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Tém tat

Pat van dé: Nghién ciru duwoc tién hanh nhdm khao sat thyc trang tuong tac thude (TTT) trén don thudc
diéu tri ngoai trd va xdy dung danh muc TTT cd y nghia |1dm sang tai Phong kham Béc si gia dinh. D&i twong va
phuwong phdp nghién ciru: Danh sach TTT dugc xay dung tir sy dong thuan cta bdn co s& dit liéu. S& dung
phuong phap mé ta cit ngang, tién hanh ra soat trén 3208 don thudc diéu tri ngoai trd tir ngdy 01/10/2019
dén 31/12/2019 tai Phong kham Bac si gia dinh dé€ phat hién tuong tdc xuat hién trong danh muc d3 xay
dwng. K&t qua: Nghién clru da xdy dwng duwoc danh sach gbm 14 cip TTT cd y nghia I1dm sang. Ty I& xuéat
hién cdc TTT trén don thudc duwoc khao sét 1a 0,7%. Cac thudc lién quan dén TTT la amlodipin, simvastatin,
prednisolon, metformin, cefuroxim va pantoprazol. Cac y&u t6 d6 tudi, s6 lugng bénh mac phai va s6 luong
thudc dugc ké cd lién quan dén kha nang xay ra TTT. K&t ludn: Nghién clru d3 phat hién dugc mét s6 twong
tac khuyén cdo khéng phdi hgp. Hoat déng duoc |dm sang can dwoc ddy manh dé giam thi€u cac twong tac
xuat hién khi k& don va ddm bao viéc sir dung thudc hop ly, an toan, hiéu qua.

Ttr khéa: Twong tdc thudc, dwoc Idm sang, Phong khém Bdc sT gia dinh

Abstract
Developing a list of potential clinically significant drug - drug interactions

at Family Medicine Clinic
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Objectives: To investigate the prevalence of potential DDIs in prescriptions of outpatients and to develop
a list of potential clinically significant drug-drug interactions (DDIs) at Family Medicine Clinic. Materials and
Method: The construction of the list was based on the consensus of four drug interaction compendia. A
cross-sectional descriptive study method was used with 3208 outpatient prescriptions from October 1, 2019
to December 31, 2019 to detect the interactions which appeared on the developed list. Results: The list of
14 clinically important drug interactions was developed. The rate of occurrence of these interactions in the
outpatient prescriptions is 0,7%. The drugs involved were amlodipine, simvastatin, prednisolone, metformin,
cefuroxime va pantoprazole. Age, the number of diagnosed diseases and the number of drugs prescribed
were associated with the risk of having potential drug-drug interactions. Conclusion: Analysis of prescription
data found that some potential DDIs were identified. Clinical pharmacology should be enhanced to minimize
these interactions and ensure proper, safe and effective drug use.

Key words: Drug interaction, clinical pharmacist, Family medicine clinic.

1. DAT VAN DE mot van dé thudng gap trong thye hanh [dm sang, lam
Tuong tac thudc (TTT) Ia mét loai bién cd batlgivé  anh hudng dén strc khde clia ngudi bénh va dong thoi
thuéc, TTT xdy ra khi tdc dung cda mot thudc bi thay  lam tang chi phi diéu tri, tdng gadnh ndng cho hé théng
déi bdi sy hién dién cdia mot thudc khac dan dén lam y té. Twong tac thubc cd thé du dodn va phong nglra
tang déc tinh hodc gidm hiéu qua diéu tri [1]. TTT 13 hon céc bién c6 bat lgi khac cta thudc do do day la
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mot van dé can dwoc chi trong [1], [2], [3]. Tan suat
xuat hién cdc TTT duoc bdo cdo trong cac nghién
ctru rat khac nhau, phu thudc vao nhiéu yéu té nhu
ddi twong nghién clru, co s& dit liéu tra cliru tuwong
tac thudc, dic diém bénh nhan, dic diém s dung
thuéc. Nghién ctru trén 276.891 don thudc ngoai tri
tai cdc nha thudc cdng déng & Phan Lan cho thay ¢
10,8% don thudc xay ra twong tac thudc, trong dé
twong tac cé y nghia lam sang mic do D (nghiém
trong, nén tranh phéi hop) va mirc dé C (cé y nghia
Id&m sang nhung cé thé kiém soat) chiém lan luwot
0,5% va 7,0% téng s6 don thudc [2]. Nghién ciru cua
tac gid Kapp PA va cong su trén don thudc cla déi
tuong bénh nhan kham tai cac phong khdm cham
s6c ban dau & Nam Phi cho thay ty |é tuong tac
nghiém trong 1a 5,3% va twong tac chéng chi dinh
14 0,5% [3]. Ty & don thudc ngoai trd xuat hién TTT
tai Khoa kham bénh Bénh vién Bach Mai la 3,5% [4].
Hién nay, ngudn co s& dit liéu phuc vu tra clru tuong
tac thudc vo cling da dang va phong phu. Tuy nhién
viéc tra ciru TTT trong cac co s& dit liéu gap nhiéu
khé khadn do cac co s dir liéu thudng khéng déng
nhat trong viéc liét ké cic cap tuong tac va phan loai
murc d6 nghiém trong cta tuong tac [4], [5]. Chinh vi
thé viéc xay dwng mét danh muc cédc TTT can cha y
phl hop véi thue t& diéu tri tai mbi co' s& kham chita
bénh | rat can thiét va cé y nghia quan trong déi véi
can bd y té€ va bénh nhan. Mot s6 bénh vién d3 xay
dwng danh muc TTT c¢6 y nghia 1am sang nhu Bénh
vién Bach Mai, Bénh vién Ldo khoa Trung wong,
Bénh vién Truwdng Dai hoc Y - Dugc Hué...[4], [6].
Dé& gbp phan nang cao tinh an toan, hop ly trong st
dung thudc va giam thi€u nguy co xuat hién cac bién
cd bat lgi do TTT tai Phong kham Béc s gia dinh,
nghién clru dwoc ti€n hanh vai hai muc tiéu:

