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TOM TAT

Dt vin dé: Tirong tac thudc - thudc thieong xdy ra trén bénh nhan tai khoa Hoi siic tich
cuc. Muc tiéu nghién ciru: Khao sat tan suat, mic dé nang Cia twong tdc thuoc va cac yeu to anh
hirong trén bénh nhan tai mét Khoa Hai sic tich cuc — Chong doc. Péi twong va phwong phdp
nghién czu: Nghién cuu héi cizu thuc hién tai Khoa Hai sic tich cuc — Ch6:ng dgc, mgt bénh vién
hang | vai diz liéu 1a ho so bénh an roi khoa tur thng 9/2021 — 3/2022. Kiém tra twong tdc thuoc
bang Micromedex va Danh muc tirong tdc thuoc chong chi dinh cia Bé Y té. Két qud: Trong sé 121
bénh nhin dwge dem vao phdn tich, $é thuac trung binh mét ngay diéu tri 1a 4 2,8, sé thuoc trung
binh ca dot diéu tri 12 31 #12,6. Tan sudt Xdy ra twong tdc thuoc trén bénh nhan 12 120/121 (99,2%).
S6 lwot tirong tdc thuéc/maoi ngay/bénh nhan 1a 3 +1,8. C6 219 cap twong tdic thudc dwroc phét hién
v6i trung binh ¢6 10 £7,9 cdp twong tac thuclbénh nhan. Tuong tac thuoc mike dp chong chi dinh,
nghiém trong va trung binh xay ra lan luot o 18,2%, 92,6% va 86,0% bénh nhéan. Ba cap tuong tac
thuoc chang chi dinh phé bién nhdt 1a Fentanyl — Linezolid (33,9%), Ephedrin — Linezolid (14,1%)
va Haloperidol — Levofloxacin (9,9%). Nhom thugc tim mach xudt hi¢n trong 39,4% cdp urong tdc
thuoc. Tuai, thoi gian nam tgi khoa, so thuoc trung binh mér ngay dieu tri va so thuoc ca dot dieu
tri lam ting s6 lwot twong tac thuéc (p <0,05). Két lugn: Twong tdc thuéc xay ra phé bién véi mic
@6 nghiém trong va chong chi dinh chiém ty Ié cao trén bénh nhan Hoi sic tich cuc — Chang déc.

Can c6 cac chién lioc can thiép c?‘é phat hién, xi Iy va phong tranh tuong tdc thuéc.

Tar khéa: Tuong tac thuoc, bénh nhéan, khoa hai suc tich cuc, yeu to nguy co.

ABSTRACT

POTENTIAL DRUG — DRUG INTERACTIONS IN PATIENTS AT THE
INTENSIVE CARE UNIT AT A TERTIARY HOSPITAL
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Background: Drug-drug interactions (DDIs) often occur in clinical practice, which can cause

serious consequences, especially in patients in the intensive care unit (ICU). Objectives: To survey the
frequency and severity of DDIs and the risk factors on ICU patients. Materials and methods: A
retrospective study was conducted at the ICU, a tertiary hospital with medical records of patients
discharged from the ICU from September 2021 to March 2022. DDIs were checked by Micromedex
and the List of contraindicated DDIs of the Ministry of Health. Results: Among 121 patients included
in the analysis, the average number of medications per day was 4 + 2.8, the average number of
medications for the entire treatment period was 31 #12.6. The frequency of DDIs is 120/121 patients
(99.2%). The number of DDIs per day per patient is 3 # 1.8. There were 219 unique pairs of DDIs
detected with an average of 10 # 7.9 pairs per patient. DDIs classified as “contraindicated”,
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“serious”, and “moderate” occurred in 18.2%, 92.6%, and 86.0% of patients, respectively. The three
most commonly contraindicated pairs of DDIs were Fentanyl — Linezolid (33.9%), Ephedrine —
Linezolid (14.1%), and Haloperidol — Levofloxacin (9.9%). Cardiovascular drugs appeared in 39.4%
of pairs of DDIs. Age, length of stay in the department, average number of drugs each day, number
of drugs in the entire treatment regimen increased the number of DDIs (p < 0.05). Conclusion: DDIs
occur commonly with high rates of “serious” and “contraindicated” DDIs in ICU patients. There is
a need for intervention strategies to detect, treat and prevent DDIs in ICU.

