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Gilm dau khong phii la vin d0 d0n gill n, gid m dau trén cac bl nh nhan gia, bl nh nhan cé
nguy c tim m0ch holc dang mi ¢ b0 nh ly tim mOch thi vin d0 sU tr] nén phic tip hin rit
nhil u. D0 a trén nhi ng nghién clu mii nhit, bai bao sU cp nhit nhing vin dl sU ding
cac thul ¢ gil m dau khang viém nosteroid trong thi ¢ hanh lam sang...

Cac thul ¢ khang viém nonsteroid (KVNS) la nhém gidm dau di0c sO ding ph0 bil n trén thO
gili. TOi Hoa KO, d0n nam 2013, cac bac st da ké trén 100 trilu din c6 sl ding cac thullc
KVNS, va da sl chung dilc ban siintliquly.

KVNS [ c chl cac isoenzyme cyclooxygenase COX-1 va COX-2. COX 1 diiIc sln xult hllng
dinh t0icac mo, ngilc I0i COX-2 dilc sUn xultrong qua trinh viém. Cac KVNS chin I0c trén
COX-2 (coxib) di0c phat tril n nhO m gil m nguy cO viém loét dU day ta trang. Cac thul c KVNS
0c chd COX-2 c6 tac ding gilm dau va khang viém t00ng t0 vii cac thulc 0c chd COX khéng
chinldc.

MO ¢ du aspirin d& chl ng minh hilu qul dO phong thD phat vOi cac biln ¢ tim mdch, sO an toan
cla cac KVNS vl n khil'n nhilu nha Iam sang lo I0 ng.

Cacbllctilpdndibutdl daul blnh nhan cé bl nh ly tim mi ch hol ¢ nguy A tim mi ch. 0

bl nh nhan ¢é nguy cl huyt t khi i thl p, sO SO Il u thd p nhl t ¢6 tho . Aspirin (81mg) dung 0 0 t ¢
bl nh nhan. Kt hOp0Oc chl bl m proton Ml u sO dlng thém KVNS. Theo déi huyQt ap, phu, suy
thi n va xud t huyl t tiéu héa. Nd u cac bid n ¢ xul t hid n, gil m il u hol ¢ ngl ng cac thul ¢ nay.
Theo Antman E, et al. Circulation. 2007;115:1634-1642
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Nguy cU tim mOch cla KVNS chin I0¢c COX-2

B0 u nhing nam 2000, tac dilng phi tim mOch c0a cac thulc KVNS Oc chi COX-2 da dilc cha
y, dic bilt la 2 thuD c |la rofecoxib va valdecoxib. Trong mOt phéan tich gdp t0 138 nghién cl u,
cac thulc KVNS Oc chd COX-2 lam tang nguy cU nhii mau cl tim (RR:1.86; 95% Cl, 1.33-2.59;
P =.0003) va bil n c0 tim mich ((RR, 1.42; 95% CI, 1.13-1.78; P = .003) so vii gi0 dilc.

Vao thang 9 nam 2004, céng ty sUn xult da t0 nguyln rut rofecoxib khii thO trd0ng. BOn culi
nam 2004, FDA da céng bl tac di ng nguy hil m (balck box) clla valdecoxib, va chll ng chl

dinh clandé 0 cac bl nh nhan can thilp mich vanh. Cung luc do, FDA ciing cllnh bao vli cac
bac s clln phli can nhic gilla nguy ¢ va I0i ich khi sO dd ng valdecoxin va celecoxib. Cac thullc
nay di0c xem xét 0 cac bl nh nhan nguy cl xult huylt tiéu héa cao va khdng dap 0ng holc
dap 0 ng kém vili cac KVNS khéng chiin llc.

Céac nghién clu trén diing vt gli y ring cac tac dilng phU tim mich cla KVNS Oc chd COX-2
do gia tang huyOt khin0i mOc (kOt qul gidm tdng hip protacyclin), gi0 Natri va n00c, va mOt
hilu qu blo vO cla COX-2 trong bli cOnh nhii mau cO tim, d0n d n tang kich thiOc 0 nhOi
mau va lam ming thanh thdt vang nhi mu.

Nguy cl tim mich cla cac KVNS khéng chinlic

SO lo I0ng vO tac ding phU cla cac KVNS [Oc chl COX-2 da lam gia tang sO dl ng cac KVNS
khéng chin I0 ¢ trong nhilng nam gin day. Vi di cla céc loli thul ¢ nay la ibuprofen va
naproxen.

