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ABSTRACT
Current breakthroughs in molecular docking approaches have significantly contributed to discovering 
novel antagonists that competitively bind to histamine H1 receptor (H1R), thereby inhibiting 
histamine-mediated reactions. A reliable antagonist must possess a superior binding affinity with 
H1R compared to histamine while having the ability to be efficiently absorbed and traverse the 
intestinal barrier for systemic circulation. The consideration of human intestinal absorption (HIA) 
provides an extension for comprehending ligands' bioavailability before engaging in docking studies. 
In this study, the Brain Or IntestinaL EstimateD permeation method (BOILED-Egg) model was 
utilized to predict the HIA of the ligands, followed by molecular docking to target the H1R with 
compounds presented in Malaysian Kelulut honey that are impenetrable to the blood-brain barrier 
(BBB-) by using a virtual screening tool, Pyrx. The findings highlighted the importance of specific 
residues, including ASP 107, TYR 108, SER 111, and TYR 431, in H1R, as they interact with 
histamine within the binding spaces, demonstrating strong intermolecular forces. Among 69 BBB- 
compounds, Polydatin (PD), Sophoflavescenol, and Dendrocandin B exhibited favorable results 

in docking studies with H1R, indicating their 
potential to be used as competitive antagonists 
in treating allergic symptoms. A more promising 
candidate can be nominated to develop optimal 
antagonists by addressing absorption properties 
and binding affinity perspectives.

Keywords: Antihistamine, histamine H1 receptor, 
human intestinal absorption, kelulut, molecular 
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INTRODUCTION

The prevalence of allergies and inflammation has recently increased worldwide due 
to inadequate exposure to allergens such as environmental microorganisms and food 
allergens (Renz & Skevaki, 2021). Human mast cells degrade upon exposure due to 
elevated intracellular calcium ion levels and release inflammatory mediators, including 
histamine, into the cytoplasm. Histamine is then bound to the Histamine H1 Receptor, a 
G protein-coupled receptor, which can trigger various signaling pathways, including the 
Phospholipase C (PLC) and protein kinase pathways. It then results in intracellular calcium 
ion influx that triggers vascular permeability and physiological allergic reactions such as 
airway constriction and vasodilation (Zhou et al., 2024).

To date, antihistamines have been effective in mitigating histamine-mediated reactions. 
However, antihistamines can exhibit adverse reactions while relieving allergic symptoms. 
First-generation antihistamines can cause sedative effects due to their ability to penetrate the 
blood-brain barrier (BBB) and act on the central nervous system (CNS) (Ince & Ruether, 
2021). Second and third-generation antihistamines were then developed to reduce the 
sedative effects by targeting the peripheral nervous system (PNS), nevertheless, they still 
result in adverse effects such as headache and dizziness when overdosed (Ince & Ruether, 
2021). To minimize adverse effects associated with medications, natural food products 
such as honey have been considered as alternatives in treatment because they are rich in 
phytochemical compounds that are potentially useful to combat the disease.

Honey contains a variety of phytonutrients with pharmacological benefits, including 
antibacterial, anti-inflammatory, antioxidant, and wound-healing properties (Aspar et al., 
2020). However, due to limited honey production, most studies have focused on manuka 
honey instead of Malaysian honey, particularly Kelulut honey (Tuksitha et al., 2018). 
Kelulut honey is a Malaysian polyfloral honey that possesses phytochemical compounds 
such as flavonoids and phenolic acids. These polyphenols are significant contributors 
to pharmacologic and therapeutic properties, including anti-inflammatory properties. 
Additionally, it is found that Kelulut honey consists of 69 BBB- compounds in a previous 
study of prediction of BBB permeability, showing that compounds in Kelulut honey can 
be potentially utilized in managing allergies with lesser side effects on CNS (Edros et al., 
2023a).

Allergic symptoms and inflammation mostly involve smooth muscle due to the presence 
of Histamine H1 Receptor (H1R). A desired ligand must be able to passively absorb into the 
human gastrointestinal while impermeable to BBB to be transported to the affected area, 
particularly H1R in smooth muscle cells (Kikiowo et al., 2023). Thus, Human Intestinal 
Absorption (HIA) assessment is crucial to classify the Kelulut honey compounds into 
good intestinal absorption (HIA+) and poor intestinal absorption (HIA-) before molecular 
docking, demonstrating the ability of a ligand to be absorbed by the intestinal barrier into 
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the bloodstream. It is to ensure the bioavailability of the ligand, where it can be absorbed 
and delivered to the affected area through the bloodstream while not passing across the 
BBB, which could damage the brain due to toxicity and adverse effects (Zekri et al., 2023). 
Once absorbed, the ligand can mitigate histamine-mediated reactions by competitively 
binding to the H1R binding site (Wang et al., 2021). 

