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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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“We then found that a short region of RNA-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-nCaoV" (Zhou et al., 2020}
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Fig.1|Genome characteriza
next-generation sequencing of BALF from patient ICUDG. b, Genomic

hnpammmrm PEDV, porcine epidemic diarrhoea virus: TGEV, porcine

d

organization of 200%-nCoV WIV04, M, membrane. ¢, Similarity plotb:
the full-length genome sequence of 2019-nCaV WIVD4. Full-length genome
sequences of SARS-CoV BJ01, bat SARSr-CoV WIVI, bat coronavirus RaTG13 and
ZC45were used as reference sequences. d, Phylogenetictreebasedon

WIVO7)(GISAID accession numbers EPLISL_402127-402130) that were
more than 99.9% identical to each other were subsequently obtained
from four additional patients using next-generation sequencing and
PCR (Extended Data Table 2).

The virus genome consists of six major open-reading frames (ORFs)
that are common to coronaviruses and a number of other accessory
genes (Fig. 1b). Further analysis indicates thatsome of the 2019-nCoV
genesshared less than 80% nucleotide sequenceidentity to SARS-CoV.
However, the amino acid sequences of the seven conserved replicase
domainsinORFlab thatwere used for CoV species classification were
94.4% 1c|cnt|cal between 2019-nCoV and SARS CoV, suggcsung that

I gastroenteritls virus.The scale bars represent 0.1substitutions

per nucleotide position. Descriptions of the settingsand software that was
usedareincluded inthe Methods.

identity to all previously described SARSr-CoVs, except for a 93.1%
nucleotide identity to RaTG13 (Extended Data Table 3). The Sgenes of
2019-nCoVand RaTG13 are longer than other SARSr-CoVs. The major
differences in the sequence of the § gene of 2019-nCoV are the three
shortinsertions in the N-terminal domain as well as changesin four out
of fiveof the key residues in the receptor-binding motif compared with
the sequence of SARS-CoV (Extended Data Fig. 3). Whether the inser-
tions inthe N-terminal domain of the S protein of 2019-nCoV confer
sialic-acid-bindingactivity as it does inMERS-CoV needs tobe further
studied. The close phylogenetic relationship to RaTG13 provides evi-
dence that 2019-nCoV may have originated in bats.

We rapidly developed a gPCR-based detection method on the basis
ofthe sequence of the receptor-binding domain of the S gene, which
was the most variable region of the genome (Fig. 1c). Our data show
that the primers could differentiate 2019-nCoV from all other human
coronaviruses including bat SARSr-CoV WIVL, which shares 95% identity
w1thSARS CoV (Extended DataFig. 4a,b). Ofthe samples obtained from

gaatients, we found that six BALF and five oral swab samples
sampling, as assessed
ould no longer detect
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RdRp and spike (5) showed that—for all sequences—RaTG13is the clos-
est relative of 2019-nCoV and they form a distinct lineage from other
SARSr-CoVs (Fig. 1d and Extended Data Fig. 2). The receptor-binding
spike protein encoded by the § gene was highly divergent from other
CoVs (Extended Data Fig. 2), with less than 75% nuclectide sequence

including the RdRp or
envelope (E) genes are used for the routine detection of 2019-nCoV.
On the basis of these findings, we propose that the disease could be
transmitted by airborne transmission, although we cannot rule out
other possible routes of transmission, as further investigation, includ-
ing more patients, is required.
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Taxus chinensis (Pilg.) Rehder fruit attenuates aging behaviors and
neuroinflammation by inhibiting microglia activation via TLR4/NF-kB/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 DOI: 10.1016/j.jep.2024.118943

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

ETHNOPHARMACOLOGICAL RELEVANCE: As one of the important by-products of Taxus
chinensis (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 underlying anti-
aging mechanisms. MATERIALS AND METHODS: An aging mouse model was induced
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Since the outbreak of severe acute respiratory syndrome (SARS) 18 years ago, a large number

of SARS-related coronaviruses (SARSr-CoVs) have been discovered in their natural reservoir
host, bats(1-4). Previous studies have shown that some bat SARSr-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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