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KHAO SAT CAC TUO'NG TAC THUOC TRONG PO'N THUOC PIEU TR|
NGOAI TRU TAI BENH VIEN TRUONG PAI HOC Y DUQOC HUE

VG Thi Héng Phuo'ng, Nguyén Thij Hién
Khoa Duorc, Trwwdrng Bai hoc Y Duroc Hué

Tém tat

it van d@: Viéc phéi hop thudc trong diéu tri 1a khdng thé tranh khdi, nhat |3 trong tinh trang da bénh ly,
da triéu chirng. D6 chinh 13 nguyén nhan lam cho twong tac thubc bat loi dé xay ra. Muc tiéu: (1) Xac dinh céac
tuong tac thudc cé y nghia |ldm sang xay ra trong don thudc didu tri ngoai trd tai Bénh vién Trudng Dai hoc
Y Dwoc Hué, (2) Xay dung huwéng dan quan ly cac twong tac thudc cd y nghia |am sang tai Bénh vién Truong
Pai hoc Y Dugc Hué. Phuwong phap va déi twong nghién ciru: 5338 don thudc diéu tri ngoai tru luu trit tai
Khoa Dugc - Bénh vién Trudng Pai hoc Y Dwoc Hué tir ngay 01/10/2017 dén ngay 31/10/2017, nghién ciru
mo ta cat ngang. K&t qua va két luan: Xac dinh dwoc 20 cép twong tac thudc cd y nghia 1am sang va xay dung
hwdng din quan ly cho tirng cip twong tac. Ty 1é don thudc xuat hién twong tac thudc cé y nghia 1am sang
la 6,7%. Cap tuong tac thubc xuat hién véi tan suat nhiéu nhat 1a clopidogrel va thudc rc ché bom proton
(1,59%). D6 tubi clia bénh nhan cang cao, s6 lvgng thudc sir dung cang nhiéu thi nguy co xay ra twong tac
thu6c cang cao (p < 0,05).

Tir khéa: phéi hop thuéc, twong tdc thudc, y nghia Idm sang, don thudc, ngoai tru.
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ASSESSMENT OF DRUG INTERACTIONS IN OUTPATIENT
PRESCRIPTIONS IN HUE UNIVERSITY OF
MEDICINE AND PHARMACY HOSPITAL

Vo Thi Hong Phuong, Nguyen Thi Hien
Faculty of Pharmacy, Hue University of Medicine and Pharmacy

Background: The combination of drugs in treatment is inevitable, especially in multiple diseases and
multiple symptoms. This is the leading cause of occurrence of drug - drug interactions. Objectives: (1) To
identify clinically significant drug interactions in outpatient prescriptions in Hue University of Medicine
and Pharmacy Hospital, (2) To build a management guideline of clinically significant drug interactions in
Hue University of Medicine and Pharmacy Hospital. Materials and methods: 5338 outpatient prescriptions
were collected from Pharmacy Faculty — Hue University of Medicine and Pharmacy Hospital from 1% to 31*
October 2017, using cross-sectional descriptive study method. Results and Conclusion: The list of 20 clinically
significant drug interaction pairs was identified and a management guideline for each interacting pair was
built. The prevalence of prescriptions with drug interactions was 6.7%. The most commonly identified drug
interaction pair was clopidogrel and proton pump inhibitor (1.59%). The occurrence of drug interactions
increased with increase in the age of patients and the number of drugs prescribed (p < 0.05).

Key words: combination of drugs, drug interaction, clinically significant, prescription, outpatient.

1. DAT VAN BE

Viéc phdi hgp thudc trong diéu tri 1a khéng
thé tranh khdi, nhat 1a trong tinh trang da bénh ly,
da triéu chirng. B6 chinh la nguyén nhan lam cho
twong tac thudc (TTT) bat lgi dé xay ra. Ty |& twong
tac ting theo cip s6 nhan vdi s lugng thudc phéi
hop va twong tac thudce 1a mét trong nhitng nguyén

nhan quan trong gy ra ciac phan rng cé hai cla
thudc [2]. Hau qua cla tuong tac thudc anh huéng
dén chat lwgng diéu tri va sirc khode cla ngudi bénh,
tham chi c6 thé dan dén tlr vong. Xuat phét tir thuc
t& cdc van dé ma tuong tac thudc cd thé gay ra cling
nhu yéu cau trién khai hoat déng Duoc 1am sang tai
bénh vién, ching téi tién hanh dé tai: “Khdo sdt cdc
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twong tdc thuéc trong don thuéc diéu tri ngoai tri
tai Bénh vién Trwdrng Dai hoc Y Dwoc Hué” vdi cac
muc tiéu:

1. Xdc dinh cdc twong tdc thubc ¢é y nghia I6m
sang x@y ra trong don thubc diéu tri ngoai tru tai
Bénh vién Truong Dai hoc Y Dugc HUé.

2. Xdy dwng hwdng dan qudn ly cdc twong tdc
thuéc cé y nghia Iédm sdang tai Bénh vién Trwong Dai
hoc Y Dugc Hué.

2. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Bai twong nghién ciru

2.1.1. Don thuéc diéu tri ngoai tru

e Tiéu chudn lya chon: Don thubc diéu tri ngoai
trd lwu trir tai Khoa Duoc - Bénh vién Truwong Dai
hoc Y Duwoc Hué trong thoi gian tir 01/10/2017 dén
31/10/2017.

e Tiéu chudn logi trir: Bon thudc s dung nho
hon 2 thudc thda man céc tiéu chuén dwoc quy dinh
& muc 2.1.2.

Luu y: Bénh nhan cé trén 2 don thudc duoc cap
phat trong cung mot ngay thi gbp tat cd cac don
thuéc lai thanh 1 don thudc.

