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EndNote® End User License Agreement

THE TERMS AND CONDITIONS OF THIS AGREEMENT SHALL NOT APPLY IF YOU HAVE I
OBTAINED ACCESS TO THIS PRODUCT PURSUANT TO AN INSTITUTIONAL SITE LICENSE.

UNDER SUCH CIRCUMSTANCES, YOUR. USE OF THIS PRODUCT SHALL BE GOVERNED SOLELY BY
THE TERMS AND CONDITIONS OF SUCH LICENSE. If you would like to understand more about all

of the rights that you or your employer have to use the Product, you should refer to the institutional
site license agreement between you or your employer and Clarivate or authorized resellers.

BACKGROUND. Camelot UK Bidco Limited ("Clarivate Analytics") has developed a proprietary
software application known as EndNote® (the "Software"). By using the Software and/or its
accompanying manuals (the "Documentation” and together with the Software, the "Produdt"), you
(the "End User") agree with Clarivate Analytics to be bound by the terms and conditions set forth
herein. Clarivate Analytics is willing to permit you to use the Product only upon the condition that
vou accept and comply with all of the terms of this agreement ("Agreement").

THEREFORE, for good and valuable consideration, including the rights and license granted in this
Agreement, and intending to be legally bound, Clarivate Analytics and End User agree as follows:

O 1 accept the license agreement

(T do not accept the license agreement
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Broad-spectrum coronavirus antiviral drug discovery

Allison L. Totura ¢ and Sina Bavari

ABSTRACT

Introduction: The highly pathogenic coronaviruses severe acute respiratory syndrome coronavirus
(SARS-CoV) and Middle East respiratory syndrome coronavirus (MERS-CoV) are lethal zoonotic viruses
that have emerged into human populations these past 15 years. These coronaviruses are associated
with novel respiratory syndromes that spread from person-to-person via close contact, resulting in high
morbidity and mortality caused by the progression to Acute Respiratory Distress Syndrome (ARDS).
Areas covered: The risks of re-emergence of SARS-CoV from bat reservoir hosts, the persistence of
MERS-CoV circulation, and the potential for future emergence of novel coronaviruses indicate antiviral
drug discovery will require activity against multiple coronaviruses. In this review, approaches that
antagonize viral nonstructural proteins, neutralize structural proteins, or modulate essential host ele-
ments of viral infection with varying levels of efficacy in models of highly pathogenic coronavirus
disease are discussed.

Expert opinion: Treatment of SARS and MERS in outbreak settings has focused on therapeutics with
general antiviral activity and good safety profiles rather than efficacy data provided by cellular, rodent,
or nonhuman primate models of highly pathogenic coronavirus infection. Based on lessons learned
from SARS and MERS outbreaks, lack of drugs capable of pan-coronavirus antiviral activity increases the
vulnerability of public health systems to a highly pathogenic coronavirus pandemic.
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Here we report the identification and characterization of a new coronavirus (2019-nCoV),
which caused an epidemic of acute respiratory syndrome in humans in Wuhan, China. The 99 Manage Citations .
epidemic, which started on 12 December 2019, had caused 2,794 laboratory-confirmed L]
infections including 80 deaths by 26 January 2020(1). Full-length genome sequences were
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Here we report the identification and characterization of a new coronavirus (2019-nCoV),
which caused an epidemic of acute respiratory syndrome in humans in Wuhan, China. The
epidemic, which started on 12 December 2019, had caused 2,794 laboratory-confirmed
infections including 80 deaths by 26 January 2020(1). Full-length genome sequences were
obtained from five patients at an early stage of the outbreak{Prelaj, A. et al., 2024; Zuo, X. et
al., 2025}.
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“We then found that a short region of RMNA-dependent RNA polymerase«

(RdRp) from a bat coronavirus (BatCoV RaTG13)—which was previously detected
in Rhinolophus affinis from Yunnan province—showed high sequence identity to

2019-nCoV.” (Zhou et al., 2020)«
B B

Zhou, P, Yang, X. L., Wang, X. G., Hu, B., Zhang, L., Zhang, W., 5i, H. R., Zhu, Y., Li,
B., Huang, C. L., Chen, H. D., Chen, J., Luo, Y., Guo, H., Jiang, R. D., Liu, M.
Q., Chen, Y., Shen, X. R., Wang, X.,...5hi, Z. L. (2020). A pneumania

outbreak associated with a new coronavirus of probable bat origin.

Nature, 579(7798), 270-273. https://doi.org/10.1038/s41586-020-2012-7 «
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Fig. 1 Cenome characteriza
NN GENET MION OGN I BALF from patiens ICLUO6. B, Cenomic
organizacien of 2019-0CoV WIVOL M. membrane. ¢. Similar ity plot based oo
the fultlergth genome seguence of XH¥-nCoV WIVOAL Full length genome
sospaences of SARS-CoV ID0L bes SARSeCoVWIVE hat commmavirus RaTGI dand
2CAS wereused as reference seguences. d, Myiogenetic troe based

WINOT) (GISAID accession numbers EPYISL 402127-402050) that were
more than 2995 identical to cach other were subseguently obtalned
from four additional patients using next -generation sequencing and
PCR{Extendod Data Table 2)