1. X4y dwng danh muc twong tdc thubc cé y
nghia Idm sang dua trén danh muc thuéc si dung
tai Phong kham Bdc sT gia dinh.

2. Khdo sdt thuee trang xuédt hién twong tdc thuéc
¢6 y nghia Idm sang trén don thuéc diéu trj ngoai tru
tai Phong kham Bdc sT gia dinh.

2.DOI TUQONG VA PHU'ONG PHAP NGHIEN CU'U

2.1. Béi twong nghién ciru

2.1.1. Muc tiéu 1: Danh muc thuéc st dung tai
phong khdam Bdc si gia dinh trong Quy IV nadm 2019

- Tiéu chuén lwa chon

+ Thudc thudc danh muc dwoc sir dung trong
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Quy IV nam 2019 tai Phong khdm Bac si gia dinh.

+ Thu6c sir dung dudng udng.

- Tiéu chuén loagi trer

Thuéc cé ngudn gbc duoc lidu, thudc bd sung
nwéc va dién gidi, vitamin va khodng chat.

2.1.2. Muc tiéu 2:

Pon thudc cta bénh nhan dén kham va diéu tri
ngoai tru

- Pon thudc diéu tri ngoai trd cda bénh nhan
dén kham tai Phong kham B4c si gia dinh tir ngay
01/10/2019 dén ngay 31/12/2019 dugc lwu trir tai
b6 phan Dugc.

- Pon thudc cé it nhat 2 thudc thda man cac tiéu
chun duogc quy dinh & muc 2.1.1.

Lwu y: Bénh nhén cé trén 2 don thuéc duoc cap
phat cung thoi diém thi gbp tat cd cdc don thudc
thanh 1 don thudc.

2.2. Phuwong phap nghién ctru

- Thiét k& nghién ctru: Nghién ctru md ta cét
ngang.

- Phuong phép tién hanh:

+ Xay dwng danh muc tuwong tac thudc cd y nghia
Id&m sang dwa trén danh muc thuéc s dung tai
Phong kham Bdac si gia dinh.

Dwa trén danh muc thudc duwoc st dung tai
Phong kham Bac si gia dinh trong thoi gian tir
01/10/2019 dén ngay 31/12/2019 loai trir cac thuéc
c6 ngudn gdc duoc lidu, thudc bé sung nwdc va dién
giai, vitamin va khoang chat.

Khdo sat cdc TTT cd thé xay ra dya trén cdc ngudn
co s& dir liéu (CSDL): Stockley’s Drug Interactions,
Drug Interaction Checker clla Medscape, Lexicomp
Drug Interactions clia Uptodate va Twong tac thudc
va chu y khi chi dinh. Day la cac co s& dit liéu uy tin
duoc khuyén céo st dung va cé san tai Phong kham
B4c si gia dinh & thoi diém thyc hién nghién ctu
[71,18].

Xac dinh cac cap TTT c6 YNLS theo dinh nghia
clia Co quan quan ly Dugc phdm Chau Au. Theo d6,
mot TTT dwoc coi la cé YNLS khi “twong tac lam thay
ddi hiéu qua diéu tri/doc tinh cla thudc can hiéu
chinh liédu, tdng cuwdng gidm sat bénh nhan hoac
tham chi chéng chi dinh khéng phéi hop” [9]. Dwa
trén dinh nghia nay va hé théng phan loai mirc do
nang cla TTT trong cac CSDL, cac cap TTT cé YNLS
duoc xac dinh theo bang quy wdc sau:
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Bang 1. Bang quy wéc phan nhdm mirc d6 tuong tac thude cé y nghia Idm sang
trong céc co so dit liéu

STT Tén CSDL Murc d6 TTT c6 YNLS
) ) Chéng chi dinh
1 Lexicomp Drug Interactions R . e s
Can nhac diéu chinh
) Chéng chi dinh
2 Stockley’s Drug Interactions o
Nghiém trong
) Ché&ng chi dinh
3 Drug Interaction Checker N
Nghiém trong
] L Ph6i hop nguy hi€ém
4 Tuwong tac thudc va chu y khi chi dinh

Can nhic loi ich/nguy co

Lua chon TTT c6 YNLS va c6 sy déng thuan béi tir
2 co s di liéu trd |én.