2.1.2. Thuéc dwoc ké trong don thuéc diéu tri
ngoai tru

e Tiéu chuén lwa chon: Thudc cé tdc dung toan
than.

e Tiéu chudn logi trir: ThuSc c6 ngudn goc tir
duwoc liéu, men vi sinh, dung dich bu nudc va dién
giai (oresol).

Lwu y: B6i vdi cac thude & dang phdi hop, tach
riéng tirng thanh phan hoat chat va xem nhu 1a cac
thudc khac nhau. Trong cing mét don thuéc, néu 1
hoat chat c6 méat trong nhiéu hon 1 biét dugec thi chi
duoc tinh 1a 1 thuéc.

2.2. Phuong phap nghién ctru

2.2.1. Muc tiéu 1: Xac dinh cic twong tac thudc
¢6 y nghia Iam sang (YNLS) xdy ra trong don thudc
diéu tri ngoai tru tai Bénh vién Trwéng Pai hoc Y

Dwoc Hué

Phuong phap nghién ctru: nghién ctru mé ta cat
ngang, khéng can thiép. Panh gia twong tic thudc
bang cac co s& dir lieu (CSDL) tra clru twong téac
thudc.

2.2.1.1. Cdc co'sé dit lidu tra ctru trong tdc thubc

Trong nghién ctu nay, chdng téi s& dung 5
CSDL tra clru twong tac thudc: 1) Ban dién tlr cla
Phu luc 1 — Dwoc thu Qudc gia Anh 74 (BNF) [6], 2)
Ban dién tir cta Stockley’s Drug Interactions Pocket
Companion 2015 (SDI) [8], 3) Phdn mém tra clru
trwc tuyén Drug Interactions Checker cla Drugsite
Trust truy cap tai dia chi www.drugs.com (DRUG), 4)
Phan mém tra clru tryc tuyén Multi-Drug Interaction
Checker ciia Medscape LLC truy cép tai dia chi www.
medscape.com (MED), 5) Phdn mém tra clru truc
tuyén Micromedex 2.0 Mobile App (MM). Chiing téi
Iwa chon 5 CSDL trén bé&i vi day déu la cac CSDL tra
clru tuong tac thude duwoc st dung rong rii trén thé
gigi va tai Viet Nam. Dong thoi, 5 CSDL déu san cé
trong kha nang chung tdi cé thé truy cap duoc.

2.2.1.2. Phwong phdp dénh gid tuong tdc thubc
co y nghia Ildm sang

Bwdc 1: Quy wdc muc dé ddnh gid twong tdc
thuéc cé y nghia Idm sang & cdc CSDL va xdc dinh
tiéu chudn lwa chon cdc tuong tdc thuée c¢d y nghia
Idm sang.

Theo huéng dan cla Co quan Quan ly Dugc
pham chau Au (EMA), twong tac thudc cd y nghia
Iam sang |a twong tac thudc dan dén hiéu qud diéu
tri va/hodc doc tinh cia mét thudc bi thay déi toi
murc can hiéu chinh liéu ho3c c6 bién phép can thiép
y khoa khac [10]. Dya trén dinh nghia nay va hé
théng phan loai mirc dd ning cla tuong tac thudc
trong cac CSDL, ching tb6i quy wdc mirc d6 danh gia
tuong tac thudc cd y nghta |dm sang & cac CSDL nhw
sau:

Bang 2.1. Badng quy wdc mirc d6 ddnh gid twong tac thubc cd y nghia lam sang
& cac co s dit liéu

Tén CSDL DRUG MM MED SDI BNF
Mirc d6 twong | Nghiém trong | Chéng chi dinh | Chéng chi dinh | Dau X Bang
tac thudccé | Trung binh Nghiém trong Nghiém trong Dau ! Nghiém trong
YNLS Trung binh Theo ddi chat Trung binh
ché

Nguyén tic chung dé lwa chon TTT ¢ YNLS la cip
tuong tac thudc phai dwoc ghi nhan bdi tat cd cac
CSDL ma cap tuong tac dé cd mat.

Buwdrc 2: Xdc dinh cdc tuwrong tdc thudc cé y nghia
Idm sang xdy ra trong don thuéc diéu tri ngoai tru
tai Bénh vién Trirong Bai hoc Y Duoc Hué.

Dai véi mdi don thudc, tién hanh tra clru twong
tac thudc trong 5 CSDL va ghi nhan twong tac thudéc
cé YNLS theo quy uwéc & budc 1. K&t qua tra ctru
tuong tac thudc duoc ghi nhan vao phiéu khao sat

twong tac thudc cé y nghia Iam sang. Mbi cdp tuong
tac thubc cé YNLS duwoc ghi nhan bang mot phiéu
mo ta tuong tac thudc cd y nghia 1am sang.

2.2.2. Muc tiéu 2: Xay dung huwéng dan quan ly
cac twong tac thuéc cé y nghia 1am sang tai Bénh
vién Trwdng Pai hoc Y Duoc Hué

Téng hop hudng din quan ly cac twong tac thuée
tlr 5 CSDL va cap nhat cac khuyén cdo vé quan ly
twong tac thudc dé dwa ra hwéng dan quan ly cho
tirng cdp twong tac thudc cé YNLS xdy ra trong don
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thu6c diéu trj ngoai tru d3 xac dinh duoc. Xay dung
mdt hudng dan quan ly chi tiét, cu thé va cé kha
nang 4p dung vao thuc té diéu tri tai Bénh vién
Trudng Dai hoc Y Dugc Hué.

2.3. NGi dung nghién ctru

2.3.1. Muc tiéu 1:

2.3.1.1. Khédo sdt ddc diém cla bénh nhén va
tinh hinh st dung thuéc trong méu nghién ciru

Di3c diém cla bénh nhan (BN): Dc diém vé tudi,
gidi tinh va tinh trang bénh ly.

Dic diém vé tinh hinh sir dung thuéc: Dac diém
vé s6 thudc duoc ké don trong don thudc, dic diém
vé nhém thudc duoc ké don trong mau nghién ciru.

