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Abstract

Dysregulated metabolism is a hallmark of the aging process. Immune function is tightly controlled by cellular
metabolism, and emerging evidence indicates that aged immune cells have alterations in metabolism that may
promote aging-related disease. Lifestyle interventions including diet and exercise are potent strategies for
targeting metabolic dysfunction in aging, but to date, only a few studies have examined the ability of exercise
or diet to regulate immunometabolism, despite their well-known positive effects on healthspan and lifespan.
Utilizing lifestyle modification as precision medicine to target age-related diseases through modulating immu-
nometabolism is promising, but a great deal of work remains.
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Advancing age has long been associated with declining
immunity, but the recent (and ongoing) COVID-19 pan-
demic has brought this to the attention of many outside the
relatively small fields of biogerontology and geroscience.
Aging impairs immune responses (broadly termed immu-
nosenescence) and increases chronic inflammation (col-
loquially referred to as inflammaging) through a variety of
mechanisms that have been reviewed in detail recently [1].
Various geroprotector drugs, especially mTOR inhibitors
[2], have shown some promise in enhancing immunity
in older adults. Nevertheless, well-validated therapeutic
strategies for boosting immune responses during aging
remain elusive. Lifestyle interventions such as physical
exercise and dietary modification have received consid-
erable attention as therapies to promote healthspan and
lifespan, due in no small part to their multifaceted health
benefits, low cost, and strong safety profile compared to
many pharmaceuticals. To a large extent, these strategies
are eustressors that affect cellular and systemic metabo-
lism. Aging profoundly dysregulates human metabolism
[3], so many of the benefits of diet and exercise are likely
to derive from their metabolic effects.
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In recent years, it has become clear that cellular metabolic
programs drive the phenotype and function of immune
cells. While initial observations were made over half of
a century ago [4], the rapid expansion in laboratories
studying immune cell metabolism in the last two decades
has led to an explosion in research in what is now termed
immunometabolism. Immune cell metabolism is highly
complicated and has been comprehensively reviewed else-
where [4, 5], but in general, pro-inflammatory activation
of immune cells such as T cells and macrophages is asso-
ciated with activation of glycolysis, the pentose phosphate
pathway, and fatty acid synthesis, while anti-inflammatory
and pro-memory responses are supported by fatty acid
oxidation and mitochondrial metabolism. Dysregulation
of immunometabolism is, by extension, associated with a
host of chronic diseases including age-associated diseases
such as cardiovascular disease and cancer [5]. While im-
munometabolism is understudied in the context of aging,
there has been some progress in this area in the last sev-
eral years. In general, aged monocytes and macrophages
have been observed to have reduced mitochondrial respi-
ration and defective NAD" metabolism, and this is associ-
ated with increased inflammation [6]. Conversely, aged
T cells have increased mitochondrial respiration, likely
due to increases in the proportions of memory cells, and
aging also dysregulates metabolic reprogramming during
activation in T cells [7]. Strategies to normalize immuno-
metabolism during aging may therefore have substantial
utility as treatments for age-related chronic and infectious
diseases.

In recent years, a variety of nutritional strategies have
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been popularized which have been shown to improve
health- and/or lifespan, at least in model organisms. For
the most part, these are based either on some form of
short-term fasting (e.g., intermittent fasting, time-restrict-
ed feeding) or alterations in dietary macronutrient content.
Low carbohydrate ketogenic diets (KDs) are the most
prominent example of the latter, and dietary interventions
currently have the best evidence supporting a dietary ef-
fect on immunometabolism. KD or supplementation with
the ketone B-hydroxybutyrate suppresses inflammasome
and monocyte activation during coronavirus infection
in aged mice [8], and there is a significant body of work
indicating that ketones alter cellular metabolic pathways
associated with inflammation, including by suppressing
glycolytic activation [9]. In addition to KD, other dietary
strategies including intermittent fasting and amino acid
restriction have anti-inflammatory effects [10], suggesting
that dietary changes may be simple interventions that are
efficacious in altering immunometabolism and capable of
being used in a precision medicine context.

While physical exercise is well known as a driver of
metabolic changes in skeletal muscle, heart, and other
tissues, to date there is very little published research on
its effects on immunometabolism. Long-term moderate
aerobic exercise training is generally anti-inflammatory,
at least when undertaken by individuals with low-grade
inflammatory conditions (including aging) [11]. So far,
the limited attempts to characterize metabolism in circu-
lating immune cells have found few changes pre- vs. post-
exercise, whether this is interrogated after a single exer-
cise bout [12] or after a training intervention [13, 14].
However, exercise redistributes immune cells, thereby
shifting their circulating proportions, and most exercise
studies to date have examined heterogeneous peripheral
blood mononuclear cell populations. This introduces a
substantial likelihood of biasing results by measuring dif-
ferent cell populations before and after exercise. Some
indirect evidence, primarily from gene expression studies,
does suggest that exercise training could increase mito-
chondrial metabolism in circulating immune cells [11]. So
far, though, this has not been conclusively demonstrated
directly, and it remains to be demonstrated that exercise-
induced immunometabolic changes are linked to the anti-
inflammatory effects of regular exercise training.

To summarize, aging results in a multifaceted decline of
immune function that promotes (chronic and infectious)
disease susceptibility and systemic inflammation. Meta-
bolic reprogramming drives phenotypic and functional
changes in immune cells, and there is now emerging
evidence that aging alters immunometabolism in ways
that may cause immunosenescence and inflammaging. As
inexpensive and effective strategies to target metabolism,
physical exercise and dietary interventions hold tremen-
dous promise for ameliorating aging-related diseases
through immunometabolic reprogramming. While there is
some published support for this, especially in the context
of dietary interventions, substantially more work is need-
ed to demonstrate that exercise and/or diet can be used to
target immunometabolism for precision medicine.