+ Khdo sdt thuc trang xuédt hién twong tdc thube
c6 y nghia I6m sang trén don thubc diéu tri ngoai tru
tai Phong kham Bdc sT gia dinh.

TAt ca céc don thudc diéu tri ngoai trd trong thoi
gian tir ngay 01/10/2019 dén ngay 31/12/2019 duoc
ra soat dé kiém tra sy xuat hién cac twong tac thudc
nam trong danh sach tuong tac thudc cé YNLS d3
dugc xay dwng. Chi tiéu danh gid I1a s& don thubc
xuat hién twong tac, cac cap TTT gdp trong mau
nghién clru, tan suat xuat hién cac TTT va cac yéu t6
lien quan dén kha ndng xay ra TTT.

2.3. Xir Iy s8 lidu

D lidu dwoc thu thap va x ly bang phan mém
Excel 2016 va SPSS 20.0. Sy khac biét giita cac nhom
dac diém (gidi tinh, tudi, s6 lvgng bénh dugc chan
doén, s6 lugng thudc trong don) vé kha ndng xay
ra twong tac thudc dwoc ti€n hanh bang kiém dinh

Chi-square hodc Fisher’s exact. Gid tri dugc coi la ¢
y nghta théng ké khi p < 0,05.

3. KET QUA

3.1. Xay dwng danh muc twong tac thuéc cé y
nghia 1dm sang dwa trén danh muc thudc st dung
tai Phong kham Bac si gia dinh

Danh muc gbm cé 52 hoat chat s&r dung tai
Phong kham Bac si gia dinh dwoc dua vao nghién
ciru. Nhém nghién ctru lan lwot tra clru cac
tuwong tac thudc cé thé xdy ra cla 52 hoat chat
dua trén cac CSDL: Lexicomp Drug Interactions
cla Uptodate, Stockley’s Drug Interactions, Drug
Interaction Checker cia Medscape va Tuong tac
thuéc va cha y khi chi dinh. K&t qua thu duoc téng
cdng 189 cap tuong tac thudc, trong d6 cé 14 cap
twong tac thudc c6 YNLS duoc ddng thuan béi tir
2 dén 4 CSDL. Danh sach céac cdp twong tac duwoc
trinh bay trong Bang 2.

Bang 2. Danh sich 14 cdp twong tac thudc cé y nghia Idm sang

Cap twong tac Mtre do
STT ap BTong Hau qua va co’ ché Bién phap xur tri déng
thuoc A
thuan
1 Antacid (Magnesi Thuéc khang acid Iam giam sinh  Tranh st dung déng thoi 2 2/4
hydroxyd, Nhém kha dung cua prednisolon thuéc, cach nhau t8i thiéu
hydroxyd) + 2 gio
Prednisolon
2 Antacid (Magnesi Thudc khang acid lam gidam hdp  Tranh st dung d6ng thoi 2 3/4
hydroxyd, Nhém thu doxyciclin, gidm hiéu qua thudc, cach nhau t6i thiéu
hydroxyd) + 2 gio
Doxycyclin
3 Antacid (Magnesi Thuéc khang acid cé thé 1am Nén dung gabapentin it 2/4

