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Abstract

DHBEEM)CHT2EERBEORZEGSMBRCRZBNICETE RN, EZEVEFIY
ICLBPBELTLOERBEZULAEBME BRI EVSNTRYVRAZEAL, M REBBEICE
FEISEOHEFNNETNIINEL ERERSHATARTHZH, ChoN—EBRICEDENR
SDTHBEEZEREE., DT2ZBETETILES . MIBRCRRISERPRERSHBE & 5%
BEFrASHEBRNEFTREAEENERYEFEDEEZASND,

HEEORBRERLY . DREEFHIEHEROERFX

HFEBEEZ, VEFEFHRZBENELGTIX-KO (cKO) YVAREERLEEECS, M
BOETFER, DHBENFrJIVNO-ILEEBLTEEILRET S L ZRFAEL 2, £cKO

N IATRAELMUTH Dday4 THOLY6Chigh BERDZ A EEICE<., qPCR THFTL %
EMET A MDAV OEEFRACEECHNHEATVE, REMY A NADACOEERERYIB
73 R IZEF 59 B Ly6Chigh

BIkG, BEBFATEEES NI REMT EHNA >, HICCCL2/ICCLT ICk>THFEEBEh, HEBE
EZBESERIENHASATVNS, BEHFTINSTENACOEGEFRAEZ®RIT TS E, K
ONVATHEILEHAILTVE,

DIED SIRMEF RO EZHETE 2BERH THRRZZEL ., invitro TIL-1b, LPS, TGFb
BET24 BERHBL ., BEFEEJPCRETRILIZEZ S, X-KO
ROAEKRODEREF AR TEIFERELEBRLTZOLENBELCHFEENTEY . invivo
TORRIBRENT,

Myocardial infarction (Ml) is one of the leading causes of death worldwide. Although the mortality
rate from MI has steadily declined because of the application of pharmacological and technical
innovations, scientific discoveries, and improvements in public health, long-term mortality remains
high. Ml survivors frequently develop heart failure with maladaptive left ventricular remodeling;
while many therapeutics in current use have proven beneficial for this condition, the high mortality
indicates an unmet clinical need, requiring a better understanding of the disease's
pathophysiology. Based on the experimental results we got last year, we generated cardiac
fibroblast-specific gene"X"KO mice (cKO). cKO mice had improved survival and cardiac function
and reduced inflammation after Ml as seen in X-full KO mice. Gene expression levels of Ccl2 and
Ccl7, which are major monocyte-attracting chemokines, were also decreased in the cKO infarcts.
Consistent with the in vivo data, in vitro culture experiments likewise showed that cardiac
fibroblasts derived from X-KO mice had reduced expression of those inflammatory chemokines
and cytokines, suggesting that gene-X in the cardiac fibroblasts is critical inducer of excessive
inflammation and thus a potential therapeutic target after MI.
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1. R EEOBE

IDFREEM)ICH T B ERBEDREFEAMHMECREZEINIETIELEN, EBYVETIVTIZEIERDF2OEREEZDL
AEMIEZENIINSRYIREEAT M ZEBEEICIIREREDORFILETNIZHMELI-RERISHATRIRTHHH, Thd
MN—EREEZENZ > THBEESEERIE ., DA2EEEIETLES M RICRERZORERIGHBE LG8 FMNHS
NN IETIRABERZENELLYBDEEZLOND,

MEEOERERIY., DBBREFMAEREOEGEF X NEZEEEZ ., DEBEHEFARERMNEETF X-KO(cK0) ¥IREERL
T=ECA M BOEFER, DEENIVMO—ILELEBLTHEICHNET DI EAHETE L, Tf- cKO YORTIIREAMETHS
day4 T Ly6Chigh BEKD;ZEAMNEEIZIELS, gPCR THRFTLIE-REEY M AV DEBEEFERIFEICIMFISh TUV =, REMY
AMhALDEEREGY BETRIEIZHF 595 Ly6Chigh BEk (X, FELBHTCELESIND REME 7T $5Z CCL2/CCLT (2
FOTHFESh, HABEEAREIELIENIONTNS, EBEHTINLY TNV DBEFRIRERITTHE. KO X IRTHEE
IZEALTLV=,

IDENSIRESFHADAEHE TEAIEELE M THRAZEEEL. in vitro TIL-1b, LPS, TGFb %2 & T 24 BRREAFIEL . Bz FEL%E
gPCR EATHREIL=EZA X-KO YU RHEDDBIRMHSF M TIEIFERLLBRLTEO LEAFEICIFIESNTEY. in vivo TD
HEAFEINT-,

2. MIREBRRAEEOBE R

Myocardial infarction (MI) is one of the leading causes of death worldwide. Although the mortality rate from MI has steadily declined
because of the application of pharmacological and technical innovations, scientific discoveries, and improvements in public health,
long—term mortality remains high. MI survivors frequently develop heart failure with maladaptive left ventricular remodeling; while many
therapeutics in current use have proven beneficial for this condition, the high mortality indicates an unmet clinical need, requiring a
better understanding of the disease’ s pathophysiology. Based on the experimental results we got last year, we generated cardiac
fibroblast-specific gene”X”"KO mice (cKO). cKO mice had improved survival and cardiac function and reduced inflammation after MI
as seen in X—full KO mice. Gene expression levels of Ccl2 and Ccl7, which are major monocyte—attracting chemokines, were also
decreased in the cKO infarcts. Consistent with the in vivo data, in vitro culture experiments likewise showed that cardiac fibroblasts
derived from X—KO mice had reduced expression of those inflammatory chemokines and cytokines, suggesting that gene—X in the
cardiac fibroblasts is critical inducer of excessive inflammation and thus a potential therapeutic target after MI.
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