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Tém tat

Thi€u mau cuc bd co tim do réi loan chirc ndng mach vanh hodc vi mach vanh lam dnh huéng dén viéc
cung cap oxy va chat dinh dudng cho co tim.

Céc qua trinh sinh Iy bénh co ban rat da dang va bao gbm xo vita ddng mach cla déng mach vanh ngoai
tam mac, co that mach I6n hodc nho va réi loan chirc ndng vi mach - lién quan 1am sang ngay cang duoc dénh
gid cao. Thi€u mau cuc bd co tim cd thé cé nhiéu biéu hién |1am sang, cung dugc biéu thi 13 hdi chirng mach
vanh man tinh. Céc loai thudc chéng dau thét nguc phé bién nhat 1am gidm céc triéu chirng bang cach lam
gidn mach vanh va diéu chinh cac yéu t6 quyét dinh mirc tiéu thu oxy cla co tim, d6 |a nhip tim, cing thang
thanh co tim va co bép tdm that. Ngoai ra, sy chuyén hda chat nén cla tim c6 thé dugc thay d6i dé lam giam
chirng thi€u méu cuc bo bang cach diéu chinh hiéu qua st dung oxy clia co tim. Mic dU c6 mot su thong
nhat chung vé tdm quan trong tién luvong cla cac can thiép 16i séng va phong ngira bién c6 bang aspirin va
lidu phép statin, nhung phwong phép diéu tri ti wu cho bénh nhan hoi chitng vanh man tinh vin chua duoc
xac dinh rd rang.

Cac hudng din ndm 2019 cla ESC dé xuat mot phwong phép tiép can dwoc ¢ nhan héa, trong d6 cac loai
thudc chéng dau that nguc duoc didu chinh cho phu hop véi cac bénh di kém va hd so huyét dong cla tirng
bénh nhan. M3c du khong cé thudc tri dau that nguc ndo gilp cai thién kha ning séng sét, nhung hiéu qua
clia chiing dé gidm cac triéu chirng phu thudc sau sdc vao co ché& co ban clia con dau that nguc. Bai dénh gia
nay s& cung cap cho cac bac sT1am sang co s& ly ludn vé thoi diém st dung hop chat hodc két hop thudc trén
co s& sinh ly bénh ctia con dau that nguc va phuong thirc hoat ddng clia thudc chdng dau that nguc.

Tir khod: chéng dau that nguc, thiéu mdu cuc bo co tim, réi loan chirc nding mach vanh.
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Abstract

Myocardial ischemia due to coronary or microvascular dysfunction affects the supply of oxygen and
nutrients to the myocardium.

The underlying pathophysiological processes are diverse and include atherosclerosis of the extracardiac
coronary arteries, vasospasm of large or small vessels, and microvascular dysfunction - clinical relevance
is increasingly appreciated. Myocardial ischemia can have a variety of clinical manifestations, all of which
are expressed as chronic coronary syndromes. The most common anti-anginal drugs relieve symptoms by
dilating coronary vessels and modulating factors that determine myocardial oxygen consumption: heart
rate, myocardial wall stress, and ventricle contractility. Alternatively, cardiac substrate metabolism can be
altered to alleviate ischemia by modulating myocardial oxygen utilization efficiency. Although there is general
agreement on the prognostic importance of lifestyle and event prevention interventions with aspirin and
statin therapy, the optimal treatment for patients with chronic coronary syndromes has not been established
and clearly defined.

