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BACKGROUND

 Long COVID (LC) can trigger dysautonomia or dysfunction of the
autonomic nervous system (ANS) similar to some autoimmune diseases.

CONCLUSIONS

P Ote ntl al B _Ce I I dySfU n Ctl O n . E)(szlr;indings showed a distinct humoral immunological profile in

non-specific B-cell clones that may interfere with the ANS normal function. I n LO n C OVI D re I ate d . In.ct:;etised Ietve:s Ozanthhr?SpTO“pld autoanttlbodlfs rglay |tnteract
— with the central and peripheral nervous systems, leading to
« Our objective was to analyze alterations in the humoral immunity with a g PETP y 9

neuropathies and possibly dysautonomia.

d SautO n O m I a Wa_S » Additionally, our LCD cohort had reduced plasma levels of total
y lgG despite higher total B-cell levels, coupled with decreased

BLYS and APRIL expression, indicating a potential B-cell

aSSOCI a_ted tO red u Ced I g G dysfunction and lower protection against SARS-CoV-2

reinfections.

« Dysautonomia has been related with autoantibodies produced by activated

specific focus on the BLYyS/APRIL signaling pathway, which is essential for
B-cell activation and regulation, to elucidate potential molecular
mechanisms underlying dysautonomia in LC.

METHODS
« Comparative, observational, cross-sectional study comprising people with

LC exhibiting dysautonomia (LCD; n=26) and healthy donors (HD; n=42).

* These results provide novel insights into the iImmunopathological
* Peripheral blood mononuclear cells (PBMCs) were immunophenotyped by Ieve I S an d B LyS a_n d A P R I L mechanisms of LC-related dysautonomia and potential

flow cytometry. Plasma cytokines were measured by multiplex therapeutic targets.

Immunoassay. Total IgG and autoantibodies were quantified by ELISA. .
RESULTS eXp reSS I O n 5) The analysis of several autoantibodies in plasma revealed

1) LCD participants had a median age of 46 years-old (IQR 42-52) while
HD had 45 years-old (IQR 39-52); most participants were female (89
and 86%, respectively).

positive results only for antiphospholipid IgG and IgM In some
participants with LCD

3) LCD showed reduced plasma levels of both APRIL (-1.2-fold; p=0.0342) and BLyS (B-

| | Lymphocyte Stimulator) (-1.3-fold; p=0.0287) (Figures 4, 5). _ 50- __ 80~
2) Total B cell levels (CD3-CD19+) were increased 1.6-fold in LCD ° = =} = o
: —_—= 40— —_=
compared to HD (p=0.0396) (Figure 1). However, the levels of total B 4 n 0.0287 5 0.0287 S % S % 60-
cells and activated memory B cells (CD10-CD27+CD21low) E 209 ., E 2090 ., gg 30- 52 .
expressing APRIL (A-PRoliferation-Inducing Ligand) on the cell 8 - g e E—lZ’ 20- ’ ?:Lg
surface were significantly lower in LCD (p=0.0014 and p=0.0021, o - o N o o ED% = L0 ‘25 £ 20-
. . o o @ e % _ee 2 G 1) —
respectively) (Figures 2, 3). o 104 &* ot eoe o 104 o8  e3e,° S 2810
i V) (Fo ) g ] eee .Tz;a:_. g et %f:_. T o- " 0-
= ° oo = ¢ ° HD LCD
1. 807 0.0396 g 057 o 0 o - - -
| > 0 6) LCD had 2.4 times more breakthrough infections than HD
60- ° > 0.0 = 00 | | =0.0291).
@ ° m D L CD = HD LCD (P )
)
© 40-
2 4) According to this reduced B-cell activation, total IgG levels and specific against SARS-CoV-
20~ 2 were 1.6-fold (p=0.0172; and p=0.0153, respectively) (Figures 6, 7) 00301 B GG N+
| B IgG N -
0 I | 6 7 LCD
, HD LCD a0 0 0175 . .
I 0.0014 3 20— 0.0021 = . | | | | | | |
g | | I = 0 50 100
@) o = @ N’ o\
T 8- o S X 15- O «» 200 > 10 % Participants
= oQ 20 S
O G- ?® 5’2 T 0 %
¢ = ! s 109 ° R 5 $ ACKNOWLEDGEMENTS
— (7)) o i
E 4 '.’ ._E.E_. - ::; - .EE % é; ° We thank all participants for their selfless contribution to this study.
g 2" : o ® S0 o | el ANy peeeem-cccee=-=--- ... E;ﬁ'&m 2 Hospital Uni s
o 9 5 e Instituto de Salud Carlos I 0S .l al Universitario i Cantro de Sl - -ﬁ
;g 0 I | 0 ¢ ’ HID LI 000 "qUIronsaIUd ‘rM Pedro Lain Entralgo Lﬂ"gtledACTs#

D CENTRO DE INVESTIGACION . AU VIAO
H D LCD HD LCD ClbeT INFEC . Madrid ~ ot e


mailto:mcoiras@isciii.es
mailto:m.torres@externos.isciii.es

