, H—C=N), 7.64-7.59
(4H, m, ArH), 7.43 (2H, d, J = 9.0 Hz, ArH), 7.26-7.20 (4H, m,
ArH, 6.71 (2H, d, J = 9.0 Hz, ArH), 2.96 (6H, s, N(CH,),). *C
NMR (75 MHz, DMSO-d,): 6 172.5, 171.5, 166.2 (3 X C-triazine),
147.5 (H—C=N), 151.8, 151.5, 132.8, 132.6, 128.7, 124.6, 121.9, 118.4,
118.2, 112.1 (10 x ArC), 40.3 (N(CH,),). HRMS (ESI): m/z calcd
for C,,H,,Br,N;O,+ H*: 583.0093 [M + H]*; found: 583.0078.

5.2.2.68 | 4,6-Bis(4-Bromophenoxy)-2-(2-((E)-3-
Phenylallylidene)Hydrazinyl)-1,3,5-Triazine  (7h). Yield:
91%; mp: 256°C-258°C; R;: 0.65. IR (ATR, ): 3217 (NH), 3060
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(Copr—Hgpreren ) 1610 (C=N), 1571, 1484 (2 x C=C), 1367, 1205
(2 X C—Oyreren.) cm~". 'H NMR (300 MHz, DMSO-d,): § 11.74 (1H,
s, NH), 7.99 (1H, dd, J = 4.8, 3.6 Hz, H—C=N), 7.64-7.59 (6H, m,
ArH), 7.40-7.31 (3H, m, ArH), 7.25-7.20 (4H, m, ArH), 6.99-6.97
(2H, m, (CH=CHAr). 3C NMR (75 MHz, DMSO-d;): & 172.5,
1717, 166.6 (3 x C-triazine), 149.2 (H—C=N), 136.3 (CH=CHAr),
125.7 (CH=CHAr), 151.4,139.5132.9, 132.7,129.2, 127.5,124.5, 118 5,
118.3 (9 x ArC). HRMS (ESI): m/z calcd for C,,H;;Br,N;O,+ Nat:
587.9647 [M + Na]*; found: 587.9631.

5.2.2.69 | 2-(2-(4-Hydroxy-3-
Methoxybenzylidene)Hydrazinyl)-4,6-Bis(4-
Bromophenoxy)-1,3,5-Triazine  (7i). Yield: 77%; mp:
223°C-224°C; Ry: 0.69. IR (ATR, ): 3416 (br., OH), 3229 (NH),
3058 (Copp—Hyireren ) 2929 (Cops—Hypreren ), 1605 (C=N), 1572, 1486
(2 x C=C), 1368, 1215 (2 X C—Oyyeres,) cm . "H NMR (300 MHz,
DMSO-dy): 6 11.70 (1H, bs, NH), 9.55 (1H, bs, OH), 8.02 (1H, s,
H—C=N), 7.64-7.61 (4H, m, ArH), 7.28-7.22 (4H, m, ArH), 7.16
(1H, d, J = 1.5 Hz, ArH), 6.95 (1H, dd, J = 8.1, 1.5 Hz, ArH), 6.79
(1H, d, J = 8.1 Hz, ArH), 3.78 (3H, s, OCH,). 3C NMR (75 MHz,
DMSO-dy): 6 172.4, 171.8, 166.4 (3 x C-triazine), 151.5, 151.4, 146.9
(H—C=N), 149.3, 148.4, 132.9, 132.5, 126.0, 124.8, 124.7, 122.6, 118.5,
118.2, 115.7, 108.5 (12 X ArC), 55.8 (OCH,). HRMS (ESI): m/z calcd
for C,;H,;,Br,N;O,+ H*: 585.9726 [M + H]|*; found: 585.9711.

5.2.2.70 | 4,6-Bis(4-Bromophenoxy)-2-(2-(3-
Chlorobenzylidene)Hydrazinyl)-1,3,5-Triazine (7j). Yield:
69%; mp: 267°C-269°C; R;: 0.72. IR (ATR, 9): 3237 (NH), 3056
(Copr—Hyen), 1613 (C=N), 1572, 1485 (2 x C=C), 1369, 1209
(2 X C—Oyoen.) cm~. 'TH NMR (300 MHz, DMSO-d, ): §12.01 (1H,
s, NH), 8.12 (1H, s, H—C=N), 7.68-7.61 (5H, m, ArH), 7.57-7.53
(1H, m, ArH), 7.46-7.44 (2H, m, ArH), 7.29-7.22 (4H, m, ArH).
3C NMR (75 MHz, DMSO-d,): §172.5,171.9, 166.9 (3 x C-triazine),
144.5 (H—C=N), 151.4, 136.9, 134.1, 132.9, 132.6, 131.1, 130.0, 126.4,
126.2, 124.6, 118.5, 118.4 (12 x ArC). HRMS (ESI): m/z calcd for
C,,H,,Br,CIN;02+ Na*: 595.9100 [M + Na]*; found: 595.9089.

