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Bs Trin Lam - Khoa Nli tim mich

I. PROTEIN PHON 0NG C B0 NHOY CAO (hs-CRP) LA GI?

Bén cnh c4c ylu t0 nguy cU kinh diln, vai trd cla cac ch dil m viém trong bl nh ly d0 ng mich
vanh ngay cang dil0c quan tam. Trong s do, protein phiin 0ng C d& dilIc nhilu nghién clu
trén thl gili danh gid la mOt “ch0 didm vang” ca qua trinh viém trong cac giai doll n khac nhau
cla bl nh. Hil'n nay, bl ng nhi ng phi0ng phap c6 d nhly cao, ngdlita cé thl do di0c ning
di protein phinO0ng C O nhing mOc ritthOp (< 0,2 mg/L), tOm dich la protein phiin Ong C d0
nhdy cao (high sensitivity C-Reactive Protein, hs -CRP). Nam 2000, mit kh o sat tiln hanh 0
Hoa ki da phéat hidn 12 trilu ngl0i I0n ¢é nOng d0 lipid mau khéng tang nhiing ning do
hs-CRP cao > 3 mg/L. Nhil'u nghién cOu cho thOy gin mOt n0a bidn cd mich vanh x0y ra 0
nhOng ngl i khdng tang lipid mau, va tang hs-CRP mi n tinh lam tang nguy ¢l t0 vong holc
nhOi mau cl tim t0i 40%.

BOng ching v khi nang di doan mit sO kOt clc tim mOch va vl nhlng lién quan bOnh ly
trictip guiy rdng vilc hd thdp hs-CRP ¢é thD ¢6 nhing 0 nh hO0ng quan trl ng trong vilc dl o
ngdOc til n trinh viém va phong ngla nhil ng bidn c0 tim mich t00ng lai [43], [47], [55], [61], [93],
[100], [120].

Il. CO CHI BONH SINH COA X0 VO A BING MiCH VA BONH BING MiCH VANH

Nguyén nhan chl ylu cla bl nh dlng mdch vanh (BDMV) la do x0 vl a ddng mOch (XVDM).
XVDM 14 hiln t00ng xO hoa thanh dl ng mi ch bao gdm cac di ng m0ch trung binh va dil ng
mOch [0n. Bilu hiln chd yOu la sO 10ng ding mi va cadc ming t0 bao 0 10p 4o trong cla thanh
ding mich glila mOng va.

Quan dil m hid n nay cho ring XVBM la m0t bl nh viém. Bay l1a bOnh ly ding hic va ti0 n tri0 n,
xult phatt0 s kIthip cla rdilo0n chdc nang nii mdc (RLCNNM) va qué trinh viém, hay naéi
mOt cach khac, XVDPM la mOt b0 nh viém m( n tinh ma trong d6 nhi'ng cU chd miln dich t00ng
tac vii nhOng yOu t0 nguy cU d0 hoOt hoa nhing tOn thO0ng trong cay dl ng mdch.

II.1. ChU ¢ nang ni mic binh thi0ng
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NOi mdc mich mau khéng chl 1a mOt hang rao cl hOc dilc lat bli mitI0p d0n bao ngan cach
dong mau va thanh mi ch ma con dil u hoa nhil ng chl ¢ nang quan tring khac cla gilIng

m0O ch. Chl ¢ nang nli mO ¢ binh th0 0 ng quan trd ng khéng chi trong vid ¢ dilu hoa tri0ng I0c
mOch mau ma con trong vilc t0o nén mit b0 mOt ndi mOc khéng sinh huylt khii, d0 phong
phin 0ng viém va hil n t00ng tang sinh thanh mich. NOi mOc binh th00ng di0c cung cOp mOt
sO ¢l chO chdng huyOt khii, bao gdm holt dl ng chi ng tidu clu cla nitric oxide (NO),
prostacyclin, ADPase/CD39, hol't d0 ng chi ng déng cla heparin, protein C, protein S, va hoUt
ding tiéu sOi huylt cla ylu t0 holt hoa plasminogen mé (tissue Plasminogen Activator, tPA).

