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TOM TAT

Dt vin dé: Twong tic thuoc cé ¥ nghia lam sang la tuwong tdc thuéc dan d@én hiéu qua diéu
tri va/hodc dgc tinh cia mét thuoc bi thay doi téi mirc can hiéu chinh liéu hogc can cé bién phép
can thigp y khoa khac. Muc tiéu nghién caru: (1) Xdc dinh ty I¢ va mire do twong tac thudc cé y
nghia ldm sang theo 3 co s dif ligu tra Ciru twong tac thuéc Xay ra trong don thuoc; (2) Tim hiéu
Ccac yéu to lién quan ddn dén sir dung thude gdy twong tdc cé y nghia lam sang trong don thuoc
ngogi tri tai mét Trung thm Y té thanh phé cua tinh Hdu Giang nam 2019-2020. Poi twong va
phuwong phdp nghién ciru: Thuc hién nghién cizu md ta cdt ngang trén 400 don thuoc ngoai tri
trong 3 thang tai phong kham da khoa ciia mgt Trung tam Y té thanh phé tai tinh Hdu Giang. Di
ligu dueoc thu thdp tir cdc don thuoc. Pdnh gid twong tac thuoc bang 3 phan mém tra Citu tirong tdc
thuéc: Drugs.com, medscape va IBM micromidex. Két qud: Pon thuoc ¢b sé heong thusc tir 2-4
thudc ¢6 ty 1¢ tuwong tic thuoc cé y nghia laim sang & 14,09%, don thuoc c6 tir 5-7 thuoc ¢ ty Ié
twong tac thuéc cé y nghia lam sang la 33,91% va don thuoc co tir 8-12 thuoc ¢ ty 1¢ tuong tic
thuéc 1a 100%. C6 méi lién quan giita twong tac thudce c¢é y nghia lam sang véi so lrong thuéc siz
dung trong don thuéc (p=0,027). Két lugn: Ty 1é twong téc thuoc c6 Y nghia ldm sang xdy ratrong
don cang tang khi 56 lrong thUOC su dung trong don cang nhiéu, hay néi cach khac c6 mai lién quan
¢ y nghia thong ké giira so lwong thudc trong don cua bénh nhan sir dung dén kha néing xay ra
twong tdc thudc cé y nghia lam sang (p < 0,05).

Tir khoa: Twong tdc thudc, y nghia lam sang, don thuoc ngogi tri, yéu to lién quan

ABSTRACT

STUDY ON CLINICALLY SIGNIFICANT DRUG INTERACTIONS
AND RELATED FACTORS IN OUTPATIENT PRESCRIPTION
AT ONE CITY MEDICAL CENTER OF HAU GIANG PROVINCE
IN 2019 - 2020

Truong Thien Huynh®, Nguyen Minh Quan, Duong Xuan Chu, Dang Duy Khanh
Can Tho University of Medicine and Pharmacy
Background: Clinically significant drug interaction is a drug interaction that results in a
change in the therapeutic effect and/or toxicity of a drug to the extent that a dose adjustment or
other medical intervention is required. Objectives: (1) Determining the rate and extent of clinically
significant drug interactions based on three drug interaction databases; (2) Exploring factors
related to the use of drugs that may cause clinically significant drug-drug interactions in outpatient
prescriptions at one City Medical Center of Hau Giang province in 2019-2020. Materials and
methods: Conducting a cross-sectional descriptive study of over 400 outpatient prescriptions for 3
months at the general clinic at one City Medical Center of Hau Giang province. Data is collected
from prescriptions. Evaluating drug interactions by using three drug interaction lookup softwares:
Drugs.com, medscape and IBM micromidex. Results: The rate of clinically significant drug
interactions of prescriptions with 2-4 drugs, 5-7 drugs, and 8-12 drugs were 14.09%, 33.91%, and
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100%, respectively. There was a relationship between the number of clinically significant drug
interactions with the amount of drug used in the prescription (p = 0.027). Conclusion: The rate of
clinically significant drug interactions occurring in outpatient prescriptions increased along with
the amount of drugs used in prescriptions, in other words, there was a statistically relationship
(p < 0.05) between the quantity of outpatient prescriptions and the likelihood of drug interactions.
Keywords: Drug interactions, clinically significance, outpatient prescriptions, related factors.