5.2.2.71 | 4,6-Bis(4-Bromophenoxy)-2-(2-(4-
Chlorobenzylidene)Hydrazinyl)-1,3,5-Triazine (7k). Yield:
70%; mp: 256°C-258°C; R;: 0.73 IR (ATR, D): 3226 (NH), 3090
(Copr—Hyen)s 1614 (C=N), 1571, 1485 (2 x C=C), 1372, 1210
(2 X C—O, ) cm~'. 'H NMR (300 MHz, DMSO-d,): & 11.94
(1H, s, NH), 8.15 (1H, s, H—C=N), 7.66-7.60 (6H, m, ArH), 7.48
(2H, d, J = 8.4 Hz, Ar-H), 7.27-7.21 (4H, m, ArH). 3C NMR
(75 MHz, DMSO-d,): 6 172.5, 171.8, 166.9 (3 x C-triazine), 145.1
(H—C=N), 151.4, 134.8, 133.6, 132.9, 132.6, 129.3, 128.9, 124.6, 118.5,
118.4 (10 x ArC). HRMS (ESI): m/z calcd for C,,H,,Br,CIN;O2+
Nat:595.9100 [M + Na]*; found: 595.9080.

5.2.2.72 | 4,6-Bis(4-Bromophenoxy)-2-(2-(3-
Nitrobenzylidene)Hydrazinyl)-1,3,5-Triazine  (71). Yield:
65%; mp: 246°C-248°C; R;: 0.60. IR (ATR, o): 3308 (NH), 3091
(Copr—Hgpreren ) 1586 (C=N), 1562, 1485 (2 x C=C), 1369, 1197
(2 X C—O, o) cm L. 'H NMR (300 MHz, DMSO-d, ): § 12.11 (1H,
s, NH), 8.45 (1H, t, J = 7.8 Hz, ArH), 8.26-8.21 (2H, m, H—C=N,
ArH), 8.02 (1H, d, J = 7.8 Hz, ArH), 7.73-7.60 (5H, m, ArH),
7.30-7.22 (4H, m, ArH). 3C NMR (75 MHz, DMSO-d,): & 172.5,
171.9, 167.0 (3 X C-triazine), 144.0 (H—C=N), 151.4, 148.6, 136.4,
133.7,132.9, 132.6, 130.8, 124.6, 121.0, 118.5, 118.4 (11 X ArC). HRMS
(ESI): m/z calcd for C,,H,,Br,N;O,+ Na*: 606.9341 [M + Nal*;
found: 606.9328.

5.2.2.73 | 4,6-Bis(4-Bromophenoxy)-2-(2-(4-
Nitrobenzylidene)Hydrazinyl)-1,3,5-Triazine (7m). Yield:
67%; mp: 240°C-242°C; R;: 0.61 IR (ATR, 0): 3233 (NH), 3053
(Copr—Hareren)» 1604 (C=N), 1570, 1485 (2 x C=C), 1367, 1193
(2 X C—Oyeen) cm™". 'H NMR (300 MHz, DMSO-d,): §12.13 (1H,
s, NH), 8.30-8.20 (3H, m, H—C=N, ArH), 7.82 (2H, d, J = 8.4 Hz,
ArH), 7.64-7.59 (4H, m, ArH), 7.28-7.22 (4H, m, ArH). 3C NMR
(75 MHz, DMSO-d,): 6 172.5, 171.9, 167.0 (3 x C-triazine), 143.7
(H—C=N), 151.4, 147.9, 140.9, 132.8, 132.6, 128.1, 124.6, 124.3, 118.5,
118.4 (12 x ArC). HRMS (ESI): m/z calcd for C,,H,,Br,N;O,+
Na't:606.9341 [M + Na]*; found: 606.9332.