For a ligand to exhibit competitive antagonism, it should possess a structural analog 
while demonstrating higher binding affinity and better conformation compared to histamine 
when it interacts with active residues in the H1R active site (Conrad et al., 2023). Virtual 
screening was commonly utilized to investigate small molecules via structure-based 
screening, especially the molecular docking technique. Structure-based docking can 
provide valuable insights into the binding pattern of Kelulut Honey ligands at the H1R 
active site, identifying the potential antagonist that competitively interacts with the active 
residue that histamine did.

In this work, PyRx, a virtual screening tool, was utilized for molecular docking between 
H1R and BBB- compounds in Kelulut honey. BBB- ligands present in Kelulut honey were 
extracted from BBB permeability prediction in a previous study to identify their potential 
as an H1R antagonist via molecular docking (Edros et al., 2023a). The structure of the 
H1R was extracted from the protein data bank (PDB) and refined using PyMol to obtain 
the most robust structure, followed by HIA prediction using the BOILED-Egg model to 
obtain HIA+ ligands for docking (Daina & Zoete, 2016). Once protein and ligands were 
prepared, grid generation was performed to set the H1R binding site as docking space, and 
molecular docking could be started. The result of binding affinity was extracted, whereas 
the output of binding conformation was visualized in Biovia Discovery Studio Visualizer 
to analyze the interaction of H1R-ligand complexes. By correlating and comparing the 
binding affinity and interaction, potential antagonists among ligands in Kelulut honey 
were identified.

METHODS

Protein Preparation

The crystal structure of H1R (PDB ID: 3RZE) was retrieved from the Protein Data Bank 
(https://www.rcsb.org/) with a resolution of 3.10Å, determined by x-ray diffraction. The 
H1R-doxepin complex was preprocessed by using PyMol version 3.0.2 (The PyMOL 
Molecular Graphics System, Version 3.0 Schrödinger, LLC) to remove doxepin, water 
molecules, and the phosphate group, extracting the H1R structure without the presence of 
antagonists (Akram et al., 2024). Then, hydrogen atoms were added to demonstrate the 
hydrogen bond interaction with ligands, producing an H1R structure for molecular docking.
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Ligands Preparation

BBB-compounds present in Kelulut honey from previous studies regarding BBB 
permeability prediction were used as ligands to identify their potential as an H1R antagonist 
via molecular docking (Edros et al., 2023b; Feng et al., 2024; Mohd et al., 2020). The 
structure of ligands was extracted from PubChem (https://pubchem.ncbi.nlm.nih.gov/) 
to ensure the availability of 3D structure. Before initializing the ligands for docking, 
gastrointestinal absorption of ligands was predicted by using the BOILED-Egg model based 
on topological polar surface area (TPSA) and water-octanol partition coefficient (Log P) 
(Daina & Zoete, 2016). HIA+ ligands that can be passively absorbed into the GI tract barrier 
were then prepared by inputting ligands structure in .pdb format into Open Babel in PyRx 
version 0.8 (https://pyrx.sourceforge.io/) for energy minimization with energy difference 
cutoff of 0.1 in 200 steps using Universal Force Field (uff) (Dallakyan & Olson, 2015).

Molecular Docking

After the optimization, a grid was generated specifically at the binding site of histamine 
with 30Å (X=15.98, Y=34.95, Z=22.47) to comparatively analyze the binding affinity and 
conformation between ligands and histamine. Molecular docking was performed using 
Autodock Vina integrated with PyRx with an exhaustiveness of eight, representing eight 
initial random runs for ligand conformation search within the space of the H1R binding 
site (Dallakyan & Olson, 2015).

Post Docking Analysis

Post-docking analysis involves binding affinities ranking among ligands and histamine, 
binding conformation with root mean square deviation (RMSD), and binding interaction 
between ligands and residues. This study generated and extracted the binding affinity and 
RMSD in a .csv file. H1R-ligands complexes were visualized in two-dimensional (2D) 
and three-dimensional (3D) views using PyMol and Biovia Discovery Studio Visualizer 
(version 21.1.0.20298, San Diego). It analyzes the binding conformation and interaction, 
including intermolecular and covalent forces between active residue and ligands (Ahmed 
et al., 2021). All results were organized and curated for correlation analysis to identify the 
potential H1R competitive antagonist among Kelulut honey ligands.