Keywords: Drug-drug interactions, intensive care unit, patient, risk factor.

I. PAT VAN PE

Tuong tac thude - thude (TTT) c6 thé gy anh huong bat lgi dén higu qua diéu trj va
suc khoe bénh nhan (BN) bang cach lam cho thudc giam hoic tang tac dung hoic gay ra cac
tac dung phu khdng mong muon lam tram trong thém tinh trang cua BN, kéo dai thoi gian
nam vién, tham chi tr vong néu khong phat hién va xu ly kip thoi [1].

bac biét déi véi BN cua khoa Hoi suc tich cyc — Chong doc (HSTC - CD), cac BN
nay thuong mac nhiéu bénh nén, diéu tri két hop nhiéu thudc cung ldc, dan dén tang nguy co
gap nhitng TTT 0 hai Iam ndng hon tinh trang cua BN, tang s6 ngay nam Vién, tang vién phi,
tao ganh nang vé kinh té cho BN va gia dinh [2]. Cac nghién ctu vé TTT tai khoa HSTC -
CD trén the gidi da phat trien kha manh. Tuy nhién, tai Vit Nam, khao sat TTT tai khoa
HSTC - Cb van con han ché. Vi vay, ng’hiér) ctru nay dugc tien hanh véi myc tiéu: Khao sat
tan suat, mirc d6 nang caa TTT va cac yéu to anh hudng trén BN tai mot Khoa HSTC - CD.
II. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi tweng nghién ciru

Ho so bénh én’cﬁa} BN nhap vién tai Khoa HSTC - Cb cua mot bénh vién Hang |

trén dia ban Thanh pho Ho Chi Minh tir thang 9/2021 den thang 3/2022.
‘ - Tiéu chuan lya chon: Trén 18 tuoi; su dung 2 loai thuoc tré [én trong qua trinh
diéu tri; mot BN chi thu thap mot bénh an dau tién. i
- Tiéu chuan loai trie: Bénh an co thoi gian nam tai khoa it hon 24 gio.
2.2. Phuong phap nghién ciu
- Phwong phap nghién ciru: Nghién ctru cat ngang mo ta trén dir liéu hoi cau.
- C& mau: Uéc tinh ¢ mau theo ti 8.

Cong thic: n= Z(Zl_%) X ’9(1—219)[3].

Trong do: 1-a: Khoang tin cay (CI) cua nghién cuu (95%);
Z(l_g): H¢ so tin cay cua nghién cuu (1,96, vai Cl 1a 95%);
2

d: Khoang sai Iéch cho phép (5%); Tham khao tir mot nghién ctru cua Jankovi¢ S.M.
va cong su bao céo ti 16 gap TTT trén BN Hai sirc tich cuc tra theo phan mém Micromedex
1a 99% (chi c6 2 BN trong s6 201 BN khéng gap TTT) nén chon p = 0,99 [4] thi tinh dugc
n = 15. Qua khao sat so bo 40 bénh an tai khoa HSTC - CP cua bénh vién thi ty 1é mat mau
cao 1én dén 50%, chu yéu do s gid nam tai khoa dudi 24h hoic BN nhap khoa khong phai
lan dau. Do sb lugng thuéc mot ngay cia BN HSTC - CP nhiéu, s6 ngay nam tai khoa cua
BN kéo dai hon khoa thong thuong khac va viéc kiém tra TTT trong nghién ctu nay tién
thanh ra soat tirng ngay nam tai khoa caa BN nén viéc kiém tra TTT trén mot BN mat kha
nhiéu thoi gian. Do d6, & dung hoa giita dam bao ¢& mau téi thiéu 30 BN (do ty 1&é mat mau
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du kién 50%) va sb luong mau du lon dé dai dién, nhém nghién ctu chon ¢& mau du kién
1a 100 bénh an va thyc té thu thap dwoc 121 bénh an du tiéu chuan dé phan tich.