hydroxyd, Nhdm
hydroxyd) +
Gabapentin

giam néng dé gabapentin trong
huyét thanh, giam hiéu qua

nhat 2 gi& sau khi dung
thudc khang acid
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Cap twong tac Murc 4o
STT P .,g Hau qua va co’ ché Bién phap xu tri déng
thuoc A
thuan
4 Antacid (Magnesi Thudc khang acid lam giam hdp Tranh sit dung doéng thoi 2 2/4
hydroxyd, Nhédm thu sulpirid, gidm hiéu qua thudc, cach nhau t8i thiéu
hydroxyd) + Sulpirid 2 givy
5  Antacid (Magnesi Thuéc khang acid 1am gidm hap Levofloxacin nén duogc dung 2/4
hydroxyd, Nhém thu quinolon, gidam hiéu qua it nhat 2 gi®r trudc hodc sau
hydroxyd) khi dung thudc khéang acid.
+ Quinolon Ciprofloxacin nén duoc
(Levofloxacin, dung it nhat 2 gid trudc
Ciprofloxacin) hodc 6 gio sau khi dung
thuéc khang acid.
6  Cefuroxim + PPls Cac thudc e ché bom proton Chéng chi dinh phdi hop, 2/4
(Omeprazol, (PPIs) lam gidm SKD cda thaythudc
Pantoprazol, cefuroxim do giam hap thu
Rabeprazol)
7  Clarithromycin + Clarithromycin rc ch& CYP3A4, Nifedipin nén bat dau & liéu 2/4
Nifedipin lam ting ndng do nifedipin trong thap nhat, giam sat chit ché
mau, nguy co ha huyét ap, tang
kali m&u, phu né
8 Clarithromycin + Tang ndng dd atorvastatin, tang Liéu atorvastatin khéng qua 4/4
Atorvastatin nguy co tiéu co van 20 mg/ngay, theo ddi chat
ché
9  Clarithromycin + Tang néng do simvastatin, ting Chdng chi dinh phéi hop 4/4
Simvastatin nguy co tiéu co van
10  Colchicin + Khdng Azithromycin (rc ch€ CYP3A4 va Giam liéu colchicin, theo d&i 3/4
sinh Macrolid P-glycoprotein (P-gp) c6 thé [am ch3t ché
(Azithromycin. tdng ndng d6 colchicin trong
Clarithromycin) mau va mo
11  Colchicin + Digoxin  Digoxin va colchicin canh tranh Gidam sat chat ché tac dung 2/4
chat van chuyén P-gp lam tdng phu cla 2 thudc
néng dé 2 thudc trong mau, tang
nguy co nhiém doc thudc, tiéu
covan
12 Digoxin + Khang Clarithromycin (rc ch& P-gp, Giam liéu digoxin, giam sat 2/4
sinh Macrolid lam t3ng ndng do6 digoxin trong chat ché
(Azithromycin, mau, nguy co xuat hién qua liéu
Clarithromycin) digoxin
13 Prednisolon + Prednisolon c6 nguy co gdy Theo d&i dudng huyét cla 2/4
Metformin tang dudng huyét, 1am anh bénh nhan, diéu chinh liéu
huwéng dén hiéu qua diéu tri cla metformin
metformin
14  Simvastatin + Amlodipin rc ch& enzyme chuyén Liéu simvastatin khong qua 3/4

Amlodipin

hdéa CYP3A4 cla simvastatin lam
tdng ndng dd simvastatin, ting
nguy co tiéu co van

20 mg/ngay, theo ddi chat
ché

| 80

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - S6 6, tép 11/2021

3.2. Khao sat thyc trang xuat hién twong tac thudc cé y nghia 1am sang trén do'n thudc diéu tri ngoai tra
3.2.1. Bédc diém bénh nhén trong méu nghién ctru
Bang 3. Pic diém cla bénh nhan trong mau nghién ctru

~ ~ 2 ’s o,
Dic diém (n = 3208) Solrotké  Tylé (%)

don (n)
Nam 1136 35,4
Gidi tinh
NTr 2072 64,6
<18 79 2,5
. 18-59 2380 74,3
Tuoi
> 60 749 23,2
Trung binh (SD) 42,6 (18,7)
1 971 30,3
Bénhdwge 23 1919 59,8
chan doan >3 318 9,9
Trung binh (SD) 2,1(0,8)
Bénh hé ho hap 1109 16,2
Bénh hé co, xwong, khép va mé lién két 1073 15,7
Bénh hé tiéu hoa 992 14,5
. L Bé&nh noi tiét, dinh dwdng va chuyén hoa 922 13,5
Phan loai bénh .
theo m3 ICD-10 Bénh hé tuan hoan 754 11,0
Cac triéu chirng va bat thudong vé 1am sang, can |am sang
N ,\ o 648 9,5
khong phan loai noi khac
Bé&nh nhiém trung va ky sinh trung 232 3,4
Khac 1110 16,2

Nhdan xét: Nir gidi chiém khoadng 2/3 déi tugng bénh nhan nghién ctru. Tudi trung binh cia mau nghién
ctru 13 42,6 tudi, trong d6 phan I&n bénh nhan thudc nhém tudi 18-59 tudi, chiém 74,3%. B&nh nhan trong
nhém nghién ctru dwoc chan dodn mac trung binh 2,1 bénh. Dya trén phan loai bénh theo m3 ICD-10, 5
nhém bénh ch yéu clda bénh nhan 1a bénh hé hé hdp (16,2%), bénh hé co, xuwong, khdp va mé lién két
(15,7%), bénh hé tiéu hda (14,5%), bénh hé ndi tiét, dinh dudng va chuyén hda (13,5%) va bénh hé tuan
hoan (11,0%).

