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XAY DUPNG DANH MUC TUONG TAC THUOC BAT LO'I CAN CHU Y
TRONG THU’'C HANH LAM SANG TAI BENH VIEN TRE EM HAI PHONG

TOM TAT

Muc tiéu nghién ctu la xay dung danh muc
cac tuong tic thudc nghiém trong can chu y
trong thuc hanh 1am sang tai bénh vién Tré em
Hai Phong. Nghién ciru duoc tién hanh qua 3
giai doan: giai doan 1 l& xay dung danh muc
tuong tac thude 1y thuyét tir danh muc thudc sir
dung tai bénh vién, giai doan 2 la xay dung danh
muc twong tac thudc cé tan suit gip qua thong
qua khao sat 369 bénh an néi trt, cudi ciing danh
muc tuong tic thude cin chi ¥ trong thuc hanh
lam sang dugc xdy dung bdi nhom chuyén gia
gdm céc bac si va duoc si 1am sang. Toan bd
tuong tac thudc duoc phat hién bang phan mém
Micromedex 2.0. Cubi cung, danh muc 13 cap
tuong tac thude bat 1oi can chua ¥ trong thuc hanh
lam sang dugc xdy dung tor 14 cdp tuong tac
thudc 1y thuyét va 10 cip tuong tac co tan suat
gip cao. Danh muc tuong tic can chi ¥ nay co
thé duoc phd bién tai cac khoa 1am sang va tich
hop phan mém ké don canh béo twong tac thudc
tai bénh vién Tré em Hai Phong.
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micromedex
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SUMMARY

DEVELOPING A LIST OF

IMPORTANT DRUG- DRUG

INTERACTIONS IN HAIPHONG
CHILDREN’S HOSPITAL
This study was aimed to develop a list of

important drug- drug interactions (DDIs) at the
Haiphong  Children’s  Hospital. The  study
included 3 phases: the first phase was the
construction of the potential severe DDIs from
the drug list used in the hospital, the second
phase was the identifying the high-frequency
DDIs with prevalance higher than 1% in 369 in-
patient medical records, and then the important
DDils list was assessed by a group of doctors and
clinical pharmacists at the Ilast phase.
Micromedex 2.0 software was used to identify
DDils. Finally, the list of 13 important DDIs was
developed from 14 potential severe DDIs and 10
high-frequency DDIs. This DDIs list can be
disseminated in clinical departments and
integrated into the prescribing software of
Haiphong Children’s Hospital.

I. DAT VAN DE

Twong tic thudc nghiém trong lam ting
nguy co nhap vién, kéo dai thoi gian nam
vién, gia ting chi phi diéu tri, c6 thé dan dén
that bai diéu tri, tham chi gay tir vong [6].
Tuong tic thudc thuong gdy ra hau qua
nghiém trong hon & tré em SO Vv&i nguoi
truong thanh do co thé tré em c6 nhiéu co
quan chua hoan thién day du vé chic ning.
Vi ti 1& xdy ra twong tac thudc & tré em 1én
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tai 49% [2], viéc ap dung cac cong cu phong
tranh twong tac thudc tiém 4n trong qua trinh
ké don 1a can thiét. Hién nay, cac co so dir
liéu tra ctru tuong tac thudc rat phong ph,
da dang bao gdom ca sach chuyén khao 13n
phan mém duyét twong tac truc tuyén. Tuy
nhién, do co s& dir liéu sir dung trong cac
phan mém khac nhau nén két qua duyét
tuong tac co su khac biét vé mirc do nghiém
trong va khuyén céo xt tri [8]. Diéu nay gay
nhiéu kho khin cho bac sy, dugc sy trong
viéc chon lra ngudn thong tin phi hop va
chinh x&c. Nghién ctu thuc hién xdy dung
danh muc céac twong tac thudc bat lgi can chi
y trong thuc hanh 1am sang nham tao ra mot
cong cu tra ctu ¢6 tinh ung dung cao, hd tro
cac béac si 1am sang kiém soét cac twong tic
thudc nghiém trong trong qua trinh diéu tri.

Il. DOl TUONG VA PHUONG PHAP NGHIEN CU'U

Danh muc twong tac thudc can chu y
trong thyc hanh 1am sang dugc nhom nghién
ctru thuc hién xay dung qua 3 giai doan.