I. PAT VAN PE

Phéi hop thude trong diéu tri 13 mot thuc té khong thé tranh khoi va trong nhiéu
truong hop lai rat can thiét, nhat 1a trong tinh trang nguoi bénh ¢6 nhiéu bénh 1y va triéu
chtng khac nhau. D6 chinh 1a nguyén nhan lam cho twong tac thudc bt loi dé xay ra. Ty 1é
tuong tac ting theo cip s6 nhan vai sb luong thude phdi hop va twong tac thudc 1a mot trong
nhiing nguyén nhan quan trong trong cac phan tng c6 hai cua thude [1], [4], [5].

Tai Trung tam Y té thanh phd noi thyuc hién nghién ctru, da co nhiéu nghién ctu
dugc thuc hién nham dénh gia viéc sir dung thude trong diéu tri, tuy nhién, hién chua co
nghién cau nao tién hanh khao sat twong tac thude trén ddi twong bénh nhan ngoai trd, 1a
dbi twong ma viéc theo dbi va giam sat sir dung thudc giap nhiéu kho khin hon cac bénh
nhan ndi tra.

Xuét phat tir thyc té cac van dé ma twong tac thudc trén 1am sang cd thé gay ra ciing
nhu yéu cau trién khai hoat dong Dugc 1am sang tai Trung tam, chdng t6i tién hanh nghién
clru tuong tac thube cé ¥ nghia 1am sang (YNLS) trong don thudc diéu tri ngoai tri tai mot
Trung tdm Y té Thanh phé cia tinh Hau Giang nam 2019-2020 nham: (1) Xéc dinh ty 1¢ va
mtc d6 tuong tac thudc ¢ YNLS theo 3 co sé dit lidu tra ciru twong tac thudc 1a Drugs.com,
medscape va IBM micromidex, va (2) Tim cac yéu té lién quan dan dén st dung thudc gay
tuong tac ¢ YNLS trong don thudc diéu tri ngoai tri tai mot Trung tam Y té Thanh phé
cua tinh Hau Giang nam 2019-2020.

II. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Péi twong nghién ciru

Pon thude diéu tri ngoai trd tai mot Trung tdm Y té thanh phé cua tinh Hau Giang.

Tiéu chuan chon miu: Cac don thudc duoc bac siké toa tai phong kham da khoa Trung
tam Y t& thanh pho, thoi gian tir 03/2019 dén 06/2020. Truong hop bénh nhén ¢6 trén 2 don
thude duoc cap phat trong cuing mét ngay thi gop tit ca cac don thudc lai thanh 1 don thudc.

Tiéu chuan loai trir: Pon thudc sir dung nho hon 2 thudc thoa man céac tiéu chuan
dugc quy dinh.

2.2. Phuong phap nghién ciu

Thiét ké nghién ciru: Nghién ciru mé ta cit ngang.

C& mau va thei gian nghién ciu:

S6 lugng don thudc ngoai tri dugc tinh theo cong thuc:

Z%1an.p(1-p)
d2

Trong do:
n: ¢& mau nghién ctu
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Z: hé sb tin cay

o: muc y nghia

1-a: @0 tin cay

p: ty 1€ % bénh an c6 tuong tic c6 YNLS, theo nghién ciru cia TO Thi Hoai, nam
2018 [8] voi ty & p = 45%.

Z: hé sé tin cay, Z = 1,96 véi do tin cay 95%, Zog7s = 1,96.

Trong nghién ciru ndy chon mirc sai s6 d = 0,05.

1,962.0,45.(1-0,45)
0,052

n=

n = 380 mau.

Pé tranh truong hop mau nghién ciru khong dat yéu cau, ching tdi thu thap thém
5% don thubc trong mau. Do d6, ¢& mau trong nghién cau 1a 400 mau.

