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Abstract: This study was aimed to develop a list of important drug- drug interactions (DDIs) at the
Internal department — Kien An Hospital. Subjects and methods: This study was 3 phases: (1) The
construction of the initiative list was based on consenous of the documentations from the list of
drugs in Kien An hospital: Micromedex 2.0, the patient leaflets and Drug Interaction Fact 2014. (2)
The research group reviewed all the in-patient medical records in the General internal department
and Cardiology department and sorted the high-frequency DDIs with prevalance higher than 1%.
(3) After the DDIs of the first list and the second list were assessed by a group of doctors and
pharmacists who the proposed a list of important DDIs at the internal deparment — Kien An Hospital.
Results: From the documentations, the research group constructed 27 DDIs of the list. Conclusion:
This DDIs list can be disseminated in clinical departments and integrated into the prescribing
software of Kien An hospital.
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Tém tit: Tuong tac thudc (TTT) bat loi 1a mot trong nhiing nguyén nhén gay ra cac bién cb bét loi
ctia thudc, gdy giam hiéu qua dicu tri, kéo dai thoi gian ndm vién, ting chi phi diéu tri, va thim chi
¢6 thé gay tir vong cho bénh nhan. Trong thuc hanh 1am sang, viéc phét hién, danh gia, xu tri va
quan 1y nguy co tuong tac thubc c6 vai trd quan trong trong viéc han che t6i da twong tac thudc.
Muc dich ctia nghién ctru ndy nham xay dung danh myc tuong tac thudc can chd y trong thuc hanh
1am sang tai Khoa Noi, Bénh vién Kién An Hai Phong. Péi tirong va phwong phdp nghién cuu:

Nghién ctru dugc thuc hién qua 3 giai doan: (1) Xay dung danh muyc tuong tac thudc ly thuyét can
cht y théng qua su dong thuan cua cac co s& dir liéu tir danh muc thudc sir dung tai bénh vién:

Micromedex 2.0, t& huéng dan sir dung thude va sach Drug Interaction Fact 2014. 2 Nhom nghién
ctu tlen hanh ra soat twong tac tir bénh &n ndi tru va lya chon cac cap tuong tic ¢ tan sut cao (>1%
tong sé bénh an). (3) Xay dung danh myc tuong tac thudc cudi cung théng qua khao sat y kién nhom
chuyén mon vé danh muc tuong tac ¢ giai doan 1 va 2. Két qua: Dya vao cac co so dir liéu, nhom
nghién ctru da xay dung duoc danh myc tuong tac gdm 27 cdp twong tic can chu y trong thuc hanh
1am sang. Két ludn: Danh muc nay c6 thé duoc phd bién tai cac khoa 1am sang, dong thoi tich hop
vao phan mém hd tro ké don tai bénh vién.

Tir khéa: Bénh vién Kién An, tuong tac thude, Micromedex 2.0, tan sut cao.
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1. Pat van dé

Tuong tac thude (TTT) bat loi 12 mot trong
nhimg nguyén nhan gay ra cac bién cb bat lgi ctia
thudc, gay glam hiéu qua diéu tri, kéo dai thoi
gian nam vién, tang chi phi diéu tri, va tham chi
c6 thé gay tir vong cho bénh nhan [1]. Hién nay,
cac co s¢ dir liéu tra clru tuong tac thudc rat
phong phu, da dang bao gom ca sach chuyén
khao 1an phan mém duyét twong tac truc tuyén.
Tuy nhién, do co s¢ dir liéu st dung trong cac
phan mém khac nhau nén két qua duyét tuong
tac co su khac biét vé mirc d6 nghiém trong va
khuyén céo xir tri [2]. Diéu nay gay nhiéu kho
khan cho bac sy, dugc sy trong viéc chon lya
ngudn thong tin phi hop va chinh xac. Bé khic
phuc nhitng khé khan trén va thuan tién tra ctu
thong tin, da c6 nhidu bénh vién va co so kham
chira bénh trén thé gisi va Viét Nam da xay dung
bang danh muc cac twong tac thudc bat lgi riéng
trong thuc hanh 1am sang. Bénh vién Kién An Ia
bénh vién da khoa hang | va la mét trong nhiing
bénh vién da khoa 16n nhit & Hai Phong. Hang
nim, bénh vién Kién An tiép nhan sé luong 16n
bénh nhan diéu tri khdng thanh cong ¢ céc bénh
vién tuyén dudi va cac co s diéu tri khac chuyén
dén. Tinh trang bénh ly phuc tap ciia bénh nhan
noi trd dan dén phdi hop nhiéu thudc. Nghién
ctru nay duoc thyuc hién vai myc tiéu xay dung
danh muyc twong tac thudc can chd y trong thuc
hanh 1am sang tai bénh vién Kién An Hai Phong.

2. P6i twong va phwong phap nghién ciru

2.1. Déi twong nghién ciru

Giai dogn 1: Xay dyng danh myc tuong tac
thude ly thuyét can chu y

Déi tuong nghién ctru: Danh muc thudc sir
dung tai bénh vién Kién An nim 2019.

- Tiéu chudn lwa chon: hoat chit nam trong
danh myc thudc sir dung tai Bénh vién Kién An
nam 2019.

- Tiéu chudn logi trir: thuéc phéi hop vitamin
va khoang chét, dich truyén NaCl, glucose,
dung dich thAm phén, mau va ché pham tur
mau, vi khuan dong kho va thube c6 ngudn gbc
duoc liéu.

Giai dogn 2: Xay dung danh muc tuong tac
thudc thuc té can chi ¥ dya trén bénh an noi tru

Déi tugng nghién ctru: Bénh 4n noi tra

- Tiéu chuén lya chon: tit ca cac bénh 4n cla
bénh nhan diéu tri tai khoa Noi téng hop va Noi
tim mach duoc luu trit tai phong Ké hoach tong
hop, bénh vién Kién An c6 ngay Xuét vién ghi
trong bénh an tir 01/07/2019 dén 31/07/2019.

