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We have recently shown that gut dysbiosis in people with HIV (PWH) Is associated with
decreased levels of the gut metabolites short chain fatty acids (SCFAs). Deficiency of these
metabolites correlated with higher inflammation, particularly in levels of the proinflammatory

cytokine 1IL-32. We showed that IL-32 Induces coronary artery endothelial cell (CAEC) Q o =\
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PWH. In this study, we aimed to Investigate the beneficial effect of the Intestinal microbiota- or LPS in the presence/absence of SCFA
driven SCFAs, acetate, butyrate, propionate, valerate and caproate to alleviate the IL-32- Peripheral Blood SCFA 48h culture ELISA
. . . . 1mM ; ,
mediated CAEC dysfunction to potentially protect against CVD. Mononuclear Cells (PBMC) —— mM) 4 L ps (100pg/mL) (L6, TNF-a)
RESULTS
SCFA diminish IL-32-mediated inflammation SCFA diminish LPS-mediated inflammation
o T T _E_ él T ; 300 ﬁ 6000 — —— 1.5 skeskokk
T * - _I_ j_ : * 3 * *x
O R ] 40007 __.t 1 |. " 800- T ,—ET 1000{ _—o— : :r —~ %
—~ 300 g - . - ) = ] X ~~ 200 ~~ — E . ﬁ E 1.0- sssvee T
- | 8RR e o R FTRE : L NL ™
S N I S | S B - = - [ 5 | B . S 1 2 ‘Bl
£ 200 *;* cj o % * | v 1 : <§E i o T £ g L?L -
O = 2000 400 - - 500 ’ T
Som 3 S | [ & Q - ! 5 o ED ¥ 5 e Z o S|
1004 —* i 3 L . i i g
IL-32 IL-32 IL-32 IL-32 LPS LPS Ty LPS
0 | : | | | 0 | | | 0 | | | 0 | | | = | 0 | | | | 0 —ocopee | | | | 0.0 otsve—; . . . h
8 & é\o e © é\o . & é" & é\o ] S X é\o IS & «~ Q.:é’ S ¢ ©® é\O . & éb ~ é\" o\° \{\0 \0{\0 &0\0 ga <~ Q.;é’ 0\0 & 0{\0 & é’o <~ é&' 0\0 & 0{\0 & ' Q é‘b <~ oéé’ ‘ 0&0 \g@ \0{\0 65\0
é06() VS, oé\oe o 0,6 4& ,bQ éoe() VS) OQ\Q @§ A@\ @é éogo VS) Q&OQ\Q & o@, 4& tbQ éogo VS’ Q*o Q\o Q°§ > O,DQ éogo Vg g Q\Q @Q\ﬁ > QQ* eogc’ vp s Q\Q @Q\ﬁ > ()’DQ*\Nx &§\>Q éofoo v OQ\ QONx 4 0@9
QO
CAEC CAEC PBMC

A) Coronary artery endothelial cells (CAEC) stimulated with IL-32y. In the In the absence of SCFAs, CAEC upregulate the expression of IL-6, CCL-2, ICAM-I and VCAM-I (the chronic upregulation of which Is
assoclated with endothelial cell dysfunction). CAEC pre-conditioning with SCFAs diminish the upregulation of IL-6, CCL-2, ICAM-| and VCAM-I, but with a varying potential. Caproic acid was the only SCFA being able
to diminish the upregulation of all the CAEC dysfunctional markers simultaneously. B) Activation of CAEC and PBMCs with LPS. When LPS was used as a comparator stimulant on CAEC, all SCFAs including
caproic acid, significantly diminished the upregulation of IL-6 (left panel). However, in PBMCs, the anti-inflammatory potential of caproic acid to suppress the production of IL-6 or TNF-a (middle and right panels,

respectively) in response to LPS was less pronounced compared to the other candidates suggesting that caproic acid has a dominant positive effect in restoring endothelial cell functions and protecting against
iInflammation in cell-dependent fashion. * p<0.05, ** p<0.01, *** p<0.001.
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Our results uncover the potential benefit of caproic acid in reversion of the endothelial cell dysfunction and inflammation mediated by either the inflammatory cytokine 1L-32 or Kﬁ%ﬁ% m w4
the endotoxin LPS. This effect iIs more selective to endothelial cells compared to peripheral blood cells. Work Is In progress to understand the mechanisms involved In these > "&' B
selective functions including the potential differential expression of SCFA receptors in the different cell types. o el e CIHRTRSC
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