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Khdo sat cac twong tac thudc trong bénh an diéu tri ndi tra tai Bénh
vién Pai hoc Y Dwoc Hué
V& Thi Héng Phurg'ng, Pham Thi Quynh Nhw
Khoa Duorc, Trirérng Bai hoc Y Duwoc, Pai hoc Hué
Tém tat
Pat van dé: Tuong tac thudc |a mot van dé thudong gdp trong thue hanh 1dam sang, nhat |a trong tinh trang
da bénh ly, da triéu chirng, viéc phdi hop thudc 1a khéng thé tranh khoi. Theo mot t6ng quan y vin cong bo
vao ndm 2007, wdc tinh cé khoang 0,6% bénh nhan nhap vién va khoang 0,1% bénh nhan tai nhap vién véi ly
do cac tac dung khéng mong muén lién quan téi tuong tac thudc. Muc tiéu: (1) Xac dinh cic tuong tac thudc
cé y nghta Idm sang xay ra trong bénh an diéu tri ndi tri tai Khoa Noi, Bénh vién Pai hoc Y Dwoc Hué, (2) Xay
dung hwdng dan quan ly cac twong tac thudc cé vy nghia 1am sang tai Khoa Noi, Bénh vién Pai hoc Y Duoc
Hué. Dai twong va phwong phap nghién clru: 400 bénh an diéu trj ndi trd tai khoa Noi Téng hop - Noi tiét
va khoa Né&i Tim mach duwoc thu thap tai phong K& hoach téng hop, Bé&nh vién Dai hoc Y Dugc Hué tir ngay
01/04/2019 dén ngay 31/12/2019. Nghién ctru md ta cit ngang, khdng can thiép. K&t qua va két luan: Xac
dinh dwoc 20 cdp twong tac thudc cé y nghiia 1am sang va xay dung hudng dan quan ly cho tirng cip tuong
tac. Ty 1é bénh an xuat hién tuong tac thudc cé y nghia 1dm sang la 20,25%. Cip twong téc thudc xuat hién
v&i tan suat nhidu nhat 13 thudc (rc ché men chuyén va muéi kali (7,50%). D6 tudi clia bénh nhan cang cao,
s6 lugt bénh cang nhiéu, thi gian diu tri cang dai va s6 lwong thudc st dung cang nhiéu thi nguy co xay ra
tuong tac thudc cang cao (p < 0,05).
Tir khéa: phdi hop thuéc, tirong tdc thubc, y nghia Idm sang, bénh dn, ndi tru.
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Assessment of drug interactions among hospitalized patients at Hue
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Background: Drug - drug interaction is a common problem in clinical practice, especially in comorbidity
and multiple symptoms, the combination of drugs in treatment is inevitable. According to a literature
review published in 2007, an estimated 0.6% of patients were hospitalized and about 0.1% of patients
were re-hospitalized due to adverse drug reactions related to drug interactions. Objectives: (1) To identify
clinically significant drug interactions among hospitalized patients at Internal Medicine Faculty, Hue
University of Medicine and Pharmacy Hospital, (2) To build a management guideline of clinically significant
drug interactions at Internal Medicine Faculty, Hue University of Medicine and Pharmacy Hospital.
Materials and methods: 400 inpatient medical records in the Department of General Internal Medicine
- Endocrinology and Cardiology Department were collected at the Department of General Planning, Hue
University of Medicine and Pharmacy Hospital from April 1,2019 to December 31, 2019; 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 incidence of clinically
significant drug interactions was 20.25%. The most commonly identified drug interaction pair was ACE
inhibitors and potassium (7.50%). The occurrence of drug interactions increased with increase in the age of
patients, the number of diseases, the duration of treatment and the number of drugs prescribed (p < 0.05).
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1. DAT VAN DE tranh khoi. Theo mét téng quan y van céng bé vao
Tuong tac thudc 13 mot van dé thuong gdp trong  ndm 2007, wdc tinh cé khoang 0,6% bénh nhan nhap
thwe hanh 1am sang, nhat 13 trong tinh trang da bénh vién va khoang 0,1% bénh nhan tai nhap vién vai
ly, da triéu chirng, viéc phdi hop thudc la khéng thé Iy do céc tac dung khédng mong mudn lién quan tdi
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tuong tac thudc [3]. Xuat phat tir thuc té cdc van dé
ma twong tac thudc cé thé gay ra cling nhu yéu cau
trién khai hoat dong duwoc 1Am sang tai bénh vién,
ching t6i tién hanh dé tai: “Khdo sdt cdc twong tdc
thuéc trong bénh dn diéu tri néi tru tai Bénh vién
Bai hoc Y Dwrg'c Hué” véi cac muc tiéu sau:

1. Xdc dinh cdc tuwong tdc thudc cé y nghia I6m
sang xdy ra trong bénh dn diéu tri néi tru tai Khoa
Noi, Bénh vién Bai hoc Y Duoc Hué.

2. Xdy dung hwdng ddn qudn ly cdc twong tdc
thuéc cé y nghia Idm sang tai Khoa Néi, Bénh vién Dai
hoc Y Duwoc Hué.

2. DOI TUONG VA PHUONG PHAP NGHIEN cU’U

2.1. Bai twong nghién ciru

2.1.1. Bénh dn diéu trj néi tri

® Tiéu chudn lwa chon: Bénh 4n diéu tri noi
trd tai khoa N&i Téng hop - Noi tiét va khoa Noi Tim
mach duoc thu thip & phong K& hoach téng hop,
Bénh vién Pai hoc Y Duwoc Hué trong thoi gian tu
01/04/2019 dén 31/12/20109.

® Tiéu chudn logi trir: Bénh 4n st dung nho
hon 2 thudc théda man céc tiéu chuan duogc quy dinh
& muc2.1.2.