- Tiéu chuan loai trir: bénh 4n sir dung nho
hon 2 thudc.

Giai dogn 3: Xay dung danh muc tuong tic
thudc can chii ¥ trong thuc hanh 1am sang qua
khao sat ¥ kién nhom chuyén mén vé danh muc
tuong tac & giai doan 1 va 2

Déi twong nghién ciru: Hai danh muyc tuong
tac xdy dung o giai doan 1 va 2, gom:

- Danh muc tuong tac thudc 1y thuyét can

chay.

- Danh muyc tuong tac thude thue té can chu
y dua trén bénh an ndi tru.

2.2. Phuong phap nghién ciru

Giai dogn I: Xay dung danh muc tuong tac
thudc 1y thuyét can cha y

Céc co s6 dir liéu (CSDL) tra ctru bao gom:

- Phan mém tra ciu tuong tic Drug
interactions- Micromedex 2.0

- Séch Drug Interaction Facts (DIF) 2014.

- Céc to hudng dan sir dung (HDSD) thude
duoc tra ctru wu tién: tir to HDSD thudc tai bénh
vién, néu khong c6 thong tin vé twong tac thude
chdng chi dinh (CCP) thi can tra ctru tiép tuong
tac CCD trén to thong tin san pham ctia biét dugc
gbc trén trang www.drugbank.vn (trang ciia Cuc
quan ly Duogc, Viét Nam) va/hodc
www.medicines.org.uk (trang ctia Co quan quan
ly thubc, Anh). Néu it nhit mot trong ba to
HDSD c6 khuyén céo cip tuong tic CCD thi s&
duoc lua chon.

Nhom nghién ciru tién hanh quy trinh nhu
sau: Lan luot nhdp tat ca cac hoat chit tir danh
muc thudc bénh vién (théa man tiéu chuin Iua
chon va tiéu chuan loai trir) vao phﬁn mém tra
ctru tuong tac Micromedex 2.0 (MM 2.0). Trong
cac tuong tac xuat tir MM 2.0, loc cac tuwong tac
c6 mirc d6 “chdng chi dinh” va “nghiém trong”.
Sau d6, xdy dung danh muyc tuong tac thube Iy
thuyét can chu y théng qua sy dong thuan cua
cac CSDL bang cach 1an lugt kiém tra cAc twong
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tac duoc loc ra tr MM 2.0 véi cac to6 HDSD
thudc va sach DIF. Cac twong tac duoc chon vao
danh muc theo hai mirc do:

- Mitc d6 chéng chi dinh (Y nghia: Chdng
chi dinh ding dong thoi cac thudc): CAc twong
tac co thong tin 1a chéng chi dinh trén t& HDSD
(ctia mét hodc ca hai hoat chét trong mot cap
tuong tac) hodc cac tuong tac dong thoi co mirc
d6 chéng chi dinh trong MM 2.0 va muc do
nghiém trong trong DIF.

- Mitc d6 nghiém trong (Y nghia: Tuong tac
gdy hau qua de doa tinh mang va/hodc can can
thiép y khoa dé han ché tdi thiéu phan tmg co hai
nghi€m trong xay ra): Cac tuong tac cé miac do
nghiém trong dong thai trong MM 2.0 va DIF.

Giai dogn 2: Xay dyng danh myc tuong tac
thude thue té can cha y dya trén bénh an ndi tra

Ap dung phuong phap mo ta cit ngang trén
hdi cliru bénh 4n, nhoém nghién ctu lya chon bénh
an c6 ngdy xuat vién ghi trong bénh an cua bénh
nhan diéu tri tai khoa Noi tong hop, Noi tim
mach duoc luu trit tai phong Ké hoach téng hop
tir ngay 01/07/2019 dén 31/07/2019 dé dua vao
ra soat. Vi moi bénh an, nhap tat ca cac thude
xudt hién trong bénh 4n vao MM 2.0 va ddng thoi
tién hanh kiém tra thoi gian s dung cua
tingthude trong mdi cip tuong tac, néu hai thude

cua mot cdp tuong tac dugce su dung trong cung
mdt ngay thi ghi nhin twong tac xdy ra. Trong
chc tuong tac xudt ra tir MM 2.0, loc ra cac tuong
tac c6 mirc do “nghiém trong” va “chdng chi
dinh”. Tl 46, lwa chon C4c twong tac co tan suat
cao trén 1am sang (>1% tong s6 bénh an). Céc
tuong tac dugce chon bao gdm: cac twong tac co
tan suit cao co trong danh muc giai doan 1 va
cac tuong tac co tan suat cao khong co6 trong
danh muc giai doan 1 (do giai doan nay khong
ddng thuan voi cac CSDL: cac to HDSD va
sach DIF).

Giai doan 3: X4y dung danh muc tuong tac
thudc can chii ¥ trong thuc hanh 1am sang qua
khao sat ¥ kién nhom chuyén mén vé danh muc
tuong tac & giai doan 1 va 2.

Ap dung quy trinh Delphi stra d6i [3] dé thuc
hién viéc xin ¥ kién cta nhom chuyén mon.
Nhom chuy&n mén bao gom: 04 bac si cong tac
tai Khoa Noi va 02 duogc si lam nhiém vu duoc
lam sang tai Khoa Duoc, bénh vién Kién An.
M&i thanh vién trong nhém chuyén moén danh
gia ting cdp tuong tac mot cach doc lap theo 06
tiéu chi (Bang 1) trén thang diém tir 1 dén 5 (1
diém: Hoan toan phan ddi, 2 diém: Phan dbi, 3
diém: Trung lap, 4 diém: Pdng ¥, 5 diém: Hoan
toan dong ¥).