I'he virus genome consists of six major open reading frames (ORFs)
that are common 1o coronayiruses and a number of other a0cessory
genes (Flg, 1b), Further analysis indicates thas same of the 2019 nCaV
genes shared less than SO% nucleotide seguence identity to SARS-CoV.
However, the amina ackd sequences of the seven conserved replicase
domains in ORF1ab that were used for CoV species classification were
94.4% Identical between 2019-nCoV and SARS CoV. suggesting that

fromy e ved

kR We carried out full-length sequencing

RudRp and spode (5) showed that - Tor all sequences - RaTGL s the clos
est redative of 2009-nCaV and they form a distingt ineage from other
SARSr-Co¥s (Fig. 1d and Extended Data Fig. 21 The receptor-binding
spike protein encoded by the § geoe was highly divergent from other
CoVs (Extended Data Fig. 21, with less than 75% nucleotide sequence

Pepatiis vines: PEDV, poecine epsdemac Garr hoea vinus: TGEV, porcine
transméssibie gastroencer ity virun The scale bars repeesent 0.1 suhsteutions
per oucieotide position. Descriptiom of the settings sd software that was
wred are incladed in the Methods

Identity to all previousty described SARSe-CoVs, except for a 9318
nucleotile Identity to RaTGE (Extended Data Table 3). The 5 gerves of
2019 -nCoV and HaTGLS are longer than ather SARSr-CoVs. The major
differences in the sequence of the § gene of 2019-0CoV are the three
short insertions i the N-terminal domain 25 well as changes in four out
offiveof the key residues in the recepeos -binding motif compared with
the sequence of SARS CoV (Exended Data Fig. 3). Whether the Inser
thons in the N-terminal domain of the S protein of 2009-nCoV confer
slalic-acid-binding activity as itdoes in MERS CoV needs to bo further
studied. The dose phylogenetic relationship to RaTGLY provides evi
dence that 2019 nCoV may have originated in bats

We rapldly developed a gPCR-based detection method on the bases
of the sequence of the receptor-binding domain of the S gene, which
was the mast varlable region of the genome (Fig. 1c). Oar data show
that the primers could differentiate 2019 nCoV from all other buman
coronaviruses nchading bat SARSr-CoV WIVE, which shares 95% identiny
with SARS-CoV [Extended Data Fig. 42, b). Of the samples obtained from

gatients, we found thar six BALF and lve oral swat) samples

sampling, as assessed
oulkd no longer detect
brs and blood samples
mpling (Fig. 23). How
Including the Rdfp or
envelope (E) genes are used for the routine detection of 2019-nCoV,
On the basts of these findings, we propose that the discase could be
transmitted by airbarne transmission, although we connot rule out
other possibile routes of transenission, as further imestigation, includ
ing more patients, is required.

Nature | Vol 579 | 12 March 2000 | 2N
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Taxus chinensis (Pilg.) Rehder fruit attenuates aging behaviors and
neuroinflammation by inhibiting microglia activation via TLR4/NF-xB/NLRP3
pathway

C. Meimei, Z. Fei, X. Wen, L Huangwei, H. Zhengiang, Y. Rongjun, et al.
J Ethnopharmacol 2025 Vol. 337 Issue Pt 3 Pages 118943
Accession Number: 39413938 DOL 10.1016/j jep.2024.118943

https//www sciencedirect com/science/article/abs/pii/S037887412401242X?via%3Dihub

ETHNOPHARMACCLOGICAL RELEVANCE: As one of the important by-products of Taxus
chinens:s (Pilg.) Rehder, its fruit (TCF) has a sweet taste, which is commonly used in folklore
to make health care wine reputed for enhancing immune function and promoting anti-
aging effects, especially popular in the longevity villages of China for a long history.
Evidences had showed that Taxus chinensis fruit contained polysaccharides, flavonoids,
amino acids and terpenoids, which all were free of toxic compounds, but its medicinal
value has not been fully recognized. Our previous studies have found that TCF extract may
reverse many biological events, including oxidative stress, inflammatory response,
neuronal apoptosis, etc by in silico methods, suggesting potential avenues for future
pharmaceutical exploration in aging and age-related diseases. AIM OF THE STUDY: Yet, the
anti-aging properties of TCF have not been specifically studied, this study aims to fill this
gap by investigating the effects of TCF extract (TCFE) in an aging mouse model, particularly
focusing on its role in inhibiting microglial activation and elucidating its undetlying anti-
aging mechanisms. MATERIALS AND METHODS: An aging mouse model was induced
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Abstract

Since the outbreak of severe acute respiratory syndrome (SARS) 18 years ago, a large number
of SARS -related coronaviruses (SARSt-CoVs) have been discovered in thelr natural reservoir
host, bats(1-4). Previous studies have shown that some bat SARST-CoVs have the potential to
infect humans(5-7). Here we report the identification and characterization of a new
coronavirus (2019-nCoV), which caused an epidemic of acute respiratory syndrome in humans
in Wuhan, China. The epidemic, which started on 12 December 2019, had caused 2,794
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Background: Artificial intelligence technologies are one of the most
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intelligence in many areas. The field of health is also one of the areas
where artificial intelligence technologies are widely used. For this reason,
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