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CKIPＧ１limitsfoamcellformationandinhibits
atherosclerosisbypromotingdegradationof

OctＧ１byREGγ

Figure　AproposedmodelfortheroleofCKIPＧ１inatherosclerosis．

WiththesupportbytheNationalNaturalScienceFoundationofChina,theresearchteamdirectedby
Prof．ZhangLingQiang(张令强)attheStateKeyLaboratoryofProteomics,NationalCenterofProtein
Sciences(Beijing),BeijingInstituteofLifeomics,recentlyreportedthatCKIPＧ１limitsfoamcellformation
andinhibitsatherosclerosisbypromotingdegradationofOctＧ１byREGγ,whichwaspublishedinNature
Communications(２０１９,１０:４２５)．

AtherosclerosisＧrelated cardiovascular diseases are the leading cause of mortality worldwide．
Macrophagesuptake modifiedlipoproteinsandtransformintofoam cells,triggeringaninflammatory
responseandtherebypromotingplaqueformation．TheregulatorymechanismofthislipoproteinuptakeＧ
mediatedfoamcellformationprocessremainsincompletelyunderstood．

Heretheyshowthatcaseinkinase２ＧinteractingproteinＧ１ (CKIPＧ１)isasuppressoroffoam cell
formationandatherosclerosis．CkipＧ１deficiencyinmiceleadstoincreasedlipoproteinuptakeandfoamcell
formation,indicating a protectiverole of CKIPＧ１inthis process．Ablation of CkipＧ１ specifically
upregulatesthe transcription of scavenger receptor LOXＧ１,but not that of CD３６ and SRＧA．
Mechanistically,CKIPＧ１interactswiththeproteasomeactivatorREGγandtargetsthetranscriptional
factorOctＧ１fordegradation,therebysuppressingthetranscriptionofLOXＧ１byOctＧ１．Moreover,CkipＧ１Ｇ
deficientmiceundergoacceleratedatherosclerosis,andbonemarrowtransplantationrevealsthatCkipＧ１
deficiencyinhematopoieticcellsissufficienttoincreaseatheroscleroticplaqueformation．Therefore,

CKIPＧ１playsanessentialantiatheroscleroticrolethroughregulationoffoamcellformationandcholesterol
metabolism．
In summary, they propose a

workingmodelthatCKIPＧ１couples
proteasomeactivatorREGγtotarget
OctＧ１ for degradation, thereby
suppressing the transcription of
LOXＧ１． CKIPＧ１ is an intrinsic
negative regulator of macrophage
lipiduptake,andthusmayactasa
brakeduringfoamcellformationand
atherosclerosis．Thesedataextended
theunderstandingsofCKIPＧ１asa
regulatorofinflammatoryresponse
aswellasatherogenesisprogression,

suggestingapotentialstrategyfor
atherosclerosistreatment based on
targetingOctＧ１ＧLOXＧ１axis．


