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The purpose of this application is to: 1) determine the possible synergistic and individual effects of radiation exposure
(GCRsim), isolation confinement stress, and altered gravity on behavioral, cognitive, and sensorimotor performance; 2)
establish if there are sex-dimorphic responses; 3) develop predictive biomarkers for individual sensitivity; 4) incorporate
these results into a predictive statistical model for the extrapolation of performance decrement; and 5) estimate Central
Nervous System (CNS) risks in astronauts.

The central hypothesis of this proposal is that there is a synergistic effect of multiple factors (defined by GCRsim,
isolation confinement stress, and altered gravity) encountered in deep space exposure that leads to enhanced
inflammatory response, promotes synapse loss, and decreases synaptic integrity that leads to long-term loss of
sensorimotor, behavioral, and cognitive functions.

The rationale of the proposed research is to understand the mechanisms that underlie the cumulative and synergistic
effects of radiation exposure, isolation confinement stress, and altered gravity on behavioral, cognitive, and
sensorimotor deficits. Further, we will explore sex-dimorphic responses along with potential peripheral biomarkers
associated with simulated deep space travel. Our studies will provide novel information regarding the cellular
mechanisms of altered neuronal function involved in simulated deep space conditions (GCRsim, isolation confinement,
and altered gravity). Finally, we will incorporate all the results to build risk assessment and performance decrement for
astronauts.

We will characterize molecular, cellular, tissue, and behavioral endpoints underlying CNS function in an individual
manner with animals prescreening. We will use multiple behavioral and cognitive tests known to be comparable to
human performance. We will use state of the art techniques to dissect cellular and molecular changes in the brain. The
endpoints will be selected to probe key physiological processes that support tissue homeostasis plasticity in the brain. We
will determine if and how cellular and molecular impairments are linked to compromised behavior in motor, social, and
cognitive domains. By combining assessments of multiple processes that may have distinct time constants and
magnitudes of responses to simulated deep space conditions we will begin to identify operationally-relevant brain
functions impacted by the three stressors and relate these to human performance. Furthermore, by comparing outcome
measures in both males and females we will begin to understand the distinct aspects of the responses controlled by sex
and are therefore more likely to translate to humans.

The proposed aims directly address Human Exploration Research Opportunities (HERO) announcement needs detailed in
Appendix A that specify research needs (gaps) related to NASA Research and Technology Development to Support
Crew Health and Performance in Space Exploration Missions. The specific gaps this proposal addresses are Topic 1,
gap CNS 1 (Are there significant adverse changes in CNS performance in the context and time scale of spaceflight
operations? If so, how is significance defined, and which neuropsychological domains are affected? Is there a significant
probability that space radiation exposure would result in adverse changes? What are the pathways and mechanisms of
change?), CNS 2 (Does space radiation exposure elicit key events in adverse outcome pathways associated with
neurological diseases? What are the key events or hallmarks, their time sequence and their associated biomarkers
(in-flight or post-flight)?), CNS 5 (How can new knowledge and data from molecular, cellular, tissue and animal models
of acute CNS adverse changes or clinical human data, including altered motor and cognitive function and behavioral
changes be used to estimate acute CNS risks to astronauts from GCR and SPE-solar particle event?), SM6.1 (Determine
if sensorimotor dysfunction during and after long-duration spaceflight affects ability to control spacecraft and associated
systems), SM 26 (Determine if exposure to long-duration spaceflight leads to neural structural alterations and if this
remodeling impacts cognitive and functional performance), and IM 8 (IM8: We do not know the influence, direct, or
synergistic, on the immune system of other physiological changes associated with spaceflight). [Ed. note November
2021: Gaps have been revised since the original proposal Task Description; please refer to the Human Research
Roadmap for current gap information: https:// |

