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Sympatheticstressandcardiacinjuries

WiththesupportbytheNationalNaturalScienceFoundationofChina,astudybytheresearchgroups
led by Prof．Zhang YouYi (张 幼 怡 )from Peking University Third Hospitaldemonstratesthat
inflammasomeactivatedILＧ１８triggerssympatheticstressＧinducedcardiacinflammatoryinjuries,which
waspublishedinEuropeanHeartJournal(２０１８,３９(１):６０—６９,witheditorial,IF２０．２１２)．

Sympatheticoveractivationtriggersandexacerbatescardiovasculardisorderssuchascoronaryartery
diseaseandstresscardiomyopathy．βＧblockersarerecommendedforthesecardiovasculardiseasesbutare
stillcontraindicatedinsomepatients．InflammatoryresponsescausedbyβＧadrenergicstimulationplay
pivotalrolesinmyocardialdamageandpathologicalremodelingresultedfromsympatheticoveractivation．
However,molecularandcellularmechanismsbywhichβＧadrenergicinsultselicitinflammatoryresponses
intheheartstillremainunknown．Thisisaprevailingissueinunderstandingthepathogenesisof
cardiovasculardiseasesthatinvolvesympatheticoveractivationandcrucialfortheidentificationofnovel
targetstoinhibitcardiacinflammatoryinjurycausedbyacuteβＧadrenergicinsults．

Inordertobridgethisgap,Zhang􀆳sgroupprovidedtheprofilinganalysischaracterizingthespatialand
temporalchangesofinflammatoryactivationuponacuteβＧadrenergicinsult．Theydemonstratedthatthe
activationofILＧ１８byinflammasomespecificallyinthecardiomyocytesisakeytriggerforthecytokine
cascadeand macrophageinfiltrationintheheart,whichinturnleadstoadversecardiacremodeling．
Moreover,theyprovidedevidenceusingtheacutecoronarysyndrome(ACS)patientsample,indicatingan
increasedILＧ１８levelinpatientswithsympatheticoveractivation．Inaddition,heartfunctionwasreduced
inpatientswithhigherILＧ１８levels,andcardiacdiastolicdysfunctionwasincreasedafterβＧadrenergic
agonistadministrationin mice．Inordertoprovetheclinicalrelevanceoftheirfindings,theauthors
utilizedanILＧ１８ＧneutralizingantibodyandfoundthatanearlyadministrationoftheantibodyafterβＧ
adrenergicinsultsignificantlyreducedinflammatoryresponsesandcardiacinjuries．

Bythiswork,Zhang􀆳sgroupprovidesnovelinsightsintothemolecularmechanismofβＧadrenergicinsult
andidentifiedILＧ１８asanovelandselectivetherapeutictargetagainstsympatheticstressＧinducedcardiac
inflammatoryinjuries．Astheeditorialdescribed,thisstudy“perfectlydemonstratethetranslationalchain
from molecular—experimentalapproachestotheevaluationfornovelimmunomodulatingtherapeutic
targets”．