RESULTS AND DISCUSSION

H1R Active Site

In protein preparation, H1R embedded in the phospholipid bilayer consists of 12 receptor 
cavities and six active sites, as illustrated in Figure 1. Out of six active sites, it is found 
that histamine interacts with an active site containing residues including ASP107, TYR108, 
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SER111, THR112, TRP158, ASN198, TRP428, TYR431, PHE432, PHE435, and TYR458 
in transmembrane (TM) 3, 5, and 6 of H1R (Feng et al., 2013; Xia et al., 2021). These 
residues are located in three extracellular loops that are extended from the hydrophobic 
TM and interact with the hydrophobic core of the phospholipid bilayer, making H1R an 
integral protein, as illustrated in Figure 1(A). Therefore, this binding site is accessible 
through extracellular domains, triggering the signaling transduction to the GCPR protein 
via intracellular domains (Kok et al., 2022). 

Specifically, ASP107 and TYR431 form hydrogen bonds with protonated amine groups 
in histamine. At the same time, THR112 and TYR431 interact with 3-position nitrogen atom 
(Nτ) and 1-position nitrogen atom (Nπ) in the imidazole ring, respectively. These hydrogen 
bonds stabilize the binding between histamine and the binding site (Riza et al., 2019). Not 
forgetting aromatic residues, including TRP428, PHE432, PHE435, and TRP158, which 
interact with histamine through hydrophobic interaction (Mehta et al., 2021). Contacts 
between hydrophobic surfaces of protein and ligands expel the water molecules from the 
binding spaces, resulting in the increment of entropy that contributes to the binding stability 
and specificity. Additionally, π-π stacking contributed by TYR108 and TRP158 in the upper 
aromatic region of the imidazole ring also anchored histamine in position, enhancing the 
stability and binding affinity (Xia et al., 2021). Therefore, the grid was generated based on 
this specific active site to identify ligands that potentially modulate H1R activities upon 
binding. Figures 1(B) illustrate the active site involved in molecular docking and the active 
residues interacting with histamine within the binding site.
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Figure 1. (A) Structure of H1R as an integral protein in the phospholipid bilayer and (B) Six binding 
sites are visualized by a red sphere along with the visualization of the H1R structure indicating seven TM 
involved in the binding site and active residue involved in the interaction between the H1R active site and 
histamine
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HIA Assessment

In bioavailability assessment, HIA is one of the critical properties in Absorption, 
Distribution, Metabolism, and Excretion (ADME) to identify the ligands that can be 
passively absorbed by the human gastrointestinal (GI) tract (Laskar et al., 2023). HIA+ 
ligands are more likely to be absorbed by the GI tract after administration than HIA- 
ligands. A high absorption rate indicates that HIA+ ligands can effectively reach therapeutic 
concentrations in the systemic circulation (Zhang et al., 2020). Subsequently, the efficacy 
and consistency of HIA+ ligands in H1R inhibition can be enhanced. Among 69 BBB- 
ligands, 10 were predicted as HIA+ out of 50, as highlighted in Figure 2. The rationale for 
using BBB- ligands instead of ligands that are permeable to BBB (BBB+) is to minimize 
the potential adverse reactions in the CNS, like first-generation antihistamines. In contrast 
to first-generation antihistamines that may cause sedation, a second and third-generation 
antihistamine targets H1R in the PNS, thus causing fewer adverse reactions (Cevikbas & 
Lerner, 2020).

Figure 2. BOILED-Egg model was employed for HIA prediction and 2D structures of 10 HIA+ ligands at 
two sides of the model. A scatter plot shows the relationship between TPSA and Log P values for HIA+ 
and HIA- ligands, which are represented as triangle-shaped and bullet-shaped points, respectively. TPSA 
(x-axis) and WLOGP (y-axis) values for 10 HIA+ ligands are shown as coordinates beneath their respective 
structures

From the result, the TPSA of 10 ligands ranged from 95.84 to 139.84, whereas Log P 
ranged from -1.12 to 4.09. TPSA represents the surface of ligands that can interact with 
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the water molecules by forming hydrogen bonds, whereas Log P indicates the lipophilicity 
of a ligand. According to the findings, low TPSA and moderate Log P are preferred for a 
ligand to exhibit optimal intestinal membrane penetration (Ramirez et al., 2021). A lower 
TPSA value correlates with less interaction with the intestinal barrier, thus providing better 
membrane permeability and absorption across the phospholipid bilayer of the GI tract. From 
the perspective of lipophilicity, a moderate Log P value indicates that ligands that reach 
a balance between hydrophilicity and hydrophobicity are accessible to passive diffusion 
through the intestinal phospholipid bilayer and able to be soluble in the bloodstream after 
absorption (Chmiel et al., 2019). 