- Phwrong phap chon miu: Liy mau toan bo thoa méan tiéu chuan lya chon va loai tri.

- N§i dung nghién cwu:

+ Pic diém cua BN: Tudi, gidi tinh, sé bénh duoc chan doan, s6 thudc trung binh
mot ngay diéu tri, so thube ca dot diéu tri, thoi gian nam tai khoa (ngay).

+ Khao sat dic diém cua cua cac TTT: Tan suit TTT xay ra trén BN, s6 luot TTT,
s6 cap TTT, mutc d6 ndng caa ting TTT, nhém thude lién quan dén cap TTT.

+ Xac dinh cac yéu té anh hudng dén su xuat hién TTT trén BN: Céc yéu té duoc
danh gia gdbm tudi, giGi tinh, thoi gian nam tai khoa, s6 thudc trung binh mét ngay diéu tri,
s6 thudc ca dot diéu tri, sé luong bénh duoc chan doan.

- Phwong thirc tra cieu: TTT s& duoc kiém tra bang phan mém Micromedex (MM)
va Danh muc TTT chéng chi dinh cua B6 Y té Viét Nam (DMTTTCCPD) (ban hanh ngay
30 thang 12 ndm 2021).

- Pinh nghia cac thuit ngir: “Mot cgp TTT” 1a mot phdi hop hai thude gay tuong
tac thudc trén mot BN. “Mot luwot TTT” duoc dinh nghia 1a mot ngay diéu tri xay ra mot cap
TTT trén mot BN.

- Xir ly két qua: Gié tri trung binh + d6 léch chuan duoc tinh cho dir liéu lién tuc.
Tan suat va phan tram dugc tinh cho cac bién phan loai. Kiém dinh Kolmogorov-Smirnov
duoc st dung dé danh gia phan phdi chuan cua cac bién va kiém dinh Mann-Whitney hozc
kiém dinh Kruscal Wallis dugc sir dung khi bién s6 khdng phan b chuan cho twong tng 2
nhom va trén 3 nhdm. Hai quy tuyén tinh don bién dugc thuc hién. Gia tri x4c suét (p) nho
hon 0,05 duoc xem 1a c6 y nghia thong ké. Dir liéu duoc truy xuat, xu ly va phan tich bang
phan mém Microsoft Excel va phan mém R.

- Pao dic trong nghién ciru: Bé cuong di dugc thdng qua Hoi dong Pao dic cua
Trudng Pai hoc Y khoa Pham Ngoc Thach, dinh kém trong Quyét dinh s6 653/TDPHYKPNT
— HDPDD ngay 28 thang 3 nam 2022.

I11. KET QUA NGHIEN CUU

3.1. Khio sat tan suat va mirc d§ niing cac twong tac thudc gap phai ciia bénh nhan
tai khoa Hoi sirc tich cuc — Chong dgc

Trong tong s6 195 bénh an thu thap, chi con 121 (62,1%) thoa man tiéu chuén lya
chon va loai trir dé dua vao phan tich trong nghién ctru nay.
3.1.1. Pac diém ciia bénh nhan trong nghién ceu o

Bang 1. Bac diém cta nguoi bénh va phan tich don bién cac yeu t6 anh huong dén so6 lugt
tuong tac thuoc

