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TOng quan vé cac twong tac thudc cé y nghia lam sang
thwong gap trén bénh nhan tim mach
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TOMTAT

Twong tdcthudctrong diéu tribénh ly tim mach dwocquan tdm hon khicdcphdc dé diéu tringay cang da
dang va phtrctap. Nhirng twong tdc ndy, déi khitao ra cdc tdc dung duocly khéng thé dodn trude, khéng
chidnh hwdng dén hiéu qud diéu tri ma con cd thé gdy ra cdc bién cé bat loi nghiém trong, thdm chi ddn
dén nhirng tén thuong khéng hdi phuc cho ngudi bénh. Vi véy, viéc ddnh gid ky lwdng vé cdc tuong tdc
thudc tré nén cuc ky quan trong dé dém bdo an todn va hiéu qué cla thubc. Bai téng quan ndy tém tdt
cdc khdi niém, déc diém, dwa ra mét sé vi du minh hoa vé twrong tdc thudc néi chung va tuong tdc thuéc
trén bénh nhdn tim mach néiriéng. Déng thei, lam néi bat cdc diém quan trong cda twong tdc thubc giup
cdn bd y té hiéu ré hon vé cdc rdiro tiém @n, tir d6 ¢é thé chi déng phong ngtra, kip thoi bdo cdo va xi tri
cdcbiéncé batloilién quan dén twong tdcthudc, gop phén cdithién hiéu qua cia liéu phdp diéu tri.

Tirkhéa: twong tdc thuéc, thuéc tim mach, dwocly lédm sang, chdm séc duoc, phdn irng cé hai ctia thube

1. DAT VAN DE

Bénh ly dong mac (Multimorbidity) 13 tinh trang
phd bién & bénh nhan tim mach, véi ty |1& [1én dén
91% & ngudi Anh va 95% & ngudi Trung Qudc [1].
DE kiém soat nhiéu bénh ly ddng mac, bénh nhan
thudng phai s dung nhiéu loai thudc cung lic,
trung binh tir 5 - 7 loai & nhitng ngudi trén 65 tudi
[2, 3]. Piéu nay cd thé tao ra cac twong tac thudc
tiém 4n lién quan tryc ti€p dén su an toan va hiéu
quaclaphacdé diéutri.

Tuong tac thubc la phan &ng xay ra gitta mot thudc
v@i mét tdc nhan thi hai (thudc, thuc pham, hod
chat khéc, ...) ¢ thé lam thay d6i tac dung dwoc ly
hay doc tinh [1]. Trong pham vi nghién c&u nay,
chuing tdi chi dé cip dén tuwong tac thudc - thudc.
Tuong tac thudc - thudc |a mot trong cac van dé
thuwong gap trong thye hanh 1am sang, cé thé gay
ra hdu qua nghiém trong va anh hudng dén két qua
diéutritrén bénh nhan. Trong 1dm sang, thay thudc
mudn phdi hop thudc dé 1am ting tac dung diéu
tri, giam tac dung khéng mong mudn. Tuy nhién,
trong thuc té déi luc khéng dat dwoc két qud mong
mudn. Vivay, khi ké don cé tir 2 thubc trd 1én, thay
thu6c rat can hiéu rd sy tuwong tac gitta cac thudc
khi ph&i hop [3]. Ty 1& cdc phan (rng cd hai (ADR) khi
két hop nhiéu loai thudc sé tang theo cip sé nhan.
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Mot thong ké dich té hoc cho thay ty 18 ADR 13 7% &
bénh nhan dung phéi hop 6 - 10 loai thuéc, nhung
ty 1& nay sé1340% khidung phdihop 16 - 20 loai [4].
Trong thuc té€, mot twong tac thudc cd y nghia 1am
sang c6 thé dan dén két qua cé loi hodc cd hai. Tuy
nhién, néu mot tuong tac thudc cé hai khdng duoc
nhan biét kip thoi cé thé dan dén: Tang nguy co céc
bién c6 bat lgi lién quan dén thudc; gidm sy tuan
thu; khi€n ngudi bénh nhap vién, kéo dai thoi gian
nam vién; gia ting chi phi diéutri...

2.D0I TUQNG VA PHUO'NG PHAP NGHIEN CU'U
2.1.Déitwong nghién ciru

Tuong tac thudc & bénh nhan tim mach thuong
gdp va hdu qua lam sang cla cac twong tac nay. Cac
co ché duwoc dong - duoc luc hoc din dén twong
tac thubc va cac phuong an dé han ché tuvong tac
cling dugc dé xuat.

Hién nay, nhiéu co s& di¥ liéu tra ciru twong tac
thudc da dwoc xay dwng va phat trién trén thé gidi.
Pay la cac cong cu hitu ich giup cho cac bac si va
duwgec s lam sang trong viéc phat hién, ngan ngura
va x( tri cac tuwong tac thubc bat lgi c6 thé xay ra
trén bénh nhan tirldcké don diéu tri.
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Trudc day, cac thdng tin vé twong tac thudce cé thé
duogc tim thay trong cdc nguén thdng tin chung
(hudng dan st dung clia nha san xuat, chuyén luan
thuéc...). Tuy nhién, nhitng nguén nay chi cung cap
cac théng tin ngin gon vé tuong tac thudc va chi deé
cap deé tirng cap riéng lé. Trong khi dé, nhiéu co s&
dit liéu (CSDL) tra ciru twong tac thudc dién tir cung
cip théng tin nhanh gon va cho phép tra ciru déng
th&inhiéu cdp twong tdc nhu: Micromedex, British
national formulary (Dwgc thu quéc gia Anh),
Drugs.com, Medscape. Trong thuc hanh tai Viét
Nam, hai co s& dir liéu tra ciru tuwong tac thudc
mién phitryc tuyén: Drugs.com va Medscape duoc
str dungthdéngdungchonhanviényté[1].

