TAP CHi Y HOC VIET NAM TAP 512 - THANG 3 - SO 1 - 2022

XAY DU'NG CONG CU SANG LOC CAC THUOC CO KHA NANG
KHONG PHU HO'P TREN BENH NHAN CAO TUOI
TAI BENH VIEN PA KHOA TRUNG TAM TIEN GIANG

Nguyén Dwong Thao Ngan*, Nguyén Ngoc Khoi*

TOM TAT

Muc tiéu: Xay dung danh muc (DM) cac thubc co
kha nang khéng phu hgp (Potentially Inappropriate
Medication - PIM) can chd y tren benh nhan (BN) cao
tudi bang phuong phap Delphi va xac dinh do tin cay
gitta cac danh gia V|en (Inter-rater rel|ab|I|ty - IRR).
Phuaong phap: DM cac PIM dudc xay dung dua vao
tiéu chun Beers, STOPP, DM thuSc bénh vién, tong
quan y van va quy trinh Delphi. Quy trinh danh gia
IRR gom 01 dudc si (xay dung DM) va 01 bac si (quy
trinh Delphi) dat su’ thdng nhat trong xac dinh PIM cla
20 ca lam sang (danh gia vién s6 1 (BGV1)) sau d6 02
dudc si va 02 bac si (BGV 2-5) ap dung doc lap DM.
IRR dugc xac dinh bang théng ké kappa. Két qua:
Sau 02 vong, 85 tiéu chi (TC) dugc chdp nhan va 4 TC
bi loai. Trung vi (TV) (khoang t& phan vi - Interquatile
range (IQR)) hé s6 Cohen kappa cla 4 cap DGV la
0,86 (0,85-0,87). Hé sG Fleiss kappa gilla 5 DGV la
0,835 (95% CI: 0,835 - 0,836). Két luan: DM céac PIM
can chu y tai benh vién bao gom 85 TC vdi hoat chat
cu thé, ly ludn _hguy cd va hudng lua chon thay thé/
dé xuat. IRR clia DM I3 t8t du khdng c6 kinh nghiém
trudc do vé DM.

Tu khod: thudc c6 kha ndng khdng phu hgp, bénh
nhan cao tudi, Delphi

SUMMARY
DEVELOPMENT OF A SCREENING TOOL FOR
POTENTIALLY INAPPROPRIATE
MEDICATIONS IN ELDERLY PATIENTS AT
TIEN GIANG CENTRAL GENERAL HOSPITAL
Objective: This study aimed to establish a list of
potentially inappropriate medications (PIMs) that need
attention on elderly patients by Delphi method and
determine the inter-rater reliability (IRR). Method:
The list of PIMs developed based on Beers criteria,
STOPP criteria, drug list, literature search and Delphi
process. The process of evaluating IRR includes 1
pharmacist (PIM list originator) and 1 physician
(Delphi process) reached complete agreement in
determining PIM of 20 clinical cases (rater 1); 2
pharmacists and 2 physicians (rater2-5) independently
applied the list. IRR was determined using kappa
statistic. Results: After two rounds, 85 criteria were
accepted and 4 criteria were rejected. The median
(Interquatile range - IQR) Cohen kappa coefficient
between raters was 0,86 (0,85-0,87). The Fleiss kappa
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coefficient was 0,835 (95% CI: 0,835 - 0,836).
Conclusion: The list of PIMs that need attention at
the hospital has been developed, including 85 criteria
with a specific active ingredient, risk theory and
alternatives/suggestions. IRR of PIMs list is good,
despite no prior knowledge of the list.

