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ABSTRACT

Objective: The systematic review aims to identify common pairs of adverse drug-drug
interactions (DDIs) in hospital treatment based on published research findings worldwide from
2022 to 2023.

Materials and methods: Utilize specific command syntax to search and filter on PubMed for
full-text studies in English that focus on the DDI rates, published during the period 2022-2023.

Results: A total of 393 different DDI pairs were recorded from 20 articles that met the study
inclusion criteria. The most frequent DDI pair was lorazepam + olanzapine (55.5%). Ritonavir
was the most frequently implicated drug, involved in 24 out of 393 DDI pairs (6.1%). Eleven
DDI pairs were listed in the "Issuance of the list of contraindicated drug interactions in clinical
practice at healthcare facilities" (Decision No. 5948/QD-BYT). Among these, erythromycin +
fluconazole and ceftriaxone + calcium gluconate were the most commonly prescribed, with the
rates of 33.6% and 25.0%, respectively.

Conclusions: The prescription of interacting drugs remains a critical concern in clinical practice.
Many DDI pairs observed in hospitals worldwide are not included in Decision No. 5948/QD-
BYT (2021). Therefore, healthcare professionals need to regularly update their knowledge of
drug interations from various sources to optimize decision-making for the prevention and
resolution of DDIs, thereby ensuring patient safety during treatment.
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TOM TAT
Muc tiéu: Téng quan hé thong nhém xac dinh cac cdp tuong tac ’thuéc b;fit loi (TTT) pho bién
trong diéu tri tai bénh vién tir cac két qua nghién ctru dugc cong bo trén the gidi giai doan 2022-
2023.

Phwong phap nghién ciru: St dung céu Iénh vai c phap cu thé dé tim kiém va chon loc trén
PubMed cac nghlen clru ¢6 toan van bang tiéng Anh véi ndi dung nghién ciru vé ti 18 TTT, duoc
cong bd trong giai doan 2022-2023.

Két qua nghién ciru: Dya trén 20 nghién ciru duge dua vao tong quan hé thong, c6 393 cip
TTT khac nhau duoc ghi nhan, voicap TTT 6 ti 1€ cao nhat 1a lorazepam + olanzapin (55,5%).
Ritonavir 1a hoat chat xuat hién nhiéu nhat, trong 24/393 cap TTT, chiém 6,1%. Trong 393 cip
TTT, ¢6 11 cap TTT c6 trong “Danh muc tuong tac thude chong chi dinh trong thyc hanh 1am
sang tai cac co s kham bénh, chita bénh” (kém theo Quyét dinh sb 5948/Qb- BYT) trong do,
erythromyczn + fluconazol va ceftriaxon + canxi gluconat 1a 2 cap thudc c6 tan suat xuat hién
cao nhét vai ti 1& 1an lugt chiém 33,6% va 25,0%.

Két ludn: Chi dinh thudc c6 tuong tac bat lgi van 1a mot van dé dang ton tai trong thuc hanh
lam sang. Nhiéu cp TTT dugc ghi nhan trong thyc hanh 1am sang trén the g101 nhung chua
c6 trong danh myc TTT cua BYT ban hanh nam 2021. Do d9, can by y té can cap nhat lién tuc
thong tin thuoc tir nhidu ngudn dé duy tri yéu cdu dam bao an toan nguoi bénh trong qué trinh
tham gia diéu tri.

Tir khéa: Tuong tac thudce, Quyét dinh 5948/QP-BYT, téng quan hé théng, Lexicomp.

1. PAT VAN DPE

Tuong tac thude bat lgi (TTT) la tuong tac xay ra khi
sir dung dong thoi hai hay nhiéu loai thudc, tir d6 c¢6 thé
lam tdng hodc giam tac dung va tang doc tinh cua tung
loai thudc [1]. Khi diéu tri cho ngu(n bénh v6i nhiéu
bénh ly va tri¢u chung khéc nhau, viéc ph01 hop thude
1a can thiét nhu'ng cling khién cho nguoi bénh c6 nguy
co gip bién cb bat loi (2]. Nhiéu nghlen cuu da dugc
thuc hién dé gh1 nhan vin d&& TTT xay ra trong diéu tri
ndi tra va ngoai tru [3,4], tr d6 tao can cur cho cac luu
¥ va diéu chinh viéc sir dung thudc tai bénh vién duoc
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hop 1y hon, giam thiéu cac bién cb bét loi gy ra boi
TTT, dam bao an toan cho nguoi bénh.