NOi mdc mOch mau c6 th nhOy cm vOinhdng thay d0i huydt d ng va nh ng tin hiDu phat sinh
t0 dong mau. B0 kilm soéat tri0ng I0c viln mich, nli mdc t0ng hi p va phdng thich nhing chit
hot mich nhi prostacyclin, ylu t0 tang phén clc (hypepolarizing factor), endothelin..., va quan
tring nhotla NO. SO hiing ddnh nii mé cla mich mau dilc duy tri bli mOt s can bing gila
cac ylu t0 co mch va gidn mch c6 ngudn gdc nli mOc nay. Khi sO can bl ng nay bl v qua
trung gian clla nhilng yOu t0 viém va nhing yOu t0 nguy cO kinh didn, gil0ng mOch trfd nén nhiy
cOm vdi s hinh thanh mOng vO a.

Céc yOu td gi&dn mich di0c phan thanh 2 nhém:

* Céac chitgidn mich dic l0p vOindimic tac ding tric tilp l1én cl trin thanh mOch bdt kO tinh
tring cla nii mOc nhO thD nao, va

* Cac chit gian mich phd thulc ndimOc bltbulcclincd sO hilndilnclamitnidi miccon
hoOt dl ng binh thO0 0 ng.

* Nitric oxide (NO): Nam 1980, Furchgott va Zawadzki nhi'n thO'y sO hiln didn cla t0 bao nOi
mOc (TBNM) mOch mau la cOn thilt d0 acetylcholine c6 tdc ding gidn mich. NOu ni mOc b0
lo0i b, mOch mau s khéng gian vii acetylcholine, nhing viln dap 0 ng vii glyceryl trinitrate. SO
gian mich ph thuOc ndimOc nay cla cl trln mdch mau vii acetylcholine théng qua vai trd cl a
mOt yOu t0 trung gian ndi sinh. Luc d0u, yOu t0 nay d00c dittén la ylu t0 gidn mich cé nguln
gic nii mdc (Endothelium Derived Relaxing Factor, EDRF), vil sau, n6 d00c xac dinh la NO.
NO la yOu t0 gidan mdch chl ydu, déng mit vai trd quan trllng trong sO dilu hoa tri0ng I0c mich
mau va chl ¢ nang viln mich. Ngoai hilu qui gian midch, NO con cé tac ding chi ng viém,
ching sinh x0 vl a, dé la:
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*NO Occhi si kitdinh ciablch cluvao nli mic.

*NO Oc chl sO tang sinh va di chuyln clatd bao cU trin (TBCT).

*NO Occhl sO holthodvabic Il clanhlng phantl kitdinh.

*NO Occhh sl ngdng tip clatiu clu.

*NO la mOt chOt ching oxy hoa .

VO m0t sinh ly, ging sOc¢ la mOt kich thich ¢ hOc quan tring dii vii nOi mdc qua trung gian ap
I0c xé (shear stress) do tang dong mau. Khi ni mic b0 kich thich bli 4p I0c xé do tang dong
chiy, NO synthase cla nlli mOc (endothelial NO synthase - eNOS) dl0 ¢ hollt hoa théng qua
mOt con d00ng khéng phl thulc thD thDd bl ng cach phosphoryl hoa NO synthase, va siin xuOt
NO t0 tiln chOt c0a nd la L- arginine. NgU O ¢ I0i, bradykinin hol ¢ serotonin ¢cé nguln gic t0 tilu
clu kich thich ndi mOc qua nhil ng th0 thd dic hilu d0n ddn holt hoa NO synthase qua trung
gian protein G. Sau khi di0c tdng hip, NO khuyU ch tdn qua mang clla TBNM va di vao TBCT
mOch mau, 0 dé, né hol't hod guanylate cyclase din din tang ning d0 nii bao cla guanosine
monophosphat vong (cGMP). cGMP doéng vai tro trung gian cho nhil u tac ding sinh hc cla
NO, bao gdm sl kil m soat tri0ng I0c mich mau va chlc nang tilu clu. NOi mOc khéng chl co
vai tro trong gidan m0ch ma con la nii sin xult cac ylu t0 co mich, chl yOu la endothelin-1.