3.2.2. Bdc diém vé thuéc duoc ké trong mdu nghién ctru

Bang 4. Dic diém vé thudc duoc ké don trong mau nghién ctru

o g _ S6 lwot ké -
Dic diém (n=9053) don (n) Ty 1€ (%)

S6 thudc trong don
Trung binh (SD) 2,8(0,9)
it nhat - Nhiéu nhat 2-8
Nhém thuéc dwoc ké
Thudc gidm dau, ha sét; chéng viém khéng steroid; thudc diéu trj gout va cac

N , 2537 28,0
bénh xuong khép
Thudc diéu tri ky sinh trung, chéng nhiém khuan 1557 17,2
Hormon va céc thudc tac ddng vao hé noi tiét 1251 13,8
Thudc tim mach 692 7,6
Thudc duwong tiéu hda 690 7,6
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Thudc chdng di (rng va dung trong cac trudng hop qua man 631 7,0
Khodng chat va vitamin 602 6,6
Thudc chéng réi loan tdm than va thudc tac déng 1én hé than kinh 432 4,8
Thuéc tac dung I1&n duwdng hé hap 150 1,7
Thudc chéng co giat, chéng dong kinh 126 1,4
Khac 385 4,3

Nhdn xét: Trong 3208 don thudc ngoai trd dwoc thu thap vao nghién clru, cé téng cong 9053 lwot thudc
duoc ké don. S6 thudc trung binh trong 1 don 1a 2,8 (0,9) thudc. Trong s6 dé 5 nhédm thudc duwoc ké nhiéu
nhat |a nhém thudc giam dau, ha sét, chdng viém khdng steroid, thudc diéu trj gout va cac bénh xuong khép
(28,0%), nhém thudc diéu trj ky sinh trung, chdng nhiém khuan (17,2%), nhém hormon va céc thudc tac dong
vao hé noi tiét (13,8%), nhdm thudc tim mach (7,6%), va nhdm thuéc dudng tiéu hda (7,6%).

3.2.3. Ddc diém twong tdc thuéc co y nghia Idm sang xdy ra trong don thuéc

Simvastatin + Amlodipin
O Prednisolon + Metformin

&1 Cefuroxim + Pantoprazol

Bi€u dd 1. Bic diém twong tac thudc cé YNLS xay ra trong don thudc

Nhan xét: Trong 3208 don thudc dwoc khdo sat cd 22 don thudc xay ra tuong tac cd YNLS chiém ti 1é
0,7%. Tat ca céc don thudc xay ra twong tac déu co 1 cdp twong tac thuéc dugce ghi nhan. Cip tuwong tac
thuSc xuat hién véi tan suat nhiéu nhat |a thuéc amlodipin va simvastatin (77,3%) ti€p theo |a prednisolone
va metformin (18,2%).

3.2.4. Mét sé yéu té lién quan dén kha néding xdy ra twong tdc thuéc cé y nghia lém sang
Bang 5. Mot sé yéu td lién quan dén kha ndng xay ra twong tac thudc

c6 y nghia lam sang (n=3208)

Cacyéu td

Twong tac thudc trong don

C6 (n=22) Khéng (n=3186) OR (95% ClI) P
S6 lvong Ty lé S6 lwong Ty lé
Nam 9 40,9 1127 35,4 0.79
Giéi tinh 034186 0,751
N 13 591 2059 64,6 (0,34-1,86)
; <60 11 50,0 2448 76,8 332
Tudi 1 4?: 767 0,007
> 60 11 50,0 738 23,2 (1,43-7,67)
S6 lwgng <3 15 68,2 2875 90,2 431
bénh duoc 1 75’_10 7) 0,002
chan doan >3 7 31,8 311 9,8 ’ ’
S8 lwong <4 12 54,5 2559 80,3 3,40 0.006
thudc >4 10 455 627 19,7 (1,46-7,91) ’
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Nhén xét: Do tudi cla bénh nhan tir 60 tudi trd
lén (OR = 3,32 [95% Cl 1,43-7,67]), s6 lwong bénh
dugc chan doédn nhiéu hon 3 bénh (OR = 4,31 [95%
Cl 1,75-10,7]), s6 lwong thudc trong don tir 4 thudc
tr& 1én (OR = 3,40 [95% CI 1,46-7,91]) duoc ghi nhan
cé6 lién quan dén kha nang xay ra twong tac thudc vdi
p < 0,01. D6 tudi clia bénh nhan cang cao, s6 lugng
bénh dugc chan doén va s6 lugng thudc st dung
cang nhiéu thi nguy co xady ra twong tac thudc cang
cao. Gigi tinh clia bénh nhan khéng cé méi lién quan
dén kha nang xay ra tuwong tac thudc (p = 0,751).