Mbi co s& dit liéu déu cé wu diém riéng: Uu diém
I&n nhat cba Drugs.com la cd liét ké day du tai liéu
tham khao dé c6 thé kiém chirng dénh gid laiy van;
déng thoi, théng tin @ muc quan ly |dm sang twong
déi chi tiét hon cic co s& dit liéu (Medscape va
Epocrates) [1]. Co s& dit liéu Medscape cé do bao
pht (kha nang tra 101 cac cdu hoi khac nhau vé twong
tac) tét hon. Co sé dit liéu Micromedex cé d6 tin ciy
va do bao phd cao hon Drugs.com va Medscape,
dong thoi cung cap duoc nhiéu théng tin hon trong
mot chuyén ludn tuong tic, dac biét co cung cap
murc d6 chirng cr rat tét, tot, chuwa rd [1].

2.2. Phwong phap nghién ciru
Nghién ctru dugc tién hanh theo phuong phdp moé
ta cat ngang khéng ddi chirng.

Chung t6i xay dyng chién lugc tim kiém théng tin
theo tiéu chi bdm sat vao ch( dé twong tac thudc &
bénh nhan tim mach qua 2 giaidoan:

Giai doan 1: Tim ki€m cac théng tin lién quan dén
twong tac thudc bang tiéng Viét. Ching toi str dung
ngudn théng tin cdp 3 d6 la cac sdch chuyén khdo
vé “Tuong tac thudc” [1] va Quyét dinh s6
5948/2021/QD-BYT cla Bd Y té vé viéc ban hanh
danh muc tuong tac thuéc chéng chi dinh trong
thuc hanh 1dm sang tai cac co s& kham bénh, chira
bénh [2]. Tir cdc tai liéu nay, chung toi trich loc
nhitng thong tin tdng quan vé twong tac thudc va
vé mot sd thudc tim mach thudng gap.

Giai doan 2: D& ¢ cdi nhin toan dién vé cic tuong tic
thudc tim mach, ching t6i tiép tuc s& dung Google
Scholar dé tim kiém thong tin lién quan bang tiéng
Anh. Chang t6i st dung cum tir khéa “drug interaction”
AND (drug 1 OR drug 2 OR drug 3), v&i phan trong
ngodc don la tén cla cdc nhdm thudc tim mach.

3.KET QUANGHIEN cUU

3.1. Twong tac thudc - thudc

3.1.1. Phénlogiva co ché twong tdc thube

Dwa trén dac tinh duoc ly, twong tac thude duoc
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phan loai thanh hai nhdm: Twong tdc dugc dong
hocvatuwongtacduwocluchoc.

3.1.2. Twong tdac dwo'c déng hoc

Tuong tac dwoc ddng xay ra trong sudt qud trinh
tuan hoan cda thudéc trong co thé, cd thé xay ra &
mot hodc nhiéu giai doan nhu hap thu - phan bé -
chuyén hod - thai trir. Tir d6, dan dén sy thay doi
ndng dé cha thudc trong huyét twong va lam thay
déitac dung duocly hodcddctinh cdathudc[5].

3.1.2.1. Twong tdc lién quan dén hép thu thuéc
Mét sb co ché tuong tac thubc & giai doan nay
dugc biét dén nhu: Thay d6i pH dich vi, hap phu,
tao phirc hay chelat hda, thay d6i nhu dong dwdng
tiéu hod, thay ddi hé vi khuan dudng rudt, thay doi
hoat dong cla cdc protein van chuyén, ... Viduy, cac
thudc khang axit da day aluminium hydroxid cé thé
lam giam sinh kha dung cta quinidin va captopril,
hodc lam tang sinh kha dung clia metoprolol va
atenolol khidung chung[6].

Dai véi kiéu tuong tac nay nén chid y dén cac twong
tac thudc anh hudng dén téc dd hap thu cha céc
thudc cé thoi gian ban thai ngan hodc thuéc can dat
duogc néng d6 cao nhanh trong mau vi viéc tri hoan
hdp thu s& lam chdm tac déng cua thudc, nhu
trudng hop rifampin lam gidm liéu tai digoxin khican
kiém sodt nhip that cho bénh nhan rung nhi. Twong
tac thudc trong giai doan hap thu cling ¢ thé xay ra
véi cac thudc dung theo dudng tiém bap, dudida. Vi
du: Procain 1a thudc té, khi trdn véi adrenalin 13
thudc co mach thi procain s& cham bi hap thu vao
mau, do do, thoi gian gay té sé duwoc kéo dai [7].

3.1.2.2. Twong tdc lién quan dén phdn bé thuéc

Trong hé tuan hoan chung, thudc cé thé & dang tu do
hodc két hop vdi protein huyét twong va dwoc van
chuyén nhanh chdng dén céc noi trong co thé. Thudc
6 tinh acid lién két v&i albumin, con thudc cé tinh
kiém lién két vai acid a-1 glycoprotein, thuéc cling cé
thé gan két & cac md té& bao trong qua trinh phan bs
(nhu digoxin gén vao Na+K+/ATPase & mé tim). Dang
tu do va dang két hop ctia thudc ludn & trang thai can
bang dong; chi cé dang thudc & dang tw do mdi cé
tac dung duoc ly trong khi dang két hop véi protein
déng vai trd dy trit s& chuyén dan sang dang ty do
khi néng dd dang tu do bi gidm. Khi dung chung véi
mot thudc khac cé &i lwc manh hon véi protein sé
day thudc cd &i luc yéu hon ra khoi lién két nay va
lam tdng néng dé thudc & dang tu do trong mau va
do dé lam tang tac dung. Twong tac loai nay chixay ra
véithudc co ty 1€ lién két protein cao (trén 80%). Hau
qua s& nguy hiém néu thudéc bi day ra 1a c6 khoang tri
liéu hep. Vi dy, aspirin va warfarin duoc biét 13 canh
tranh dé cé cling mét vi tri lién két protein huyét
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tuong, khi dung chung s& Iam tdng ndng d6 thudc ty
do, dan dén ting nguy co chay mau. Ngoai ra, tuong
tdc phan bd cling co thé xay ra do su thay d6i ty lé
nwéc cha dich ngoai bao. Nhitng thudc phan bé
nhiéu trong nudc nhu digoxin, theophyllin, khang
sinh nhdm aminoglycosid, ... rat nhay cam vdi sy mat
dich ngoai bao. Thudc loi tiéu I3 thudc gy mat dich
ngoai bao manh, ddc biét Ia furosemid s& dan dén
tang néng d6 cac thudc néu trén [5, 7).

