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TOM TAT

Dt vin dé: Twong tac thuéc —thuoc c6 thé lam ting cdc phan ing ¢6 hai cia thuoc va lam
giam hiéu qud diéu trj trén 1am sang. Muc tiéu nghién ciru: Xdc dinh tan suat xudt hién va dac diém
ciia CAC fwong tac gidia cac thudc trong don diéu tri cho bénh nhan bénh mach vanh. Péi iwgng va
phuong phdp nghién ciru: Nghién ciru mo ta cdt ngang duwoc tién hanh trén don thudc cia bénh nhan
diéu trj ngogi tri méac bénh mgch vanh tai mét bénh vién ¢ Can Tho vao 08/2018. Céc thudc diroc ghi
nhdn lgi tir don va tirong téc giiva cac thuée trong don dwoc tra trén trang web Drugs.com. Twong tdc
chi ghi nhdn ¢ mizc nghiém trong. Két qud: Tong sé 683 don thuoc cia bénh nhin dioc chon (tudi
trung binh 63,4; 64,3% niz). Twong tdc giira Cac thuoc trong don chiém ty 1é 19,3%. Twong tdic giira
clopidogrel véi nhém ic ché bom proton-PPls (omeprazol, esomeprazol, rabeprazol) la tirong téic
thwong gap nhat trong nghién cizu. Yéu to si dung tir 5 thudc tré Ién trong dom sé ting nguy co xay ra
twong tdc thuoc trong don (OR= 6,36; 95% CI: 2,54-15,96). Két lug@n: Twong tdc ¢ mirc nghiém trong
chiém ty 1é kha cao. Vi vay, bdc si i can chi y nhitng twong tdc ndy trong ké don. Ty ¢ Xay ra twong tac
thudc ting Ién khi tang so lwong thudc trong don. Cdc nghién ciru ké tiép can danh gid sw lién quan
gidta déc diém bdc st véi cac van dé lién quan dén twong tdc thuoc.

Tir kh6a: CAc vdn dé lién quan dén thuoe; Twong tac thuoc; Bénh mach vanh; Can Tho.

ABSTRACT

DRUG-DRUG INTERACTIONS IN THE PRESCRIBING FOR
OUTPATIENTS WITH CORONARY ARTERY DISEASES IN CAN THO
Truong Tran Anh Thu?, Diep Gia Han?, Vuong Thi Kim Huyen?, Le Van Thanht,
Vo Van Quyen?!, Nguyen Anh Nhut?, Le Thi Cam Tu?, Nguyen Thang?
1. Can Tho University of Medicine and Pharmacy
2. Ho Chi Minh University of Medicine and Pharmacy
Background: Drug—drug interactions could cause failure in treatment and adverse events.
Obijectives: To determine the prevalence and characteristics of drug-drug interactions in treatment
for coronary artery diseases. Materials and methods: We conducted a cross-sectional study on the
prescribing for outpatients with coronary artery diseases at a hospital in Can Tho in August 2018.
The drugs were recorded from the prescriptions and the drug-drug interactions were checked on
Drugs.com website. We used only major drug-drug interactions. Results: In total, 683 patient’s
prescription were included (mean age 63.4; 64.3% female). The prevalence of drug- drug
interactions is 19.3%. The interaction between clopidogrel and proton pump inhibitors-PPIs
(omeprazole, esomeprazole, rabeprazole) is the most common in the study. Patients who received
five or more drugs were more likely to experience drug-drug interactions (OR = 6.36; 95% CI:
2.54-15.96). Conclusion: Drug-drug interactions are common among patients with coronary artery
diseases. The incidence of drug-drug interactions increased with the increase in number of drugs
prescribed. Further studies should be conducted to determine the association between drug-drug
interactions and physicians’ characteristics.
Keywords: Drug-related problems; Drug-drug interactions; Coronary artery diseases; Can Tho.
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I. PAT VAN DPE

Bénh tim mach 1a nguyén nhan gay tir vong hang dau trén thé gidi. Nam 2016, theo
thdng ké sé ngudi tir vong do bénh tim mach chiém hon 17,6 tridu ngudi mdi nim va du
kién s& tang 1én hon 23,6 triéu ngudi vao nim 2030. Tai Hoa Ky, c6 hon 800 nghin ngui
tir vong do bénh tim mach, ctr 3 nguoi c6 1 nguoi chét va bénh mach vanh 1a nguyén nhan
gay tir vong hang dau (43,2%) trong s6 nhitng nguyén nhan do bénh tim mach [1]. Tir nim
2014 dén 2015, chi phi cho bénh tim mach va dét quy hon 355 ty d6. Tai Viét Nam, bénh
tim mach ciing 12 nguyén nhan tir vong hang dau va chiém 31% [2].