Declarations

Authors’ contributions: Brandt D. Pence developed the
concept for the editorial and wrote the manuscript.

Availability of data and materials: Not applicable.

Conflicts of interest: Brandt D. Pence is an Associate Ed-
itor of Aging Pathobiology and Therapeutics. He declares
no other conflicts of interest and was not involved in the
journal’s review or decisions related to this manuscript.

Ethical approval and consent to participate: Not appli-
cable.

References

1. Santoro A, Bientinesi E, & Monti D. Immunosenescence
and inflammaging in the aging process: age-related dis-
eases or longevity? Ageing Res Rev, 2021, 71: 101422.
[Crossref]

2. Mannick ]JB, Del Giudice G, Lattanzi M, Valiante NM,
Praestgaard ], Huang B, et al. mTOR inhibition improves
immune function in the elderly. Sci Transl Med, 2014,
6(268): 268ral79. [Crossref]

3. Amorim JA, Coppotelli G, Rolo AP, Palmeira CM, Ross JM,
& Sinclair DA. Mitochondrial and metabolic dysfunction
in ageing and age-related diseases. Nat Rev Endocrinol,
2022,18(4): 243-258. [Crossref]

4. O’Neill LA, Kishton RJ, & Rathmell J. A guide to immuno-
metabolism for immunologists. Nat Rev Immunol, 2016,
16(9): 553-565. [Crossref]

5. Makowski L, Chaib M, & Rathmell JC. Immunometabo-
lism: From basic mechanisms to translation. Immunol
Rev, 2020, 295(1): 5-14. [Crossref]

6. Yarbro JR, Emmons RS, & Pence BD. Macrophage Im-
munometabolism and Inflammaging: Roles of Mitochon-
drial Dysfunction, Cellular Senescence, CD38, and NAD.
Immunometabolism, 2020, 2(3): e200026. [Crossref]

7. Martin DE, Torrance BL, Haynes L, & Bartley JM. Target-
ing Aging: Lessons Learned From Immunometabolism
and Cellular Senescence. Front Immunol, 2021, 12:
714742. [Crossref]

8. Ryu S, Shchukina I, Youm YH, Qing H, Hilliard B, Dlugos
T, et al. Ketogenic diet restrains aging-induced exacer-
bation of coronavirus infection in mice. Elife, 2021, 10.
[Crossref]

9. Stubbs BJ, Koutnik AP, Goldberg EL, Upadhyay V, Turn-
baugh PJ, Verdin E, et al. Investigating Ketone Bodies as
Immunometabolic Countermeasures against Respiratory
Viral Infections. Med (N Y), 2020, 1(1): 43-65. [Crossref]

10. Lercher A, Baazim H, & Bergthaler A. Systemic Immuno-
metabolism: Challenges and Opportunities. Immunity,
2020, 53(3): 496-509. [Crossref]

11. Nieman DC, & Pence BD. Exercise immunology: Future
directions. | Sport Health Sci, 2020, 9(5): 432-445.
[Crossref]

12. Theall B, Stampley ], Cho E, Granger ], Johannsen NM,
Irving BA, et al. Impact of acute exercise on peripheral

http://www.antpublisher.com/index.php/APT/index

TVIHOLIdA


https://doi.org/10.1016/j.arr.2021.101422
https://doi.org/10.1126/scitranslmed.3009892
https://doi.org/10.1038/s41574-021-00626-7

https://doi.org/10.1038/nri.2016.70
https://doi.org/10.1111/imr.12858

https://doi.org/10.20900/immunometab20200026
https://doi.org/10.3389/fimmu.2021.714742

https://doi.org/10.7554/eLife.66522
https://doi.org/10.1016/j.medj.2020.06.008
https://doi.org/10.1016/j.immuni.2020.08.012

https://doi.org/10.1016/j.jshs.2019.12.003
http://www.antpublisher.com/index.php/APT/index

=
=
Lo
=
@)
<
>
=

62 Brandt D. Pence

13.

blood mononuclear cells nutrient sensing and mitochon-
drial oxidative capacity in healthy young adults. Physiol
Rep, 2021,9(23): e15147. [Crossref]

Andonian B]J, Koss A, Koves TR, Hauser ER, Hubal M],
Pober DM, et al. Rheumatoid arthritis T cell and muscle
oxidative metabolism associate with exercise-induced
changes in cardiorespiratory fitness. Sci Rep, 2022,
12(1): 7450. [Crossref]

14. Hedges CP, Woodhead JST, Wang HW, Mitchell C], Camer-
on-Smith D, Hickey AJR, et al. Peripheral blood mononu-
clear cells do not reflect skeletal muscle mitochondrial
function or adaptation to high-intensity interval train-
ing in healthy young men. J Appl Physiol (1985), 2019,
126(2): 454-461. [Crossref]

Cite this article as: Brandt D. Pence. Targeting metabolism through exercise and nutrition to rejuvenate an
aging immune system. Aging Pathobiol Ther, 2022, 4(3): 60-62. doi: 10.31491/APT.2022.09.088

| All Rights Reserved


https://doi.org/10.14814/phy2.15147

https://doi.org/10.1038/s41598-022-11458-4

https://doi.org/10.1152/japplphysiol.00777.2018