TrO00c khi xudt hidn mdng xO via, chlc nang gian mich cla nldi mdc da sim bl suy giom.

11.2. RUi lo0n chilc nang nii mic trong x0 via ding mich va binh mich vanh

RO lo0 n chic nang nii miOc(RLCNNM) la mOt thult ngl r0ng bao ham gilm sOn xudt holc
gidm d0 khO ding sinh hic cla NO va/hollc mit sl mOtcan bllng gila cac ylutl gian mich
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va co mich cé ngulin gic nii mic.

11.2.1. Gilm hol t d0 ng sinh hU ¢ cla NO

SO gidn mich phi thuOc ndimOc cla DMV bl suy gillm trong bl nh ly XVDM din din s co
mOch nghlch thO0ng, c6 thl din din gidm t00i mau ¢l tim va thilu mau clc bl (TMCB) cl tim.
Tuy nhién, RLCNNM cé th0 xOy ra trl0 ¢ khi c6 nhi ng billu hil'n cOu truc cla XVBM, chllng hin,
s dap Ong b0t thO0ng dli vl i acetylcholine di0c phat hidn ngay cl 0 nhIng BMV ma trén chlp
m0 ch con binh thO0ng. NhD vy, RLCNNM cé th0 1a mOt yOu t0 di doan (YTDD) dic I0p nhi ng
biln cO tim mOch t00ng lai.

Trong khi dap Ong v i nhOng yOu t0 nguy cd (YTNC) tim m0 ch kinh dil n nh0 tang cholesterol
mau, hat thul ¢ 14, THA, dai thao di0ng (BTD)..., khl nang bl o vl n0i sinh cla n0i mic mich
mau bt dlu bl suy gidm. Trong nhi ng giai don sO m cla XVDM, tang cholesterol mau kich
thich b0 ch cOu kit dinh vao nii mOc, LDL cholesterol (LDL-C) t0 p trung trong thanh mich va
di0c oxy hod. SU oxy hod la cln thilt cho cul ¢ s ng, tuy nhién, nlu qua trinh nay vl Ot ra khii
tOm ki0m soat né s trl nén cé hii cho gil0ng mdch. LDL da oxy hoa (oxLDL) gay holt hoa va
lam thay dli nhng dl ¢ dil m sinh hO'c cla ndi mOc phOn nao bdng cach lam gilm ndng a0 NO
ndi bao. Nhiing gic t0 do din xulttl oxy c6 khi nang blt holt nhanh chéng NO thanh
peroxitrite (ONOQO-) khéng con nhing chl ¢ nang gian mich va blo vl mich mau cla NO nla.
Ngul n g c clla nhil ng anion superoxide la xanthine oxidase, va dil ¢ bilt la NADH/NADPH
oxidase s n xult nh0 ng anion superoxide trong dli th ¢ bao (DTB) sau khi cé s kich thich ca
angiotensin I, day la mOt chOt trung gian chD yOu cla stress oxy hoa trong thanh mich. Trong
nhO ng giai doln s m cla bl nh BMV, nhing gi c oxy phln 0ng la do ndi mdc phong thich; tuy
nhién, trong qua trinh XVBM sau nay khi thanh XVDM day |én, DTB s phdng thich nhing
anion superoxide tich lul trong I0p 4o trong, va tid n trinh til n oxy hoa lan r ng dl n thanh m0 ch.

Ngoai sl b0 hul holido nhlng gilc oxy phin ng, hol't a0 ng sinh hOc cla NO c6 thd b0 giim
théng qua nhing cO chl khac nhi gilm sOn xuOt NO. Ching hi n, trong tang cholesterol mau
co mit sh tac ding qua I0i gila oxLDL va vai qua trinh di n truyd n tin hil u qua trung gian thi
thD din din gim tOng hO'p NO bi eNOS. Thi ¢ nghil m cho thi'y trong XVBM holt ding cla
eNOS bl gilm. Tuy nhién, tOng sOn xudt NO cé thD tang bdi vi NO khéng chll siin xudt bi
eNOS ma con bli NO synthase cla t bao thi n kinh (neuronal NO synthase, nNOS), va quan
trdng hin la bdi iINOS (inducible NO synthase) cla BTB va nhing loli t0 bao khac trong ming
x0 vOa.
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I1.2.2. Nhiing ¢l chl ¢l binclasd holthoaniimic