Keywords: potentially inappropriate medication,
elderly patients, Delphi

I. DAT VAN PE

Ké don c6 kha nang khong phu hgp
(Potentially Inappropriate Prescribing PIP) dugc
biét dén la cac yéu t6 nguy cd xay ra phan fng
c6 hai cta thudc, ¢ thé dan dén hau qua lam
sang bét Igi cho bénh nhan (BN) cao tudi. PIP
bao gébm cac PIM va céac bo sot k& don tiém an.
PIM lién quan dén viéc ké don cac thudc ma
nguy cc vugt qua lgi ich 1dm sang mong mudn,
déc biét khi co6 san cac thubc thay thé dugc
chi’ng minh cé hiéu qua ngang bang hoac hon
va db an toan cao han [1]. Ngudi cao tudi (NCT)
thudng cd nguy co cao gdp PIP, theo két qua
clia mdt phén tich téng hop PIP ¢4 lién quan dén
gia tdng vé ty Ié nhap vién lién quan dén bién co
bat Igi cla thudc, suy gidm chic nang va phan
Ung bat Igi cua thudc lan lugt la 91%, 60% va
26% [2]. Hién nay trén thé gidi cdé nhiéu tiéu
chudn dugc phat trién dé€ danh gid cac PIM &
NCT. Trong dd, Beers va STOPP I3 hai tiéu chuén
dugc sr dung rOng rai trong nghién ciu cling
nhu thuc hanh 1am sang nhung nghién cltu cho
thady cd su’ khac biét vé kha nang phat hién PIM
gita cac tiéu chuén [3]. Tai Viét Nam néi chung
cling nhu bénh vién noi neng, hién chua co tiéu
chuan hay hudng dan nao dé danh gid PIM &
NCT. Vi vay, nghién clu nay dugc thuc hién
nhdm muc tiéu xdy dung DM cac PIM can chu y
trén BN cao tudi tai Bénh vién Pa khoa Trung
tam Tién Giang bdng phuang phap Delphi va xac
dinh IRR cuia DM da xay dung.

Il. OI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Poi tuong nghién cilru: Tiéu chudn STOPP
s6 2 va Beers 2019, DM thu6c bénh vién. Tiéu
chudn lya chon: TC thudc tiéu chudn STOPP,
Beers co hoat chat, nhom hoat chat trong DM
thudc bénh vién. Tiéu chun loai trir: TC phan A
chi dinh thudc cta tiéu chudn STOPP, TC tring
lap gilta STOPP vGi Beers, TC khong cé du tai
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liéu chirng minh.

Thiét ké nghién clru:

Budc 1: Lap DM cac PIM sc bo

Tong quan y van trong cd s6 dif liéu PubMed,
cac phac d6 hoac hudng dan diéu tri (HDDT) cla
B Y t&€ va thé gidi cdp nhat dén 31/12/2020 dé
chitng minh, diéu chinh, loai bo, bé sung cac TC
da chon. TU khdéa gom tung loai thudc, nhém
thudc, bénh Iy phsi hgp véi cac cum tUr nhu
“adverse drug events”, “adverse drug reactions”.
Lua chon bai tong quan hé thdng (TQHT), phan
tich téng hop (PTTH), thr nghiém 1dm sang ngau
nhién cé d6i chirng (RCT), thr nghiém lam sang
cd ddi chiing (TNLSCPC), téng quan (TQ),
HDDT, phan tich dir liéu cap 2 (PTDLC2), nghién
clru quan sat (NCQS) trén ngudi, > 65 tudi, viét
bang ti€ng Anh. DM cac PIM sG b gom 4 phan:
I. PIM trén NCT/ NCT vdi tinh trang bénh; II. St
dung than trong trén NCT; III. PIM trén chdc
nang than & NCT; IV. Tudng tac thudc trén NCT.

Budc 2: Hoan thién DM cac PIM can cha
y bang phuong phap Delphi

T6 chuyén gia gdbm 11 béc si thudc cac khoa
lién quan ké dan thudc trén NCT va 02 dugc si
dugc lam sang coé trinh d6 sau dai hoc dong y
tham gia 2 vong Delphi. Tai vong 1 gufi DM cac
PIM so bd va ban dich tom tat tai liéu dén cac
thanh vién va tai liéu goc qua thu dién tir. Cac
chuyén gia danh gia tirng TC c6 kha nang khong
phu hop trén thang Likert 5 diém: 1=hoan toan
dong y; 2=dong y; 3=trung lap; 4=khong dong
y; 5=hoan toan khong dong y trong 3 tuan. Néu
khong dong y cac chuyén gia phai dua ra ly do
ngoai ra c¢d thé dé xudt y kién slra ddi va bd
sung cac TC can thiét khac, sau dé gui két qua
danh gid vé cho nhém nghién clfu. Sau vong 1,
TV, t&f phan vi (TPV) thr 3 va IQR dudc tinh cho
moi TC. TCc6 TV la 1 hodc 2 va TPV thr 3 < 2,
IQR < 1 dua vao DM cac PIM can chi y; cac TC
cd TV > 2 bi loai; cac TC cd TV la 1 hoac 2
nhung TPV th(r 3 > 2 va cac TC cd y kién bo
sung, stra d6i sau khi xem xét s& dugc gilt lai
danh gia & vong 2 [4]. Tai vong 2, g ban du
thao cac TC mdi va bang tém tat két qua vong 1
dé céc thanh vién cho diém lai trong 1 tuan. TC
dugc dua vao DM cac PIM can chd y tuong tu
nhu vong 1; cac TC khong dap 'ng bi loai trur.

