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Immunosenescnece in Old Recipients confers
an Increased Susceptibility to Infections
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Immunosenescence in Old Recipients Alters the

Responsiveness to Immunosuppression

Tacrolimus — CD4* T cell Suppression
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Immunosenescence in Old Recipients Alters the
Responsiveness to Immunosuppression
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System Reveals Clonal GZMK* CD8* T Cells as
Conserved Hallmark of Inflammaging

Denis A Mogilenko ", Oleg Shpynov 2, Prabhakar Sairam Andhey 1, Laura Arthur T,

Amanda Swain 1, Ekaterina Esaulova 1, Simone Brioschi 1, Irina Shchukina 1, Martina Kerndl 3,
Monika Bambouskova !, Zhangting Yao 4 Anwesha Laha ', Konstantin Zaitsev 2,

Samantha Burdess !, Susan Gillfilan 1, Sheila A Stewart 4, Marco Colonna 1, Maxim N Artyomov

6

scRNA-seq, scTCR-seq, scBCR-seq

Immune cells
—zl x from old versus young CITE-seq, scATAC-seq
Flow cytometry, CyTOF

Age-associated . Conv:entional
CD8* Taa cell accumulation CD8" T cells

|
Old host environment

Terminally Differentiated Memory T Cell

—

I SASP l

Granzyme

GZMK*
PD-1" CD49d" Clonal
TOX" EOMES" ‘ exhausted-like
CD8* Taa cells
|
TCR activation
v

fezmk G2aiB 1Ny
A é‘) Senescence-Associated

—*  Secretory Phenotype
Senescent cells (SASP)




Old Recipient

Terminally Differentiated Memory T Cell

—~

I SASP l

Senescence Induction
/ Frailty




Major Obstacles during Transplantation in the

Elderly

[

Increased Susceptibility to
Infections

]

=

Immunosenescence

I

i

et
Q\Q; 2

@Q

Altered Responsiveness to
Immunosuppression

J |

Senescence Induction

/ Frailty

]




Older Recipients display Frailty Leading to
Compromised Recipient Outcomes

Cellular Senescene Induces Frailty

Senescence
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Physiological Aging: Links Among Adipose Tissue
Dysfunction, Diabetes, and Frailty

Michael B Stout ! 2, Jamie N Justice 3, Barbara J Nicklas 3, James L Kirkland 4
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Allotransplantation Is Associated With Exacerbation

of CD8 T-Cell Senescence: The Particular Place of the

Innate CD8 T-Cell Component
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Association of Premature Immune Aging and
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Conclusions

Older Transplant Recipients display a dysfunctional naive T cell compartment
augmenting the susceptibility to infections

a Older Transplant Recipients display an altered T cell repertoire causing a distinct
effects of common immunosuppressants

a Older Transplant Recipients display an increased number of senescent memory
T cells accelerating aging
n Transplantation itself induces T cell Immunosenescence
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