Thu thap s6 liéu: Thu thap 400 don thudc diéu tri ngoai tra luu trit tai Khoa Duoc
ciia mot Trung tam Y té thanh phd cua tinh Hau Giang trong khoang thoi gian tur 3/2019
dén 6/2020. Thong tin Ve bénh nhan gém ho va tén, tum ngay kham bénh, tién sir, chan
doan va thubc sir dung gom tén biét duoc, hoat chat, s6 lwong, ngay ding, liéu.

Xac dinh ty 18 va mtc d6 tuong tac thuéc c6 YNLS qua 2 bude: Budc 1, quy wéc
muic d6 va danh gia tuong tac thudc c6 YNLS va xac dinh tiéu chuan lya chon cac tuong
tac thuc c6 YNLS theo huéng dan ciia EMA (co quan quéan 1y duoc Chau Au), twong tac
thudc c6 ¥ nghia 1am sang 14 twong tac thudc dan dén hiéu qua diéu tri va/hodc doc tinh caa
mét thudc bi thay d6i téi mirc can hiéu chinh liéu hoac c6 bién phap can thiép y khoa khac
[8], twong tac thudc cd YNLS dugc lya chon nhu sau: (1) Néu 2 hoat chat c6 mat dong thoi
trong 3 CSDL, cép tuong tac dugc chon khi twong tac nay dugc ghi nhan la tuong tac c6
YNLS, (2) Néu 2 hoat chat c6 mat dong thoi trong 2 CSDL, cap tuong tac duoc chon khi
tuong tac nay duoc ghi nhan 1a twong tac c6 YNLS, (3) Néu 2 hoat chat chi c6 mat trong 1
CSDL, cap tuong tac dugc chon khi tuong tac nay duoc ghi nhan 1a twong tac c6 YNLS;
Budc 2, dia vao 3 co sé dir lidu tra cru twong tac thudc: Drug Interactions Checker
(DRUG), Multi-Drug Interaction Checker (MED), Micromedex 2.0 (MM) dé tra ciru mirc
d6 tuong tac thudc. Cu thé, co so dit lisu DRUG c6 3 muc d6 twong tac: nhe, trung binh,
nang; MED c6 4 mirc d twong tac: nhe, theo ddi chat ché, nghiém trong, chdng chi dinh;
va MM c6 4 muc do tuong tac: khong rd, nhe, trung binh, chdng chi dinh.

Bang 1. Quy wdc mirc d6 danh gia twong tac thudc ¢6 YNLS & cac co so dit lidu

STT Tén CSDL Mikc d twong tac thudc ¢6 YNLS Ki hiéu mirc dd

Nghiém trong NT
! DRUG Trung binh TB

Chong chi dinh CCb
2 MM Nghiém trong NT
Trung binh TB

Chéng chi dinh CCb
3 MED Nghiém trong NT
Theo doi chat ché TD

Xir ly sb ligu: S ligu duoc nhap bang phan mém Microsoft office Excel va két qua
dugc xu ly bang SPSS 20.0. Két qua dugc trinh bay dudi dang ty 1€ % cho céac bién dinh
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luong, trung binh + d6 1éch chl}én (standard deviation, SD) cho cac bi,é'n nhom tudi va xac
dinh tan so, ty 1€ twong tac thudc, xac dinh cac yeu to lién quan dan dén sir dung thuoc gay
tuong tac ¢ ¥ nghia 1am sang bang phép kiém y?, gia tri p. Két qua co y nghia thong ké khi
p <0,05.

2.3. Pao dic trong nghién cwu:

Nghién ciru duoc sy dong ¥ cua Hoi dong Y dirc Truong Dai Hoc Y Dugc Can Tho

va Trung tdm Y té Thanh pho noi thuc hién nghién cuu.
1. KET QUA NGHIEN CUU

3.1. Pic diém cia ddi twong nghién cieu
Bang 2. Dic diém caa bénh nhan trong mau nghién ciu (n = 400)

Pic diém Tan sé (n = 400) | Ty 18 (%)
Tuoi trung binh + SD 50,05 + 18,9
Tubi thap nhat 2
Tudi cao nhit 88
Nhém tuoi
< 18 tudi 41 10,3
18-59 tudi 216 54
> 60 tudi 143 35,8
Giéi tinh
Nam 186 46,5
Nit 214 53,5
Nhom bénh trong méu nghién ciru
Tim mach 70 17,5
Noi tiét 15 3,8
Tiéu hoa 33 8,3
Ho hap 105 26,3
Co xuong khop 78 19,5
Bénh khéc 99 248

Nhan xét: Bénh nhan trong mau nghién cau phan I16n tir 18-59 tuoi chiem 54%, bénh
nhan co gidi tinh nam chiém 46,5% va nit 53,5%. Bénh nhan dugc chan doan mac bénh
nhom bénh hé hap chiem nhiéu nhat la 26,3%.