4. BAN LUAN

4.1. Vé xay dwng danh muc twong tac thudc cé
y nghia 1dm sang dwa trén danh muc thudc st dung
tai Phong kham Bac si gia dinh

Cac co s& dir liéu bao gdbm phan mém dién tl
va sach tra cru tuong tac thudc déng vai trd quan
trong trong viéc phat hién va quan ly tuong tac
thudc. Tuy nhién, sy khong déng thuan gilta céc co
s& dit liéu trong viéc phat hién va phan loai mic
d6 tuong tac gay kho khan trong qua trinh tra ctru
tuong tac thudc [4], [5]. Piéu nay kién cdc cdn bd y
t&€ mat nhiéu thoi gian tra ciru cac co s& dir liéu khic
nhau va khéng phu hop véi yéu ciu can xtr ly théng
tin nhanh chéng trén thyc t& diéu tri. Vi vy viéc xdy
dywng mdt danh muc tuong tac thude can chia y trén
thyc hanh 1am sang 13 rat can thiét d&i véi moi co s&
y t€. Nghién cru nay s dung bén co s& di liéu gobm
Lexicomp Drug Interactions cla Uptodate, Stock-
ley’s Drug Interactions, Drug Interaction Checker clia
Medscape va Tuong tac thudc va chu y khi chi dinh,
day la cac co s dit liéu uy tin, duoc st dung rong rai
va c6 san tai Phong kham Bac si gia dinh & thoi diém
thye hién nghién ctru [7], [8].

Danh muc 14 c3p twong tac thudc cd y nghia lam
sang duoc nhdm nghién ctru xay dwng cd lién quan
dén 20 thuéc, chd yéu l1a nhdm thudc khang sinh,
thudc khang acid, ha lipid mau va thudc (rc ché bom
proton. Trong dé clarithromycin va thudc khang
acid 13 hai thuéc lién quan dén nhiéu cdp twong tac
nhat, ca 2 thuéc déu xuat hién trong 5 cdp tuong
tac (chiém 35,7%). Clarithromycin |13 chat rc ché CY-
P3A4 dong thoi con e ché P-glycoprotein dan dén
nguy co cao xay ra tuwong tac véi cac thude khac. Cac
tuong tac nay thudng lam tang néng d6 cha thudc
dung phdi hop véi clarithromycin dan dén ting nguy
co doc tinh. [10]. DP8i véi thubc khang acid khi dung
dong thoi véi cac thudc khac thudng 1am giam sy
hap thu, lam gidm hiéu qua diéu tri. Cac kim loai
da hda tri nhu Al, Mg...cé thé tao phirc chelat 1am
giam hap thu cac thuéc nhém tetracyclin va quino-
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lon. Cac thudc khang acid (nhdm hydroxyd, magnesi
hydroxyd) dd duoc bdo cdo lam giam sinh kha dung
cla doxycyclin (80%), ciprofloxacin (87%) va levo-
floxacin (45%) [11].

Danh sach céc cdp tuong tac thudc gbm cé 13
twong tac duogc dong hoc va 1 twong tac duoc lyc
hoc. Trong nhéom tuong tac duoc dong hoc co 6
cap tuong tac trén qua trinh hap thu, 7 cap tuong
tac trén quad trinh chuyén héa va khéng cé cip nao
tuwong tac trén qud trinh phan bd va thai trir. Hau
qua cla tuong tac thudc xay ra trong quad trinh hap
thu chd yéu lién quan dén nhdm khéng acid. Co ché
tao phtrc chelat lam gidm hap thu cdc thudc dung
ph&i hop, nhitng tuwong tac nay cé thé tranh duoc
khi st dung céc thuSc nay cach nhau khoang 2 -6
gi®r. P vai cac twong tac thudc xay ra trén qua trinh
chuyén hoa chi yéu lién quan dén enzyme CYP3A4
thudc nhém enzyme CYP P450 la enzyme chiju trach
nhiém chuyé&n héa phan I&n céc thudc [12]. Simvas-
tatin va atorvastatin 13 hai thuéc dwoc chuyén hda
b&i enzyme CYP3A4, do vay viéc sit dung déng thoi
mot chat (rc ché CYP3A4 nhu khang sinh macrolid,
amlodipine... ¢ thé& lam ting ndng do statin trong
huyét thanh, tdng nguy co xay ra cidc phan &ng cé
hai nhw bénh vé co, tiéu co van. Atorvastatin duoc
chuyén héa bdi CYP3A4 thanh mét chat cd hoat
tinh yéu hon simvastatin. Mdc du khéng c6 chéng
chi dinh st dung céc thuéc rc ché CYP3A4 véi ator-
vastatin nhwng cling nén tranh phdi hop nay néu
c6 thé. Chuyén hda qua CYP3A4 khéng phai la con
dudng chuyén hda chinh cla fluvastatin, pravasta-
tin va rosuvastatin nén c6 thé can nhac st dung cac
thudc nay cho bénh nhan dwoc diéu tri lau dai bang
statin va can st dung céc thuéc cé kha nang trc ché
CYP3A4 [13].