Tuy nhién, cling can lwu y rang ndng dé thudc tai vi
tri muc tiéu quyét dinh hiéu qua va doc tinh cla
thudc, ma néng d6 thudc trong huyét tuong khéng
phai ltc nao cling phan anh ndng d6 thudc & mé,
nén viéc do lwvong hodc dy dodn chinh xac néng dé
thudc tai vi tri muc tiéu 1a can thiét dé danh gia
twong tac thubc. Chang han, metformin phan bd
vao té bao gan dugc diéu chinh thong qua OCT1
(chat van chuyén cation hitu co 1) va sy van chuyén
dé bi trc ché manh mé& bdi verapamil. Khidung déng
thoi, verapamil lam gidm dang ké tac dung gidm
glucose mau clda metformin, mac du verapamil
khong lam thay d6i dang k& Cmax va AUC cla
metformin, cling nhw d6 thanh thaictathan [7].

3.1.2.3. Twong tdc lién quan dén chuyén hod thuéc
Mot sd thudctir lic duwoce hdp thu dén khi dugc dao
thai ra khdi co thé luén & dang nguyén ven khéng
qua chuy&n hod nhv mét s6 khang sinh nhém
aminoglycosid. Nhung phan lén cac thudc déu
dugc chuyén hod thanh mét chat cé tinh phan cuc
cao, it tan trong lipid, dé tan trong nuéc va dé dao
thai hon. Sy chuyén hod thuéc cé thé xay ra trong
mau, than, da, rudt, dich co thé nhu hydrolase va
esterase & huyét tuong, ... nhung cé thé noi, gan
gilt vai trd quan trong nhat trong chuyén hod thudc
b&i tdc ddng cla nhitng enzym nam & mang ludi
ndisinh chat khéng hatcdaté baogan[4, 6, 8].

Sy chuyén hod thuéc thudng trai qua 2 pha. Phan
&ng pha | lién quan dén sy hinh thanh cda mot
nhém chirc méi, hodc thay déi, hodc phan cit (oxy
héa, khir, thiy phan). H& enzym tham gia chinh
trong chuyén hod thuéc & pha | 1a cytochrome P450.
D4y |a céc protein da hinh lién két véi mang té bao va
chtra sac t6 heme, khi lién két v&i carbon monoxide,
cac protein nay tao ra quang phé cé budc séng 450
nm. Cac enzym CYP cé mit & khap moi noi, tuy
nhién, ching chd yéu duoc biéu hién trong gan va
rudt non, chju tradch nhiém chuyén héa 90% thudc 13
cac dang déng hinh nhu CYP1A2, CYP2C9, CYP2C19,
CYP2D6, CYP3A4 va CYP3A5, quan trong nhat 13
CYP3A4 va CYP2D6. Phan trng pha Il lién quan dén
cac phan ng lién hop (vi du: acid glucuronic, sulfat,
glycin). Céc chat duoc hinh thanh trong céc phan
&ng lién hop cé tinh phan cwc hon va do d6 dé dang
thai trir qua than (trong nuwdc tiéu) va gan (trong
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mat). Mot sb loai thudc chi trai qua cac phan tng
chuyén hda & phal hodcphall [5, 7].

Tuong tac thudc trong giai doan chuyén hda chi
yéu xay ra & pha | bao gdm twong tac do (rc ché hodc
do cdm &ng enzym CYP450. Uc ch& enzym phé bién
hon cadm &ng enzym, xay ra khi mot thudc tdc dong
lam gidm qua trinh tdng hop enzym & gan hodc lam
tang phan hdy enzym gan, tranh chap vi tri lién két
clia enzym lam mat hoat tinh cia enzym. Hau qua la
lam gidm qua trinh chuyén héa cda thudc con lai,
gay tich Iy va ting ndng do thubc trong co thé dan
dén ting tac dung, tang ddc tinh cha cac thuéc chiu
anh hudng [5]. Vi duy, khi dung déng thoi tadalafil
v3i ticagrelor lam tang AUC cua tadalafil khoang
61% va gidm dd thanh thai tadalafil xuéng 37%. Do
d6, bénh nhan méc bénh déng mach vanh can dwoc
theo doi chat ché khi dung chung ticagrelor va
tadalafil, c6 thé can kiém soat lidu lvong hodc thay
thé& thudc khac dé tranh tac dung phu tir tvong tac
thudc - thudc [4]. Hodc khi dung amiodarone hodc
ciprofloxacin do tac dung (rc ché CYP3A4 lam tang
nong dd atorvastatin, dan dén ting nguy co dau va
tiéu co van. Thuéc khdng ndm miconazole trc ché
mot s& enzym trong hé théng CYP450 (chuyén hda
thudc), dac biét 1a CYP2C9, lam tang tadc dung chéng
déng mau cdia warfarin va cac bién chirng chdy mau
sau d6. Mot s6 truong hop trc ché enzym lai dan
dén gidm tac dung ctia thudc; chang han omeprazol
(rc ch& CYP2C19 dan dén trc ché sy chuyén héa cla
clopidogrel tir dang tién dugc thanh dang cé hoat
tinh, vi vay, c6 thé lam giam tdc dung chéng két tap
tiu cau cla clopidogrel [5].