Pac diém Séluong (N) | Ty I& (%) Mfgi;ﬁ‘-?QTlT&)) Giatri p
Gidi tinh

Nam 55 455 18 (4 - 35) .
N 66 54,5 22 (7 - 42) 0,725
Tuoi (ndm)
18- 39 16 13,2 12 (7 - 35)
4059 49 40,5 26 (15 — 38) 0,015"
60— 94 56 26,3 32 (14— 42)
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Pic diém S lugng (N) TV 18 (%) Mggi;ﬁ‘-’(&g@ Giatri p
Thoi gian nam tai khoa (ngay)
<5 ngay 37 30,6 7 (5-15)
5 15 ngay 57 47,1 12 (7 - 31) <0.001°
16 — 30 ngay 21 17,4 21 (12— 38) !
>30 ngay 6 5,0 37 (17 —55)
S lugng bénh chan doan
1-4 59 48,8 11 (7-22) 0.56°
>5 62 51,2 23 (17 — 36) '
S thudc trung binh mét ngay diéu tri
1-5 85 70,3 8 (6—13)
610 30 24,8 21 (11— 34) <0,001°
>10 6 49 30 (17 — 50)
S6 thudc ca dot diéu tri
7-20 29 24,0 11 (7-23)
21-40 66 54,5 21 (9 - 35) <0,001°
41-65 26 21,5 37 (15 — 50)
8Mann- Whitney test  °Kruscal Wallis test

Nhan xét: Ty 18 nam/nix 12 1:1. C6 46,3% 1a BN tir 60 tudi tra 1én, 77,7% BN c6 thoi
gian nam tai khoa dudi 15 ngay. S6 ngay nam tai khoa trung binh 1a 11 + 10,1 ngay. C6
51,2% BN c6 tir 5 chan doan bénh trg 1én. C6 70,3% BN c6 sb thude trung binh mét ngay
diéu tri cia mot bénh nhan 1a tir 5 thudc tré xudng vai sb thude trung binh mot ngay diéu tri
la4 +2,8.C676,0% BN duoc ké tir 21 thudc tra 18n trong ca dot diéu tri véi sé thude trung

binh ca dot diéu tri

[a31+£126.

3.1.2. Pic diém twong tic thudc
- Tt‘in s’ud’t Qdp twong tic thuoc 7 ’ N
Tan suat xay ra TTT trén BN 1a 120/121 (99,2%). Tong so luot TTT trén mau nghién
ctu 12 3504 véi trung binh 29 + 30,8 luot TTT trén mot BN va 3 + 1,8 luot TTT méi ngay.
Téng sb cap TTT duoc phét hién 12 219 cap véi trung binh ¢6 10 + 7,9 cap TTT trén mot BN.
Bang 2. Pic diém tuong tac thude (N=120)

S6 luot TTT/BN 1-25 26 — 50 51-75 76 — 100 >100
21
0, 0, 0, 0, 0,
N (%) 75 (62,5%) (17.5%) 9 (7,5%) 11 (9,2%) 4 (3,3%)
Trung binh £ SD 29+30,8
SO luot TTT
Ingay/BN 0-2 3-5 6-8 9-11 12
45
0, 0, 0, 0, 0,
N (%) 68 (56,7%) (37.5%) 7 (5,8%) 0 (0,0%) 1 (0,8%)
Trung binh £ SD 3+18
Sb cap TTT/BN 1-5 610 1115 16 — 20 >21
28
0, 0, 0, 0, 0,
N (%) 42 (35,0%) (23.3%) 24 (20,0%) 9 (7,5%) 17 (14,2%)
Trung binh + SD 10+7)9
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- Mikc dp ciia Cac cap twong tic thudc
Bang 3. Muc d6 cua cac cap tuong tac thuoc theo Micromedex

S6 cap S6 luot S6 BN gip T 16
Muc do TTT TTTphat | Tyle (%) | TTT | Tylé (%) TTT (XA))-
hién (N) (N) (N)
Chdng chi dinh 5 2,3 34 1,0 22 18,2
Nghiém trong 123 56,2 1990 56,8 112 92,6
Trung binh 85 38,8 1447 41,3 104 86,0
Nhe 3 1,4 29 0,8 9 7,4
Chua 13 3 1,4 4 0,1 3 2,5
Tong cong 219 100,0 3504 100,0 — —

’ Nhan xét: Trong 219 cap TTT phat hién, TTT mac d6 nghiém trong va trung binh
chiem ti I¢ cao nhat (twong ng chiem 56,2% va 38,8%), gap ¢ 92,6% va 86,0% BN. TTT
murc d6 chong chi dinh chi cd 5/219 cap, chiém 2,3% céap, twong tng xay ra trén 18,2% BN.

