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IKKa Is involved in pro-inflammatory activity of extracellular
nicotinamide phosphoribosyltransferase (eENAMPT) In bone marrow-
derived macrophages.
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INTRODUCTION RESULTS

The IKKa, a subunit of the NF-kB-activating IKK complex, Niacin, the NAMPT s substrate, decreases proinflammatory

has emerged as an important regulator of inflammatory cytokines in human primary monocytes
gene expression. Although intracellular nicotinamide o adl
phophoribosyltransferase (INAMPT) is a key enzyme in + = v
controlling NAD+ metabolism, circulating eNAMPT has - o
been associated with several metabolic and inflammatory

disorders, including cancer and cardiovascular diseases.

Herein, the potential role of IKKa and the underlying
mechanisms by which eNAMPT could exert the metabolic
and inflammatory dysfunctions were investigated.
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INAMPT exerts an anti-inflammatory effect on primary human
monocytes derived macrophages
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INAMPT enhance the effects of IKKa-/-

5 WT KO = WT KO
?i % 10- * [1 Control 7 @5- *kk 1 Control
5 2 6 Bl FK866 D 5 4 Bl K866
X g B LV.INAMPT Qg B LV.INAMP
) X
< O 6 1 Lv. Control U g 3 1 LV. Control
. E% 2- * ES =M« :
BMDMs pretreated with eNAMPT reduced pro- S s win QL o
: : — — — — —
inflammatory TNFa ,IL-13, and IL-6 gene, protein .
expression and cytokine release. Control BMDMSs S - o c o o
pretreated with eNAMPT were polarized towards M1 g56 O comol 33> [ Cono
phenotype, whereas I|KKa-/- BMDMs were remained 5. R -3 -l N o L P
unaltered. Finally, pre-incubation of BMDMs with <9 T = Lv. Contol <ZE§3‘ = L. Control
. . . )] -
LV.INAMPT enhanced the pharmacological benefits of %% 2- i} : %%2
IKKa inhibition; increasing the expression of PPARYy- g’ﬁ ggl'
~ nd i 04
related genes. E O

CONCLUSIONS

These findings provide evidence that NF-kB play a role in pro-inflammatory activity of eNAMPT and reveal that
targeting IKKa kinase activity represents a pharmacological approach.



