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NOTE: This is an integrated project consisting of Dr. Brian Crucian's "Functional Immune Alterations, Latent
Herpesvirus Reactivation, Physiological Stress, and Clinical Incidence Onboard the International Space Station"
directed research; and Dr. Richard Simpson's "The Impact of an ISS Mission on the Anti-Viral and Functional
Properties of NK-cells, T-cells, B-cells and Dendritic Cells," Dr. Kanokporn Rithidech's "Effects of Space Flights on the
Proteome of Astronauts' Plasma," and Dr. Honglu Wu's "DNA Damage in the ISS Astronaut's Lymphocytes and Their
Association with Stress-Induced Immune Dysfunction" solicited research.

Immune system dysregulation is known to occur after both short and long-duration spaceflight, which may leave
astronauts at risk of an adverse health event during exploration-class missions. The consistent and profound observation
that spaceflight induces latent viral reactivation is a strong indication that immunity is compromised in flight. Moreover,
the viruses themselves pose a very real risk to the crew and may compromise their safety and jeopardize mission
success. It is pertinent therefore to comprehensively determine how spaceflight impacts the anti-viral properties of the
immune system so that effective countermeasures can be developed to mitigate these risks. The parent ‘Functional
Immune’ study will markedly advance our understanding in this area and the present proposal aims to contribute by
determining the impact of an International Space Station (ISS) mission of the anti-viral properties of NK-cells and
T-cells, and the function of B-cells and dendritic cells (DCs). In our ongoing ISS flight study (‘Salivary Markers”), we
have found that NK-cell function is drastically impaired during flight and that latent viral reactivation still occurs
despite a robust expansion of viral-specific T-cells. It is possible, therefore, that it is the anti-viral capabilities of T-cells
and NK-cells that are compromised in flight and we propose to address this question here using both standard and
cutting-edge analytical techniques (CyTOF). We will also address the paucity of spaceflight data on B-cells and
dendritic cells by assessing B-cell responses to viral peptide stimulation and the differentiation of monocytes to
dendritic cells, their antigen uptake capabilities, and ability to activate and expand autologous viral-specific T-cells. All
assays will be performed in crewmembers and healthy controls before, during, and after spaceflight using blood volumes
that are conducive to the restrictions associated with flight experiments. The studies described in this proposal will make
a significant contribution to the parent ‘Functional Immune’ study and will allow us to determine if spaceflight affects
the anti-viral properties of cellular and humoral-mediated immunity. On conclusion of this study, it is expected that all
‘immune risks’ will be identified and the focus can shift to the development of countermeasures to preserve crew
‘immune health’ during future exploration-class spaceflight mission.

New project for FY2016.
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