® Tinh s6 lugng bénh an can khao sat

C& mau dugc tinh theo cong thirc sau:

Ns 2% (p*q) _ 1,96 (0,5+0,5)
Z e 7 005

= 3,84

Dua vao cdng thirc tinh ¢& mau trén, ching toi
tién hanh khao sat trén 400 bénh an néi trd. Thuc
hién phuong phap chon mau ngiu nhién cé phan
tang, chia téng thé mau thanh céc t6 theo tirng
thang trong khodng thdi gian tién hanh thu thap
bénh an. Sau dé trong mdi t6 dung cach chon mau
ngau nhién don gian dé chon ra cic bénh an, s6
bénh &n chon ra & mdi t6 tuan theo ty 1é s& bénh an
t6 d6 chiém trong téng thé.

2.1.2. Thuéc dwoc ké trong bénh dn diéu tri nbi
tru

® Tiéu chuén lva chon: Thudc cé tac dung toan
than.
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® Tiéu chudn logi trir: Thu6c c6 ngudn géc tir
duoc liéu, men vi sinh, dung dich bu nudc va dién
giai.

Lwu y: D8I vai cac thude & dang phdi hop, tach
riéng tirng thanh phan hoat chat va xem nhu |a cac
thudc khac nhau. Trong cung mot bénh an, néu 1
hoat chat c6 méat trong nhiéu hon 1 biét duwoc thi chi
duwoc tinh 13 1 thuéc.

2.2. Phurong phap nghién ctru

2.2.1. Muc tiéu 1: Xdc dinh cdc twong tdc thuéc
¢6 y nghia Idm sang x@y ra trong bénh dn diéu tri
néi trd tai Khoa Néi, Bénh vién Pai hoc Y Duorc Hué

Phuong phap nghién ctru: nghién clru mo ta cat
ngang, khong can thiép. Danh gid twong tic thudc
bang cac co s& dit liéu (CSDL) tra clru twong tac thudc.

2.2.1.1. Cdc co'sé diF liéu tra ciru turong tdc thube

Trong nghién clru nay, ching téi s dung 5
CSDL tra cttu twong tac thudc: 1) Ban dién tr cla
Phu luc 1 - Dugc thu Quéc gia Anh 78 (BNF) [6], 2)
Ban dién tl&r cha Stockley’s Drug Interactions Pocket
Companion 2015 (SDI) [10], 3) Phan mé&m tra ctru
tric tuyén Drug Interactions Checker cla Drugsite
Trust truy cap tai dia chi www.drugs.com (DRUG), 4)
Phan mém tra cttu truc tuyén Multi-Drug Interaction
Checker clia Medscape LLC truy cap tai dia chi www.
medscape.com (MED), 5) Phdn mém tra ciru tryc
tuyén Micromedex 2.0 Mobile App (MM).

2.2.1.2. Phwong phdp dénh gid tuong tdc thubc
c6 y nghia Idm sang

Bwoc 1: Quy woc murc do danh gid twong tdc
thuéc cé y nghia Idm sang & cdc CSDL va xdc dinh
tiéu chuén lwa chon cdc twong tdc thubc cé y nghia
lédm sang.

Theo huéng dan clia EMA, twong tac thuéc cd
y nghta 1am sang 13 tuwong tac thudc dan dén thay
ddi hiéu qua diéu tri va/hodc déc tinh cta thuéc
t&di mirc can hiéu chinh liéu hodc cé céc bién phap
can thiép y khoa khac [11]. Dua trén dinh nghia nay
va hé théng phan loai mrc d6 nang cua tuong tac
thuéc trong cac CSDL, ching t6i quy udc mirc do
danh gid tuvong tac thubc cd y nghia 1am sang & céc
CSDL nhu sau:

Bang 2.1. Bang quy wéc mirc d6 danh gid twong tac thubc cd y nghia 1am sang & cac co s@ dit liéu

Tén CSDL DRUG MM MED SDI BNF
Mirc dd Nghiém trong Chéng chidinh | Chéng chi dinh D4au X Bang
twong tac | Trung binh Nghiém trong Nghiém trong D4u ! Nghiém trong
thuéc c6 Trung binh Theo d6i chat ché Trung binh
YNLS

Nguyén tac chung dé lwa chon tuong tac thude (TTT) cd y nghia 1am sang (YNLS) la cap tuong tac thudc
phai dugc ghi nhan béi tat ca cdc CSDL ma cdp twong tac d6 cd mat.

Budc 2: Xdc dinh cdc twong tdc thuéc cé y nghia Idm sang xdy ra trong bénh dn diéu tri néi tru tai Khoa
NGi, Bénh vién Dai hoc Y Dwoc Hué.
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D8i véi mdbi bénh an, tién hanh tra ctu twong
tac thudc trong 5 CSDL va ghi nhan twong tac thuéc
cé YNLS theo quy wéc & budc 1. K&t qud tra cliru
twong tac thudc duoc ghi nhan vao phiéu khao sat
twong tac thudc cé y nghia 1am sang. Mbi cdp tuwong
tac thudc cd YNLS duoc ghi nhan bang mét phiéu
mo ta twong tac thudc cd YNLS.

2.2.1.3. Chi tiéu ddnh gid

- Khao sat dic diém clia bénh nhan va tinh hinh
st dung thudc trong mau nghién ctru.

- Ddc diém twong tdc thuéc cé YNLS.

- Tan suat xuat hién cac twong tdc thudc cod YNLS.

- Co ché va hau qua cla cdc twong tac thudc cé
YNLS.

- Phan tich sy anh hudng ciia mot sé yéu t6 (gidi
tinh, tudi, s& lwot bénh, thoi gian diéu tri, s6 lvgng
thu6c trong bénh 4n) dén kha nang xay ra tuwong tac
thudc cé YNLS.

2.2.2. Muc tiéu 2: Xy dwng hwéng ddn qudn ly
cdc twong tdc thuéc cé y nghia Iém sang tai Khoa

3. KET QUA VA BAN LUAN

Néi, Bénh vién Pai hoc Y Dwg'c Hué

Téng hop hwdng dan quan ly cac twong tac thude
tlr 5 CSDL va cap nhat cic khuyén cdo vé quan ly
twong tac thudc dé dua ra hwéng dan quan ly cho
tirng cdp twong tac thudc cd YNLS xay ra trong bénh
an diéu trj ndi tri d3 xac dinh duwoc. Xay dung mot
huwdng dan quan Iy chi tiét, cu thé va cé kha ndng ap
dung vao thuc té diéu tri tai Khoa Noi, Bénh vién Dai
hoc Y Duoc Hué.