Giai doan 1: Xay dung danh muc tuong
tac thudc can chu y theo ly thuyét.

Poi twong nghién ciru: danh muc thude
st dung tai bénh vién Tré em Hai Phong nam
2020.

- Tiéu chuan lya chon: thudc nam trong
danh muc 159 thuéc duoc sir dung cua bénh
vién Tré em Hai Phong nam 2019.

- Tiéu chuan loai trir: thuéc phéi hop da
vitamin va khoang chat, dich truyén, dung
dich tham phan, mau, ché pham tir mau, vi
khuan dong kho, thubc c6 ngudn gbc dugc
liéu.

Noi dung nghién ciru: nhap toan bo thudc
thuoc danh muc thudc bénh vién vao phan
mém tra ctu twong tac Drug interactions -
Micromedex® Solutions (MM) [7]. Céc cap
tuong tac thuéc nghiém trong dugc lua chon

dua theo ti€u chi sau: twong tac c6 muc
nghiém trong la chong chi dinh va mirc bang
chung 1a rat tot/tdt/kha hoac mac nghiém
trong la nghiém trong va muac biang ching 13
rat tot.

Giai doan 2: Xay dung danh muc tuong
tac thudc co tan suat gap cao qua khao sat
bénh an noi tru.

P6i twong nghién ciu : bénh an cua
bénh nhan diéu tri noi trd bénh vién Tré em
Hai Phong tir 01/01/2019 dén 31/12/2019 va
dugc luu trir tai phong ké hoach tong hop
cua bénh vién Tré em Hai Phong trong thoi
gian lay mau nghién ctu (tr 23/12/2019 dén
29/02/2020).

Phwong phap nghién ctru: mo ta hoi ciu
dix liéu thu thap tir bénh an cua bénh nhan.
Tién hanh lady mau ngau nhién gém 369 bénh
an cua tat ca cac khoa 1am sang. Vé&i mdi
bénh an, nhap tat ca céc thudc xuat hién
trong bénh an vao MM 2.0 va dong thai tién
hanh kiém tra thoi gian sir dung cua tung
thudc trong mdi cap tuong tac, néu hai thudc
cua mot cap tuong tac dugc st dung trong
cung mot ngay thi ghi nhan tuong tac xay ra.
Trong céc twong tac xuat ra tir MM 2.0, loc
ra cac tuong tac c6 murc do “nghiém trong”
va “chéng chi dinh”. Tur d6, lya chon céc
tuong tac c6 tan suat gap cao trén 1am sang
(>1% tong sd bénh an).

Giai doan 3: Xay dung danh muc tuong
tac thudc can cha y trong thyc hanh 1am sang

Péi twong nghién ciru:

- Danh muc tuwong tac thudc can chd y
theo ly thuyét cua giai doan 1.

- Danh muc tuong tac thudc c6 tan suat
gap cao cua giai doan 2.

Noi dung nghién ciru:

- Xay dyung ban mo ta cac cap tuong tac
thudc: ban mo ta bao gébm cac phan: hau qua,
co ché, tan suat xuét hién, mic do nghiém
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trong cua twong tac, bién phap xu tri va doi
tuong nguy co. C6 4 CSDL dugc nhém
nghién ctu str dung dé bién soan ban mo ta
trong tac, bao gom: phan mém Drug
interactions — Micromedex®  Solutions
(MM) [7]; ban dién tir cta Phy luc 1 — Duogc
thu Quédc gia Anh (BNF) [4], ban dién tir cua
Stockley’s  Drug  Interactions  Pocket
Companion 2015 [1]; trang web tim kiém dit
lieu cua Thu vién Y hoc Qudc gia My
Pubmed/Medline [5].