5.2.2.74 | 4,6-Bis(4-Bromophenoxy)-2-(2-(Pyridin-3-
Ylmethylene)Hydrazinyl)-1,3,5-Triazine (7n). Yield: 96%;
mp: 335°C-337°C; Ry: 0.57. IR (ATR, 5): 3061 (Cpy—Hgreren)> 1595
(C=N), 1561, 1482 (2 x C=C), 1381, 1208 (2 X C—Oyyecn) CmM .
'H NMR (300 MHz, DMSO-d,): § 12.05 (1H, s, NH), 8.76 (1H, d,
J =18 Hz, ArH), 8.58 (1H, dd, J = 4.8, 1.8 Hz, ArH), 8.19 (1H, s,
H—C=N), 8.02 (1H, td, J = 8.1, 1.8 Hz, ArH), 7.65-7.61 (4H, m,
ArH), 7.45 (1H, dd, J = 8.1, 4.8 Hz, ArH), 7.28-7.21 (4H, m, ArH).
13C NMR (75 MHz, DMSO-d;): §172.5,171.8,166.9 (3 X C-triazine),
143.7 (H—C=N), 1514, 151.0, 148.9, 133.7, 132.9, 132.6, 130.5,
124.6, 124.4, 118.5, 118.4 (11 x ArC). HRMS (ESI): m/z calced for
C,H,Br,N;O,+ H*: 540.9623 [M + H]*; found: 540.9611.

5.2.2.75 | 4,6-Bis(4-Bromophenoxy)-2-(2-(Pyridin-4-
Ylmethylene)Hydrazinyl)-1,3,5-Triazine (70). Yield: 90%;
mp: 274°C-276°C; Ry 0.56. IR (ATR, 0): 3062 (Cop—Hreren)s
1557 (C=N), 1483, 1445 (2 x C=C), 1376, 1205 (2 X C—Oyeict,)
cm™. 'H NMR (300 MHz, DMSO-d,): 6 12.14 (1H, s, NH), 8.61
(2H, d, J = 4.8 Hz, ArH), 8.13 (1H, s, H—C=N), 7.65-7.61 (4H,
m, ArH), 7.55 (2H, d, J = 4.8, ArH), 7.27-7.22 (4H, m, ArH). 3C
NMR (75 MHz, DMSO-d,): § 172.6, 171.9, 167.1 (3 x C-triazine),
143.8 (H—C=N), 151.4, 150.6, 141.8, 132.9, 132.7, 124.6, 121.2, 118.5,
118.4 (9 x ArC). HRMS (ESI): m/z calced for C, H;,Br,N;O,+ H™:
540.9623 [M + H]*; found: 540.9612.

5.3 | Biological Evaluation
5.3.1 | DNA Interactions Studies
5.3.1.1 | Purification and Preparation of DNA Solution.

A Salmon Sperm DNA solution (2.5 mg) was dissolved in 10 mL
deionized water and stirred for 24 h in order to prepare 234 mM
solution of DNA. Concentration of DNA solution was measured
employing UV-visible spectroscopy using Beer’s Lambert law.
The absorbance of the DNA solution was recorded at two
different wavelengths, that is, 260 and 280 nm. The ratio of two
absorbances A,q,/A,g, indicates the purity of DNA solution. The
absorbance ratio was between 1.7 and 1.9 indicating that DNA
solution was free from contamination.

5.3.1.2 | Preparation of Stock Solution for Test Com-
pounds. The stock solution (200 mM) of the test compound was
prepared by dissolving calculated amount of each compound in
DMSO.

5.3.1.3 | Evaluation of Thermodynamic and Kinetic
Parameters. The antineoplastic activities of a drug are based
on its binding or denaturation of DNA and interfering abilities
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of the drug in DNA processes. Hence, the absorbance of
a test compound is quantified following its absorption on
incremental increase of DNA concentrations, while keeping
the compound concentration constant. The binding constant
(K;,) may be calculated from the intercept to slope ratio of the
plot of A,/(A — A,) versus 1/[DNA] using Benesi-Hildebr and
formula [55].

Ao _ |Z¢] 2¢ X 1
—¢; K, [DNA]

= +
A-A, &1 —&% Eug

where A, is the absorption of free compound and A is the
absorption of compound-DNA adduct. €; and & correspond
to extinction coefficients (molar) of the complex and drug-DNA
adduct, respectively.

5.3.1.4 | InVitro Antiproliferative Evaluation.