2.3. Xlr ly sé liéu

S& lieu duwoc lwu trir va phan tich bang phan mém
SPSS 20.0 va Excel 2016. Xac dinh gia tri trung binh
+ d6 léch chuan (SD) néu dit liéu tuan theo phan bo
chuan. Trong truong hop dir liéu khdng tuan theo
phan bd chuin, xac dinh gia tri trung vi. Phan tich
mai lién quan cla cac yéu td (gidi tinh, tudi, s6 lvot
bénh, thoi gian diéu trj tai khoa, s6 lwong thudc
trong bénh an) va kha nang xay ra twong tac thudc
¢6 YNLS bang kiém dinh Chi - square. Mgi lién quan
c6 y nghta théng ké khi p < 0,05.

3.1. Pac diém cha bénh nhan va tinh hinh sir dung thudc trong mau nghién ciru
3.1.1. Ddc diém cda bénh nhén trong mau nghién ciu
Bang 1. Phan bd gidi tinh va nhém tudi bénh nhan trong mau nghién ctru

Dic diém $8 bénh nhan TV 18 (%)
Nam 174 43,50
Gigi tinh \vg 226 56,50
Tong 400 100,00
<20 tudi 5 1,25
21-40 tuéi 65 16,25
41-60 tudi 130 32,50
> 60 tudi 200 50,00
) Tong 400 100,00
Tuoi Tudi thap nhat 16
Tudi cao nhit 109
Tu6i trung binh + SD 58,85+ 17,90

Nh@n xét: D6 tudi trung binh clia bénh nhan 13 58,85 + 17,90 v&i khoang bién thién kha réng, trong dé
nhém bénh nhan > 60 tudi chiém da s6 (50,00%). Diéu nay cé thé gidi thich do day la d&i twong cé nguy co
cao mac phai cdc bénh man tinh, can phai diéu tri ndi tru tai khoa.

Bang 2. Phan b nhdm bénh trong mau nghién cru

Nhém bénh S6 lwgt bénh (n) Ty & (%)
Tim mach 454 53,66
Tiéu héa 92 10,87
Noi tiét 86 10,17
Tai trong 54 6,38
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H hép 39 4,61
Co xuong khép 32 3,78
Than kinh 30 3,55
Tiét niéu - Sinh duc 24 2,84
Nhiém trung va ky sinh tring 10 1,18
Bénh khac 25 2,96
Tong 846 100,00

Nhdn xét: Trong 846 lugt bénh duoc thu thap trong mau nghién clru, nhém bénh tim mach chiém chi

yéu (53,66%).

Bang 3. Dac diém vé s6 lugt bénh cla bénh nhan

S6 lwot bénh S6 bénh nhan (n) Ty 1é (%)
1 bénh 119 29,75
2 bénh 152 38,00
3 bénh 98 24,50
4 bénh 26 6,50
5 bénh 5 1,25
Tong 400 100,00
S6 lwot bénh trung binh/bénh &n + SD 2,12+ 0,95

Nhén xét: S6 lwot bénh trung binh/bénh én cta bénh nhan 13 2,12 + 0,95 (dao déng tir 1 - 5 bénh). S8

bénh nhan méc dong thoi 2 bénh chiém ty 1é cao nhat (38,00%).
Bang 4. D3c diém vé thoi gian diéu tri tai khoa

Thei gian diéu tri tai khoa S6 bénh nhan (n) Ty 1é (%)
1-5 ngay 214 53,50
6-10 ngay 164 41,00
11-15 ngay 19 4,75
> 15 ngay 3 0,75
Téng 400 100,00
Trung vi cla thoi gian diéu tri tai khoa 5

Nhén xét: Trung vi cla thoi gian diéu trj tai khoa 13 5 ngay (dao déng trong khodng 1 - 18 ngay). S6 bénh

nhan cé thoi gian diéu tri 1-5 ngay chiém ty |& cao nhat (53,50%).
3.1.2. Bdc diém vé tinh hinh si¥ dung thuéc trong mdu nghién ciu
Bang 5. D3c diém vé sb thudc dugc ké trong bénh an

78 g thede duge ké 58 bénh &n (n) 1 (%)
2-5 thuéc 184 46,00
6-9 thudc 178 44,50
10-13 thuéc 36 9,00
14-18 thudc 2 0,50
Téng 400 100,00
S6 thudc trung binh/bénh an + SD 6,01 +2,53

Nh@n xét: S8 thudc trung binh trong m6t bénh dn 13 6,01 + 2,53 (thap nhat 2 thudc, cao nhat 18 thudc). S&
bénh an c6 2-5 thudc chiém ty lé cao nhat (46,00%). Nghién ctru cia Nguyén Thé& Huy ndm 2013 tai khoa Noi
Tim mach Bénh vién Pa khoa tinh Bic Giang, s6 thudc trung binh trong 1 bénh 4n 13 7,6 + 2,1 véi thap nhat
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la 4 thudc va cao nhat 1a 14 thudc [1]. Nhu vay, k&t qua cha nghién clru trén cao hon so véi nghién ctru cla
ching toi, diéu nay co thé giai thich do nghién cttu trén chi tién hanh tai khoa N6i Tim mach nén d6i tvong
bénh nhan cht yéu mac nhitng bénh ly cé bénh canh phirc tap, nhiéu bénh mac kém, yéu cau phdi hop nhiéu
thudc, din dén s6 lwgng thudc trung binh trong bénh an cao hon nghién cru clia ching t6i.