Docking Analysis
In molecular docking, 10 HIA+ ligands 
were docked with H1R to obtain their 
binding affinities and binding conformation. 
The docking results with 0 in RMSD were 
tabulated in Table 1. During docking, it was 
observed that Polydatin (PD) has the highest 
binding affinity of -8.1 kcal/mol, followed 
by Sophoflavescenol with -7.9 kcal/mol. 
The binding affinity of Dendrocandin B and 
Flazin was recorded as -7.6 kcal/mol. The 
lowest binding affinity was -5.8 kcal/mol and 
-6.1 kcal/mol recorded by Pterodontoside A, 
Grayanotoxin III, and Pterodontoside B, 
respectively, as their binding site are not 

Table 1 
Binding affinities of HIA ligands from the lowest to 
the highest binding energy

HIA+ ligands Binding affinities 
(kcal/mol)

Polydatin -8.1
Sophoflavescenol -7.9
Dendrocandin B -7.6
Flazin -7.6
Coniferin -7.4
Casticin -7.1
Ergonorine -6.2
Pterodontoside B -6.1
Grayanotoxin III -6.1
Pterodontoside A -5.8

within the cavity. Other ligands also show good binding energy against H1R, suggesting 
their potential to be H1R antagonists. This work analyzed three ligands with the highest 
binding affinities based on their binding conformation, as visualized in Figure 3.

PD demonstrated the highest binding affinity among tested ligands, forming 11 
interactions with H1R. These interactions included one unfavorable donor-donor 
interaction, one π-Anion, one π-Alkyl bond, three π-π T-shaped bonds, and five hydrogen 
bonds. Three hydrogen bonds were established between the hydroxyl group of phenol and 
ASN198, TYR458, and ILE454 with distances of 1.77Å, 2.76Å, and 2.80Å The cumulative 
effect of multiple hydrogen bonds bound to phenol contributes to structure stability because 
hydrogen bonds reinforce each other in the interaction (Shukla & Tripathi, 2020). The other 
two hydrogen bonds were found between terminal oxygen and LYS179 with distances of 
1.78Å and 2.79Å. Lysine residue consists of a positively charged side chain, which can 
interact with negatively charged terminal oxygen, inducing a strong electrostatic force 
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Figure 3. 3D and 2D view of H1R-ligand interaction for Polydatin (top), Sophoflavescenol (middle), and 
Dendrocandin B (bottom)
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with a short bond distance (Dereka et al., 2021). π-π T-shaped interaction was observed 
between two phenol rings when approaching the H1R active site, interacting with TYR108, 
TRP428, and PHE432. Each distance was 5.23Å, 5.68Å, and 5.71Å, respectively. Other 
than π-π interaction, the phenol ring in the middle also interacts with the active site via 
the electrostatic bond, π-Anion with ASP107, and hydrophobic bond, π-Alkyl, yielding 
distances within 3.17Å and 5.22Å, respectively.

Previous studies have highlighted that PD, a resveratrol derivative with enhanced 
bioavailability, demonstrates its potential as a mast cell stabilizer. Unlike antihistamines, 
PD works as a mast cell stabilizer to inhibit the IgE-mediated allergic reaction. Depressing 
calcium influx in the mast cell can prevent degranulation, resulting in minimizing histamine 
release upon mast cell activation (Karami et al., 2022). This study suggest that PD can also 
function as an H1R antagonist as it exhibits the highest binding affinity amongst BBB- 
ligands in Kelulut Honey while interacting with prominent residues involved in the H1R 
histamine binding pattern. Additionally, PD has demonstrated anti-inflammatory properties 
that reduce inflammation. It makes PD an interesting candidate for a dual mechanism of 
action similar to a second-generation antihistamine, olopatadine, which acts as a mast cell 
stabilizer and selectively antagonizes H1R (Kaliner et al., 2010; Tamura et al., 2004). In 
short, PD has the potential for a dual mechanism of action, which allows it to stabilize 
most cells and block the binding of histamine in H1R.

The docking of Sophoflavescenol and H1R with the binding affinity of -7.9 kcal/mol 
showed 14 interactions, including 11 non-bond interactions and three hydrogen bonds. 
Among non-bond interactions, four π-alkyl were found in the terminal aliphatic chain 
and one within a benzene ring. Other than hydrophobic interaction, π-Anion also formed 
between ASP107 and the benzene ring. As the structure of Sophoflavescenol consists of 
two aromatic rings, π-π T-shaped is formed between two benzene rings with TYR108 and 
PHE432, respectively. The longest distance of these non-bond interactions was 5.41Å, 
whereas the shortest distance was 3.17Å. Nevertheless, the strongest interactions were 
contributed by hydrogen bonds between ligands with ASP107, SER111, and ASN198 at 
the distances 2.01Å, 2.29Å, and 3.61Å, respectively. 