- Tan sudt cac c@p twong tic thuéc chang chi dinh
Bang 4. Céc cap tuong tac thuéc murc do chong chi dinh theo Micromedex va DMTTTCCD

. | SO
S6 .
STT Cap TTT Mt do CCP | Tuot | BN Hau qua Tai lieu
TTT | 98 tham khao
TTT
Epinephrin — f ot A L 9 %
1 Linezolid Co dieu kién 25 17 | Tang huye¢t ap MM
2 Metoclopramld — C6 didu Kien 5 5 Ph,an u\ngﬂr)go%l MM
Olanzapin thap va hoi chung
Haloperidol — ek LA ac tinh do thubc
3 Metoclopramid Cé dicu kign . L | an than. MM
4 | Desmopressin — Co didukien | 1 1 . MM
Hydrocortison Ha natri mau
Desmopressin — L A Lia nang
S Methylprednisolone Cé dicu kign S ! MM
¢ | Fentanyl - Co didukien | 141 | 42 | Hoichung DMTTTCCP
Linezolid serotonin
Haloperidol — L4 Lia
7 Levofloxacin Co diéu kién 24 12 Kéo dai khoang DMTTTCCD
g | Propofol - Tuyét doi 1 p | QT xoandinh DMTTTCCP
Domperidon
9 Ceft_rlaxone — Calci C6 didu kien 1 1 Tac;).ke\t tuc’jl tai DMTTTCCD
clorid phoi va than

Nhan xét: 5 cap TTT chdng chi dinh duoc phat hién boi phan mém MM khéc vai 4
cap TTT chéng chi dinh phét hién boi DMTTTCCD. Ba cap TTT chéng chi dinh phé bién
nhat 1a Fentanyl — Linezolid xut hién & 41/121 (33,9%), Ephedrin — Linezolid xuét hién &
17/121 (14,1%) va Haloperidol — Levofloxacin xuat hién & 12/121 (9,9%).
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- Cic nhém dugc Iy ciia thuéc lién quan cac cap TTT ,
Nhom thuoc tim mach xuat hién trong 134 cap TTT, chiem 39,4%, trong do6 thuoc
tri tng huyet ap, thuoc chong dong chiem lan luot 26,9% va 14,6%. Ke ticp la khang sinh
va thuoc uc ché than kinh trung wong chiém lan luot 24,2% va 20,6%.
3.2. Xac dinh cac yéu té anh hwéng dén s6 luot twong tac thudc
Phén tich don bién cho thay Sw twong quan thuan gitra tudi, thoi gian nam tai khoa,
s6 thudc trung binh mét ngay diéu tri va sé thude ca dot diéu tri véi sb luot TTT (p <0,05).
Trai lai, nghién ctru khong tim thdy su twong quan giita gi6i tinh va sb luong bénh chan
doan v&i so lugt TTT trén BN (Bang 1).
IV. BAN LUAN
4.1. Pic diém bénh nhan trong nghién ciu tai khoa Hdi stc tich cwc — Chéng déc
S6 thudce trung binh mot ngay diéu tri 1a 4 + 2,8 trong khi s6 thudc trung binh ca dot
diéu trj 1a 31 + 12,6. Diéu nay cho thay cac BN ¢ Khoa HSTC - CD thuong dién tién bénh
thay dbi nhiéu gitra cac ngay, dan dén sy thay d6i thudc giira cac ngay la khac nhau nhiéu.