SO biln dli ndi mOc khéng chl géy nén rli lo0 n chl ¢ ndng gidn mich cla mich mau ma con
dindinmOtsO qua trinh hodt hoa nlli mOc c6 nhing 0nh hi0ng quan trdng, do la qua trinh
viém, sl tang sinh va hiln t00ng chit theo ching trinh c0a t0 bao mich mau.

* Qua trinh viém: Gidm holt dl ng sinh h'c cOa NO hol ¢ tang stress oxy hoa diln diin sU nitré
hod tyrosine cl a nhi ng protein trong thanh mich va hollt hoa yOu t0 nhan B (Nuclear Factor-B,
NF-B). NF-B la mit protein sao chép lam gia tang sU tang sinh cla TBCT va nhing t0 bao
khac. HOn n0a, gilm hoOt d0ng sinh hi c cla NO cung vii tang stress oxy hoa sl kich thich sl
sOn xudt nh ng cytokine nhi a nhi ng interleukin (IL), yOu t0 hoUi t0 u-a (tumor necrosis
factor-a, TNF-a), protein hoa hi0ng ding t0 bao dln nhan-1 (monocyte chemoattractant
protein-1, MCP-1) hol ¢ interferon (IFN), do vy hi'p din t0 bao d0n nhéan (TBDN). Angiotensin
[l cé thO kich thich sOn xult nhdng g0 c oxy phln Ong, giatang sU blc 0 cla nhing cytokin tidn
viém nhl IL-6, MCP-1, va dilu hoa Ién phan t0 kOt dinh t0 bao mdch mau-1 (vascular cell
adhesion molecule-1,VCAM-1,) 0 TBNM. NhIng YTNC m0i h0'n nh0 tang ning d0 hs-CRP ciing
c6 thD thac di'y RLCNNM bl ng cach kil m ham sl sOn xult va lam gi0m ho0t tinh sinh hic cla
NO. Nhing biln dli nay cla nli mdc thuc dly hidn td0ng viém trong thanh mich, khii d0u va
tiln triln cla mittOn thd0ng x0 vl a.

* S0 tang sinh thanh mi ch: SO mOt can bl ng oxy hoa - kh gilla NO va cac giic oxy phin ng
trdctip t0Ong tac vii sl blc I0 cla cac gen co lién quan dln qua trinh tang sinh thanh mi ch.
Trong khi NO lam gil m sO tang sinh cDa TBCT thanh mich va sO di chuylln cOa TBDN thi ET-1
va angiotensin Il [0i c6 nhing tac diing tidn x0 vOa trd c tid p trén thanh mi ch. Nghién clu thOc
nghidm cho thi'y nhi ng con chul't thidu eNOS bl giim s gian mdch ph0 thuOc ndimOc va
tang qua mic s tang sinh I0p 4o trong sau mit kich thich bén ngoai thanh mich .

MOt qua trinh quan tring dap Ong dili vOi sU xult hidn mOng x0 vl a la qua trinh téi clu trdc

m0O ch mau (vascular remodelling). D&y la s gia tang kich thi 0 c mich mau trong giai doin sIm
cla XVDM d0 bu trd cho s xam Idn long mich cla ming x0 dang phat tril n. Qua trinh nay la
hiu qul clatang dong mau 0 vO tri ming x0 dang phat tril n. Dong mau bl gidm mOn tinh lién
quan vli gidm di 0 ng kinh mOch mau; trong khi d6, m0t sO gia tang dong mau, va tit nhién cl
tang 4p I0c xé trén thanh mOch sO din din sO gia tang kich thO0¢c mdch mau. GOn day, dila vao
nhOng nghién clu 0 chuOt, nglUita cho ring NO c6 nguln gdc t0 iINOS chOu trach nhil m cho
sl tang trl 0 ng thanh mi ch khii @0 u qua trinh tai cl u trdc, trong khi d6, eNOS lién quan vii sl
Oc chd hiln t00ng day l1én cla thanh mdch. Tuy nhién, c chd tai clu trac md ch mau thich nghi
bu trl ban d0u nay cé thD trl nén ¢ hii trong nhi ng giai dodn tiln triln cla bl nh vOi sO gia
tang tinh kém 0n dlnh cla ming xO.
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*Hiln 0 ng chi t 1 bao theo chil ng trinh SO mit can bl ng oxy hoa - khil gila NO va cac glic
oxy phin 0ng ciling kil m soat hiln tO0ng chdt 0 bao theo ching trinh, ¢ thd lam biln dli

