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The chemistry of natural compounds inspired and still guides several branches of
modern chemical sciences. In particular, natural compounds paved the way for the de-
velopment of new therapeutic options, and the history of medicinal chemistry is rich in
examples in this direction. Moreover, contemporary drug discovery tools can breathe new
life into natural derivatives, as they allow the traditional uses of nature-inspired molecules
to be rationalized and translated into modern medicinal chemistry. These traditional uses
also allow for the identification of novel potential pathways and mechanisms of action
targeted by such compounds.

The chemical diversity of scaffolds, the variety of nature and positioning of sub-
stituents, the presence of peculiar functional groups, and chirality represent the main
features that enrich the intrinsic value and complexity of natural compounds. At the same
time, these characteristics represent the most intriguing and challenging aspects when
undertaking the study of such molecules.

The first challenge comprises the extraction process, which must be optimized to
efficiently obtain the desired compound. Similarly, synthetic approaches are often very
complicated when the total syntheses of natural compounds are involved. In the context
of compound characterization and quantification, chemists must take into account the
complications related to sample preparation and the effects of matrices. Additionally,
the structural characterization of complicated natural molecules often pushes advanced
analytical techniques, such as NMR and mass spectrometry, to their technical limits. A
further challenge involves compound modification and the production of semi-synthetic
derivatives: organic and medicinal chemists put their best efforts into the derivatization of
natural molecules to produce optimized analogues, thus unleashing the potential of these
semi-synthetic derivatives.

This Special Issue represents an ideal continuation and extension of the one that I
previously guest-edited for the sister journal Molbank, entitled “Synthesis of Flavonoids
and Nature-Inspired Small Molecules” [1]. The current Special Issue was launched in
spring 2022 and aimed at collecting original contributions and review articles related to the
extraction, structural elucidation, synthesis, analysis, and biological evaluation of natural,
semisynthetic derivatives and nature-inspired molecules. Additionally, particular attention
was dedicated to drug-discovery-oriented research works. This Special Issue includes
contributions from researchers all over the world, testifying once again to the growing
interest of the scientific community towards the applications of natural products in modern
chemistry. A total of 11 research and review papers were published during this year of
activity, and a brief overview of the articles is reported in the following.

More in detail, Nagata et al. described the synthesis of deuterium-labelled vitamin
D analogues with applications in the field of analytical chemistry [2]. Guo et al. studied
the derivatives of docosahexaenoic acid as candidates for the treatment of ovarian injury
in vivo [3]. Peng et al. proposed an extract from Musca domestica as a tool for regulating
gut microbiota [4]. Vanable et al. overviewed the state of the art of chemoenzymatic
synthesis in the field of natural compounds [5]. X. Sun et al. described the application
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of transcriptomics and proteomics in the investigation of the anticancer mechanisms of
loonamycin, a derivative of rebeccamycin, in breast cancer [6]. In the field of natural
compounds of marine origin, L. Sun et al. explored the bioactive sesquiterpenoids isolated
from Aspergillus sp. [7]. The genetic and functional aspects of glycosyltransferase Trapa
bispinosa were the focus of the work by Ye et al. [8]. Németh-Rieder et al. proposed flavone-
1,2,3-triazole hybrids as potential anticancer agents [9]. Sun and Shahrajabian overviewed
the latest findings in the field of phenolic natural compounds from medicinal plants and
their therapeutic applications [10]. Yin et al. reported the antimicrobial and cytotoxic
activity of two alkaloids from Arthrinium sp. [11]. Finally, our research group contributed
to this Special Issue with a comprehensive review on the role of natural and semi-synthetic
compounds in ovarian cancer, in which a detailed discussion on chemical classes and
involved mechanisms is provided [12].

To conclude, as the Guest Editor, I would like to thank all the authors for having
chosen to publish their research in our Special Issue, as well as the Reviewers and the
Assistant and Academic Editors for their support.

Acknowledgments: The Guest Editor would like to thank Jessica Tecchio for her kind support.

Conflicts of Interest: The author declares no conflict of interest.