The ESC’s 2019 guidelines recommend an individualized approach in which anti-anginal drugs are tailored
to each patient’s comorbidities and hemodynamic profile. Although no anti-anginal drugs improve survival,
their effectiveness for reducing symptoms is profoundly dependent on the underlying mechanism of angina.
In this review, we provide clinicians with a rationale for when to use a compound or combination of drugs
based on angina pathophysiology and the anti-anginal agents’ mode of action.
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1. NEN TANG CUA DIEU TRI DAU THAT NGU'C

Chtrc nang tim phu thuéc chat ché vao viéc cung
cap oxy va chat dinh dudng dén co tim qua cdc mach
vanh. Trong t& bao co tim, oxy can thiét dé tao ra ATP
thong qua qua trinh phosphoryl héa oxy hda trong
ty thé, thic ddy céc qua trinh tiéu thu ndng lugng
xtr ly ion va két hop kich thich - co lai. Thi€u mau
cuc bo co tim thuong 13 két qua cla tac nghén mach
I&n, réi loan chirc ndng vi mach hodc ca hai, gdy ra
sy thi€u hut nang lwong trong cac té bao co tim lam
anh huwdng dén chirc ndng co bdp, gy loan nhip tim
va tré nén rd rang trong mét loat cac tinh trang lam
sang duwoc biéu thj 1a hdi chirng mach vanh man tinh
(CCS). Trong 30 nam qua, vai tro quan trong cla viéc
diéu hoa sinh ly va réi loan bénh Iy cla chirc ndng vi
mach vanh d3 dan xuat hién. Dic biét, r6i loan chirc
nang ndi moé dan dén suy giam du trir dong chay, gay
ra dau that nguc va khé thé ngay ca khi khong cé vat
can mach 1&n [1]. Ngoai ra, viéc kiém soat trao doi
chéat cla té bao co tim chirc ndng bi réi loan do thiéu
mau cuc bd, lam cho sy va thich chat nén tré thanh
muc tiéu khac cho cac liéu phap.

Nén tang cta diéu tri CCS 13 du phong truwdc cac
bi€n c6 va cai thién chat lvong cudc séng bang cach

quan ly 18i séng va dung thuéc chdng huyét khai,
chéng viém, ha lipid mau va ha dudng huyét, va gidm
dau tuong ng v&i thude chong dau that nguc [2].
Huwéng dan cla ESC 2019 vé CCS dé xudt mdt cach
tiép can dwoc cd nhan hoa déi véi liéu phap chdng
dau that nguc, trong d6 xem xét cac tinh huéng cu
thé khac nhau trong dé céc hop chat khac nhau co
thé duoc két hop [2]. Ngay cang cé nhiéu nghién clru
cho thdy tai théng dong mach thugng tdm mac &
bénh nhan CCS 6n dinh it cé loi vé tién lugng [3, 4],
diéu nay c6 thé phan anh sinh ly bénh phirc tap cla
chirng dau that ngyc do rdi loan chirc ndng mach 16n
hodc mach nhd. Méac du khéng cé loai thudc chéng
dau that ngyc nao cai thién duoc tién lwong trong
cac thlr nghiém co d6i chirng véi quy mé 16n lién
quan dén bénh nhan vé&i CCS [5, 6], nhung nhitng
loai thudc nay van la mét cong cu khdng thé thiéu
dé& giam céc triéu chirng va cai thién chat lwong cudc
s6ng. Trong bdi canh nay, su hiéu biét co ché vé roi
loan (hodc céc réi loan) Iam co s& cho cac triéu chirng
dau thdt nguc va cac phuong thirc tac dong cla
thudc chong dau that nguc cd y nghia then chot déi
V@i liéu phap duogc ly t8i wu, dac biét khi mét s6 lo
ngai da duogc bay to vé tinh an toan cda nitrat [7, 8].