Panh gia do tin cay chia cong cu giira cac
PGV trén 20 ca lam sang (CLS). 01 dudc si
xay dung DM va 1 bac si tham gia 2 vong Delphi
cung thao luén, danh gid 20 CLS va th6ng nhat
trong viéc xac dinh PIM theo DM PIM can chu y
coi la tiéu chuén ctiia DGV1 dé€ so sanh vdi 4 DGV
khac. Sau d6, 2 dudc si va 2 bac si c6 tham nién
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it nhat 2 nam, khong cé kinh nghiém sir dung
DM (BPGV 2, 3, 4, 5) dudc tap huan, doc lap xac
dinh PIM trén 20 CLS tudng tu BDGV1.

Phan tich thong ké. DU liéu dugc xur ly trén
phan mém SPSS 26.0 va Excel 2016, Théng ké
md ta cac bién lién tuc dugc biéu dién bang TV
va IQR; cac bién dinh danh dugc mo ta theo tan
s, ty 1& phan trdm. Phan tich IRR bang théng ké kappa.

Van dé dao dic trong nghién clru. Nghién
cu nay tuan thd cac van dé dao dic trong
nghién cltu y sinh hoc, dugc théng qua Hoi dong
dao dirc trong nghién ctu y sinh hoc clia Pai hoc
Y Dugc TP. H6 Chi Minh theo quyét dinh s6
874/HDDD-DHYD ngay 12/11/2020. Viéc thu
thap sO liéu tUr bénh vién khéng lam anh hudng
dén sl khoe, Igi ich cia d6i tugng nghién cuu.
Cac thong tin vé déi tugng nghién ciru déu dudc
bao mat va m3 hda dé phan tich.

INl. KET QUA NGHIEN cUU

Lap DM cac PIM sg bo. T 170 TC STOPP
va Beers dua vao DM thudc bénh vién loai 52 TC.
Qua tdng quan y van loai 5 TC; diéu chinh 4 TC
dugc trinh bay tai bang 1 va 2; gom, tach 27 TC
STOPP va 25 TC Beers thanh 28 TC. Danh muc
PIM so b c6 89 TC vdi 304 tai liéu (25 TQHT, 28
PTTH, 35 RCT, 2 TNLSCDC, 79 TQ, 29 HDDT,
101 NCQS, 4 PTDLC2 va 1 sach) lam ngu6n can cur.

Bang 1. DM cac TC loai bo

STT TC

1 Chdng co that atropin ¢ NCT

Khang vitamin K, (fc ché truc ti€p thrombin/

Uc ché yéu t6 Xa & BN huyét khai tinh mach

sau lan dau ma khong co duy tri cac yéu to
nguy cd khai phat > 6 thang

Khang vitamin K, (c ché truc ti€p thrombin/
(rc ché yéu t8 Xa & BN thuyén tac phdi [an
dau ma khong cd duy tri cac yéu toé nguy ca
khgi phat > 12 thang

Opioid thuGng xuyén nhung khong phdi hgp

4 thu6c nhuan trang

5 Opioid tac dung kéo dai khong két hgp véi

opioid tac dung ngan dé diéu tri dau dot xudt

Bang 2. DM cac TC sau diéu chinh
STT TC
Aspirin + khang vitamin K/ Gc ché
thrombin truc ti€p/ Uc ché yéu to Xa &
BN rung nhi man tinh ma khong c6 chi
dinh khac cta aspirin
Dan phé quan khang muscarinic
2 ((ipratropium, tiotropium) & BN c0 tién st
tdc nghén dong chay bang quang
Benzodiazepin & BN suy ho hdp cdp tinh
va COPD cb triéu chiing
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Chen beta, Igi tiéu, nitrat tac dung kéo dai &
BN ha HA thé ding (giam HA tam thu
4 |>20mmHg/HA tam truong >10mmHg) trlr
khi khéng kiém sodt dugc THA nang khi
nam nglia bang cac thudc ha HA khac
Xay dung DM cac PIM can cha y bang
dong thuan Delphi. Sau khi gui I6i mai, cd 13
bac si, dugc si co trinh do sau dai hoc vdi cac
chuyén nganh l3o khoa, ndi khoa, than kinh, noi
tiét va dugc ly - dugc Iam sang dong y tham gia.
Két qua cla vong 1 dugc tom tat tai bang 3.
Bang 3. Két qua danh gia tai vong 1

Két qua SO TC
DPua vao DM (TV = 1 hoac 2; 29
TPV thd' 3 < 2; IQR < 1)
Loai khdi DM (TV = 3) 2
Cb y kién bb sung (TV = 1 hodc 2; 3
TPV thd' 3 < 2; IQR < 1)
Con nghi van (TV = 2; TPV thr 3 > 2) 5

Sau vong 1, ¢ 3 TC cb y kién b6 sung va 5
TC con nghi vdn dugc xem xét, diéu chinh dé
ti€p tuc guri dén cac chuyén gia danh gia tai vong
2. K&t qua clia vong 2 dugc tom tat tai bang 4.