Bang 6. Phan bd nhém thudc trong mau nghién ctru

Nhém thuéc SO lwgt ké (n) Ty 1€ (%)

Thudc tim mach 858 35,91
Khoang chat va vitamin 426 17,83
Thudc duwong tiéu hda 244 10,21
Thuéc chéng réi loan tdm than va thubc tadc déng I&n hé than kinh 218 9,13
Thudc diéu tri ki sinh trung, chéng nhiém khuan 181 7,58
Thudc giam dau ha s6t, NSAID, thuéc diéu tri gout va céc bénh
xuwong khép 123 >15
Hormone va céc thudc tdc ddng vao hé thdng ndi tiét 95 3,98
Thudc tai - mii - hong 67 2,80
Thudc loi tiéu 53 2,22
Thudc tac dung trén duwong hé hap 47 1,97
Thudc chéng di tng 40 1,67
Thudc tac dung déi véi mau 20 0,84
Cac thudc khac 17 0,71

Tong 2389 100,00

Nhén xét: Thubc duoc st dung trong mau nghién ciru rat da dang, trong dé nhém thuée tim mach duoc
ké nhiéu nhat (35,91%), thi hai la nhdm khodng chat va vitamin (17,83%).

3.2. Xac dinh cac twong tac thudc cé y nghia Iam sang xay ra trong bénh an diéu tri ndi tri tai Khoa Noi,
Bénh vién Dai hoc Y Dwgc Hué

3.2.1. Bdc diém bénh dn xudt hién twong tdc thuéc cé y nghia Idm sang

Sau khi tra clru twong tac thuéc trén 400 bénh &n, ching téi ghi nhan dwoc 81 bénh an xuat hién twong
tac thuéc cd YNLS, chiém ty 1é 20,25%.

Bang 7. Dac diém bénh 4n xuat hién twong tac thudc cd y nghia 1am sang

58 uwong tée thue trong benh én S8 bénh 4n (n T 1 (%)
Bénh an khong cé tuong tac thubc co YNLS 319 79,75

Bénh an cé 1 tuong tac 66 16,50

Bénh &n cé tuong tac Bénh an cé 2 twong tac 1,75

thudc c6 YNLS Bénh an cé 3 tuong tac 1,50
Bénh an cé 4 tuong tac 0,50

Téng s6 bénh an 400 100,00

Téng s6 lwot tuong tac thudc 106

Trung vi cla s6 tuong tac thuéc 1

Nh@n xét: Trung vj cla s6 tuong tac thudc cé YNLS
tinh theo s6 bénh an cé tuong tac la 1. S& twong tac
cao nhat trong mot bénh én la 4 twong tac. S6 bénh an
¢6 1 tuong tac thudc chiém ti 1é cao nhat (66/81 bénh
an cé tuong tac thudc cé YNLS). K&t qua cla ching
t6i kha tuwong dong vai nghién clru clia Nguyén Thé
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Huy tai khoa N&i Tim mach Bénh vién Pa khoa tinh Bic
Giang (ndm 2013), s6 bénh 4n cé 1 twong tac thubc
chiém ti & cao nhat (88/97 bénh an cé twong tac thubc
¢6 YNLS). Tuy nhién, trong nghién ctru cda ching téi,
s6 cdp twong tac trong mot bénh an ghi nhan duoc
nhiéu nhat 13 4 cdp tuong tic, nhd hon so vdi céc



nghién cru vé twong tac thudc trén bénh an didu tri
ndi tru khac, so vdi 7 cap twong tac trong nghién clru
cla Nguyén Thé Huy tai khoa N&i Tim mach Bénh vién
Da khoa tinh B3c Giang [1]. Su khac biét nay cé thé
duocly gidi do su khac nhau trong phuong phap nhan
dinh tuong tac cd YNLS, nghién clru clda ching toi
dwa trén sy a8y dong thuan cla ca 5 CSDL, trong khi
nghién ctru trén chi dung 1 CSDL |a phdn mém DRUG -
REAX Micromedex 2.0 (Thomson Reuters) dé xac dinh
tuong tac thudc ¢ YNLS.

Ty 1& bénh an cé twong tac thudc cd YNLS cla
chuing tdi c6 khac biét so vdi mdt s6 nghién clru vé
ty 18 twong tac thudc cd YNLS trong bénh an ndi tru.
Cu thé, ty & nay thap hon so véi két qua clia Nguyén
Thé& Huy ndm 2013 tai khoa N&i Tim mach, Bé&nh vién
Da khoa tinh Bic Giang (58,8%) [1] nhung lai cao
hon so véi két qua cda Dwong Anh Tuan ndm 2013
tai khoa Noi Tiéu hda tiét niéu Bénh vién Da khoa
TW Thai Nguyén (8,4%) [2]. Diéu nay cé thé giai
thich duoc do nhitng ly do sau: 1) Tiéu chi danh gia
tuong tac thudc cd YNLS & nghién clru cla ching téi
dua trén sy 18y dong thuan cta ca 5 CSDL, khac vdi
nghién ctru clia Nguyén Thé Huy xac dinh twong tac
¢6 YNLS bing phan mém DRUG - REAX Micromedex
2.0, do d6 cé thé ghi nhan dwoc nhidu cdp tuong
tac hon; 2) M6 hinh bénh tat la khac nhau, do dé
danh muc thudc s&t dung & mdi co s& diéu trj [a khac
nhau. Nghién ctru clla Dwong Anh Tudn (ndm 2013)
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thuc hién tai khoa N6i Tiéu hoda tiét niéu nén thudc
ghi nhan nhiéu nhat 13 khang sinh dung duwdng toan
than va nhém thuéc diéu tri bénh trén duwong tiéu
héa. Con nghién ctu cla chung téi thyc hién thuc
hién da s6 trén bénh nhan mac bénh tim mach nén
thudc duoc ghi nhan nhiéu nhat 1a nhdm thudc tim
mach va thudc khodng chat, vitamin. Day déu Ia cac
thudc c6 nguy co twong tac thudc cao, gdy hau qua
nghiém trong, vi vay, ty & bénh an ghi nhan twong tac
thudc cd YNLS & nghién ctru ctia ching t6i la I&n hon.