MOt phén tich gdp t0 cac nghién clu quan séat va cac th nghidm |lam sang cho thl'y naproxen
va iburofen cé th0 1a céc thul ¢ “an toan”. Nhilu nghién cOu cho th'y sO gia tang nguy cl biln
cO tim mOch vii diclofenac, nhOng nhiDu kOt qud trai ngO0i vOi naproxen va ibuprofen. Nhing r0i
sau do, cac di lilu da xac dinh di0c miilién quan cOa naproxen va ibuprofen vii sU gia tang
cac biln ¢ tim mich. Trong mOt nghién clu phan tich qul ¢ 10, ibuprofen cho thl'y la yOu t0
nguy cll dit qul cao nhit khi so sanh vli cac thull c khac.
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Nghién clu Alzheimer's Disease Anti-inflammatory Prevention Trial (ADAPT), d00c thi0t kO
nhO m danh gia tac di ng cl a naproxen va celecoxib so vli gil dilc trén chdc nang nhin thlc
cla nglligia, da phii kot thac s m khi c6 nhng dO kil n t0 nghién clu Adenoma Prevention
with Celecoxib trial cho thdy celecoxib gia tang cac bil n cl tim mOch. BOi vi thO nghién cOu
ADAPT khéng chllng minh d00c sO gia tang cac biln cO tim m0Och cl a celecoxib, nhi ng n6 da
ctng clp di0c nhing bl ng ching vl mdinguy cO tim mOch va thO n kinh cl a naproxen va gil
diOc. B0n nam 2007, do nhing hiin chO cOa nghién clu ADAPT, AHA v n d0 a naproxen vao
nhom Ou tién chin IDa.

Trong mOt phén tich h0 thO ng xem xét vl n d0 nay, nghién clu The Safety of Nonsteroidal
Anti-Inflammatory Drugs Project chi tim th0'y 7 nghién cOu vO cac KVNS cl diin va kit luln
rlng, con c6 mit kholl ng trlng vO kil n thO ¢ khi danh gia s an toan clla cac KVNS cl diln.
Trong mOt nghién cOu cOng gdp bli The Coxib and traditional NSAID Trialists' Collaboration,
cac tac gil da kit ludn vO gia tang nguy cl tim m0ch khi dung diclofenac li0 u cao, va ibuprofen
c6 th0 t00ng t0 ¢ cac coxib, nglUc ITi liDu cao naproxen cé thl lam gi0m c&c nguy ¢l tim mich
hi n khi so vOi cac KVNS khac.

KVNS U b0 nh nhan co6 bl nh mich vanh

SO ding KVNS Oc chl COX-2 hay khéng chlln I0c sau nhi mau cl tim dl u lam tang nguy cl 0
vong. Gislason va cling s sau khi phan tich trén 58.000 bénh nhan nhii mau cl tim trong
bang Ky SO B0 Qul ¢ Gia Bban M ch, vOitrén 20.000 bénh nhan di0c ké it nhit mOt din thulc
c6 KVNS, da chi ng minh nguy ¢l t0 vong tang gl p 2.8 I0 n khi dung rofecoxib (95% ClI,
2.41-3.25), 2.57 I0n vl i celecoxib (95% Cl, 2.15-3.08), 1.5 I0n vOi ibuprofen (95% ClI,

1.36-1.67), 2.4 I0n vOi diclofenac (95% Cl, 2.09-2.80), and 1.29 I0n vOi cac KVNS khac (95% Cl,
1.16-1.43). MOt nghién clu t0i Anh cho thO'y r ng, n0u b0 nh nhan s di ng ibuprofen cung vii
aspirin trong vong 30 ngay sau nhip vil n vi b nh ly tim mdch sO ¢é nguy cU t0 vong toan bl
(HR, 1.93; 95% ClI, 1.30-2.87; P =.0011) va nguy cl t0 vong tim mich (HR, 1.73; 95% Cl,
1.05-2.84; P = .0305) cao hin khi s ding din dl ¢ aspirin.

Thom chi, mOt phan tich khac t0i Ban MO ch dia trén Bang Ky SO B0 QuU ¢ Gia da cho thdy vilc
dung thOi gian nglln KVNS (khoOng 7-14 ngay) s lam gia tang t0 vong va nhi mau cl tim tai
phat 0 b0nh nhan tri0c dé cd nhii mau cl tim. Cac tac nhan nay cé thi t00ng tac vii aspirin, va
do do lam gidm tac diing b0 o vl cla aspirin trén cac bl nh nhan sau nhli mau ¢l tim.
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Cé it di liDu danh gia vil c sU ding KVNS trén cac bl nh nhan bl nh mi ch vanh 0n a0 nh. Nghién
cOu INternational VErapamil Trandolapril STudy (INVEST) bao cao vl gia tang nguy cl 0 vong
toan b, nhii mau cO tim khéng t0 vong va diit qul khoéng t0 vong (HR, 1.47; 95% Cl, 1.19-1.82;
P =.0003) 0 céc blnh nhan tang huylt ap c6 bl nh mich vanh.

Thulc KVNS va nguy cl dit qul

BOng ching cho mUi lién quan gida KVNS va dit qul vin chla rd rang. Trong mOt nghién cOu
phan tich gl p, 26 trén 31 nghién clu bao cdo vl dit qud, chd ¢6é 337 biln cO. Ibubrofen va
diclofenac lién quan cao nhit vli nguy c0 dit quO.