Cam rng enzym la hién twong tang cwong mirc do
enzym chuyén héa duédi anh hudng clia mét thuée
hodc mét chat nao dé. Cac chat khac nhau ¢ thé gay
cdm (rng ddi véi nhitng hé enzym khac nhau. Hau
qua clia cdm (rng enzym |a ting cuwdng sinh téng hop
enzym gan nén lam ting chuyén hda, rut ngan thoi
gian ban thai, thoi gian tiém tang cda thudc chuyén
hda qua enzym bj cdm trng va do dé anh hudng dén
tac dung cla thuéc. Phan 1&n cac thudc bi gidm hodc
mat tac dung khi xay ra tuwong tdc cdm &ng enzym.
Da&i v&i mot s8 thube dang tién duogc (chi cd chat
chuyén hda mdi cé tac dung) thi cdm (ng enzym lam
tang tac dung hodc tang déc tinh cla thuéc. Mot s6
thudc sau khi dung Iap lai s& gdy cam (ng enzym
chuyén héa chinh né, dé la hién tugng quen thuéc do
cam trng enzym. Chang han phenytoin, meprobamat,
carbamazepin gay cdm trng lam ting chuyén héa cac
thudc tim mach nhu warfarin, statin va mot sé thuéc
chéng loan nhip nhu amiodaron, ... [5].

Phan (ng chuyén hda giai doan Il cling c6 thé lién
quan dén tuong tac thudc - thudc, dac biét la
glucuronid héa. Viéc chuyén cac nhédm axit glucuronid
sang cac phan tir thudc duoc thuc hién bdi uridine

ISSN: 2615 - 9686



Tap chi Khoa hoc Triwérng Dai hoc Quéc té Hong Bang - S 34 - 3/2025: 71-78

diphosphate glucuronosyltransferase (UGT) c6 thé bj
trc ché hodc cdm (ng. Vi dy, axit valproic trc ché
UGT2B7 lam tang AUC cla lamotrigine |én 309%, cé
kha nang giai thich nguy co phat ban tang Ién khi dung
déng thoi hai loai thudc nay. Nguoc lai, rifampin gay
cam (*ng qua trinh glucuronid héa lam giam AUC clia
lamotrigine va zidovudine [an luot 1a 44 va 47%, c6
kha nang dan dén that bai diéu tri [9]. M6t vi du khac
la aspirin (thudc chéng két tap tiéu cau) dwoc chuyén
hdéa & gan thong qua lién hop véi glycin hodc axit
glucuronid; khi s&r dung chung vdi ritonavir vé mat ly
thuyét c6 thé tang chuyén héa aspirin do tac dung
cam (rng clia ritonavir [én qua trinh glucuronid héa [6].

3.1.2.4. Twong tdc lién quan dén thdi trir thuéc
Théng thudong thude dugce thai trir qua mat hodc
nuwdc tiéu. Qua trinh dao thai thudc qua than gdbm
loc qua cau than, bai tiét chd ddng va téi hap thu
thu déng & 6ng than. Twong tac thubc cd thé xay ra
do sy thay d6i pH nuwdc tiéu, hé thdng bai tiét chd
doéng, hodc lvu lwong méu dén than. Twong tu giai
doan hap thu, cic thuéc & dang khéng ion hod,
than dau, cé kha ndng xuyén qua mang té bao 6ng
than s& dwoc tai hap thu thu déng, do d6 viéc diéu
chinh pH cha nudc tiéu cd thé lam thay ddi qua
trinh nay. Khi kiém héa nudc tiéu (do thudc lgi tiéu
thiazide, natri bicarbonate), cac acid yéu c6 pKa
trong khodngtlr 3 dén 7.5 nhw acid barbituric hodc
aspirin s& & dang ion hod than nudc, khdng thé di
qua lép lipid kép clia mang té bao va do d6 duoc
dao thai qua nudc tiéu. Nguoc lai, cac thudc base
yéu cb pKa tir 7.5 dén 10 nhu amphetamine sé
dwoc thanh thai nhiéu hon khi acid hod nwdc tiéu
(do salicylate, acid ascorbic). Cac acid manh va
base manh hau nhu dugcion hod hoan toan trong
diéu kién sinh ly cGa pH nuwdc tiéu va sy thanh thai
khéng bi anh hwdng béi sy thay di pH[7].

Cac thudc canh tranh cung mét hé théng van
chuyén tai 6ng than cé thé lam gidm qua trinh dao
thai cda nhau. Viduy, két hgp digoxin va quinidin c6
thé 1am ting dang ké ndng d6 trong mau va tic
dung ctia digoxin [7].

Ngoai ra, twong tac trong qua trinh dao thai thudc
c6 thé xay ra do céc thudc lam thay déi lvu lwong
mé&u dén than hodc chu trinh gan - ruét (ddi véi cac
thuéc bai tiét qua méat) [4, 7).

3.1.3. Twong tdc dworc luc hoc

Tuong tac duoc lyc hoc lién quan dén su thay déi
tac dung duoc ly ciia mét thudc khi cd sy hién dién
clamotthudc khac & vitritdc ddng, cdthé quathu
thé hodc khdng qua thu thé. Twong tic duwoc luc
hoc cé thé la déi khang, xay ra khi haithuéc cé cung
dich tac dong trén mot receptor (naloxon trén thu
thé opioid dé gidi doc cac thudc thudc nhém
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opioid) hodc déi khang vé tac dung dugc ly (thudc
chéng déng va vitamin K). Twong tac dwoc luc cling
c6 thé 13 tuwong tac hiép dong, cdng gdp. Mac du
day khong boc 16 day dad 1a mét twong tac nhung
thudng dan dén nhitng tac dung phu nguy hiém. Vi
du: Khi dung chung amiodaron vdi ciprofloxacin
dan dén hiép dong tac dung, lam tang nguy co kéo
dai khoang QT, xodn dinh. Twong tac gitta cac thudc
NSAID va warfarin hay clopidogrel lam tang nguy
co xuat huyét. Hay giita thudc propanolol hiép
déng truc tiép cung quinidine chéng loan nhip,
nhung khéc thu thé: Propranolol phong bé beta,
thudckialam n dinh mangtébaocotim[6, 7].