- Khao sat y kién nhom chuyén mon dé
lya chon cac cip tuwong tac thudc can chl y
trong thuyc hanh 1am sang: tién hanh xin y
kién cua nhom chuyén mén dua theo quy
trinh Delphi stra d6i - quy trinh ldy y kién
ddng thuan giira cac nha chuyén mén khéc
nhau vé ciing mot van dé, duoc tién hanh doc
lap [3]. Viéc lya chon nhom chuyén mon
dugc thuc hién theo phuong phap ldy mau
thuan tién. Nhém chuyén mén bao gém: 2
bac si va 2 dugc si lam sang - Bénh vién Tré
em Hai Phong, 2 dugc si b moén Thyc hanh
Duoc - Truong Pai hoc Y Dugc Hai Phong.
Mbi thanh vién trong nhém chuyén mén
danh gia ting cap tuong tac mot cach doc lap
theo 06 tiéu chi trén thang diém tir 1 dén 5 (1
diém: Hoan toan phan dbi, 2 diém: Phan déi,

3 diém: Trung lap, 4 diém: Pong y, 5 diém:
Hoan toan dong y). Nhém nghién cau lya
chon nhirng cap tuong tac dua vao danh muc
cudi cung la nhitng cip twong tic co tong
diém 6 tiéu chi Ion hon hodc bing gia tri
trung binh cua téng diém 6 tiéu chi cua tit ca
cac tuong tac dua vao danh gia.

Phuong phap xir ly s ligu

Toan bo dir liéu dugc nhap, xu ly trén
phan mém Excel 2010 va phan mém R.3.1.

Ill. KET QUA NGHIEN CU'U

Danh muc twong tac thudc can chi y
theo ly thuyét

Trong sb 159 thudc sir dung tai bénh vién
nam 2019, 132 hoat chat thoa man tiéu chuan
lya chon dugc dwa vao duyét twong tac bang
phan mém MM 2.0. Két qua thu duoc 351
cap tuong tac, trong do, loc ra 31 cap tuong
tac can chi y thoa mén céc tiéu chi lya chon,
tiép tuc loai cac cip twong tic do ding
duong ngoai da, tai chd va gop céc cip tuong
tdc cung nhom tac dung duoc 1y va cung co
ché, hau qua tuong tac. Cudi cing thu duoc
danh sach gom 14 cap tuong tac thudc can
cha y theo ly thuyét, bao gom: 2 cap muac do
chéng chi dinh (CCP) va 12 cip mic do
nghiém trong (NT) (bang 1).

Bdng 1. Danh muc twong tac thuéc ly thuyét can chy

Miic nghiém Muc
TT Cap twong tac g bang
trong .
chirng
1 Ceftriaxon Canxi clorid Chéng chi dinh Tét
2 Simvastatin Clarithromycin Chéng chi dinh Tét
3 Amiodaron Simvastatin Nghiém trong | Rat tét
4 Carbamazepin Clarithromycin Nghiém trong | Rt t6t
Corticosteroid Fluoroquinolon (Ciprofloxacin
5 (Budesonid, quino® P! .| Nghiémtrong | Réttét
Levofloxacin, Moxifloxacin)
Dexamethason,
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Hydrocortison,
Prednisolon,
Methylprednisolon)
6 Ciprofloxacin Fentanyl Nghiém trong | Rét tét
7 Clarithromycin Fentanyl Nghiém trong | Rat tét
8 Clarithromycin Midazolam Nghiémtrong | Rt t6t
9 Clarithromycin Nifedipin Nghiém trong | Rat tot
10 Dexamethaxon Fentanyl Nghiémtrong | Rt t6t
11 Adrenalin Propranolol Nghiémtrong | Rt t6t
12 Methotrexat Sulfamethoxazol/Trimethoprim | Nghiémtrong | Rét tot
13 Morphin Naloxon Nghiém trong | Rat tét
14 Meropenem Valproat Nghiém trong | Rét tét

Danh muc twong tic thudc c6 tan suit gip cao qua khao sat bénh an ndi tru

Qua khao séat 369 bénh &n, sé bénh an c6 tuong tac 1a 53 (14,36%). Tét ca co 137 luot
tuong tac, sd lugt trong tac trung binh/bénh an 14 0,37 (thip nhat 0, cao nhét 12). Sb bénh &n
c¢6 1 twong tac chiém ty 1& cao nhat (7,04%). 10 cip twong tac ¢ tan suat ghi nhan > 1% tong
s6 bénh an duoc dua vao danh myc twong tac thudc thuc té can chi y dua trén bénh &n noi tr

duoc trinh bay trong bang 2.