2. CO CHE HOAT PONG CUA THUOC CHONG DAU THAT NGU'C
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Hinh 1. Cac phuong thitc hoat dong cla thudc chong dau that nguec,
anh hudng dén viéc tiéu thu hodc cung cap oxy

Thuéc chéng dau thdt nguc gitp gidm triéu chitng bdng cdch gidm tiéu thu oxy cia co' tim hodc téng cung
cdp 02. Cdc yéu té quyét dinh chinh dén murc tiéu thu oxy cua co tim la nhip tim, strc co bép cua tim va strc
cdng cta thanh tém thét. Thubc chen 8 va thudéc chen kénh canxi (CCB) khéng dihydropyridine hoat déng &
nhiéu cdp dé béng cdch gidm nhip tim, strc co bép va h@u téi tdm thét. Ivabradine lam gidm nhijp tim mot
cdch chon loc. Tdc dung gién tinh mach cua nitrat lam gigm tién tdi, mét yéu té quyét dinh sirc cdng cua tdm
thdt. Mot chién o khdc dé gidm tiéu thu oxy cla co tim Ia diéu chinh huéng co chdt béng cdch tre ché qud
trinh oxy héa axit béo. Cung cép oxy cho co tim dwoc tédng Ién nhé cdc thube gidn mach nhw CCB, nitrat va
nicorandil, ciing cd hiéu qud chéng lai chirng dau thdt nguc do co thdt mach.
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Muc tiéu bao trum cda cac liéu phap chéng dau
that nguc 1a thay doi sy can bang gilta cung cap oxy
cho vling thi€u méu cuc bd va tiéu thu oxy & vling xa
khéng thi€u mau cuc bd theo hwéng cung cdp oxy
nhiéu hon cho ving thi€u mau cuc bd va tiéu thu oxy
it hon & vung khong thi€u mau cuc bé (Hinh 3). Ba
co ché chinh c6 thé dat duoc sy thay ddi can bang
nay: cai thién cung cap oxy bang cach gia ting dong
chay mach vanh hodc bang hé (chang han nhu sir
dung nitrat hodc CCB); can thiép huyét dong lam gidm
tiéu thu oxy & vung khéng thi€u mau cuc bd va lam
giam hién tugng trom mau théng qua giam huyét ap

va quan trong hon la nhip tim (nghia |a, CCB, thudc
chen B hodcivabradine); va cai thién hiéu qua s dung
nhién liéu trong t& bao co tim bang cach chuyén sy
ua thich chat nén sang glucose va tranh s dung axit
béo, vi chat trudc day cé thé tao ra nhiéu ATP hon
cho bat ky oxy tiéu thu nao (chang han nhu khi st
dung ranolazine hodc trimetazidine) (Bang 1). Ngoai
ra, mdt s6 hop chat cé dic tinh phu tro bang cach kich
hoat cac kénh ion ty thé ngan chan sy mé 16 lién quan
tinh tham cla ty thé va qua trinh hoai tlr hodc chét c6
chuong trinh tiép theo (goi la diéu hoa trudc) ngoai
cac ddc tinh gidn mach cla chung (vi dy, nicorandil).

Bang 1. Cac nhdm thudc diéu tri dau that nguc

Tai liéu
Nhém thuédc Co ché hoat déng K&t qua 1am sang Tac dung phu tham
khao
Thudc chen  Hiéu (rng chronotropic,  Giam triéu chirng Phu ngoai vi, bl6c nhi that, [9]
kénh canxi dromotropic va inotropic ha huyét ap, do6 birng,
khéng phai tiéu cuc (gidm tiéu thu nhirc dau va tdo bdn
DHP oxy cua co tim, tdng thoi (verapamil > diltiazem)
gian tam truong); gian
mach (tdng cung cap oxy,
gidm hau génh)
DHP thuéc Gidan mach (tang cung Giam triéu chirngva  Phu ngoai vi, dé birng, [10, 11]
chen kénh cip oxy va giam hau tai)  gidm su tién trién cha nhic dAu va nhip tim
canxi x0 vita déng mach nhanh theo phan xa
Nitrat hitu co Gidn mach (tdng cung Giam triéu ching Do birng mat, nhirc dau, [12]
cap oxy); giam tién tai ha huyét dp va dénh tréng
va hau tai (giam tiéu thu nguc
oxy cua co tim); tang luu
lwong mau tuan hoan
bang hé
Nicorandil Gidan mach (tang cung Gidm triéu chitngva D6 mat, danh tréng nguc [13]
cap oxy); giam tién tai gidm nguy co bién cd  va nén mlra
va hau tai (giam tiéu thuy  mach vanh lon
oxy cua co tim); hiéu
qua trén cac tiéu
dbéng mach c6 dudng
kinh <100 um
B-Blockers Hiéu &ng chronotropic Gidmty létrvongd  Nhip tim chdm, bl&c nhi [14]
va inotropic tiéu cyc nhitng bénh nhan bi  that, co that phé quan,
(gidm tidu thu oxy clla co nhdi mau co tim gan  khéng dung nap gang
tim va tang thoi gian tdm  day hodc HFrEF man  sirc, mét moi, ha huyét
truong) tinh ap tu thé, giam cac triéu
chirng ha dudng huyét,
réi loan cwong dwong va
tdo bdn
Ivabradine Hiéu rng chronotropic Tang thoi gian thiéu RGi loan thj gidc [15]