Bang 4. Két qua danh gid tai vong 2

Két qua SO TC
Pua vao DM (TV = 1 hodc 2; TPV 6
thr 3 < 2; IQR < 1)

Loai khi DM (TV = 2; TPV thd’3 >2) | 2

Sau vong 2, tai phan I ¢4 3 TC da bd sung y
kién va 03 TC dudc diéu chinh chuyén tir phan I
sang phan II déu dugc chap nhan dua vao DM
cac PIM can chi y cubi cung; 02 TC bj loai. Cu
thé cac TC cd b sung sira ddi va bi loai dugc
trinh bay tai bang 5.

Bang 5. DM cdc TC b6 sung, sua dbi va bi
loai sau 2 vong
Stt | TC

Bd sung, stra doi
Chen beta 6 BN dai thdo dudng (DTD)
1 | thudng xuyén bi ha dudng huyét trir BN
suy tim, rung nhi phai diing sir dung chen beta
Amiodaron chdng loan nhip dau tay &
2 |nhip nhanh trén that tr& nhip nhanh trén

that kich phat

Lgi tiéu quai diéu tri dau tay ting huyét

3 | "4p (THA) trir THA doa phu phéi cap
Loai khéi DM
4 Gian cg xuang & NCT

Khang H2 & ngudi cd nguy cG cao/
dang mé sang

Corticosteroid (u6ng, tiém) & ngudi co nguy

cd cao/dang mé sang

7 Chong tram cam amitriptylin & NCT

Sau 2 vong, DM cac PIM can chd y gém: 51
TC PIM trén NCT/ NCT vdi tinh trang bénh; 7 TC
st dung than trong trén NCT; 13 TC PIM trén
chirc nang than & NCT; 14 TC vé tudng tac thudc
trén NCT.

IRR trén 20 CLS. Téng s& thubc la 104,
theo DGV1, s6 PIM dudc xac dinh la 25. Két qua
tom tat IRR dudc trinh bay tai bang 6.

Bang 6. IRR trén 20 CLS

Cap bGV Kappa (95% CI)
1&2 0,87 (0,77-0,97)
1&3 0,85 (0,75-0,95)
184 0,88 (0,79-0,98)
1&5 0,84 (0,73-0,95)

IRR clia DM la t6t véi TV (IQR) hé s6 Cohen
kappa cua 4 cap BGV la 0,86 (0,85-0,87) va hé
sO Fleiss kappa gilta 5 DGV la 0,835 (95% CI:
0,835-0,836).

IV. BAN LUAN

Xay dung DM cac PIM can chia y. Sau qua
trinh téng hap tai liéu, chidng ti quyét dinh loai
05 TC gébm: 02 TC vé chi dinh opioid giéng TC ké
don dudi mic tuong dong véi nghién clru cua
Samaranayake [5]; 02 TC vé chi dinh d6i khang
vitamin K/ (rc ché truc ti€p thrombin/ (c ché yéu
t6 Xa do moc diéu tri va diéu kién ap dung
khéng rd rang so véi HDDT [6] trong khi nghién
cllu clia Samaranayake stra moc thgi gian > 3
thang va TC chi dinh thudc chdng co that atropin
¢ NCT vi tai bénh vién atropin thutng si dung
trong phau thuat, cdp clu, xr tri ngd doc.
Nghién chu da diéu chinh 4 TC gém: ké daon
aspirin + khang vitamin K/ (‘c ché thrombin truc
ti€p/ c ché€ yéu t6 Xa & BN rung nhi man tinh vi
mot s6 trudng hgp van can chi dinh aspirin nhu
hoi chirng mach vanh cdp tinh hodc can thiép
mach vanh trong 12 thang qua, can thiép bénh
dong mach ngoai bién dat stent trong 1 thang
gan day [7]; dan phé quan khang muscarinic
(ipratropium, tiotropium) & BN co tién su
glaucom goc hep do phu thubéc vao cach sir
dung; benzodiazepin & BN suy ho hap cap tinh
hodc man tinh véi pO2 < 8,0 kPa = pCO2> 6,5
kPa vi cac thdng s6 khdng dugc do phd bién;
thubc gian mach (chen a-1, CCB, nitrat tac dung
kéo dai, ACEI, ARB) & BN ha HA thé& dung do
theo cac nghién clru méi day ACEI, ARB va CCB
it co kha ndng lién quan véi ha HA thé dliing han
so v&i chen beta va Igi tiéu thiazid [8]. So vdi
nghién ctu cla Samaranayake cac TC nay khong
6 sy’ slra déi.