Bdng 2. Danh muc twong tdc thuéc co tan sudt gap cao

3 ) Tan suat/ bénh &an |  Mikc nghiém | Mic ban
I Cap tuong tic (n=369) (.%) trg?]g chwrng ’
1 Fentanyl — Propofol 5.69 Nghiém trong Kha
2 Midazolam — Propofol 5.42 Nghiém trong Kha
3 Midazolam — Sevofluran 4.88 Trung binh Kha
4 Fentanyl — Midazolam 4.07 Nghiém trong Kha
5 Amikacin sulfat - 2.71 Nhe Tét
Amoxicillin
6 Rocuronium bromid - 2.44 Trung binh Tot
Sevofluran
7 Metronidazol — Sevofluran 1.90 Nghiém trong Kha
8 Lidocain — Propofol 1.63 Nghiém trong Tot
9 Midazolam — Phenobarbital 1.08 Nghiém trong Kha
10 | Amikacin sulfat — Ibuprofe 1.08 Trung binh Tot

Danh muc twong tac thudc can ch y trong thuc hanh 1am sang
Sau giai doan 1 va 2, gop cac cap tuong tac trung nhau trong hai danh muc, thu dugc danh
muc 24 cip tuong tac dua vao khao sat y kién nhdm chuyén mon. Két qua danh gia cua nhom
chuyén mon theo tung tiéu chi dugc trinh bay trong bang 3.

173



CONG TRINH NGHIEN Cl’U KHOA HOC TRUONG DAI HOC Y DU'Q'C HAI PHONG

Bdng 3. Két qud ddnh gid diém cac tiéu chi ciza nhom chuyén mon vé 24 cip twong tic

Piém trung binh méi tiéu chi
Micdd | Mic | oM | pgi Nhan | Darlieu | e
2 o soat thac ve vé .2
pho nghiém tron tugng tron tron diém 6
bién | trong M2 | dic bigt ng N2 | tigu chi
tac tac tac
Gla tri 41 45 42 4 35 3 233
trung binh
Giatrinho | 44 38 35 35 3 1 211
nhat
Gia tri l6n 4.8 4.8 45 45 38 4 25,4
nhat
D) lech 0.3 0,3 0,3 0.2 0.3 1 12
chuan

13 cdp twong tac dwoc lya chon vao danh muc cudi cing 1a nhitng cip twong tic c6 tong
diém 6 tiéu chi > 23,3 (gia tri trung binh tong diém 6 tiéu chi cua 24 cap tuong tac). Ngoai ra,
nhom nghién ctu da thao luan va théng nhat bé sung vao danh sach 2 cip twong tac
ceftriaxone — canxi clorid va simvastatin — clarithromycin do twong tac gay hau qua nghiém
trong, khuyén céo chéng chi dinh phéi hop 2 thudc theo MM. Cuédi cling, danh myc tuong tac
thudc can chd y trong thue hanh 1am sang bao gom 13 cip tuong tac dugc liét ké trong bang 4.

Bdng 4. Danh muc twong tdc thuéc can cha y trong thec hanh 1am sang tgi bénh vign
Tré em Hdi Phong

TT Cap tuong tac Hau qua Bién phap xir tri
Ta.ng huyetAap, Thay thé propranolol bang
nhip tim cham, x A
. ., e s thuoc chen béta chon loc (nhu
1 Adrenalin Propranolol giam/ mat tac
\ metoprolol, acebutolol,
dung cua
. atenolol)
adrenalin

- Tang khoang cach gitta cac
Tang nong ¢ | lan dung thudc it nhat 6-8 gio.

2 Amikacin lbuprofen ctiia amikacin | - Theo d&i nong d6 thudc va
trong mau. dau hiéu doc than cua
amikacin.
Tang nguy co Doi simvastatin thanh
3 Amiodaron Simvastatin bénh co hoac fluvastatin, pravastatin hoac
tiéu co van. rosuvastatin.

