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Viral diseases consistently pose a substantial economic and public health burden
worldwide. This burden is due to the viruses’ ability to be transmitted from wild and
domestic animals to humans, resulting in unpredictable outbreaks [1]. The current strategy
for viral outbreak management is heavily reliant on vaccines and antiviral treatments [2].
While the development of novel vaccines is often long, laborious, and unprofitable, broad-
spectrum antivirals (BSAs) remain a timely and effective disease management option,
which reduce virus transmission from human to human [3].

BSAs inhibit the replication of multiple viruses from the same or different viral fami-
lies. To mitigate the development of antiviral drug resistance and increase their efficacy,
antivirals are combined into BSA-containing drug cocktails (BCCs) [4–6]. Synergistic BCCs
have lower concentrations of antivirals, which reduces their toxicity and side effects. There
are hundreds of known BSAs and BCCs [4,7].

In this Special Issue, authors report novel, and review known, BSAs and BCCs [8–11].
Their results indicate that the landscape of BSAs and BCCs activities and virus coverage is
vast, and can be further interrogated and expanded. The basic science data generated by
these articles unveil new insights into the interactions between virus and host during viral
infections and decipher the mechanisms of action of inhibitors and modulators of these
interactions [8–12]. This may help us to uncover critical virus–host interactions and the
underlying principles, which determine pan- and cross-family activities of BSAs, as well
as understand what makes some BCCs act synergistically, something that is still largely
unknown in the medical science community.

Many more BSAs and BCCs are awaiting discovery and development. However, new
methods are needed to identify and prioritize the development of a few of the thousands of
potential pan- and cross-virus family therapeutic [5,13]. Such methods can assist the global
health community by providing new options to fight ongoing and recurrent viral outbreaks.
They can also serve as a general paradigm in the quest for proactive global preparedness for
future virus outbreaks by providing cost-effective and life-saving countermeasures that can
be deployed during the critical period between virus identification and the development of
vaccines, virus-specific drugs, and therapeutic antibodies.
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