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IMPORTANCE Influenza wirus is a main cause of wiral respiratory infection in humans
as well as animals, occasionally with high mortality. Circulation of influenza wviruses
resistant to the matrix protein 2 (M2) inhibitor, amantadine, is highly prewvalent.
Moreower, the frequency of detection of viruses resistant to the neuraminidase in-
hibitors, including oseltamivir phosphate (OSV-P) or zana ir, is also increasing.
These issues highlight the need for discowvery of new antiviral agents with different
mechanisms. Salinomycin as the monowvalent cation-proton antiporter exhibited con-
sistent inhibitory effects against influenza A and B wviruses. It plays mulbifuncrional
roles by blocking endosomal acidification and by inactivating the proton transport
funcrion of M2, the key steps for influenza wirus uncoating. Motably, salinormycin re-
sulted in marked therapeutic effects in influenza wvirus-infected mice when combined
with OSWV-P, suggesting that its chemical derivatives could be developed as am adju-
want antiviral therapy to treat influenza infections resistant or less sensitive to exist-
ing drugs.

KEYWORDS M2 ion channel, antiviral agent, combination treatment, influenza wirus,
ionophore, salinomycin
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Abstract

BACKGROUND AND OBJECTIVES: Palierts with Kawasakl dizease (KDY are clinicaly heterogensaous DeCause s diagnosis s
based soicly on cinical pbsenaion and there ane no definiive biomarkers. 'We dissecied he clincal helerogeneity of KD
palients usng the KD-associaled genslic vanants

METHODS: We perammed a genslic assodiation analysis in several KD subdroups categonzed by clinical charactenstics using
e KO-ass0diated varants of the B himphoid tyrosine Kinase (SLK rsea3iTs)and Fo gamima receptor i a (FOGR2A,
rs180H274) in a lange number of case (n=1,011) and Controd (n=4 323) sampies.

RESULT 5: BLK and FCER2A were wery significanthy associated with KD in Borean KD patients (pdds matio [OR]1.45

ped G310 Tor BLA and O, 1260 p=1 42107 for FOGR2A) However, In KD subgroup analysis. e Tound thal nesther BLE
nar FOGRAA wene associaled with efher noompiese Kawasaki msease (KD) typs patients o thoss oider han 5 years of age
(P2, suggesting that patients with (KD of those alder than 5 years of age ane & unique subirous of KD 0 genetic
ass0ciaion analysts after excluding iKD patients and those oider than 5 years old, we fourd thal LK was associated wim all
KD subgroups, whereas FEGR2A was specifically associated with make KD patients. younger than 1 year of age (OR, 2,22
p=2 3310

COMCLUSIONS: KO is a climcaly and genslically heleropeneous disease These indngs will proside new insighls inla the
clinical and aenstie helerooeneity of KD
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i snall wosoe disease denentie, gl b considurcd as
abwians eanrriburor; Ecror fr cogritive decline in the AF
pupulstion |6, 321, A post-huanslpsis ol the ATHENA il
temansrraned thar dronedarons was associared with 2 signif-
et seduction i the sk of iehacenis and hacmordapic
ek 133, Lok et af sepored in 3 populaion-based
ebservarional aher dhar, in comprison with rare conmml,
e concroleasassocined with lowerrus of seroker 1A
oy patiunts with AF, parccululy s dos with 3
raderare and high risk of stroke [34]

Study limitations
Ihe present swdy bas several limitacions. Lo this chiins-
hased databce, the bumder of AF was nar evalared, and
i sole w4 contilbut W cutcouics tewsits unhacwi
Since we defined AF disgnnces and shlarion caes anly with
ICD-10 or e eonles, dasa eeganding types ur o
ar AL fparoxyamal versus man-parosyanal; sempro
nimpapionat) v tot it Our s
lauoml study Bodings canner be wsed 1o establish cansal
ships, and nsidhial confounding may pesist even

o warching teg, qualicy of

. widysis bl duat e
presence of g yacmaric s o s Hely We

2roups, g epresens the ﬂ\s(mu-mrqu\}murbctwﬂn

ment sezategies [34]. We were unable 1 s

of modifibl tisk factors for Alzheimer’s disease

; smking, deprewinon, cogmirive insetivine
[36]. The ncenrrence of il

. ard decatia outeoms

1o be bissed ot overestimated by wndcrascerniament of
the ourcome [37]. Although the suhrype of demencia
e asseswd wain, oiffevead 1CD-10 cods, patkenns wids
dementia nften eshibir 3 mixnure of hoth parkolngies [4].
Wik 3 disgnesis of 1 spec
phpcians, they ol e sz by he rtence o
prevalens vascular ek fictors or medivason we a
with AE Therefoce, caution is warranred whea interpreting
asciations acennding s demerria subeypes. Diue o the
sctive-compaszon design of his sy, asyupuomatic
rot require rrearment could have
1, g o0 e ucw wsr desgn
in which prevalenc drug nsers ar he rime of AT diggeois
iz caalulel, the proporson of teatment sitegics s
among parients with Al in this srudy canao fully eflecs the
prefircnzs in vl world cliniel prictice.

Conclusions

A shythm conrsol sraregy was associared with 3 lower il
ef duancusia than tate wonod i AF paticnts bl vl

anticongulans, “Lhe wsociution was more poususced i
relarively yornger pariens with fever srroke risk facrors, It
supgents e carly ditation uf @yt seraegy os
o of aprimsl anricoagularion in selecred parients with Al
sght hilp prevent subsuspunt dementiz,
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