2.3.1.2. Xdc dinh cdc twong tdc thudc ¢ y nghia
lém sang xay ra trong don thuéc diéu tri ngoai tru
tai Bénh vién Truwong Pai hoc Y Dugc Hué

e Dic diém twong tac thudc cd y nghia 1am sang

M6 ta dic diém tuong tac thudc cé YNLS: SO
don thuéc xay ra tuwong tac thudc cé YNLS, ty 1& don
thudc xdy ra twong tic thudc cd YNLS, phdn nhém
don thudc theo s6 tuong tac thudc cd YNLS trong
don, t6ng s6 lugt tuwong tac thudc cd YNLS, s6 tuong
tac thudc cé YNLS trung binh trong mot don thuéc.

e Tdn sudt xudt hién cdc twong tdc thuéc cé y
nghia Idm sang

3. KET QUA

e Co’ ché va hdu quaé cia cdc twong tdc thudc cé
y nghia Iém sang

Dwa vao ngudn théng tin tir 5 CSDL tra clru
tuong tac thudce sir dung trong nghién clru, xac dinh
co ché va hau qud cla cac tuong tac thubc cé YNLS
d3 xac dinh. Phan loai cic twong tac thudc cé YNLS
theo co ché tuwong tac.

Phén tich sw dnh hwéng cia mét sé yéu té dén
kha néing xdy ra twong tdc thuéc cé y nghia Idm séing

Phan tich méi lién quan cla cac yéu té (gidi tinh,
tudi, s6 thudc trong don thudc) va kha ning xay ra
twong tac thudc cé YNLS bang kiém dinh Chi—square.

2.3.2. Muc tiéu 2: Xay dung bang hudng dan
quan ly cho tirng cap twong tac thubc c6 YNLS xay ra
trong don thudc diéu tri ngoai tri da xac dinh duoc
tai Bénh vién Trwong Pai hoc Y Dugc Hué.

2.4. Xtr ly s6 liéu: S6 liéu duoc lwu trir va xir ly
bang phan mém SPSS 20.0. Xac dinh gia tri trung binh
+ d6 léch chuan (SD) néu di liéu tuan theo phan bd
chuan. Trong trudng hop dit liéu khong tuan theo
phan bé chuan, xac dinh gia tri trung vi va t& phan vi.
Phan tich méi lién quan cla cac yéu t6 (gidi tinh, tudi,
s6 thudc trong don thuéc) va kha ndng xay ra twong
tac thudc cé YNLS bang kiém dinh Chi — square. Mirc
lién quan cé y nghia théng ké khi p < 0,05.

3.1. Pac diém cha bénh nhan va tinh hinh st dung thudc trong mau nghién ctru
Chung t6i chon dwoc 5338 don thudc clia 5338 BN dap (ng tiéu chudn d3 néu vao mau nghién ciru.
3.1.1. Bédc diém ctia bénh nhén trong méu nghién ciru

Bang 3.1. Phan b6 gidi tinh va nhdm tudi bénh nhan trong mau nghién ciru

Pic diém S6 bénh nhan Ty 1€ (%)
Nam 2534 47,5
Gigi tinh N 2804 52,5
Tong 5338 100,0
< 18 tudi 373 7,0
18 — 59 tudi 2329 43,6
> 60 tudi 2636 49,4
TuGi Téng 5338 100,0
Tudi thap nhat 1 (thang)
Tudi cao nhat 102
TuGi trung binh +SD 56,4+ 22,7

Nh@n xét: Ty |& bénh nhan nir trong mau nghién ctru 1 52,5%; ty |& bénh nhan nam 13 47,5%. D6 tudi trung
binh clia bénh nhan |3 56,4 + 22,7 v&i tudi thap nhat 13 1 thang tudi va cao nhat 13 102 tudi. Nhdm bénh nhan

> 60 tudi chiém ty |& cao nhat (49,4%).

Bang 3.2. Phan bo nhém bénh trong mau nghién ctru

Nhom bénh

S6 lwgt bénh

Ty 1€ (%)

Tim mach

3336

41,3
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Noi tiét 1232 15,2
Tiéu hda 602 7,4
H6 hap 597 7,4
Co xuong khép 493 6,1
Tiét niéu — Sinh duc 482 6,0
Than kinh 412 5,1
Bénh khac 931 11,5
Téng 8085 100,0

Nhan xét: Trong 8085 lugt bénh dwoc thu thap trong mau nghién ctru, nhém bénh tim mach chiém chd
yéu (41,3%), tiép theo 13 nhém bénh ndi tiét (15,2%), nhdm bénh tiéu héa (7,4%) va nhdm bénh hé hdp (7,4%).
3.1.2. Bdc diém vé tinh hinh si¥ dung thuéc trong mdu nghién ciu
Mau nghién ctru gdbm 5338 don thubc véi 22455 luot thude duoc ké don cy thé nhu sau:
Bang 3.3. D3c diém vé s6 thudc dugc ké don trong don thuéc

theopsl:‘a’alnu'r;:;nt‘hiz’: :r::gc don 55 don thuge TV 18 (%)
2 - 4 thuéc 3132 58,7
5 -7 thuéc 2029 38,0
8 - 12 thuéc 177 3,3
Tong 5338 100,0
S6 thudc trung binh/don thudc + SD 42 + 1,7

Nh@n xét: S6 thudc trung binh trong mét don thudc 13 4,2 + 1,7 véi thap nhat |a 2 thudc va cao nhat [a 12
thudc trong mot don. S8 don thudc cd 2 — 4 thubc chiém ty |1é cao nhat (58,7%), s6 don thudc cé 8 — 12 thubc
chiém ty 1& nhé (3,3%).