Sau vong 1 c6 2 TC bi loai bo: gian co xuang
G NCT, khang H2 & ngudi c6 nguy cc cao/ dang
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mé sang so VGi tiéu chudn Beers 2 TC nay c6
muc dd khuyén cdo manh, mic dé bang ching
[4n lugt 1a trung binh va th3p. Co thé cac chuyén
gia cho rdng methocarbamol cé tdc dung phu
khang cholinergic nhe so vdi cac thudc khac nhu
cyclobenzaprin, orphenadrin va khong cé thudc
tot han dé€ thay thé, cac nghién clru vé khang H2
G ngudi cd nguy cd cao/ dang mé sang cho két
qua khong ro rang. C6 3 TC tuy dugc dong y
nhung c6 y kién bd sung: nhip nhanh kich phat
trén that thi amiodaron (tiém) la thubc dau tay vi
bénh vién kh6ng c6 thudc thay thé, & BN BDTD
thutng xuyén bi ha dLIdng huyét dong thdi bi
suy tim, rung nhi van c6 thé sir dung chen beta
chon loc, furosemid la thu6c dau tay cho THA
doa phu phéi cap. Tai vong 2, cd 6 TC dugc chap
nhan va 2 TC bi loai: cac nghién citu vé thudc
corticosteroid & ngudi c6 nguy cd cao hodc dang
mé sang cho két qua khdng rd rang so vdi tiéu
chudn Beers TC nay c¢6 mic dd khuyén cdo
manh, mdc dd bang ching trung binh; TC chi
dinh chéng tram cam amitriptylin & NCT khong
nhan dugc sy dong y do tuy ting BN va diéu
kién bénh vién. Két qua loai TC nay tudng dong
V@i nghién clru_cla Samaranayake vi thudc tot
han khong cé san tai Sri lanka [5], nhung TC nay
cd & ca tiéu chudn STOPP va Beers v&i mirc do
khuyén cdo manh, mirc d6 bang chirng cao.

Panh gia IRR trén CLS. IRR clia DM la tot
vGi TV (IQR) hé s6 Cohen kappa: 0,86 (0,85-0,87)
thdp hon nghién cfu cla Gallagher vé IRR cla
STOPP/ START 0,93 (0,90-0,96) [9], nguyén nhan
¢ thé do la nhitng bac si 130 khoa nén cd kinh
nghiém trong danh gia st dung thuéc & NCT han
cac DGV clia nghién ciu la 2 dugc si va 2 bac si
thdm nién tr 3-4 ndm. Nhung cao han so Vi
nghién clifu cda Lavan vé IRR cta STOPPFrail vdi
trung binh (£ d6 1&ch chuén) hé s6 Cohen kappa
la 0,758 (£ 0,059)[10]. Hé sb Fleiss kappa gilta 5
bGV 1, 2, 3,4, 51a 0,835 (95% CI: 0,835 - 0,836)
cling cao han nghién cliu cta Lavan gitta 13 bGV
la 0,760 (£0,059). Diéu nay cé thé do Lavan danh
gia trén ho sg bénh an cla BN gia yéu phuc tap
haon va s6 lugng PGV nhiéu han so vdi nghién clru
clia chdng toi str dung CLS kha dan gian, s6 lugng
DGV chi cd 5.

V. KET LUAN

D3 xay dung DM céac PIM can chd y tai bénh
vién gdbm 4 phan: PIM trén NCT/ trén NCT vdi
tinh trang bénh; s dung than trong trén NCT;
PIM trén chlc nang than NCT va tuong tac thudc
trén NCT, vdi hoat chat cu thé, ly ludn nguy co
va hudng Iua chon thay thé/ dé xudt bdng
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phuong phap Delphi. IRR cia DM da xay dung
trén 20 CLS la t6t vdi Fleiss kappa = 0,836 (95%
CI: 0,835-0,836) va TV (IQR) hé s6 Cohen kappa
= 0,86 (0,85-0,87) du khong cé kinh nghiém
trudc do vé suir dung DM.
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