3.2.2. Tdn sudt xudt hién cdc twong tdc thuéc cé
y nghia Iadm sang

Chung t6i ghi nhan 27 cap twong tac thudc cd YNLS
duoc ddng thuan bdi cadc CSDL. Nhan thay tuong tac
gitta mét thudc va cac thudc trong cing mot nhém
tac dung dugc ly dwoc ghi nhan giéng nhau vé mirc
dd nang, co ché va hau qua tuong tac tai mdi CSDL.
Do vy, chlng t6i d3 tién hanh gdp céc thudc trong
cung mot nhom tac dung duoc ly vao cung mot
nhém nhu sau:

® Thudc (rc ché bom proton: omeprazole, es-
omeprazole.

® Thudc khang acid: magnesi hydroxyd, nhdm
hydroxyd.

® Khang sinh nhém quinolone: levofloxacine,
ofloxacine.

® Thu6c trc ch& men chuyén: imidapril, perin-
dopril.

K&t qua thu dwoc danh sdch bao gdbm 20 cdp twong tac thubc cd YNLS nhu bang sau.

Bang 8. Tan suit xuat hién cac twong tic thudc cd y nghia 1am sang

STT Ciip twong tac tujg;‘:;t o) Ta'(‘o/j;‘at
1 Thuéc trc ch& men chuyén - Muéi Kali 30 7,50
2 Rosuvastatin - Nhom hydroxyd 17 4,25
3 Thuéc trc ch& men chuyén - Spironolactone 12 3,00
4 Clopidogrel - Thudc trc ché bom proton 7 1,75
5 Spironolactone - Mu@i Kali 7 1,75
6 Acenocoumarol - Rosuvastatin 7 1,75
7 Telmisartan - Mudi Kali 5 1,25
8 Khang sinh nhém Quinolone - Thuéc khéang acid 4 1,00
9 Telmisartan - Spironolactone 3 0,75
10 Fenofibrate - Nhom sulfonylurea/insulin 2 0,50
11 Levothyroxine - Mudi Canxi 2 0,50
12 | Methotrexate - Meloxicam 2 0,50
13 Fenofibrate - Rosuvastatin 1 0,25
14 Fenofibrate - Acenocoumarol 1 0,25
15 | Acenocoumarol - Metronidazole 1 0,25
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16 Nitroglycerin - Sildenafil 1 0,25
17 | Amiodarone - Bisoprolol 1 0,25
18 Ofloxacin - Meloxicam 1 0,25
19 Methotrexate - Omeprazole 1 0,25
20 Diazepam - Mirtazapine 1 0,25
Téng 106 26,50

Danh sach 20 cdp tuong tac thu6c ma ching toi
ghi nhan dugc cé lién quan dén 23 loai thudc; trong
d6 ¢6 11 loai thudc thuéc nhédm thuéce tim mach. Cu
thé cé dén 14/20 (70,00%) cip tuong tac chira cc
thuéc thudc nhém tim mach va céc thudc nay chju
trach nhiém cho 95/106 (89,62%) t6ng s6 lwot twong
tac. Nhiéu nghién ctru cling cho thay, cac thubc tim
mach thudng lién quan hon dén khd nang xay ra
twong tac thudc tiem &n, dong thoi bénh nhan méc
bénh tim mach dé gip twong tac thudc hon so véi
cac bénh nhan khac [7]. Trong nghién ctru cta chidng
toi, 3 cap twong tac thudc cd YNLS xuat hién véi tan
suat nhiéu nhat 1a thudc trc ché men chuyé&n va mudi
kali (7,50%), ti€p theo la twong tac gitra rosuvastatin
va nhém hydroxyd (4,25%), twong tac gilta thudc trc
ch& men chuyén va spironolactone (3,00%). K&t qua
nay tuwong déng vdi mot nghién clru trong nwdc cla
Nguyén Thé Huy ndm 2013 trén bénh an tim mach
di8u tri ndi trd tai Bénh vién Pa khoa tinh Bac Giang
cho thdy cdp tuong tadc cé YNLS hay gap nhat Ia
perildopril va kali chlorid (53,3%) [1]. Tuy nhién lai
kha khéc biét so véi nghién ciru cha Diksis N. va cong

suw trén bénh nhan tim mach diéu tri ndi trd tai mot
bénh vién & Ethiopia véi 4 cdp tuong tac nghiém
trong va trung binh tiém &n nhiéu rdi ro phé bién
nhat d6 |a aspirin — furosemide (33,20%), aspirin —
enalapril (30,13%), aspirin — clopidogrel (14,4%) va
omeprazole — clopidogrel (10,75%) [4].

Tuong tac thudc gitra thudc (e ché men chuyén
véi mudi kali dan dén nguy co ting ndng do kali
mau, cé thé gay réi loan nhip tim. Tuy nhién, da s&
cac bénh an thu thap trong qua trinh nghién cttu cé
2 thu8c nay déu cé mat thudc lgi tiéu furosemide.
Nhu vay, trong trudng hop nay, bac sy cé thé d3
nhan thirc dugc vé twong tac va da ch( déng phdi
hop cac thudc véi nhau nham ngin ngira réi loan
dién gidi. Can theo ddi chat ch& ndng do kali mau
va chitc ndng than, dac biét khi bénh nhan cé mot
hodc nhiéu yéu t6 nguy co sau day: suy than, dai
thdo dudng, ngudi cao tudi, suy tim ndng, mat nuwéc
hodc s&r dung d6ng thoi cac thubc lam téng kali mau.
Bé&n canh do6, can khuyén cdo bénh nhan vé ché d6 an
hop ly, tranh dung thirc an giau kali va gido duc nhan
biét cdc dau hiéu cla ting kali mau [5].