3.1.4. Y nghia ldm sang cta twong tdc thuéc
Tuong tac thudc trén bénh nhan s& cé nhiéu mirc
do, co thé cé loi hodc gay hai: T mirc nhe khéng
can can thiép dé€n murc nghiém trong, tham chi tlr
vong. Diéu nay cé nghia rang khdng phai twong tac
nao cling nghiém trong va cé y nghia 1am sang. Chi
khi mtrc 6 anh huéng du 1dn 1am thay déitac dung
diéu tri hay ddc tinh cta thudc, can thiét phai cé
nhi*ng can thiép y khoa hodc hiéu chinh liéu thi
tuong tac thu6c méi cé y nghia trén 1am sang. Doi
v@i mét loai thubc ¢ clra s6 diéu tri hep, chi mot
thay d6i nho trong dap &ng cling c6 thé gay ra
tuwongtaccody nghia lam sang, trong khi d6i vdi mét
loai thudc c6 bién dé an toan rong, nhitrng thay d6i
|&n vé duwoc ddng hoc cé thé khéng gdy anh hudng
dang k& trén 1am sang. Ngoaira, mot s6 tvong tacla
c6 chhy, dwoc thiét ké vilgiich, thudng la phét sinh
trong cac phac dé phdi hop thudc. Vi vy, hdu qua
tuong tac, hiéu qud diéu tri trén bénh nhan va kha
nang st dung két hgp thudc sé quyét dinh mirc dd y
nghia lam sang cla mot twong tac thudc[1].

3.2. Twong tacthudc-bénh

3.2.1. Khdiniém twong tdc thuéc - bénh

Tuong tac thudc - bénh xay ra khi mét loai thuéc
dugcsirdung dé diéu tri bénh lai gdy ra mét sé tac
dung déi vdi bénh, tinh trang, héi chirng khac cta
ngudi bénh hodc nguwoc lai, mét sd loai bénh ly
lam thay d6i dwoc dong hoc, dwoc lwec hoc cua
thudc[1].

Khi twong tac thudc - bénh gy tdc dong tiéu cuc
dén cac bénh di kém cda bénh nhan. Trong nhitng
trudng hop nay, cé thé can phai tranh loai thudc
do, diéu chinh liéu lwvong hodc theo ddi ky. Vi du,
mot s6 thudc chen beta duoc dung dé diéu tri
bénh tim mach cé thé lam tram trong thém bénh
hen suyén va che gidu biéu hién ctia viéc ha glucose
mau trén bénh nhan daithao dwong [1].

Hodc twong tac thudc - bénh cling c6 thé mang lai
lgiich nhuw thudc (rc ché DPP4 d3 dugc chirtng minh
la c6 tdc dung bdo vé than va tim thong qua viéc irc
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ché stress oxy hda, viém va cdi thién chirc ndng noi
md. Hon nita, cé bang chitng cho thay thudc cd thé
lam giam murc d6 nghiém trong clia bénh cim do
vi-rat SARS-CoV-2 thdng qua nhiéu co ché nhu gia
tang DPP4 hoa tan cé thé lién két véi SARS-CoV-2
trong huyét tuong, lam gidm lugng vi-rat cé thé lay
nhiém vao té& bao, trc ché protease vi-rut, gidm cac
yéu t6 gy viém. Cling c6 gia thuyét rang chat tc
ché& DPP4 c6 thé lam gidm ton thuong tim mach
lién quan dén COVID-19 bao gdm loan nhip tim, hoi
chirng mach vanh cap va suy tim [3].

Nhiéu bénh anh hudng dén thuéc thédng qua madi
lién hé cha ching vditinh trang viém. Tac dung cla
viém khéng chilam thay d6i dwgc ddng hoc ma con
anh huwdng dén duoc luc hoc cda thudc. Mai quan
hé mac du khéng mdi, nhung thuong bi bo qua. Vi
du, mot s loai thudc tim mach (verapamil,
propranolol, sotalol) giam hiéu qua khi bénh nhan
mac cac tinh trang viém nhu viém khép dang thap
(khi bénh dang & giai doan hoat déng), bénh
Crohn, mac du néng d6 tang sau khi d6 thanh thai

giam. Diéu nay duoc cho 13 do sy gidm déng thoi
trong biéu hién cla cac protein thu thé dich nhw
kénh canxi va kali, thu thé B-adrenergic cling nhu
cacenzym chuyénhda[8].

3.2.2. Miire dé tworng tdc thudc - bénh

Trong mot s6 tai liéu, twong tac thudc - bénh duoc
phan loai dwa vao viéc quan ly twong tac trén Iam
sang, cao nhatla chdng chidinh, sau dd la cdnh bao
d3c biét va than trong khi st dung (can nhac nguy
co/ loi ich khi phdi hop, chi sir dung trong trudng
hop dac biét), canh bao va phong ngira (danh gia
rdi ro va thuc hién mot hodc nhiéu bién phap gidm
thiéu rdi ro). D&i véi cac twong tac thudc ma rdi ro
ludn 1&n hon lgiich thi nén chéng chi dinh va chon
mot phwong an thay thé khac khdng gdy tuong téc.
Nhwng trong mét vai trueong hop dac biét cling co
thé sir dung thulc tuong tdc mot cdch an toan
mién 13 lieu lwong thudc dwoc dieu chinh phi hop.
Nhitng phat hién goiy vé sy tuong tac gilra thudc -
bénh dwgctrinh bay trong bang sau [10]:

Bang 1. Vi du minh hoa twong tac gitta thudc - bénh

Twong tac

Vidu

Thudc X lam tram trong thém bénh Y

Tram trong thém bénh vay nén do thubc chen beta

Thudc X gy ra cac triéu chirng lién quan dén bénh'Y

Céc triéu chirng hung cdm do corticosteroid géy ra

Thudc X lam tang nguy co phat trién bénh Y

Tan suat dot quy do thi€u mau cuc bo cao hon &
bénh nhan st dung thuéc tranh thai dudng uéng
két hop

Mot méi quan hé trén ly thuyét gitra cac dac
tinh duoec ly cha thudc X va sinh ly bénh cta
bénhY

Cac chat chu van dopamine kich thich thu thé
dopamine D2 lam tram trong thém triéu chirng
cha tdm than phan liét

Viéc phan dé chi ¢ tinh twong déi vi hdu qua xay ra
khac nhau rat nhiéu gitra cac bénh nhan do anh hudng
cla Ira tudi, co dia, bénh mac kém, thudc si¢ dung
déng thai, dic biét la chirc ndng gan va than, va doi khi,
ngay ca khi phat hién cac nguy co tiém &n van rat kho
dé& chirng minh méi quan hé nhan qua. Do d6, can thiét
phai ¢ nhitng hudng dan vé mirc do lien quan 1am
sang cla twong tac thudc - bénh va cac hanh dong cu
thé duoc dé xuat dé quan ly twong tac [6, 7.