Bang 3.4. Phan b& nhém thudc trong mau nghién cltu

Nhém thuédc S6 lwot ké don Ty 1& (%)

Tim mach 6881 30,6
Vitamin va khodng chat 4819 21,5
Dai thdo duong 1706 7,6
Tiéu héa 1669 7,4
Paracetamol va NSAID 1561 7,0
Khdang sinh 1370 6,1
Khang histamin H, 641 2,9
Than kinh 563 2,5
Corticosteroid 436 1,9
Cac thubc khac 2809 12,5

Téng 22455 100,0

Nhan xét: Thu6c duoc s dung trong mau nghién clru rat da dang, trong dé nhém thuéc tim mach dwoc
ké don nhiéu nhat (30,6%), ti€p theo 1a nhdm vitamin va khodng chat (21,5%), nhém thudc diéu tri déi thao
dudng (7,6%) va nhom thuéc diéu tri cac bénh trén dwdng tiéu hoa (7,4%).

3.2. Xac dinh cac twong tac thudc cé y nghia 1am sang xdy ra trong do'n thudc diéu tri ngoai tra tai Bénh
vién Trwérng Pai hoc Y Dwg'c Hué

3.2.1. Bdc diém twong tdc thuéc cd y nghia Idm séng

Sau khi tra cru twong tac thuéc trén 5338 don thudc, ching t6i ghi nhan dwoc 355 don thubc xuat hién
tuong tac thubce cd YNLS, chiém ty 1é 6,7% duogc trinh bay & Bang 3.5.
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Bang 3.5. Dic diém tuong tac thudc cd y nghta |am sang

:éhcatnh:g:rtr::r;n;::oc theo so tuong & don thudc TV 18 (%)
Don thudc cé 1 twong tac 292 82,3
Don thudc cé 2 twong tac 36 10,1
Pon thubc cé 3 twong tac 26 7,3
Pon thudc cé 4 twong tac 1 0,3
Tong s6 don thudc cé twong tac thudc 355 100,0
Téng s6 lugt twong tac thudc 446
Trung vi cta sé tuwong tac thudc 1

Nhén xét: Trung vi cla s6 twong tac thudc cd
YNLS tinh theo s6 don thudc cé twong tac la 1. S8
tuong tac thudc thap nhat trong mét don la 1 tuong
tac va cao nhat 13 4 twong tac. S8 don thudc cé 1
tuong tac thudc chiém ty 1é cao nhat (82,3%) va chi
c6 mét don thube cé 4 tuwong tadc dwoc phét hién
(0,3%).

3.2.2. Tén sudt xudt hién cdc twong tdc thuéc cé
y nghia lém sang

Chuing tdi ghi nhan 20 cdp tuong tic thudc cd
YNLS dwoc déng thuan bai cdc CSDL (phu luc 1).

Nhén xét: Cap twong tac thudc xuat hién vdi

tan suat nhiéu nhat |a clopidogrel va thudc rc ché
bom proton (PPI) (1,59%), tiép theo la twong tac
gitta khang sinh nhém quinolon va thudc khang
acid (1,39%), tuwong tac gitta fenofibrat va nhém
sulfonylurea/insulin (1,16%). C6 nhitng cap tuong
tac chi xut hién mot [an nhu twong tac gitra khang
sinh doxycylin va muéi canxi (0,02%), twong tac gitra
khang sinh nhédm quinolon va sucralfat (0,02%).

3.2.3. Co’ ché va hdu qué cda cdc twong tdc
thuéc cé y nghia Idm séang

Tién hanh phan loai cac tuong tac thudc cé YNLS
dua theo co ché tuong téc, két qua nhu sau:

Bang 3.6. Phan loai cac tuwong tic ¢ y nghia 1am sang theo co ché twong tac

- L ” Ty lé P Ty lé
h | TTT - TTT -
Co ché twong tac SO luot (%) SO cap (%)
Dwoc dong hoc 208 46,6 9 45,0
- Anh hudng 1&n qua trinh hap thu 113 54,3 7 77,8
- Anh hudng 1&n qud trinh phan bs 0 0,0 0 0,0
- Anh hudng 1&n qud trinh chuyén hoa 95 45,7 2 22,2
- Anh hudng 1&n quad trinh thai trir 0 0,0 0 0,0
Duoc lwc hoc 238 53,4 11 55,0
- Twong tac hiép déng 238 100,0 11 100,0
- Twong tac d6i khang 0 0,0 0 0.0
Tong 446 100,0 20 100,0

Nhén xét: S6 cap tuwong tac theo co ché dugc lyc
hoc (11 cap tuong tac, chiém ty 1& 55,0%), cao hon
s6 cap tuong tac theo co ché duwoc ddng hoc (9 cap
tuong tac, chiém ty 1& 45,0%).

Trong nhém tuwong tac theo co ché dugc dong
hoc (DPH), c6 7 cdp tuong tac trén qud trinh hap
thu, 2 cdp twong tac trén qud trinh chuyén héa va
khong cé cdp nao twong tac trén qua trinh phan bé
va thai trir.

Trong nhém tuong tac theo co ché duoc luc
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hoc (DLH), tat cd 11 cdp tuong tac déu theo co ché
tuong tac hiép déng va khdng cd cdp nao tuong tac
ddi khang.