Bang 1. Sau tiéu chi danh gia twong tac thudc ciia nhom chuyén mén

Y nghia ctia tiéu chi

Tuong tac thuong gap trén 1am sang, quan trong va cd thé gay hau
qua bat 1gi cho bénh nhan

Khi xay ra tuong tac, cd thé de doa tinh mang hay d¢ lai nhimng hau
qua nghiém trong khong hoi phuc cho bénh nhan

Khi tuong tac xay ra doi hoi bac si phai danh gia nhanh va can thiép
kip thoi dé xu tri tuong tac

Kha ning xay ra twong tac cao & nhitng dbi trong bénh nhan dic

biét nhu: chtre ndng cdc co quan suy giam (hap thu, phan bd, chuyén
hoa, thai trir thudc), dang dung cac thudc khac dé didu tri cac bénh

Béc si dd ndm rd vé kha ning xay ra tuong tac trong diéu tri

Sy xuét hién cua tuong tac duge mo ta boi nhimng bang chimg 1am

STT Ti€u chi danh gia
1 Mirc d6 phd bién cia
tuong tac
Mirc d¢ nghiém trong cua
2 ,
tuong tac
3 Kiém soat tuong tac
4 Dbi twong bénh nhéan dic
bigt
méc kém.
5 Nhan thtrc vé tuong tac
6 Dit liéu mo ta

sang dang tin cay
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Hé s6 tuong quan trong nhom (Intraclass trinh va thong qua Hoi ’d(‘A)ng thudc va diéu tri
Correlation Coefficient— ICC) cua timg ti€u chi bénh vién, sau d6 pho bien trong khoa. .
danh gia dugc tinh bang phan mém SPSS 20.0, Céac két qua dugc xu ly thong ké bang phan

dwa trén phuong phap dé xuit boi Shrout va mém SPSS 20.0.

Fleiss [4]. Nhom nghién ctru lya chon nhitng cap

tuong tac dua vao danh muc cudi ciing 14 nhitng .

cdp tuong tac c6 téng diém 6 tiéu chi 16n hon 3. Két qua nghién ciru
hoic bang gia tri trung binh ctia tong diém 6 ticu
chi cta tat ca cac tuong tic dwa vao danh gia.
Danh muc nay s€ dugc nhom nghién ciru xin

3.1. Xdy dung danh muc tuong tac thuée Iy
thuyét can chu'y

Bang 2. Danh muc twong tac thude 1y thuyét can cha y

Mtrc 6 nghiém trong cia Murc d0
tuong tic nghiém
TT  Cap tuong tac T trong
MM HDSD DIF donAg
thuan
1 Amiodaron Moxifloxacin cCb  CCb CCb
. Sulfamethoxazol/Trimethopri  CCDb NT CCb
2 Amiodaron m
3 Ceftriaxon Canxi clorid cCb  CCb CcCb
4 Itraconazol Midazolam cCb  CCP CcCb
5 Itraconazol Methylergometrin cCb  CCb CCb
Thubc kich thich giao cam CCh CCb CCb
6 Linezolid (Adrenalin, Noradrenalin,
Ephedrin, Dopamin,
Dobutamin)
Linezolid Pethidin CCbh CCb CCb
Nimodipin Phenobarbital cCb  CCb CCb
9 Colchicin Clarithromycin NT NT NT
10 Amiodaron Macrolids (Azithromycin, NT NT NT
Clarithromycin)
11  Amiodaron Ciprofloxacin NT NT NT
12 Amiodaron Digoxin NT NT NT
Thubc dbi khang thy thé 5-
13 Amiodaron HT3 (Granisetron, NT NT NT
Ondansetron)
14 Amiodaron Lidocain NT NT NT
15  Amiodaron Metronidazol NT NT NT
16  Aspirin Heparin NT NT NT
17 Aspirin NSAIDs (Ketoprofen, NT NT NT
Piroxicam)

18  Atorvastatin Clarithromycin NT NT NT
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20
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22
23
24
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27
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29

30
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33
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37

38

39

40

41

42

43

44

45
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Atorvastatin

Statins (Atorvastatin,
Fenofibrat)

Atorvastatin
Ciprofloxacin
Ciprofloxacin

Ciprofloxacin

Macrolids
(Clarithromycin,
Azithromycin)
Macrolids
(Clarithromycin,
Azithromycin)
Clarithromycin

Clarithromycin
Clopidogrel

Clopidogrel

Clopidogrel

Clopidogrel
Digoxin
Digoxin
Digoxin
Enoxaparin

Heparin va Heparin
phéan tu lugng thap
(Enoxaparin)

Fentanyl

Furosemid
Corticosteroids
(Methylprednisolon,
Hydrocortison)
Ketoprofen
Spironolacton

Ché phdm chtra kali
Ché phdm chtra kali

Amiodaron

Colchicin

Fenofibrat

Itraconazol

Gliclazid

Glyburid

Theophyllin

Quinolons (Ciprofloxacin,
Moxifloxacin)

Digoxin

Fentanyl
Midazolam

Enoxaparin

Heparin va Heparin phén tu

luong thap (Enoxaparin)

Aspirin va NSAIDs
(Ketoprofen, Piroxicam)
PPIs (Esomeprazol,
Lansoprazol)
Hydrochlorothiazid

Itraconazol

Sulfamethoxazol/
Trimethoprim

Heparin

NSAIDs (Ketoprofen,
Piroxicam)

Itraconazol

Aminosids (Gentamicin,
Netilmicin)

NSAIDs (Ketoprofen,
Piroxicam)

Piroxicam

Uc ché men chuyén
(Lisinopril, Perindopril,
Ramipril)
Spironolacton

Ut ché men chuyén
(Lisinopril, Perindopril,
Ramipril)

Fentanyl

NT
NT

NT
NT
NT
NT

NT

NT

NT
NT

NT

NT

NT

NT
NT

NT
NT

NT

NT

NT

NT

NT

NT

NT

NT

NT

NT
NT

NT
NT
NT
NT

NT

NT

NT
NT

NT

NT

NT

NT

NT
NT

NT
NT

NT

NT

NT

NT

NT

NT

NT

NT

NT

NT
NT

NT
NT
NT
NT

NT

NT

NT
NT

NT

NT

NT

NT

NT
NT

NT
NT

NT

NT

NT

NT

NT

NT

NT

NT

NT
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Trong s6 273 thude sir dung tai bénh vién
nam 2019, 147 hoat chit thoa mén tiéu chuan lua
chon duoc dua vao duyét tuong tac béng ph?m
mém MM 2.0. Két qua thu duoc 501 cip tuong
tac, trong do, loc ra 332 cdp tuong tac can cha y
bao gom: 23 cip mirc do chdng chi dinh (CCP)
va 309 cap mtc d nghiém trong (NT).