Hién nay, d c6 mot s6 co s¢ dir liéu dién tir Micromedex,
Lexicomp,... [5] cung cap thong tin danh gia TTT, gop
phan hd trg cho béc si va dugc si dua ra quyét dinh 1am
sang mot cach hop 1y nhét. Dua trén cac co s¢ dir ligu
nay, ngay 30/12/2021, B6 Y té ban hanh “Danh muc
tu0’ng tac thude chong chi dinh trong thuc hanh lam
sang tai cac co s¢ kham bénh, chita bénh” (kem theo
Quyét dinh s6 5948/QD-BYT) v6i muc tiéu thong nhat
danh muc dé tra ctru TTT ciia cac hoat chat tai Viét Nam
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[6]. Tuy nhién, cc co s¢ dir li¢u nay chira lugng dir ligu
TTT 16n, co thé khong sat véi thue té khi thyc hanh 1am
sang tai timg co so'y té [5].

Thong tin vé mirc do phd bién ctia cac cap TTT s cung
cap nhung cap TTT thuong gap, giup can by y té cap
nhat va uu tién gh1 nhd nhanh cac TTT lién quan, hu:orng
dén an toan ngudi bénh trong thuc hanh 1am sang.
Ngh1en cutru tong quan hé thdng nham muc tiéu xac dinh
cac cap TTT phd bién trong diéu tri tai bénh vién tir
cac nghién ciru duoc cong bd trén thé gisi giai doan
2022-2023.

2. POI TUQNG VA PHUONG PHAPNGHIEN CUU

2.1. Thiét ké nghién ciru: Nghién ctru téng quan hé
thong.

2.2, Poi twong nghién_ciu: Cac nghién cuu vé ti 1é
xuat hién TTT trong diéu tri ndi tra va/hodc ngoal tra
tai bénh vién tir cac két qua nghién ctru duoc cong bd
trén thé gidi giai doan 2022-2023

2.3. Tiéu chiluya chon nghién ciru dwa vao tong quan:
Cac nghién ctru cong bd két qua vé ti 1é TTT bang tiéng
Anh dudi dang toan vin, dugc tim thay trén PubMed
giai doan 2022-2023.

2.4. Quy trinh tim kiém nghién ciru dwa vao tong
quan: Tim kiém di liéu trén PubMed dya trén cau 1énh
tim kiém cu thé “(drug interaction OR polypharmacy
OR potential drug drug interactions OR multiple med-
ication OR comedication OR multimedication) AND
(prevalence OR hospital OR incidence OR risk OR oc-
curence)”. Tir két qua tim klem ban dau, tién hanh sang
loc thong qua tiéu dé&/tom tit va toan vin dé loai bo
nghién clru trang lap, chon lai cac nghién ctru phu hop
cho tong quan hé thng (Hinh 1).

2.5. Tong hop va phan tich dir li¢u: Cac nghién ctru
dat yéu cau s€ duoc tong hop vao phan mém Microsoft
Excel, m6 ta déic diém cac nghlen ctru theo quéc gia
tlen hanh nghién ctru, ndm cong’ bb, thiét ké nghlen ctru,
két qua nghién clru (tan suat xuat hlen hau qua cua cap
TTT). Muc d pho blen cua TTT duoc md ta thong qua
ti 16 % (tin suét xuat hién/tong sé luot TTT).

Céc bai trung lap (n=2)

479 nghién ciru bj loai bo:

- Khéng ghi nhan tan suét xuét hién cac cap TTT (n=474)
- Nghién ctru téng quan hé théng (n=3)

- Khéng str dung Tiéng Anh (n=2)

Khéng c6 bai toan van (n=5)

59 nghién clru bj loai bo:

- Khéng ghi nhan truc tiép dir liéu cac cap TTT trong don
thudc tai bénh vién (n=43)

- Thiéu di¥ liéu théng tin hoat chét cu thé va tan sé tuong (rng
(n=5)

Hinh 1. Quy trinh xic dinh va sang loc nghién ciru dé dwa vao tdng quan

—
=
%_ D liéu dugc xac dinh tlr
':'3 PubMed (n = 565)
| |
+ 1
Nghién clru con lai sau khi loai
bé trung lap (n = 563)
|
v
% 84 nghién clru con lai sau khi
ﬁ sang loc dya trén tiéu dé/tém tat
v 1
79 nghién clru con lai sau khi
sang loc toan van
I >
— v
'S 20 nghién ctru sau khi théa diéu
o
.E kién dé nghién ciru tdng quan
3. KET QUA NGHIEN CUU

Trong 20 nghién ctru cong bd trong giai doan 2022-
2023 duge dua vao tong quan hé thong, sb nghién ciru
dugc cong bd vao nam 2023 chiém 35,0%; nghién ctru
dugc thuc hién tai Chau A chiém 65,0%. C& miu cac
nghién ctru dao dong tr 77 ¢ dén 6920 luot TTT, trong do,
80% nghlen ctru ¢6 ¢& mau <500 lugt TTT. C6 17/20
nghién ctru xem xét TTT trong diéu tri ndi tra, 10/20
nghién ctru thuc hién tai bénh vién chuyén khoa. Co
so dir liéu Lexicomp dugc st dung lam can cti xét TTT
trong 11/20 nghién cuu (42,3%) (Bang 1).