3.2.4. Phén tich sw dnh hwdng ciia mét sé yéu
té dén kha ndng xdy ra twong tdc thuéc cé y nghia
lém sang

S dung kiém dinh Chi—square dé phan tich mai
lién quan clia mot s6 yéu té (bao gdm gidi tinh, tudi,
s6 lugng thudc trong don thudc) va kha ndng xay ra
tuong tac thudc cd YNLS.
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Bang 3.7. Anh hudng clia mét s6 yéu t6 dén kha ning xay ra twong tac thudc
cé y nghta 1am sang trong don thudc ngoai tru

So don ¢cé S6 don
Cac yéu td dnh huédng Ty 1€ (%) khéng c6 Ty 1€ (%) p
T
T
Nam 167 6,6 2367 934
Gigi tinh 0,867
N 188 6,7 2616 933
<18 tudi 4 1,1 369 98,9
e 18 - 59 tudi 141 6,1 2188 93,9 0,000
> 60 tudi 210 8,0 2426 92,0
)  |2-4thusc 126 40 3006 96,0
50 luong thube 7 | o 205 10,1 1824 89,9 0,000
trong don thuoc -
8 - 11 thudc 24 13,6 153 86,4

Nhan xét: Khéng cé méi lién quan gitra gidi tinh
cla bénh nhan va kha ning xay ra tuong tac thuéc
¢ YNLS (p > 0,05). C6 méi lién quan gitra do tudi
cla bénh nhéan, s8 luvgng thuéc trong don thudc va
kha nidng xay ra tuong tac thudc cd YNLS cé y nghta
théng ké (p < 0,05). D tudi cia bénh nhan cang cao,
s6 luvgng thudc st dung cang nhiéu thi nguy co xdy
ra tuwong tac thudc cang cao.

3.3. Xay dwng huéng dan quan ly cac tuwong tac
thudc c6 y nghia 1am sang tai Bénh vién Trwéng Dai
hoc Y Dwoc Hué

Chung t6i dd xay dung huéng dan quan ly twong
tac thubc cho 20 cdp twong tac thudc cé YNLS, thong
tin dugc lay tir 5 CSDL va ddng thoi cap nhéat céc
khuyén cdo tlr cdc ngudn tai liéu khdc nhu nha san
xudt, cc t6 chirc y hoc cé uy tin trén thé gidi. Hudng
dan quan ly twong tac thuéc duwoc trinh bay & Phu
luc 1.

4. BAN LUAN

4.1. Pic diém clha bénh nhan va tinh hinh sir
dung thudc trong mau nghién ctiru

Nhém bénh nhan > 60 tudi chiém ty |é cao nhét
(49,4%). Diéu nay c6 thé giai thich do day la dai
twong cé nguy co cao mic phai cdc bénh man tinh,
can phai tai kham va diéu tri dinh ky.

Trong d6 nhédm bénh tim mach chiém chd yéu
(41,3%), ti€p theo la nhém bénh ndi tiét (15,2%)
V@i déi thao dudng type 2 1a bénh chl yéu; nhém
bénh tiéu hoda (7,4%) va nhdm bénh hd hap (7,4%).
V&i phan bd nhdm bénh nhu trén dan dén su tuwong
doéng trong phan b& nhdom thudc diéu tri, s6 luot
thuéc duoc ké don cho nhédm bénh tim mach chiém
ty 1& cao nhat (30,6%). S8 thudc trung binh trong
mét don thudc 1a 4,2 £ 1,7; s6 don thudc c6 2 — 4
thudc chiém ty |é cao nhat (58,7%), s6 don thudc cé
8 - 12 thudc chiém ty 1& nho (3,3%). Nghién clru cla

Trinh Thi VAn Anh trén don thudc diéu tri ngoai tru
tai Bé&nh vién Noi tiét Trung wong cho thay, s6 thudc
trung binh trong mét don thudc 13 4,7 + 1,6; s6 don
thudc cd 4 — 6 thubc chiém ty 1& cao nhat (64,5%)
[1]. Nhu vay, két qua cta nghién ctu trén cao hon
s0 vdi nghién clru cta ching t6i, diéu nay duoc giai
thich do nghién clru trén duogc tién hanh tai Bénh
vién Noi tiét, mot bénh vién véi dac thu la d6i tuwong
bé&nh nhan chd yé&u la ngudi lén, mac bénh man tinh
va/hodc méc dong thoi nhidu bénh, do d6 s6 luvong
thudc trong don thudc cao hon trong nghién ctru
cla chdng toi.

4.2. Xac dinh cac twong tac thudc cé y nghia lam
sang xay ra trong don thudc diéu tri ngoai tra tai
Bénh vién Trwdng Pai hoc Y Dwgc Hué

Vé ddc diém twong tdc thudc cé y nghia lém
sang

Ty lé don thudc xuat hién twong tac thubc trong
nghién clru cta chung t6i 1a 6,7%. Ty 1& nay thap hon
so v&i nghién ctu cla Trinh Thi Van Anh trén 1800
don thudc diéu tri ngoai tri tai Bénh vién Noi tiét
Trung wong, ty 1& don thudc cé twong tac thudc &
murc d0 nghiém trong va trung binh 1a 29,4% [1]. Ty
I& twong tac thubc cla nghién clru trén cao hon ¢
thé do nghién ctru str dung duy nhat 1 CSDL tra ctu
(phan mém Facts & Comparisons 4.0) va déi tugng
nghién cru 1a don thudc ngoai trd clia cdc bénh nhan
phan 1&n méac kém nhiéu bénh (90,6%) nén sé lwong
thudc sir dung nhiéu hon, kha nang gip tuwong tic
thudc s& cao hon. Trung vi cla s6 twong tac thudc
cd YNLS tinh theo s6 don thudc cé tuwong tac la 1
(khoang dao dong 1 — 4 twong tac thudc trong mét
don). S8 don ¢ 1 twong tic thubc chiém ty 1é cao
nhat (82,3%) va chi c6 mét don cé 4 twong tac thuéc
(0,3%). K&t qua cua ching t6i kha tuwong ddng voi
nghién ctru cla Nguyén Thi Ngoc trén don thudc
ngoai trd tai Bénh vién Nhi Trung wong, s6 don cé 1
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tuong tac thudc chiém 82,6%; s6 don cd 3 twong tac
thu6c chiém ty 1& nhé 0,7% [3].