nhO ng chO ¢ nang sinh ly khac nhau cla I0p TBNM. Cac YTNC tim mOch ODnh h0Ong dl'n sO can
blIng cla cac tl bao mich mau. Chi ng hin, oxLDL holUc angiotensin Il thuc d0y hil n t00ng
chOt theo chiOng trinh c0a TBNM; ngi0c I0i, ap I0c x&, NO nli m ¢ va cac vitamin chll ng oxy
hoa I0i0c chd hiln t00ng nay.

11.3. Vai tro cla viém trong x0 vila dilng mich va bl nh ding mich vanh

XVDM la mOt b0 nh viém m0n tinh. Trong qué trinh nay, cac chit trung gian viém déng mit vai
trd ch yOu trong s khii d0u, ti0n trifn, va culi cung la vl mOng xO v0 a.

Nh0 ng bl ng chll ng hil n nay cho thly hs-CRP - mOt chd dil m viém hQ0 thO ng - 1a mOt trong
nhOng ydu t0 dd doan (YTDD) dlc I0p, mOnh nhitcla bidn cl tim mich 0 ngl0i khol minh
cting nhi 0 b nh nhan (BN) cé cln dau thit nglic 0n d0nh holc khéng 0n dl nh, BN sau nhii
mau cl tim. SO gia tang ning dl cla hs-CRP la mit YTDD dlc I0p nguy cd NMCT, dit qul,
bl nh dilng mOch ngoli bién, ditt0 do tim, va sl tai hi p sau can thil p mdch vanh qua da
(CTMVQD).

I.3.1. CRP- mi t protein chinh d0 danh gia qua trnh viém

*Nguln gicvacluitlo Nam 1930, t0i Vil n Nghién cOu Y hi c Rockefeller, Tillett va Francis
da phat hi0 n trong huyOt thanh cOa BN b0 viém phii do phi clu cé mit loli protein c6 khll nang
kOt t0a vOi C-polysaccharide cla vO ph0 cOu khuOn va dittén no la protein phinOng C
(C-Reactive Protein, CRP). C6 khol ng trén 70 bl nh ly bao gd m nhidm trung ¢l p, nhil m trung
m0O n, nhid m vius, va cac bl nh ly khéng nhil m trung nh0 THA, béo phi, hat thul ¢ la, BTD, hOi
chOng d0 khang insulin, b0 nh DMV, bl nh t0 miln, b0 nh &c tinh ...gay tang ning d0 CRP.

CRP dilcting hOp chd yOu tligan diDitac ding kich thich cla cac cytokin viém nhi |L-6,
IL-1, va IFN-a) khicl th0 dang cé hidn t00ng viém. Ngoai gan ra, mé m0 ciing dong mdt vai tro
quan tring trong sin xull't CRP. CRP cling dilc sin xult bdi TBCT trong BPMV, n6 hiln diin 0
nhOng mOng xO vl a. Renu Virmani va cs (2002) nghién cOu gili phOu bdnh BMV clla 302 BN
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bl chit, trong d6, 73 BN chi't do vl hollc x6i I0 mOng x0 via, 73 BN ¢c6 ming x0 vialn dlinh,
va nhém ching bao gilm 158 tri0ng hp d0t t0 khong do nguyén nhan tim mich. KOt qul cho
thOy mO ¢ hs-CRP trung binh 0 ming x0 vla b0 v 1a 3,2 mg/L, 2,9 mg/L 0 ming xU vla bl xoi
I0,2,5mg/L0 ming xO vlaOn dlnh, vachl 1,4 mg/L0 nhém ching.