References
1. Ribaudo, G. Synthesis of Flavonoids or Other Nature-Inspired Small Molecules. Molbank 2022, 2022, M1313. [CrossRef]
2. Nagata, A.; Iijima, K.; Sakamoto, R.; Mizumoto, Y.; Iwaki, M.; Takiwaki, M.; Kikutani, Y.; Fukuzawa, S.; Odagi, M.; Tera, M.;

et al. Synthesis of Deuterium-Labeled Vitamin D Metabolites as Internal Standards for LC-MS Analysis. Molecules 2022, 27, 2427.
[CrossRef] [PubMed]

3. Guo, L.; Gao, Q.; Zhu, J.; Jin, X.; Yin, H.; Liu, T. A Docosahexaenoic Acid Derivative (N-Benzyl Docosahexaenamide) as a Potential
Therapeutic Candidate for Treatment of Ovarian Injury in the Mouse Model. Molecules 2022, 27, 2754. [CrossRef] [PubMed]

4. Peng, S.; Ling, X.; Rui, W.; Jin, X.; Chu, F. LMWP (S3-3) from the Larvae of Musca Domestica Alleviate D-IBS by Adjusting the
Gut Microbiota. Molecules 2022, 27, 4517. [CrossRef] [PubMed]

5. Vanable, E.P.; Habgood, L.G.; Patrone, J.D. Current Progress in the Chemoenzymatic Synthesis of Natural Products. Molecules
2022, 27, 6373. [CrossRef] [PubMed]

6. Sun, X.; Lu, Z.; Liang, Z.; Deng, B.; Zhu, Y.; Shi, J.; Lu, X. Transcriptomics and Proteomics Characterizing the Anticancer
Mechanisms of Natural Rebeccamycin Analog Loonamycin in Breast Cancer Cells. Molecules 2022, 27, 6958. [CrossRef] [PubMed]

7. Sun, L.; Wang, H.; Yan, M.; Sai, C.; Zhang, Z. Research Advances of Bioactive Sesquiterpenoids Isolated from Marine-Derived
Aspergillus sp. Molecules 2022, 27, 7376. [CrossRef] [PubMed]

8. Ye, S.; Yin, D.; Sun, X.; Chen, Q.; Min, T.; Wang, H.; Wang, L. Molecular Cloning, Expression, and Functional Analysis of
Glycosyltransferase (TbUGGT) Gene from Trapa Bispinosa Roxb. Molecules 2022, 27, 8374. [CrossRef] [PubMed]

9. Németh-Rieder, A.; Keglevich, P.; Hunyadi, A.; Latif, A.D.; Zupkó, I.; Hazai, L. Synthesis and In Vitro Anticancer Evaluation of
Flavone—1,2,3-Triazole Hybrids. Molecules 2023, 28, 626. [CrossRef] [PubMed]

10. Sun, W.; Shahrajabian, M.H. Therapeutic Potential of Phenolic Compounds in Medicinal Plants—Natural Health Products for
Human Health. Molecules 2023, 28, 1845. [CrossRef] [PubMed]

11. Yin, Y.; Wang, D.; Wu, D.; He, W.; Zuo, M.; Zhu, W.; Xu, Y.; Wang, L. Two New 4-Hydroxy-2-Pyridone Alkaloids with
Antimicrobial and Cytotoxic Activities from Arthrinium Sp. GZWMJZ-606 Endophytic with Houttuynia Cordata Thunb.
Molecules 2023, 28, 2192. [CrossRef] [PubMed]

12. Islam, M.R.; Rahman, M.M.; Dhar, P.S.; Nowrin, F.T.; Sultana, N.; Akter, M.; Rauf, A.; Khalil, A.A.; Gianoncelli, A.; Ribaudo, G.
The Role of Natural and Semi-Synthetic Compounds in Ovarian Cancer: Updates on Mechanisms of Action, Current Trends and
Perspectives. Molecules 2023, 28, 2070. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.3390/M1313
https://doi.org/10.3390/molecules27082427
https://www.ncbi.nlm.nih.gov/pubmed/35458625
https://doi.org/10.3390/molecules27092754
https://www.ncbi.nlm.nih.gov/pubmed/35566104
https://doi.org/10.3390/molecules27144517
https://www.ncbi.nlm.nih.gov/pubmed/35889391
https://doi.org/10.3390/molecules27196373
https://www.ncbi.nlm.nih.gov/pubmed/36234909
https://doi.org/10.3390/molecules27206958
https://www.ncbi.nlm.nih.gov/pubmed/36296549
https://doi.org/10.3390/molecules27217376
https://www.ncbi.nlm.nih.gov/pubmed/36364202
https://doi.org/10.3390/molecules27238374
https://www.ncbi.nlm.nih.gov/pubmed/36500465
https://doi.org/10.3390/molecules28020626
https://www.ncbi.nlm.nih.gov/pubmed/36677683
https://doi.org/10.3390/molecules28041845
https://www.ncbi.nlm.nih.gov/pubmed/36838831
https://doi.org/10.3390/molecules28052192
https://www.ncbi.nlm.nih.gov/pubmed/36903438
https://doi.org/10.3390/molecules28052070
https://www.ncbi.nlm.nih.gov/pubmed/36903316

	References