Nhom nghién ctru tiép tuc tra ctru 1an lugt
332 cap tuong tac nay trong cic to& HDSD va
trong sach DIF 2014 dé lay sy dong thuan. Két
qua thu dugc danh muc co 45 cdp tuong tac ly
thuyét can cha y (bang 2) dua trén tra ctru cac
ngudn thong tin, trong d6 c6 7 cip tuong tic
CCP ddng thuan gitta MM 2.0 véi it nhat mot
trong cac t& HDSD, 1 cap tuong tac CCD trén
MM 2.0 va NT trén DIF, con lai 37 c@p tuong tac
ddng thuan trén MM 2.0 va DIF & muc do NT.

3.2. Xay dung danh muc twong tic thuoc thuc té
can chii y dwa trén bénh dn ngi tri

Qua khao sat 424 bénh an, ¢6 203 bénh an c6
tuong tac (48%). S6 bénh an ¢6 1 cdp tuong tac,
2 cdp tuong tac va 3 cdp tuong tac trd 1én chiém
ty 1€ twong Gng 1a 19,8%, 6,4% va 21,7%. 27 cap
tuong tac c6 tan suat ghi nhan > 1% tong s6 bénh
an dugc dua vao danh muc tuong tac thude thuc
té can chu ¥ dya trén bénh an noi tra duoc trinh
bay trong bang 3. Trong do, cac cap tuong tac
thuong gip trong miu nghién ciu bao gdm
tuong tac 1am ting kali mau (chiém 46,46%) khi
phéi hop thude e ché men chuyén véi mudi kali
hoic thudc loi tiéu tiét kiém kali (spironolacton),
tuong tac giita aspirin va NSAIDs v6i cac thude
loi tiéu (chiém 41,98%).

Béng 3. Danh muc tuong tac thudc thue té can chu v dua trén bénh an ndi tra

STT  Cip twong tic Sbbénhan  Tan suat (%)
o (N=424)

1 Ché pham chira Kali Spironolacton 88 20,75

2 Aspirin Hydrochlorothiazid 52 12,26

3 Aspirin Spironolacton 51 12,03

4 Lisinopril Spironolacton 41 9,67

5 Lisinopril Ché pham chtra kali 36 8,49

6 Aspirin Furosemid 30 7,08

7 Piroxicam Spironolacton 21 4,95

8 Aspirin Piroxicam 20 4,72

9 Perindopril Spironolacton 19 4,48

10 Aspirin Metformin 15 3,54

11 Aspirin Clopidogrel 15 3,54

12 Piroxicam Hydrochlorothiazid 14 3,30

13 Ché pham chtra Kali Perindopril 13 3,07

14 Kali clorid Atropin 10 2,36

15 Esomeprazol Clopidogrel 10 2,36

16 Piroxicam Furosemid 10 2,36

17 Digoxin Spironolacton 9 2,12

18 Lansomeprazol Clopidogrel 7 1,65
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19 Piroxicam Methylprednisolon 7 1,65
20 Felodipin Clopidogrel 6 1,42
21 Enoxaparin Clopidogrel 6 1,42
22 Digoxin Hydrochlorothiazid 5 1,18
23 Digoxin Telmisartan 5 1,18
24 Aspirin Piracetam 5 1,18
25 Ciprofloxacin Methylprednisolon 5 1,18
26 Moxifloxacin Methylprednisolon 5 1,18
27 Lisinopril Telmisartan 5 1,18

3.3. Xdy dung danh muc twong tdc thuéc can chii
¥ trong thue hanh lam sang qua khao sdt y kién
nhom chuyén mén vé danh muc tiong tic & giai
doan 1va 2

Sau giai doan 1 va 2, thu dugc danh myc 1
gdm 45 cip tuong tac thude can cha y dua trén
1y thuyét va danh muc 2 gdm 27 cip tuong tac
thudc tin suit cao. Sau khi gdp cac cip tuong tac
trung nhau trong hai danh muc, gop chung cac
cdp twong tac lién quan dén cac thude thude cling
mot nhém véi co ché va hau qua cua twong tac
giéng nhau, thu dugc danh muyc 51 cdp tuong tac
dua vao khao sat ¥ kién nhom chuyén mon. Két
qud danh gia cia nhém chuyén mén theo tung
tidu chi duoc trinh bay trong bang 4. Tong diém

sau tiéu chi cua cac cdp twong tic nim trong
khoang 19,3 dén 25,5 trén tong diém tdi da 1a 30
diém. Trong sau tiéu chi danh gia, tiéu chi 4 (ddi
tuong bénh nhan déc biét) co gia tri trung binh
cao nhét (4,6 diém), con tiéu chi 6 (dir liéu mo ta
tuong tac) co khoang bién thién thién 16n nhét tir
1,5 dén 5,0 voi gia tri trung binh 14 3,3+ 1,1
Mirc d6 dong thuan cua nhém chuyén mén
theo timg tiéu chi tuong ddi khac nhau. Trong
do, tiéu chi 6 (dir liéu mo ta tuong tac) co gia tri
ICC cao nhat (0,910), tiép dén tiéu chi 1 (muc do
phd bién cua tuong tac) 1a 0,860 cho thdy mirc
do déng thuén cao. Trong do, tiéu chi 3 (mtc do
kiém soat tuong tac) co gia tri ICC nho hon 0,4
(0,358) thé hién mirc d6 dong thuan thap. Cac
tiéu chi con lai c6 mirc d6 dong thuén trung binh.