V@ tdn sudt xudt hién cdc twong tdc thuéc cé y
nghia Idm sang

Danh sach 20 cap twong tic thudc ma ching
t6i ghi nhan dwoc cé lién quan dén 24 loai thudc;
trong d6 c6 9 loai thudc thuéc nhém thube tim
mach. Cu thé cé dén 12/20 (60,0%) c3p twong tac
chira cac thudc thudc nhdm tim mach va cac thudc
nay chiu trach nhiém cho 288/446 (64,6%) téng s6
lvot tuwong tac. Nhidu nghién ctu cling cho théy,
cac thudc tim mach thuwong lién quan hon dén kha
ndng xay ra tuwong tac thudc tiém an, déng thoi bénh
nhan mac bénh tim mach dé& gip tuwong tac thudc
hon so v&i cac bénh nhan khac [9]. Trong nghién
cru cla ching tdi, 3 cap tuwong tac thudc cd YNLS
xuat hién vé&i tan sut nhiéu nhat 13 clopidogrel va
PPI (1,59%), ti€p theo la twong téc gilta khdng sinh
nhém quinolon va thudc khang acid (1,39%), twong
tac gitta fenofibrat va nhom sulfonylurea/insulin
(1,16%). Nghién ctru cda Toivo va cdng su trén bénh
nhan ngoai tri cho thay, 4 cap twong tdc cé YNLS
phé bién nhat d6 la methotrexate va NSAID, wafarin
va NSAID, khang sinh nhdm quinolon va cac cation
kim loai (sat, canxi), spironolacton va mudi kali
[11]. Mét s& nghién ciru cho thay hiéu qud chéng
ngung tap tiéu cau cla clopidogrel bj giam khi sl
dung ddng thoi vdi PPI. Twong tac nay xay ra do PPI
la chat (e ch& enzym CYP2C19 — 13 enzym ddng vai
trd quan trong trong chuyén hoa clopidogrel thanh
chat chuyén héa cé hoat tinh. Tuy nhién, cac PPI (c
ché& enzym nay & cdc mirc dd khac nhau, trong dé
omeprazol va esomeprazol manh nhét, lansoprazol va
dexlansoprazol (rc ch& enzym yéu va it anh hudng dén
chuyén héa cla clopidogrel [5]. Tt cac k&t qua trén,
Cuc Quan ly Thuc pham va Dugc pham Hoa Ky (FDA)
da dua ra khuyén cdo tranh sir dung omeprazol hoac
esomeprazol vdi clopidogrel; con dexlansaprazol,
lansoprazol va pantoprazol it anh huwdng [én tac dung
cla clopidogrel [4]. Twong tac gitta khang sinh nhom
quinolon (levofloxacin, ofloxacin) va thudc khang
acid 1a mét tuong tac theo co ché& dugc ddng hoc
do anh hudng 1én qud trinh hap thu trén duong
tiéu hoda theo co ché tao phirc chat khé hap thu. bé
trdnh tuong tac thudc, khang sinh nhém quinolon
nén duwoc uéng 2 - 4 gid trudc hodc 4 - 6 gid sau khi
uéng thuéc khang acid [8].

Vé co’ ché va hdu qud cta cdc twong tdc thudc
c6 y nghia Idm sang

Trong 9 tuong tac thudc theo co ché dugc dong
hoc, cé 7 tuwong tac do anh huwdng lén qua trinh
hap thu thudc va chi cé 2 twong tac do anh hudng
|&n qud trinh chuyén héa thudc. Hau qua cla cac
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tuong tac theo co ché duoc lwc hoc kha da dang,
bao gdm lam tang ndng d6 kali mau (thudc trc ché
men chuyé&n/thudc trc ché thu thé AT1 va mudi kali/
spironolacton, spironolacton va kali, ciclosporin
va perindopril), tdng d6c tinh trén hé than kinh
trung wong (khang sinh nhém quinolon va NSAID),
tdng nguy co ha duwdng huyét (fenofibrat va nhém
sulfonylurea/insulin), tdng nguy co xudt huyét
(aspirin va cilostazol), tang doc tinh trén co (bénh
co niéu, tiéu co van) (fenofibrat va nhom statin)...
Nhu vay, twong tac duwoc luc hoc chd yéu lam ting
tac dung cla thudc, ting tac dung phu hodc déc tinh
cla thudc.

Vé dnh hwéng ciia mét sé yéu té dén kha ndng
Xxudt hién twong tdc thuéc cé y nghia Iédm sang

S& dung kiém dinh Chi—square dé phan tich méi
lien quan clia mot s6 yéu té (gidi tinh, tudi, s6 lwong
thu6c trong don thudc) va kha ndng xay ra twong tac
thu6c cé YNLS. K&t qua chung téi thu dwoc khéng
cé méi lién quan gilra gidi tinh cda bénh nhan va
khd nang xdy ra twong tic thudc, nhung cé6 madi
lien quan cé y nghta théng ké giita tudi cia bénh
nhan, s6 lwvong thudc trong don thuSc bénh nhan st
dung dén kha nang xay ra tuong tac thudc. Khao sat
tuwong tac trén bénh nhan tim mach ndi trd, Murtaza
G. va codng sy cho thay, bénh nhan > 60 tudi céd mai
lién quan cd y nghia théng ké vdi bién c6 tuong
tac thudc (p < 0,001), thoi gian nam vién = 7 ngay
(p < 0,001) va bénh nhan st dung > 7 thuéc (p <
0,01) cling c6 lién quan cd y nghia théng ké véi kha
nang xay ra twong tac thudc [7].

4.3. Xay dwng hwéng dan quan ly cac twong tac
thudc cé y nghia |am sang tai Bénh vién Trwérng Dai
hoc Y Dwoc Hué

Chung t6i xay dung hudng dan quan ly cho 20
cap twong tac thudc da ghi nhan duoc, day chinh
la cc twong tac d3 thuc su xady ra trong thwc hanh
|am sang. Tuy nhién, khéng thé loai trir kha ndng cac
tuong tac thudce cd YNLS chuwa dwoc phat hién do 2
thu6c chua dugc st dung déng thoi véi nhau trong
mau nghién cru. Do vay, bénh vién cé thé tién hanh
thém cac nghién clru dé xay dwng mot danh muc
cac twong tac thudc can chl y trong thyc hanh 1am
sang, trong ca diéu trj ngoai tru cling nhu diéu tri ndi
tri dua trén danh muc thuéc cda bénh vién.