Our research goals, hypothesis, and proposed aims directly address Human Exploration Research Opportunities (HERO)
announcement needs detailed in Appendix A that specify research needs (gaps) related to NASA Research and
Technology Development to Support Crew Health and Performance in Space Exploration Missions. The specific gaps
this proposal addresses are in Topic 1, CNS 1 “Are there significant adverse changes in CNS performance in the context
and time scale of space flight operations? Is there a significant probability that space radiation exposure would result in
adverse changes? What are the pathways and mechanisms of change?”’; Gap CNS2: “Does space radiation exposure
elicit key events in adverse outcome pathways associated with neurological diseases? What are the key events or
hallmarks, their time sequence and their associated biomarkers (in-flight or post- flight)?””; SM 26: “Determine if
exposure to long-duration spaceflight leads to neuronal structural alterations and if this remodeling impacts cognitive
and functional performance.”; IM 8: “We do not know the influence, direct or synergistic, on the immune system of
other physiological changes associated with spaceflight.” [Ed. note November 2021: Gaps have since been revised ;
please refer to the Human Research Roadmap for current gap information: https:// ]

The hazards of interplanetary space travel will push the boundaries of the human body. In order to protect astronaut
health and performance on critical missions, there is first a need to understand the effects of deep space hazards,
including ionizing radiation, confinement, and altered gravity. Previous studies of rodents exposed to a single such
stressor have documented significant behavioral deficits. Still, no study to date has investigated the behavioral impact of
exposure to all three space stressors listed above. Thus, our study aimed to identify possible cumulative and synergistic
impacts of ionizing radiation, confinement, and altered gravity on the central nervous system (CNS). Our cohort was
divided between 6-month-old female and male mice in group, social isolation, or hindlimb unloading housing, exposed
to 0 or 50 cGy of 5 ion simplified simulated Galactic Cosmic Radiation (GCRsim). We report interactions and
independent effects of GCRsim exposure and housing conditions on behavioral and cognitive performance. Exposure to
GCRsim drove changes in immune cell populations in peripheral blood collected early after irradiation, while housing
conditions drove changes in blood collected at a later time point. Female mice were largely resilient to deficits observed
in male mice. Finally, we used principal component analysis to represent total deficits as principal component scores,
which were predicted by regression models using GCR exposure, housing condition, and early blood biomarkers.


https://humanresearchroadmap.nasa.gov/
https://humanresearchroadmap.nasa.gov/

Task Book Report

Bibliography Type:
Abstracts for Journals and

Proceedings

Articles in Peer-reviewed Journals

Articles in Peer-reviewed Journals

Generated on: 05/07/2024

Description: (Last Updated: 09/04/2023)

Rienecker K, Paladini MS, Grue K., Krukowski K, Rosi S. "Microglia: Ally and enemy in deep space." Neuroscience
and biobehavioral reviews, 126, 509-514. https://doi.org/10.1016/j.neubiorev.2021.03.036

Neuroscience and behavioral reviews, 126, 509—514. https://doi.org/10.1016/j.neubiorev.2021.03.036 , Jun-2021
Borlongan MC, Rosi S. "Stem cell therapy for sequestration of traumatic brain injury-induced inflammation." Int J Mol

Sci. 2022 Sep 7;23(18):10286. https://doi.org/10.3390/ijms231810286 ; PubMed PMID: 36142198; PubMed Central
PMCID: PM(C9499317 , Sep-2022

Rienecker KDA, Grue K, Paladini MS, Frias ES, Frattini V, Borlongan MC, Chou A, Torres-Espin A, Krukowski K,
Ferguson AR, Rosi S. "Combined space stressors induce independent behavioral deficits predicted by early peripheral
blood monocytes." Sci Rep. 2023 Jan 31;13(1):1749. https://doi.org/10.1038/541598-023-28508-0 ; PubMed PMID:

36720960; PubMed Central PMCID: PMC9889764 , Jan-2023

Page 3 of 3


https://doi.org/10.1016/j.neubiorev.2021.03.036
https://doi.org/10.1016/j.neubiorev.2021.03.036
https://doi.org/10.3390/ijms231810286
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=36142198
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC9499317
https://doi.org/10.1038/s41598-023-28508-0
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=36720960
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=pubmed&dopt=Abstract&list_uids=36720960
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC9889764