3.2.3. Co’ ché'va héu qué cda cdc turong tdc thude co y nghia Idm sang xdy ra trong bénh dn diéu trj ndi trd
Bang 9. Phan loai cdc tuwong tac cd y nghia IAm sang theo co ché twong tac

SO lwot TTT Ty lé S6 cap TTT Ty lé
Co ché twong tac (n) (%) (n) (%)
Dwoc dong hoc 41 38,68 8 40,00
- Anh hudng 1&n qué trinh hap thu 23 56,10 3 37,50
- Anh hudng 18n qué trinh phan bé 0 0,00 0 0,00
- Anh hudng 1&n qué trinh chuyén héa 15 36,59 3 37,50
- Anh hudng 1&n qua trinh thai trir 3 7,31 2 25,00
Duoc lwc hoc 64 60,38 11 55,00
- Twong tac hiép dong 64 100,00 11 100,00
- Tuwong tac d&i khang 0 0,00 0 0,00
Chwa xac dinh chinh xac 1 0,94 1 5,00
Tong 106 100,00 20 100,00

Nhén xét: S6 cdp tuwong tic theo co ché duwoc lwc hoc (DLH) (11 cdp twong tac, chiém ty 1& 55,00%), cao
hon sé cdp twong téc theo co ché dugc déng hoc (DDH) (8 cdp tuong tac, chiém ty 1é 40,00%), ¢ 1 cdp tuong
tac chua xac dinh chinh xéc co ché |a twong tac gitra fenofibrate va acenocoumarol (chi€ém 5,00%). Twong tac
gilta rosuvastatin va nhém hydroxyd theo co ché duwgc déng hoc do anh hwédng 1&én qud trinh hap thu trén
duong tiéu hda lam thay déi pH da day. D& tranh twong tac thudc nay, rosuvastatin va nhém hydroxyd nén

duwoc udng cach nhau it nhat 2 gio [10].
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3.2.4. Phén tich s Gnh hwd'ng cia mét sé yéu té dén kha néing xdy ra twong tdc thuéc cé y nghia Iém sang
Bang 10. Anh hudng clia mét s6 yéu td dén kha nang xay ra tuong tac thudc cé y nghia ldm sang

S6 bénh an S6 bénh an
Cac yéu td anh huédng COTTT Ty lé (%) | khdng cOTTT | Ty lé (%) p
(n) (n)
Nam 28 16,09 146 83,91
Gigi tinh 0,069
N 53 23,45 173 76,55
<20 tudi 0 0,00 5 100,00
, 21-40 tudi 12,31 57 87,69
Tuoi - 0,044
41-60 tuodi 22 16,92 108 83,08
> 60 tudi 51 25,50 149 74,50
1 bénh 16 13,45 103 86,55
2 bénh 24 15,79 128 84,21
SO lwot bénh 3 bénh 28 28,57 70 71,43 <0,001
4 bénh 12 46,15 14 53,85
5 bénh 1 20,00 4 80,00
1-5 ngay 33 15,42 181 84,58
o - 6-10 ngay 40 24,39 124 75,61
Thoi gian diéu tri 8 0,039
11-15 ngay 7 36,84 12 63,16
16-18 ngay 33,33 2 66,67
2-5 thuéc 14 7,61 170 92,39
S8 |u’dng thuéc trong 6-9 thudc 48 26,97 130 73,03 0,001
’ " ’ v < 7
bénh an 10-13 thuéc 18 50,00 18 50,00
14-18 thudc 1 50,00 1 50,00

Nhén xét: Khdng cé méi lién quan gilra gidi tinh
cla bénh nhan va kha ning xdy ra tuong tac thudc
c6 YNLS (p > 0,05). C6 méi lién quan giita do tudi
cla bénh nhan, s& luvot bénh, thoi gian diéu tri tai
khoa, s lwvgng thudc trong bénh an va kha ndng xay
ra twong tac thudc cé YNLS cd y nghia théng ké (p <
0,05). P6 tudi clia bé&nh nhan cang cao, s6 lwot bénh
cang nhiéu, thoi gian diéu tri cang dai va sé luong
thudc sir dung cang nhiéu thi nguy co xay ra twong
tac thudc cang cao.

K&t qua cla chuing toi cling twong ddng vdi nhiéu
nghién ciru khac. Khao sat twong tac trén bénh nhan
tim mach ndi trd, Murtaza G. va cdng su cho thay,
bénh nhan > 60 tudi c6 méi lién quan cé y nghia
théng ké vdi bién cd tuong tac thube (p < 0,001),
thoi gian ndm vién > 7 ngay (p < 0,001) va bénh nhan
st dung > 7 thudc (p < 0,01) cling cé lién quan cd y
nghta théng ké véi khd nang xay ra twong tac thudc
[8]. K&t qua cla nghién ctru cling hd tro cac phat
hién cla cac khdo sat trwdc day chirng minh rang
s6 lwgt bénh dwoc chan dodn nhiéu cé lién quan
dén sy xuat hién cla cac tuwong tac thudc tiém an.
Nghién ctru clia Bozana va cong su cling chi ra rang

ti 1& gap twong tac thudc cd y nghia 1am sang la cao
nhat trong s6 nhirng bénh nhan mac > 4 bénh (OR =
4,451, p < 0,001) [9].

3.3. Xay dung huéng din quan Iy cic tuong tac
thudc cé y nghia Idm sang tai Khoa Néi, Bénh vién
Pai hoc Y Dwoc Hué

Chung t6i d3 xay dung hudng dan quan ly twong tac
thuéc cho 20 cap twong tac thudc cd YNLS, thong tin
duoc 8y tir 5 CSDL va déng thoi cap nhat cac khuyén
céo tir cc ngudn tai liéu khac nhu nha san xuat, cac t6
chirc y hoc cé uy tin trén thé gigi. Hwdng dan quan ly
tuong tac thudc dugc trinh bay & Phu luc 1.

4. KET LUAN

4.1. bac diém cha bénh nhan va tinh hinh s
dung thuéc trong mau nghién ciru

- Dic diém cla bénh nhan: B6 tudi trung binh
cla bénh nhan 13 58,85 + 17,90. Nhdm bénh thuong
gap nhat [a nhém bénh tim mach (53,66%).