Dung ddng Khéng tron 1an 2 thudc trong
thoi duong tinh | clng mot duong truyén. Véi
mach c6 thé tré so sinh (dudi 28 ngay

dan d&énsy | tudi): chdng chi dinh. Ding 2

4 Ceftriaxon Canxi clorid
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hinh thanh két

thudc theo 2 dudng truyén

tua khéc nhau tai 2 vi trf truyén
khac nhau.
Thay thé bang azithromycin
Tang ndng do/ hOA’aC ngu*rlg mot trokng hg: |
. . . NS thuoc. Truong hop can thigt:
5 | Clarithromycin | Carbamazepin doc tinh cua R .
carbamazenin giam lieu carbamazepin 30 -
P "5006 va theo dai benh nhan
trong 3 - 5 ngay.
Tar.lg nong dg Thay clarithromycin bang
midazolam, azithromycin, roxithromycin
6 | Clarithromycin Midazolam | tang va kéo dai y yem, y
h hoac thay midazolam bang
tac dung an lorazepam, oxazepam
than. pam, pam.
Tang nguy co Poi simvastatin thanh
7 Clarithromycin Simvastatin bénh co hoac fluvastatin, pravastatin hoac
tiéu co van. rosuvastatin.
Tang nguy co | Tranh dung ddng thoi 2 thude.
Corticosteroid . ton Ehu(m,g gan Ngl_rng str dung .
8 Fluoroquinolon cua nhém fluoroquinolone ngay néu
khang sinh bénh nhan bi dau, sung, viém
fluoroquinolon. hoac v& gan.
Giam, mat tac Thay thé valproat bang
9 Meropenem Valproat dung_f:holjlg co cart_)ama_zqepwf hogc
giat cua phenytoin. Giam liéu valproat
valproat khi ngirng meropenem
10 | Phenolbarbital Midazolam Tang nguy; co | Glam ll.eugl hc.)f'l ccaz tt] “‘EC'
suy hoé hap theo ddi dau hiéu suy hé hap.
Tine neuv co Tranh dung phdi hop 2 thudc.
11 Propofol Fentanyl L ang iguy Giam lidu 1 hoic ca 2 thudc,
uc ché TKTU Xe 1 A 1A
theo déi dau hi¢u suy hé hap.
Tang tac dung
12 Propofol Midazolam gax me, ga}/ Theo ddi dau h:c?u uc ché tim
ngu, uc che phoi.
trén tim phoi.
Tang doc tinh | Tranh dung ddng thoi 2 thude.
cua Tréanh dung phéi hop 2 thudc
13 Sulfgmethoxa}zoll Methotrexat | methotrexat, co | vdi lidu cao, theo ddi chat ché
Trimethoprim PO LA \ A £
the gay tir cac bat thuong ve huyét hoc
vong. cua bénh nhan.
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IV. BAN LUAN

Nghién ctu st dung phan mém MM 2.0
dé sang loc cac twong tac nghiém trong can
cha y vi day 1a mot trong nhitng phan mém
tra ciru phd bién nhét hién nay véi do tin cay
va tién dung cao, cho phép nhap tat ca cac
thudc trong danh muc thude dé tra ctru. Danh
muc tuong tac can chd y trong thyc hanh 1am
sang duoc xay dung tir danh muc ly thuyét,
thuc té ké don va co su danh gia ddng thuan
clia cac bac si va dugce si. Diéu nay giup ting
tinh tin cay, mac do phu hop va tinh tng
dung thuc té cao. Danh muc cudi cing s&
giup cac bac si quan ly tuong tdc va giam
thiéu céc bién cb bat loi cho bénh nhan trong
qua trinh diéu tri bang thuéc.

Pé tang tinh ung dung trong thyc hanh
lam sang, danh muc tuong tac thudc tir
nghién ciru nay nén duoc hoi dong thude va
diéu tri tai Bénh vién Tré em Hai Phong phé
duyét va dua vao su dung trong bénh vién
dudi hinh thuc cac poster hoac tich hop vao
phan mém ké don thudc tai bénh vién. Poster
c6 thé dat tai khu vuc ké don cua béc si, khu
vuc tong hop thudc cua didu dudng & cac
khoa 1am sang va khu vuc duyét don thudc
cua duoc si ¢ khoa dugc. Thém vao do, trong
tuong lai khi bénh vién sir dung thém hoac
loai bo cac hoat chit, cac dugc si 1am sang
tai bénh vién nén cap nhat va bo sung danh
muc twong tac thudc hang nam.

V. KET LUAN

Nghién ciru da xay dung duoc danh muc
13 cdp tuong tac can cha y trong thuc hanh
lam sang tai bénh vién Tré em Hai Phong
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cling véi nhiing thong tin vé co ché, hau qua
va bién phap quan ly ctua cac cap tuong tac
nay.
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