Bang 4. Két qua danh gia diém céc tiéu chi cia nhom chuyén mén vé 51 cip tuong tac

o Cicgitti Mic do MY 90 Mie do Péitong N" . Db ligu Téng diém

khao sat pho bién g kiém soat  dac biét , mo ta 6 tiéu chi
trong tuong tac

1 TB+SD 15x08 4303 44+02 46+03 45x04 33x£11 226 17
Gia tri

2 nho nhét 1,0 3,7 3,8 3,7 3,8 15 19,3
Gia tri 16n

3 < 3,8 4,8 4,8 5,0 5,0 5,0 25,5
nhat

4 ICC 0,860 0,451 0,358 0,558 0,431 0,910

25 cap tuong tac dugc lya chon vao danh
muc cudi cung 14 nhitng cip tuong tac co tong
diém 6 tiéu chi > 22,6 (gia tri trung binh tng
diém 6 tiéu chi ctia 51 cip tuong tac). Ngoai ra,
2 dugc si trong nhém chuyén moén sau khi da ra

soat cac cap tuong tac CCD trong danh muc 51
cap tuong tac, di thao luan va théng nhat bd sung
vao danh sach 2 c@p tuong tac: amiodaron —
moxifloxacin, amiodaron —
sulfamethoxazol/trimethoprim (cac thudc co
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tuong tac cuing co ché-hau qua va bién phap quan
Iy ctia moi cap tuong tdc dugc trinh bay trong
bang 5.

nguy co kéo dai khoang QT). Nhu vay, nhom
nghién ctru thu duge danh myue TTT can chay
tai khoa Noi, bénh vién Kién An bao gom 27 cap

Bang 5. Danh muc 27 cip twong tac thude can chi y trong thuc hanh 1am sang

TT | Cép tuong tac Co ché- Hau qua Bién phap quan ly
Itraconazol @c ché manh
CYP3A4 lam ting nong do
midazolam trong mau, tin , £ .
. dodc tinh midazolgam (suy h% .Tranh ph(,)l h oP- ;Ngm}g
1 Itraconazol Midazolam IS o a s itraconazol it nhat 2 tuan trude
hap, tang kéo dai tdc dung |\ 0 i midazolam
tc che than kinh trung
wong, rdi loan tAm than van
dong).
Phenobarbital cam ung
manh CYP3A4, lam giam
2 Nimodipin Phenobarbital dang ké ndng d6 nimodipin | Tranh phdi hop
trong mau, giam tac dung
ctia nimodipin
- Néu phéi hop:
A A A . + Theo ddi chit ché cac dau
Hi¢p dong cong tac dung hidu cha . L ¢
3 Clopidogrel trén dong mau, c6 thé lam 1e0 chay fhau va cac xe
tang nguy co xuat huyét nghiém huyet_ h.Qc'
: + Liéu aspirin khéng qua
Aspirin 100mg/ ngay
Néu phdi hop:
+ Theo ddi chit cac dau hiéu
NSAIDs Hiép dong cong tac dung | chay mau.
4 (Ketoprofen, phu, ting nguy co xuét | + C6 thé dung kém véi thube
Piroxicam) huyét/loét tiéu hoa. bao vé da day.
+ C6 thé thay NSAIDs bang
paracetamol.
Aspirin va
5 NSAIDs Heparin
(Ketoprofen,
Piroxicam)
Heparin va Heparin
6 phan tir luong thap
Clopidogrel (Enoxaparin) Hiép dong cong tac dung Néu phdi hop: theo ddi cac dau
NSAIDs trén dong mau, c6 thé lam | hiéu chdy mau va cac xét
7 (Ketoprofen, tang nguy co xuat huyét. nghiém huyét hoc.
Piroxicam)
Heparin va
Heparin  trong | NSAIDs
8 lugng phan tir | (Ketoprofen,
thép Piroxicam)
(Enoxaparin)
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Corticosteroids

. NSAIDs Hiép dong cong tic dung | - Tranh phéi hop.
9 I(Methylprednlso (Ketoprofen, phu, ting nguy co xuét | - Néu bét budc phdi hop, ding
on, P A fe 43 A 1ok \ o L oA .
: Piroxicam) huyét/loét tiéu hoéa. kém véi thudc bao vé da day.
Hydrocortison)
Néu bit budc phdi hop:
+ Theo doi ddc tinh trén co
) (dau, moi, yéu co), nong do
Clarithromycin ¢ ché qua | creatinin kinase (CK), nging
trinh chuyén héa | dung statin néu nong d6 CK
atorvastatin qua CYP3A4, | tang lén rd rét, hoac nghi ngo
10 Clarithromycin lam  tdng nong  do | tiéu co van cp. .
atorvastatin trong mau, gay | + Khéi dau ding statin bang
tang nguy co doc tinh trén | liéu thap nhat c6 hi¢u qua. Co
co va tiéu co van cap. thay atorvastatin bang
rosuvastatin hodc thay
clarithromycin bang
Atorvastatin azithromycin.
Atorvastatin uc ché e .
- o . | Néu bat budc phoi hop:
C}?JChlcll‘n quavP &P (zgan(\i/il + Theo doi doc tinh trén co
11 Colchicin than, lam tang nong do (dau, moi, yéu co), nong do
colchicin va c6 thé 1am ting > ’ o
A N > | creatinin kinase (CK), ngung
nguy co doc tinh tréncova | BV N
2 Al X st dung statin néu nong d6 CK
tiéu co van cap. T < A
, tang lén 1o rét, hodc nghi ngo
Itracqnazol uc ché qua trinh | &y co van cép.
chuyén hoéa ato‘rvastz}tin + Khoi dau dung statin bang
12 Itraconazol qua CYP3A4, lam tang | jidy thip nhat co hiéu qua. Co
nong do atorvastatin trong | {4 chuyén sang ding
trén co va ti€u co van cap
Clarithromycin e ché Neu bat blf(z)c p‘h ol ho‘p A
. N + Theo doi thoi gian an than
CYP 3A4, lam tang ndng | ., , . A
d6 midazolam trong mau cua bf'm.h nhan. "
ting doc tinh midazolam | © . Gidm S0-75%  litu
13 Clarithromycin Midazolam g doc fnh. . ... | midazolam. DPac biét, truyén
(suy ho hap, tang kéo dai | . . (o s
, , Lo tinh mach midazolam kéo dai,
tac dung trc ché than kinh | x = ., 00 1id N
trung wong, réi loan tim can giam 50% licu ban déu. '
Ao : + C6 thé thay clarithromycin
than van dong). N . .
bang azithromycin.
PPIs tc ché chuyén hoa | - Tranh phéi hop. )
clopidogrel ~ thanh chat | - Néu bat bugc phoi hop:
. Aorso 2 . + DO S s
14 Clopidogrel PPIs (Esomeprazol, | chuyén héa cé hoat tinh qua Dung PPIs sau khi dung