Sophoflavescenol is a flavonoid consisting of two aromatic rings connected by a 
heterocyclic ring, which is known for diverse pharmacological properties, including 
antioxidant and anti-inflammatory activities (Hamad, 2023). Previous studies indicate 
that flavonoids exhibit the potential to inhibit histamine release. For instance, quercetin 
and luteolin demonstrate the advantage of suppressing the release of pro-inflammatory 
mediators, including histamine, from human mast cells instead of inhibiting H1R because 
of low binding affinity compared to known antihistamines (Rakha et al., 2022). Thereby, it 
is reasonable to hypothesize that Sophoflavescenol can suppress the mast cell from releasing 
histamine due to structural similarity. From the perspective of binding interaction, unlike 
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other flavonoids, the presence of hydrophobic interactions towards terminal aliphatic chains 
in Sophoflavescenol contributes to the efficient packing of the structure within the binding 
site. Empty spaces between aliphatic chains and aromatic rings within the binding site were 
minimized to stabilize the structural conformation (Xiao & Woods, 2023). With that, the 
conformational flexibility of the structure can be minimized to become more specific and 
stable in the interaction, highlighting the possibility of Sophoflavescenol comparatively 
inhibiting H1R.

The interaction between Dendrocandin B and the H1R active site was recorded as 
-7.6 kcal/mol with 14 interactions. ASP107, ASP178, LYS191, HIS450, and TYR458 
contributed five hydrogen bonds. Each distance from the longest to the shortest was 
3.40Å, 3.33Å, 3.27Å, 2.35Å, and 1.74Å. Furthermore, nine non-bond interactions were 
observed during molecular docking. One electrostatic bond was recorded as a π-Cation 
interaction between LYS191 and the benzene ring. Meanwhile, four π-alkyl hydrophobic 
bonds were observed, and the distance ranged from 3.70Å to 4.80Å. Unlike PD and 
Sophoflavescenol, Dendrocandin B consists of two π-Sigma interactions with residue 
PHE435 and ILE454 at 3.47Å and 3.85Å, respectively, instead of π-π T-shaped, which 
have slightly stronger interactions in terms of binding distances. Dendrocandin B is a 
bibenzyl derivative commonly extracted from the Dendrobium species. Previous studies 
indicate that compounds extracted from Dendrobium species possess anti-inflammatory 
and anti-allergic properties (Wu et al., 2014). Nonetheless, there is a lack of studies that 
have directly examined the anti-allergic activity of Dendrocandin B on H1R. Since the 
interactions with H1R highlight the high binding affinity towards H1R among BBB-ligands, 
extensive studies are necessary to investigate the pharmacological activities, particularly 
anti-allergic properties, of Dendrocandin B.

Based on docking results, Sophoflavescenol and Dendrocandin B bind to prominent 
residues in extracellular domains extending from TM, demonstrating their potential to 
block histamine binding and inhibit histamine-mediated reactions. In summary, this 
study identifies Polydatin, Sophoflavescenol, and Dendrocandin B as potential natural 
H1R antagonists with strong binding affinity, with Polydatin and Sophoflavescenol also 
showing potential dual action as mast cell stabilizers to inhibit histamine release (Ye et 
al., 2017). Most observed bonding was non-covalent, involving interactions requiring 
lower energy. However, the combination of various non-covalent bonds, such as hydrogen 
bonds, electrostatic interactions, hydrophobic forces, and van der Waals forces, plays a 
significant role in determining the strength and stability of the interaction between ligands 
and the protein (Adhav & Saikrishnan, 2023; Chaubah et al., 2019). It enables the ligands 
to occupy binding sites within the active site, preventing histamine from binding and 
triggering signaling pathways that lead to allergic reactions. These findings suggest a 
natural alternative from Kelulut honey to synthetic antihistamines in allergy treatments. 
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CONCLUSION

This study employed a comprehensive approach involving molecular docking and the 
BOILED-Egg model for HIA prediction to identify potential H1R competitive antagonists 
from the ligands presented in Malaysian Kelulut Honey. Among 69 BBB- compounds, 
Polydatin, Sophoflavescenol, and Dendrocandin B exhibit the highest binding affinity with 
the optimal bioavailability profile. The docking results revealed the interactions between 
identified ligands and critical residues, including ASP107, TYR108, ASN198, PHE435, and 
TYR458, with the H1R active site. These ligands formed multiple non-covalent interactions 
such as hydrogen bonds, ionic bonds, π interactions, and van der Waals interactions, 
suggesting their capabilities to competitively bind to the identified active site. 

However, further studies are required prior to the in-vitro and in-vivo assessment to 
ensure the efficacy and effectiveness of these ligands to discover the ligands with optimal 
antagonist profiles and minimum adverse reaction when having antagonism interactions 
with H1R. It is recommended that machine learning techniques be implemented to identify 
H1R antagonists and address the gap in this study. By employing an automated workflow 
of machine learning, the time taken for analyzing protein-ligand interactions can be 
reduced by training the machine learning model using a dataset. In addition, consideration 
of physicochemical properties, including Lipinski's rule of five in predicting the binding 
affinity, can significantly improve the accuracy of the docking analysis.