3.2. Ty 1é twong tac c6 ¥ nghia 1Am sang xay ra trong don thudc diéu tri ngoai trd
Bang 3. Phan b6 mirc d6 twong tac theo cac co sd dir liéu tra ciru twong tac

Co sé dir liéu Mirc do twong tac S6 cip twong tac Ty lé
Chéng chi dinh 1 1,09
Multi - Drug Nghiém trong 19 20,87
Interaction Checker Theo doi chat ché 61 67,03
(MED) Nhe 10 10,98
Tong 91 100

. Nghiém trong 9 6,42
g;‘;g;g:igggg Trung binh 109 77,85
Nhe 22 15,71
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Co sé dir ligu Mirc d9 twong tic S6 cip twong tac Ty I¢
Tong 140 100

Chéng chi dinh 1 1,61

Micromedex 2.0 Nehiem tfgng 28 45,16
(MM) Trung binh 31 50
Nhe 2 3,22

Tong 62 100

Nhan xét: Sé cap twong tac dugc tra ciru theo MED véi mic do tuong tac chdng chi
dinh 1,09%, mtic d6 nghiém trong 20,87%, mrc d6 theo ddi chat ché 67,03% va muc do
nhe 13 10,98%. Co s& dit liéu DRUG ghi nhan sb cap tuong tac theo co so dit lidu tra ctu
DRUG & mirc do nghiém trong chiém 6,42%, mic do trung binh 77,85% va muc do tuong
tac nhe 15,71%. S6 cap twong tac theo co s dir lisu MM ¢ mirc do chéng chi dinh chiém
1,61%, muac d6 nghiém trong 45,16%, muac d6 trung binh 50% va mirc do nhe 3,22%.
Bang 4. Dic diém vé sb cap tuong tac cd YNLS theo s luong thude phan bé trong don

Phan nhém don S6 don . - . -
thudc theo sb lugng thube S0 cip Ty ¢ S0 cap tuong Ty 1€
g v A 0 4¢ c6 (o}
thubc trong don (n = 400) twong tac (%) tdc cd YNLS (%)
2 - 4 thudc 227 34 14,97 32 14,09
5 -7 thude 171 64 37,42 58 33,91
8 - 12 thudc 2 2 100 2 100
S6 thudc trung
binh/don thubc £SD 4821082

~ Nhan xét: S5 thudc trung binh trong don 1a 4,32 + 1,082. S6 don thudc ¢6 tir 2 - 4
thuoc la 227 don, trong d6 so cdp twong tac c6 YNLS chiém 14,09%. Trong khi d6, chi ¢6
2 don thuoc dugc ké tir 8 - 12 thuoc va so cap tuong tac ¢6 y nghia 1am sang chiem 100%.

3.3. Céc yéu 16 lien quan din dén viéc sir dung thude gay twong tac c6 y nghia 1am sang
Bang 5. Mot s6 yéu t6 lién quan dan dén viéc str dung thude gay tuong tac ¢ ¥ nghia 1am sang

Pic didm Twong tic c6 YNLS trong don thudc D
: C6 (n, %) | Khong (n, %)