Lansoprazol)

CYP2C19, lam giam tic
dung cua clopidogrel dan
dén nguy co huyét khoi

clopidogrel 4 gio.
+ C6 thé chuyén sang dung
pantoprazol.
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- Néu phdi hop:
+ Giam 30-50% (duong ubng),
15%-30% (dwong tiém) licu
Amiodaron trc ché P-gp & | khoi dau digoxin; co thé tiép
ong than, dan dén giam thai | tuc giam liéu 1,2 tudn sau do.
15 Amiodaron trr digoxin, tdng ddc tinh | + Theo ddi chat ché cac triéu
digoxin (budn nén, nén, | chimg ngd doc digoxin.
loan nhip tim). + Amiodaron c6 thoi gian ban
thai dai (50 ngay), tuong tac cod
Digoxin thé van ton tai mot vai tun sau
khi ngimg thude.
Néu phoi hop:
+ Giam sat nong d¢ kali, magie
Tang doc tinh digoxin Vé} the.o déi céc biéu hién ngd
Hydrochlorothiazid | (budn nén, nén, loan nhip doc I(Ii}goxn‘l. h it Kali
tim) do ha kali mau. * Phong tinh trang mat kali
nghiém trong bang cach su
dung ché phidm bd sung kali/
ding thude loi tiéu giir kali.
- Tranh phdi hop.
Hiép dong cong tac dung | - Néu bat budc phdi hop:
Aminosids phu, ting doc tinh trén | + Kiém tra chic ning thinh
16 Furosemid (Gentamicin, thinh giac va/hodc trén | giac, chitc nang than trude khi
Netilmicin) than. ding thude, dinh ki theo doi.
+ Bénh nhan suy than: giam
lidu 1 hodc ca 2 thude.
Néu bit budc phdi hop:
Amiodaron uc ché | + Giam sat chat chd va theo ddi
CYP3A4, 1am ting ndng d6 | dién tdm dd, dic biét khi dung
17 | Lidocain Amiodaron lidocain, c6 thé dan dén ngd | lidocain liéu cao.
doc lidocain (réi loan nhip | + Tuong tac thudc co thé tdn
tim, co giat, hon mé) tai trong vai tudn dén vai thang
sau khi ngirng amiodaron.
- Néu phoi hop:
Uc _ ché _ thy thé Tang doc tinh digoxin + ((;“riéupA 1iéq dig9xin: giém ’1A5-
18 Digoxin anglotgnsm-ll (budn nén, ndn, loan nhip 30%’ 11.e:u d1}gox1r£1 dl}’O’Hg tiem
(Telmisartan, tim) ’ > | hodc giam tan suat st dung.
Losartan) ’ + Theo doi chét ché cac triéu
chung ngd doc digoxin.
- Tranh phdi hop, dic biét trén
bénh nhan c6 mirc loc cau than
<30ml/phdt. )
Uc ché men chuyén | Tang kali mau do giam éNeu lgat btlockphm Ah (iy(p:l.Th?O
. (Lisinopril, ndng do aldosteron ot Ch‘?t Ch? nongAdQ it mat
19 Spironolacton . . va chirc nang than, dac biét
Perindopril, N A 2L ,
) bénh nhan c6 roi loan chirc
Ramipril)

nang than hodc dai thao duong,
bénh nhan su dung
Spironolacton véi lidu
>25mg/ngay.
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Ché pham chua