Twong tac thudc - thude 1a mot trong nhitng nguyén nhan phé bién nhét gay ra sai
s6t trong viéc str dung thubc & cac nude phat trién, dic biét 12 & nguoi cao tudi do duoc diéu
tri v&i nhiéu loai thudc, véi ty & xuat hién tir 20 dén 40%. Dac biét, da tri liéu 1am ting sy
phtic tap cua quan Iy tri liéu, c6 nguy co xdy ra cac twong tac thudc — thuc nghiém trong
trén 1am sang va co thé gy ra ting cac phan ng co hai cua thudc hoac 1am giam hiéu qua
diéu tri trén 1am sang. Tuong tac thudc — thubc co thé duoc phan loai thanh hai nhém chinh:
duge dong hoc va dugc luc hoc [3]. Theo két qua nghién ciru thuc hién tai mot bénh vién
cua Iran cho thay trong tong sé 1733 bénh nhan, 78,3% c6 it nhat mot tuong tac thudc va
trung binh c6 6 tuong tac trén moi bénh nhan. V& mic do twong tac 7,9% twong tac nghiém
trong; 69,9% tuong tac trung binh va 22,2% tuong tac thuéc nhe. Céc yéu té chinh anh
huong dén tuong tac thudc trong nghién cau nay la tudi, s6 lwong thude dugc su dung, thoi
gian nam vién va loai dich vu y té [4]. Theo nghién cau khac trén bénh nhan méc bénh tim
cho thay trung binh ¢6 2 tuong tac thudc trén mdi bénh nhan. Nhin chung, bénh nhan cé it
nhat mot tuong tac thude 1én dén 91,6%:; 86,3% da co it nhat mot twong tac thudc & mic
nghiém trong va 84,5% bénh nhan c6 it nhat mot twong tac thuéc & muc vira [5].

Hién nay ¢ Viét Nam chua c6 nhiéu nghién ctu vé twong tac trén ddi twong bénh
nhan ngoai trd mac bénh mach vanh. Vi vay, chung t6i d thuc hién nghién cau nay véi muc
tiéu xac dinh tan suat xuat hién va dic diém cua tuong tac & mic nghiém trong giira cac
thudc trong don diéu tri cho bénh nhan ngoai trd bénh mach vanh.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twong nghién ciu:

Nghién ciru duoc tién hanh & mot bénh vién da khoa tai Can Tho. Ching tdi chon
cac don thudc ngoai tri dwoc kham lan dau caa bénh nhan mac bénh mach vanh vao thang
08/2018. Loai trir cac don thudc cua phu nir ¢6 thai va bénh nhan dudi 18.

2.2. Thiét ké nghién ciru: M0 ta cat ngang.
2.3. Cé mau:

Cong thic tinh wde luong ¢ mau:

n:Z(21_a/2)-P(1—P)
dZ

Trong do:

n: c& mau nghién cau

Z: hé sé tin cay, Z=1,96 véi do tin cay 95%

p: ty 1& udc tinh. Do chua c6 nghién ciru Vé trong tac thudc & mire do nghiém trong
trén ddi twgng bénh mach vanh nén chon p=0,5.

d: sai s6 cho phép. Chon d=0,05.

a: muc y nghia théng ké. Chon a=0,05 nén db tin cay la 95%, Z0,075=1,96

144



TAP CHi Y DUQ'C HOC CAN THO - SO 28/2020

Thay céc gid tri trén vao cong thic ta co ¢& mau la:

2 _ I4
=220 280208 2385 (don thube)

_ Sau qué trinh chon loc mau c6 683 don thudc thoa tiéu chuan chon mau. Vi vay, ¢&
mau thuc té trong nghién ctru 1a 683 don thuoc

2.4. Phwong phap:

Cac thudc dugc ghi nhan lai tir don va twong tac gitra cac thude trong don duoc tra
trén trang web Drugs.com. Nghién ctu chi xét cac tuwong tac & muc nghiém trong. Tuong
tac nghiém trong: c6 y nghia 1am sang, tranh két hop, nguy co cta tuong tac 16n hon loi ich.
Céc yéu t6 c6 thé anh huong dén nguy co xay ra tuong tac thudc chding tdi ghi nhan tir don
thudc: tudi, gii tinh, bao hiém y té (BHYT), s6 luong thudc trong don.