ACKNOWLEDGEMENTS

The authors would like to thank the Ministry of Education Malaysia for providing the funds 
for this project under the Fundamental Research Grant Scheme (FRGS; Grant Number: 
RDU210118; FRGS/1/2021/SKK06/UMP/02/1) and Universiti Malaysia Pahang for the 
research funding under the grant number RDU1703111. The authors would also like to 
express gratitude to the Faculty of Chemical and Process Engineering Technology (FTKKP) 
is responsible for the equipment and training provided to accomplish this research.

REFERENCES
Adhav, V. A., & Saikrishnan, K. (2023). The realm of unconventional noncovalent interactions in proteins: 

Their significance in structure and function. ACS Omega, 8(25), 22268–22284. https://doi.org/10.1021/
acsomega.3c00205

Ahmed, S., Mahtarin, R., Ahmed, S. S., Akter, S., Islam, M. S., Mamun, A. Al, Islam, R., Hossain, M. N., Ali, 
M. A., Sultana, M. U. C., Parves, M. R., Ullah, M. O., & Halim, M. A. (2021). Investigating the binding 
affinity, interaction, and structure-activity-relationship of 76 prescription antiviral drugs targeting RdRp 
and Mpro of SARS-CoV-2. Journal of Biomolecular Structure and Dynamics, 39(16), 6290–6305. https://
doi.org/10.1080/07391102.2020.1796804



PREPRINT

Wei Feng Tan, Raihana Edros and RuiHai Dong

Akram, A., Su, C.-H., & Fu, C.-C. (2024). Targeting small druggable compounds against 3RZE histamine 
H1 receptor as potential of anti-allergic drug applying molecular modeling approach. Future Journal of 
Pharmaceutical Sciences, 10, 76. https://doi.org/10.1186/s43094-024-00646-w

Aspar, M. M., Edros, R., & Hamzah, N. A. (2020). Antibacterial evaluation of malaysian kelulut, tualang and 
acacia honey against wound infecting bacteria. IOP Conference Series: Materials Science and Engineering, 
991(1), 012065. https://doi.org/10.1088/1757-899X/991/1/012065

Cevikbas, F., & Lerner, E. A. (2020). Physiology and pathophysiology of itch. Physiological Reviews, 100(3), 
945–982. https://doi.org/10.1152/physrev.00017.2019

Chaubah, M. A. L., Bontes, B. W., & Mulachelah, N. A. (2019). Molecular docking of polycyclic 
aromatic hydrocarbons as potentially carcinogenic molecules through binding with aryl hydrocarbon 
receptor. Journal of Smart Bioprospecting and Technology, 1(1), 12–15. https://doi.org/10.21776/
ub.jsmartech.2019.001.01.3

Chmiel, T., Mieszkowska, A., Kempińska-Kupczyk, D., Kot-Wasik, A., Namieśnik, J., & Mazerska, Z. 
(2019). The impact of lipophilicity on environmental processes, drug delivery and bioavailability of 
food components. Microchemical Journal, 146, 393–406. https://doi.org/10.1016/j.microc.2019.01.030

Conrad, M., Horn, A. H. C., & Sticht, H. (2023). Computational analysis of histamine protonation effects on 
H1R binding. Molecules, 28(9), 3774. https://doi.org/10.3390/molecules28093774

Daina, A., & Zoete, V. (2016). A BOILED-Egg to predict gastrointestinal absorption and brain penetration of 
small molecules. ChemMedChem, 11(11), 1117–1121. https://doi.org/10.1002/cmdc.201600182

Dallakyan, S., & Olson, A. (2015). Small-molecule library screening by docking with PyRx. In J. Hempel, C. 
Williams & C. Hong (Eds.), Chemical biology: Methods in molecular biology (Vol. 1263, pp. 243–250). 
Humana Press. https://doi.org/10.1007/978-1-4939-2269-7_19

Dereka, B., Yu, Q., Lewis, N. H. C., Carpenter, W. B., Bowman, J. M., & Tokmakoff, A. (2021). Crossover from 
hydrogen to chemical bonding. Science, 371(6525), 160–164. https://doi.org/10.1126/science.abe1951

Edros, R., Feng, T. W., & Dong, R. H. (2023a). Utilizing machine learning techniques to predict the blood-
brain barrier permeability of compounds detected using LCQTOF-MS in Malaysian Kelulut honey. SAR 
and QSAR in Environmental Research, 34(6), 475–500. https://doi.org/10.1080/1062936X.2023.2230868