Uc ché men chuyén
(Lisinopril,

Tang kali mau do gidm

- Tranh phoi hop.
- Néu bat budc phoi hop:
+ Giam sat chat ché nong do

20| kali Perindopril, néng do aldosteron kalimau.
Ramipril) + Tu van vé ché d6 an cho bénh
nhan.
-0 bénh nhén suy tim, nén
ngung bo sung kali khi bat dau
dung spironolacton.
Ché pham chua . Tang kali mau do giam do | - Néu bit budc phdi hop:
21| yali Spironolacton thanh thai than. + Giam st chdt ché nong do
kalimau.
+ Tu van vé ché do an cho bénh
nhan.
Néu phéi hop: .
Giam d6 thanh thai cua | +  Giam 30-50% liéu
theophyllin, nén lam tang | theophyllin khi bat dau dung
nong do theophyllin mau, | ciprofloxacin. )
22 Ciprofloxacin Theophyllin kéo dai thoi gian ban thai | + Theo doi cic dau hiéu doc
va doc tinh cua theophyllin | tinh cua theophyllin.
(budn non, ndn, danh trong | + Co6 thé xem xét thay
nguc, co giat) ciprofloxacin bang
moxifloxacin.
Do lam giam san xuét
. . | Thuéc loi  tiéu | prostaglandin than, lam Lo A N
Asprin V& | (Hydrochlorothiazi | giam tac dung bai tict natri | ~cu S& dung dong thoi, can
NSAIDs : e L7 | theo dBi chire ndng théan, huyét
23 d, Indapamid, | va nudc, nén lam giam hiéu | , ., | A I
(Ketoprofen, . B A . | ap va dam bao hiéu qua lgi tiéu,
D Furosemid, qua lgi tiéu, giam hi€u qua | . . . Z, s
Piroxicam) . . R ~ | dicu tri taing huy¢t ap.
Spironolacton) ha ap, gy nguy co doc
than.
- Théan trong ¢ nhirng bénh
Quinolons Corticoids Hiép dong tac dung phuy, nhe}n tr(?n 6.0 tumi.b@nh nhén
. . . - o2 | ghép than, tim, phoi.
24 (Ciprofloxacin, | (Methylprednisonlo | ting nguy co viém gan va . . A
Moxifloxacin) n, Hydrocortison) dut gan - Ngimg quinlolons ngay 13p
' titc néu bénh nhan ¢6 biéu hién
dau, sung, viém hodc dat gan.
- Néu phi hop:
Tang doc tinh digoxin +G131211611. dlggxm: ?lam.{s'
L . A n .| 30% liéu digoxin duong tiém
25 Digoxin Spironolacton (budn noén, ndn, loan nhip o L .
tim) hodc giam tan suat su dung.
' + Theo d6i chit ché cac triéu
chung ngd doc digoxin.
. . Tang nguy co kéo dai
26 Amiodaron Moxifloxacin khoang QT, xoan dinh, . Z.
.Sk n Tranh phoi hop
97 Sulfamethoxazol/ | loan nhip that nghiém trong

Trimethoprim

va c6 thé gay tir vong
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Ban luan

Mot trong nhiing kho khan khi xdy dung
danh myc twong tac thudc can chi y trong thuc
hanh 1am sang 1a tinh khong twong dong cua cac
ngudn thong tin tra ctru, din dén viéc bo sot hodc
dua ra “canh béo gia”. Dé khic phuc nhuoc diém
nay nhiéu phuong phap khac nhau da duoc dé
xuat st dung trong cac nghién ctru xdy dung
danh muc TTT trén thé giéi ciing nhu Viét Nam.
Trong nghién ctu nay, ching t6i lwa chon
phuong phap tir nhimg goi y trong phuong phap
dugc dé xuat boi Malone va cong sy (2004) [1].
Uu diém ctia phuong phap nay 1a cho phép sir
dung danh muc thudc tai bénh vién dé xay dung
danh sach TTT can cht y. Trong giai doan 1 dé
xdy dung danh muc TTT 1y thuyét, chung toi
chon 2 CSDL 13 phan mém MM 2.0 va sach DIF
2014, trong d6 MM 2.0 1a ngudn thong tin tra
ctru ban dau dé sang loc cac TTT nghiém trong
can chi y vi day 1a mot trong nhitng phan mém
tra ctru TTT duoc sir dung pho bién nhat hién nay
do c6 d9 tin cdy va tién dung cao, cho phép nhap
tat ca cac thudc trong danh muc thude dé tra ciru.
Thém vao do6, chung to6i sit dung thém cac to
HDSD thudc lam CSDL tra citu twong tic CCD,
vi day 14 nhitng ngudn thong tin mang tinh phap
1y, thuong duoc cac bac sy, dugc si cia bénh
vién tra ctru, tinh ti€n dung cao. Mat khac, dé xay
dung danh muc TTT thyc té dya trén bénh 4n noi
tra, chung t6i da lya chon nhiing cap tuong tac
c6 tan suat xuat hién >1% trén tong sd bénh an
noi trii. Cubi cung, danh myc TTT can chi y
trong thyc hanh 1am sang duoc xay dung tir danh
muc TTT 1y thuyét dya trén tra ciru cac nguon
thong tin va ra soat don ké thyc té. Piéu nay gidp
tang tinh tin cdy, mic d6 phu hop va bam sat
thuc té cua danh muc do cac twong tac dugc lya
chon tir biang ching trong y vin, ra soat don ké
thue té dong thoi co su danh gia dong thuan cua
céc bac si va duoc si. Nhimng cap TTT cudi cling
duoc chon ra s€ ¢6 y nghia thyc su trong viéc ké
don, giup cdc bac st quan 1y twong tac va giam
thiéu cac bién cb bat lgi cho bénh nhan khi thyuc
hién y 1énh.

O giai doan 1, trong danh muc 45 cap tuong
tac 1y thuyét can chl y, cic nhom thudc tim
mach, NSAIDs, khang sinh la cac thude co lién
quan dén nhiéu cip tuong tac thudc nhat. Trong

d6, clarithromycin xuat hién nhiéu nhat (11 cap
tuong tac — chiém 13%) va tiép dén 1a amiodaron
xuit hién trong 10 cip twong tac (chiém ty 18
11,5%). Clarithromycin va amiodaron déu la
chat e ché CYP3A4, dong thoi, con tic ché P-
glycoprotein lam ting nguy co xdy ra tuong tac
thudc [5]. Cac tuong tic nay thuong lam ting
ndng do/ doc tinh cua thude dung phdi hop. Vi
du, clarithromycin lam tang néng do va doc tinh
cta digoxin, gdy budn noén, nén hay loan nhip
tim [5]; hay amiodaron v&i ca co ché duoc dong
hoc va tac dung dugc lyc hoc gay cong huong
ddc tinh trén tim, kéo dai QT, gay xoan dinh khi
phéi hop véi cac thudc khac ¢6 cung nguy co [6].