Duya trén 20 nghién ciru duge tong quan, ¢ tong cong
393 cap TTT khéac nhau dugc ghi nhén, véi tan suat xuat
hién dao dong tur 0,02% dén 55,5%. Trong 10 cap TTT
c6 tan suat xuat hién 16n hon 10%, cip TTT ¢ ti 1& (%)
cao nhit 1a lorazepam + olanzapzn (55,5%) (Bang 2).

C6 5 hoat chat c6 tin sut xuat hién nhiéu nhét trong cac
cip TTT, trong do, ritonavir xuat hién nhidu nhat, trong
24/393 cap TTT, chiém 6,1% (Bang 3).

Trong 393 cdp TTT dugc ghi nhén trong nghién ciu
nay, co 11 cap TTT co trong “Danh muc tuong tac thuoc

11




H.T'N.Vu, N.T.H.Nhung. / Vietnam Journal of Community Medicine, Vol. 65, Special Issue 6, 9-15

chéng chi dinh trong thyc hanh 1am sang tai cac co sO  ceftriaxon + canxi gluconat 1a 2 cap thu(”'),c ¢6 tan suét
kham bénh, chira bénh” (kém theo Quyét dinh s6 5948/  xuat hién cao nhat, véi ti 1€ lan luot chiem 33,6% va
QDb-BYT), trong d6, erythromycin + fluconazol va  25,0% (Bang 4).

Bang 1. Pic diém ciia 20 nghién ciru dwge dwa vao tong quan hé thong

Pic diém ciia cac nghién ciru S6 nghién ciru %
2023 7 35,0
Nam
2022 13 65,0
Chau A 13 65,0
Chau Phi 4 20,0
Chau luc -
Chéau Au 2 10,0
Chau My 1 5,0
<300 8 40,0
C mau 300 - 500 8 40,0
> 500 4 20,0
Noi tra 16 80,0
Pon thube Ngoai tra 3 16,0
Nai tra va ngoai tra 1 5,0
Pa khoa 10 50,0
Loai bénh vién
Chuyén khoa 10 50,0
Lexicomp 11 423
Micromedex 4 15,4
Cin cir xét twong tac thude Medscape 4 15,4
Drugs.com 3 11,5
Khac 4 15,4

Bing 2. Théng ké 10 ciip thudc c6 tin suit xuit hi¢n cao nhit

S6 Iwgt/
< tong o A . (o ex s
Cap TTT ot %o Hau qua Tac gia (Nam)
TTT
Lorazepam + olanzapin 116/209 55,5 |- Liu (2022)
Labetalol + lornoxicam 36/85 42,4 NSA,ID glam tdc dung ha huyet Ragam (2023)
ap cua thuoc chen beta

Nifedipin + voriconazol 40/101 39,6 | Tiéu co van Li (2022)
Erythromycin + fluconazol* 34/101 33,7 | Khong ghi nhén Li (2022)

12
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S6 lugt/
Ci tong o A . L ez s
ap TTT lrot %o Hau qua Tac gia (Nam)
TTT
Dgxorublcln + cyclophospha- 172/574 30,0 Cyclophqsphqmld tang te}c'dung Wondm (2023)
mid gay doc tim ctia doxorubicin
Cefiriaxon + canxi gluconat* | 109/434 | 25,0 VK(frtlgt“a tai phoi va than gay tir Nawaz (2022)
Labetalol + diclofenac 19/85 22,4 NSAID giam tac dung ha huyet Ragam (2023)
ap cta thudc chen beta
Cefiriaxon + phenytoin 59/434 | 13,5 | C¢ftriaxontang doc tinh cua Nawaz (2022)
phenytoin
Enalapril + spironolacton 46/346 13,3 | Tang kali mau Adem (2022)
Thuoc chen kénh calei + 110/864 | 12,7 | Giam téc dung khéng tidu cAu Zhao (2022)
clopidogrel

*cap TTT c6 trong Danh muc theo Quyét dinh 5948/0D-BYT

Bang 3. Thong ké 5 hoat chit xuat hién nhiéu nhit trong cac cip twong tic thudc ciia miu nghién ciru