CRP cé tring I00ng phan t0 1a 120.000 kDA, dic clu tDo bli 5 chulli polypeptid kit h0 p khéng
chit ch, sl p xdp dii x0 ng chung quanh 10 trung tdm. Theo Khreiss va cs (2004), CRP phii tr0i
qua mit sO thay dUi cOu trac 0 v tri g0n vao mang TBNM, t0 ding 5 chuli polypeptid chuyln
thanh ding 1 chulli. DOng CRP 1 chulli c6 thD gay holt hoa nli mic trong vong 4 gil, trong khi
do, di cé dilctacdingtilng t0 ding CRP 5 chulli phlicln diin 24 gil, blivi s holtding
cla CRP 1 chulli dda vao méi tri0ng mdé hin la méi tri0ng huylt thanh (hinh 1.1).

CPFP 5chudi

CRP 1 CHLIOI THAM Gl& VAD
TN THUCNG BACH KA

K. danh bach < Hoat hoandi mas v Tién trink w9 s
sy wy il gytoking Jémg rroich
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Hinh 1.1. M6 hinh clu t0o va holt ding cla CRP.

(Ngut n: Subodh Verma et al (2004), “CRP: Structure affects function”, Circulation, 109, pp.
1914-17).

Gen dil u hanh sl t0ng hip CRP nIm trén nhanh ngdn cla nhidm sOc thd sO 1. Tinh di truyn
claning di hs-CRP cU binthD hiln0O x0p x0 40% nhing nghién cOu gia dinh. Hil n nay, ngd0i
ta da tim thOy 3 ding gen cla CRP lién quan v i nhi ng thay dli cda ndng d0 hs-CRP. Co IO,
nhOng BN nguy ¢ cao c6 mit ding gen gay gill m tinh 0n d0nh cOa cOu trac CRP 5 chuli, do
vy thuc diy s hinh thanh cOu trac CRP 1 chuli, hay n6i mOt cach khac, hi ¢é mit ding gen
lam gia tang tinh 0n d0nh cla clu trdc 1 chuli gdn vao mang t0 bao, t0 dé diin din tang hol't
hoa TBNM.

NOng di hs-CRP khong bl 0nh hiOng bdi tuli, gili, va nhld p ngay dém. Hin nda, CRP co6 tinh
0n dl nh cao cho phép do I00Nng dO dang, chinh x&c, va cho nhilng kit qul gil ng nhau t0 nhing
mOu huyOt t00ng t00i, I0u tr0, hol ¢ déng I0nh. Dilu nay phl n nao do CRP cé thanh phln
pentraxin 0 n dl nh, va co6 thii gian n0a dlidai 18-20 gil. 0 ngd0i binh thiOng, n0ng dd cla CRP
hoan toan 0n dinh va th0Ong < 1 mg/L.

* CRP va dap [ ng pha cU p: Pha clp lién quan dil n nhil ng bil n dli sinh ly va chuyln hoa dil'n
ra ngay sau nhidm trung hay t0n th00ng mo, va c6 0 nh hI0ng dln toan than gdi la dap 0ng pha
clp. Khac vii tinh di ¢ hilu ca miln dich thd dich va miin dich t0 bao, cac thay dli cla pha
clp khéng dilc hilu va x0y ra trong nhilu lo0i bOnh ly. Pap 0ng nay tlo ra s thay dli vD ning
dl cOa céac protein huylt t00ng. MOt protein diUc gli la protein pha clp chl khindng dl cla no
trong huyOt t00ng tang hol c gil m di it nhOt 1a 25% trong vong 7 ngay kU 0 khi cé tOn th0Ong
mo hay viém nhil m.

CRP dilc xem la mOt trong hi'n 50 protein pha cp chinh vi d0t d00c tiéu chul n trén, dl ng thi i
c6 tinh nhl'y c'm cao va ning d0 huylttl0ng cla nd thay diirlt sat vii qua trinh viém; vi viy,
né phl n anh va danh gia chinh xac qua trinh viém. Sau khi kh i phat viém hay t0n thd0ng mé
clp, sU ting hip CRP tang Ién trong vong 6 - 12 gill va tang g0 p d6i mOi 8 gil, dit din dinh
cao sau 36 - 50 gil va tr0 vO binh th0Ong sau 5 - 7 ngay nllu khéng con tdc nhén kich thich.