O giai doan 2, ty 18 bénh an gip tuong tac
trong nghién ciru cua chung t6i 1a 48%, cao hon
SO véi nghién ciu ciia Nguyén Thuy Hang
(2016) [7] tai bénh vién Nhi Trung wong la 37%.
Trong 27 cap tuong tac can thyc té can chi y dwa
trén bénh an nodi tri, tuong tac gitta spironolacton
— ché pham chira kali, spironolacton — nhom trc
ché men chuyen (lisinopril, perindopril), nhom
{rc ché men chuyen ché pharn churakalila 3 cip
tuong tac xuit hién nhiéu nhit (chiém ty 1¢
46,46%). Day déu la nhiing cdp thudc khi phéi
hop dan den nguy co ting nong do kali mau, c6
thé gy rdi loan nhip tim. Theo d&i nong do kali
mau va chirc nang nang than trude diéu dong thoi
theo doi ndng d6 kali mau trong qua trinh diéu
trj 1a nhitng bién phap duoc khuyén cao dé kiém
soat cac twong tac thudc nay [5]. Pic biét trén
bénh nhan c6 yéu t6 nguy co cao (suy than, dai
thao dudng, cao tudi, str dung ché phim bd sung
kali, loi tiéu giir kali, &rc ché men chuyén) [8].
Trong qué trinh hdi ciru bénh 4n, nhom nghién
ctru cling chua phét hién thay truong hop nio c6
gia tri kali trong mau vuot qua mirc cho phép.
Tuy nhién, do viéc két hop nay xuat hién kha
nhiéu trong cac don thudc tai khoa, nén cip
tuong tic nay ciing cAn canh bao cac bac sy khi
ké don. Ngoai cac tuong tac lam ting ndng do
kali mau, cac cap tuong tac aspirin va NSAIDs
(piroxicam) véi nhom  thubc lgi  tiéu
(hydrochlorothiazid, furosemid, spironolacton)
kha pho bién (chiém ty 1& 41,98%). Aspirin va
NSAIDs déu wc ché gidn mach qua trung gian
prostaglandin va lam ting git mudi va nudc
trong co thé [5]. Mic du muc ting tuyét dbi cua
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huyét ap khi dung dong thoi NSAIDs va thude
diéu tri ting huyet 4p chi giéi han & muc
10mmHg, nhung diéu nay ciing c6 thé 1am giam
50% hiéu qua diéu tri ctia cac thuoc ha ap, lam
giam hi€u qua du phong cac bién cb tim mach va
can thiét c6 sy kiém soat huyét ap trén bénh nhan
[8]. Viéc quan 1y twong tac NSAIDs va thude loi
tiéu sé tranh dugc nguy co giam hiéu qua clia cac
thudc diéu tri ting huyét ap, suy than cip va suy
tim sung huyét. Ngoai ra con co cac twong tac
lam ting nguy co chay madu, twong tic gilia
clopidogrel- nhém  PPIs  (esomeprazol,
lansoprazol), tuong tac 1am cham hép thu kali
clorid c6 thé dan dén loét tiéu hoa do atropin.

O giai doan 3, muc 4o déng thuan ctia nhom
chuyén mon theo timg tiéu chi tuong ddi khac
nhau. Trong d6, tiéu chi 6 (dit liéu mo ta tuong
tac) co gia tri ICC cao nhat (0,910), tiép dén tiéu
chi 1 (mtrc @6 pho bién cia twong tac) 1a 0,860
cho théy mirc do déng thuén cao. Trong do, ti€u
chi 3 (mirc d6 kiém soat twong tac) co gia tri ICC
nho hon 0,4 (0,358) thé hién mirc d6 dong thuan
thip. Qua khao sat y kién nhém chuyén mén,
nhom nghién ctru thu dugce 25 cdp tuong tac co
tong diém cua 6 tiéu chi cao hon gia tri trung
binh tong diém 6 tiéu chi clia tat ca 51 cip tuong
tac (> 22,6). Ngoai ra, nhom nghién ctru thao
luan 14y ¥ kién nhom chuyén mon va théng nhat
bd sung 2 cdp twong tac: amiodaron —
moxifloxacin va amiodaron -
sulfamethoxazol/trimethoprim. Hai cdp tuong
tac nay déu la cac cip twong tac chong chi dinh,
gdy héu qua tang nguy co kéo dai khoang QT,
xoan dinh, loan nhip that nghiém trong va c6 thé
gy tr vong.

Trong 27 cdp twong tac cAn chu ¥ cudi cling,
héu qua cta cac cip twong tac ndy phan 16n gay
ra trén hé tim mach (chiém ty 1€ hon 40% hau
qua trong 27 cap tuong tac) voi tri¢u chirng khac
nhau nhu danh tréng nguc, loan nhip, ha huyét
ap, kéo dai QT, xodn dinh. .. Hau qua thuong gip
thi hai 1a ting nguy co chay mau (chiém ty 1é
26% hau qua trong 27 cap twong tac) voi cac biéu
hién lam sang: chay mau chén rang, chay mau
cam, vét bAm tim dudi da, di ngoai phan den,
phan c6 mau tuoi va dic biét 1a loét da day, xut
huyét tiéu hoa, thim chi thing duong tiéu hoa.
Céc cdp twong tac con lai anh hudng trén mot sd

co quan khac nhu: co, than kinh trung vong, ho
hap va toan than.

Két luan

Nhom nghién ciru da xdy dung dugc cidp
tuong tac can chii ¥ trong thuc hanh 1am sang tai
khoa Ndi, bénh vién Kién An Hai Phong cung
v6i nhitng thong tin vé co ché- hau qua va bién
phép quan ly cua cac cdp twong tac nay. Danh
muyc nay co thé duoc pho bién tai cac khoa lam
sang, dong thoi tich hop vao phan mém h trg ké
don tai bénh vién.
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