Hoat chit Phan nhém dwgc ly* S6 cip TTT ¢6 mit/393 cip TTT %
Ritonavir Thudc diéu tri HIV/AIDS 24 6,1
Quetiapin Thubc chdng réi loan tam than 22 5,6
Olanzapin Thudc chéng réi loan tdm than 21 53

Aspirin Thubc chong huyét khoi 19 4,8
Efavirenz Thubdc diéu tri HIV/AIDS 19 4,8

*Phan nhom dwoc ly theo Danh muc kem theo Thong tuw 20/2022/TT-BYT

Bing 4. Cac cap tuong tac thube dwoc ghi nhan trong nghlen ctru thudc “Danh muc twong tac thude
chong chi dinh trong thywc hanh l1am sang tai cac co' s¢ kham bénh, chira bénh”
(kém theo Quyét dinh sb 5948/QDb-BYT)

S6 lwgt
at
Cip TTT xud .
(khoa ghi nhan; can cir xét hggn/ % Hiu qua Tag sta
tong (Nam)
TTT)
luwgt
TTT
erythromycin + fluconazol 34/101 337 Tang nguy co kéo dai khoang QT, Li
(ICU; Lexicomp) ’ xoan dinh (2022)
ceftriaxon + canxi gluconat 109/434 25.0 Tao ket tia tai phoi va than, c6 thé Nawaz
(- ; Medscape) ’ dan dén tir vong & tré so sinh (2022)
linezolid + tramadol < PO . Nawaz
(- - Medscape) 8/434 1,9 Tang nguy co hdi ching serotonin (2022)
amiodaron + moxifloxacin 10/680 15 Téng nguy co kéo dai khoang QT, Wang
(ICU; Micromedex) ’ xoan dinh (2022)
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S6 luwot
< Xuét
CapTTT | higws . L Tic gid
(khoa ghi nhin; cin cir xét z* Yo Hau qua Ni
TTT) tong (Nam)
luwot
TTT
. . Tang nong d6 domperidon trong .
domp erldon * YOTICOHaZOI 1/101 1,0 huyét thanh, ting nguy co kéo dai Li
(ICU ; Lexicomp) khoang QT (2022)
Téang noéng d6 amiodaron trong
amiodaron + atazanavir 2/208 1.0 huyét thanh, ting nguy co tac dung Johnston
(ICU; Micromedex) ’ khong mong mudn (ha huyét ap, (2022)
ch@m nhip tim, ngirng xoang...)
ritonavir + quetiapin 2/208 1.0 Tang ndng do cua quetiapin, ting Johnston
(ICU; Micromedex) ’ nguy co kéo dai khoang QT (2022)
fluconazol + domperidon < Y ,
(ICU; UpToDate, Microme- 1/1597 0,06 Tang nguy co kéo dai khodng QT, Arab
xoan dinh (2023)
dex)
sildenafil + nitroglycerin < s £, ‘A
(ICU; UpToDate, Microme- | 1/1597 | 0,06 tTrirI‘lg tac dung ha huyet dp nghiém (2A0r§l3a)
dex) ong
. . Tang ndng d6 dan chét statin trong
cyclosporin + atorvastatin 7 . . Zhao
(Khoa Tim mach; Lexicomp) 1/864 0,12 Euyet thanh, taAng nguy co bénh co (2022)
odc tiéu co van cap
tamoxifen + warfarin ) ) Boiuwove
(Khoa Lo khoa ; Epocrates, | 1/2570 | 0,04 | Tang nguy co xuat huyét (%ozz)y
Medscape)
*[CU = Intensive Care Unit (Khoa Hoi sitc tich cuc)
4. BAN LUAN voriconazol, ceftriaxon + canxi gluconat, labetalol +

C6 20 nghién ctru phu horp dugc chon dé dua vao tong
quan hé thong, trong do, cac nghién curu tap trung nhiéu
O cac quoc gia c6 dan so cao nhu Trung Quoc Indone-
sia, Pakistan, véi ¢& mau 16n vi so nguorl dén diéu tri
tai bénh vién dong Nghién ctu TTT tai cac nudc dang
phat trién co ¥ ngh1a quan trong trong hoat dong quan ly
su dyng thudc va kiém soat TTT, tir d6, giam thiéu bién
cd bat lgl gayrado TTI nang cao chat lu:orng diéu tr17 va
phat trién h¢ thong y té. Trong 20 nghlen cuu duogc tong
quan h¢ thong, c6 80% nghlen ctru lién quan dén TTT
trong diéu trj ndi tra. Két quanay phu hop véi xu hu'ong
nghién ciru TTT trong boi canh tép trung vao nguoi
bénh co tinh trang nang, can dung nhiéu thudce, nguy co
xdy ra TTT cao hon ngudi bénh dicu tri ngoai tru.