0 cac nhidm trung do vi khuOn, ndng a0 CRP thiOng >100 mg/L. VOinhOng tr00ng hUp sOt
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khong ré nguyén nhan, CRP tang cao la mit chl dil m t0t cho nhil m vi khul n. M ¢ tang CRP
trong nhil m virus th00ng khong vO 0t qua 40 mg/L. Trong cac bl nh ly viém khéng do nhil m
trung CRP th0 0 ng <50 mg/L n0u khéng c6 t0n thi0ng mé tri m tr0 ng. CRP cling tang trong cac
bl nh ly khac nhi béo phi, THA, BTD, hii chOng di khang insulin, XVBM, bl nh PMV...N6 phiin
anh tinh tri ng viém m0 n tinh trong cac bl nh ly nay.

1.3.2. C0 chl holtdlngclaCRP

Viém ding mdch la ngudn gdc din din qué trinh huyOt khi x0 via. KOt qul cOa nhilu nghién
clu cho thOy CRP ¢6 mit vai tro bl nh sinh tri ¢ til p trong s0 hoOt hoa n0i m0 ¢ mOch mau, qua
trinh viém va tin th00ng XVDM (hinh 1.2).

s ENOSE mRNA
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Hinh 1.2. Vai tro c0a CRP trong rli lo0n chi ¢ hang nli mic, viém va x0 via ding mich.

(Ngul n: Paul E. Szmitko et al (2003), “New markers of inflammation and endothelial cell
activation”, Circulation, 108, pp.1917-27)

* CRP ¢6 thD dilu hoa xulng sl sao chép cDa eNOS 0 TBNM va lam ri lodn eNOSmRNA v
hiu qul la lam gidm c0 NO cl bl n va kich thich. CRP lién quan vli RLCNNM 0 BN bl bl nh
PMV la do lam tang stress oxy hod va lam gidm d0 khO dung sinh hUc clla NO. CRP cting lam
gil m phéng thich prostacyclin t0 TBNM, kich thich TBDN phéng thich ET-1.

Nghién clu cho thl'y n0ng dil hs-CRP t00ng quan nghlich vii sO ting hip NO ¢ bin cla nOi
mOc. HOnnOa, 0 BN bl bl nh DMV, nilng di CRP tang lién quan vii sU suy gi0 m tinh phUn 0ng
cla nli mdc ding mdch clng tay, va sU binh thi0ng hod n0ng dil hs-CRP lién quan vii mOt sO
cli thiln c6 y nghta chl ¢ nang ndi mic.

CRP khong chi la miOt chl didm cla sl holt hoa ndi mic ma con chl dl ng dong vai tro bl nh
sinh cla viém ngay t0i gil 0ng mO ch:

* CRP c6 thd holt dlng tric tilp nho mOt kich thich ti0n viém doi voi BTB b0 ng cach gin vao
nhing thd thD ddc hidu FcgRII trén DTB din din hidn t00ng hoa 0ng ding cla TBDN, giup
TBDN xam nh0 p vao trong thanh mo ch.

* CRP kich thich TBDN phong thich IL-1b, IL-6 va TNF-a.

* CRP di0u hoa Ién nhi ng phan t0 kOt dinh (ICAM-1 va VCAM-1), MCP-1 va E-selectin trén
TBNM mi ch vanh, va opsonin hoa LDL-C t0o thul'n I0i cho sO thu nhin LDL-C cla BTB

* CRP c6 khi nang lam cho TBNM dU b0 hull hoUi blitl bao T CD4 dic t0 ba.
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*NhOng di liDu g n day cho thdy mé ding mOch cé thD sin xudt CRP va nhing protein b0 thD.
NhO ng sO'n ph0'm nay va mRNA lién quan cla chung dilc dilu hoa Ién dang ki trong ming x0
via. CRP holt hoa hi thOng b0 th0, kit hO'p vOi phOc hip t0n céng mang trong nhiing t0n
th00ng x0 vOa sUm lam gia tang hi n nda qua trinh viém trong thanh m0 ch.