Edros, R., Feng, T. W., & Dong, R. H. (2023b). Utilizing machine learning techniques to predict the blood-
brain barrier permeability of compounds detected using LCQTOF-MS in Malaysian Kelulut honey. SAR 
and QSAR in Environmental Research, 34(6), 475–500. https://doi.org/10.1080/1062936X.2023.2230868

Feng, T. W., Edros, R., Ghani, N. A., Mokhtar, S. U., & Dong, R. (2024). Prediction of blood-brain barrier 
permeability of compounds by machine learning algorithms. Journal of Advanced Research in Applied 
Sciences and Engineering Technology, 33(2), 269–276. https://doi.org/10.37934/araset.33.2.269276

Feng, Z., Hou, T., & Li, Y. (2013). Docking and MD study of histamine H4R based on the crystal structure of 
H1R. Journal of Molecular Graphics and Modelling, 39, 1–12. https://doi.org/10.1016/j.jmgm.2012.10.003

Hamad, R. S. (2023). Rutin, a flavonoid compound derived from garlic, as a potential immunomodulatory 
and anti-inflammatory agent against murine Schistosomiasis mansoni. Nutrients, 15(5), 1206. https://
doi.org/10.3390/nu15051206



PREPRINT

Identification of H1R Antagonists in Kelulut Honey

Ince, M., & Ruether, P. (2021). Histamine and antihistamines. Anaesthesia & Intensive Care Medicine, 22(11), 
749–755. https://doi.org/https://doi.org/10.1016/j.mpaic.2021.07.025

Kaliner, M. A., Oppenheimer, J., & Farrar, J. R. (2010). Comprehensive review of olopatadine: The molecule 
and its clinical entities. Allergy and Asthma Proceedings: The Official Journal of Regional and State 
Allergy Societies, 31(2), 112–119. https://doi.org/10.2500/aap.2010.31.3317

Karami, A., Fakhri, S., Kooshki, L., & Khan, H. (2022). Polydatin: Pharmacological mechanisms, therapeutic 
targets, biological activities, and health benefits. Molecules, 27(19), 6474. https://doi.org/10.3390/
molecules27196474

Kikiowo, B., Ahmad, I., Alade, A. A., Ijatuyi, T. T., Iwaloye, O., & Patel, H. M. (2023). Molecular dynamics 
simulation and pharmacokinetics studies of ombuin and quercetin against human pancreatic α-amylase. 
Journal of Biomolecular Structure and Dynamics, 41(20), 10388–10395. https://doi.org/10.1080/0739
1102.2022.2155699

Kok, Z. Y., Stoddart, L. A., Mistry, S. J., Mocking, T. A. M., Vischer, H. F., Leurs, R., Hill, S. J., Mistry, S. N., & 
Kellam, B. (2022). Optimization of peptide linker-based fluorescent ligands for the histamine H1 receptor. 
Journal of Medicinal Chemistry, 65(12), 8258–8288. https://doi.org/10.1021/acs.jmedchem.2c00125

Laskar, Y. B., Mazumder, P. B., & Talukdar, A. D. (2023). Hibiscus sabdariffa anthocyanins are potential 
modulators of estrogen receptor alpha activity with favourable toxicology: A computational analysis using 
molecular docking, ADME/Tox prediction, 2D/3D QSAR and molecular dynamics simulation. Journal of 
Biomolecular Structure and Dynamics, 41(2), 611–633. https://doi.org/10.1080/07391102.2021.2009914

Mehta, P., Miszta, P., & Filipek, S. (2021). Molecular modeling of histamine receptors—recent advances in 
drug discovery. Molecules, 26(6), 1778. https://doi.org/10.3390/molecules26061778

Mohd, M. A., Edros, R., & Hamzah, N. A. (2020). Antibacterial properties of Kelulut, Tualang and Acacia 
honey against fourteen clinically-isolated strains of bacteria-infecting wound. AIP Conference Proceedings, 
2252, 020001. https://doi.org/10.1063/5.0020300

Rakha, A., Umar, N., Rabail, R., Butt, M. S., Kieliszek, M., Hassoun, A., & Aadil, R. M. (2022). Anti-
inflammatory and anti-allergic potential of dietary flavonoids: A review. Biomedicine & Pharmacotherapy, 
156, 113945. https://doi.org/10.1016/j.biopha.2022.113945

Ramirez, D. A., Federici, M. F., Altamirano, J. C., Camargo, A. B., & Luco, J. M. (2021). Permeability data 
of organosulfur garlic compounds estimated by immobilized artificial membrane chromatography: 
Correlation across several biological barriers. Frontiers in Chemistry, 9, 690707. https://doi.org/10.3389/
fchem.2021.690707