Giéi tinh
Nam 41 (44,6) 145 (47,1) 0.601
Nit 51 (55,4) 163 (52,9) ’
Tudi
< 18 tudi 1(1,1) 40 (13)
18 - 59 tudi 45 (48,9) 171 (55,5) 0,352
> 60 tudi 46 (50) 97 (31,5)
S6 lwong thude trong don
2 - 4 thudc 32 (34,8) 195 (63,3)
5 - 7 thudc 58 (63) 113 (36,7) 0,027
8 - 12 thudc 2(2,2) 0 (0)
Nhém bénh
Tim mach 42 (45,7) 28 (9,1)
Noi tiét 9(9,8) 6 (1,9) 0,346
Tiéu héa 5 (5,4) 28 (9,1)
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Pic didm Twong tic c6 YNLS trong don thudc o
: Cé (n, %) Khéng (n, %)
Ho hap 14 (15,2) 91 (29,5)
Co xuong khop 8 (8,7) 70 (22,7)
Bénh khac 14 (15,2) 85 (27,6)

Nhan xét: Ty 1& don thudc co tuwong tac thudc co y nghia 1am sang theo sb luong
thudc trong mot don: 2 - 4 thudc chiém 34,8%, 5 - 7 thudc chiém 63% va 8 - 12 thude chiém
2,2%, su khac nhau 1a c6 ¥ nghia théng ké (véi p = 0,027).

IV. BAN LUAN
4.1. Pic diém cia ddi twong nghién ciru

Do tudi trung binh cia bénh nhan trong mau nghién ciu 12 50,05 + 18,9; khoang dao
dong rong vai tudi thap nhat 1a 2 tudi va tudi cao nhat 1a 88 tudi. Nhém bénh nhan 18 - 59
tudi chiém ty 1& cao nhat (54%); Nhom bénh nhan > 60 tudi chiém 35,8%, trong khi d6
chiém ty Ié thip nhat 12 nhém bénh nhan < 18 tudi chiém 10,3%. C6 thé thdy nhém bénh
nhan 18 - 59 tudi chiém hon mot nira tong s6 bénh nhan dén kham va diéu tri ngoai trd tai
Trung tdm Y té thanh phé trong khoang thoi gian khao sat. Biéu nay co thé giai thich do
day 1a doi tuong trong do tudi lao dong, di chuyén nhiéu noi va tiép xtc nhiéu véi tac nhan
gay bénh nén co nguy co cao mac phai cac bénh truyén nhidm man tinh, can phai tai kham
va diéu trj dinh ky. Khi so sanh voi mot khao séat twong tac thudc tai mot bénh vién khéc cé
su phan bd 3 nhom tudi gidng véi nghién cau caa chang toi thi nhém bénh nhan > 60 tudi
lai chiém ty 18 cao nhat (49,4%), su khac biét nay c6 thé 1a do ¢ mau nghién ciru, noi nghién
ctu va mé hinh bénh tat khac nhau [3].

4.2. Ty & va mirc d twong tac thudc cé y nghia 1am sang xay ra trong don thudc
diéu tri ngoai trd theo 3 co s& dir ligu

Co so dit liéu MM: ghi nhan sé cip tuong tic & muc d6 trung binh 31 cap twong tac
Véi ty & cao nhat & 50% khi so véi cac mire d khac, mirc do nghiém trong voi 28 cap tuong
tac chiém 45,16%, mic d6 chng chi dinh ¢6 1 cap twong tac chiém 1,61%.

Co s¢ dit lisgu DRUG: xac dinh s6 cap tuong tic & mirc d6 trung binh chiém wu thé
109 cap chiém 77,85%, muic 6 nghiém trong véi 9 cip tuong tac chiém 6,42%.

Co s6 dit lieu MED: ghi nhan Sé cip tuong tac & mirc d theo ddi chat ché chiém ty
1& cao nhét 67,03% véi 61 cap tuong tac, mirc dd nghiém trong 20,87% véi 19 cap tuong
tac, mtrc do chdng chi dinh chiém 1,09% véi 1 cip tuong tac.