3.3. Cacyéu td nguy co’ gy bién c6 bat lgilién quan
dén twong tac thudc & bénh nhan tim mach

Nghién ctru nam 2021 cla tac gia Zarka Akbar va cong
s bdo cdo rang trung binh cé 8.5 twong tac thudc xay
ra trén mdi bénh nhan cé bénh ly tim mach va tat ca
cac bénh nhan déu gip tuong tac thudc. Téng s6
twong tac thuéc ghi nhan la 2.787, trong d6 cé
74.06% la twong tac mirc d6 trung binh va 17.33% la
nghiém trong [2]. Diéu nay [an nita cho thay rang, ty |é
tuong tac thudc trén bénh nhan cé bénh ly tim mach
hién van dang rat cao. C6 thé xem xét mot sd yéu té
nguy co dan dén tinh trang nay nhu:

- $6 lwong thudc bénh nhan st dung: Dung nhiéu
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thudc dong thoi (polypharmacy) dugce xac dinh la
yéu td nguy co quan trong nhat gy nén tuong tac
thudc. Ty 1é tuong tac thudc tiém an lién quan dén
CYP3A4 cao hon déng ké khi don thuéc cé tir 6 thudc
trd 1én. Va nhdm thudc diéu tri lién quan cao nhat
dén sy gia tdng nguy co nay la cac thuéce tim mach
gdm amlodipine besilate, rosuvastatin calcium,
nifedipine, bisoprolol fumarat, atorvastatin, calcium
hydrat [1].

Thudc c6 khoang diéu tri hep: Bénh tim mach 13
nhém céc rdi loan xay ra & tim va hé théng mach
mau bao goém rdi loan nhip tim, hdi chirng dong
mach vanh man, héi chitng déng mach vanh cap
(nh6i mau co tim), tang huyét ap, dau that nguec, ...
Do d6, bénh nhan thuwong sir dung nhiéu loai thuéc
tim mach cung ldc, nhu glycosid tim (digoxin,
digitoxin va deslanosid), thudc chéng loan nhip tim
(quinidin, procainamid va lidocain) va thudc ha lipid
mau (atorvastatin). P8i vdi nhitng thudc cd khoang
tri liéu hep nhu truding hop cac glycosid tim, néu cé
twong tac thudc lam thay d&i nho vé ndng dé thudc
cling c6 thé gay ra tac dung cé hai [1].

ISSN: 2615 - 9686



Tap chi Khoa hoc Triwérng Dai hoc Quéc té Hong Bang - S 34 - 3/2025: 71-78

Bang 2. Khoang tri liéu ciia mét s6 thudc tim mach

STT Thuédc Nhém Khodng tri liéu (ng/mL)

1 Procainamid Chen kénh Natri 4000 - 8000

2 Lidocain Chen kénh Natri 500 - 5000

3 Quinidin Chen kénh Natri 2000 - 6000

4 Deslanosid Glycosid tim 0.8-2.4

5 Digoxin Glycosid tim 05-2

6 Atorvastatin Statin 3-150

7 Digitoxin Glycosid tim 10-30

- Gia tang tuong tac thudc lién quan Gen: Tuong tac Genes and Genomes (KEGG), Bio2RDF, TWOSIDES,
thudc - gen xay ra khi kiéu gen cia mét ca nhan thé SIDER, PubChem, DrugCentral) dé thuc hién viéc ra
hién thanh kiéu hinh anh hudng dén duwoc déng hoc soat toan dién don thudc, lich s dung thuéc cla

va/ hodc dugrc lye hoc cta thudc. Bio cdo cla Hiép bénh nhan, gilp nhan dién cic tuwong tac thudc
héi durgc di truyén My m6 ta mot s6 tuong tac thude tiém an, dong thoi phan tich mirc dd nghiém trong
- gen lién quan dén cdc enzym chuyén hda va protein cla tirng tuong tac.

van chuyén thudc tim mach nhu CYP2C19

(clopidogrel), CYP2D6 (propafenon, flecainid, - Theo dbiva quan ly ADR: Trong mot s6 truong hop,

metoprolol, carvedilol, nebivolol, propranolol), khi can Ipha|, d;‘ﬂ%pho'khﬁ-’p thl,JOChCAO tuong ;c]ac,
VKORC1 (acenocoumarol, warfarin, twong tac co thé duoc kiém soat thong qua theo

phenprocoumon), CYP2C9 va CYP4F2 (warfarin), ddi chat ché cac xét nghiém can lam sang hodc dau

SLCO1B1 (simvastatin, atorvastatin, rosuvastatin) [1]. ~ Ni€U [dm sang d& tim bang ching vé tuong tac.
Cung cap thong tin vé cac yéu to nguy co cla bénh

nhan lam tang kha ndng xay ra két qua bat loi. Thi
du nguy co chdy mau tang lén khi két hop warfafin
va NSAID, trwong hop can thiét phdi hop nén chon
str dung chat trc ché chon loc cyclooxygenase - 2
hoac acetaminophenvatheo d&i INR [1].