tiéu cuc (gidm tiéu thu
oxy cla co tim va tang
thoi gian tam truong)

mau cuc bo khi tap
thé duc va giam ty

|é nhap vién do suy
tim nang hon & bénh
nhan HFrEF

(phosphenes) va dau dau

I 208  JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - S6 3, tép 13, thdng 6/2023

Giam sirc cadng thanh
tam that (giam tiéu thu
oxy cla co tim); giam
B-oxy hoa axit béo (tang
hiéu qua oxy cla co tim)

Ranolazine

Tang hiéu suit tap
thé duc, tang thoi
gian thi€u mau cuc
b6 trong khi tap
thé duc va giam

Budn nén, suy nhuoc, [16]
nhirc dau, tdo bdn va kéo
dai khoang QT

murc HbA 1¢; tdc dung
chdng loan nhip tim

Giam B-oxy hoa axit béo
(tdng hiéu qua oxy cla
co tim)

Trimetazidine

Tang thoi gian gang
strc dinh kéo dai va
thoi gian dén doan ST

Nén mra va tiéu chay

chénh xuéng 1 mm

LRGN —— Free fatty acids
[ FAT

FACS [

Glucose

;‘v‘«-GLUTl—-i

Glycolysis |

F.A-fl:cA ~—Malonyl-CoA Pyru'lvate

CPT1

A 4

Matrix

l ~ Acetyl-CoA *

| |
Trimetazidine, GOX @
ranolazine 1 b cyctv
L

NADH, FADH,

PDH

Malonyl-CoA decarboxylase

inhibitors

IMS _ 9]

| cK
Mitochondrion e PCr—E:
| CK/
Lytasol ADP o —ATP =
Plasma f
membrane

Hinh 2. Diéu hoa chuyén héa & tim dé diéu tri con dau that nguc

Cdc chét chéng dau thdt nguc thong qua diéu hoa chuyén hod & tim dé lam gidm cdc triéu chirng dau
thdt ngurc hoat déng bdng cdch gidm st dung cdc axit béo va tdng st dung glucose. Sy thay déi chuyén héa
nay cé thé dat duwoc béng cdch gidm phén phdi axit béo dén co tim thir phdt do trc ché phdn gidi lipid trong
mé mé (thudc chen 8), trc ché hdp thu axit béo ty thé bdng cdch tédng mirc malonyl-CoA (chét tre ché malonyl-
CoA decarboxylase), hodic trc ché cia qud trinh oxy hda 8 (8-Ox; trimetazidine va ranolazine). CK, creatine
kinase; CPT1, carnitine palmitoyltransferase 1; ETC, chudi vdn chuyén dién tir; FA-CoA, acyl-CoA béo; FACS,
téng hop axit béo-CoA; FAT, axit béo translocase; GLUT, chdt van chuyén glucose; IMS, khéng gian lién mang;

PCr, phosphocreatine; PDH, pyruvate dehydrogenase.