Pic diém vé sé thude duoc ké trong don véi s6 thude trung binh duoc ké trong mot
don thudc 12 4,32 + 1,082, s6 thudce trung binh dugc ké tai Trung tam Y té thanh phé gan
nhu twong duong vé6i s6 thude trung binh & bénh nhan ngoai tri 4,34 + 1,17 trong mot
nghlen ctru tai mot bénh vién khéc [2]. Vé So luong thude trong don chung toi nhan thay
rang sd luong thude trong don cang tang thi s6 cip tuong tac ¢ ¥ nghia 1am sang trong don
cang tang, cu thé nhu sau, s6 lugng don thudc tir 2 - 4 thube ¢d 32 cap tuong tac co y nghia
lam sang vai ty 18 1a 14,09%, don thudc tir 5 - 7 thude c6 58 cap tuong tic co ¥ nghia 1am
sang vai ty 1¢ 1a 33,91%, va don thudc tir 8 - 12 thude c6 2 don chiém ty I¢ 100%. Mot
nghién ciru khéac ciing ghi nhan twong ddng va chi ra cac van dé han ché khi sir dung nhiéu
thudc trong 1 don thudce thi cac van dé vé sir dung thudc ciing s& ting tuyén tinh [9].
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4.3. Mt s6 yéu to lién quan dén viée sir dung thudc gy tirong tic c6 y nghia Iam sang

Str dung kiém dinh Chi-square dé phan tich méi lién quan cua mét sé yéu tb (gioi
tinh, tudi, sb luong thudc trong don, nhém bénh) va kha ning xay ra tuong tac thudc co y
nghia 1am sang. Két qua thu dwoc khdng cé moi lién hé giira gici tinh ciia bénh nhéan, tuoi,
nhom bénh va kha néng xdy ra twong tac c6 y nghia lam sang, nhung c6 mdi lién quan co y
nghia théng ké gitra s6 luong thude trong don cua bénh nhan su dung dén kha ning xay ra
tuong tac thudc (p = 0,027). Cung két qua nhu trén, mot nghién ctu tai mot truong Pai hoc
Y Dugc [3] ciing cho thay c6 méi lién quan c6 ¥ nghia thong ké gitra sé luong thudce trong
don dén kha ning xay ra twong tac thuc (p = 0,000), va khong c6 méi lién quan gitra giéi
tinh cua bénh nhéan va kha nang xay ra twong tac c6 YNLS, nhung c6 m0i lién quan gitia
tudi ctia bénh nhan va kha niang xay ra tuong tac thuéc cd YNLS, cd su khac biét trén vi
trong nghién ctru nay thiét ké ¢ mau 16n hon nghién ciru cia ching toi va cach danh gia
tuong tac co YNLS dua vao su dong thuan caa 5 co so dit liéu tra ctru twong tac thudc.
Nhiéu nghién ctru khac cling cho két qua tuong dong, nhu nghién ciru trén bénh nhan cao
tudi diéu tri ngoai trd cho thdy s6 lugng thudc sir dung co lién quan dén gia ting nguy co
gap tuong tac thudc [7], mot nghién ciu khac dugc thuc hién vé mdi lién quan caa nhiing
tuong tac thudc Xdy ra trong don cling tim thidy méi lién quan tuong tu (p = 0,0001) [4].
Mot nghién ctru vé khao sat tuong tac trén bénh nhan tim mach néi tra dugc thuc hién cho
thay bénh nhan str dung > 7 thuéc (p < 0,01) ciing c¢6 mbi lién quan ¢ y nghia théng ké voi
viéc xay ra tuong tac thudc [6].

V. KET LUAN

Ty Ié twong tac thudc co ¥ nghia 1am sang xay ra trong don thudc ngoai tri cang ting
khi s6 lwong thudc sir dung trong don cang nhiéu. Tuy nhién, s lugng don thudc c6 tir 8-
12 thudc 12 2 don thudc, 1a kha it trong 400 don thudc duoc khao sat. Do do, dé dat duoc
két qua toi wu can thiét ké c& mau c6 sb luong don thude ¢ tir 8-12 thudc nhiéu hon. Tai
thoi diém nghién ctu, chiing t6i xac dinh khdng cé méi lién hé giira gisi tinh cia bénh nhan,
tudi, nhém bénh va kha nang xay ra twong tac ¢6 y nghia lam sang, nhung ¢6 mdi lién quan
¢6 ¥ nghia thong ké gitra s6 lwong thude trong don caa bénh nhan sir dung dén kha ning
xay ra twong tac thudc (p = 0,027).
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