- Dic diém vé tinh hinh s dung thudc: S6 thudc
trung binh trong m6t bénh 4n 13 6,01 + 2,53. S8 bénh
an c6 2-5 thudc chiém ty & cao nhat (46,00%). Nhém
thuéc dugc ké nhiéu nhat 13 nhém thuéc tim mach

JOURNAL OF MEDICINE AND PHARMACY ISSN 1859-3836 97 I



Tap chi Y Duoc hoc - Trwdng Bai hoc Y Duoc Hué - S6 3, tédp 10/2020

(35,91%).

4.2. Xac dinh cac twong tac thudc cé y nghia 1am
sang xay ra trong bénh an diéu tri ndi tru tai Khoa
Noi, Bénh vién Pai hoc Y Duwoc Hué

- Ghi nhan duogc 20 cdp twong tac thubc cd y
nghta |dm sang dugc ddng thudn bdi cac co s& di
liéu st dung trong nghién ctru.

- Ty 18 bénh 4n xuat hién tuong tac thuéc cé y
nghia 1&m sang 1a 20,25% (81/400 bénh an). S8
bénh an c6 1 twong tac thubc chiém ty 1é cao nhat
(16,50%).

- C3p twong tac thubc xuat hién véi tan suat
nhiéu nhat |a thudc c ché men chuyén va mudi kali
(7,50%), tiép theo la twong téc gilta rosuvastatin va
nhém hydroxyd (4,25%), twong téc gilta thudc (e

ch& men chuyén va spironolactone (3,00%).

- Khéng c6 méi lién quan gitra gidi tinh cta bénh
nhan va kha nang xay ra twong tac thudc (p > 0,05)
nhwng cé méilién quan gitra do tudi ctia bénh nhan,
s6 luot bénh, thoi gian diu tri tai khoa, s6 lugng
thu6c trong bénh an va kha ndng xay ra tuong tac
thuSc cé YNLS cé y nghia théng ké (p < 0,05). Do
tuéi cla bénh nhan cang cao, s6 lvgt bénh cang
nhiéu, thoi gian diéu tri cang dai va s luvgng thudc
st dung cang nhiéu thi nguy co xdy ra tuong tac
thu6c cang cao.

4.3. Xay dwng hwéng din quan Iy cho 20 cap
twong tac thudc cé y nghia Idm sang tai Khoa Néi,
Bénh vién Pai hoc Y Dwoc Hué dwoc trinh bay &
Phuy luc 1.
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PHU LUC 1
CAC TUONG TAC THUOC CO Y NGHIA LAM SANG XAY RA TRONG BENH AN DIEU TRl NOI TRU
TAI KHOA NOI BENH VIEN DAI HOC Y DU'QC HUE

Nhom hydroxyd

L Tan . N R

« . SO luwot w0, Co ché Hau qua _— .
STT Cap twong tac twong tic S‘l;l)t twong tic twong téc Quan ly twong tac

e . . |Theo ddi chat ch& ndng do kali mau va
p |Thuoctechémen | o | 55y | oy | Tangnongdokali | o e o than, dsc biét khi bénh nhan c6

chuyén - Muoi Kali mau PO A
mét hodc nhiéu yéu to nguy co

, | Rosuvastatin- 17 | a25 | ppn | GiAmswhapthu | .5 thusce cach nhau it nhat 2 gio

clia rosuvastatin
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Thudc trc ché

- Theo d8i chat ché néng do6 kali mau va
chirc nang than, dac biét khi bénh nhan co
mét hodc nhiéu yéu té nguy co

3 men chuyén - 12 3,00 DLH Tang nong do kali |_ Liéu khuyén cdo clia spironolactone:
- mau . , .
Spironolactone khong qua 25 mg/ngay
- Tranh st dung phdi hop néu téc dd loc
cau than < 30 ml/phut
- Tranh sir dung phéi hop )
. Gidm néng dd |- Thay thé omeprazole/esomeprazole bang:
Clopldogrel e chat chuyén héa |+ Pantoprazole, rabeprazole, lansoprazole
4 Thudc e ché bom 7 1,75 DPH . , N ! ’ ¢
roton c6 hoat tinh clia |dexlansoprazole
P clopidogrel + Thudc khang histamin H,
+ Thuéc khéng acid
- St dung dong thoi spironolactone va mudi
Spironolactone - Tang ndng do kali kali thwomg khong du’o’g khuyén cdo
5 Mudi Kali 7 1,75 DLH mau ; - Theo ddi chat ché néng d¢ kali mau va
chirc nang than, dac biét khi bénh nhan co
mdt hodc nhiéu yéu t6 nguy co
- Theo d&i chit ch& cac d4u hiéu chay mau,
thoi gian prothrombin hodc chi s6 INR clia
Acenocoumarol - Tang taic dung |bénh nhan khi bat dau, ngirng st¥ dung va
6 R ) 7 1,75 DPH chéng déng clia |nén danh gia dinh ky trong sudt thoi gian
osuvastatin ; N .
coumarin dung pho[ hop
- Can nhac gidm liéu acenocoumarol khi
can thiét
. " . ~ . |- Theo ddi chdt ch& néng dé kali mau va
7 | Telmisartan-Mudi | 5| 455 | py | Tangnongdokali | e <o than, dic biét khi bénh nhan c6
Kali mau N " IR
mot hodc nhiéu yéu to nguy co
- Udng khang sinh quinolone 2-4 gi¢ trudc
Khang sinh nhém Gidm su hap thu |hodc 4-6 gio sau thudc khang acid
8 Quinolone - Thuéc 4 1,00 DPH khang sinh nhdm |- Thay thé thudc khang acid bang cac thuéc
khéang acid quinolone khac: thudc khang histamin H, hodc thudc
rc ch& bom proton
- Theo ddi chat ché ndng dd kali mau va
chirc nang than, ddc biét khi bénh nhan co
. RS ~ . | MOt hodc nhiéu yéu t& nguy co
9 Te[mlsartan ) 3 0,75 DLH | Tengnong do kali | Liéu khuyén céo cla spironolactone:
Spironolactone mau R , .
khéng qua 25 mg/ngay
- Tranh st dung phéi hop néu téc do loc
cau than < 30 ml/phit
_Fm%ﬁr:rate e neuy g ha |- TheEo dBi chdt ché dsu higu ha dudng
10 2 0,50 | DLH 8 NBUY CONA 1yt khi str dung ddng thoi
sulfonylurea/ duong huyét Diay chinh lidu ciia sulfonvl insuli
insulin - Diéu chinh liéu cla sulfonylurea/insulin
. . o - Ubng 2 thudc cach nhau it nhat 4 gio
11 Levg'.chyrox.lne 2 0,50 DPH Glam s hap tr)’u - Theo ddi chirc ndng tuyén gidp va diéu
Mudi Canxi cla ca hai thuéc TN .
chinh liéu cua levothyroxine
- Theo d&i chdt ché céc~bié’u hién doc tinh
clia methotrexate: nhiém khuan (loét va
hoai tir da, loét miéng, dau hong, sét);
doc tinh trén dudng hé hap (kho thd, ho);
déc tinh trén tly xwong (thi€u mau, suy
tay, gidm bach ciu , gidm tiéu ciu); doc
e en_ oo . |tinh trén dudng tiéu hda (ndn, budn nén,
12 Methotrgxate ) 2 0,50 DDbH Tang dgc tinh cla tiéu chay, viém da day); doc tinh trén gan,
Meloxicam methotrexate