- Tudi tac: Cac danh gid duwoc cdng bé vé ngudi cao
tudi sdng trong cong dong d3 phat hiénty 18 tuvong
tac gitta thudc va bénh dao dong tir 6% dén 30%
[8]. Chirc ndng sinh ly suy gidm theo tudi tac, bén
canh nhitng thay d&i d6t ngdt vé tinh trang sinh Iy,
giam téng lwong protein trong mau, mat nude, ... ) . X o
nén t8c d6 thanh thai thuSc & ngudi cao tudithip - Truyén thong, gido duc strc khoe cho bénh nhan va
hon so vdi & nguoi tré, dan dén nong dé thudc ngudi nha bénh nhan: MGt phan quan trong trong
trong méu c6 thé cao. Theo d6, khi bénh nhancao  Vai tro cla dugc sTlam sang la gido duc bénh nhan
tui dugc didu tri bing thudc chdng loan nhjp Ve cachsirdung thubcan toan. Cung cap huéng dan
duoc dao thai cht yéu qua than, lidu ban d3u nén chi tiét vé thb’i,diém udng thudc (nhu thudc e ché
duocthiétlap canthan [3]. bom proton udng trwdc an sang 30 phut hay digoxin

udng ltc no), khodng céch dung thudc (d6i véi mot

3.4. Vai trd cla dwgc si 1am sang trong quan ly O tuong tac thudc lién quan dén sy hdp thu duong

twong tac thudc trén bénh nhan tim mach tiéu hda, cac thudc nén udng cach xa nhau tu 2 gicr

- Dugc sTddng vai trd then chét trong viec quanly  dén 4. Theo cach nay, thuGc c6 thé dugc hap thu
twong tac thudc cho bénh nhan tim mach. Vaitrd  vao tuan hoan trudc khi xdy ra twong tac nhuw
nay ngdy cang trd nén quan trong do tinh chdt  truong hop amiodarone va cholestyramine), tuong

phéi hop thubc phirc tap clia cac phac d6 diéu tri tac gil?'a thudc vai thp‘c an (bira éq c6 nhiéu bot cdm
tim mach va nguy co tuong tac thudc cd y nghia c6 thé anh hudng dén hiéu qua diéu tri do lam giam
l&m sang xay ra cao & nhdm bénh nhan nay. Nhiéu nong do digoxin trong mau) [1].

bdo cdo cho thay viéc 4p dung hoat dong can
thiép clia duoc si lam sang trong quan ly twong
tac thudc - bénh gép phan ndng cao an toan diéu
tri va tiét kiém chi phi [3]. C4c can thiép c6 thé ké
dénnhu:

- Xay dwng quy trinh hé théng va thudng xuyén danh
gid, cai thién chat lvgng nhu xay dung danh muc
tuong tac thudc can chu y trong thuc hanh 1am
sang, sau dé tich hop vao phdn mém bénh an dién
tlr. Hé thdng nay sé tuy dong sang loc va canh béo

- Danh gid va sang loc twong tac thudc: Duoc si st tuong tac thudc - bénh khi ké don, dong thoi két
dung kién thirc, kinh nghiém 1am sang va su hé trg hop véi sy tw van chuyén mén clda duoc si 1am
clia cac cong cu (nhu phan mém Navicat), cac co s& sang. Phuong phdp nay cho phép danh gia chi tiét
dit liéu chuyén mén (DrugBank, Drug Repurposing dap (ng cla tirng bénh nhan déi vai thudc va cac
Knowledge Graph (DRKG), Kyoto Encyclopedia of tuong tac cd thé xay ratrén tirng thubc cu thé. Dién
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hinh nhu trong trudng hop nhdm thudc Statin, sy
khac biét vé con dudng chuyén hda gitra cac thubc
trong nhdm dan dén cé su khac nhau vé tuwong tac
thuéc. Cu thé, simvastatin va lovastatin dwoc
chuyén héa manh bé&i CYP3A4, trong khi
atorvastatin duoc chuyén héa vira phai, fluvastatin
lai dwoc chuyén hda bdi CYP2C9, con pravastatin
va rosuvastatin khéng duoc chuyén héa bdi cic
isozyme cytochrome P450. Do d6, rui ro twong tac
chd yéu xay ra & lovastatin, simvastatin, mirc do
thap hon |a atorvastatin. Viéc xem xét riéng |é tirng
thudc ho tro cho céac béc si co su lwa chon thudc
phu hop trong cing nhdm diéu tri dé phdi hop,
trdnh cac tuong tac thuéc bat 1gi c6 kha ndng anh
hudng xau dén két qua diéu tri [1].

3.5. Trién vong nghién ctru vé quan ly twong tac
thudc & bénh nhan tim mach

Nhirng tién bd khoa hoc ki thuat trong linh vue dworc
ly hoc gitp gidm ty |& tuwong tac thudc bat lgi, tuy
nhién van con & mic bdo dong va nhitng khoang
trong kién thirc trong quan ly tuwong tac thudc tim
mach van can dugc lam rd, tir dé cung cap nhitng
gidi phap mang tinh hé théng va khoa hoc nham dam
bdo an toan va hiéu qua diéu tri cho ngudi bénh [8].

3.5.1. Phén tich séu vé twong tdc thuéc

Nghién clru nay tap trung vao hai muc tiéu chinh:
mot la, danh gia moét cach dinh luwong mirc d6
nghiém trong cla céc tuong tac thudc thuwong gap,
nham cung cap cai nhin sdu sac vé nhitrng rliro tiém
an khi sir dung doéng thoi nhiéu loai thuéc. Hai |3,
xay dung moét mo hinh dy bdo nguy co tuong tac
dyatrén didc diém cu thé chatirtngbénh nhan, tir d6
giup cac bac sT cé thé duwa ra quyét dinh ké don an
toanva hiéuquahon [4].

3.5.2. Giai phdp quan ly two'ng tdc thuéc

Dé nang cao hiéu qua va an toan trong diéu tri,
nghién ctru nay tap trung vao hai hwéng chinh. Thi
nhat, phat trién mét hé théng canh bdo dién tir tu
dong, giip nhan viény té nhanh chdong nhan biét va
x ly cac nguy co tuong tac thudc tiém an. Th hai,
thiét k& cac quy trinh kiém sodt twong tac thudc
chuyén biét, dugc diéu chinh phu hop véi tirng
nhédm bé&nh nhan tim mach, nham t&i wvu hda phac
do diéu triva gidm thiéu tdc dung phu [4].