Cac phan tich t0 4 nghién clu doan hi va 2 nghién clu bl nh ching vl nguy cl ditqul da cho
thOy lién quan cOa rofecoxib (RR, 1.64; 95% Cl,01.15-2.33) va diclofenac (RR, 1.27; 95% ClI,
1.08-1.48) vli gia tang nguy ¢l dit qul. Cac di liDu chla dl di 00c tinh nguy c cla cac KVNS
khac.

KVNS U phi n0

Nguy cU tim mOch cla KVNS dii vii phd n0 da dic danh gi4 t0 nghién cOu Women's Health
Initiative. SO dO ng thI 0 ng quy KVNS Ia gia tang nguy ¢l biln c0 tim mdch (HR, 1.10; 95% Cl,
1.06-1.15; P < .001). Celecoxib cho thOy mdi lién quan cao nhit vli c&c biln cO tim mOch (HR,
1.13; 95% Cl, 1.01-1.27; P = .031). Trong sO nhOng ngd0i sO di ng aspirin, sO ding dlng thOi
KVNS O ¢ chd COX-2 khdng lam gia tang cac biln ¢ tim mich.

Lilu ¢6 KVNS khéng chin I0n nao tit hi n?

Vao thii dilm hi0n t0i, d0 liDu con thilu d0 dla ra khuydn cdo vO loli KVNS khéng chiin I0c nao
la an toan. Ibuprofen thi lam gia tang nguy ¢ dit qul, trong khi khéng lam tang cac biln ¢l tim
m ch. Naproxen thi nh tholl ng dil0c xem la thul ¢ an toan. Tuy nhién, mit nghién clu quan sat

0 phO nO va nghién clOu thd nghil m chOa hoan chinh 0 ngd0i gia da cOnh bao vi sl gia tang
nguy cl biln ¢ tim mOch cOa lo0i thul c nay.
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NhiD u nha nghién clu hy vilng kOt qul cla nghién clu Standard Care versus celecoxib
Outcome Trial (SCOT) trén cac bl nh nhan viém khi p va khéng bilt bl nh ly tim mOch sO giup
tr0 I0i cau hii vO tinh an toan c0a KVNS khong chin I0 ¢ trén nhém dan sO nay. Tuy nhién,
nghién cOu d& phi nglng dit ngdt vi thil u ngul n tai tr0 c6 I0 do né chla thdc hdu ich. VOi
trung binh 3.2 nam, nguy ¢ nhip vil n vi NMCT khéng t0 vong, diit qul khéng t0 vong, va t0
vong tim m0 ch cla celecoxib khéng thI p hin KVNS khéng chiin I0c. VOitOn sultthp cla cac
biln cO tim mOch, cac nha dilu tra kOt ludn ring, c6 10 cac KVNS ci va khéng chin l0c s an
toan ddi vOi nhém bl nh nhan nay. Tuy nhién, vil ¢ kit thdc sO m nghién clu, thilt kD nhan mi,
va nhom bl nh nhan nguy ¢l thOp da lam gidm sic mOnh c0a c4c kit luln nay.

TO nam 2005, t0t c0 cac KVNS dang I0u hanh dllu di 0 ¢ ¢ nh bdo nguy hiom vO sO gia tang
nguy cl biln cO tim mOch, nhOi m4u cl tim, d0t quO c6 th0 t0 vong. Nguy cl nay gia tang vOi
kéo dai thii gian sO d0 ng thul c.

Kitluln

0 b0nh nhan cé tiin s NMCT, cac di lilu cho thOy nguy cO biln c0 tim mOch sO gia tang vOi
cac thulc KVNS O ¢ chd COX-2 ctng nh KVNS khéng chlin I0c. SO ding cac thulc KVNS [c
ch COX-2 va KVNS khong chiin I0c bl chiing chl dilnh vOi cac bl nh nhan nhli mau cO tim
cOp. 0 b0nh nhan bl nh mOch vanh 0n d nh, cac thulc nay cin dilc s ding mdt cach thIn
tring.

Nghién clu PRECISION (Prospective Randomized Evaluation of Celecoxib Integrated Safety
Versus Ibuprofen Or Naproxen), nghién cu ddu tién vO bl nh nhéan c6 nguy cl tim mOch cao
nhOng khéng ¢6 hii ching vanh clp di0c dilu trd 1au dai vOi cac thulc KVNS 0 ¢ chd COX-2
hol ¢ KVNS cl dil n (ibuprofen hol ¢ naproxen), s cung cU p thém cac théng tin trong t0 0 ng lai.

Trong luc do6, FDA khuyl n cao nén sl ding cac thulc nay vii lilu thOp nhOt, trong thOi gian
ng0n nhit. VOi nhd ng b0 nh nhan NMCT cl p, bl nh mi ch vanh, hol ¢ ¢6é cac nguy c binh ly tim
m0ch khac, AHA khuyln cao cach tilp cln ting b0l c theo phac di sau, trong dé KVNS 0c chi
COX-2d00c ditO Ioa chin culicung khi khéng dung nlp vli dau.
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D0 ch 1 : Cardiovascular Safety of Nonsteroidal Anti-inflammatory Drugsi - Islam Y. Elgendy,
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