Danh muc gdm 14 cdp TTT cé YNLS tai Phong
kham Bac si gia dinh duwoc xay dung it hon so vdi
nghién cru cla tac gia Nguyén Thj HUé (74 cép TTT)
do s6 lugng cac hoat chat dugce st dung tai Khoa
khdm bénh, Bénh vién Bach Mai |én t&i gan 700 hoat
chat cao hon déng ké so vai s6 lvgng hoat chat dugc
ké trong mau nghién cru. Danh muc TTT tai Bénh
vién Bach Mai dwoc xay dyng vira dya trén dit liéu y
van 1an khao sat thuc té don thudc tai Bénh vién con
danh muc 14 cap TTT trong nghién cru nay dwgc xay
dung dua trén ly thuyét con trén thyc té diéu trj chi
xac dinh c6 3 cap TTT ¢ YNLS xay ra trong thoi gian
nghién ctru. Tuy nhién mét sé cdp TTT c¢d YNLS nhu
digoxin - clarithromycin, quinolon - antacid, khang
sinh macrolide - simvastatin/atorvastatin, colchicine
- khang sinh macrolid , simvastatin - amlodipin ciing
twong tu nhau gilta hai nghién ctru [4].
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4.2, Vé thuyc trang xuat hién twong tac thudc ¢
y nghia lam sang trén don thudc diéu tri ngoai tra

4.2.1. Vi déc diém bénh nhén trong mGu nghién ciu

Trong mau nghién cttu, bénh nhan nit chiém
ty & 64,6% cao hon so v&i bénh nhan nam 35,4%.
Tu6i trung binh cla bénh nhan 1a 42,6 tudi. K&t qua
nay khd tuong dong véi nghién clu cla Nguyén
Thi Hué tai Bénh vién Bach Mai va nghién ctu
cha Kapp PA tai cac phong kham cham séc sirc
khée ban dau & Nam Phi [3], [4]. S6 luvgng bénh
dugc chan doan trung binh 13 2,1 bénh. K&t qua
nay cling twong ty nghién ciru cia Neto PR vd&i
s& lvong bénh trung binh duoc chan doan ctia moi
bénh nhan la 1,6 bénh [14].

Phan b& nhom bénh kha da dang chld yéu 13
nhém bénh théng thuwdng hodc la cac bénh Iy man
tinh can theo ddi diéu tri lién tuc va lau dai. Pay cling
la nhém bénh thuwdng gép trong tuyén cham séc sirc
khoe ban dau. Nhdm bénh hé hé hap chiém 16,2%
nhu viém xoang, nhiém trung dudng hod hap, bénh
phdi tdc nghén man tinh, hen phé quan; tiép theo la
bénh hé co, xwong, khép va mé lién két (15,7%) nhu
viém khdp, thodi hda cdt séng, gout, lodng xuwong;
nhém bénh hé tiéu hda (14,5%) nhu viém loét da
day, ta trang; nhdm bénh ndi tiét, dinh dudng va
chuy&n hod (13,5%) nhu dai thao duwong, cudng
giap, suy gidp va nhdm bénh hé tudn hoan (11,0%)
nhu tidng huyét ap, xo vita ddng mach, réi loan nhip
tim.

4.2.2. Vé ddc diém cdc thuéc dwoc ké trong
mdéu nghién ciru

Trong 3208 don thuéc cd téng cong 9053
lwot thude dugc ké vai s6 thubce trung binh trong
mét don 1a 2,8 thudc. S6 lwgng thudc trung binh
trong mot don tai Phong kham twong ty nghién
clru cha Neto PR [14] nhung thdp hon so vdi s6
lwong thudc trung binh duwoc ké tai cac bénh vién
nhu Khoa kham bénh ngoai trd Bénh vién Bach
Mai (3,8) [4], Bénh vién Truwong Dai hoc Y- Duoc
Hué& (4,2) [6]. Piéu nay cé thé duwoc giai thich do
ddi twong bénh nhan tai cac bénh vién chl yéu la
bénh ning, man tinh hodc méic ddng thoi nhiéu
bénh, do d6 s6 lwgng thudc trung binh trong don
thudc thudng nhiéu hon tai cdc co s& kham chira
bénh ban dau. Cac nhém thudéc trong nghién ctru
duoc ké nhiéu nhat 13 thubc gidm dau, ha sét,
chéng viém khéng steroid, thuéc diéu trj gout va
cac bénh xuwong khdp (28,0%), thudc diéu tri ky
sinh trung, chéng nhiém khuan (17,2%), hormon
va cac thudc tdc déng vao hé ndi tiét (13,8%),
thudc tim mach (7,6%), va thuéc dudng tiéu hoa
(7,6%).