3.5.3. Nghién ctru can thiép Idm sang

Nghién cru nay tap trung vao viéc danh gia hiéu qua
cla cac chién lugc can thiép nham gidm thiéu
tuwong tac thudc, tir d6 tdi wu hda qué trinh diéu tri.
Dong thdi, nghién clru cling ti€n hanh theo ddi dai
han dnh hudng cla cac can thiép ndy, nham dam
bao tinh bén vitrng va hiéu qua trong viéc giam thiéu
rdiro chobénh nhén [5].
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3.5.4. Nghién ciru dwgre ly hoc phén tor

Nghién clru nay tap trung vao hai hudng tiép can
quan trong dé cai thién tinh an toan cuta thudc. Th
nhat, di sdu vao nghién clru co ché phan ti clda cac
tuong tac thudc, dac biét |a twong tac thubc-gen va
twong tac thudc vdi cdc chat van chuyén quan trong
nhu P-gp, BCRP, OATP1B1, OATP1B3, OAT1, OAT3,
OCT2, MATE1 va MATE2-K. Viéc lam sang t6 co ché
nay sé giup ching ta hiéu rd hon vé cach cac loai
thudc twong tac vdi nhau va véi co thé & cap d6 phan
tlr. Th& hai, dua trén nhitng hiéu biét nay, nghién
ctru huwdng dén viéc phat trién céc loai thuéc méi co
it twong tac hon, tir dé gidm thiéu nguy co tac dung
phu va nang cao hiéu qua diéu tri cho bénh nhan [9].

3.5.5. Nghién cuu thuc trang

Nghién ctru nay tién hanh khao sat toan dién nham
xac dinh ty 1& va dac diém cla cac tuong tac thudc
xuat hién tai cac co sy té khac nhau. Dong thoi, két
qua thu duoc sé dwoc so sédnh gilta cdc vung mién va
loai hinh bénh vién khac nhau, nham danh gid sy
khac biét va tim ra nhitng yéu t6 anh hudng dén
twong tac thudc trong thyc tién 1am sang [11].

4.KETLUAN

Hiéu rd va quan ly tét cdc tuwong tic thuéc & bénh
nhan tim mach, dac biét la bénh nhan ngoai trq,
déng vai trd then chét trong viéc nang cao chét
lvgng theo ddi cdc phan tng cé hai clia thudc (ADR).
Diéu nay khdng chi gilp phat hién sém céc tin hiéu
ADR ma con ngan nglra nhirng ADR nghiém trong, tu
dé bao vé sirc khde va tinh mang clia ngudi bénh.

Thuec t& 1am sang cho thay, ty & twong tac thudc &
murc nghiém trong trong don thuéc cha bénh nhan
tim mach la ddng bdo dong. Trong s6 d6, cac cap
twong tac gitta mot s6 thubc e ché bom proton
(PPIs) va clopidogrel dugc ghi nhan 1a phé bién nhat
va c6 nguy co cao nhat. Sy két hop nay cé thé lam
giam hiéu qua chéng két tip tiéu cau cla clopidogrel,
dan dén tang nguy co bién cd tim mach. Do dé, cac
bac si can dac biét lwu y dén nhirng cdp tuong tac
nay khi k& don cho bénh nhan tim mach dé tranh
nhitng dnh huwéng tiéu cywc dén qua trinh diéu tri.

Ngoai ra, viéc sir dung tir 5 loai thudc tré 1én trong mét
don thudc cling lam ting dang k& nguy co xdy ra tuong
tdc thu6c mirc nghiém trong. Piéu nay nhan manh
tAm quan trong cda viéc k& don hop ly, tuan thu cac
huwdng dan diéu tri hién hanh va gidm thiéu s luong
thudc khéng can thiét trong don. Bang cach nay, bac s
6 thé t6i wu hoda hidu qua diéu tri, gidm thiéu tac dung
phu va dam bao an toan cho bénh nhan.

Tom lai, viéc quan ly twong tac thudc hiéu qua doi
hoi sy phdi hgp chat ché gitra béc si, dwoc st va
bénh nhan. Bac sican ndm virng kién thirc vé twong
tac thudc, can nhac ki ludng |oi ich va nguy co khi
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ké don, dong thoi theo ddi sat sao tinh trang bénh
nhan. Duocsican twvan cho bacsiva bénh nhan vé
cdc tuwong tac thubc tiém an, cung cap thong tin vé
cach sirdungthudc an toan va hiéu qua. Bénh nhan

can tuan tha dung chi dinh cha bac si, théng bao
ngay cho bac s hodc dugc sT néu gdp bat ky tac
dung phu nao va khong ty y thay déi liéu lvong
hodcngirngthudc.
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Overview of common clinically significant drug
interactionsin cardiovascular patients

Vo Phat Dat, Tran Phu Dien, Pham Thi Hang Nga, Pham Thanh Suol, Nguyen Thien Vu and Tran Yen Hao

ABSTRACT

Drug interactions in cardiovascular disease treatment have garnered increasing attention as treatment
protocols become more diverse and complex. These interactions, which can sometimes produce unpredictable
pharmacological effects, not only affect treatment outcomes but may also lead to serious adverse events,
potentially causing irreversible damage to patients. Therefore, careful evaluation of drug interactions has
become critically important to ensure both the safety and the effectiveness of medications. This review
summarizes the concepts, and characteristics, and provides some illustrative examples of drug interactions in
general and drug interactions in cardiovascular patients in particular. At the same time, it highlights important
points of drug interactions to help healthcare professionals better understand potential risks, thereby being able
to proactively prevent, promptly report, and handle adverse events related to drug interactions, contributing to
improving the effectiveness of treatment.

Keywords: drug interactions, cardiovascular drugs, clinical pharmacology, pharmaceutical care, adverse
drug reactions

Received: 17/01/2025
Revised: 14/3/2025
Accepted for publication: 18/3/2025

ISSN: 2615 - 9686 Hong Bang International University Journal of Science