3. QUAN DPIEM VE LAM SANG

Diéu trj hdi chirng vanh man cé hai muctiéu chinh:
th( nhat, cai thién cac triéu chirng dau that nguc va
chat luvgng cudc sdng, va thi hai, gidm nguy co bién
¢6 tim mach chinh. That khéng may, hién nay, khéng
c6 phuong phap diéu tri dau that nguc hay tai thong
mach vanh d3 chirng minh dugc loi ich tién lugng &
nhi*ng bénh nhan bénh mach vanh én dinh, ngoai tri
phau thuat cau ndi ddong mach vanh & nhitng nguoi
bi hep than chung ddéng mach vanh tréi hodc rdi loan
chirc nang that trai. Do d6, tai thdng mach vanh va
diéu tri chéng dau that nguc chi yéu la cac phuong
phdp diéu tri triéu chirng cé thé cai thién chat lwgng

cudc sdng. Trong s6 cac loai thudc chdng dau that
ngwc dwoc khuyén cdo trong cac khuyén cdo hién tai
cla ESC vé hoi chirtng déng mach vanh man, khéng
c6 bang chirng ndo cho thay hop chat nao tot hon
hop chat khac vé hiéu qua chdng dau that nguc hoic
céc két cuc khéc. K& tir khi khuyé&n cdo cla ESC nam
2013 vé bénh déng mach vanh én dinh da phan loai
thudc chéng dau that nguc thanh nhém thudc dau
tay va nhom thuéc hang hai, mot nhém chuyén gia d3
chi trich khuyén cdo nay va thay vao dé dé xuat mét
“phuong phap tiép can kim cuong” dé diéu chinh
thu8c chéng dau that nguc cho phl hop véi cac bénh
di kém hodc diéu kién huyét dong ctia bénh nhan dau

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836 209 I



Tap chi Y Duoc hoc - Trudng Bai hoc Y Duoc Hué - S6 3, tép 13, thdng 6/2023

that ngwc, ma khéng cé su phan loai thanh cadc nhém
thudc d4au tay hay 1a hang hai. Tuy nhién, trong khuyén
cdo mdi nhat (2019) clia ESC vé hdi chirng mach vanh
man, thudc chen B va chen canxi lai dugc khuyén cdo
nhu mot liéu phap dau tay, trong khi cac hop chat mai
hon véi bang chirng trién vong dang ké vé do an toan
trong cac thir nghiém ngiu nhién 1én, chang han nhu
ranolazine, ivabradine va trimetazidine, dugc khuyén
cdo la phuong phap diéu tri hang thir hai hodc thi ba.
Hon nita, mot s6 khuyén cdo khéc véi cac khuyén cdo
vé diéu tri bénh nhan suy tim. Vi dy, nitrat tdc dung
kéo dai duwoc khuyén cdo ngang hang véi ivabradine
& bénh nhan HFrEF, méc du bang ching tién lwong &
nhém bénh nhan nay dng ho ivabradine. Cudi cung,
chién lugc tirng budc duwgc dé xuat dé chéng thiéu
ma&u cuc bd kéo dai trong hudng dan ndm 2019 vé hoi
chirng déng mach vanh man 13 chwa thuec té khi nhiéu
diéu kién dic biét (chang han nhu nhip tim thap va
huyét &p thap hodc réi loan chirc nang that trai) cung
ton tai.