5. KET LUAN

5.1. Dac diém cha bénh nhan va tinh hinh s
dung thuéc trong mau nghién ctru

- Bic diém cla bénh nhan: B6 tudi trung binh
cla bénh nhan 13 56,4 + 22,7. Ty |& bénh nhan nit
la 52,5%; ty 1&é bénh nhan nam la 47,5%. Cac nhém
bénh thudng gdp nhat 1 nhdm bénh tim mach
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(41,3%), nhdm bénh ndi tiét (15,2%), nhdm bénh
tiéu héa (7,4%) va nhém bénh hoé hap (7,4%).

- P3c diém tinh hinh s& dung thudc: S& luot
thudc duogc ké don |a 22455, s6 thudc trung binh
trong mot don thudc 13 4,2 + 1,7. S6 don thudc ¢
2 — 4 thu6c chiém ty 1é cao nhat (58,7%), s6 don
thudc c6 8 — 12 thuéc chiém ty 1é nho (3,3%). Céc
nhém thuéc duoc ké don nhidu nhat 1a nhdm thuéc
tim mach (30,6%), nhém vitamin va khoang chat
(21,5%), nhdm thuéc diéu tri déi thdo duwdng (7,6%)
va nhém thudc diéu tri cdc bénh trén dudng tiéu
héa (7,4%).

5.2. Xac dinh cac twong tac thuéc cé y nghia lam
sang xay ra trong don thudc diéu tri ngoai tra tai
Bénh vién Trudng Pai hoc Y Dwg'c Hué

- Ghi nhan duogc 20 cdp twong tac thubc cd y
nghta IAm sang dugc ddng thudn bédi cac co sé& dir
liéu s&r dung trong nghién clru.

- Ty 1& don thudc xuat hién twong tac thudc cé
y nghia 1am sang 13 6,7% (355/5338 don thuéc).
S8 don c6 1 tuong tac thudc chiém ty 1& cao nhat

(82,3%), chi c6 mét don cé 4 twong tac thudc (0,3%).

- C3p twong tac thubc xuat hién vdi tan suat
nhiéu nhat |a clopidogrel va thuéc (rc ché bom
proton (1,59%), ti€p theo la tuwong tac gilta khang
sinh nhdm quinolon va thuéc khéng acid (1,39%),
twong tac gitra fenofibrat va nhdom sulfonylurea/
insulin (1,16%).

- S8 cdp tuong tac theo co ché duoc lwc hoc (11
cap twong tac, chiém ty 1& 55,0%), nhiéu hon s6 cap
tuong tac theo co ché dugc déng hoc (9 cap twong
tac, chiém ty 18 45,0%).

- Khéng c6 méi lién quan gitta gidi tinh cta bénh
nhan va kha ndng xay ra twong tac thudc (p > 0,05)
nhung cé méi lién quan gilta d6 tudi cla bénh nhan,
s6 lugng thudc sir dung trong don thudc va kha
nang xay ra twong tac thudc cd y nghia théng ké (p
<0,05).

5.3. Xay dung hwéng din quan Iy cho 20 cap
tuong tac thudc cd y nghia 1dam sang tai Bénh vién
Trudng Dai hoc Y Dugc Hué duoc trinh bay & Phu
luc 1.
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Phu luc 1: CAC TUO'NG TAC THUOC CO Y NGHIA LAM SANG XAY RA TRONG DO'N THUOC NGOAI TRU

S6 don
Xuat Tan | Co' ché R )
o , ia ~ Hau qua s 1. .
STT Cap twong tac hién suat | twong L Quan ly twong tac
. twong tac
twong | (%) tac
tac
- Trdnh st dung phdi hop.
Clopidogrel — Gidm ndng d6 | Thay  thé N omeprazol/
Thudc tc ché bom chat chuyén hda esomeprazol bdng:
1 85 1,59 DDH , y N + Pantoprazol, rabeprazol,
proton (omeprazol, c6 hoat tinh cua
esomeprazol) clopidogrel lansoprazol, dexlansoprazol.
P pidog + Thudc khang histmin H,
+ Thudc khang acid
- Uéng khéang sinh quinolon
Khang sinh nhém 2 -4 gio trudc hodc 4 - 6 gio
quinolon Gidm sy hap thu | sau thudc khang acid
2 (levofloxacin, 74 1,39 | DPH | khdngsinh nhém | - Thay thé thudc khang acid
ofloxacin) — Thudc quinolon bang cac thudc khac: thudc
khang acid khéng histamin H, hodc
thudc (rc ché bom proton.
Fenofibrat — Nhém - Theo\don cha’iche.dziu hiéu
sulfonylurea Tang nguy co ha ha duong huyét khi str dung
3 (gliclazid \I/ime irid)/ 62 116 DLH dfb’ng Ku 8t | 9one thar.
g o, glimep g huy - Piéu chinh liéu cdla
insulin . .
sulfonylurea/ insulin.
thang 'smh Téng tac dung | Tfanh su d~u.ng E)hOI PJQE)
nhom quinolon . ..o | hoac theo dbdi chat ché &
4 . 41 0,77 DLH | phutrénhéthan | . NP
(levofloxacin, kinh trung won bénh nhan cé tién sir dong
ofloxacin) — NSAID g g kinh, co giat.
- Theo ddi chat ch& néng d6
kali mau va chirc nang than,
dac biét khi bénh nhan cé
Thudc tre ché thy :;ot hoac nhiéu yéu to6 nguy
5 thé AT1 (irbesartan, 28 0,52 DLH Tang non'g o | Liu khuyén cdo cla
losartan) kali mau . . )
. spironolacton: khong qua 25
- Spironolacton R
mg/ngay.
- Trdnh sir dung phéi hop
néu téc dd loc cau than < 30
mL/phut.
- Theo dbi ch3t ché néng do
kali mdu va chirc nang than,
. ~ dac biét khi bénh nhan cé mot
Thudc trc ché men . .~
" . hodc nhiéu yéu t6 nguy co.
chuyén (benazepril, Tangnong dd |- Liéu khuyén céo cla
6 captopril, imidapril, 27 0,51 DLH g . g j . M N .
L . . . kali mau spironolacton: khong qua 25
lisinopril, perindopril) ma/ngay
~ Spironolacton - Tranh s dung phd&i hop
néu téc d6 loc cau than < 30
mL/phat.
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Thuéc &c ché men
chuyén (benazepril,
captopril, ramipril,