2.6, Xir Iy so ligu: KEt qua duoc trinh bay duei dang: cac bién dinh tinh s& dugc mo ta
bang tan suat, ty I¢ phan tram; cdc bi€n dinh lugng m0 ta bang trung binh + d¢ léch chuan.
Phan tich s liéu bang phan mém SPSS 20.0. Sir dung hoi quy da bién dé danh gia sy anh
hudng cua mot s6 yéu té dén cac twong tac thude trong don.

2.7. Pao dirc trong nghién ciu: Nghién ctru duoc sy déng y cua Truong Pai hoc Y
Duoc Can Tho va bénh vién nghién ciru tai Can Tho. Cac thdng tin ca nhan caa bénh nhan
hoan toan duoc gitr bi mat.

I1l. KET QUA NGHIEN CUU

Tong sb 683 don thudc di thoa cac tiéu ’Chuén chon mﬁuqduqe dua ra trong nghién
ctu. Trong d6 don thuoc cua bénh nhan nit chiém 64,3%. DJ tudi trung binh trong nghién
cuu I? 63,4 tuoi voi 54,0% bénh nhan dudi 65 tudi va 46,0% bé’nh nhan tu 65 tuoi tro Ién.
Da s6 bénh nhan trong nghién ctru ¢6 BHYT véi ty 1€ 70,0%. So lugng thude trong don tir
5 thuoc tro 1én chiem ty 1€ cao 82,6%.

Bang 1. Dic diém bénh nhan nghién cau

Pic diém | S6 bénh nhan (N=683) | Ty 16 %
Tubi
Trung binh: 63,4 £ 11,3
< 65 tudi 369 54,0
> 65 tudi 314 46,0
Gigi tinh
N 439 64,3
Nam 244 35,7
Swr dung BHYT
COBHYT 478 70,0
Khong BHYT 205 30,0
S6 lwong thudc trong don
< 5 thudc 119 17,4
> 5 thudc 564 82,6

Tong sb twong tac gitra cac thude trong don 1a 132 trudng hop véi 14 cip tuong tac
& muc nghiém trong chiém ty 1 1a 19,3%. Trong d0, cap twong tac clopidogrel-omeprazol
co ty 18 cao nhat (44; 6,4%); tiép theo 1a cip twong tac clopidogrel-esomeprazol (38; 5,6%):;
clopidogrel-rabeprazol (37; 5,4%); thip nhéat 1a 9 cip twong tac amiodaron—ivabradin,
allopurinol—perindopril, atorvastatin—niacin, Ofloxacin-ivabradin, spironolacton—losartan,
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spironolactone—perindopril, ~ spironolacton—irbesartan, spironolacton—valsartan,
spironolactone — ramipril chiem ty 1€ 1a (1; 0,1%).
Bang 2. Ty 18 twong tac nghiém trong gitra cac thudc trong don

STT Twong tac mirc nghiém trong S6 lwong (N=683) Ty 18 %
1 Clopidogrel - omeprazol 44 6,4
2 Clopidogrel - esomeprazol 38 5,6
3 Clopidogrel - rabeprazol 37 54
4 Kali clorid - losartan 2 0,3
5 Amlodipin - simvastatin 2 0,3
6 Amiodaron - ivabradin 1 0,1
7 Allopurinol - perindopril 1 0,1
8 Atorvastatin - niacin 1 0,1
9 Ofloxacin - ivabradin 1 0,1
10 | Spironolacton - losartan 1 0,1
11 | Spironolacton - perindopril 1 0,1
12 | Spironolacton - irbesartan 1 0,1
13 | Spironolacton - valsartan 1 0,1
14 | Spironolacton - ramipril 1 0,1

Téng 132 19,3

Két qua nghién ctu cho thay, yéu to s6 luong thude trong don tir 5 thude tro 18n s&
lam ting nguy co xay ra twong tic giita cAc thudc trong don (OR= 6,36; 95% Cl: 2,54-
15,96). Bén canh d6, khong c6 su khac biét vé nguy co xay ra tuong tac thude trong don
gitta nit gigi so v4i nam gidi (OR= 1,25; 95% CI: 0,82-1,90), nhém tudi tir 65 trd 1én so voi
nhém dudi 65 (OR= 0,96; 95% CI: 0,65-1,42) va nhdm c¢6 BHYT so v4i nhom khéng cé
BHYT (OR=1,34; 95% CI: 0,86-2,09).