than... Theo déi ndng d6 methotrexate va
tién hanh xét nghiém dém sé luvgng bach
cau, tiéu cau 2 lan/tudn, it nhat trong 2
tuan dau tién.

- Sir dung methotrexate & liéu thap. Vi
du dé diéu tri viém khép dang thap, liéu
khuyén cdo 13 7,5-15mg/tuan.
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13

Fenofibrate -
Rosuvastatin

0,25

DLH

Tang nguy co doc
tinh trén co: bénh
co (dau co va/
hodc yéu co),

tiéu co van

- Phéi hop statin va fibrate chi nén duoc
xem xét néu loi ich diéu tri vuot troi nguy
co, déng thoi st dung lieu thap nhat cé
hiéu qua.

- Gido duc bénh nhan cac triéu ching cla
bénh co (dau co khéng ré nguyén nhan,
mém co, yéu co).

- Khi st dung ph6i hop fenofibrate va
rosuvastatin: liéu khai dau 5 mg/ngay.

- Ngung dung liéu phdp néu bénh nhan
duoc chin doin/nghi ngd bénh co hodc
néu ndng dd creatinine kinase tang.

14

Fenofibrate -
Acenocoumarol

0,25

Chua xac
dinh chinh
Xac

Tang tac dung
chéng déng cla
coumarin

- Theo ddi chat ch& cac dau hiéu chay mau,
thdi gian prothrombin hodc chi s6 INR cla
bénh nhan khi bt dau, ngitng st dung va
nén danh gia dinh ky trong suét thoi gian
dung phdi hop.

- Can nhéc gidm liéu acenocoumarol khi
can thiét.

15

Acenocoumarol -
Metronidazole

0,25

DbH

Tang tac dung
chéng déng clia
coumarin

- Theo dbi chat ché cdc d4u hiéu chay mau,
thdi gian prothrombin hodc chi s6 INR cla
bénh nhan khi bt dau, ngirng st dung va
nén dénh gia dinh ky trong sudt thoi gian
dung phéi hop.

- Can nhac gidm liéu acenocoumarol khi
can thiét.

16

Nitroglycerine -
Sildenafil

0,25

DLH

Tang tac dung ha
huyét ap

- Chéng chi dinh phdi hop.

- Néu can thiét phai phéi hop: trudc khi
ké sildenafil cdn xac dinh BNcé st dung
nitrate trong vong 24h trwdc do khong.

17

Amiodarone -
Bisoprolol

0,25

DLH

Cham nhip tim, ha
huyét 4p, nglrng
xoang, block nht

that

- Ph&i hop than trong trong réi loan chirc
nang cla nit xoang hodc block nhi that
mét phan. Theo ddi nhip tim khi st dung
phéi hgp.

- biéu chinh liéu hodc ngirng mét trong hai
thuéc néu nhip tim qua cham.

18

Ofloxacine -
Meloxicam

0,25

DLH

Tang tac dung phu
trén hé than
kinh trung uong

- Trdnh st dung ph6i hop hodc theo dbi
chit ché & bénh nhan cé tién st dong
kinh, co giat.

19

Methotrexate -
Omeprazole

0,25

DDbH

Tang déc tinh cla
methotrexate

- Theo ddi chat ché cac biéu hién ddc tinh
clia methotrexate: nhiém khuan (loét va
hoai tir da, loét miéng, dau hong, s6t);
doc tinh trén dwdng hd hap (khd thé, ho);
déc tinh trén tdy xwong (thiéu mau, suy
tay, giam bach cau, giam tiéu cu); doc
tinh trén duwdng tiéu hda (ndn, budn nén,
tiéu chdy, viém da day); doc tinh trén gan,
than... Theo ddi néng d6 methotrexate va
tién hanh xét nghiém dém s6 lwgng bach
cau, tiéu cau 2 lan/tuan, it nhat trong 2
tuan dau tién.

- S&r dung methotrexate & liéu thap. Vi

du dé diéu tri viém khdp dang thap, liéu
khuyén cdo 13 7,5-15mg/tuan.

20

Diazepam -
Mirtazapine

0,25

DLH

Tang tac dung phu
trén hé than

kinh trung uvong

- Than trong khi s& dung phéi hop
mirtazapine va thudc thudc nhém
benzodiazepine.

- Tranh dung 2 3 thudc tic dung 1én hé
than kinh trung wong, giam thiéu sé lugng
thudc tac dung 1&n hé than kinh trung
wong.
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