26

0,49

DLH

Tang ndng do

- Theo ddi chat ch& ndng dé
kali mau va chirc nang than,
dac biét khi bénh nhan cé

imidapril, . kali mau mot hodc nhiéu yéu t6 nguy
perindopril) — Muoi co
kali ’
- S dung dbng thoi
spironolacton va mudi kali
thuong khong duoc khuyén
Spironolacton — Mudi Tang nébng d6 | cdo.

8 kali 23 043 DLH kali mau - Theo dbi chit ch& ndng dé
kali mdu va chirc nang than,
dac biét khi bénh nhan cé moét
ho&c nhiéu yéu té nguy co.

- UBng 2 thuéc cach nhau it
) e " . nhat 4 gio.
g | Levothyroxin=Mudi |, | g | ppyy | Glamswhapthu | o i chire ning tuyén
canxi clia cd haithuée | ., . .. \ W,

gidp va diéu chinh liéu cua

levothyroxin.
Thudc e ché thu - Theo dbi chat ch& ndng dé
thé AT1 (irbesartan, Tang néng do kali mdu va chirc nang than,

10 losartan) 15 1028 ) DA kalimau | dicbiét khi bénh nhan c6 mét

— Mudi kali hodc nhiéu yéu té nguy co.
Tangnongdd |- N&u sir dung déng thoi,
trongmaucla |nén giam 50% lieu cla

Cilostazol - cilostazol va chat | cilostazol.

1 Omeprazol 10 0,19 DDH chuyén héa cé

hoat tinh clia
cilostazol
Risedronate nén dugc udng
Risedronat — Mugi Gidm sy hap thu | trwdc cac ché pham chira

12 canxi / 0,13 | DbH cla cd hai thudc | canxi it nhat tir 30 phut dén

1 gio.
- Chi phéi hgp néu lgi ich
diéu tri vuot tréi nguy co,
doéng thoi st dung liéu thap
nhat cé hiéu qua.
- Gido duc bénh nhéan cac
triéu ching clda bénh co
(dau co khong rd nguyén
Tang nguy co | nhan, mém co, yéu co).
Fenofibrat — Nhom ddc tinh trén co: | - Khi sir dung phéi hop statin
13 statin (rosuvastatin, 6 0,11 DLH bénh co (dau co | va fibrat:

atorvastatin)

va/hodc yéu co),
tiéu co' van

e Atorvastatin: liéu kh&i dau
10 mg/ngay.

e Rosuvastatin: liéu kh&i dau
5 mg/ngay. Chéng chi dinh
liéu trén 40 mg/ngay.

- Ngirng dung liéu phap néu
bénh nhan dugc chan doan/
nghi ngd bénh co hodc néu
ndng do creatinin kinase tang.
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Rosuvastatin — Nhom

Gidm sy hap thu

Uéng 2 thubc cach nhau it

ofloxacin)
- Sucralfat

nhém quinolon

14 hydroxyd 011 DBH cla rosuvastatin | nhat 2 gio.
- Phéi hop than trong trong
r6i loan chirc ndng cda nut
Cham nhip tim, | xoang hodc block nhi that
15 Amlodaron - 0,07 DLH ha‘ huyét ap, m(?t E)han. Thecz'.dm nhip tim
Bisoprolol nging xoang, | khi str dung phdi hop.
block nhTthat | - Diéu chinh liéu hodc nglrng
mot trong hai thudc néu
nhip tim qua cham.
Than trong khi st dung déng
Tine neuy co thoi 2 thubc trén, dac biét &
16 Aspirin - Cilostazol 0,06 DLH g, & y bénh nhan cé nguy co chay
chay mau , . . -
mau cao (loét duong tiéu
héa).
- Theo ddi ch3t ch& nong d6
Ciclosporin — Tine ndne dé kali mau va chirc nang than,
17 sporin 0,06 | DLH §NONE O | 4xc biet khi banh nhan c6
Perindopril kali mau . . e
mot hodc nhiéu yéu t6 nguy
co.
Khéng sinh CaF khang sinh Dhom
nhém quinolon Giam su hap thu quinolon nén duoc uong 2
18 guino 0,06 | DPH | aMsWNARINUY "y oity trudce hodc 4 - 6 gioy
(levofloxacin, clia ca hai thuoc R X D
. p sau khi uéng cac ché pham
ofloxacin) — Mudi sat L e
chtra sat.
19 Doxycyclin - Muoi 0,02 DDH G!am’su’ hap tflu Uop\g 2 thudc cach nhau 2 -
canxi cua ca hai thuoc | 3 gio.
- Cac khang sinh nhom
Khang sinh quinolon nén dugc udng 2
nhém quinolon Giam sy hap thu | - 4 gi& trvdc hodc 4 - 6 gidy
20 (levolfoxacin, 0,02 | DbH cla khang sinh | sau khi uéng sucralfat.

-Thay thé bang: thudc khang
histamin H, hodc thudc rc
ché& bom proton.
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