*GOnday hOn, S. Verma, R. P. Palusinski va cs phat hiln CRP c6 thd t0o thuOn I0i cho TBNM
chit theo chi 0 ng trinh, gia tang s hollt hoa TBNM gay nén bli CD14.

*NhOng kOt quD sO b0 t0 nghién clu cla Paul E. Szmitko va cs cho thi'y CRP ciing ¢é tilm
nang dilu hoa Ién NF-B, day la yOu t0 nhén chl ylu tdo thuOn I0i cho s sao chép cla vai gen
tiln x0 vOa. Nhing tdc ding tiln x0 via cla CRP diiIng nhi cling b0 thay dli b0i nhing YTNC
khac va nhilng chiln I00c dilu tr0. Vi dD, tang d00 ng mau lam gia tang nhing tac ding cla
CRP trén sO holt hoa clla TBNM; trong khi d6, nhi ng can thilp dd0c ly b0 ng statin, glitazone
va bosentan (m0t tadc nhan dii khang thD thD endothelin) lam gi0 m nhl ng qué trinh nay.

* CRP di0ng nhi cting Oc chd sO sng s6t va bilt hod cla tl bao tiln sinh ni mOc c6 nguln
glc t0 tul x00ng (bone marrow-derived Endothelial Progenitor Cell, EPC). Ngi Ui ta cho ring
nhOng t0 bao EPC dong mOt vai tro quan trll ng trong qud trinh t&n sinh mi ch mau sau sinh, va
khO nang Oc chl t0 bao EPC cla CRP c6 thd la mOt cO chl quan tring nhim Oc chO hiln t00ng
sinh mOch bu tr0 trong TMCB m n tinh.

NhO vOy, CRP khong chi la mOt chD didm viém cla XVDM / bidn c0 mOch vanh ma con la mOt
chOt trung gian c0a bl nh bli vi nd tham gia vao c chit hinh thanh tOn thO0ng c0 bOn, v ming
X0 vO a, va t0 ¢ nghl n mdch vanh théng qua s t00ng tac va lam bidn dii kil u hinh c0a TBNM.

* Nhi ng tac dl ng tid n sinh x0 va cla CRP khéng nhing Onh h0Ong din nlimdc ma con lan
din TBCT mOch mau. Bing chiing gin day gliy ring CRP, 0 ning dl dI doan biln cl tim
mOch, trc til p dilu hoa Ién thD thd AT1 cla angiotensin 0 TBCT m0Och mau in vitro va in vivo,
kich thich siin xult you t0 mé (Tissue Factor, TF), kich thich s di chuyll n va tang sinh cla
TBCT m0Och mau, kich thich sO hinh thanh I0p &o trong miiva sl sOn xult nhOng gl c oxy phin
0ng.

Tuy nhién, Subodh Verma va cs (2004) nhin thOy CRP cling did u hoa I1én nhi ng protein 0 ¢ chl
bl thd va blo vl TBNM khOi nhdng t0n th00ng qua trung gian b0 thO. NhD vy, mOt s can
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bl ng gil a tac dilng til n sinh x0 v a va chil ng sinh x0 vila cda CRP trén thanh mich cé thi
dong mOt vai tro quan trdng trong s phét triln cla XVBM.

Tém 10§, XVDPM khéng con dilc xem la mOt rdi lodn lipid d0 n thul n n0a. Cang ngay cang cé
nhil u bl ng chi ng chi ng minh viém la nguln g c cda XVDM va nhilng bil n ching cla né. MOt
sl ¢l chi va chit trung gian c0a viém da dijc xac dinh, trong si d6, CRP la mit chd didm
quan tring nhit. R6 rang, sO hilu bilt nhing c0 chl va nhi ng chit trung gian cda RLCNNM va
viém c6 thO cung clp nh ng cai dich mOi dd di doan, di phong va dil u tr0 bl nh tim m0 ch.
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