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Dear Dr. Nainu,

Manuscript JMV-23-18795 entitled "Andrographolide protects mice from influenza A induced-pneumonia via regulation

of the PIBK/AKT signaling pathway" has been submitted for publication in the Journal of Medical Virology. | am
writing to see whether you will be available to review this manuscript within two weeks.

| have attached the abstract of this manuscript at the end of this letter, along with the names of the authors. If you
agree to review, please use the Invitation Response links below to record your response. You will then receive a
second email confirming your assignment to review the manuscript along with instructions for using our online peer-
review system.

If you are unable to review this paper, we would very much appreciate your suggestion of one or two possible
alternative referees with expertise in this area.
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Please consider whether you have any conflict(s) of interest that may have an impact on the impartiality of your
review (including in relation to any Company and/or commercial product mentioned in the article). If your conflict is
serious enough to preclude your participation you should decline this invitation to review. Please email me if you
would like to discuss what constitutes a serious conflict.

Our reviewers now have the opportunity to opt-in to receive recognition for their review contributions at Publons.com.
Publons allows you to track, verify and showcase your review work and expertise without compromising anonymity.
You can read more about the Publons service at https://publons.com/in/wiley/.

By accepting an invitation to review with a Wiley journal, you agree to the Wiley Peer Review Policy here:
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ABSTRACT:

Influenza A virus (IAV) infection causes a frenzied host response, which promotes acute lung inflammation.
Andrographolide, an active component extracted from <i>Andrographis paniculate</i>, exerts significant inhibitive
effects on acute inflammation induced by IAV. However, the molecular mechanism of the anti-inflammatory and
antiviral effects remains poorly understood. Here, we found that andrographolide reduced mortality, alleviated body
weight loss, and decreased lung index and inflammatory cytokines secretion rather than inhibiting viral replication.
Further study with RNA-seq analysis revealed that the PISK/AKT signaling pathway is significantly activated in the
lungs of andrographolide-treated mice. The phosphorylated AKT and PI3K were significantly increased after
andrographolide intervention by Western blot. Moreover, [pyroptosis](javascript:;)-related proteins, and downstream
pathways of the PI3K/AKT signaling pathway, including cleaved-caspase 3 and GSDME-N, were decreased. The
protective effect of andrographolide was significantly reduced after treatment with an AKT inhibitor. In summary, our
findings suggested that andrographolide exerts a protective effect on IAV-induced [pneumonia](javascript:;) by
activating the PIBK/AKT signaling pathway, which may represent a novel therapeutic strategy for IAV infection.

By submitting a manuscript to or reviewing for this publication, your name, email address, and affiliation, and other
contact details the publication might require, will be used for the regular operations of the publication, including
sharing with the publisher (Wiley) and partners for production, publication and improvements to the authoring
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