5.3.1.4.1 | Cancer Cell Culture. The human cancer cell
lines used in this study including Capan-1, HCT-116, LN-229,
NCI-H460, HL-60, K-562, H, and Z-138 were sourced from the
American Type Culture Collection (ATCC, Manassas, VA, USA).
The DND-41 cell line was obtained from the Deutsche Sammlung
von Mikroorganismen und Zellkulturen (DSMZ Leibniz Institute,
Germany). Culture media were provided by Gibco Life Tech-
nologies, USA, and supplemented with 10% fetal bovine serum
(HyClone, GE Healthcare Life Sciences, USA), while media for
other cell lines were acquired from Sigma.

5.3.1.4.2 | Proliferation Assays. Adherent cell lines—
including LN-229, HCT-116, NCI-H460, and Capan-1—were
seeded into 384-well tissue culture plates (Greiner) at
densities ranging from 500 to 1500 cells per well. After
overnight incubation, cells were treated with a series of
seven concentrations of test compounds, spanning from 100
to 0.006 uM. Suspension cell lines, including HL-60, K-562,
Z-138, and DND-41, were plated in 384-well plates at densities of
2500-5500 cells per well and exposed to the same concentration
range. Following 72 h of compound exposure, cell viability
was assessed using the CellTiter 96 AQueous one solution cell
proliferation assay (MTS) reagent (Promega), in accordance with
the manufacturer’s instructions. Absorbance was measured at
490 nm using a SpectraMax Plus 384 plate reader (Molecular
Devices), and the resulting optical density (OD) values were
used to calculate the ICs,. All compounds were tested in two
independent experiments.

For HeLa cells, assays were conducted in 96-well microtiter
plates with seeding densities between 1 x 10* and 3 x 10*
cells/mL, adjusted according to the cell line’s doubling time. Test
compounds were freshly prepared on the day of treatment and
applied in five 10-fold serial dilutions (10-8-10~* M). After 72 h
of incubation, cell viability was evaluated using the MTS assay
as described. Absorbance was read at 570 nm, and OD values
were used to determine ICs, values. Each assay was performed in
duplicate and repeated in at least two independent experiments.

5.3.1.4.3 | Molecular Docking Simulations. Molecular
docking simulations were performed using the AutoDock
program. Protein structures were preprocessed with UCSF

Chimera 1.15 [56], and docking was carried out using the
Lamarckian genetic algorithm (LGA) with 2 500 000 energy
evaluations per run. Docking scores were calculated using
AutoDock’s default scoring function, and grid maps were
generated using AutoGrid. The docking results were visualized
and analyzed with BIOVIA Discovery Studio 2020 [57]. To validate
the docking protocol, each simulation was conducted using the
native ligands co-crystallized in the respective protein structures.
The method successfully reproduced the native ligand—protein
binding geometries. Figure 3 shows the comparison between the
native ligands of 5X74, 4VB, and 5E80 and their corresponding
redocked poses generated by AutoDock.

6 | Conclusions

A novel series of 2-(2-(arylbenzylidenehydrazinyl)-4,6-
(substituted-diphenoxy)-1,3,5-triazine ~ derivatives (3a-0 to
7a-0) was successfully synthesized. Selected analogues from
this series were evaluated for their anticancer activity against
eight human cancer cell lines: Capan-1, HCT-116, LN229,
NCI-H460, DND-41, HL-60, K562, and Z138. Among the tested
compounds, 5i and 7b exhibited potent cytotoxic effects,
demonstrating low micromolar ICy, values of 2.4 and 1.9 pM,
respectively, against pancreatic adenocarcinoma (Capan-1).
Notably, compound 5i also showed significant activity against
colorectal carcinoma (HCT-116), with an ICs, of 2.2 uM. All
synthesized compounds (3a-o to 7a—0) were further investigated
for their DNA-binding affinity using UV-visible spectroscopy,
and the binding constants were determined graphically. Most
compounds exhibited strong interactions with DNA, as indicated
by high Gibbs free energy values, reflecting spontaneous binding
and the formation of stable complexes. Computational studies
revealed that compound 7b possessed the highest total binding
energy and the lowest inhibition constant (K;) among the tested
compounds, which correlated well with its in vitro anticancer
activity. Molecular docking results supported these findings,
and MD simulations confirmed the structural stability of the
7b-PDES complex (PDB ID: 5E80), with a critical interaction
distance of 0.9 A maintaining protein integrity throughout the
simulation. These results highlight compounds 5i and 7b as
promising lead candidates for further development as anticancer
agents, particularly targeting pancreatic (Capan-1) and colorectal
(HCT-116) carcinomas, due to their potent cytotoxicity and strong
DNA-binding capabilities.
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