Diéu nay ciing khién cho nguy co xay ra cac cip tuong tac thudc - thuéc khac nhau xuat
hién 1a cao hon so.
4.2. Pic diém twong tac thudc

Tan suét xay ra tuong tac thudc trén BN trong nghién cau caa ching toi 1a rat cao
(99,2%). Ty Ié nay & mot khoa Hoi suc tich cuc & Ha Lan 12 54% [5]. Mot nghién ctu trén
BN ngoai tri dugc ké tir 5 thudc tré 18n tai Bénh vién Nguyén Tri Phuong phét hién ty 1¢
TTT 1287,5% [6].

Tinh méi trong nghién ctu cua ching t6i 1a tra lugt TTT cho timg ngay diéu tri va
phat hién c6 trung binh 29 + 30,8 lugt TTT trén mot BN va 3 + 1,8 luot TTT mdi ngay.
Nghién ctru nay phét hién dugc 219 cap TTT vai trung binh ¢c6 10 £ 7,9 cap TTT xay ra trén
mot BN. Két qua nay tuong tu mot nghién ctu tai Khoa Hoi suc tich cuc, Serbia, Chau Au
cho thay sb cap TTT trung binh trén BN 12 10,49 + 8,80 [4].

Trong 219 cip TTT phat hién, TTT muc d6 nghiém trong va chéng chi dinh gap ¢
lan luot & 92,6% va 18,2% BN. Day 1a mot ty I¢ kha cao. Diéu nay cho thay viéc trién khai
hoat dong duoc 1am sang tai Khoa HSTC - CP ¢6 thé gitp gop phan phat hién va dé xuat
xir 1y cac truong hop TTT nghiém trong hodc chéng chi dinh nay.

Nhom thudc tim mach xuat hién nhiéu nhat trong cac cap TTT, dic biét thudc tri
tang huyét &p, thudc chong dong. Ké tiép la khang sinh va thudc tc ché than kinh trung
wong. Mot nghién ciru & Serbia ciing cho thay thudc chdng loan nhip va thuéc chéng co giat
lam gia ting nguy co TTT & BN Hai sirc tich cuc [4] trong khi nghién ciru tai Tay Ban Nha
thi nhan thay thudc giam dau va thudc an than lién quan nhiéu nhat ¢én TTT [7].

4.3. Céc yéu to anh huwdng dén su xuit hién twong tac thudc trén bénh nhan

Phén tich don bién cho thay su trong quan thuan gitra tudi, thoi gian nam tai khoa,
s6 thudc trung binh mot ngay diéu tri va sd thUOc ca dot diéu tri véi s6 luot TTT (p <0,05).
Trong khi nghién ctru tai Serbia thi cho thay chi sb ganh ning bénh tat Charlson Comorbidity
Index, gi¢i nam, thoi gian nam vién, sé thudc hodc nhom thude duge ké, phau thuat 1am
ting nguy co xut hién TTT ¢ BN Hoi stc tich cuc, trong khi mé sang, suy giam tri nho
hodc chuyén tir khoa cdp ctru sang Hoi sirc tich cuc 1a nhimng yéu té 1am giam nguy co xuét
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hién TTT [4]. M6t nghién ctru khac trén BN loc mau tai Palestin thi cho thdy s6 bénh, sb
thudc duoc ké, tudi BN 1a nhiing yeu to c6 lién quan dén s lugt TTT [8]. Trong khi mot
nghién ciru tai Trung Qudc cho thay tudi ciia BN, s thude duogc ké 14 ¢6 mbi lién quan c6
y nghia v6i xuat hién TTT & BN Hdi suc tich cuc tim mach — 16ng nguc [9].

V. KET LUAN

TTT xay ra phd bién voi mic d6 nghiém trong va chéng chi dinh chiém ty Ié cao

trén BN HSTC - CP. Can c¢6 cé4c chién lugc can thiép dé phat hién, Xt ly va phong tranh
TTT tai khoa HSTC - CD. C6 sy twong quan gira tudi, thoi gian nam tai khoa, sé thudc
trung binh cta ngay diéu trj va sé thudc ca dot diéu tri véi s6 luot TTT.
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