4. HUONG DAN DIEU TRI CHONG DAU THAT
NGUC

Bang cach két hop cac can nhac vé sinh Iy bénh,
huyét déng va duwoc ly trong téng quan véi cac
khuyén cdo clia hwéng dan diéu tri hoi chirng mach
vanh man va suy tim hién hanh tir ESC, cin thiét dé
xuat mot “la ban chéng dau that nguc” dé ho tro cac
béc sitrong viéc lya chon phuong phép diéu tri téi
uwu cho bénh nhan véi hoi chirng dong mach vanh
man va dau that nguc (Hinh 6). Trong la ban nay,
cac diéu kién cha “giam huyét ap” hodc “gidm nhip
tim” nhu diéu kién ma cé thé ngan can sy chuin do
cac loai thudc cé thé |am gidm hon nita cadc théng s
huyét déng twong (ng. Viéc lwa chon céc hop chat
la d& dang nhat & nhirng bénh nhan tang huyét ap
va nhip tim nhanh, vi cac thuéc chen canxi va thudc
chen B c6 thé duoc digu chinh d& dang. & nhitng
bénh nhan HFrEF, lgi ich vé tién lvong va triéu
chirng cla thudc chen B va ivabradine (khi & nhip
xoang vd&i nhip tim > 70 l[an/phut) nén dwoc xem
xét wu tién cac thubc nay, trong khi bang chirng vé
nitrat trong HFrEF chi gi&i han & mét su két hop cé
dinh cla ISDN v&i hydralazine & cac ca nhan nguoi
My§ gbc Phi ty bdo cdo, va viéc st dung chen canxi
bi chéng chi dinh va gidi han nghiém ngat trong cac
diéu kién cé “chi dinh bt budc” cho viéc sit dung
ching. O nhitng bénh nhan bj huyét ap thap hodc
nhip tim cham, ranolazine va trimetazidine c6 thé
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duoc sir dung mot cach an toan cho nhirng bénh
nhan c6 hoac khéng cé HFrEF.

T Huyét ép
f-Blockers
Ivabrac:ina DH&'&E&
LANS
CCBs s
Ranolazine/
ML‘,:S(E'S rimetazidine
; (DHP-CCBs)
TNhijp tim L Nhijp tim
Ivabradine -
Ranolazine/ Ranol.az;;e.f
trimetazidine trimetazidine
Ranolazine/ .
trimetazidine F‘Ianma‘l'"le'f
abradine ~ trimetazidine
1 Huyét 4p

Hinh 6. La ban chéng dau that nguc. Khuyén
céo str dung thudc trén co s& bang chirng va huwéng
dan diéu tri cho bénh nhan cé hoi chirng mach vanh
man c6 hodc khéng kém theo suy tim. Cac diéu kién
“huyét apJ,” hodc “nhip tim{,” dugc coi la cac diéu
kién ngan can viéc chuin dé thubc cé thé lam giam
thém théng s& huyét déng hoc twong (ng. CCB,
thudc chen kénh canxi; DHP, dihydropyridine; LAN,
nitrat tdc dung lau dai; pEF, bat ky diéu kién nao cé
phan suit t6ng mdu that trai (LVEF) > 40%; rEF, suy
tim v&i gidam phan suit téng mau.

5. KET LUAN

Céac liéu phap diéu tri bang thudc chéng dau that
nguc thay doi su can bang gitra viéc cung cap va tiéu
thu oxy cho toan bd tim. Nhitng loai thu6c nay cai
thién viéc cung cap oxy bang cach ting luvu lwong
mach vanh dén co tim thi€u mdu cuc b, giam tiéu
thu oxy & co tim & vung khéng bi anh huwéng va lam
giam hién tugng trdm mau théng qua gidm huyét ap
hodc nhip tim, hodc cai thién hiéu qua s& dung nhién
lidu trong t& bao co tim bang cach thay d6i s vu
tién cla co chat khoi axit béo theo huwéng siv dung
glucose. Mac du cd phuong phép ti€p can ndi khoa
va can thiép dé giam thiéu mau cuc bd déu mang lai
lgi ich tién lwgng da dwoc chirng minh & bénh nhan
hdi chirng mach vanh man, tuy nhién, nhirng cach
ti€p cén nay gilp gidm triéu chirng va cai thién chat
lwong cudc séng. Hidu rd hon vé co ché cta dau that
nguc va cac thudc chéng dau that nguc 1a rat quan
trong dé lwa chon phuong phap diéu tri thich hop
cho tirng bénh nhan theo céch tiép can ca nhan.
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