Két qua tong quan cho thay cap TTT co tan suat Xuét
hién cao nhat la Zorazepam + olanzapm chiém ti 1¢
55,5% trong tong cac luot dleu tri ndi tra c6 ghi nhin
TTT cta ngudi bénh cao tudi tai Khoa Tam than [7].
T @6, nhan manh tim quan trong cua viéc quan ly
TTT trong didu tri cac bénh vé tam than, dic biét ¢
ngudi bénh 16n tudi. Trong 10cap TTT ¢6 tan suat xuat
hién cao, 6 cap 1a ¢6 lién quan dén dicu tri tim mach
va tang huyét ap (labetalol + lornoxicam, nifedipin +

14

diclofenac, enalapril + spzronolacton thuéc chen kénh
calci + clopldogrel) Day la cac bénh man tinh, hay
gdp va co lién h¢ qua lai 1an nhau [8], thuong xuat hién
dong thoi nén ngudi bénh phai dung thude phdi hop,
tdng nguy co tuong tac.

Trong 393 cap TTT dugce ghi nhan tl‘,l"két qua tong quan,
¢c6 nhi€u hoat chat dugc ghi nhan dong thoi trong céc
cap TTT, trong d6, 5 hoat chat xuat hién ¢ nhiéu cap
TTT la ritonavir, quetiapin, olanzapin, aspirin,
efavirenz. Ritonavir va efaviren 1a nhiing hoat chat
thuong dugc su dung trong diéu tri HIV; quetlapln va
olanzapin c6 lién quan dén diéu tri cac bénh vé than
kinh. Viéc st dung thude lién quan dén mién dich va
than kinh doi hoi thoi gian di€u tri 1au dai, nguy co
xuat hién TTT cén dugc xem xét dé dam bao an toan
cho ngudi bénh khi can phoi hop nhi€u thude dé di€u
tri tri€u chiing va ngan ngtra bién chirng

Trong s6 cac cap TTT dugc ghi nhan, 11/393 cap TTT
¢6 trong “Danh muyc tuong tac thudc chéng chi dinh
trong thyc hanh 1dm sang tai cac co s6 kham bénh, chita
bénh” (kém theo Quyét dinh s6 5948/QD-BYT), trong
d6 erythromycin + ﬂuconazol va ceftriaxon + canxi
gluconat 14 2 cip thude c6 tan suit xuat hién cao nhit,
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v6i ti 18 1an lugt chlérn 33,6% [9] va 25,0% [10]. Hau
qua thuong gap nhét cua 11 cdp TTT nay la kéo dai
khoang QT. K€t qua tong quan hé thdng cho thay con
nhiéu cap TTT duge ghi nhan trong thyc hanh lam sang
trén thé gioi nhung chua c6 trong danh muc TTT ciia
BYT ban hanh nam 2021. Ngoa1 cac cgp TTT duge gh1
nhan tir 20 nghién ctru dua vao tong quan hé thong, con
c6 cac cap TTT dugce ghi nhén tir cac bao cdo trudong
hop (case reports), tong quan (review), tong quan hé
thong (systematic reviews), tom tat (abstract-only arti-
cles), xa luan (editorials), nghién ctru in vitro, thir ng-
hiém lam sang (clinical studies), nghién ctu khong co
bai toan van / khong c6 thong tin ti 1€ % TTT, khong
c6 dit liéu s6 lugt TTT bi loai khoi qué trinh téng quan
do khong dat ti€u chi lya chon. Do do, can by y te can
cap nhat lién tyc thong tin thudc tir nhiéu nguon dé duy
tri yéu cau dam bdo an toan nguoi bénh trong qua trinh
tham gia diéu tri.

Nghién ciru tong quan hé thong véi tiéu chi chon mau
co ban da cung cap mot s6 luong dang ké cac cap TTT
dugc ghi nhéan trong diéu tri tai bénh vién trén thé gioi
g1a1 doan 2022-2023, gitp can bd y té cap nhat thém
cac thong tin thude trong giai doan lién quan, tur do,
1am co s& cho quan 1y diéu tri va dua ra cac quyét dinh
lam sang.

5. KET LUAN

Ket qua tong quan h¢ thong cho thiy chi dinh ¢6 TTT
van 1a mot van dé dang ton tai trong thyc hanh 1am sang,
do d6 viéc phat tnen va chuan hoa céc cong cu kiém
soat TTT la that sy can thiét tai cac co sO y té dé dam
bao chat lwong didu tri.
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