Bang 3. Sy anh huong cua mot s6 yéu té nguy co

Yéu td OR 95% ClI
Giai tinh (Nir) 1,25 0,82-1,90
Tudi (> 65 tudi) 0,96 0,65-1,42
BHYT (C6 BHYT) 1,34 0,86-2,09
S4 luong thude trong don (> 5 thudc) 6,36 2,54-15,96
IV. BAN LUAN

Nghién ctru cua chling t6i da ghi nhan 132 truong hop twong tac & mirc nghiém trong
Vé6i ty 18 19,3%. Theo két qua nghién cau caa Kulkarni V va cong su (2013) twong tac ¢
muc d6 nghiém trong chiém ty 1& 6,4% [6]. Két qua nghién ciru khéc dua trén phan mém
Lexi-Interact twong tac loai X (su két hop thudc nay nén tranh, rai ro nhiéu hon loi ich, sy
két hop thudc loai nay duoc xem 1a chong chi dinh) c6 ty 1& 9,6% [7]. Két qua ty 1é tuong
tac & mirc do nghiém trong nghién ctu cua chung toi cao hon cac nghién cttu khac co thé
do nghién cuu cua ching toi chu yéu tap trung vao d6i twong bénh mach vanh. Pon thudc
ctia bénh nhan mic bénh tim mach c6 sé luong tuong tac gitra cac thude trong don cao
(6,3/bénh nhan) [6].
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Trong nghién ciru nay, trong tac gitra mot s thudc trong nhém PPIs véi clopidogrel
c6 ty Ié cao nhat. Sir dung mot sb thude PPIs cd thé 1am giam tac dung bao vé tim mach cua
clopidogrel do PPIs lam giam chuyén héa clopidogrel thanh chét ¢ hoat tinh qua viéc wc
ché CYP450 2C19. Viéc ding két hop sé& gia tang bién cb tim mach, ting nhdi mau co tim
va dot quy [8],[9]. Theo két qua caa mot phan tich gop véi hon 80 nghin bénh nhan cho
thay rang trong mot thoi gian theo doi ngan han, ty 18 tir vong va tai thong mach mau cao
hon dang ké & nhitng bénh nhan st dung PPIs. Tuy nhién, két qua cho ty 1é tir vong dai han
thi twong tu & ca hai nhém [10]. Bén canh d6, theo mdt s6 nghién ciru gan day lai cho thiy
rabeprazol khong anh huéng 1én sy chuyén hda cua clopidogrel [11], [12]. Su khac nhau
nay c6 thé do viéc han ché caa cong cu tra Drugs.com. Nhitng nghién ciru di sau hon vé
tuong tac thudc nén ¢ chung ci cap nhat thém cho cac twong tc.

Theo khuyén c&o nén tranh sir dung PPIs & bénh nhan dugc diéu tri biang clopidogrel.
PPIs chi nén dugc xem xét & bénh nhan c6 nguy co cao nhu diéu tri chong két tap tiéu cau
kép, cd tién sir xuat huyét hodc loét duong tidu hoa va diéu tri ddng thoi bang thude chéng
déng mau. Sau d6, danh gia ky vé rai ro so véi loi ich. Néu can st dung PPIs,
dexlansoprazol, lansoprazol hoac pantoprazol c6 thé 1a lya chon thay thé an toan hon va xu
huéng st dung nhitng PPIs nay phdi hop vai clopidogrel trén bénh nhan bénh mach vanh
cling dang tang. Mt khac, thude ddi khang thu thé Hz hoic antacid ciing nén dugc xem xét
[13], [14].

Nhom sir dung tir 5 thude tré 1én trong don s& c6 nguy co Xay ra tuong tac thudc
muic nghiém trong so véi nhém sir dung dudi 5 thude trong don (OR= 6,36; 95% CI: 2,54-
15,96). Nghién cttu cia Murtaza G va nghién ciru caa Chatsisvili A cling cho két qua tuong
tu bénh nhan dung nhiéu loai thubc trong nghién ciu cd nguy co xay ra tuong tac thudc cao
hon [5], [15].

V. KET LUAN

Ty lé twong tac & mic nghiém trong gitra cac thude trong don chiém ty Ié kha cao.
Trong d6 cao nhat 1a nhitng cip twong tac cuia mot sé thude trong nhém PPIs vaéi clopidogrel.
Vi vdy, bac si can chi y nhiing cdp tuong tdc nay trong ké don cho bénh nhan dé tranh
nhiing anh huong dén diéu tri. St dung tr 5 thuoc tr 1én trong don s€ c6 nguy co xay ra
tuong tac thudc muc nghlem trong nén bac si can ké don theo huéng dan diéu tri dé giam
s6 luong thude khong can thiét trong don.
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