Renz, H., & Skevaki, C. (2021). Early life microbial exposures and allergy risks: Opportunities for prevention. 
Nature Reviews Immunology, 21(3), 177–191. https://doi.org/10.1038/s41577-020-00420-y

Riza, Y. M., Parves, M. R., Tithi, F. A., & Alam, S. (2019). Quantum chemical calculation and binding modes 
of H1R ; a combined study of molecular docking and DFT for suggesting therapeutically potent H1R 
antagonist. In Silico Pharmacology, 7(1), 1–9. https://doi.org/10.1007/s40203-019-0050-3

Shukla, R., & Tripathi, T. (2020). Molecular dynamics simulation of protein and protein–ligand complexes. 
In D. B. Singh (Ed.), Computer-aided drug design (pp. 133–161). Springer Singapore. https://doi.
org/10.1007/978-981-15-6815-2_7



PREPRINT

Wei Feng Tan, Raihana Edros and RuiHai Dong

Tamura, T., Matsubara, M., Takada, C., Hasegawa, K., Suzuki, K., Ohmori, K., & Karasawa, A. (2004). 
Effects of olopatadine hydrochloride, an antihistamine drug, on skin inflammation induced by repeated 
topical application of oxazolone in mice. British Journal of Dermatology, 151(6), 1133–1142. https://
doi.org/10.1111/j.1365-2133.2004.06172.x

Tuksitha, L., Chen, Y.-L., Chen, Y.-L., Wong, K.-Y., & Peng, C.-C. (2018). Antioxidant and antibacterial 
capacity of stingless bee honey from Borneo (Sarawak). Journal of Asia-Pacific Entomology, 21(2), 
563–570. https://doi.org/10.1016/j.aspen.2018.03.007

Wang, Z., Bosma, R., Kuhne, S., van den Bor, J., Garabitian, W., Vischer, H. F., Wijtmans, M., Leurs, R., & 
de Esch, I. J. P. (2021). Exploring the effect of cyclization of histamine H1 receptor antagonists on ligand 
binding kinetics. ACS Omega, 6(19), 12755–12768. https://doi.org/10.1021/acsomega.0c06358

Wu, C.-T., Huang, K.-S., Yang, C.-H., Chen, Y.-C., Liao, J.-W., Kuo, C.-L., Chen, C.-L., Lo, S.-F., Hsieh, 
C.-C., & Tsay, H.-S. (2014). Inhibitory effects of cultured Dendrobium tosaense on atopic dermatitis 
murine model. International Journal of Pharmaceutics, 463(2), 193–200. https://doi.org/10.1016/j.
ijpharm.2013.08.015

Xia, R., Wang, N., Xu, Z., Lu, Y., Song, J., Zhang, A., Guo, C., & He, Y. (2021). Cryo-EM structure of the 
human histamine H1 receptor/Gq complex. Nature Communications, 12, 2086. https://doi.org/10.1038/
s41467-021-22427-2

Xiao, Y., & Woods, R. J. (2023). Protein–Ligand CH−π Interactions: Structural Informatics, Energy Function 
Development, and Docking Implementation. Journal of Chemical Theory and Computation, 19(16), 
5503–5515. https://doi.org/10.1021/acs.jctc.3c00300

Ye, J., Piao, H., Jiang, J., Jin, G., Zheng, M., Yang, J., Jin, X., Sun, T., Choi, Y. H., Li, L., & Yan, G. (2017). 
Polydatin inhibits mast cell-mediated allergic inflammation by targeting PI3K/Akt, MAPK, NF-κB and 
Nrf2/HO-1 pathways. Scientific Reports, 7, 11895. https://doi.org/10.1038/s41598-017-12252-3

Zekri, A., Harkati, D., Kenouche, S., Saleh, B. A., & Alnajjar, R. (2023). A computational study of potent series 
of selective estrogen receptor degraders for breast cancer therapy. Journal of Biomolecular Structure and 
Dynamics, 41(20), 11078–11100. https://doi.org/10.1080/07391102.2022.2159877

Zhang, A., Meng, K., Liu, Y., Pan, Y., Qu, W., Chen, D., & Xie, S. (2020). Absorption, distribution, metabolism, 
and excretion of nanocarriers in vivo and their influences. Advances in Colloid and Interface Science, 
284, 102261. https://doi.org/10.1016/j.cis.2020.102261

Zhou, Z., An, Q., Zhang, W., Li, Y., Zhang, Q., & Yan, H. (2024). Histamine and receptors in neuroinflammation: 
Their roles on neurodegenerative diseases. Behavioural Brain Research, 465, 114964. https://doi.org/
https://doi.org/10.1016/j.bbr.2024.114964