I 84 JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836

4.2.3. Vé ddc diém twong tdc thubc cé y nghia
Iédm sang xdy ra trong don thuéc

Két qua ra sodt tuwong tac trén 3208 don ngoai
trd, s& don xuat hién twong tac trong danh sach da
xay dwng |1a 22 don, chiém ti 1& 0,7%. Ty |é xuat hién
tuwong tac trong nghién ciru nay thadp hon nghién
ctru tai Khoa kham bénh, bénh vién Bach Mai (3,5%)
[4], nghién ctru cla tac gid Kapp PA (5,8%) [3]. Diéu
nay cé thé duoc giai thich do s6 lvgng danh muc
thudc st dung va s6 luong thudc trung binh mdi
don trong nghién cru thap hon nghién clru tai bénh
vién Bach Mai va nghién ctru tai Nam Phi do d6 tan
suat xay ra TTT trong nghién ctru thap hon.

Cap twong tac chiém ty |& nhiéu nhat 13 amlodip-
ine va simvastatin vdi 77,3%. Co ché xay ra la do am-
lodipine (rc ché enzyme CYP3A4, |a enzym chiu trach
nhiém chuyén hda simvastatin, dan dén lam ting
néng dé trong huyét thanh cda simvastatin va lam
tang nguy co mac cac bénh vé co do statin. Hiép hdi
tim mach Hoa Ky d3 dwa ra khuyén cdo gidi han liéu
t6i da clia simvastatin |a 20 mg/ngay néu dung déng
thoi véi amlodipine [15]. Fluvastatin, pravastatin va
rosuvastatin cé thé 13 nhirng lwa chon an toan hon
& nhitng bénh nhan dung amlodipine vi céc thudc
nay khoéng bi chuyén hda bai enzyme CYP3A4. Cip
tuong tac tiép theo gdp trong nghién ctru la prednis-
olon va metformin chiém ty 1& 18,2%. Prednisolon |a
mot thudc cé kha ndng gdy tang duwdng huyét, viéc
st dung thudc nay cé thé Iam gidm hiéu qua cla
metformin dan dén ting dwong huyét hodc mat kha
ndng kiém soat bénh dai thao dudng va cé thé can
phai tang liéu metformin. Twong tac gitta cefurox-
ime va pantoprazole xuat hién trong mét don thuéc,
chiém ty 1& 4,5%. Thudc (rc ché bom proton co thé
lam gidm ndng dd acid trong da day dan dén lam
giam hap thu, gidm sinh kha dung cta cefuroxime do
dé nén tranh st dung déng thoi thuée cefuroxime
va thudc trc ché bom proton.

4.2.4. Vé mét sé yéu té lién quan dén kha néing
Xdy ra twong tdc thudc cé y nghia Iém sang

Cac yéu té cd lién quan dén nguy co xay ra tuwong
tac thudc dwoc lya chon dua trén nhitng nghién ciru
tuwong tu trwdc day [3], [16]. K&t qua nghién clru
cho thdy cdc y&u t6 d6 tudi cia bénh nhan, s6 lugng
bénh dugc chin doan, s& lwong thudc trong don
cé lién quan dén kha nang xay ra twong tac thudc.
Két qua nay cling twong déng vdi nhiéu nghién clru
khac. Nghién ctru cda Lin CF cho thdy nguy co xay
ra twong tac thudc tang I&n theo tudi bénh nhan
(p<0,001) [17]. Theo nghién clru trong hé thdng
chdm sdc stre khoe ban d4u tai Brazil, sé lwgng bénh
dugc chan dodn va sb lugng thudc dugce sir dung cé



lién quan vdi bién cd twong tac thudc trong ca phan
tich don bién va da bién (p<0,001) [14]. Nghién ciru
cla Kapp PA va Andersson ML cling cho thay nguy co
xay ra twong tac thuéc ting Ién vdi s6 lwong thudc
bénh nhan sir dung [3], [16].

5. KET LUAN

Nghién ctru da xay dwng dugc danh sach 14
c3p tuwong tac thudc cé y nghia 1dAm sang. Danh
muc nay cé thé duwoc thiét k& thanh bang canh
bdo dén tai cdc phong kham ngoai tru, dong thoi
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tich hop vao phan mém hd tro ké don tai Phong
kham. Bén canh dd, nghién ctru da phat hién duoc
mét sd cac tuwong tac khuyén cdo khéng phéi hop,
can tdng cwdng hoat déng dugc |am sang dé gidm
thiéu cdc twong tdc xuat hién khi k& don. Ngoai
ra dugc si duwoc |1dm sang cé thé dinh ky cap nhat
cdc cip twong tac trong danh muc dé phu hop vaéi
thay dé&i trong thwc hanh IAm sang cling nhu cap
nhat cdc théng tin canh bdo twong tac thuéc dé
phong trdnh cac twong tac thudc bat lgi xay ra gép
phan nang cao hiéu qua diéu tri.
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